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JUR 326, O T 48f) , A5HER T3 AR CO—BIEDAERRIE(C
HUT #MEERLCVNBDRTOARARRELI BT ST EORXTOAR
NEAEDERZ2BEFE CITREEELTHY, VI 7y T U EEF. 806IH
8HIT. VWITNBYAILRNSANOY T NDS VI 7Y T THoe,

0.5 7 FZSZ SFEEAE

T T T T T T T T T T T T T
N=Z21~3 2 4 8 12 16 20 24 28 32 36 40 44 48 52(5@)1:35&5@

34V B8 sHD
(n) (31)(31) (30) (28) (28) (28) (28) (27) (23) (24) (22) (22) (22) (21) (20) (20) (31)
FHHELSD

w3k 1 p<0.001 vs N—2 5 (paired tETE)
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V. &#E(CEEY 3R

2) RetHER
(=)

s

*

o BNERE
(3737
T A A VERT M) T L iR BRAH Y BE A 12 K02t (WIS as +rh 45 1
i) LRSI 7 BE OFIE BRI T CH 512 T88.7%
(47/5301) A% FFM I T92.3% (48/5281) Td-7z0 i DEI A 1L
GHRHE TR Th D128 RFETT82~88. 7% D HEPH THERZ L | kit
PEI11389.1~98.0% D& THERL L 72

LREEDRIFHER (IBIEE/MT)
(%)
100 1

RIS R HD
s & 8

N
o
I

2 4 8 12 16 20 24 28 32 36 40 44 48 52 mi#
(@) S
(N)(55) (54) (55) (53) (51) (51) (50) (49) (48) (46) (45) (45) (43) (4)13) (52)

N =0yE BosEyE BasnE | 7 Bt

BERBICHEITIE

FIA R PERFME] AR BETH Y AR X 2 CGECE+ AR
#H) ERHI SN B E OB A HE TR THA12: 1 T L5
B2 970.5% (55/78f51) K2 Ji§ ZH)FERESD.3% (25/ 281 | e #& S Alf s
TURIB KL T8 J77.5% (62/80%1) K2 [ 2 H¥ERERD. 7% (24/2861) T -
7o BB OENGIIIIZ - PEE 95 B2 B TOIFES VISR TR T
D128 E T G- W B ARAE L CRidie A A 7R L kB G A <l
WeIB B2 I8 90373.7~89.1%- B2 8 ) FEHE1X85.7~100% D i P THER
L7z

ERNEE DRSS (RERBICHIZIRE)

(%) 5@%'&%&
100 7

80 T

60 7

40 A

RIS R HD

20 1

O72 4 8 12 16 20 24 28 32 36 40 44 48 52 &
(B) 57
(n)(84) (82) (80) (78) (63) (62) (61) (60) (57) (51) (49) (47) (47) (46) (80)

N =0yE BosEyE BasnE | 7 Bt

JEZ - BB B85 HIh80RI ([CR T O RABENHEIN T L2 (RER~
JUR 326 ARO V7" 486) . 5882 Tl GEA B TO—RBMDERBE(LIC
SUCT#MEERALTCVWS AT O/ RAELIDDI VS VI EORXTOAR
NEROERAZ2BBETCOREELTHY . TVI7 v UIcEEF. 804t
8HIT. VT NEXAILRDSANOVINDS VI TV S THolc,




V. JBEICEE4 31

2) ReMHR
(#Z)

- EmZSEE

100 ~
80 -
60 -

CEL-

RIS R HD

20 4

072 4 8 12 16 20 24 28 32 36 40 44 48 52 @i
WO (B) 57
(n)(30) (28) (28) (28) (28) (27) (23) (24) (22) (22) (22) (21) (20) (20) (28)

W =nyE losEnsE NeEyE | T2 Bt

FEFE
BIEH (BRI O B 2 % &) 121975 FR 561 (2.5%) 1ZFEH5
720 BIE RS EIR2BY (1.0%) . T AT X VR T I/ NGV AT 25—+
REVE | BN -7 VF VT Y AT 25— BRI TR IR 4 161 (05%) TH o720
AABRIZBWTEBEZRIER RO S-H RIS 5RITER O H AL T
BRSO O3 o7 2. 528 W O B 5 CHIMFEDN B LD EIEH 2
SEHORIERIERED LN D572,
16) MBS RO BB 2 BB A R EL 72 TAC-2020 PR A TR S M5 -t 3 AL Y, P9 35 2 N0.644 (2016) <K RIS >
17) Yagami A, et al: ] Dermatol., 44, 375(2017)
ORI RCHEHERREICRITTHE
RERAEHREL I EEREEA DR E AmEE]
FE A D e B A 31 (601) %kt & L7257 2% 2L G #0777 1 AR 0t BRI AT HE A Lb e
HECBWT. T 710me™ 20mg. 50mg ™ O 7T bR % HAE ¥ 5 (& B
n=9).,Xix¥7/720mg.50mgx 1 H1[E 14H M KAEZR OS5 (€57 & #n=9. 7 I+
Rn=6) L .DSST %\ 7= 5 f S E BB fE ) 0FSSS”' % I 72 IR AN DI B R AT L
720
HLA|$ 51Tl #5205 B 2 ODSST A 7 (H G- LDEAL &S ) LT/ T
20mgiET-2.7. 77 RHEET0.6.SSSATT (F G- AiE» 5D ZbiE) 25T /7 20mg
HCT-04. 77 REHET-01THo720
SR 5B Tl % 5-15HH336 K M t2 D DSST AT 7 (3% 5-HiE S DL &) L5
J720mglET—71. 75t RHET4.2.SSSATT (FHG-HENSDOEALE) LT T
20mgT0.8. 7T ARHET03TH->70
a) DSST (Digit Symbol Substitution Test : 25455 & i)
92D Y VRN EL~IDEENZFNENRT 12> TBY) ABANIEAZZS RV L TR T I12%
LET R Y ARVO T OIS T Y0 N IE L RO SN 72 O Koa Ml 72 3 5%
b) SSS(Stanford Sleep Scale : A% > 7+ —RIR&G N E):
IRADHCFHIR B, "1: R 5K 03H ) 0G5 TN S TV TR WIEL " 25 7T FEAH AT
HORETHLENZRW, T CIZRAL > TLEWE) 7" OTELRE TR 4,
c) TG HIENHOEA LR
B UERE IS BUT 285 G-RiEDHD AT T AL

5) HEHER A A G L7 T AC-2020) B bR S5 1A B[] J O SUASE43 5-ak A1 AL 0, FZE #5385 N 0.639 (2016) <K REIFRTFAMZE R
6) Togawa M, et al.: Clin Drug Investig., 36, 1011(2016)

K1 AFNOAGESNHE RO HEIL [EHE RAIZIZET AT > EL TR 20mgZ 1H1 1A
ZERERRISRELIR G- %0 | TH Ao

ER—EEREBHARICHIIHRE" Eglitd
[N CEREL 722080 —FHHE M HLEBGRERO BF & RAT O#5 R AR H 20mgDIRF D H EH
%130.6% (2/35641) . 77 tK0.8% (3/35861) | ZFEDHHI 2o
10) EPETLIVF—PE 5 5 BE L G L L7z TAC-2020 B R S5 IAHFER AL N OB, BF 78853 N0.641 (2016) <AKERIFRT (i 3 4>
11) Okubo K, et al: Allergol Int., 66, 97(2017)

12) 1B HEFRRE BB E R REL 2T AC-2020 B R F I/ AR SR A1 N %R, BF 72 # N 0.643 (2016) <K FEIR FF AT 2 4>
13) Hide M, et al.: Allergol Int., 66, 317(2017)

_28_



V. &#E(CEEY 3R

2) R2tHER
(=)

<BE>@HT—4

BAEZSICH R EFSHREAOHE (BILA3111/PET) ¥ [ e ]
RERERL A (1261) 25 G2 A F20mg b FO ¥ 320 25mg ke N7 T 0 K% ZEE M. 7
OAF —=N—TENENHBFE G- L RN e AY IV Hi BR SR R G L 728
BRFNCE DRI O 25 IV Z BARD HPUILRED e dr o720
(35)lWTgKEféﬂtlﬁl*U#///@FH(?&U‘FHEi [ RHEIS I e RO D URERIEE LT,

BN 1TH30~60mg# 2~ 3253 E #1159 %, | Th 4,
18) Farré M, et al: Br J Clin Pharmacol., 78, 970(2014)

HEVEEEAICRIF T B (BILA2707/UMA) ¥ ]
T RERL N 1861 (21 ~455% . “F3929.55% YL 26.57% ) 2 5%F R A2 A K 20mg. K H|
4Omg¥1\EFD3\’—“/“/“‘/5Omg&0€7"5t’7ﬁ€::$§1‘ﬁ\7131%—/“—“(“%?&%7&15llﬁl
SHM RO G L . FIAL 7 RERZ XY H B LE iR R R T3 2% 3Rl L 72 &
EAFOBEB BRI KT HEBUL T TR B R 005057 (5T
) ERTE L UL 50melE IS B IR BECHY R 1 2 By R IR T D,
[_IV\JT/%’Eéﬂttmﬁw//@ﬂ%(%&Uﬂﬂg:,t [ fERHEI 1L e O3 DU ES LT,
3 1 N1H30~60mgz 2~ 3N - EE 4% 53 %0 | Th b,

19) Conen S, et al.: ] Psychopharmacol., 25, 1517(2011)
20) Ramaekers J: Double-blind, randomised, four-way crossover study to assess the effect of two doses of bilastine 20 and
40 mg compared with hydroxyzine 50 mg and placebo on actual driving performance #:A%& kL T2 H 5 EN0.648 (2016)

X1 AR OAKBENZZHE RO, [HEERAIIZET AT L TR 20mgZ 1H11H
ZEIERRRE IR G- %0 | T o

iR HERADEE (CIM/02/100/01) % W5EEE]

BRI (2061) 50 512 A #I20mg . A#I40mg ™ A#IS0mg ™ LR E 3 25mg

KOT 7R % ZEEMR7OAF —/N—TZNENIHLE7H B AERE T4 5L i

MR T T B Z R L 720 & B RHI TIXAHI20mg 2 F40mgld 77 £ R ED

I ZEIZFROO N o723, EBIEFN Tl A H40mg ) U80mg TIE 77 1R E L

LT ED RN,

1) eNaF U 25mghE i BN 2 b 1 I T b,
EINTARRSN e N o Vv O L RO S TR E RIS e F e F 2 DUIRIRIFE L C,
N TH30~60mg% 2~ 3N 5 FIfE 13 53 %, ] Th b,

