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2. RAIDEK
(1) AMES CEMRD) DEE
7 V7 7 §E30mg CIEEFICHR T =X Y 7 2 U U ERE30mg S5/ T D,
7 V7 7 §E60mg CIEEFICHR T =X Y 7 2 VU EBRE60mg S5/ T D,

TVIZTRIAvayT5% 1gHICHR 7 =X Y 7 =V UHEBE0mg #5815,

(2) #&mt

7 V7 Z8E30mg - 7 V7 7 HE60mg :
fEmtEre—2 TN Ty —AbT T srABI VA Ae—RAF NI T A ATTY
VR~ TRV A, BRI AR, B An—2 KE RNy, BEFHL, v
—/L400, =R {bgk, = ek

TVITRIAvayT5%:
TFREAT =R UFTFNAY DT LREY T R — b, G CEBLT A FE, BERA
B, XV a2 b A FE

(3) i
L



V. RHEICET SHEE

3.

BERl, AFDOSHECHT HEE

A LR

HENDBEEHTICETHREM
(1) 7 V7 75£30mg

LU 5530mg DEEEHTITETHREM

RER4 RIS LRAFIERE oM OR
365 HF TLE
PTPE%E (KU%) Koy M OERBR I E 23T T
EWRERER | 25°C-60%RH 36y H ML
A o 367 ] £ CLE
TIAF 7RI (RE) SRS P A LT
61 H £ TLE
PTPEZE (KE) FEFWE N DT NTEEM LT
IR |40C-75%RH 6 |Assn L
e . 61 HETRE
> AN 1 IR o -
TIAF 7RIy () RIS DT BN L7
B A 7 v | PTPAEE (K(88)
m| —20CER TIAF /b ) | o |28 TR
BE sy o 70 PTPAYE (%45) V(730
5CIEIRA0C | 7T AF v IR L ()
. 31 HETLRE
AE (K%
PTPE%E (K4) KA ARBE L7
R . FIAF v IR L (G ;ZZ%?KE
M . 30°C-90%RH 34 H
. YEROZE(L () Aad b
o iz
H7 2z (R Ay BRI LT
W R QYRR T LT
)t 12001k hell EROY | 12H £ CLE
200W-hr/mzpl 1 |7 7 ¥ ¥ (BHED 120 s mer s b aaic s L7

(2) 7 V7 Z8E60mg

T LY S5E60mg DEEERTITETHREM

A4 TRAFSAT RIFTERE oM s
Ik (S r
EHRFRE 25°C-60%RH ggfiiéifi(ﬁ%) 364 A | kL
o . . PTP &1 (%) T DKM
TSR 40°C-75%RH ST Ry 67 H FiL
BRIy A 20 . |PTP Al (KU%)
| —20°C/ER F5AF v IR MV (R 1y A WHRICETORKTRRD S
B sar g o PTP 4% (&%) NI BHBREN Th - 7
5C/=EIR/A0°C | TTAF v IR ML (RE)
PTP w# (%) FET-OME DT &K HM
JBFE 1 30°C-90%RH | 7I9AF v IR ML (KE) | 34 H | Bk L
SR HI A v —b (B KGN & R
b e EF- O RY OEIMRERD &
PTP A& (=) N DN T o o 12
% : 1207 1x-hr. TIAF I E I () Zfk7a L
200W - hr/mt 12H %?wﬁﬁﬁ%a)%mmﬁ%h
HF R e—L (B f:ﬁifﬁi‘%ﬂﬁlﬁ’é;@ofz& ES
7oy KRG DT ORI 3T
LTz




V. RHEICETSHEE

(3) TLITRIAvmyT5%
FLYSESA L0y IHORBERTICEITHREN

A4 PRI R PRAEHIM S
EWRFRE |25+2°C/60+5%RH TV 34y R 240 H | Z{k# L
YIRS 40+2°C/75+5%RH 7V Gy + R 67 H i L
RRERT 1 700 | < v+ 4
-20C/=ik
5 28 b7z L
i | RS A7 TV 4 +
5C/2iE/40°C B
R 50°C 7V oy 4 HRGE 1% A k72 L
3 12005
SRR T E (B Ix-hr Bk L
K U200W
hr/m2l F

