202642 7 1R (55 1RR)

BT & BT N4 |, %:.L\ I
B 3 7 U IVF—4REEER]

E'S A F U OENERREE

BAREEmIEES
87449

v ES2F0D20mg ¥4

BILASTINE OD Tablets [SAWAI]

) ER - EMFOMSTEICLYVEHTLZ L

2. ZR(RDFBEICIFES LBV L)
2.1 AFN DWW LBBAE DB E D & 5 B

3. fHRL - MR
3.1 #8m

AR

[140] I A5 20mg

TANNTF =L (L-7 2= V7 F=4bEY) ., 70 ARY
WhEl Ry 277 YERMg, e Fafy7oetbirno—2,
D-vr= =), AZ T AT IV VMg

3.2 RAIDMERK

& ﬂ:; €527 €527y
2 0D 20 oD 20
597 597

# B Fbe (D B )
(RN =
4% (mm) 7.0
J£ & (mm) 2.6
i (mg) #1122
AEFOR YJ2AF 2 0D 20 7 A

4. HEEXIFHR
O7LIbF—ak
OZME
ORERECEE - RKEX. KETSFEE) ICHIZTIE

6. RERURE
WL AR E T AT > & LCLH20mg % 1 H L2282 7
F#59 2,

8. BEEREUEXIIR

(Ghgett@E)

8.1 RIEDFED LN VAL, BREREHICOAV S LA
WEIHIZHEETHI L,

(ZLILF—HER)

8.2 KA % FHIMEDOBE TG T 25613, HRFH©EZ T,
ZOERP OG- ZHG L. SR TRE RIS 2 08
ZFE L,

9. HEDERZHTDEREICHTIIR

9.2 BikeERERE

9.2.1 & E(30=GFR<50mL/min/1.73m?) X I3 EE (GFR<
30mL/min/1.73m?) DEHEEREDH 2 EE
ARHNOMBEPIREED LT 2 BTN D %.[16.6. 12 ]

9.5 Ew
TR SOZIEIR L T B R0 & 5 ikIZiE, R EOF &I
MEEE LH S L HB S NLHEICORKGTH T L,

9.6 AR
ZAL O LY EGR L ORI OB O F 4RI T E
L. ZALofks U3k 2 a5 2 Lo BER(Z v M) T
FUTHANBATT 2 2 e ST,

9.7 INR
MNREE R E LBRHBUIER L Tz,

9.8 EHEE
— AN EFRRE MR T LT % 2 L% L B S L HEE
ENBFHTIEMHIREDS LA T2 BENADH 5,[16.52M1]

10. H8E{ER
Y9 AF VIIPHEEAOELTH LY,

& 5% & S 30800AMX00034000
R 5% B 48 —

10.2 HAEEWHAICERTHI L)

S BRAAEIR - 58 H R - a1
Iy z2uavA{ sy ARF O MM i B & | PRE &R O BLE 2 X B AH]
UNVFTEL FH & L OHE | ORI 5
[16.7.1, 16.7.35M] |7°d %, LHEEEND,
1. BWER

ROBEWER DS b, I ENHHDT, B%E 1512470,
BRSO N3 G 2 k5 4 2 S ) e ALiE A2 AT
5T &,

1.1 EXKEHEA

M1 Yavyd, PFHFIT45FI— (TN HEARHH)

1.2 ZOftDEIHER

1%k SR

HAR R RS, TR BEV, AR, A%

WAkE B, THL HABRE, DN, AR, B
TEBR HH7 Oy 7 AR, LEX
QT BRI, Mk, BiE
Tl AST EH-. »-GTPLEH|ALT EH

I M7 L7F=rrq

WP fr | I I R AN L

W EE 5. €O FEE. MERRE. £
ALY

Z Dt TG, JeEk, fREEI. MUV

VRS BEIE, FEALVARZ
RO, JEYT

12. [RIMEERBRICRIETRE
AFENE, T LT YNBSS B720, 7 LIV Y BN
POGHAS % FEfis 53~5H W1 & ) AHOFG- 2 H kT 52 &8
2T Lv,

14. BALOER

14.1 BRIRMAFOER

14.1.1 PTPAEED#FKIZPTPY — b2 500 L TIRA T 5 &
ITRETH L, PTPY — bORREKIZE D . TV ELA RS
KA L, B33l E B 2 L CHEtRRIA 5 0 B 2 &0k
SERBERT A DD D,

