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9. HEDERZEI 2EHICHATRER

9.0 BHEEEEERE

9.21 hZEE (30=GFR<50mL/min/1.73m2) X IFEE (GFR
<30mL/min/1.73m2) DEHEEBEEDH 2 EE
KRHNOMAEPIREDS RS B BTN H H. [166150]
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16. FYEpHRE
16.1 MAEE
16.1.1 BEINURERS

BN A B 200012 ¥ 5 A F » $E20mg % 22 BRI 5. L7z & &
IHE R B 1L MR S o Ly B 5-1% 100K [ C o v I 4% i BE 277 .86n g/
mLICEE U2, 522 BRI 10 54 B Tl 2 L7220,

Y9 AF Y OEYHEIZI0me. 20mgl U50mgd H D TR 2R L



7o HBHG I E D ERE D 5729,
D AH OA&GEMI1Z1E20mg, 1H1ETH %,
(ng/mL)
400

300

EEEESE
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S

100

12 18 24

BRER (hr)
K1l ¥5AF r§20mgBIFE 1 5RO ¥ T A F ¥ M4k
ZEEIERE G, SFIME = RRE(R 22 (2001)
#1 Y5 AF E20mg H AR I G- W O SEY R LRI /8 5 A — 5

30 36 42 48

EPaSA Y Cmax tmax AUCO0-inf t1/2
(mg) (ng/mL) (hr) (ng * hr/mL) (hr)
2 277.86 1.00 1296.452 10.542
(117.40) (0.5-2.5) (368.26) (5.50)

ZENERERe G-, T30 (BEHE AR 22) 2000 [a @ 19617, tmaxiE A JLfili (/M- K
fit)
16.1.2 EYFHNEE MR
(ESRFig20omelBEa]1)>
YT AF vEE20mgl HiB & €T 7 7820mgk . 7 B AF—/N—EIcL ) 2
NZNLFE(E T AF v & LC20mg) HHE AT 71T S HL R 185 LTl
SR RECRREZHE L, 135N PHiE/ T x — 4% (AUC, Cmax)|Z
DT 90 % 15 B IX S THREEHARAT % 47 - 7285 0. w3 i d1og(0.80) ~log
(1.25) DFEFNTH . 2N ZINmH OB RSO HER S it

(ng/mL)
400
—e— U IAF U EE20mgl IR
300
1fL. —O0— BE7 /7 §E20mg
HiE
) (Mean—+S.D., n=47)
£ 200
7
2
?—.
> 100
b3
s
e ———®
0 6 12 18 24 48 72
FREfH] (hr)

X2 20mgHEf GO E T X F ¥ ik
K2 BEWEE ST A—5

Mg 8T A —% BHEING A—5
BBk

B AUCt Cmax Tmax Tz

(ng - hr/mL) (ng/mL) (hr) (hr)

YJ AT Ve 1.37 844
20mel Wi | 47 13770+ 377.3 293+120 +080 517

vs 78 1.37 861
20mg 47 | 1351.6*343.0 295+108 076 4497

Mean =S.D.

(ES A F0DgE20melBFAL

Y5 25 yOD§E20mgl ik J& ¥F 7 70DHE20mg% . 7 0 A F — /"=
XD ZENRZENIEE(ET AF v & LT20me) AR T ICHERKD 0. #i
EWKZ LOSMAT, HERORS L CidEh R bRREZIE L, 55
N7 3EWERE/ S S 2 — & (AUC, Cmax) 122> T0 %15 HHX 12 TRERHER
W& AT > 72y W blog(0.80) ~log(1.25) DFEPHNTH b . EhEIil
HI DY F IR ST R S M7d,
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FH AUCt Cmax Tmax Tz
(ng-hr/mL) | (ng/mL) (hr) (hr)
K |5 250D 12111 135 7.29
8;) SeomelWha) | 20 | e3s29 | ZZEBL L o6 | =312
| ©9 2 70Dsk 12776 128 7.96
| 20mg 81 Syag | 29D L G | w444
K |5 250D 1313.1 179 858
’lfi seoomelwiia) | 46| s3069 | ZBFIA L iggs | 628
Wi | €92 70Dsk 13137 171 858
W | 20mg 61 Lyory | 26=15 1 g5 | 5se
Mean £S.D.

