20264F2 H {ERL (BB1iR)

B B S=IERT
AXHR - 34

7 UL —tR A EA
VAYoE Av=8 S
ESRAFUORARESR

ESAF 20D 520, &#,

BILASTINE OD Tablets

BAGEERSEES
87449

ARES
RN

) EE—EMEOLGEICLVEMRTLZ L

30800AMX00022000
20264F6

LER (ROBEICEIHRELZWVWI L)
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3. #ARE - PR
3.1 #BE
AR B ‘
(g EIAF L 20mg
D-wr= h—, ERELE—R ZEAFEE
%ﬂﬂ%ﬂ F:/‘ %gﬁf\ﬂ(b’{ﬁé‘ 7}(/\0/1/51»__‘5‘ (L_
N Tz AT F=UAEW) . T NVEBEAT T
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3.7 HH DMK
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b7 {’gg{ U/gg’i @
F Fx
A% (mm) 5o
JEZ (mm) a8
B & (mg) 50
4. SHEEXR IF 3R
O7LILX—1E&8%
OF 1::3-7

ORB&RE (B - HE%. BT SHEE) ITHSE5HE

b. AZRURAE
EWE. RAIZIZE T AF & LT1E20mgZ 1 H 18] 22 JE FF %
H#&E54 2,

. EELEANEE

(hRE3tE)

8.1 ZEDBO LN NWGEAITIE, BAREEMCOEVEE L
WESICHEETAZ L,

(FLLX—1E8 %)

8.2 AF A FHMEOBFIERET AL, URFHESZ X T,
ZOERMNOEEGEZME L, FREEME TREE Thld 22 &0
2FELV,

LBEOHRERTIBEICHT IR
0.7 BiAEEERE
9.2.1 ch% R (30=GFR<50mL/min/1. 73m) RITEE (GFR<3I0mL
/min/1.73mt) OBEHEREDNSHSEE

AR OMIERILE N EATDBENNH 5, [16.6. 18]
9.5 4%

BRI SURHEIR LT 5 ATREVE D 3 5 e VEIC IR, TR L O AT 2
PEBEE BRI LA S BB ORBETH T L,
9.6 =FLIT

BRI OLMEITITIRHE EORH R CRALER O 3% B8
L. RAOMEEUI I 2 RET 2 2 & BER (T v 1)
THHFA~BITT 5 2 L BBE STV,

9.7 NR%ZE
INREEZ RS & LT BRI SR L Cuvieuy,
9.8 EEE

—IRAICAEBERE MR T LTV D 2 e L, B D bRt
ShOAFTIIMPRES EATLIBEMRH D, [16.655
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10. B E{ERA
BT AF UIIPHEEAOKE TH DY,
10.2 gFRERE (BHRICEET S L)

HKH 0 % FERACRER - P55 | BRFE - BRI

PHER A DFLEIC &
D AFN OYUL R DY
MRS % & HEE
Shb,

TV Au~A Ty | RKFI M E A
UIVFTE A LR EOWE
[16.7.1, 16.7.3% | b 5,
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11. BI¥EH

WORERNH 5o bd Z LD DT, BEL DTV,
FERRD SN GA TG &2 P kT 5 70 S R g & 1T
Iz,
1.1 EXGRMEA
111 2avd. 7F245F0— (WTRHHEAR)
1.7 204D EIER
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G %2 £+ 53~5 AT L 0 AR O EH I+ 5 Z L2
ZFE LV,
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14,1 FFIZMFBEOEE

14.1.1 PTPELEE D IRANIPTPY — b bRV H L TIRAT 2 L 5
i+ 5Z L, PTPY— FOBEBKIZ I Y . RS A E N &k,
JE~FIA L, BICITZRL A2 2 L CHERIR 2% D EE A HHE
EORTHZ LN D,

14.1.2 AFNTE O LICOEMER 22 S8, fEsEgER &L T
RHAMRETH D, £/2, KTRATIZZLLTE D,

16. ZEMEE

16. 1 mMAEBE

16. 1.1 BEIRURERSE

T BERY N B HE20611C B 5 A F L §E20mg & 22 I e B [E1 % 1 B2 G- L
7ol X MEFREE TSN B L, B 5% 1. 00RER ik
M PR EE2TT. 86ng/mLICEIE L7- 1%, THI 0 10. 548RT T
W L7=2,