14.1.2 AHNIE O EIZORNEE %2 S &, BEEHER O AT
IRHWRETH B, 720 KTIMHTAZEHTE S,

16. E4pEhRE

16.1 MAEE

16.1.1 BERUKRERS
TR T 206012 ¥ 9 AT~ $820mg & Z2JIE I HL R RE I - L 72 &
&, MAEAP R HEL IS EA L, #5141 00MF ) Cf & 4% v i
277 .86ng/mLIZH5E L 72 %, THABII10 5ARFH T L 727
Y5 AT v OFEYEFEIZI0mg. 20meg M U50mg? H&F TR % R
L7zo BAEFRG1C X B R E A h - 729,

FED AF OABH =1 20mg, 1H1ETH 5,



(ng/mL)

400
3001 ||
1fil
e
200
i
i3
100
0 T T T ? T < T
0 6 12 18 24 30 36 42 48
¢ (hr)
Y7 AT ¥ HE20mgH MR 5k 0 € 7 A F & iR
ZEIEIRER G-, P + (R 2 (2001)
Y 7 2T > §E20mgH [l %5 R D SEW HERR Y /X T A — %
fpacs ¥ Crmax tmax AUCo-int ti2
(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)

ZeMIER G IO (EHE(R ) 2060 [a : 198U tmaeld A (i ME-HEAAE)
16.1.2 &EFHRIEMEAER
Y9 AF > 0D$E20mgl H 7 4 1 ¥' 5/ 7OD$E20mg % s A\ k12 %
NZENLFE(E T AF & L C20mg) ZEIEHE HRFE L% (7 0 A% — /N —
B L. MR Y T AT VIEAHE L7z HoNRYEE ST X —%
(AUC, Cmax) |22\ T0%IE X B\ TREEHAT 21T o 7255 H. log
(0.80) ~log(1.25) DHPAANTH V) . WA O A== REEEATTERR S 7zt
FRHN Gei GOSN BIE X T A — 5

Cmax Tmax T2 AUCo-1shr
(ng/mL) (hr) (hr) (ng-hr/mL)
K oo 7 )| 2422 94 | 18209 | 32210 | 12452313
£
L [¢5 ) 70D%20mg| 246.9* 94.5 | 1.9+1.0 | 3.4=1.1 | 1274=338
x Z‘f)n?g@i;?l)ﬁ 266.6+100.6 | 1.3+0.8 | 3.4+1.7 | 1279+33
Y [¥5 ) 70D$i20mg| 247.9* 88.4 | 1.4+0.8 | 3.3%1.3 | 1242+327
(Mean=S.D., n=83)
400 F (7k7& U CHRAABS MR phiR)
i —e— EJ A F > OD§E20mg 71 |
e 300 | --0--- £ / 70D§E20mg
Eg Mean=+S. D. (n=83)
S
2 200
=
V]
= o0t
(ng/mL)
[ N A B { —
001 2 3 45 6 8 12 24 48
B 5 DR (hr)
400 | (K CHRAF D M EERR)
i —e— E 5 X5 > OD§E20mg 17 1 |
e 300F T ---0-- £/ 70D§iE20mg
“g I Mean=+8. D. (n=83)
4 |
2 200t i
=
]
= ook
(ng/mL)
T A A B BN AR | )2:5._”._@}
01 2 3 45 6 8 12 24 48

$2 545 OB (hr)