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

¥1 ARFNOAGESNI L O R, [ AIIEET 272 TLE20mgZ 1H 1 [H
%‘D:)]Eﬂﬂ‘ ~#:I:D?X%"Téojf%éo

ZIIL =L RO IR E R DEE (CIM/04/100/07) > % 5]
e N (2441) %5t 512 A KI20mg. 80mg ™ kRO ¥ 330 25mg, £ 51 10mg K
VT TR ZEE MR, 7OAF —/N—TZNZNT NIV EEBICH RO G L. 7
T — )V F R O AR AR R TS B BT L 72 Z B ET A T, 7oV — v+
AF20mg TIET NI —N+T T REIE L T RO P72 S MO BETIET IV a—
WOV ZR RS 72 (p<0.05) o EBRIEFGIZ BV TE T IV a— VB DB S 207
WENIRRD D o7 (I NH Wilcoxon-Wilcox R E) o
) eROF T 25mglE K Ot 7)Y v 10mghe L B e iy 2 B 0t BT B o
II’\]T%G}J’&(UZU\U#///@ﬁﬂ(fﬁ()‘)ﬂili [ KRR IE e O d o D VRS L C.
R A1H30~60mgk 2~ 3253 EIRE L1 55 %, | ThH Do
22) Garcia-Gea C, et al.. Hum Psychopharmacol Clin Exp., 29, 120(2014)

X1 RFNOAGESNHE RO H =L THE R A ZIZE T AT 22 TLR20mgx 1H1 A
%HEETJ‘ v'f‘ﬂ:D?X%‘TZ)oJ(&)éo

_29_



V. JBEICEE4 31

2) ReMHER
(=)

O/ L6 AEODIEHERADEE (CIM/06/100/01) % 5]
fEFERC N (1761) 2/ RIS AR FN 20mg L N7 TR e “EH M JUAF —/N—TENZE
NuTE/SAEEGIZIHTIRISH B AR I3 G- L 07X/ X A0 F R o AR A R 12
BT BRI 72 F N RO EBFHIOWTIUIBW T uTE /3 A+ T TR
LI T a7/ XA+ KRB 20me% B L7255 & OATE &2 e\ 2B 3 A8 - e B3
07D o7 (Wilcoxon-WilcoxME) o

23) Barbanoj M, et al.: A crossover, randomized, double-blind, placebo-controlled, single-centre clinical trial on
possible interactions on the central nervous system of bilastine 20mg and lorazepam 3mg after simultaneous
administration of single and repeated doses (Day 1 and 8)in healthy subjects #:P1 %K}, WF5E i #N0.694 (2016)

@OUMERNRIFTHE (% m ]
E] qu 10-17)

WAEPET LV — R B E LR R EL 7 B MU BEUER (25561) | @ 4R L OV
EIET LV — R e B F 2 REL R HIHG- 50k (12261) 1235V CL 12855 L X
(ZEDQTcF&aHEIL 72 2%, BRIR A RTEE 2 5QT cH B DB R FH 2 70 % p o720

W CEE L 72414 D B IR BUBR D PF & AT O e AR HI 20m gt 5-FF 2 BIL72QTe
ERAZBIDLHE ERROFEBIEIE130% (0/67561) Th-o7z,
10) SBAEMETLVF =M SR B EE T R E LT AC-2020 B R ST RABR AL &R, IFFE RS2 N0.641 (2016) <AKFRIEFFAT & £>
11) Okubo K, et al: Allergol Int., 66, 97(2017)
12) @VEERRS BE LT RELIZT AC-20200 B AR 55 1L/ IAH BB AL P 2ERL, BF 2805 #N0.643 (2016) <AKFRIE AT k>
13) Hide M, et al: Allergol Int., 66, 317(2017)
14) WAEVE R OFFTE T LIV — PR R R E R REL 72T AC-2020 i R 55 AN 30145 5- 305 1 POk, WFZEi5 4 No0.642
(2016) <HKFRIE At 204>
15) Okubo K, et al: Auris Nasus Larynx, 44, 294 (2017)
16) 1EVEFERRIS L O B 9 MR T FE BB % 0t R & L 72T AC-20200 B PR S5 TAH = {195 5 ls AL A 20k, R 9E it No.644
(2016) <RI RFAM 2 K>
17) Yagami A, et al: J Dermatol, 44, 375(2017)

<BE>BHNT—4
BEMTLILX—MRRBENDOS2BBBRE
WAEVETLIVF — PR 5 B3 (51301) I2A K 20mgx LH 115258 [ $ 5- L Th . B AR 1)
(ZRTEE 5 QT g DEB) R 2 5RO o072,
24) Sastre J, et al: Curr Med Res Opin., 28, 121(2012)

RERAICBIZLEFMEAOHTE (- g ]
fERERL A (3061) 5 512 AR A 20mg, A A 100mg™ '\ AHKI20mg+4 b — ™
400mg. EFX T 7uF T 400mg K N7 IR RE T EH M, JOAF —NN—TFNZFh]
H1M4H M AR G- L (B3 70332 2 ORIHM) OZE I KT 528
R 720 EEFFMIEEZ [ QTNIF ON—ZAF54  HODELED T T REDE | &
L CRHIL 724 SR AK120mg K U100mg Tl G- 2OV T IO 5 TH 77 1R ISk
FHQTCNIDNR—ATA A HDZEAL D Fr M95% 15 #EH X i 0 1 FRiZ10msec’ L1577
o7z,
% RIEHIE LE DI OB SRS 7 —5 % Tl IEL 7-QT I Fa
1F) AR ERIZICH-E147 AR A I E RS 7z,

7) Tyl B, et al: J Clin Pharmacol., 52, 893(2012)

(VRIS A 5 ERRMH  (2) BERIEEIEER  3) QT/QTeabfiiat i (5}
T—) |OEEBROZL,

K1 ARH OGRS AE RO [EE O AIZIRET AT 2L TR 20mgZz 1H11H]

ZERERH SRR 5350 | Th b,
X3 ZhaF =V ORIIFENLE N AR KR
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V. &#E(CEEY 3R

(5) B RERIER

(6) AERIER
1) ERRERE (—
ERARERE. HE
fERRIEHEE. £
BARLEB A RE) . 8E
BRFE#T —4N—2
EERRBOREY

2) ERBFRGELTENR
FEDOARXIEEN
UF-EE-HBROBE

(7) 2Dt

FALEF L
1 B A [ ]

fERSFERE T ICBIT A& R O E ke (655 UL 1) 1281 5% &V B O R 1% HE 72
5728, 20174E4 ~20204F6 HF Tl I BGEFAEA T EL L 297 i 7% . 2, 24201 23 B 8 S
N72o T A VR O G113 1,82910 A R I AT X SAE B 1,81961 TH o7z,
BIEHIZ2060 (1.19%) 122D 5H, EEZAIE R IZRRDONR D572 RIVE G R 75
(0.4%) 117850 (0.3%) - BE 75 361 (0.2%) AEFL 2450 (0.1%) « FLAR IR | B SRR R
FIR JEERAN P TR T LA B O R AN BB, i i e M R R 451491
(0.1%) Th o7z F7o  HEITFHEHA THA K- 1R FH L ORINER X841 (0.4%) 12
FROBIIZ EARTHE (0.4%) B 3K (0.2%) DY) o 32 5-H IEICE S7-BIVE I AH
HRAB] SR R O e 25 300 AT AL 2480 | & SRR L PR 5 R | B S AN P T oL T AL
AREEL CIERNARE N O e & 160 Chorz. miinE (655 LI ) oRIfER X
6171761 (1.1%) A - e R 2 532610 (0.3%) W FRoO B (EIR261 (0.3%) 1o
s E (60 L) ICBIT A EMFEMIC L5 & EE o ERIL %G 2H%TTL
WA —VEE I GRAR - FRHITE) 87.7% . ZEIKIE 72.9%. B2 8 B2 i8 (WnB - F2 I8 25 [ 8 29
FERE) IR E9HE62.9% Th o7 F5 G- 12:8 55 A EH 11 FE1390.0%. 86.3%.71.2% T
Ho7z

25) 0 BE— (3 FrEELERK. 71: 918(2022)

AL

EEIAR
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VI. ExhEEIB(CRH§Y 2IEH

1. ZEZICEEHZLEY

XMt EME

2. EIB{ER

(1) 1ERASL-{EREF

(2)

EE RIS
HERB IR

TrX VT VR RRIE LR TV VIR AT D ARIRIE  uS sy Y y  TAuT Y
T NERY AT o RUVERE

EI2F NI RZ IV BT ER KO 7LV E—ERE R $ 5.