E'5 AT L OEYEHEIL10mg, 20mg & UN50mg D #ED TR
R Uiz, REHRGICE2EBITRro72Y,
D AHIO&AR A &L E20mg, 1H1ETH 5,

(ng/mL)
400

300

100

0 Py °
0 6 12 18 24 30 36 42 48

HER (hr)
BTS2 F U EE20mg HEAIRE O 500D B 5 2 F o i i g
ZERERE ., SRR AR R (2041)

v AF 2 BE20mg HA[RIHRE 1 452 515 0O SEM A R 8 T A — &

&5‘% Cmax Thax AUCO*inf ti/2
(mg) (ng/mL) (hr) (ng * hr/mL) (hr)
2717. 86 1.00 1296. 452 10. 542
20
(117. 40) (0.5-2.5) (368. 26) (5. 50)

R b SR (EER =) 2001 [a @ 1961], tpaxid 5
il (e IME— R K AE)
16. 1. 2 &YFHRSHRER

BT AF L 0DEE20mg [ 4k) & ©F / 70DEE20mg %, 7 1 A
F—=R—iEIC Xk EnTNIEE (BT AF L LT20mg)
A IR R AR O &5 (K7e U CRA R OVUK CRRA)
LTI eT 2AF U RELHE L, BoN-EKEhiE 7
A —2% (AUC, Cpax) {22V TI0%IE #E X RIVE IS THEFHIRAT 21T -
T-HER. 1log(0.80) ~log(1.25) DEPHN TH 0 | WA D 4H
PR VEDS R S =Y,

— K TR —

HIENRE T A —H

HENRT A—H SBIINTG A —H

AUCo-24 Chax Thax ti/ze

(ng * hr/mL) (ng/mL) (hr) (hr)

v ZF ODEE | 1426.0 284. 675 1.36 4.3
20mg [#5HK] +393.0 +97.710 | +0.69 +0.9
©'5 7 obkE2omg 1493. 3 297. 606 1.42 4.1
+394.5 | +108.217 | +0.99 +0.5

—k7 LR —
EHFHRE (T A — &
HIE/NRT A—H BBINT A —H
AUCo-24 Crax Thax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
v'5 AFO0DEE | 1441.5 308. 607 1.72 4.2
20mg 54K +318.5 | +95.574 | =+0.85 +0.6
©'5 ) 70DkE20mg 1471.6 313.916 1.87 4.3
+362.5 | %109.469 | =0.96 +0.5
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faeEE Rk A BAE20012 7 1 A A — N—IETEER L OV (SIS
Wifx) BT AF v fE20mg % HRIRR A& 5. L7z & & 2GR b
AR A FE D Cax S OAUCo- 1 EE L ZIRI60 % M U940 %K T
L2,
16.3 &
16.3. 1 Eg#EEE
VI AFDin vitro b MMEE ARG ZRIT0. 2~ 1pg/mLO
FERIPHICI T, 84.22~90. 04% Tdh o729,
16.3. 2 BA~DBAT
fRER A (126]) ZXx%RIC, BT AF U 6E20mg, & Rad v
VEOTTRRE CEHER, 70 AF— =T NN HE A
5L, M~OBATHEZ RS LRSS, ©F 2AF 1 X D KM
BoOeAZ I UIZRED SHIIERD 20 -729 SEAT —
2), [17.3.15H1]
16. 4 3
@ RE R A B ME6HIIZ 10— 5 XA F 2 20mg & HAEIRR D% 5 L7- &
T, ETRAFURIEEAERBEN RS D 8 (HEAT—
),
16.5 HEt
fERER N BB BT AT v hE20mg & 22 IR RLRI R OB 5 L
7l x| BEBTAGKE CORT E T AT 0T BEEHE R
1347. 3% TH - 129,
fEFER N BHE6HIIZ1C-E T ZAF L 20mg & B A 5 L7- &
x| MIHEII B GA TR £ TICRPISSS. 1%, P67, 0%
Pt s ntz, B 7 AF A%, JRHIZ28.31%., FEHUZ66. 53% 203
RE(ETHERE S =D 8 BNEAT—%), [9.85H]
16.6 HEDERZETHBE
16.6. 1 BiEEERE
A DB ERF I T AF L EE20mg & AR i 5 L7
L&, BEEORMEREEEICBITIOIET AF U DCha kY
AUCo-ine (TR AT EE T EHUL. 665} U2, 358 7> > 729
GrEAT—%), [9.2. 1]