MAE RN ONIZAUC, Cmax®0 /85 2 — 713, Biig o@IR, Ko
BRICIIEL - BER S ORISR L - TR 2 HEMEY D 5,
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16.2.1 REDFHE
TERERR A B E20601C 7 1 A A — /N — i T2 A (FIRE) e 5
A F v HE20mgx LR G- L 72 & & IR I LR EHR % 50 O Cmax )
VAUCO-UE Z NZIRI60% J U940 %% T L 722,

16.3 9

16.3.1 EARBEE
Y5 AF ¥ Din vitro & MK A 31302~1 1 g/mLOWEEEHIPHIC B
W, 84.22~9004% T - 725,

16.3.2 BANDETT
RN (1281) 235512, ¥ 9 AF v 5820mg, & Fuxy Iy hr s
R ZEEWR, U AF = N=TENENHEEL L, E~oBITEE
MRS L7zfR, EI9AF VXD RMEEO e X5 I Y HIZEARD HHX
HDHh o720 BHEAF— ). [17315]

16.4 3
fEHE R N BPE6BICIIC- ¥ 5 2 F v 20mg % MR 1 5 L2 &, ¥ 5 X
F U RIEE AL SN o789 HEAF— %),

16.5 Bttt
fEEE R AN PEOBIC ¥ T A F » §820mg & ZEMERE LIRS TP - L7z & &, %
HHTAEM F TORBPE T 2 F > O FHBRRPEIERIE473% TH 5729,
fERE A BPE6FINCIIC- ¥ 5 2 F v 20mg % HIn RIS L7z & &, e
ARG HTH E TIRTIC331%, FEHIZ67.0% DR SN 7ze €I AF ¥
1E. RH228.31%, FEH11266.53% ASRZEALAA THEMR: & 7289 (SREA 7 —



5). [98&1]

16.6 HEDERZHEI DEE

16.6.1 BiEEEEES
A OERAEREREICE T AF Y 520mg % HnFE S Lz & &, &
BEDOEREERE EBHICBIT LY T AT ¥ OCmax L NAUCo-infl X8 EE B A LC
HARZNZNL6ME K U236 572> 7210 (SLEAF— 7). [92151]
F4 OERERERE Y S X T ¥ 5E20mg Il L1 S5-I 00 S84 9

INGA—%

B hkRE Cmax tmax AUCo-nf t12

[GFR(mL/min/1.73m?)] | (ng/mL) (hr) (ng - hr/mL) (hr)

IEH 144.0 1.5 7374 9.26
(GFR>80) (57.8) (1.0-3.0) (260.8) (2.79)
BREACT 172.1 1.5 9674 15.08
(50=GFR=80) (45.0) (0.5-3.0) (140.2) (7.66)
ARG 271.1 2.25 1384.2 1047
(30=GFR<50) (304) (1.0-25) (263.2) (2.34)
WAL 2288 15 1708.5 18.39
(GFR<30) (81.8) (0.5-3.0) (699.0) (11.40)

#6581 DI (B 72) . tmax & SLAIE (B /M- K AIE)
16.6.2 SHE
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W2 R 72D BHE AT — %)
16.7 EYHEEIER
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16.7.1 TUZAONA VY
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THRPEH AR O S Lz 2 &, MIEP Y T 2 F ¥ OCmax L WAUCo-241F
ZNENKI296 K ORILIMEIC LA L7212 BHE A7 — %), [10220]]
16.7.2 ¥ KNaFYJ—)L
TEHE 248112 € 9 2 F »5820mgl H 1 & 4+ 39— V2 400mgl H 1
[016 H [ pf BRI 13%S- Lz & &, M4E Y 5 AF ¥ O Cmax 2 FAUCo-24
13T NENRI2665 1% U251 R L 722 WHEAF— %),
16.7.3 YILF7EL
B R N 12680 (PKARAT L) 12 € 5 A F ~$820mg & ¥V F 7 ¥ 260mgfif H
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15RO LR LW (BHEATF— %), [102%8]
16.7.4 JU—TI)—YIa1—2R
fEHEAN12B1ICE 5 A F »§820mgh 7 L — T 7 )V —Y ¥ 2 — A240mL T
'f&’ﬂ_‘ Lk 3 N l[l_[a%‘-l—‘ I AF v @Cmax};’( U‘AUCOmfﬂi%h%h%O(ﬁ%&
OROTRNCIK T L7z COMMBEF Y I AF VIREDKTIZ S L—77 )V —
VY a—=RIZKBETAF L OWALE S OWIHEIRK T 5 & fESE S
NP BB AN TH 5 WHEAF— %),
HE2) BRI EIN AR AT

17. BRPREIE

171 BMERURESMICET 25ER

(FUILF—HER)

17.1.1 EASE IR
WERT UV F R BEZ NS L L EEREERRICBVT, ¥
FAF E20mg(1HIE), 7 =¥V 7 = F ¥ HEEE120mg (1H60mgl H
2I0) Xid 77 & R &2 MRS Uz EEFHMITEE TH 5 [#E Sk
A2 a7 (it < L AJE0E 8. BNZ 9 K oM H 2R i,
Yo AF EE20mgl H1FHE 512X ) 75 RIS L THEARMD ZRL
7216~18)
1 O BEET LV F MR EE IR L L7z ILBGABRR