1) EXR2ICH S RAEETMER
DERERLZIVHSBEHICH 5B (in vitro) ™

LI AZIVHIZ B R BB S 7-HEK293M I X0 78 S 72 M g A2 5 & v
LI 27 IV HZ AR AR A B2 AT L 72 €9 AF Vid e 2F IV HIZ
BAENOH-E)FIV A EHEL  ZOKifEIZ64nmol /L. 50% [ 2 i B (ICs0) filii%
180nmol/LCTH -7z,

ESZXF>DE PRI HIZERICH T 215 BB E DR ERICHTR

(%) PY .
100 - Ki=64nmol/L
IC50=180nmol/L
80
1% 60
=
E:
LE
O 404
20+
[ ]
o T T TTTTITT T T TTTTTTT T T TTTTTTT T T TTTTTTT T \\\\\\Hﬁ—,\\\\\\\
-10 -9 -8 -7 -6 -5 -4(\V)
Log[ESRF V]
n=2.F31E

BRI b e 2AF IV B E S B S 72 HEK 2930018 X0 7 $L U 7240 i A 5 2 50mmol /LY
TR IR L CH-EY T3 ROE T AT 24604 B UG S8, e e A8 SV HIZ 2814
[ i Y g e B
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VI. EHEEICEATSIRE

(2)

R RIS
BRAE (F2)

@FEIEYIEZEIDHSREICK T3S EFM (in vitro)?
VBV ORI FH B 7N A & DT LBV EY e ZAY IV HI BRI T

E LA RE L7 U T AT VT EVEY MR E B ~O - T34 5%
FHEL , ZDOKifE1Z,44.15+6.08nmol/L TH-o720— b F NI T2 F T2 F T

DKifitiid, Z121143.12£16.35£246+40.7nmol /L TH o7z,

BILEY FERZIDHRBREFICH THHEEHMME

I . FAERDOK] .| ‘FHKi(nmol/L)
EAFSVHSE G (nmol/L) pKi SEIYfE= SE
vI 25> (Expl) 584 7.23
vI 25 (Exp2) 38.3 742
a4 44.15%6.08
v'52F > (Exp3) 30.7 751
Y525 (Expd) 49.2 731
+F1)2> (Expl) 153 6.82
+F1)2> (Exp2) 175 6.76
— 143.12+16.35
+F1) (Exp3) 147 6.83
+ 71 (Expd) 975 7.01
Tx¥V7xFVr (Expl) 236 6.63
Tx¥V7xF U (Exp2) 321 6.49 246+40.7
7x% 7257 (Exp3) 181 6.74

SRERTT I LT RO/ KD IR B 7B B A 5 A 50mmol /LY > B T S SRR L CH-EY 53
T OB BRI % 3045 B SUGR &8 BIVEY M A7 IV HIS 2RI 00 3 655 & BRI E 2 M
L7z

BEXAIFHFIE RIS 31ER
i. BILEYMEEER TOEX SIS RINGE RIS I3 B4ER (in vitro)®

LAY IV TEEFE L7V M R I DO 23 3 ATE MR L7z €T AF
X AS I O R IO IR A 3 i BN A2 B S 2, 100nmol /L EL_E O EE XD ik
SUBZEHIHIL . p AoflE (7 T = AbD R EE UG B AR A 205 B BN AT R B S ¢ 50
BT v T ANDE IV E OB ) 138.05.pD o (7T = AMI LD KK
IEE250% T W57 ¥ T ADEIVEEDERT ) 126,18 Tdh -7,

T EY MEHEIBOE X2 I L EERIERICICH T 57EH

e > DY

(%) oJvkO—)b 47 (%) ovhkO )-bta:JJ
_ o _

100 J36mmont o7° 1001 0 Gonmolt +°

80 - v 100nmol/L Y 80 -{ m300nmol/L &

= 300nmol/L ~ © 1000nmol/L
R 6o + 1000nmal/L & B 60 °
#iz 40 #iz 40
20 pA=8.05 20 pA=7.31
0] o2 pD'2=6.18 04 © pD':=5.19
10 107 10¢ 105 104 103 (mol) 106 107 106 105 104 10(moll)
ERI=ZV ERI=V
%) JIFVIJIFIY
o JvkO—)b
100 4 30nmol/L
80 v 100nmol/L
= 300nmol/L
R 6o + 1000nmol/L
w40
20
0 pD':=6.23

105 107 106 105 104 102 (mol/L)
ERI=ZV

JvbO—)LE(n=10).ESZAFVE (n=3) . EFUI VB (n=2~3) . JTFVITTF I VE (n=3~4)
FHELSE(nZ3DIHE)

B Tyrode ISR L 72 )V -E - Ml [R5 AR AR W BRI B & 155 I S 721 e Ry
IVE BRI CAY IV IS S 2 RN AT 2= —F VTl EL 72,
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VI. ExhZEIEBICRI Y BIEE

(2) EERMNIS
BRRHE (#8)

i. BILEYMEHSE TCOERZILFERIUG RIS B1ER (in vitro) ™
L 2AF IV THEIR L2V Ty M B AE DU BUS 3T § A E &M L7z BT AF >
1330nmol/LEL O EE X e 2% 30 D K S EHIHIL . pD Ml 127.08 T o720

TLEY MEHREOEXZI L EERIMERICICH T 51EH

Es N 1135~
(%) oJvhO—)b 7477 (%) oavkd JITZJ_JJ/

100 4 30nmol/L oo 100 v 100nmol/L 5o°
80 - v 100nmol/L § 80 ~ = 300nmol/L O vvw

IR 60 = 300nmol/L  ( JIjvd 60 * 1000nmol/L Ov'

@ 40 . @ 40 e
20 :/_'/-/"“ 20
0 0 ak T W oy =708 0 o~ pD'=6.33
10710 105 104  10(moll) 107 10% 105 10  10%(mol)
EXY=V ERXY=V

OvbO—)VEE (n=2~4) ESRAF VEH(n=2~4) . EFUIVE (n=2~3)
T

o JIFVIzFIY

(%) .

120 odvkO—)b o

4 30nmol/L &5 ©
100 4 v100nmolt S
¥ 80 - =300nmolL [
60 &
& 40
20
0 pD':=6.89
107106 105 10 10%(molL)
[ &=

OhO—)LEE(n=3~4). JxFV I I VEE(n=3~4)
EHELSE

R J7 1 - Krebs-Henseleitift H112 BRI L 728 LE Mif U R A 3 BRI B 2 3045 IR I S8 72
BRI AT IV % BAERINL e AY IV 3E 58 e S % SR MEN T v AY 2 — 3 —% I Cl
EL7,

iii. BB FICHITAER2IVERTBEINEICH T B4R (BILEYR) Y
FREE T EVEYMIBIT A AT IV TS LA I 3 AE R L7z, 65
AF VNI AT IVERICLARENERINZ2.5ug/ kgl A BIZHIHIL (& 5-42~
4045 p<0.05) . ZDVEFIZI% 560772 F TIIT—E TH o7z HWERIC BT 550%
A3 HE (EDso)133.67~6.15ug/ kg TH o7,

BT EILEY POEXZI D FRTEINGE X T2 IFEIEADORRFINZEL

ESRXFV eFUIY

(%) (%)
100
80

im 60

il 40

£ 20

0
20

T T T T 1 | T T T T T 1
0 10 20 30 40 50 60 (%) 0 10 20 30 40 50 60 (%)
B5EIEE ‘5%
o AR 4 2.5pg/kg iv v 5ug/kg iv o BIR A 20ug/kgiv v 40ug/kg iv
= 10pg/kg iv * 20pg/kg iv = 80ug/kg iv. & 160pg/kg iv
n=6.FfE+SE
*:p<0.05.ns : HREQRL vsBEXIREF (Student’s URTE)

SER yLy R T O BEEDunkin-Hartley ENVEYMIAE 7 = 2 —L a3 AL CTHIS IR % 5
1R AL (6081 /45) T VRENIERENT Y AY 22— =% FI W CGRFFIICHIEL
T R IRI A = 2L — 3 2 R ML CEAF 3 (25~125 18/ ke) R4 5L EAF IR T
B BORTEDYZE 58 L7z kg O S8 N (R 2000 5 B2 BRI LA B IR N 35 5L B 5 14
2.10,20.30.40.50 2 U605 2 2RI fE & A O AY IV &P 5L A& WER N 3%
R 72,
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VI. EHEEICEATSIRE

(2)

R RIS
BRAE (F2)

@WERZILFRMEZBMTTEICH T 2/EA
i EXAIUFREBOEEBBMTEICHTHER (Y)Y
CAY IV TREFEL 72 R MAE E @R 3 A E I E AT L 72 BT AF ~idlmg/kg
SOEBIZTYIDCAY I REFE R 8 LS % M HEZ P L . 50% 6 %) H & (EDsofif)
132.45mg/kg TH -7z (p<0.01) o

Ty hDERZI L FEREEMNEEEMETTEICK T 5 IH (A
(%)

100 ~
80 ~
60
i
%H I
x 40 -
Kk
20 A
ns
0
1 2 (mg/kg po)
®B58
Wl E52F> EDso=2.45mg/kg po TFUIY EDso=2.25mg/kg po
n=10.FHfE

#% 1 p<0.01.%%% : p<0.001.ns : BEELRL vsBRMIREF (Student’s tHR7E)

N VR tﬁ‘l‘éWistaﬁvm%“%rszﬁﬁm:zxsvsyloug%ﬁimxfﬂ, ZFDIE%120.625% /N AT
V=il x IR AT G- L e AZ 3032 5:300 RIS S 2 i L s i L 7ot m g
T L7 BRI 1T Ay I H G- T R B ISR 5% G- L b AY 32 2558 B2 145 35 3
METTHEN R T A HE R L7z

ii. EX2IBREBMEEBMIEICHTHERDERM (Svh) ™
VALY I CTH LR E M % B3 2 EH ORERIEE R L 72 BT AT 13
LAY IV EEFE R A & T A 32 5305 ~ SBR[ 2 F TIE50% DL 1 4% 512
~ 165 £ FETIE30% LI HIHIL 720 33k [ #R AR (FHBS #2 %% r=0.953) Lh iS5/
T RAE (Emax) 1360~65%. 8577 0P e I 1216~ 185 [ L HE 52 S 7z,

Ty hDERZICFREEMNEZBETVEICHTIETZAF A HBRERDZEA
e S HIBIR DO HER
(%)

100 7 e ES52F Y (5mg/kg po)
E)FHR#R (r=0.953)
80 Emax:6o'\’65%
ek >l<>k>l><l<>l<>l< ti, =16~18hr
i 0
il
g 40 _|kskek
ns
20
0 T T T T T T
0 4 8 12 16 20 24 (B5RS)

‘5%
N=10.FHMELSE *#% : p<0.001.ns : BREERL vsBIEX ERB%(Student’s tIRE)
ShBRTT i  HEMEWistar 7y bW E 24 12k A5 3 10ugh BE % 5L Z DH #120.625% T /N0 27
WA B FIRNICH G L e AY 308 5:305 RIS B I AL e i L e %
Em L/ ETAF bmg/kgh b AY /?1’%7—@0.5\1\2\3\4\5\6\8‘12 16 % OV 24 1% [ mir
(HREHG- L B A IV B R R A5 PR TTHE 0 3 DA DRt R ET L 720



VI. ERpFIEICRITHIRA

(2) ExhEENMNITS ii. EA2ICFR[EMEZBMETEICH T 258 (EILEVRN)Y
SHERRRIE (FeX) VLAY IV CTH LA GE ME & BT T AEH ARG L2 U AF i

0.1mg/kgk) B EICENEVIOLAY IV FHFE LA B MAE E B PETTELZIHIL . EDso
fiEi120.185mg/ kg TH -7z (p<0.05) o