MR EE 722 & NIZAUC, CmaxZd/3 5 2 — %1%, whERE oI, 1k
TEOTRIAIEYL - BRSO MERZ R & > TRZ 2 WREED D 5,

16.2 MRUY

16.2.1 BEDHE
TERER AN B PE20BIIC 7 1 A F — N — T2 & OV A% (E BRI ) 12
YT AT v §E20mg % BRI 5 L7z & & Z2JEIE I AR GO
Crmas X FAUCo-d 214960 % K U940 % KT L 7225

16.3 9

16.3.1 EAHEHE
Y'J AF ¥ Oin vitro b MEEEFR G330, 2~ 1ug/mLOEEE#F I1C
BT, 84.22~90.04% T - 729,

16.3.2 BHRINDEIT
HEHER (1261) 2% %12, €9 AF U $20mg. & Fafx s YV vy RS
SEREFZEHER, FOAF—N—TENREFRHEEES L, K~0
TR ME L7265, CI9RF VICL RGO 24 3 Y HISE
RO HHUEFRD 72 20 o 729 (FHEIAN T — 4) . [17.3. 15 1]

16.4 {34
TERE A B E6HICHC-Y T AF »20mg % HiAR ¥ 5 L2 &, S
AFATIEEAERBEIN G727 Y WEANT— %),

16.5 HEft
TEEE R B IEIBIIC ¥ 5 AT » $E20mg % Ze g Al 4% 5 L 72 & &
T TORBE S AT OFI BRHEIERI347 3% TH - 729,
TERER AN T IE6HIIIMC-Y 9 AF »20meg % BRI G- L7 & &, s
REISHE G- 27H £ TIZRTI233.1%, #EHIZ67.0% 03kt &z, €5
AF iE, Br228.31%. FEH1266.53% DS AR ZEALAR THEE & 720 ®
(FHEIN7— %) . [9.82H]

16.6 HEDEREFIDEE

16.6.1 EBigREEZES
BN OB EEF 12 E T AT U 5E20mek ARG Lok &, &
FEDERREEE B E 25T B ¥ T AT ¥ DCrmax L FAUCo-int TR AL
HARZENZNL 605K U2 .37 - 722 (GHE A7 — %) .[9.2. 1]

AR S 1T T AT > G20 BIRE L e G SRR R /S 7 A — &

B ikRE Chnax tmax AUCo-inf tiz

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

#6061 (B E) « tunac TP A (B ME— KA
16.6.2 =
F BT O (18~355% ) « w5 1 & OV (650% LA 1) 04 27 )L —
T (%8B, FI3260) 12¥ T AT v §E20mgw B OK G Lz &, %
ML SRR TIZE 9 2 F ¥ DCnax X WAUCHnl 272 22 o 726
BRI L BT T AF ¥ OCual T H DL TR A o 72
5. AUCo-infl S #1322 7210 (AEIN T — % )6
16.7 EYHEEER
Yo AF AT = F VAR ) RTF FOATPIA20IE TH 5V,
16.7.1 TUZRORA YV
fREFER A24B112 ¥ 5 AF v $E20mgl H1 & =) 210~ 1 ¥ >500mgl H3
17 H PR AR 3% G- L2 L & MAEHE 9 AF ¥ DO Cra S FAUCo-21
ZZNZIAI2 95 [ O ORI E5 L 72 (HEL AT — %) 0 [10. 2208
16.7.2 ¥ v3dFVY—=IL
BRI A246012 ¥ 5 A F »$820mgl H1lAl & 4 b 29 — L #2400mgl
F1E6 H ARG L2 &, MEH E S XA F ¥ OCrak O
AUCo24ld Z N2 NHI2 6485 f U245 12 B L7222 JHE AT — % )
16.7.3 YILFT7EL
TR N 1260 (PKIRHT1141) 12 ¥ 5 AF >~ $E20mg s ¥ )V F 7 ¥ 460mg
BERHAREIHE S L7z & MEEP ¥ 9 AT ¥ O Coa L FAUCo-indd Z
NN SRR UL MEIC EA L72 (SR T — 4 ) . [10.25H6]
16.7.4 SL—TI)I—YIa1—2R
TERER 126012 ¥ 5 2 F » $820mgx 7 L — 7 7 )b — Y ¥ 2. — A240mL
THE L X, MIFEREY T AF Y DCrma L AUCondd F 1214906
BR OO0 TR T Lo SOMAEHE S A F VikEOKTIZ /L —
TIN—=I TV 2—=AZLDBETAF Y OHALE D S OWIFHE 2K
T 5 LR INIATIAHTH LY (HEAT—% ).
TE2) R 1 P R