EH RS R T BT AT U FE20mg HLIETRE 11 452 5- I 0D HEA el

AT A —H
P‘%%ﬁg Cmax tmax AUCO*mf ti/2
[GFR (mL/min/1.73m?)] (ng/mL) (hr) (ng * hr/nl) (hr)
E 144. 0 1.5 737. 4 9.26
(GFR>80) (57.8) (1.0-3.0) | (260.8) | (2.79)
RN 172.1 1.5 967. 4 15. 08
(50 =GFR=80) (45.0) (0.5-3.0) | (140.2) | (7.66)
PR 271. 1 2.25 1384.2 | 10.47
(30=GFR<50) (30. 4) (1.0-2.5) | (263.2) | (2.34)
EEKT 228. 8 1.5 1708.5 18.39
(GFR< 30) (81.8) (0.5-3.0) | (699.0) | (11.40)
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BO®ELi-e&, HHBIELEBRBETIIET XAF 2 DCha
S OAUCo-inel 2 ZE I e o T, Bt & @l Tl e 7 25
¥ DCnax T B W LMEN L. TR D> o 723, AUCo-ins ST 720>
7219 GHEAT—%),
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16.7.1 TYRATAIY
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¥ D Chax & AUCo-241 X ENENRI2. 95 K OFIL. 9f5 I EH L
72 WEAT—4), [10.25]
16.7.2 # +arvy—

R A 240012 7 A F o 8E20mgl H1E & &7 b =2 — L HE2)
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¥ D Crax S OAUCo-241 X Z N EIUHI2. 665 S Q2512 B L7212
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16.7.3 SLFF7EL

HERERR 1261 (PKEEATLLE]) (28T AF U 6E20mg & O NTF T 8
260mg i HERE O BEE Liz & &, MEPE T ZAF 2 DCh e
OAUCo-intlZZFNZFNAIL 55K OFIL 33 EFH- Lz UhEA
F—4%), [10.2&H]
16..4 L—T2N—YPa—2R

HEFER N 126I2 €T 2AF U 5E20mg % /L —F T —V P 2 — R
240mL T G- L7z & & MEHF BT 2 F 2 DChax L UAUCo-inel X%
NENHO0. 665 KOO0, IR T L7z, ZomiEhe o 25
BEEOKR TS L—T TN —Y P a— R LA ETAF L OW
BB OWINLEICENT 2 LRI NTZDEFIIRATH
0 GHEAT—%),

H2) #% O AN E N R AR,

17. BRER AR
1.1 FOERURLHEICET 58

(FLILX—HEE2%)
17.1.1 EAEMERER

WEMET LAY —MER KRBT 2RISR L Ul ZHEERILEGERIC
BT, B AF v 8E20mg (QHLED, 72XV 7= F VU
Fetii120mg (1[E160mgl H2[]) XIX7 7R Z2@MRO#EL L
oo FEFMEEE THD REHIERZ 2T (@i, < LAk
FAE, &P, BNZE SR OBIFEYE LR X, BT AT
VEE20mgl B 1R GAIZ L W 7T v RICH L CAERBA 2R L

7»:15)\ 16)o
BEMET LLX—MEaR 23S & U e Rl
BeGHE | JERE | X—ATA 0 | Day 10~13 | L& | 7T &R EDFE
v'7AF U 7.48 6.48 | -1.00 0.5
o7 249 : : ‘ [-0.65~-0. 05
+ + +
20mghtf +1.54 £2.12 | £1.83) © L o
7=%Y | 7.38 6.42 | -0.96 -0.34
WEIN +1.43 +1.97 | £1.87| [-0.64~-0.04]
e 7.33% 6.73 | ~0.60
77 eRHE | 251 1.49 +1.87 | +£1.72

ST RIS« FAS, SR AR A, [ ]
HHEOH5EZR L
a: N—RAT A NIKkT B HDay 10~13DFH A 27 OEAL

=]

J=:N
b: FERI4AHMOFHE AT
e FTHRE, N—2T A U R OEFE ALK E LIEREET
U (72720, 20mgBEDRT CTIE 7 =% 7= F VU D
F—=Z TN TNZRY)
v T AT U EE20mg % G- EEO BIVE AR BLR X2, 0% (5/255f1) T
BTz, TONFRITMEHR. 8% (2/25561) . T, S L OH
TR EIE 23 450. 4% (1/25561) ThH-o7To,
€13
17.1.2 ER%E I /M8
ENRBRICB T, BEESRBEE 2R L Lz EERLE
HBRICBWT, B 2AF U 8E20mg (1HLIE), B35 AF 8
10mg (LH1[E]) ¥V Xx7otRZ2@MEO#RE L, 15
FMITEE Th D RAIERA =T GEBE, 2vdA) ORI
ZAbER] 1, BT AF U EE20mgl H 1R 512 L0 77 B RITK
L CHBRBD &R L2, 18)
1S PEZERRIS &6t 5 & U T2 R R AR

: 95WE XA, K

Bt [ <254 bay s~ [ i [ 7R 0
EIAFVE| o 4.54 1.52 | -3.02

20mg +0.89 | +1.36 | £1.63 ~1.52

19 2 02 " [-1.89~-1.15]