TILEY FOERZ I FERTENEEBIETTEICK T2 HEIER

(Lg/g Fz/EHE )

300 q

250 7 ns
T
x T
>/ 200 A *
% T ok
,?, 150 L o
I
tlﬁj 100 - -

0 . m
J>kO—)b 0.1 0.5 1 5 (mg/kg po)
B58
B ©>XF> EDs=0.185mg/kg po £FUJY EDs0=0.168mg/kg po

[]7z%vY71F+Y> ED:0=0.773mg/kg po

J2bO—LE (n=10) . ESRXFVEE (n=3~6) . EFUIVE (n=2~5) . TTF+VTTF I8 (n=3~6)
TIHELSE  *: p<0.05.%%: p<0.01.ns: HEZEQRL vsIbO—)LE%(Student’s tRTE)

R  HEPEDunkin-Hartley €VEYMIBAYI2150ug/ kg T8 A7)V —20mg/ kgD Al
ImL/kgx #RMNFZ G- L. D105 HRICGAE R L s L 7o F m i wm L7z R
B AT IV GO T TSR % 5L e A I3V iF S AE I & M T I 375
TERZEME L7z,
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VI. EHEEICEATSIRE

(2)

R RIS
BRAE (F2)

2) 7L X—1ER

O EBETIVEY MEE BB TOSchultz-Dale RIGIZxE 4 34EH (in vitro) *”
Schultz-Dale FUS x4 AEHEMET L 720 U T AT AL ATV Mg H a5 O35
S NHE BUS % 1 BEARAT L ZHIHI L Z DICs H1395.5nmol /L TH -7z

BAFEIL T MEH RS OHREE FEIHE ST (X T 5 HHIER

(%)
100 4
]
PAY
80
60
1
il
E
40
20 A
04 @ ESRFY 1C50=95.5nmol/L
A TIFVITFHIY 1Cso=282nmol/L

TFUIY 1Cso=759nmol/L

1 (5‘8 | 1 (5‘7 1 (5'6 1 6'5 (mol/L)
MERIZVEREE
ESAFUEE(Nn=3~5). EFUIVE (n=3~6) . JTFV I FIVE (n=3~6) FHE+SE
HE G INET V732 (OVA) IS TBAESE 72BN EY bR A 24 B U AR B 72, 36 ]
AR D AZ 321 umol /L TOYi 2l 72 L 72% . OV A0.5ug/mL CSchultz-Dale [t
AR L7z R X0V AR5 Hi 2 HALE L ] 2 (e A5 I UL AR ISR 3
HPUENZE DGR O L) 128D Schultz-Dale s 25t 3 A7 &R L 720

QBEENBIER BT F 745% > — I TBER (v IR)Y
Be B~ A% FI W ClaGIKAE M BB E R 8 7 74 9% 2 — (ACA) L kF3 2 )
VEZEMET L 72 BT AF 3~ ALgGIRAE M ACAZ L . 2 D30% 4 % H 2 (EDao)
134.15mg/kg ThH o7,

) ADIgGEIFEACAICE 2 INEITEA

(%) (%)
100 ~ 100
90 ~ 90
80 4 80
704 70
)| 60 g FF 1 60 o
il 50 4 . #ll 50 -
= 401 £, * * 40+
304 ns  ns 301 *
20 A 20 +
1l Al
olns 0 [ ]
0.5 1 5 10 50 (mg/kg po) 25 10 25 (mg/kg po)
®58 ®’58
W E'SXF> EDx=4.15mg/kg po ozxvozryv
£FUYY ED:=1.08mg/kg po ED:0=8.88mg/kg po

N=8~16.F49ME * : p<0.05.%* : p<0.01. ns: BHRERL vsIVbO—)LE(Student’s URTE)
B HEECDI Y I AR SE R TUA VN YV a N M L CREB M E S 72 Z D2 #2IZOV A%
WEH OFE B NEEG L F OB #I20.5% TN A7 ) —ilx REIRICE S5 L PR E
H2D3053 Bl I H A LTl L 72t 35 5% o o L 72 o B B LU L5 A2 o0 1 IR T i
R G-U L IgGIRAFE ACALT S 3 AE A BET L 720



VI. ERpFIEICRITHIRA

(2)

RERMTS
ERRHE (FEZ)

OZHBEERBT T 7145% > — 3R (SR>
FOVA MM LB ZBEAET v M I CZ B RAE R 7F 747 % — (PCA)IHT
DEMEWE 2 MEt L 720 BT AF D59 PCAIZRT T 550%F %0 7 (EDso) 1£7.61mg/kgT
&)07':0

HIOVAIMIEIZ £5F v MPCAICIE ¢ 2 HHI(EH

(%) (%)
100 100 q
90 - s 90 -
38 ] —_— 6738 ]
1 60 - 17 60 .
ﬁU 50 | %U 50 o
£ 40 £ 401 .
30+ 30 4
20 204 ns e
oL
0- 0
4 8

2 4 16 32 (mg/kg po) 16 32 64 (mg/kg po)

®’58

(J7z%vozrvv
EDs0c=62.58mg/kg po

8

®B58

B ESXF EDso=7.61mg/kg po
EFUIY EDs0=2.19mg/kg po

n=10 &
%1 p<0.05.%#* : p<0.01. %% : p<0.001 ns : BEERL vs B IREH (Student’s HETE)

BT I Wistar 7 v b O EICHTOV A SRR BN ESTL 2 B F S 720 2 D48 ] 12124
JEE TN AT — DR AW RHIRIH G- LU D 3075 12T EE 24 1 L T
Tt L7t 3R o e L 7o 5 B DTS R O TR I TSR I 5- L PC A BUGIS RS
S ATEHERE L7z,

@7 N ZARICREZER KB RICICxd5ER
i PIVH ARG (ME7LIVE—EFIVICHTBER (79X)™
MEI7LIVF—E TN CTHLT IV ZRGIRT T A EHZ R L 72, €9 AF 100mg/ kg
DR GALT VA AT E AL TR E AT STz,

Y IZADTIVHZ RIS T B IR

B BRI B 51 (mg/kg po) =R (%)

EIAF> 100 15.31

FYr 50 11.11
TrXI) T F TV 50 19.77

BRI E  HEMECDL~ Y ZCe YRk I ER (1.85% 103 ) # 1HH & 14H B o210l JF 2 3% 5- 1L TR AES
&, ZO5HM%ICe Y VARINER (0.9 10%ME) 275 12 B 0 RS 5 L C7 IV ABUS % %
L7 FHESR M I A OB Z R L B O, O FE R 5L 72 BB E X
FHC D241 [T 1T & 1S [ 3T O 2[A8E 4% 5- L L 7V A BUe 25t 3 A E A BET L 72,

i BEREERS (VR 7LLE—EF)ICHTEER (79R)P
NVE7LVF =T NV ThLEILE R E RIS TAERERF L2 ETAF >
100mg/ kgD e 1#5 52 IR LR 7 18 R I3E AL % T TS o72,

) ADEFER R ERT CX T B HIHIEE

R E ¥ 5 (mg/kg po) IR (%)

EIAF 100 422

e 100 7.07
TLX )T FTr 100 0.74

SER T HEECD1~ T AIZ2% A F 0 100uL 2 JE I B AT LTRSS, 2 D8HRIZ2% 4 4
Vu 10ulx G Ao FE IS AT L CR IR RS SUCT BAE L 7o B e 24 R I f21 e
OH &L EEOEPSFIERE G L7 WY B LR O LI [ R 268 #20
2[R P 5L R LT R RS U R 3 AE I E R L 72,
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VI. EHEEICEATSIRE

(2) EERMTIS
BRAE (F2)

3) EXZIDHZBREEIRM (in vitro)

DD ZSEERVAF L F v IV T BEES BRI (in vitro)™
SOFEHDZ AR LA > F 0 RN A5 A BHIE % R 77> % 7o A 3
BRI L 720 © T AF > 10umol/LO#s & B & 213k Th35% TH Y NEF D\ 1 4058
W EE L AR ST h o7z,

ESXFLDEBZEBRRIAF L Fv2IVICK T 2MEEEEE

ey
SRR H R MRk FH %

(%)
TV AL [*HIDPCPX N 7
TF I A [*H]CGS-21680 FyMNERSAR 5
TRLFI m PHIZSV Y S MK 35
TRLF) > az CHIS AL > SN E 15
TRLF) > B [P 7 ¥ Ra—)L | ek, iz 4 7
TRLF)> Ba [*HICGP-12177 SRR -1
LEIAN ST BF v CHI=F v PEY FyMKkEE | 13
[ARSZO) [*HISCH23390 SRR -2
}/%3>Dat PH]AY <Oy SN BTN —4
T A PCH] =AMV H =V | 415 7
GABAAT T=AME AT | PHIAE—L F M 21
GABANEFEAA>Fv 4V | [PHITBOB FyNKIEEE | 7
NV ATVF AR CHIZ %425 Ehurkatffifd | -7
iffﬁfﬂfm‘ [*H] TCP SRR | 2
ILBIN T NI CHIL-Z Vo 3 M -9
AN F == ) | PHIAN) F = —2 A X -14
AR [(PTIA>A) > F MNP HE -3
LA Mo PHINMS SN BT &N 4
LA M [PHINMS SN RN 8
FEFARS [*"HIDPDPE EILEY MK 17
FEF ARk [*H]U-69593 EVEYM -11
FEFARu PHIDAMGO BB MK 4
FIVR—VI ATV [*HIPDBu ~ 7 A 18
MG sFeAV K]l | PHIZUTK AR AN ST
VA= Suls b7 [*HIR-5020 T 3
+ub=25HT) [*H]5-HT TR E 19
+Hb=25HT: RS P22 F M 11
JEBIRAIS 7~ PHIDTG EVEYM 20
FIIT L F- 3 FIAF A2 PHI NN Tk > Mg 25
FANAT TV PH]3KLO» Sy g 0 i ST A 2

Y'J 2F > 10umol/L TORE A L EREZRT
RER T 30RO Z AR T A > F X A x ¢ i A

THETL 720
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VI. ExhZEIEBICRI Y BIEE

(2)

R RMFTS
BRRHE (#8)

@ERHILBREHT BER (in vitro)

