20234F8 A LkwT (BE1hR)

:{ -
AR

FrigthE

ERRTT
34
RH ZEEKERHF

BA%Rs TINAF VR
TI\AF2) 5" B4k
TI\AF 25210 &tk

EBASTINE Tablets
A#4%E% T \AFOENRRIEEE
TINAF D OD st 5. 54

TI\AF 2 OD 10 &,

EBASTINE OD Tablets

LEE (ROBHIZFF/ELENIL)
ARHN D RS R ViR BUE OB O & 5 BHE
3. #ERE - AR
3.1 #8R%
oe4 | =NATF hEbmg TR | = ANAF U EELOmg [H54K)
HRhRSY Az AT HRETAZF
(18£H) 5mg 10mg
AT, i r—R I Aa =R
TA, B RurdvFurE i —R BEHEKS
WA | A, AT TV UM~ RV T A, TR AD—A
~ 7 1 a—/16000, {bFH, ZLT, AT
ay=av
W84 | =N ZAF L 0D8Ebmg [#5HK) | =/SZF L ODEE1Omg [254k)
HEhRLSY HRm 2T HETARAF
(18E+) 5mg 10mg
D-~r=b—)b, FHEWRE|D-~r=Fr—, ikt
Jrm—Z b ReXs 7| log—Zx, b Raxs
gLk E—A, Zua | rE)ELER—R, T H
WAl | ARE Ry, BEMKT | ARE Rv, BRERKT
A8 ATT VBN | (B AT T VS
AT L REL06, K| R U L ERATET
W27 7Y, &6 | Y
3.7 HE DMK
W74 | =/XAF U Ebmg [ | =R F U EE10mg T4k
” N, R BIRAD
A | Zanvbam—T 0 ThE SN P
i SR
#ie (5)() o)==
. E&:10.1
LA (um) 6.6 Hif% 1 5.1
J& & (mm) 3.2 3.2
B (mg) 108 144
GHl=ElN KRM283 KRM284
BFE4 | =/NAF L 0DEESmg [ AK) | =/ AF L 0D§E10mg [ 454K )
bellbiZ ES7d E YNV
=K AT aR) [SRE)
o) (o) |
B (mm) 6.5 8.0

BAREERNEES
87449
HEbmg $£10mg
ARES | 22300AMX00190000 | 22300AMX00191000
AR5EBRLA 20114E7H
OD#Ebmg OD$E10mg
KBES | 22300AMX01034000 | 22300AMX01035000
AR5ERAE 20114E11H
R4 | T NAF L 0DsEsmg [k | =32 F L 0DELOmg (454K
JE X (mm) 2.6 3.6
' & (ng) 100 200
Rl — K KRM285 KRM286
4. ShEE XX E%hR
(OF 1::3-3

Of% - RE%. ¥5. REEEE
O7 LILX—tE&i#k

b. BERUVHAE
WE. AL, =X F L LT1E5~10mg% 1 H 1[E# A #%
535,
. R < RIS L 0 BEEHET S,

1. BERUBEICEET 318
ElE TTIX, 1H1EGmgN LG22 EETH 2 L, [9.8
ZHR]

. ERGERNER

(EheEstE)

8.1 IRXZMT e HLOT, FARGHFOBEIIZABHD
TR a2t O IO BEICIER S5 2 &
(FLILE—ER %)

8.2 ZEIMEOREITRGT LA, HREBHELEX T, TOH
A2 DG 2B L, AFREEMIA TS THET 5 2 L VR E L
W,

L. HEDERZETHIREICEHT HIE
9.1 BHHE - MEESEDOHIBE
.1.1 EIRT0O4 FEZEERITTVIEE

AFEGIZE D AT v A ROBMEZIEND5E1E. TR S8
FCHR2IZITS Z &,
9.3 FFHEEREERE
9.3.1 FHEEEERREZFOBMERDHIEE
FERERE N D oD IBENLH D,
9.5 1%

T SRR LTV B ATREME O & 5 ebEicid, 16 Lo ik
NEBMEZ EE 5 MBS 2 BEICoREETH L,
9.6 ®=5L4%

B L OB ISR ORI RO B EEB L, IOk X
FHIEEZRFT 2 2 L, BER (7> b)) THHF~OBAT

NEINTND,
9.7 NR%E

INREE G b LT BERRRBR T S L T,
9.8 =T

BEOREL FDICBRE LR oRET D2 L, —RICABE
BAMEFLTWS, [7.3]]



10. HE/EH

AHNT, F & U TIRBIEEZECYP2I2 R TACYP3A4 TRET SN 5,

[16. 4. 3B 1E]

