20264E1 Heal B2k, ARt
202147 ARG (BB1RR)

B R EERRAT

BXNHAR 3

BAEEERIEES 87449

Y7/ 7 §E20mg

AR ES |22800AMX00690000

7 UIVF—RE A A

BRFS B | 20164110
ESXF e
MAEEER (IR —IRKASEOFEIC DTS Z L)
ES3)F::20mg
Bilanoa. tablets
. 10. 1HE/EFR
2. B2 (ROEZEICIFZRSLIEVTE) . }
Y5 2F VIFPHEADIETH BV,
2.1 AAN ORIk U BEE O REERE D b 5 B - R -
i § LIBIE DR 10.2 AR (BRICIETBCL)
P KA 5 BRPRTESR - i 71k T - Jalld 7
3. ARk - K EY PRV IO LRI % 1| PHEE O IC X 5
3.1 #8rY VILFTEL XD EOWEN B | AH OO RN
[ v'5 7 520mg (16.7.1. 16.7.3%8H] | 3. Y3 LR X h 5,
fksy |16 €7 A5 ¥ 20mg _
g |BELE =R, 7Y T TV AT ) Y A, B 1. EIfEMA
@ AT AT, 27T ) VERY S AT A ROBERNH 5N B ENnDHBDT, BEE 15
3.2 WHIDMIK W, BEERD 5 NGRS A b B 2 E ) e AL
W% Y5 7 §k20mg EEITH T &,
PEIR HED ngﬁiﬁm'(‘ﬁ %, o - 1.1 SXEEHER
- = - 1111 Yavyg, PFI4S5F9— (TR EHEAR)
@ Il — 11.2 ZOfthDEIER
JoE X B 1 (mm) J5 A (mm) B i (mg) i _ 1%Ai AW
HR 7.0 2.6 125 i MR FE BEV, RIMR, AL
o= F TCI1 iR . S A
Bl | TR T HAPRE, AW, WA
4. SHEEX(F%HR iw%‘ E‘E‘MMW
S MEERYS Tay o AEREIR,. O
OFLILF 1Rk e WHQTAE R, LBERH. B
OEMmE Ik, By1E
OFEBRE (B2 - HEX. HEZSFEE) ICHFOIZEIFE I AST L5t y-GTP LS |ALT Bt
Mk Mihrvrs=> L5
6. AIENUAZ W [ IR A, SRR Pl
MHL RAISIZE T 2 F ¥ & UC1EI20me % 1 H 1AZ2fE B ?H’Eﬂ;{ﬁﬁ L8 PE PRI
REHEG-F 5, HIG. %R, (hEmm. L)
N Z Ot Dy F RS M. LA
8. BEELEARNIR R v N

(RpRETLED

8.1 FIHEARD SN WAIIE, BREEMIZHZDREL
BWEIICHEETEI &,

(FLUILF—HERXR)

8.2 KAl #ZHMEDOBHEIIHRET 25513, HREEHEEZL
T, ZOEAF» S5 2B L. IFREEHK TR Tty 2
ZENLEFE LW,

9. REDERZAIDREICHI IR
9.2 BikpeEERE
9.2.1 hZEE (30=GFR<50mML/min/1.73m?) XIFEE
(GFR<30mL/min/1.73m?) DEREREEDSH 2EE
KA OMIEPRED LAT D BZNhh B 5. [16.6.1211]
9.5 1Fi7
I SURIEIR LT 2 TREMED & 2 K3, i LA 4
PEAfakett % Ll 3 &Fi X h 2 5AICDARE5T5 2 &,
9.6 =3I
RO KPR EOA RN R ORISR EO AR &5
JE L. RAOMH I P EETT 5 Z &, EER (7 0
M) THITIABA TS Z e RE SR TS,
9.7 IR
INBAF A R & U 2 BRRGRBUI SN L Ty,
9.8 SiE
AN A BEREAMIN T L T2 Z &0 %<, Hia 5 & Pt
SNDARATRIMAIRE D LAT DT hhH 5, [16.55 1]

12. EARBRERRICKETRE
KENZ, 7VILT VIENRIGEEIT 57289, 7TLVILr vk
WAL & F2hid 2 3~5H i & D KF ORG24 25 2
ENEFE L,

14. BRLOFE

14.1 EEIZIBFDER
PTPEUMDHEANIPTPY — b 25 H O ML TIRH$T2 &5
fE$22 &, PTPY— FOBAIZK D, BOSARI R
WRIEAFIA L, SIS Z8 LA 36 2 U CHERRA LSO HEE X
BIHEENRTHZ L hd 5,