PSR . ' L. {5+ <0.001
77 ENRE| 95 +0.95 | +1.32 |+1.24| "

fENTEGE « FAS, F¥IME AR, [ ] : 95%fEE K. X
B O L

a: N—ATA kT B EDay S~14DFEH A a7 OB E
b : #5EMBR OV A 2T

e BHRE, N—ATA UEBALKE LRIEET IV

ET 25 v EE20mg e G REOFIEAF B AI1X2. 0% (2/10141]) T
Holz, FOWNFRITMA E U L E BN K OEER 341, 0% (1/
1016) CTH -7,

(RERSE (BF - RIEX. RETS5EE) THESESHE)

17.1. 3 EREMHEHRER
Fegpe it (35 - R, KI§Z 5 ) k> & 5 fElkE %
MBI EN LI IEERESRGHE G2EME&EE) 2B\ T,
BT AF U BE20mgl B LEIEE U=/ R (11661), AR AT
IRG BN RX—R T A N TRD L, 5210 F TR L
7»:19)o
BITERFBL=I1T2. 5% (5/19741) Thotz, £ DOWIRITMEIR
1.0% (2/197%1) . ASTHEAN, v —GTPHIAN K UMK MIAEIR 234-0. 5%
(1/19761) TH -7z,

1.3 20k

17.3.1 BHEBREICRIFTHE

(1) fEEER A (186) Zxt4ic, ©F7 AF L 6E20mg, ©F AF
FE4omg™) | B R VU RO IR E _EER, F 2
F—N—=TENENIAIEBHMKEERS L, R4
BRIC X0 BB EGEERERIC I TR AN L s &, BT XTF
VEED BT EGEERRICRITTRBII S T AR L AEREETRD
o220 BMEAT—#), [16.3. 28]

() fEEERCAN (206) ZxiGc, ©F7 AF U 8E20mg, BT AT
$E40mg, BT AF U BE8OmgEY | b RrF P RN TR E
THER, 7 A4 —"—TZNEN1A1ETHBKERSE L,
AR R R T B AT L 72, BB CIIe 7 2AF
VEE20mg K M4 0mgld 7 7 BAR & OMICEITRO SN oiz
N, FBAFHECIIE T AF U 8E40mg K OP80mg Tl 77 R &
g LT, BEMRD LR UFEAT—F), [16.3.2%
i

17.3.2 DERARIFTHE
fEEER N (3061) ZxIGc, B 7 AF 1 8E20mg, BT AT EE
100mgED | BT A F L EE20mg+ & b 2 —/L400mg, EF T
YT 400mg VT T AR E THEMR, J 0 AL —R—T
ZTNENIHIEMABXERS L (FF>v7a%H v 0R3H
M), DEFSBICEFETEEEZEMN L, EEFMER %
[QTeNi2DR—=RA T A UL DOEBEDOT TR EDE] L L
THAM L72fE . BT 2AF U 5E20mg K M 100mg TlE, 5% D
WTHNORERTH T 7 BRICHT DT NiDN—R T £ D
DAL D FM95EFE XM D EfRIZ10msec % EFE S 72>
722 UMEAT—4),

a : BIEMTIE LIES oS T — % & I CHlE L72QTRb
1) AF DA EIT1E20mg, 1A1ETH 5,
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18.

E SHE S
1 fERF

BT AF e AL I VR FEEETUER RO T L —1E
MzExRT,

18.

**ﬁ-{zkﬁ/\;ibi"ﬁ IRVWT, b FOEAF I VHIZFRICHE

1 ERZ I UHRBKERER
(B

JH (Kif#f : 64nmol/L) #7RU7= (in vitro), ®E/LE v HEH

FAEA R CREEARICBWT, b A ¥ I Uiz th T

#1100nmol /L & 30nmol/L X W ¥l L7= (in vitro),
X 2 ERER I
oI B
BT,

‘o5z
BT, 7/F&U%w%/5@tz5 v

B TOHE 2 Ml L7z, BRI G X 2 8akiRic

BT ELE Y OB A X I U FEEIE I & il

L7239, 24). z5)o

18.