1)-20°C (88If[#]) —=iE (SOMFE) DTHMAE1V A 7L & LT4Y A 7L
2)40°C (88H#RE]) —=iR (8FFf) —5°C (64FFf) —=IR (8FFM) OTHMZ1IVA 70 EL T4 A 70

TVT T RTAvmy TE%DEEMRBRG R TR, R T24 0 A, INEEER T6 »
AL, WTFRORBRERICEN TS, BRI ZRBOTRETHo T &b, TREM
T =2 ORI T DA BT A ) OREICHE > THMWIM Z 34 L 3E LT,

5. SAEERVABBEDOREMN
TVITRIA vy T5%IHFRBMOMKITH D DT, FHRSEORFITERET, KIZEEEZIX
LRI 5 Z &,

6. hF &L NEELELL (MEILFEMEL)
TVIZTRIAmyT5%EDIFHANTRINDLEHR, BIOKEHEE - B & DOREEZEbR
BR&AT o7,

FHLIT IXI. fHE) 2R,

7. B
7 V7 Z8E30mg + 7 L7 T EE60mg :
ARG 7% 7o VUil wWHRRICEAT 5,
TVIZTRIATm Y TE%:
AARIEFT;  —ialBrE NEHaBRE OSKE) | ICEET 5,

8. EMFHIHERE

A% L7



V. RHEICET SHEE

9.

10.

11.

12.

13.

14.

KHENPOER S OHEZRERE

7 V7 Z8E30mg - 7 L7 7 HE60mg :
RO AT RO EERNEVE IS K D,

TV RIATm Yy TE%
TRAMBIL A7 S VRIEIRIS K D,

WHPDENEISTDEE;S
Wikr7a~ 727 4 —I12X 5,

ki
ML

BAT HAEEMED H LMY
Kriz7a L

AERLIEADELRFICET HIEHR
FPARPAA

Z Dt

ML



V. BRICET SEHE
1. PEERIEHE

T LR — PR R
=B
FJEHER B - IR, X SMFIE, 7 FE—MEER) [ZE>Z 5

2. RERUVAE
7 V7 Z8E30mg + 7 L7 T §E60mg :

WE., RACIE 7 =% Y 7 =7V U & L C1Al60mg 21 H 2[R 0575,

W, T 12 R O/NRICIE 7 =% Y 7 = U Ui & L C1E30mg & 1 H 2[A],
12 L EO/NFICIZ 7 =% Y 7 = SV R & L C1EI60mg 1 H 2Bk D% 59 %,
7k, RIS L 0 EEHET S,

TVITRIALvayT5%:

(R

WH, RACE 7 =Y 72 DU E L C1R60mg (K7 A4y 7t L T12) %
1H2[, FARRE L CRO&E53 5, 22k, ERICE Y EEHEET 2,

MR

S A

W, 12U /NI 7 2y 7 o F VU E L C1H60mg (R4 vy 7 E L
T1.2g) . Tl B12mRimO/NRITIZ 7 =% Y 7 = F VU HERE X L C1RI30mg (KT A
vry7E 1L 7C06g) Z1H2A, MRS L CROKEET 5, 2B, ERIC X EEEd
%,

W 2R BT O/NRIIZ T 2% Y T 2P UERRE S L C1EIS0mEg (KT A vy
7L L T0.6g) . 65 HLLE2EARIMO/NEIZIZT =% Y 7 =27V R & L1 15mg
(R4 >my 7L 1LT03g) #1A20E, AR L TRAOKET 5,