PGB [ AERIEL | X—ZF 4 2P| Day 10~13 | Z{Lika TR E DG
e 035
B ;Ofn 7}; B o190 | 7484154 | 6482212 | 100£183|  [065~005]
& pfifi : 0.023
7E¥) |47 | 7384143 | 642197 | 096187 | -034[-064~-0.04]
B 38+143 | 642=1.97 | -096+187 | -0.34[-0.64~-0/

7T KRE | 251 | 733+149 | 673+1.87 | 060172
JEFTRHE  FAS, T3+ Bz, [ ] 95% B, Ko HisE
L
a: RN—=ZAF4 YT B85 Day 10~13DFH X a7 D& LE
b 54 H B O 2 a7
c: PeGBE, N—=2 54 Y ROMRE ALK L LzBEET L (72720,

20mglEDHNITIE 7 2 F V72 F YV VEOF— 7 IV TW AW
Y9 AF v §e20metk 5- R ORI S HE132.0% (5/25581) Th -7z €
DOWFULBNR0.8% (2/25561) TFHi. SRz O TR ERE 23 %04% (1/
255(1) Td - 720
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17.1.2 EMSE 0/ MEER
EINRERICB W, BRSNS L Lz EERIERRIC B v
T, ¥9AF Y$20mg(LHIMA), ¥ ZXF ¥ $10mgAH1M) ), iz 7
TR % 2EMFRIHES L7z, FEFGEE TH 5 RAREIR R 3 7 (S8,
&) OIFHZELE2 IE, €9 AF VE20mgl H1E% 52k ) 75
LRI L TH BRI %R L 721920
2 EERE 2 NR L U BERERT
P58 | R | A—254 > | Day 8~14 | Z{LiE2
Y5 AF Vi
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100 | 454+089 |152+1.36|-302=1.63 -1.52
20mghf [-1.89~-1.15]
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L

a:N=25 4 YT 55 Day ~14DFH A a7 D% b
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Y9 AT v §20mgix 5B ORI SEBERI132.0% (2/1016)) TH - 720 &
OPFRIZIMAE ) )V 2B OB 241.0% (1/10161) TH - 72,

(EEHEECEE - BN, BEZIFEE ICHEDZIE

17.1.3 ENFE MEZER
BRI GEIE - BE R 9. B 2 9 FEAE) WL D) & D B 23 I HE M L
7o E R 55k (G2 ¥ 5-) ICBWVWT, ¥ T AF Y $E20mgl H 1A
B L1166, WA R I TIZERGRMASR—2F 4 V2R
THA L. 52 F THge L 7220,

R ZEBIERI325% (5/197B1) Tdh o 720 £ OWFRITHIRL0% (2/197
Bl). ASTHIMI. y -GTPHIMN K O MR 23405% (1/19761) T - 720

17.3 ZDfth

17.3.1 {EHERRECRIFTTRE

(1) A (1861) %12, €9 25 v $820mg. ¥ 7 25~ §i40mg’™
L RaF v YU RT I REEER, JUAF —N—TENZFNIH]
M8 H ARG L. K4 €y Z#BRICE ) HBhHEEHRFEC T 5%
EEHIiL7-& &, €I AF U EEOHBEEIGEIC T TREIE T T RE
HERERRD Lo 722 WHEANT— %) [1632Z]

(2) fEREA (2081) R RI2, €T AF V§i20mg. €T AF V§id0mg, E
FAF §E80mg), b FuF Y IV RUT I RE EER, TR
F=N—TZNZNIH1ETHBRERS L, PiRARERIC I T 8%
S L 720 BEINEEMI TR Y 9 2 F ¥ $E20mg Jt 40mgld 75 £ R L D
WCEIFRO b NLh o208 EENFHETIE Y 9 AT~ §240me K 0°80mg
TIR7I7ERELB LT, BEFRD LMD JHEAT— ), (16325
W]

17.3.2 DIIBERNRIFTHE
fERE N (3061) Z /G 12, ¥ 9 A F ~8E20mg, ¥ T AF ¥ $E100mgHt) |
Y9 AF 520mg+ 7 b I+ —L400mg. EF 7T FH P 400mg ik
U7 R2 HER, 70X+ —N—TZhLNIH1E4H KBS
LEFT 73T v OAIHM) . DEFHMHIC LT TREZ L7z,
FEFHIEH 2[QTeNEONR—=ZA 54 Y50 kD 7T REDE | L
LCRI L 728559, ¥ 9 A F v §i20mg K 0100mg Tld, #5-%0wFho
BETH 77 RIS TEQTeNIDN— R F A ¥ 75 DZEALRED F1195%
XM O FRIZ1I0msecZ B S 2 5o 7220 (JHEAF— % )