I |7 LLY—ER

PUREAE L7 E v N OSEHRIIFEARICIB VT, HUREFIL
a2 L= (ICsofiE : 95. bnmol/L) 2929 (in vitro),

19. B3R5 BT 2 BIEENAR
W% . 7 AF > (Bilastine)

{b54 : 2-[4-(2—-{4-[1-(2-Ethoxyethly)-1# -benzimidazol-2-
yl]piperidin-1-yl}ethyl) phenyl]-2—
methylpropanoic acid

432 CogHs7N303

4y -5 ¢ 463.61

PR BEORREORRTH D, A ¥ ) —MIETFICL
<L AT Z 7 —v (99.5) (I A EET 20,

{bPEE=

HsC CHs
CO2H
HsC//\\O
N
N
|
N
1. A%
1008 (1082 (PTP) X10]
23. EEXXHK
1) b FOATP1B1, OATP1B3, OATP1A2, OATP2B1 X[ZOCT10DH/E &
LToma (EF 2 78 : 20164E9 H 28 HIKFR., HI 5 & B
72.7.2.2)
2) TBFEOREIZET 2 R EHRR : 31T % I B REfRAT

3)

4)

5)
6)

7)

8)

9)

10)

(B 7 78 : 2016429 A 28 H 7&K 38 .
2.7.6.1)

FEERMEEEE2. 7. 1. 2,

MR AN B2 x5 & U-BRR S T AR B[] & OV A8 B 558
BR) 23T D EmEREORET (©F ) 7 §E : 2016479 H 28 H
AR, HFEEEMEED2.7.2.2, 2.7.6.5)

F¥a—U U AT ¢ ARRRSHALNE R
E'Z A F L 0DFE20mg [H k) DM T [R] L3R 12 BY
TLER
MIEEAKA (T 7 78 : 2016459 H 28 HA&ARR, W&
552, 6. 4. 4)
Farré M, et al. : Br J Clin Pharmacol. 2014 ; 78 (5)
970-980
A phase I study to investigate the absorption,

metabolism and excretion of [!C] -bilastine following
oral administration to healthy volunteers (7 /7
BE : 20164E9 H 28 H/KGR, WIRGEEEMIEZE2.7.2.2, 2.7.6.7)
UC BERAHER OB EZDOE b ANT U AD/KE (B
J THE : 20164F9 A 28 AZKGR, HIFHERHEERE2. 7. 2. 2)
Evaluation of the single-dose pharmacokinetics of
bilastine in subjects with various degrees of renal
insufficiency (7 / 7§ : 20164E9 H 28 H /AR, HIGHEE
WEE2.7.2.2, 2.7.6.11)
An open—label study to assess the effects of age and
gender on the pharmacokinetic profile and
pharmacodynamics of bilastine in healthy volunteers
(B 7 7§ : 20164F9 H 28 B/KGR ., FRFFERMBE2. 7. 2. 2,
2.17.6.10)

11)

13)

14)

15) Okubo K, et al.

A pharmacokinetic and safety study evaluating the
potential interaction of erythromycin and bilastine
under steady-state conditions in healthy volunteers
(B'F 7 78 : 2016489 H 28 H KGR, FAGEERMTE2. 7. 2. 2,
2.7.6.12)
A pharmacokinetic and safety study evaluating the
potential interaction of ketoconazole and bilastine
under steady-state conditions in healthy volunteers
(B 7 7§ : 2016459 H 28 7K., HIGEERMEE2. 7. 2. 2,
2.7.6.13)
A phase 1, open-label, two—way crossover
study to evaluate the effect of diltiazem on the
single—dose pharmacokinetics of bilastine in healthy
adult subjects (B / 74E : 20164F9 A 28 A /&R, HIFHE
FHEEE2.7.2.2, 2.7.6.14)
A phase 1, open-label,
study to evaluate the effect of grapefruit juice on
the single—dose pharmacokinetics of bilastine in
healthy adult subjects (B / 7§ : 20164E9 H 28 H & #X.
HFEERHMIEE2. 7. 2.2, 2.7.6.15)
: Allergol Int. 2017 ; 66 (1) : 97-105
WEMET LR — R KRBT E G L Ltlﬁmﬂk F I FH R 5

randomised

randomised, two—way crossover

(B9 /78 : 2016459 428 H &R, A B
2.7.6.24)
17) Hide M, et al. : Allergol Int. 2017 ; 66 (2) : 317-325
18) B RE LR E LEBEREL/IIHRR (87 )7

25)

BE : 201649 A 28 H /KGR, WG A RHMYEZ2. 7. 6. 33)

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 ;
8 (6) : 675-685

Tyl B, et al. : J Clin Pharmacol. 2012 ; 52 (6) : 893-
903

Corcostegui R, et al. : Drugs R D. 2005 ; 6 (6) : 371-
384

Corcostegui R, et al. : Drugs R D. 2006 ; 7 (4) : 219-
231

v R4 I UIEABETER (87 7 78 : 2016459 A 28 A 7k

. HEEE RS2, 6. 2. 2)
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