3. ERPRRLIR
(1) BRERT—%/\v 47— (2009548 DREARME)
Y L2

(2) ERRRBHE
1. RAIZH T S5ERNERRBE
(D)7 =%V 7 =)V BRI OV TR ORISR 2 x5 & U7 H B ZE R
(FRAT 652 21401) F OB A DFEEiIMET L X —MBRBE 255 L U & LB R
(AT R S2307H1) M FEM S iz, =S ORERTIE, 220K B O FHER A =
TOEEE, BEORBRTIE, < LeBRIE, &t RIEROEGFHER R =27 D%k
A FEMEE & LU CREfl L 7= 0*),




aRICEI SIEE

EREERBRRE (1) ERXT7EEE FH+SE)

L. S K N RN IS = ﬁ
KRB G JiEBIIEL G- L& (43 BAHT)
o 10mg 74 5.68+0.25 | -2.12+0.34
BRI —0.0042
Rt SR 60mg 68 6.40-021 | 353033 | P 000
FEIMET L L X — P 105 6.74+0.14 | 0.07%0.18 —0.0244
Mesze | 60mg 100 6.64+0.14 | -0.36+0.18 | * =

A EEEBRICB O CIEBMESFZIE 1 E 10mg. 60mg. 120mg @ 1 H 2 E#&E. FHET L X—
MERRIT 77 EAR, 1[0 60mg, 120mg ® 1 A 2 [H#5-0> 3 BEELE: THEM S =28, M R
IRIBMEERIZIL 10mg & 60mg DD HE | FHIVET LAF—PERITT T A L 60mg D

BOIEZNTIR LT,
[Kawashima M., et al. : Int. Arch. Allergy Immunol. 124(1-3) : 343-345, 2001]

[FEP ]

Q) 72XV 72V UBEBEEICLDARADT hE—MEER ARG E L7 T R R
#ﬁaﬁmﬁﬁ%i\W@@X37@%ME§Igﬂﬁ@EELT%MLK%

EREEHABHE Q2 (MPHRXTEIEE FHH+SE)

1 Y K N Sz IR =N @ﬁz
PSE 358 e h-RE JiE B2 e 5-Hi b= )
7 b E—E 7R 199 4.7910.05 -0.50%=0.06 —0.0005
K 4% 60mg 201 468+0.05 | -0.75+0.07 | P
[Kawashima M., et al. : Br. J. Dermatol. 148(6) : 1212-1221, 2003
Fio. RADIIE « IER K ORJEE 9 FEIE 2 I Thn - —REERABRICB VT, #&

SRt DOnPIrAaTEbEE LT, TNF1-1.89 (95%EHEIXHE : [-2.26, -1.52])
K -2.85 (95%(EHEXE : [-3.50, -2.20]) DUEN I HILT=Y,
DS B il BEREZRK 18(2) : 297-317, 2002]

DIE B il BERERK 18(2) : 319-334, 2002]

2. INBIZE T HERNERKEER
() NROIBEIET L% A R OT b E—MEEBEERRI, TLIT FIA >
7y 75% (6% H~1#&IX1[E15mg 102, 2~11#%Z1[E30mg 1H2E]) Z#45 L7-3k
ERABAEN S, ST LU R ORBTIE, < LomdslE. ik, #
HOGFA =T (2~11) |« 7 FE—EERORBR T, 720HA=T (64 H~11
B2) DUER IR S F1 7251642

EREERBRE () ERXIT7ELLE FH=SD)

POE 384 JiE 51125 eI A & 95% 15 JE X [H]
WAEMET LR — Bk 102 5.9+1.3 -1.78+1.88 -2.15~-1.41
7 MRS R 103 2.06+0.59 -0.46+0.53 -0.56~-0.36

H EFERBRICB W TTHEEET LVX—MERRIT 6 5 A~11 e I E I, < L AFIE,

H2a7 OB 2~11 a2 TR E U TEHE L7,
[(ES kX fh: 7L a¥— - 21(2) : 306-319, 2014]
[ES 63X i BRIEESK 29(12) : 1043-1055, 2013]