a @ BIEAHIE LB o B E 7 — % % W THIIE L 7-QT M ks
1) AH QK I3 120mg, 1HLETH 5,

18. FRhEIE

18.1 {EFERF
YIAF Vi3 A8 I VHIZBRETHER RO 7 LV ¥ —1El &R,

18.2 ER Y I VHISBIAEHER
SHEREERBICBVT, O Ry I YIS AKICIETAR (Kifl
64nmol/L) &5 L7z (in vitro ). ENVE v M EHIIEEA K VR S EEA
BWT, BAY I VTG % T2 1100nmol/L & 30nmol/L & 0 ¥l L
72 (in vitro ). I 52 X 2 BPAERICB W Tk, Iy PRUELVE Y
FOY RS I VIFERIMAEE BT E PO L7z SRS X 2 B
BlIZBWTIE, MBETFTELVEY bOL X ¥ I VFHIE B Z IH L

7225~27)
18.3 77 LILF—1EHA
18.3.1 PFIESEL 72V E v b ORI FEEEARIC B VT, HURFE T 2

PP L 7= (ICs0# = 95.5nmol/L)25~20) (in vitro ) o

#18.3.2 ¥ I AF YHEAIOKZIZXG LY., BTy MUEFHERERETT
W G723 BRI BT BITIREEY 00 B 9K I OV ST o0 b5 % 30 L
7228,

19. B ICRET HIEEZHAR
— g %HF 1 ¥ 9 2 F ~ (Bilastine)
124 © 2-[4-(2-{4-[1-(2-Ethoxyethyl) -1 H -benzimidazol-2-yl] piperidin-1-yl}
ethyl) phenyl]-2-methylpropanoic acid
5513 0 CasH37N303
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22. A&
(ESZFEE20mgBHal)

PTPMEE 1005 (105E x 10) 50085 (105 x 50)
(ESZAF0D#E20melBFAL
PTPE# 1005 (1058 x10) 5008 (105E X 50)
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L LTOME (€T 2 78 20164:9 28 H G, CTD2.7.2.2)

2) [ BHOFEICHT % BRI N B 2 LW REMNT (CF 2 7
$E © 20164E9 1 28 H /K%, CTD2.7.1.2, 2.76.1)
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2.765)

DFNEEL 1 €T AT v §E20mel WG 1 A4 0 ) S5 PR I B 3 5
#
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6) MAEH A (7 2 7§ 20164F9H 28 H kG2, CTD2.6.4.4)

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

8)A phase I study to investigate the absorption, metabolism and
excretion of [Cl-bilastine following oral administration to healthy
volunteers (¥'F / 7€ : 20164E9H 28 H K72, CTD27.22. 2.76.7)

NUC BERAHIFE G HZO L N AT Y ZDOKE (€T ) T :
20164E9 H 28 H G2, CTD2.7.2.2)

10) Evaluation of the single-dose pharmacokinetics of bilastine in
subjects with various degrees of renal insufficiency (¥'5 / 7 %% :
20164E9H 28 HA&R2. CTD2.7.22, 276.11)

11) An open-label study to assess the effects of age and gender on
the pharmacokinetic profile and pharmacodynamics of bilastine in
healthy volunteers(¥ < / 7§t : 20164£9 7 28 H &G, CTD2.7.2.2.
2.76.10)

12) A pharmacokinetic and safety study evaluating the potential
interaction of erythromycin and bilastine under steady-state
conditions in healthy volunteers(¥ < / 7§t : 20164£9 H 28 H K2,
CTD2722. 276.12)

13) A pharmacokinetic and safety study evaluating the potential
interaction of ketoconazole and bilastine under steady-state
conditions in healthy volunteers(¥ < / 7&¢ : 20164-9 H 28 H K72,
CTD2722. 276.13)

14) A phase 1, open-label, randomized, two-way crossover study to

evaluate the effect of diltiazem on the single-dose pharmacokinetics

of bilastine in healthy adult subjects(¥F / 7§t : 201649 H 28 H 7K
g, CTD2722. 276.14)

15) A phase 1, open-label, randomized, two-way crossover study to
evaluate the effect of grapefruit juice on the single-dose
pharmacokinetics of bilastine in healthy adult subjects(¥ 5 /7
$t 1 20164F9H 28 H K72, CTD27.2.2, 27.615)

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

17)BEET LV F =R EEE L FR L LIRS THRER(E T ) 7
$E 1 201649 H28 H 7RG, CTD2.7.6.24)

18) ¥'F / 7§t 1 20164F9H 28 H KGR, AL

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

20) B PERIRE BT 2 W G & LIRS I/ IAHRRER (€ 7 2 7§ © 20164F9
H28H 7K. CTD2.7.6.33)

21)Yagami, A. et al. : ] Dermatol. 2017 : 44(4) : 375-385

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

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

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

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

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

27) 5077 % AP 3B (€ T 2 7§ 2016459 H 28 H A& RE. CTD2.6.2.2)
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