17. ERFRREE

17.1 BAHRURLEICET 5558

(FLILF—EER)

17.1.1 ERNSEMERER
WAEET LV F-MREREE T RE LA ZEEREBREBRICB W
T E92AF 2$820mg(1H1E), 7 =%V 7 =¥ Vi 120mg (1
[M60mgl H2[0) X1k 77 & R % 28R 3% 5 L7z, ZEFMIEE TH
BIRERIERA 37 (83T, < Lo A%ME, 8. 5120 K o
B LR 1d, €9 2 F Y $220mel H 1512 X ) 75 2RIz
LCHEERBRYZR LD 19,



WAEET LIV F—HERENR L L 72 EaBRi

fiacnia SEBI | N— A5 A P | Day 10~13 AL TR EDHE
e e -0.35
ZLO;%*/&I 249 | 7.48+1.54 |6.482.12 | -1.00+1.83 | [-0.65~-0.05]

g pfii : 0.023
Tr¥V Tz - -0.34
T5om 247 | 7.38%1.43 | 6.4251.97 | 0.961.87 | o o7 o0
TouA# | 251 | 7.33+1.49 | 6.73+1.87 ] -0.60%1.72

FERTRS S 0 FAS, “PIME + R [ ] @ 95%E X, ZllfEOHiZE % L

a: N—=2AF4 Nxd 45 Day 10~130FH 2 3 7 0%l =

b GRAH MO AT T

c G, N=RAT A RO MR R SIAERE L7SHIEE TV (7272 L, 20mgiE o
AN CIE7 2%V 72 F Y VBHOTF— 7 I3HVTWARW)
Y7 AT v §E20mgt G- R ORIVE S BI=132.0% (5/25561) THh - 72,
ZOWFTULMER0. 8% (2/25561), T, izl K ML EAE A%
0.4% (1/25561) Td > 72

(ERE)

17.1.2 BRSO/ MEER
EHNREIZB T, BUESEREZEELNRE L ZEHERILEGERIC
BWT, €9 AF y5E20mg(1H1EA), €5 AT »$E10mg (1 H 1) ® |
N7 7 R 2A8MREO8S L. BEFHIEE Th 5[ HBERER A
a7 (BB, 2w A) OIS A LR 1. €9 AF 2 §E20mgl H 1Al
BHIZE) TR L CHEERBDERLETD B,

TBVEEERRIE 2 0T R & L7l R i

B8 [EPIB[N—AT 4" Day8~14 | ZftR [ FIbREoE
€5 AT b R R n o -1.52
Hrmght 100 | 4.54£0.80 | 1.521.36 | -3.02£1.63 | | o0 |
TIvRHE | 95 | 4.49+0.95 [3.02+1.32 ] -1.47=1.24| pfi : <0.001

FRMER S C FAS, T3l + Ee(Re. [ ] 95%EHEX . KOS L

a: N—=2AF A Nt T 25 Day 8~14DFIYA 37 D% b

b H5H4RMOTIH AT

cHEEH, N—2AT4 U EFILEHE LIBET L
Y'J AT v EE20mgh G- HEOBIME M FEBIEI1Z2.0% (2/10141]) Td - 72,
ZONFULIMA E )V E IR R A 41.0% (1/10161) Td - 72,