10.2 BFREE (BFRICEET S L)

A4 % BRI - P 51 HEFY - fERRIR 1

Ty RuvA Ty | RRORHH I L ASA | T L ANATF DR

[16.7. 13H8] FrOMIBEPERENK | #Hambl Eh d &
2UFIC ERHFT B LR | BELEND,
HwEIN TS,

A RTaFy— | REIORHH A L SR
F o omEPRED E
By LnmEshn
TW5,

V7rreyvy [ ARBIORE I LASA | L ARRF DR
FrOMmBEPRENMK | MR EE I D &
TFaZenmiEsn|Bxon5,
TW5,

11. BIfER
WORWERR S BPND ZENBHDOT, BEETFITITV,
RERRD NG RG & P k3 2 7 Y 0 17
rz L,

1.1 EXGEIEA

Nl 2avd, 7HI2453F 20— (WFRbHERH)
AR T, PR IR S, 0k B VR R 2 D RE IR 2378 D B T 5 A1
. G EFIEL, BYRMEEZTO L.

11.1.7 FAEERE. BE (WD bHEERD)
AST. ALT. LDH, v -GTP, ALP, B UL E D ERL&E 0 [T
RS, HENHLDND ZLNH D,

1.7 Z0fDEIER

{0D§E>
14.1.2 AANTEO LICOE THERZE S T2 EAET 2720,
KL CTIRAFEETH D, /o, KTRATZ2ZLHTED,

16. FE¥EHEE

16.1 mch;BRE

16. 1.1 BEREEE

TAZF AT, RARGE, PIEEES R EZTRS 2T, 1FEA
ERBUARRAF AH EN D, BERACE=ANAZT U (F
WEE) Smg (5H) . 10, 20%) 40mg™® (%K6M(1) % ZEMEIEL AR
BhE%, REMETHD T ANZF 0, 40mg® HE1RRHI%IC
DI 14ng/mLAMEH S HL7=D,

) AFNOARBEN-1HEFE A EIXS~10mgTH 5,

16. 1.2 &P EpRSHEEER

(Z/RAF v hEbmg [AHR))

TN F U bEbmg [AFK] & =R 2T L EEbmg%h ., 7 1o A A —
NeBlZ kD ZnENLgE (=32 F 2 & LChmg) HERER AL
FICHEARRFHER O S L iR h L RxTF v (AR TF v
ORHY) WELZHE L, BONEMBEIE T A —& (AUC,
Cmax) {22V T 0% E #H X WA THERHIEIT 21T o T2/ 5. log
(0. 80) ~log(1.25) DFEPHN TH v | WAl A=) R S HE D
ezl S hi-2,

%20 E | 0. 1~1%T | 0. 1% A

B 5. I,
C Az

B oiE M -5

Rt R N GERT IR ON NI
Fu, L
UYL

o &=
& W

&

R, | TR, R A TR
& nPER| % N
HOR

HIbEs H

JF ik AST, ALT,
LDH, v —GTP,
ALP., EU L
| NE =

o
o

IR PRIRIES ., #

IR

Z A MIEEER  |13Th LR BRI 2
REHEM, A
L AN )
EEINI RS
H . BUN® I

HTERT A—H BBINT A—H
AUCo-72 Crax Thax ti2
(ng + h/mL) (ng/mL) (h) (h)
TRRTF UEE 1099. 5 45.0 6.1 16.9
5mg (AR +181 +13.0 +1.4 | £2.7
TNATIVEE 1052. 2 45. 8 5.4 16. 7
5mg +278.6 +11.1 +1.4| £2.3
(Mean=S.D.,n=14)
(ng/mL)
60
—@— I/NRFUE5mel &K
o 50 - ——-0O-- I/\NATI)LEESmg
i Mean=*S.D., n=14
ho40 -
h
L
s\ 30 ¢
A
F i
> 20
]:E
=~ 10
0d . . . . . P
0 12 24 36 48 60 72

%51% DR (hr)

(=N AF U hE1Omg THHR))
TINRAFUEEIOmg [85HK) & = NZAF B Omg% . 7 2 A4 —
NR—EIC LW ZNTNIEE (=R F & LTl0mg) FEFERA
BAICHERRFHEER O HE L TR L AARTF o (2T
COREY) BEZREL., HONTEDBIEANAT A —F
(AUC, Cmax) IZ-DUVNTI0%IEHEH K A THEFHIENT 24T - 7o i
. log(0.80) ~1log(l.25) DFPANTH V . [ifl D4 W51
SEMENHER ST,