[FEPE R

Bt SEOA



BRICEY SEE

Q) NEDOBEET LA F—MEREHFE R OT b —RFEREH 2RI,

Txx¥VT7x

TV UERRESE (T~115%1X1[E130mg 1H 2\, 12~15m%/%1[E60mg 1H2[E]) & 5\ ik
SR L LCHr hF 72 7w A RIS Avr v (1E1g 1A2E) ##5 L= _"&
BEREEGABRS FEE S e, @EET LSRR ORBR T, < LoARIE, &it,
SBHAOGIH AT OEEE, 7T FE—MHRIEROBRBR TIINDH A a7 DELEE F

ZRHEEE & U TR L7z, £ ORRN G,

B DIEL VISR S D,

SREICHT D7 =2F Y 7 o F U

MR BERAFESRBREE (2) (Ra7ZEiE=E FHESE)
KPR e 51 SEBIER il UX (98 fEMTRE SR (3R B HT)
TJxX¥ /7=
e L NN 64 6.090.20 | -2.06+0.19 %@lﬁ?&fﬁﬁ - 0.997
ok FhFT v 95% F AN FEFR AR LR : 0.172
7 < VERKE N 63 6.10+0.19 | -1.83+0.20 (FEL MR Hi=0.9)
SA4vayS
TJzxY Tz
e JU MR 77 2.32+0.05 | -0.50+0.06 %@‘%%ﬁ@ - 0.050
7 R 2% FRFT v 95% A MG FEBR S EBR ¢ 0.185
7~ VIR N 85 2.38+0.05 | -0.58+0.06 (FEL TR AE=0.37)
SA4vayS

* RHETA 27 R OEE 2 L& L LB 2470,

FAAEHERR AR LR 2R LTz,

3. BHVERERALKES 0
WM CRANZ R RICERE L7277 R HERLERBRICS N T, 7= Y 7 =F
VUIRIEIZ T T RIS UIEIR A 2 T OF BB R ST,

FHEE D 2 BEDZED SHEEE R O D 95%

[F)IFE D il : 1 AARRZER 68(5) : 553-565, 2006]
(RS 35 1 KRR - H SRR R 100(2)4ifH(119) : 1-20, 2007]

BN EEABRKE ERRAT7EILLE FHH=*SE)

. X e S P R E
X EE e bR JE 4K e 5-Hi b= e A
. 7R 90 1.92+0.09 | -0.47+0.07
B2 =0.0001
LS 60mg 86 1.98+0.10 | -1.07=007 | P~ 0000
ZHvET Lo PN 141 8.88+0.14 | -1.56=0.20 —0.0001
X 60mg 141 8.81+0.14 | 2.64+020 | ©

o RS EEIERER (12~15 A ST) 1I7 T REBE LT 3~4 IBAHWT 1 A 2 BEED
G 4T > TV D8, s RICIE 7 T 'R & 60mg DD %R LTz,

[Bernstein D. I, et al. : Ann. Allergy Asthma Immunol. 79(5) : 443-448, 1997]
[Finn A. F., et al. : J. Allergy Clin. Immunol. 104(5) : 1071-1078, 1999]



V. ARICEY 5EE

4. FBEEBREIINT HHE

(DREERANIZ T =% Y 7 =V BB 120mg, F—MHROPLie 22 I VEEK DT TR
_HER, 3FIBM S v A4 — "—TENENHEE S L, V—7 8 ANRBRICKIET
WEPRF L&, ZORBIE RO 27 I VEITERFRITNESL, 7T
TR EREBETH - 721,

UHICHE fil : BRPRSEER 31(5) : 649-658, 2000]

O EFERANICT =% Y 7 = F ¥ U 120mg, & ot 2% I VB EORT TR
ZHEHEM, /e AL —A"—TENENHERE L, AT e sREERE S (PET)
ERAOVTHMA~OBITHEZBRF LIZR, 72F% Y 72 VI RIMEE D e 24 3
Y W BEEOEIUTIFEAEB LN o T, Tz, WREAMMIGRBBREIZS VT
TT R EEN R T,