16. EApEhRE

16.1 MAGEE
R A B PE2001Z A A 20mg 2 22 HE BF B R LI 5- L 72 & &
IMEERYREE 13 A 12 RS UL B 5851, O0IRFI] T fe i i 2 v i g
277.86ng/mLIZEE L 7215, WS K0k M0110. 54BERCRYZ L 722,
AFNIOFYFHEIZ10mg. 20mg M O'50mg D &M THIEM: 2R
U7zo IERE5C X 2 ERIE 5 h - 729,
1) AAHIOKGRHRIZ1E20me, 1H1ETH %,

<1



(ng/mL)
400

300

EEEEE
[s~
g

100

0 6 12 18 24 30 36 42 48
IRER] (hr)
AH20mgHi MR 505D © 5 2 F ¥ iU 4Eh i
ZENFREPE G Pl + RS (20151)
A F20mg HE[AIRE 11 51 D SEPEFE FRi) /$ 5 X — 4

5 Conax tmax AUCo-int tiz2

(mg) (ng/ml.) (hr) (ng - hr/mL) (hr)
20 277.86 1.00 1296.45° 10.54°
(117.40) (0.5-2.5) (368.26) (5.50)

2N G SN (BEERR ) 20 [a: 19(]. tmeddrprolfiti (eI Miti—iR i)

16.2 ORUN

16.2.1 BEDXE
AR AT PE20012 2 0 2 4 — N = TEEN RO RS (BlE
WAEE) ISARHI20mg & HLORR TS L 72 & & 22E R IR i % 4%
B D Conas X OPAUCo-113 7 2 U560 % M UKI40 % 1K L 722,

16.3 97

16.3.1 EAFKBEE
Y'J ZAF ¥ Din vitrokt b IMIEEAREES X0, 2~1ug/mLOYENE
HPHIZH T, 84.22~90.04%TdH - 7%,

16.3.2 BANDEAT
f@EE A (1261) XL, KH20mg, B Fafv v v KUY
T RE HEM, 702t —N—TEFRFNEOEE L,
ANDORITHEERF LR, €9 2710k 3 KINEED
b 24 I VHIRERO HHULRD K- 72 GHEAT - 4),
[17.3.1%]

16.4 X8
R A B PEGFIZUC-E 7 2 5V 20mg A& WL G- L 7= & %
vy 2F v IEEAERB SN r» 728" GHEAT —4),

16.5 HEtt
TEERHCA B LIRS AR KI20me & 22 IR HEMAR IR 5 L7 & & 125
BT TORBE I 2F v OF-RARPEMRI1347.3% TH > 72,
fHER A6 MC- ¥ 5 2 F » 20mg A WA O 5. L 7= &
. GBI S %TH £ TITIRANIZ33.1%., FEiZ67.0% 23k
Mahsz, 32713, JRIIZ28.31%., #HiZ66.53% 25K
ZALRTHRIt E 72287 SHEAT — %), [9.85H]

16.6 HEDERZEIT2EE

16.6.1 BikpEEERE
R D B RERE S R C AR AI20mg & IR O 5 L - %, &
& DB HEBEFE R HZ 2B T B Y T 2 F Y D Crax AU Cominel 2
FEAIZ R Z R Z N1 665 K02 3582 - 728 (SHEA T —
2), [9.2.1%1]

T BRI T R LA AN 20mg HE IR I B -0 O SEME S Rty /8 5 4 — &

R Chnax tmax AUCo-int ti2

[GFR (mL/min/1.73m? ]| (ng/mL) (hr) (ng * hr/mL) (hr)
EH 144.0 1.5 737.4 9.26
(GFR>80) (57.8) | (1.0-3.0) (260.8) (2.79)
HRPE(C T 172.1 1.5 967.4 15.08
(50=GFR=80) (45.0) | (0.5-3.0) (140.2) (7.66)
AT 271.1 2.25 1384.2 10.47
(30=GFR<50) (30.4) | (1.0-2.5) (263.2) (2.34)
BT 228.8 1.5 1708.5 18.39
(GFR<30) (81.8) | (0.5-3.0) (699.0) (11.40)

FOBIDTHfE (BHERRZE) « tmed S (/I Mt~ A fi)