1. BRBRERRICRIETHE
AENXT VAV T VNS EIRIT D700, T UV VAR
ISR E TR T BANE, AR ERE LN &,

14, ERLEDZEE

14,1 FFIZMHBEOEE
(EF|HE)

14.1.1 PTPEIEDIANIPTPY — SRV H L CTIRHAT A XD
R8T 52 &, PTPY— hORBEIRIZE Y, fHOSLA S RE ks
JE~HIA L., BITIZHIL A2 B 2 L CHEMRIR 5% 0 B A OHE
ZHETELBH D,

HTE/RNT A —H BHEIINT A —H
AUCO*72 Cmax Tmax ti/2
(ng * h/mL) (ng/mL) (h) (h)
T NRAF B 2790. 2 102. 4 7.0 18.7
10mg [#54K] +1168. 8 +39.7 | £2.1| =3.2
T NRRTVEE 2760. 6 105.8 5.9 18.9
10mg +953. 8 +30.8 | *1.3| *2.8

(Mean=S.D.,n=14)



(ng/mL)

140
—@— I/NRAFUEE10mgl &FH)
i 120 ¢ --=-O--- T/ARTJLEE10mg
#2100 Mean=S.D., n=14
5
L 80
/7:
?,_ 60
4
= 40
=4
20
0 )
0 12 24 36 48 60 72
5% OB (hr)

(/XA F L 0D4Ebmg [AHK))

T XA F L 0DEEDmg [HMR) & = /N2 F L 0DEEdMgZ, 7 12 A
F—N—yElic k0 FRENIEE (= XA F L L Thmg) R
ANB I AR BRI O# 5 (k72 LCIRAEROKRTIRA) L
THHEF I L ARF v (= ARRF O EEAZRIE L.
B oI ENEE RS 2 — % (AUC, Cmax) IZ- DUV TI0%IEHE X
VA CHREEHIBIT 217 o 725 5. 1og (0. 80) ~1og (1. 25) DHiPH
NTHY ., WEIOEDFHORIEENTHER S NTY,

— K72 U CARA—

HENT A —H BEINTG A —H
AUCo-72 Chax Thax ti/2
(ng * h/mL) (ng/mL) (h) (h)
TNATF L ODEE 1749. 8 69. 5 6.1 19.4
5mg ¥4k +568. 4 +24.9 +1.4 +3.2
TNA T )LODEE 1773.9 70.3 6.9 18.9
5mg +577.9 +27.5 +2.3 +2.8
(Mean=£S.D.,n=14)
(ng/mL)
100
—@— I/NRFODEE5mel 54K
-——-0O-—- L/\ATJLODEE5mg
m 8o f
4% Mean=*SD., n=14
th
160
L
7\
2 4
=z
i
E 2
06 . . . . .
0 12 24 36 48 60 72
5% OB (hr)
Y i
HENT A —H BENTG A —H
AUCo-72 Chax Thax ti/2
(ng * h/mL) (ng/mL) (h) (h)
TNATF L ODEE 1733.9 65. 7 5.7 18.5
5mg [H¥HK ] +811.9 +30.7 +1.1 +2.7
TN AT )LODEE 1712.0 65. 5 5.4 20.0
5mg +856. 0 +34.6 +1.0 +4.0
(Mean=*S.D.,n=14)
(ng/mL)
100
—@— T/ARFODEE5mel HH ]
-—--O-—- /AT )LOD&E5mg
m 8ot
i Mean=*SD., n=14
th
7160
L
7\
é 40
=z
=
E 2
0 O L L L L L +
0 12 24 36 48 60 72
5% OB (hr)

(= /NAF L O0DSELOmg [75HK))
TNRF L ODEEIOmg [#5HK) & =/ N AT L0DEEIOmg . 7 & &
F—N—klc kv EnNETNIEE (ZNAF L LClomg) A
AP FIHE R AR O 5 (k72 U CIRA R OUK THRA)
LTHIEF D LT (XA TF U ONRGHY) B 2T
L. &oh=#mEhe X7 2 — % (AUC, Cmax) 22\ TI0%15
HE XA CHREFHIRAT 21T o 72 /6 9. 10g (0. 80) ~1og (1. 25) @
HHNTH O | FAIOEWFIRSENFR S Y,
— K7 LCIRA—