YA IV Ho B Heg BRI T 58 T AF  OVER RS L7 BT AT VT T o=

BRI L COEEEZ RS o7,
ESZXFLDERXZIZRHICH T H1EH

e HHAR X . crprs | BB | e
ZAAR e ==V AN ABRR (umol/L) B A
LAY IV z’tg b STk LR 100 | fEzL
LY AZIVHs | BIVEVNER; | a-AF IV AT I | IUHE B 30 VEH7ZL
- LN 2 A 3 - e +
CAXIVH, HEK 293411 PH]v A3 SR 10 TERZL

REETF 1  UIATF DAY IV He BARIIR T AEHIEEIVEY M O CBIT 50318 % e A8 3
YHsZ BRI T AERNIE BV E Y IR IGIE RO FBE LAY IV HeZ BRI 5
P FIZ e MEYE 2 AKHEK 2935410 % W CRE A AT 2 30 2 LA L 720

BLAH S REIITT 2R (in vitro) ™
L ZAHY) M1y May Ms, Ma, MsZ AR RS T AT AF V OFER G L 72 €T AF V1
100pumol/LE CTOIEE T I NOZHERI T L CORENEHZ R SR o720

ESXFLDLRAY) SEKIC T 3EH

ZHAR n Y AF
LA M1 3 ERZL
LAA) Mz 3 ERZL
LAIN) M 4 TER7ZL
LA My 3 YER7Z:L
LAIN) M 4 TER7Z:L

IR L DA M Me, Ms, Mo MsZ BE O #4278 J6 Bk (7 MCO MR BIEANE) & VT 72+
NNk AMIBNCa™ i LRI T AT AF Y FATGI VY  ATRTIVDICsH
(nmol/L) Z5EL  AAN) > Z BT A MERF L 720

@FIHN AT AT —2—23F$ 2R (in vitro) ™"
TR HOTTH O IHNVAT A T =7 — | 200§ HE T AF  OVE R E G L7z EF A
F LT FIN) T TR NS THLAENEYMNal GG S5 % 100umol /L C
PIHIL 7225, 2 abh=2  JIVTRLF ) IV b AV 7 a5 L =)V N0 A N 22Dl 2
WIEFR L5720

ESXFLDEETIANATAI—E— 5T 21EH

PEALANNIE T I S PN
PR SONBEMR | RIS | 100 | FERIZL
JVTRLA g;%@%ﬁ WS | 100 | fERAL

o | BV HE R
7RI EVEYNEIG | IUHE RS (pA2=3.83)

30 | fEHEL
FI T L EIVEYNEIRG | USROS 100 | 1EHZL
7ovk=y | oveoMl s |10 | FEOHEEE
AITUFL = | EVEINRE | MERIG | 100 | FEAL
OAIN) Dy | EVEYNRE | I RS 100 | fEHZL

T T SR RS AT )2 100umol /L O ENE M  pA2=4.08
75V F =S BT A1 TP 100uwmol /L CO M EEM : pD'»=3.13

BRI IR BT B4 IV AT T— 8 — BN G 3% SUS ZR § A6 5 25 > O
EMREL7z,
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VI. EHEEICEATSIRE

(3) ERRIHRERE- WO e NFBPE36BIZ R REL T AY I T ) I T AMIBW T HEMR TICTAR
FHETRER F10¥, 20 L 50" ' mg# Hi [l #E 1% 5L 72 L E D P ALY IV TR et L 74 5 AR H)

20mgTld, 77 AR E B THR G- 1.5 e[ 8FRE [ | 121RE ] D95 e OSHLIE D3P 212 8
WTH EEDROLN G- 24 R [ 2 CF BAZINHIE A AR L 72 (V3 o FFAfi
Hbp<0.001,Student’s thisE) o ¥ 5-1.5~ 125 ] 2 £ TE95~100% DFIH Z A TR L 720

[VAAFRICB 9 A3HE SRR (2) BRSEHEMAE 2) HEmaty OHENES
MRl OEHEZ RO,

1 REN OGRS HE L O HEIE THEE R AIZET AT 2L TLR20mgx 1H1[H
RS 59 4. | Th Do
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VI. E¥EIREICEE 9 HIRHE

1. MAREOHSE
(1) AEELFEMmApPIRE

(2) BRFFRBR TR SN
e

FUEARL

TR HE L N T 20611 AR 20m g % 22 R Rg HLAIRE 145 5- L 72 £ ED tnaxd 100 [H] (Fp e fif)
ThHo7z,

1) BEREREOMFEDEE (- g ]
At e N B 20811 2 AHI 20m g Z2 5 g B AN 143 G- L 7 S SO MU A T IR L 72,
A LR AN R 5L B G- 15 LR M) Ol e I3 i 2277 86ng/ mLICE] 3E L 72
. 10545 O TIH gL 720

tmaxt £ 100 (FrJefif) TH o7z,

ZRERFE RO SO MFEFIREHRE

(ng/mL)
400 7
300 A
m
R
th 200 -
= 4
E
100 4
O T T T ; T : 1 v
0 6 12 18 24 30 36 42 48 (hr)
B &
n=20.F5E+SD
REMREE R/ NTA— L
Chnax AUCox AUCoint
tmax (ar) (ng/mL) | (ng-hr/mL) | (ng-hr/mL) tiz(hr)
FIfE | 1.00" 277.86 1283.53 1296.45 10.54
SD 05-25" 11740 35849 368.26 5.50

n=20 (AUCoint 2 U't1213n=19)
1): ol 2) e/ Ml — e R E
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VI EYENREICRBI T 2IHA

(2) BRERHBR TR SN
I i B (#EZ)

2) BERSHOMEMEHRE" W ]
fE RS LB PRI B ARFKI 10!, 20 K UF50mg™ A NE Y B fo L CHE AR 1% 5L 728 & L
BHHROETAF L OMEERIREEIE] ]~ 1L ARE I Crad SBEL 7212 2HI PRI R L VR
FAHD AT O 13 11.95~ 1386 Td o720 EF AT > D Crnass AUCLEE G- DR
RIZOWTIRESL7AE R ET AT > O BRI O F R FEFIN TR EZ /R L2,

RERINZEREEEOKRSFOMBFIREHERE

(ng/mL)
10000 3
i -O- AHI50mg*
E -@ AF|20mg
100 4
i E
85 ]
5.3 i
B 103
14
0.1
0 6 12 24 48 72(hr)
B M
FEn=9. J19{B+SD
HAERNZEEFERZORSEOEYRER/STX—%
B5E Cmax | tmax | AUCot | AUCoins| tiz | VA&/F | CL/F | Ae | CLr
(mg) (ng/mL) | (hr) | (ng-hr/mL) | (ng-hr/mL) | (hr) (L) (L/hr) | (%) | (L/hr)

T |15313| 14| 7076 | 68L1 138630244 | 1505 |44.8| 6.37
10%' | SD | 5247|05| 1633 | 1106 | 948|201.69| 273 |121| 171
n 9 9 9 6 6 6 6 9 9
T | 27487 | 14 | 13662 | 13725 |11.95|286.08 | 1623 | 47.3 | 7.16
20 | SD 10994 |06 | 4452 | 4441 | 905|24324| 631 | 98| 1.08
n 9 9 9 9 9 9 9 9 9
T | 75601 | 1.1 | 35174 | 3434.8 |12.90| 311.64 | 1572 | 51.9 | 7.62
50*' | SD |280.06| 04| 9213 | 9227 | 82423279 | 501 |106]| 1.62
n 9 9 9 8 8 8 8 9 9
Ae : FGRT2R I E TOIR MR
%1 AFNOARESNCHE L OHEE TEE EAIZIZETAF L TlR20mgz 1H11A]
ZEJRIRHZRE L% T3 %o | TH o
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VI. E=YEIREICRI T BIRA

(2) BRRHBRCHERE SN
I A B (#EX)

3) BEIHRS5EOE S/ 70DEE20mgD M i E (£ 3 RE% )~
fEERE B AN B 59611285 2 7 OD§E20me (KB XAk L THRA) £ Y5/ 7§E20mg (3
TEE K TR % 22 I8 I L[] R I P 5L 72 & X 00 ML AE P i 8 1 ONSR M B FE /85 A— 413
TREDHEDTHo72,
W R S 5T 7§ A—4 T B Crax L NAUCo2al DWW T R FE W iE 2 F W CEHE
ENTET T H20mei 5120 A5 7 0D$E20mg (kHY) K U'¥'5 7 0D$E20mg
(kL) ¥ 5- 0 FIED 7 DI0%E X (CI) 1F, 22D Craxtd . 0.96 [90%CT:
0.89-1.041.0.96[90%CI: 0.88-1.04]. AUCo2i%.0.99[90%CI: 0.95-1.03]1.0.97[90%CI:
0.93-1.011 TH o720 Wb R EZE WL O T3 ME D 2 D90% CIA0.80~ 1.250 i P A
THol22E5H B9/ 75E20mgk Y5 7 OD$E20mg (K- 7K 7 L) o Wy 1 | 5k
DHERR SN =
(ng/mL)
400

—@— 'S/ 70OD#E20mg (Kah))
O~ E'5./70D#220mg (K7UL)
~/— 'S/ 78820mg

300

100

0 : =
0 6 12 18 24(hr)
B R
FZEEn=59, FHE+SD
% (O AUCo24
Al (ng/mL) (ng-hr/mL)
Y5/ 70D4$E20mg (k&Hh) 263.90 = 98.02 1210.07+281.06
Y%/ 70D4$E20mg (K7L ) 261.73%90.95 1190.87+282.85
Y7 /) 75E20mg 273.37+9491 1222.72+264.24

n=59. FHfE+SD

4 MR RS ORI

4) BEBZREEEOES . 7ODEEN O A i E ™
[T PA) o 3388 B D A st SR (510 5. 2810 00 1S A s 338 W ) oD S 34 B ) (R B R 55 ) 111,35
(258) W THY . IR/ME R IR R IZFNZF N 4270, 16480 TH o720
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VI EYENREICRBI T 2IHA

(2) BRERHBR TR SN
I i B (#EZ)