2>

16.6.2 SipE
TR KO ek (18~35i%) . MRk & O etk (655 LA 1)
D4z —T7 (%86, G1326) (ZAHI20mg# HAIREIES- L7z &
x| AL SRR TIRE T 2 F Y OCan L AUCHindl 23513
Bz, B SR AIETIZE T 2 F v O Cradd i &1
PLUGE» 57205, AUCHal 233 G2 5729 JHEAF— %),
16.7 E4MEEER
YT 2AF VIGHBET = V%R ) RTF FOATPIA20FE T
»HBY,
16.7.1 TURORAYY
{2451 A F20mgl H1A & =) 2 1< 4 ¥ »500mgl H3
[B7 BRGSO S Lz %, 4 e 5 2 F ¥ OChak
VAUCo2ulE M Z A2 905 KOS, 9f5ic EA- L 2210 (SHEIA
T —4), [10.25H#]
16.7.2 & k3dFVY—=)b
TR RS 24 B AF20mgl H1m & o b 25— L #2400mg1 H1[m]
6HE B R ER RS Lz &, MDY 5 2F Y DCran
AUCo24l3Z 2 hif2.665 KUK B L7220 (PHELA T — %),
16.7.3 JILFF7EL
e 1261 (PKFEHTLLEN) 1A HI20mge YL F 7 ¥ 460mglif H
ARG L& %, MUY 5 25 2 OCun KAUCHndE Z 11
ZIRI MG R ORI LR LY GHEAF — %), [10.2211]
16.7.4 JL—TI7)—YIa1—R
fdtRER A 12012 A HI20mg % 7' L — F 7L —Y ¥ 2 — 2240mL. T
WHLEEE, MIEHE T 2F Y DCanx X TAUCH-mlZ Z N7
TR0 665 U0 TRAICIE T L 7=, ZolfitifErh v 5 2 7 v g
DETRZL—FT TN =YV a2—-212kBE T 2F Y DOHLE
25 OWINBHE ISR $ 5 L R 2 B HFIE AR TH 519
GHEAT —4),
7E2) FEOANZE N AR,

17. BRPRALE

17.1 BERUREM(CRT D5

(FZLILF—HER)

17.1.1 EASEMERER
WAEE T VL X — MR REE R L L —HEMRIEGBR I
BT, KAROmg 1H1E), 7 =¥V 7 xF Y VIEREE120mg
(1El60mgl H2M) Xid 7' F v K & EBRE RS L7z, FEEE
i H Th 5 [RAEERZA 7 (Gt < L A% E &L
EINZ D PR OBIRESZ bR & AFI20mgl H 1A 512
KO T ERIZH U THERBRRDERLEY,

WAEET VL F —MEsde & xR & U 7z iR BRht

PEHRE | HEIE ;‘fb Day 10~13| Zftht |75 4krox:
7 -0.35
20maltt 249 | 7.48+1.54 | 6.484+2.12 | -1.00%1.83| [-0.65~-0.05]
me ofifi : 0.023
TrF¥Y -0.34
. + + -0.96=+
T F U 247 | 7.38%1.43 | 6.42%£1.97 |-0.96£1.87 [=0.64~—0.04]
75 ¥ REE 251 7.33+1.49 | 6.73+1.87 |-0.60+1.72

fEFTAS : FAS, PR mes, [ ] : 95% S, KRMEDHTEs L

a: N—=274 VIZx$ 585 Day 10~13D -2 a3 7 0% b

b : BG4 HBOFE 2 a7

¢ HRGRE, N—2 T4 Y RUKEHEFAERE LT L (2220,
20mglEDIFTIZ 7 =V 7 2 TV VYBOTFT — 23T
AKFHI20mg% 58 O BIET FIHZEIL2.0% (5/25501) TH - 7=,
Z OWFRISMEIR0. 8% (2/255() . TRl i) K O PG EBAE
H450.4% (1/255() TH - 7=,

(EmMZ)

17.1.2 EAE O/ M4E;5R
FEINGABRIZ 5T, BEEREEH 2R E L T HERILK
REEIZH VT, AKF20mg (1H1E) ., AF10mg (1H1E) ®|
X377 v R E2EBBEORYG Lz, FHEFHMEEE TH 2 [H
BRERZ a7 (B, 20 A) OBIRSEEZE (LR E. KA
20mgl H1mE 512k 75 v Rio L CHEBELRD R L =Y,