(EEEECEE - BN, HEZTSEE)ICHESES5HE

17.1.3 ERSEMEHER
BB GRS - B g 2%, FERE 2 ) FEE) I2RE D 2 9 BB 2 &I
Fhi L - IFEREN RSB G2HMES) 1B VT, ¥TAF ViR
20mgl H1[# 5 L 7245 H (11661) . 22w A A 3 71k 55 5 5 N —
AT A NIRRT L, 5238 F TR L 72
BIERZEBIER1Z2.5% (5/19761) TdH - 720 ZDOPFRIZMEIRL.0% (2/197
Bl) . ASTHIIN, p-GTPEINK ORISR A5%0.5% (1/19781) T > 72,

17.3 Z0fth

17.3.1 {EtERREICRIFTRE

(M fERER A (1861) # W51z, ¥ AF »$E20mg. ¥ T AF ¥ $E40mg™ |
L FaF o DU ROT TR EZEE R, JUAF —N—-TERETN]
HIMSHMEHS L. FI4 ¥ ¥ ZEERIC X ) [BY Iz TS
WERFMLA-E &, €7 AF VO HBEIEIRAEIC RIT TR TS
T REGELEERO P10 BHEAT—%5).[16.3.25H]

@) R A (208)) 2 %512, ¥ T AF ~$E20mg. ¥ T AT §840mg.
¥ AF 580mg?, b FOFT YV Uy RUNT I Re “HEM, 1
AF —=/N—="TZNZNLIHIBTH B RS L. PRI RIZ T 5
BRI 720 BEIREHMETIZ Y I AF ~$E20mgfk M40mgld 77 K
EDORMICETRD SN o 72h5, EBWFHETIZ Y T 2 F ¥ §#40mg
R U80mgTIE 7 IR LWL T, BEIFEO LN HEATF—
5)0016.3.2% 8]

17.3.2 DMOERNRIFTHE
fit e B N (B0B) 2 xF R, ¥ T AF ¥ §E20mg. €T AF U
100mg™, ¥J AF ¥§E20mg+ %7 b 3+ —V400mg. EF T 70 F
I A00mgh T T R e ZEEHR, 0 AF —N—=TEFNZENIH
14 H I RAESES L (XY 70 %92 OARIAM) ., OEFSMmIK
BT RE RS L7 EEFHEEE Z[QTNPONR—=RF 4 Y 50D
ZAbmo 7 I REDE]E LTI L 724 R, €I AF ¥ §20mg
C100mgTld, HHGHOVWTNORETE 7 I RITHT 5QTcNIO
N—= 2 T4 »h5DEAED R H95%E HE X [ o LR X 10msec % - [A]
5o 22 (BHEANT— %),

a @ BUEHIIE LB OBERE 7 — & % v CHliiE L 7-QT g

) AH KGR R 20me. 1H1E TS 2.

18. EZHEIE

18.1 {ERER
I AFVIFe AY I VIS EETER R O T LV F—1ER 2R3,

18.2 EXY = VHSBHFERIER
SHREBEEREBIIBWT, ¥ OB Ay I VIS AEIHETER (K
i © 64nmol/L) % 7R L7z (n vitro)o EIVE v MEHRIGEA K V5
BEARIZBWT, B A¥ I VEEFIE % 2 112 11100nmol/L & 30nmol/L
K OIHIL 72 (n vitro) o G2 X 28WRBRIc BTk, I v b
ROENVEY PO RY I V5SS ST Z I L7z RN

_3_

BTG L L2EWEBB TR, K TELVEY POE RS I VFHTE
SCB IR % ) L 722,

18.3 ;77 VILF¥—{EH
PURBEAE L 72BNV E v N OFFHEIGEEARIC BT, PURREFE IR % )
il L 72 (ICsofili : 95.5nmol/L)% 2V (in vitro) o

19. B ICREYT DIB(LZHME

—fi%% : ¥ 5 25 > (Bilastine)