(3) hEH

(4) BRE-HAEORE

5) REHRSEOmMBEE™ W)
R N B PEIBIN A FI 20mga 1 H 1R 14 H B AL 4 5-L 72 o I 4 i O HEFE
TR,

BE5IHEEIAHEOVY S AF MR IXRBEOHEREZ R L. %5 1HH (0~241H:
M) ®AUC(AUCo24)1439.4ng-hr/mLE14HH (312~3361: /) D AUC (AUCa12336)
1550.9ng-hr/mLIZ[FAFEEDME THY KRG SR K O SEW B REDZE L&
2517,

F72 AR G B HROEH G R EIZIZIZFERREORELRLI2ZENPHETATF DI
WEhREIX7THE (168K M) TTIZIZEFIRAEIEL T AEE 25N/,

RAER OIS AE DI 5F R HETE

(ng/mL)
10000

1000

m 1003
% E
E_E ]
E 10:
7 ¢ 6 o
14
0.19
T T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 360 384(hr)
B R’
0~24hr : n=9.168~384hr : n=8. *F&fE+SD
B RRL
1) BEOEY A EE]

fRE RFE RN 55 120 61 % 542 Z2 BEIRE S g T £ (900kcal B b T LR T AV F — 12§
LIFE O LD LE G H335%Lh 1) IR H 20mgx BLRIRE 14 5 L7z b &, 22 IR -
AR E B G REOAUCHI$1283.53ng-hr/mLA*5770.59ng-hr/mL~%J40%- Cmaxld
277.86ng/mL7>5120.18ng/mL~NKI60%ME T L tiaxl 3 1.03HE R 2253 03 I S IE R L 722 &
PO ARFI ORI G TIRFOZEL 2T AT AFE)TADH BT 2 (57 #
53T AUCot Cnax 1 2p<0.001) ZE AR SN2 (R ERAZ G- D Z2 IR G-\ 5 3 B30T
B H0>909%CT* . AUCo: 1 0.5574~0.68391 Crnax : 0.3665~0.5669) o

# HE IR S E ORI #FR20.80~1.25

ZRERRURERSICH I HIMNREFREHE

(ng/mL)
400
O Zopghs
300 - B
il
2
g 200
i
E
100
0 T T T . T F T .
0 6 12 18 24 30 36 42 48 (hr)
£8¢n=20. TAELSD B &

K1 ARHN OGRS ANE R ORI [ R AIRET AT 2L LT 20mgZ 1H11H]
ZEIERH AR 3R 5-9 %0 I T o



VI. E=YEIREICRI T BIRA

(4) BRE-HAZEORE |2) HRAEOXE

(%) OFFOEDHEICHTIHAEOZE (HEAT—5)
i TUZOYASEDEEERY A ]

e A 248012 A% 20mg. 1H 1A & ) AT~ A3 > 500mg. 1 H3IE %7 H 3 B
5 5- L7z & MAERY T AT 2 D Cmax L VAU Co2al TZINZIHI 2,965 K O 1.9R512
AL ZOMEERET AT IR EO FAL PHEAEE (P-gp) ASHESN/2ZEI2LD
EI AT Y OEACE D73 SIS RSB L 72 R A F A S
o — M D) AT~ AT R LI L A B I o7,

i. #haFV—ILEDHEEERY ]
1t BE A 248012 A K 20mg. TH1EIE 7 b3 —v400mg ™, 1TH 1A &6 H 6 6F FH K
BRI G- L7z & MEEPE T AF 2 D Cmac L AU Coad T ZNEIRI 2.6 15 T U2
R B A L7 COMBEHET AT R E D E AL P-gpS ESIN/-ZEIZIIET A
F Y DOFEALE O3 WA ENH S I AN -2 8IS R § 2L S Sz,
— 5 AR O = VIR I I L B B e o T
%3 7R3 =V ORRFNL E PR AR

i. SIWVFTELEDHEERY [ 4E]
T HE R A 1260 (PKAEFT11B) I2AR K] 20mgs 2 VT 7 ¥ 260megx §f 1 H Bl #5145
HL 728 & MY T AF 2 O Conas o AU Coimtd 3 FNZ I 1545 R O 136512 1
HL7 ZOMAERE T AT IR ED 5L P-gp AP HESN/-ZEIZLVETZAF oD
HALE AN WA S R N 722 ISR ] e g s 72,

iv. TL—7 70—y 1—REDEEERT EmEE]
e e A 12612 A K 20meE 7 L — 7 70— 12— Z2240mL T 5- L 72 &, 4 h
Y5 AF ¥ DComax e FAUCoinel T F N Z A 0.645 S O 0.7f5 1M T L 720 S0 4
FUYSATF VEBEOR TIZZ L —F 7NV =T 2= AL BT AT Y OHALE P HD
WX 2 e R B EHE B EN DT I AR Tdh B,

[VILZ2 4tk (R L ooyl 55) 125 21HE  7TAHEMER]omHESROZL,

QB BENEMENREICK T BAEFIDEE (in vitro)
i. Yh70.LP450(CYP) MRAE™
YT 2F1320umol/LLL T DI TIECYP1IA2.CYP2A6.CYP2B6,.CYP2CS,
CYP2C9.CYP2C19.CYP2D6.CYP2EL M IFCYP3ADAC I # HEL o720 F
72 IS DCYPI LU R AR B I £ A R S e # 2 STz, SO E DAL B Y
FOMEIC LY A% EL AW etk iRV E 2 oh 7,

ii. RS> 2R——DEEPY
V'S AF U1din vitroDBEHIBWCP-gpD LRI 2 3 E THAN-AF )L F =T
D %% 300pmol /LD ET48% I EL 720 £72 AT = A Yl kR <~ T FF
(OATP)2BL KU 7 54 > 17 > AK—5—(OCT) 1%300umol /LD TL
NZIA1% L OHI50% B % 720 L 4L 7755 . 1Cs0 (300 mol /L& HE5) & B
Cunax (£90.6umol/L) UFTHALE I (173umol/L7) & Z BT HLETAF »HITNS
DTV AR—7 =% L ET LI LIV B ERZEL L BRIV EE 2 57,

# ETAT > 20mgEl i TR OBACRRE O (20me/250mL) TH%.

i. CYPRUIT > ZA—4—DFHEY

PR A M2 W CREI L 7245 R VW< 22O CYPIZBIL T100% L
MRNAD b F2RL 728 A b 72h%, i KA 897 E R IZ AN D572,

Bt B OMRNAD FFAZ 3 AT AT VAL TCOMRNAD FHOEA1ZITEAL
AI20% KA Tdh o720 EIZCYPLA2. CYP2B6 2 I\ CYP3A4IZ L CTZ DAL HHE I i
AR 7: E AT ELOSN T BRI S\ T 7570 SRS > 737 (MDR1)
[ZOWTCHRBRICH ST L7z A B E IR0 5N e h o7z, L E XD . CYP1A2,CYP2B6.
CYP3A4XIIMDRIDFEI LI E A% E D BRI LR EE 2 S5z,
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VI EYENREICRBI T 2IHA

2. BMREERI/NTA—F
(1) FERTTE

(2) BIVEEEH
(3) HAEREEH

(4) 2UTTL R

(5) PHEHE"

(6) ZDft

3. BEM (FKEaL—32)
ﬁ*ﬁﬁz)
(1) R

(2) WIA—SZBHER

4. % In

—~

1) Mn#&—AxEIFY
iﬁl‘l@ﬁ%“)

(2) Im#%—RaEaRErT
BB

I AVIN=R AN
BRI
BRI L

A B PEIBN AN 20megz HIAFE 132 5- L7z &0 1277 A(CL/F)1316.23
+6.31L/hr (*F¥IE+SD) TH-72, [ ]

f ER A BB AF 20m gz HIRE [13% 5- L 722 ED AT D53 i B4 (VA/F) 13
286.08+243.24L (*F39ME+SD) TH o720 [ ]

FUEA L

PR R S5 TAH BB T — &%) % B RS S 72 B 4R [ 3 W B g (PPK) f# AT E 7L

HERELCER IR AE.RFE. TV TV CINEY T ANRGE VB TI/NTG AT
5—F(AST) . 75=rT73I/ 5227257 —E(ALT) L T7F =0 RFEEH (BUN) &
DT NIRRT 78 —Ba G L 7285 R AT O Jeal 8= X b 53 i 545 (Ve /F)
AMREIHT L Th 2 IH BN IMER 2 7R L7275 M BESE B B RE /8T X — 8| 2t
LCEB BRI ARLRD 572,

INAFTRAFGE) 74 (FEE AT —4) %
TR N 1261 (53 0 &-661) xS &L BT AT 2 20mgd H Al 135 5- 13 10mg™ o B
IR N3 55 % L2 & KT NA 7 AT T4 D IEIZ60.67% TH o770

<BE>ToE

R =2 —ar BRIl 22Ty MM C TR L 72U S AT~ ([MCl-YFAF ) %
275mg/kg CHARE % G-L 72L& 1 ZE AL DTSR A FE h kS, 48 £ T 1y
P e HEIEER1376.40% Tdh o720 T O D T HEME 28 2 OV R ik 2R IZ 2
16.70% M UN7.48% T & L14% G- 12 O 1E 4 24% LU B EHEE S T2,
<BESVIRANT VA

[VIZEWBREICRATAIHE 7HEE 3)~ANTFVAGEAT—2) |0oHEAZROZL,

M EERL

<BE>TUh

FyMI[MCI-ET AT »20mg/ kg AR TIH5-L 72 & o b 569 8 B Vot e v e
B X0 DA DR/ L7 Hc i e i B L (T/BAil) < 0.0220~0.0313] AFI D i~ D2
IRV EE 25,

[VIZEEhREIcR 3 21HE 504  (5) ZOMOMEE~OBITIE] DEO T —5% 1]
DL,

LB RL

<BE>Tk

THRT YN [MC]- ¥ AF >~ 20mg/kgk B RHE 5% G- L7z & BED IR VR~ OB AT HERR
SIS R YRR P RO REVE B L R BRI KD Do 7,



VI. E=YEIREICRI T BIRA

(3) IAANDIBITHY

(4) BERANDBITH

(5) ZDMDHEBEAD
*gh—_,lﬁﬁa%)