PEPEFRIE 2 R R & U 72 Mot it
ERE IEGI| X—25 4" | Day 8~14 | Z{LE: | FIbREDE
ENG] -1.52

+ + -3.02+
20mglté 100 4.54+0.89 | 1.52+1.36 |-3.02+1.63 [-1.89~-1.15]

77 XARRE| 95 4.49+0.95 | 3.02+1.32 |-1.47+1.24| pfii : <0.001

TS« FAS, PR e fzs, [ ] : 95%(SHXR. KHEOHisEz L
a: N—=Z 54 T 3% 5Day 8~14D 2 a7 0% {LE

b fHAAHB O 2 a7

e G, N—=2 54 VEFNERE LEET L

AAI20mgtt SREDBIEMRBIZIZ2.0% (2/101ff) THo7z, D
NEREII e ) L e BN ONERR A #51.0% (1/10161) T 7=,

(EERE C22 - BER. FEESFEE) ICHDZESE

17.1.3 EASE MAEEER
BeRGPERE (ME - RS, B2 9 FERE) 12fES 2 5 BEERE %
WEICHENE L - IEE RSB (G2HEBE) 12\,
AH20mgl H1MPES L =458 (11661) . 2@ A2 3 713855
W6 R=2 54 VZHRTWA L, 5208 % CTHifi L 7219,
BIEH R BIEIE2.5% (5/19761) Td > 72, % OWNFILEIR
1.0% (2/197f5) . ASTHIMI. v-GTPHEINN K U1 MISEIR 23 4%
0.5% (1/197f5l) Td - 7=,

17.3 ZDfth

17.3.1 HEHEEREICRIFTRE

D EERERCA (181) Z 3%, AH20mg. AFKl40mg™ . v Ko
FUOUVROT TR E ZEER, suAF —NN—TEhEh
TH1FSHRIRER G L. FI4 vy ok &b |diEs
BEICRIE SR A G L 7= & &, KAl [ B dOE R TS
WEII TS b REFREEERD RN 7217 HEAF—4),
[16.3.2%:1H]

@ ftER A (206) %3502, AK120mg. AHK140mg. AHI80mg™ .
LR dy Oy ROTIERE TEHE R, 20X —N—-T%
NENIHLIMET7HRBK GRS U, PRI &IE 3 8% Gt
iliL 7z, BEUEHL TIEAAI20mg & UF40mgid 7 5 £ K & DRI
IR N 572, FBINEHE TIEARA40mg X V80mg T
7T ERE LT, BENRDLhEY GEAT—4),
[16.3.22:H]

17.3.2 DBRNRIFTEE
fREER A (30f51) 25z, AKH20mg. AF100mg™ . AHl
20mg+%7 b2+ —400mg., EF L 7 FH T V400mg K
T REHEER, 202 F—N—TFRFNIOIA40RB K
5L (ERv7ax4 L VOARIARM) . DEHIMIZ T
TRBA G U 72, TEERMEEH %2 [QTeNifONR—2Z2 7 4 ¥
SEOZELRDT I REDE] & UTHHEL 2859, AFH20mg
K U100mgTiE, #E5EHOVWTINOIRE[RTE 7 7 RIIHT S
QTeNiDN =2 T 4 ¥ H 6 DZEALRED F95%EHHIX o LR IE
10msec E1 6 257219 (SHEATF— &),

a : BIGHIIE LIEB O 8BRS 7 — & % RV -CHIIE L 72 QTR
) AHIO KR RIZ1E20me. 1TH1ETH 5.

18. ERpEIE

18.1 {ERR
AAlTe 24 I Y HRZEREPER RO VLS —EH &R,

18.2 ERY I VHEBEERIER
ZREEARBIZBVWT, v DOk 24 I VHIZEKRICHYE
I (Kif#i : 64nmol/L) Z7/RL7= (n vitro), LT bEHE
PR R O RAEREARIZRNTC, B 22 I VERIEE ZThZh
100nmol/L & 30nmol/L & D I L 7z Gn vitro) . #2IA¥E512X %
BPIERAER IV TIE, Ty FROELEY OB AL I VRN
FEBVETCEAPIRIL 72, SRR 512 K 2 BakBric 50 ¢
i, T ELE Y PO 2 & 3 VIERSEIGH & IR L 7220,

18.3 ;77 VILF—1EH
PURBMEL 2L E v b ORI EARIZ W T, BRI
EAPIHIL 72 (ICsfiE : 95.5nmol/L) 20 (in vitro) .