{E%4& : 2-[4-(2-14-{1-(2-Ethoxyethyl)-17-benzimidazol-2-yllpiperidin-
1-yllethyl)phenyl]-2-methylpropanoic acid

SFI - CasHarN303

SDFE : 463.61
BaE
H,C CHs
~0 CO:H
H:C
\\\ N

B R ABROBETH D 1.3-TAFN-2-4 IFV) T LIRRE
T2, A% 7 = VIZEIFIC L, =8 7 — )V (99.5) 12D
THETIZCL, AE T = MYV E A EBET 2\,

2. |
PTP : 1008 (10§ x 10) . 5008 (105 x 50)

23. EFZEW

1) In vitro interaction studies of bilastine with human MDR1 ABC
efflux transporter and with human OATP1AZ2 uptake transporter
(€77 74 20164F9 H 28 H KGR, WIRFEAMES2.7.2.2)

2) [EHOREIT % ERSEM AR 1 BT 2 SEY BRI (Y 5/

T ¢ 20164F9 A 28 H KRR, IR R EMR®2.7.1.2, 2.7.6.1)

[MERER AT V2 b G & L7z RR S T AHBLE L OS2 G- 12 B

VT B IEYBEEOME (E T 7 7 i © 201649 H 28 H KRR, HIGS &k

$2.7.2.2, 2.7.6.5)

LR © AW IR S R

Bilastine. Plasma protein binding (¥ 5 / 7 : 201649 H 28 H 7k

. HIRHERMRZE2.6.4.4)

6) 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§ © 20164E9H 28 H ZKGE. HI s &R 2

2.7.2.2, 2.7.6.7)

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 (¥ / 7§z : 20164£9

F28HARRR., Wi FHgE2.7.2.2)

9) Evaluation of the single-dose pharmacokinetics of bilastine in

subjects with various degrees of renal insufficiency (¥ / 7§t :

20164F9H 28 H AR FR. W& RMREE2.7.2.2, 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(¥ J / 7 8% : 20164E9H 28 H AR, HIFE & RMIEZ:
2.7.2.2, 2.7.6.10)

11) A pharmacokinetic and safety study evaluating the potential
interaction of erythromycin and bilastine under steady-state
conditions in healthy volunteers(¥ Z / 7§ : 20164E9 H 28 H 772
HIE R EE2.7.2.2, 2.7.6.12)

12) A pharmacokinetic and safety study evaluating the potential
interaction of ketoconazole and bilastine under steady-state
conditions in healthy volunteers(¥ 7 / 7§ : 201649 H 28 H #FE.
HEE AN S2.7.2.2, 2.7.6.13)

13) 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(¥' 5 / 7
$it 1 20164F9 H 28 H KGR, HIFEEFMIT2.7.2.2, 2.7.6.14)

14) 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(¥'5 / 7
i © 20164F9 28 H KRR, HIRFEAMMS2.7.2.2, 2.7.6.15)

15) Okubo, K. et al. : Allergol. Int., 2017 : 66(1) : 97-105

16) WEET7 LV F— R REE T IR E L-BRSE THERAR (LT
7§ 1 20164R9H 28 H KRR, HIRHEEMRZE2.7.6.24)

17) Hide, M. et al. : Allergol. Int., 2017 ; 66(2) : 317-325

w
=

(S
=

-~
~—

co
z

10

=



18) EBHFMEEEEZ R E LIRS T/ AERER(E T 2 7§ 2016
E9F 28 H KRR, HIFEERHES2.7.6.33)

19) Yagami, A. et al. : J. Dermatol,, 2017 ; 44(4) : 375-385

20) Conen, S. et al. : J. Psychopharmacol., 2011 : 25(11) : 1517-1523

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

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

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

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

25) B AY I VHIHAREEPUER (€9 2 78 © 20164F9H 28 H KRR, HI
FHEAMEE2.6.2.2)
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