BRI

<BHE>Fvh

BHTYMI[MCI-ETAF »20mg/kgx H AR % G- Lz & FLit it it o #
DTz

N

i
R+

BRI

BRI L

<BE>Tyh

FyMZ[MCI-¥FAF 2 20mg/ kg H AR 1# G- L 728 & U REIE, T RAEZ R{TRT
DR N OWEZH 50 A5 L 720 BT BE I BE 1, HUIRBR L &0 L N MR I M OV e Tl % 5- 14
SEFRILC KBS TIFR G- 12 61 BT 12 2 D LoD ML B OVl 258 Tl 5- 12 0.5 L i v il %
TRU720 F 72 ok P S i B (R L 37 & B B L TR A o 72 S e 200 [/ ML i e A i 1 1
(T/Bfti) :0.0220~0.0313] .\ ¥ T AF > D ~DRBAT IR EHE SN2 B /NG RO
KRG 7% B & BT I, B B OB R 5\ B % R0 Kl COFRBU B h o T/BAEIZ,
FNZEN843~26.7.2.13~549 K (F1.38~17.3 Th o7z 0 Kk K OB 25 0 BT e
FIE S FE R OHER TR L LR 2T O S (ti2) ©0.729~2.78KF
M1 5 5% 1205 Cld 3L AL O K OV 27 T AT REIdE = T R AR mW & 2572,
BA BTy MIFRRICHE G- L7z & & ML B BE i B L0 B 75 40 A L 72 AR T i &%
OB g7 — 85 CH o720 B BT O TR K VIR ERE B & R - i E o 71 Jeid 8

'?375)'/63;)07:0

“C-EFAFEERORS R DT v NCOBME DB

P rp— HUSTREIE B (ng eq/mLbLLIZg)
b T 050 SR OFER 1285
o 47+245 | 154+51 | 307+532 | el FMEKT
% 5165305 | 155541 | 383+46 | el FURT
I 1264112 | 453785 |7k F WLk | i T Bk
BATRAE | e Tk | e Bk | e Tk | 2 B
IR ER 67.9%+56.8 669177 | g TRAMN | Ew T BRAN
A—F—k | 236=153 | 104£31 | 873%1513 | ekt FIE
FRUIR R 134+232 270£259 B TR | = T R
T 1265179 | 189111 | 5ok PR | e TR
Mg B 114+96 52.0x16.5 4.10%7.10 Em IR A
L 3055181 | 126528 | 770%1334 | el FIR
B 4254369 | 188+61 | 227+197 |kt T A
e 9520£7300 3450+930 673%£95 137+33
B 204041700 | 696=194 | 186+9 4594412
B 373+268 171+81 79.0+136.8 | E= TR
W 1272132 | 500+448 | ek WK | SE TR
JEE ik 159+96 110+40 31.3%£3.7 Em [ FRA
RN E ] 479+325 60.2%+56.2 3.47%6.00 Ew TR A
CiSREN =il 228*+157 102+21 145+25.1 T [ FRA
B 130+78 95.2+67.7 0.27%+10.85 357%6.18
K& 161+115 T77+252 149+13.1 Eim [ R
£ 0 62.2+£36.4 441+54 187x14 3.09%5.35
H 245009000 | 12500£14900 | 1290+1120 18.0+31.1
N W5 | 3860014000 | 31100=11000 | 2320830 | 200+117
N 472+224 3170£590 5580+3330 1250%810
B i 309478 | 3350£4800 | 426475 | 5L6+525

P54 20mg/kg

*F35#E+SD (n=3)
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VI EYENREICRBI T 2IHA

(6) MiFEEMEAE"

(in vitro)
6. 1t

(1) RBEE RV
R

(2) REHCEAE T8
(CYPZ) DA Fi&.
F5E

(3) MELEEXNRDF &
RUZDEIE

(4) REHOFEOH &
RUEMSLE . TR

7.8 it

8. N> AR—4—IZEATH
,I%§E74776>

9. EMNFICLBBREE

V'S AT > Din vitrob MIAEE FI#E A 2130.2~1ug/mL O & P T 5 14:87.03~90.04%.
7 14:84.22~86.00% THY) . i FEARAT IR Z B 370 h o720

HEAT—%)

[MCI-¥FAF »20mg# M BE i NI H R % G- 7z & R R ON IS r2id B L L TR
BACRDAFAEL 720 IRANZIISTED AW (2 5- = D 1% A ) ML X2 O 3 (F
AR EEDL/10LLF) OFEAEDTE RSN A5 W TN EE THY, [ 78 TE A h o7,
<BF>in vitro

VI AF A MEFIZ Ty — 4 R e MTFMIIEE F\7zin vitroBERIZB W T AL
ENZirolz b MFIZE Y — Ao TE T AT DK BALIR D L 72 h = CTdh o7z,
Y5 AF > OIRBALIE D A B2 IZCYP3A4ADS G- L TWbEE 2 bz,

CYP3A4

e gz

FUE AL

1) BORSEOR P Restiitrd
fl e N B PEIBII A AN 20m g7 22 IR IRy HE [l 14% G- L 728 & i G- R T2 T Toe s
AF > D37 FREHRM 1347 3% TH 720

2) EIRMIBSEORDHEE (GEAT—%2)Y
TR IR 1200 (B3 72 45661) 1285 AT > 10mg ™ & L ER IR 4% 55 7= L & 3% 574 72 R
FTORFY I AT > D1 BAEHEERIZ66% THY LI ATF AT FEL TRPICHEESN 2,

%1 AFNOARESNCHE RO EE TEE EAIZIZETAF L TlR20mgz 1H1IA
ZEMERFISREL T B0 | T Ao

3) RANTLR(HEAT—4)0F

R N BRI [MC]-E T AT »20me% Hi AR 145 G- L7z & AR E R [ T 5
16815 B F TO RS HED JR P HEME#1333.1% 2 R =2 (GRIIGEE 5% &) 1367.0%
THo72, 168 ETORHEM Z12100.1% THDHZENH BT AT R O HE IR A
IRV E 257z,

P 5- 1% 48 M E TORGTRED R AH IR HEIE = 2332.7%  FEHHEME =247 8% A HEE =
7380.4% TN YT AF > K O3 B 3k O HU BB 1R 4% 5- #2481 I R ER 40 A3k
W SHEE NS E DSRS0 ZDE XD KA D BRI R IZ R $1T28.31% (0
~ 48 ) L 3 T66.53% (0~96H5[H]) THY., [MCI-ETATF U #EI1#% G- 141 e O 3
ICHEM SIS ST REDITIE AL RZEAUIKR TH o720

In vitro B IZBWTE T AF U 1dP-gp L UNOATPIA2DFEE THHZ L SRSz o —
J.OATPIBL.OATPIB3.OATP2Bl. A4 F 4 7 AR—%—(0OCT)1.0CT2,
OATI.OAT3MUFLIEM S > 737 (BCRP) DFE Tld 7 dr o720 EHI2 A H)IZP-gp.
OATP2B1 . OFOCT LA L FHEAF FHZ R L 720

[VIZEMBRECRI S 2HE 1 PR OHER  (4) AF-HHHEORRIOBHEZ RO,

FL AL
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VI. E=YEIREICRI T BIRA

10. FEDERERIEBE

1. ZDft

1) BREHVIBLICHITIEYHEGKEAT—4)7 (g ]
F G B K ONLe Mk (18~357%) « s T 1 Je OV (657% LA L) 0427 v —7 (%861, 5132
B LZAHI 20m g B AHE 4 G- L B L 7288 5 R 2 W B 0¥ T AT D3R )
REIC MBI EAE D 572

AR

HRs RS E Y TR I AT ¥ D Cnax L FAUCoind S B2 22130 0o 72 (5 sy
) o B LML S B M TIRE T AT ¥ D Crnaxl I WD L TG A Aoz (47
BT p<0.05) 25, AUCoind ZB B2 72130 Ao 72 (5 EHT)

G|

PG BYEE IS A NITE R B S M TIEE T AF ¥ D Cnax L AU Cond 2B B 727213
Lotz (3T o

2) BHEEETHREICHIIEYHESHEAT—4)™ (8 5 ]
R BE IR REREA M E (GFR) >80mL/min/1.73m?*] 8% & B % fe L T (GFR:50~
80mL/min/1.73m?) | &5 BB R BRI T (GFR:30~<50mL/min/1.73m?) | T Ji B ik
BT (GFR:<30mL/min/1.73m?%) D47 )V —7 OBk B |2 AKKN 20me B\ 4% 51
EYEREx L 72,

trna TERFEI T O EIEE 1220 DS T R E Ol TH o770 Cuaxl THFEE FEEHEREL T C
TDENLDD, AUCLnd TFIEE DT e BIHEVEE AN BB BE IE H W B | R E
B RE AR T R D Cmaxld 1.665 . AUCoind 3 2.365 155 220720 12D -39 il 13 BB A 1L B
B BRE 009 26 [ 5 T B B AR REAR T B B O 18 39 £ TOMEAI AL, B Fk HE
TR B B o0 LA v i BE (L TN B R 265 TAH BB C R DS RE S C W A A H#I50mg
D 14A M FABY 5 OIS LR D 57228 5 KA OB T B 024t
T AEWEIREOZALIZ R MICERODHLLILTIE LV EE b — 7 B %
REIE & BB AR AR R T L ih R R AR AR AN T R B AR T B TS0 EHEL
MEBRL7ZBBE UL ZNENL/654.1/6%.1/6%4.3/6%4 Tdho7= B HEIK T O FHIESE
B> CTHERRPHEIN T AEINIROOLN A EFROBEIITNTRIETHo
725

BRAEETRERE ICAF20mgE EE OIS DENEER/P/STA—&

ﬁﬁxﬁ%ﬁg Cmax t (hr) AUCO-inf e (hr)
[GFR(mL/min/173m°)] | (ng/mL) o (ng-hr/mL)
(G%‘Rgo) 1440(57.8) | 15(1.0-30) | 7374(260.8) | 9.26(2.79)
s
(502(;&1«%280) 1721(450) | 15(05-30) | 967.4(1402) | 1508(766)
(3?32%&;0) 271.1(304) | 225(10-25) | 13842(263.2) | 1047 (2:34)
%ﬁq{f&g) 2288(818) | 15(05-30) | 17085(699.0) | 18:39(1140)

HHEN=06,F3IMH (SD) | tmax I YA (5 /ME — 1 AAE)

[VILZ 4= (R EOTERSR) ISR 2IHE 649 EDT REATAEEIME TR (2)
BRI S R | OHESI DL,

3) g EEEICHTEEYHES

<BE>

R T = ek O L Byad 197 N0 A B NP AWt Y NS 9 B @V

YT AT IR 5L 72 ZO R HEIEER A%66%™ Th D EDH ETATF L O T T
IR TEHE )T T2 AD34% T % A HERENS 2 H R LI E 2 IREL TH. 25707
T ADIKTIE34% THY  EFEBHEREIL T ERE O &5 )T T AL L ESN 2.