19. BMR7ICET 2 EFNHR

—AXZFR : ¥ 5 XA F >~ (Bilastine)

1tZ4, : 2-[4- (2-{4-[1- (2-Ethoxyethyl) -1/-benzimidazol-2-yl]
piperidin—1-yljethyl) phenyl]-2-methylpropanoic acid

77 ¥+ CesHarN3Os

Jr ¥ ¢ 463.61

PR BEOREEOBARTH S, #& / —MIZEFIZL L,
AXigx 4 7 =)L (99.5) IZIFEAEET BV,

b HsC CHs

COH

HsC/\ 9
\\\ N
N
C-
N

i RS2 200.0~202.2°C
2. g%

PTP/%E - 10088 (108X 10). 42088 (148X10X3),
5008 (108E X 10X5)

23. FEM

1) Mogyorési K : In vitro interaction studies of bilastine with
human MDR1 ABC efflux transporter and with human
OATP1A2 uptake transporter (FKFB4EHH : 20164-9H28H.
CTD2.7.2.2)

2) NEE  [TAC-2020 fF D8I B4 5 BRIRK KA
BR] kT B IEMEREMNT ORGEFH B ¢ 20164F9H 281,
CTD2.7.1.2. 2.7.6.1)

3) AR - [HERER AT Z R & L 7= TAC-202DBRIR S 1
FHMLIO R O RAE P 5388k | 12360 2 SEMEEDOMET (RFAF
HAH :2016F9FH28H. CTD2.7.2.2. 2.7.6.5)

4) Gonzalo A : Bilastine. Plasma protein binding (FK#24F-H
H : 20165928 H. CTD2.6.4.4)

5) Farré M, et al. : Br J Clin Pharmacol. 2014 ; 78 (5) :
970-980

6) Mair S J : A phase I study to investigate the absorption,
metabolism and excretion of [C] -bilastine following oral
administration to healthy volunteers (ZKZE4-H H : 201649
A28H. CTD2.7.2.2. 2.7.6.7)

7) Mumford R : Investigation of the nature and identity of
radiolabelled metabolites present in samples of urine,
faeces and plasma following an oral dose of [MC] -
bilastine to human volunteers (FKFZFF-H H : 2016%-9 28
H. CTD2.7.2.2)

8) Lasseter K C : Evaluation of the single-dose pharmacokinetics
of bilastine in subjects with various degrees of renal
insufficiency (FKa@4FHH : 20164-9H28H. CTD2.7.2.2,
2.7.6.11)

9) 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 (ZKFZ
EAH 201699 F28H,. CTD2.7.2.2. 2.7.6.10)

10) McLaverty D : A pharmacokinetic and safety study evaluating
the potential interaction of erythromycin and bilastine under
steady-state conditions in healthy volunteers (KFB4EHH :
20164-9H28H. CTD2.7.2.2, 2.7.6.12)

11) McLaverty D : A pharmacokinetic and safety study evaluating
the potential interaction of ketoconazole and bilastine under
steady-state conditions in healthy volunteers (ZKi24EHH :
20165-9H28H. CTD2.7.2.2, 2.7.6.13)
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12)

13)

19)
20)

24.
M

McLaverty D : A phase 1, open-label, randomised, two-way
crossover study to evaluate the effect of diltiazem on the
single-dose pharmacokinetics of bilastine in healthy adult
subjects (K#fF-HH : 20164-9H28H. CTD2.7.2.2, 2.7.6.14)
MclLaverty D : A phase 1, open-label, randomised, two-way
crossover study to evaluate the effect of grapefruit juice on
the single-dose pharmacokinetics of bilastine in healthy adult
subjects (FKFB4EHH @ 20164-9H28H. CTD2.7.2.2. 2.7.6.15)
Okubo K, et al. : Allergol Int. 2017 ; 66 (1) : 97-105
Hide M, et al. : Allergol Int. 2017 ; 66 (2) : 317-325
Yagami A, et al. : J Dermatol. 2017 ; 44 (4) : 375-385
Conen S, et al. : J Psychopharmacol. 2011 ; 25 (11) : 1517-
1523

Garcia—Gea C, et al. : J Clin Psychopharmacol. 2008 ; 28
(6) : 675-685

Tyl B, et al. : J Clin Pharmacol. 2012 ; 52 (6) : 893-903
w1 %E BT 25 ORFEAEH H - 20164F9H28H. CTD
2.6.2.2)
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26.1 ShERREIT
KMESE S TR 2
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26.2 BR5TIT
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26.3 1E#EE
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