[Tashiro M., et al. : J. Clin. Pharmacology 44(8) : 890-900, 2004 ]

QVRADTHZ I HTLILX—BEIZ, 7%V 7ot VU EHEE60mg, &Mookt
AL IVEE TNa— )V ROT TR E ZEHEMR, A4 0 A4 —N"—TERENH
HEHFEG L, Yab—F— L CoOHBFEHENICKTTRELMGT Lo L &, EBRE
INZRAFTHBTFE ROt 27 I VEICH_GREI/NESL, TR EFEKRTH
ol UMEAT—%) 19,

[Weiler J. M., et al. : Ann. Intern. Med. 132(5) : 354-363, 2000]
W) RANCBIT27 2% Y 7 2 VU BERBIEOAR S - ik - H&1X1060mg 1H 2
FTH D,

5. 'L\M%%’\&lij_ﬁagéyn 15), *3)

RN DZEFIET LLFXF— R REFIZ T =X Y 7 = VU % 1171240mg F T1 H2[F2
WG Lize &, IR EE LT, QTe MMOAERZEIZA LN -T2 BHE
ANT—%) . Flo, BERANCT =%V 7 =) VUi % 1560mg 1H2E645 A, 1[F]
400mg 1H2[H6.5H & 1240mg 1H1EIVEMFZELG- LT, 77 EARIZH LT, QTe MR
DEBEREBIAONh>T UMNEAT—%) . SbIT, 7%V 7 =V U HEREEIC

X7 v — Ak Lt NOEBIEREGE KT v R T D8I HAL TR,
[Pratt C. M., et al. : Am. J. Cardiol. 83(10) : 1451-1454, 1999]
[Pratt C., et al. : Clin. Exp. Allergy 29(suppl.3) : 212-216, 1999]
[FEPNEEH
F) BANICBITL7 2%V 7 =) P U EBEOAR I - ik - HEiZ1E60mg 1H 2

[ TH D,



V.

BRICEY SEE

(3) ERARZFIEAER . BRMHER

(4)

1.

@)% 5 e

TEEERR N B F A8 2RI RIT, 72X Y 7 = F VU 20mg bR G EBBL, &7
EVEERER LN BRI L, 240mg F CHEIER G LR, WIho&k5Eicsy
THHMREIEFEITA DN o, BIKREIZEWNT, 7=2X% Y 7 =V U ERBE
240mg ¥HO1FIT, WE#K2H ICEE T—ltED AST (GOT) . ALT (GPT) KO
LAP D ERARH STz, #5%20 F TREFAICHIE Lz mE, IRfask, ki, IR &L
ODEHE1 278 LERIC B XA LN o T,

DLEDOREREIY, 72XV 7 =)V U BHEEE20mg~240mg £ TOHEHR G 2T 5 2R
MIXRFCTH T,

Z

(AP

W) AICBITS7 2%V 7 =7V U BB OKR S iz ik - H&1X1F60mg 1H2
FTH 5,
. REHRERRY

TERERR AN B FHE 8L 2R L L, 7 =% Y 7 = F VU 1E60mg, 120mg KOS T+
ARZ1H2ME7THBXE#RG LR, R LAAEFRIVThLRE T @Bt Th o7,
FIHBOREHTH - & BHEO R D AERITIR L IRR TH o7z, BRRAETIE, 7
¥V T =SV U 60me  M20mg 5O 16T AST (GOT) &KUY ALT (GPT)
O LS. I RELETIELTALT (GPT) ES23A6, BIEM & HE ST,