BRI



VI. T2 (FRLEOZEESE) ICEETSEB

1. BEERBETOEH

2. BRARETDER

3. REERIIZNRICEEET S
ABETOHER

4. RERVAERICEETS
ABETOER

5. ERGEAXREEL
ZDIEH

6. RENHREAITHREIC
S IPaPE oy
(1) &HHE BEEEFD
HBEE

(2) BREERRERE

(3) FriEERRERE

(4) &IEREZH I 5E

BESIN TV

2. BR(RDBEICIBELLRNIE)
2.1 AHI OG0 LB BUE D BERE D& 2 B E

(=)

B % FH B 38 i | - — iR A 2 TR RS SR THE L CRE L 72

ARFN OB T I LD ARF O 31203 28 BUE O BEAEEZTEREL L € DL
EDDHGENL AFZ G LV,

FEESN TV

BEIN TN

8. EEREANIE

(hBEHE)

8.1 BENROLNL WAL B RERIIIODI G L nIIITEET AT 8,

(PLILE—MEBE)

8.2 AHIEFHIED BH I G- THL AL T RFHZE 2 T EOEF»HHE L%
BAIEL PSS THEE Tl A ZEDTEE L W,

(fARR)

8.1 AFNE EMIIh 20 G- SN BT DD HH IRV FEOSN R VT B IR E
FTGDPITONLZEN VIR ELT,

8.2 [BTLINFE—BHRAARTA v — BN AL E — 201 34E R (BLET 4 TR 1™ %
L L THRELZ BB A TLIVE =BT AT -l R R TN IE -
20204F K (B2 ET IR 1512 [0 B8 1 0 B A W B 1 4 P9 B 3651 0 ) - 5 B
2B B & B E O BIEORBACI 0 T 2B R A TS BT, 5 A
Pl AZIVEE Jrofah) no 38, S FE H AT 04 REIGAL R R 0 H SO E R
AL TOHMN-EE L CRIZAL 2 OO S Tl FHRIH O LA M Ei 20812
WEIED S | BDSFEIR SN TV,

BESIN TV

9.2 BipEEEERE
9.2.1 % E (30=GFR<50mL/min/1.73m?) XI3+EE (GFR<30mL/min/1.73m?)

NEREREDHDBE
AH|OMBEPIRED ER§2BLNH 55,1661 ZH]
(fi )

AFNOPEMRE IR E Z B L CEREL
[VIZEWEREICRI 3 AIHH 1020 EE2ET4E8E  2) BB T & 2Bl
LB OHEESBRBOIE,

BESITW W

BREIN TV



I 22 (ERAEDXES) ICET31EE

(5) i@

(6) Rilw

(7) MNE%

(8) =i

7. HEAEH

(1) AR

EZDEH

9.5 1Tl
I AR L T2 REPED & 5 W I G L OA I e e e tE % b0l %
EHWEND EIZORGTHIL,

(30

RHN OB FEER (T 7 F) Tl IEEOR BEEREHE SN TR L L&A
5. FYMIBWTARHDIE RIEAIT T 2 LD RSN TBT  F7z BT b2 etk
(THESZ SN TR\ T D728 il JUIIEARL T A REMED & A 0w NIZIZikE Lo A
et etz AL H S A G EIZOA T 58,

[VIEYEREICB 9 23HE 5045 (2) M — e R RE P il k) OIHE S 5 528,

9.6 ®iltw
ZA P OLMIITE R EOF IR O RFLRE O 12 E L 2L ORk G
ST B 2L B FEER (Foh) THATH AT T 52 e s SN T
Who

(fiE550)

B HEER (F01) TRAMNCARH 24 5L 7225 FLt A~ OBIT A RSN TV 57205 |

BALIRI L BB OB RN R ORISR EOF IR Z L IR FLOMk LT

1RZBRE§ 528,

(VI EREICB 9 2IHE 504 ()Lt ~ORITIH] 0HES T 52,

9.7 MNE%F
NRBEER R ELT IR FERIIFETEL T2,

(%3
A B PR SR /N JE A Tl A BRI 2 (/N IR SR VRS § 2 AR D A S 1 e UV 4
PEDHELL TN EPHRREL T,

9.8 mimE
— RN A FRRRE MR T L Q0B 2 E AL B A SHPRIES LS A H] Tl
IREDS LA 2B N D5, [165 2]

(fgEat)

WAV CEREL 725190 AR St Bk (45 ITAH SR 4 5Bk - s AR SR ERS 23Uk 2 & L THT -7
EATOFER A EFROFEHEE1L.65 L EOBZELEOEAMOBE TELADOR
Motz E 7z AL CTIENEL 72 BE IR SR CARK O S W B RE L2 AT S 4Rl L OV B o0 522
BRI 7245 s R F O SEY BHREIZE RGO VR M EIC LD B R 2T o720 BT,
WAL CHRERFAIZFE L 72 Post-authorization study T. 65 L _F o #E% 500 RIZAFH]
20mg D AR U724 H BV H o 5B E120.04%/ H K T°0.12% /347 HTHD
B OLEMI BRI THo72,

N T ML 72 45 11/ TAH J O 45 TAH 30 B 0 430 B (100550303 8%, 100550403 B |
100550503k 5% &% 181005506058 8%) 17 0 fif & AT L2 B\ Th 6578 UL o B L6578 K
MOBETHERROFEIIIFET XSEMI R o7 LA L — RIS i TldAH
FEREDMR T L CRAZEN L NI END  ERiE O GAZH 7> TO— R EREEL T
HEL,

10. HHEEH
VIAF IPHEEHDOREE THE™Y

FIESN TV



I 22 (FEALENZXES) ICET3ER

(2) HrREEEZDEH

. BlIfER

(1) EXEEERL
WMEATER

10.2 BEREE (BHRISEETSL)

EH&2%E BERER -HEEFE BrF - -ERAF
I)AARAT Y RAIDOIMEE T EY E5A | PHEREAOHEIZLLARA O
INFTEAL SRLEOMENR DL, | WEOMNNIR KT HEHEE
[16.7.1.16.7.3 ] b

=0
TYZRARAI U IINFTELEQGR (HEAT—5) [ 5]

TRERE i A\ 2445012 AR 20mga 1H 1Al 1) AT~ £ 3 2500me 1 H3IR7H R RS R 5
L7z RS AH B AR BB O F | I4E Y5 2T 2 D Crnax X P AUCoaalEFNZ I 2965
B ORI 19 IC B RS BT EDSD o722 o F 72 RIS AR EE B A 12601 A #I20mgs >
VT 7 A60mg7 B F HL RIS e 5 U 72 R RS W AH AR BUBR O AG SL AE he s 25>
DConax e N AUCoindl ZF NN L5 R OKI L3R5 L A3 B2 E DSBS N2 072
INSDIMEEHET AT VRO LRI PHEEEDHESN/-ZLICLVET AT > DL
A DS WD S LR AL 7> 2 LR R T A e HE R X7,
[VISEdpshReIc B4 20EH LI EofE  (4) AF-EHEOEE 2)FHED
HE|DOHEEBROZE,

11. BlER
ROBIVER D HEDNDLIENHHD T G Z 7TV, RE RO
Hl3RGEP IS A% L EEIT) L,

11.1 EXGEMER

111123y 7. 7F747F 2 — (O FNHHEARI)
(fiait)
AL O FLIE R FERIZ BT ARFE O N FEBIRDE E CERWEE R ayy T 747
FL—=DHEINT N5,

(7F+745%>—) (EW)
BE | e
PER | EFIBEF | 51 1y Y ANUE:
i | (&)
& [ 7RC—k| 20me/H | BEAEEE : 037072 N AR LB B AE
SOFCIRZR | IR ygeispasan [ g, 7hE—RERM JE1H LAHI2Omet
et (B3 IEH) |50 15205, TS OUEAMALIER
%o Ok ALHEE A HIIIRL iPH
SR IR R S5 AR DB B it
S R (AR |- TR
KEBIRGE D720 Ao DD 4Tk
BeG3EH R Z OB AFOTHE G- TA,
HEFSE -~ )RR T2 2 5 o) BATKHI) T A AT NI RS T
HERR T ATV 05 A Y AR SR #E

(7F745%>—2av7) (854)

BUEFERS BE I T2FRRBRICBOTHREY SN TN 5,305 B ICAK 2 2mg.
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Corcostegui R: F-96221-BM: Inhibition of the contractions induced by
bradykinin in the isolated guinea pig ileum#t:N%&#}, FFZ7EH5EN0.632(2016)
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Corcostegul R: F-96221-BM: Effect on the contractions induced by leukotriene
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2722131)

_63_



X. Xk

1. BIAXHE
(#ex)

77)

78

=

79)
80)

81

~

82

~

83)

84)

85)

86)

87)

83)

89)

90)

91)

92)

93)

94)

McLaverty D: An open-label study to assess the effects of age and gender on
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28939141)
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Ucelay M: F-96221-BM: Pharmacological safety. Effect on the spontaneous
motor activity in the rat#:NER, BF2EH5EN0.661(2016) (BT /7§t AFRAEH
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95) Ucelay M: F-96221-BM. Effect against the convulsions induced by
pentamethylentetrazole in the mouse P& EL, WFEH £ N0.662(2016) (€5 /
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266.4.1.3)

120) Molla R: Micronucleus test &R, WFZE#R 5 #No.685(2016) (€T /7§t K2
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damage, the significance of which is considered uncertain in humans.
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RIS O R 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).

Pediatric population

- Children 6 to 11 years of age with a body weight of at least
20 kg

Bilastine 10 mg orodispersible tablets and bilastine 2.5 mg/mL

oral solution are appropriate for administration to this

population.

- Children under 6 years of age and under 20 kg

Currently available data are described in section 4.4, 4.8, 5.1

and 5.2 but no recommendation on a posology can be made.

Therefore bilastine should not be used in this age group.

The safety and efficacy of bilastine in renally and hepatically
impaired children have not been established.
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