HENRT A—H BBINT A —H
AUCo-72 Chax Thax ti/2
(ng + h/mL) (ng/mL) (h) (h)
TNRAF L ODEE 3674. 1 157.8 6.0 18. 1
10mg 754K +1360. 6 +83.2 +1.7] £3.2
TN T LODEE 3868. 1 155.7 6.7 18.3
10mg +1243.0 +58.4 +2.7] £3.1
(Mean=S.D., n=12)
(ng/mL)
225
200 —@— T/\AFODEE10mgl &4k
-——-O-—T/\AT)LODEE10mg
m 175 -
i Mean=S.D., n=12
th
h
[
N
A
7
-
=
' 5o (]
0 (17 L L L L L J
0 12 24 36 48 60 72
5% DR (hr)
— K CHRAH—
HERT A—H BBINT A—H
AUCo-72 Crax Thax ti/2
(ng * h/mL) (ng/mL) (h) (h)
T NRATF L ODEE 3224.3 124.5 6.0 20.5
10mg [#5Hk) +1094. 2 +45.8 | £1.8| =*4.6
TN T LODEE 3328. 7 131. 4 6.1 20. 1
10mg +1674.0 +63.8 +1.4| =£3.8
(Mean=S.D.,n=14)
(ng/mL)
225
200 | —@— T/SRFODEE10mel &1
O~ T/\RT/JLOD$E 10mg
m 175 +
" Mean=S.D., n=14
@ 150
713 125
N
A 100
}
> 15
b3
E 50
25
0 O L L L \7 L T
0 12 24 36 48 60 72
5% D (hr)

IHHEH R LN ONZAUC, Crax®ED/8T A — & 1%, #EBRE OFIR
IR OB - REfRF DOFRBRSEAFIZ Ko TR D R b
%o

16. 2 R

16. 2.1 mRivsE
#990% (7> k) ¥

16.3 &

16.3.1 m#F - MBEBEAKESE
TRZF 199, 9% F (in vitro, b M. EHEENE) Y
HUINAF 97, 4~97. 7% (in vitro. bt MIMLHE, RIS
) v



16. 4 X35

16. 4.1 ERRBED
HVNAF L (EEHY) Y

16. 4. 2 RBHERE
IARZF UL tert -7 FNNEDOBIRIBILTH VR BIETH S
HUNAF AR EN, EHIT, 7 == VEOIML DKL
XN MLD A R F Al BRALHIN-BLT L ¥k, = —
TG OO R A LTS 2 ERRDHRTNSD (O
EATF—%),

16. 4.3 RBiEER
T UNAF o ~DORFNTIFE L LTCYP2J2, CYP3A47S, F -4
AR DERAL NI T L 3 MALICIZCYP3AA B 5950 T,
[10. Z/]

16.5 Bttt
(e A, LERE 4G D
Pe b i | BURHREURR R JRHPEESR (B BTk 5%)
(mg) (h) TNAF B LNRAF
5 0~72 0.1 1.7
10 0~72 0.0 1.8

F72, T/NAF 2 (methoxy—14C) 10mg & 1A% 0 ¥ 5:-1% . T BEIX
T2 £ TORPICEEED63%, 48K £ TOHEME R ICHE G E
DI S 729 GFEAT—4),
16. 7 EMEEIER
16.7.1 TURATAI Y
(BERERRASHIC = /S 2 F > 10mgZ 1 H 1|14 F B R AERE O #%5-
SHEXLVW= YU 2m~<A 3 1,200mg/ HA#HFHRBAOKE) 8
[10. 2&H]

HUNRNAF
(,E\UH/?E_' H Chiax Thax ti/2 AUCo~24
(ng/mL) (h) (h) (ng * h/mL)
RERTHH 4 4 . N
(UL 5 BH& ) 244+15 5+1 17.2%0.4 | 4,092*181
AER14HH
+ + + +
(It 5 RE ) 51427 5h+1 21.6%£0.9 | 9,492£581
ERIE AR AERR
17. ERER R

1.1 HUERURLEICET 2HER

17. 1.1 ERNERRHEER
TONAF UBE (FlEE) O " HEE R ~12 & O ki
KBRS 51T B A REIC SV T ORGBHRICE T 5 3L
JEFIEUTI34BITH Y . T b DOEEEKEITKRO LB TH D,

RGP SR
75% (277/369)
71% (188/264)

1@ U A RIS
W% - KI§%, 5. KIET 5 FEEE
7 UK — Mg
TAEMET LR — PR
A XIEE

18. FEshEE

18. 1 {EAHERF
INAF U OT LIOVX ISR 2 MEER . ERE®m T
HDAHUNAF AT L DRMED v 2% I UHIS RS HUER
EEKETD, Fo. EIEETE 2 I EEEMEIER LR
552 (in vitro),