M, DRFaE, PERER, RR R OUEMEL1255 S 0ERICERE T RITA bhkinot, 7%
VT = U UM S LRI SR T b7 T v AR R A & KEREESRTE O
ZISIEA CHIE L 720X QTe D1 ¥ KON At KMEDZEIZ DWW T, I8t 5
IRRoTefbR, 77BN EFAERETH NIRRT,

PDlEOREREIY, 72XV 7 =)V U EHEE1RI60mg & OM20mg O 1H 2[R]7H [ 518 %
HORRMTIRFTH T,

(A& FH
W) BACBITS7 =XV 7 =7V U BB OKR I i L - H&1X1FI60mg 1H2

[TH 5,

RRAER - RERSERHAR

REERR L



V. ARICEY 5EE

(5) HREEMIERER
1) EBEALETRAERGHER
1. EHERD
(D BMZRIZ IR 2 7 7 A% R A &R (o) 10
T AV IROAFTZITBNT, BEERZEE (12~655%) (L 72XV 7)Y
VHEERHE1[RI20, 60, 120, 240mglH 2[4 S LGSR, 77 2RI LAER
FERA a7 ORADBRO AL, 7T BAR L RO EIERED Bz, 60mg DIER A
a7 OFANE20mg & LAY | 120, 240mg & [FIFREECTH -7, 1H60mg 1 H 2[E1H#% 5-23HE

THEEEZ LT,
7°9t%F  20mg  60mg 120mg  240mg
00 1 1 1 1 1 ]
-0.2
75\
W g4
FA
2067 T4+ SE
= ** <001 775 & DR
7 0.8
,E
E-10 1
i
-1.2 A ok
-1.4 -
ZREHO 4BROTERIDH AT MPS) DEILE
EREEHOLABDOEHIPAHARX T (MPS) DELLE
. | o " i . BE p (5
RO ERRC | R (4 381) IR Emmn e e
75 R 90 1.92-+0.09 1.43+0.08 | -0.47+0.07 —
20mg 91 1.85+0.10 1.00+0.07 | -0.88+0.07 0.0001
60mg 86 1.984+0.10 | 0.86+0.08 | -1.070.07 | 0.0001 | 0.0001
120mg 89 2.04+0.09 | 0.88+0.07 | -1.07+0.07 0.0001
240mg 83 1.81+0.08 | 0.69+0.07 | -1.18+0.07 0.0001
)+ SE
EHIPHAHARXaT (MPS) DZE{eE (Protocol Correct)
77 R 20mg 60mg 120mg 240mg SR
JEFIK 59 57 62 64 67 0.0001
b | -0.54%0.08 | -1.04+0.08 | -1.11+0.08 | -1.10+0.08 | -1.20--0.07 '
e £ SE

[Finn A. F., et al. : J. Allergy Clin. Immunol. 104(5) : 1071-1078, 1999]
) AL 2L EO/NRIZB T 27 2% Y 7= F VU BB OAR S HE - A&
1Z1E160mg 1 H 28 TH 5,




V.

REICET H1EHE

(2) EY

N DB RIS BE 2140 2 R E L, 7 =% Y 7 = VU R LRI 10mg, 60mg
Xi3120mg O3HEOWF Iz 1H 2 (&% ATY &%) LEFKG L, 84 S
(Z K20 H M OFEIZOIRIED A 2 7 8 2 FEAHEHEE & LT, Sl dhF &
BRI TREM AR 2 e L7, FORE. 60mg B & V120mg B TiE., 10mg #EiZ
HLABIZER A 27 RUEREEREOWEN A S, —J760mg L 120mg #F D
FUCIEAFEMIEE & b A ERETALNT, I ZFRKOUGEN R E T,