18.2 7 LILX—ER
INRRAF UL, BRAOKEICEIY ., B XA Z I UBREERIG

(v M), ZEEET T 7 4 7F%— (PCA) Kt (BT Y
M), EBROT LA —HE% (T b)) 2L, & OPCAK
S PIHIE A 1R e R R L7220,

18.3 ER4 = VHIBBKERER
TNRZAF U DIFERREI THDLH LARF L, EALEY ME
HSE AR ORISHEARICB T 5 & AKX I BRI 4 K
TFZHHI L, B RS I VIR ARRETER 2R Lz, =&
F Uk, BTy MIHKEER CERZ RIS 20-7229 (in

vitro),

54% (137/253)
50% (24/48)

18.4 ER% = UHEEINEIERA
HVNRAF UL, BIRECEIET v - OREEIRE L2 S o bt
R AZ I VWERER O SR AR ER D S 0B E R
TeBHUAE I b 2 & 2 il 24 L7220 (in vitro),

18.5 EX4 = UFHEEARGHER
EERAERRLE LI A X I UFHREANRISRRBRIZB W T,
TNAF U5, 10mgDRE DG T, I35 & ORLEE 2 H B K771
W L, #5240 B2 B W TH 7T BRI LA B
1/7»:21)0

19. RS BT 2 BeFENHMR

—#x4 : =/NAF > (Ebastine)

{54 ¢ 1-[4-(1, 1-Dimethylethyl) phenyl]-4-[4-
(diphenylmethoxy)piperidin—1-yl]butan—-1-one

A5F2 ¢ C3oHzoNOo

4y 1 469. 66

PEIR  BRORS U RO R TH B,
FEEE (100) ICEITR0T <K, A Y J —LZRRRIT R
T, =X =1 (95) ITRRIEITIC <, KiTiF:E
A BT,
Kz ko Tihr At L 25,

s S ve

CHs

HsC CHs
FlAS : 84~87°C

20. REZELLEDER
(ODgE)
TR —BEGITEE L TRET S 2 k.,

2. a%

(T/ARFfEbmg TEHHD)
100%¢ [108E (PTP) X 10]
5008 D, /N7 ]
(ZNRFE10mg TEHID
100%€ [108 (PTP) X 10]
(/XA F > 0DR5mg &I
1008 [108E (PTP) X10]
(T/ARF 0081 0mg T&H1D
1008 [108E (PTP) X< 10]

23. EEHR

Yamaguchi T., et al. :Arzneim. -Forsch. /Drug Res. 1994;44:

59-64

Fa—U U AT ¢ AR EHAAENEE
TNAT U EEmg « 10mg [HAK ) DAY REIZE MRS
B3 2 &Ek

Xa—U U AT ¢ FRASHALNE R
T/NAF 0DEESMG - 10mg [ AR DA 2[R FEMERR
BT 2 &k

Fujii T., et al. :Arzneim. -Forsch. /Drug Res. 1994;44:527-

538

F+INBOE A AR 7 fifan =, g EhE, 20215 €993-997

&M Progress in Medicine. 2003;23:282-287

Hashizume T., et al.:J.Pharmacol. Exp. Ther. 2002;300:298-

304

FiBHE—1T ) BRPRE K. 1995;11:1213-1226

SAARH 1EI1ED: FRREIR, 1994510 (Suppl. 1) :55-72

FEIRERTE 1T BEPR 3K, 1994510 (Suppl. 1) :125-145

DR 1130 B E$E, 1994;10:895-912

THEEEE 1T h  BEIRE K. 1994;10:1143-1162

DORH  1ZIED ERRESE. 1994510 (Suppl. 1) 143-53

SOKH EIED: BFRE S, 1994510 (Suppl. 1) :89-102

DORH 1E1EH BERESK. 1994510 (Suppl. 1) :73-88

FEULERTE 1T BRPR K. 1994510 (Suppl. 1) 1113-124



17) BIREREIE ) BFREESR. 1994;10 (Suppl. 1) :177-188
18) BIGEATE 1E ) EEIRE SR, 1994510 (Suppl. 1) 1 163-176
l
l

R R
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=
=

19) EIGEAEIF ) FREEESR, 1994510 (Suppl. 1) 1 147-161

20) FEFAAIED: B ARIRBREHERE. 199451031 121-135
21) AKM I HEAEESK. 1994510 (Suppl. 1) 1103111
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26. B ERFEEESE
26. 1 SLEARSET
Fa—U U RXAT ¢ ARRASH
B 1L YRR Al T I 8857 1
26.2 BR5ET
FayIN IS & S vy
FRUER T X b BRI 2 DU T H 635 Hh
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