ZAAEVEO EEFMNTEE TH MR L 21310, 60, 120mg FHOWT o HABEREMICE
WCHLHEBREZA LN ST,

UEDZ LMD, 72X Y7 o VR OHEIH &IZ1FI60mg 1 A2ETH 5 &

I X 47,

A
= ¥ +SE
it ok
A
a
7 3
1))
%, |
it LEHERMNAHRITEILLE
%
_5 L
-6 1 1 1 ]
10mg&¥ 60mgE¥ 120mgB%
HEH
BREHMNAHROTEILLE
LHEHNEGHROTELE
M & B 10mg #f 60mg A 120mg ##
E B K 74 68 72
& 5qiE ()= SE) 5.68+0.25 6.40+0.21 6.191+0.26
BRtA =7 B
- + - + - +
(74 + SE) 2.12£0.34 3.563£0.33 3.561£0.36
10mg vs 60mg+120mg : p=0.0005
ST O E 10mg vs 60mg : p=0.0042
10mg vs120mg : p=0.0040

[Kawashima M., et al. : Int. Arch. Allergy Immunol. 124(1-3) : 343-345, 2001 ]
E) AR I2EL EO/NRICBT S 7 =% Y 7 =27V VIO KRB S - ik -
FE1X1E60mg 1H2[ETH 5,



V.

AEICET H5IEHE

2. EHHETUILX—HEL
(1) #g519

T AV HZBWTEHMET LLX—MEERIC LT, EFHMET LV X — SR
% % fifiax B RO TR P s A S L7,
EFEFHMET LV X —1ERK (SAR) B (12~65s%) 570BIICH L., 77 ARH D
WE 7 =% Y 7 = U UHEE1EI60, 120 X13240mg 1 H2[E14 H &5 Lz R, &
RTCORGHETT 7RI LAFHERA aTICAREREELH O (P=0.003) .
PLEIZE Y 1E60mg 1H2FFEGNEHEHAETHL EE XN,

7° 7k 60mg  120mg 240mg
00 1 1 1 1 1 1
-0.5 1
e
z 10 F19+SE
7 15 | *p<001 75 EREDLE
.
1t 2.0 - ¥
i
-2.5 4
kK
-3.0 ok
7PM Reflective TSSOAERR I 7 ELE
7PM Reflective TSSOAERR I 7 ELE
. y - e 5 W1 I HHT p M
v [ Ay IR E=N
Row | AR BRI am) | ER [REEeE]rTEr
7R | 141 8.88+0.14 | 7.35+0.19 | -1.56%0.20 —
60mg 141 8.8140.14 | 6257021 | 2644020 | . 0.0001
120mg 144 8.96+0.15 | 6.54+0.22 | -2.41%0.20 ‘ 0.0026
240mg 144 8.82+0.15 | 6.31£0.22 | -2.58%0.20 0.0003
*F1% 7 R ARFERT 12 FF[ D Total Symptom Score ¥+ SE

A &EX1Al60mg 1H2[ETH 5,

[Bernstein D. I, et al. : Ann. Allergy Asthma Immunol. 79(5):443-448, 1997]
W) AL O EO/NRIZB T2 7 =% Y 7 = F ¥ URBRIE O KR S i ik -




V.

REICET H1EHE

(2) [F Pe*Y

RN DZEFIMET LV X — R ROBFIOTHEZXNRE LT, 7=F Y 7 o VU RBE
1[760mg, 120mg XiI7' 7R OWF a2 1H2M M &G L, BEHEICL D&
SR K OMRSEIR 72 ED A 27 2 FEFHEHE & LT, Zhus kR 8 Rt 7R
LSRR EZ EE L7z, ZORKER, < LeARE, &t RIEROAFH A aTizsn
T, 77 BRBETIIARAITEDPRD G 7eho72 (+#0.07) Ok LT, 120mg £ T
-0.31 (TR REEE O ELOMKE : p=0.0561) . 60mg #£T-0.36 (7T AREEL D
KLEDORE : p=0.0244) L WHEE BRBREDO X a7 OB b7,

BITEA ORBBEEICB N CIE 7 7 B AR, 60mg B, 120mg #EO W3 o HERERIC
BOWTHLARBRETAOGNRN ST, o, HERLDIIRDO NN -T,

Dbz s, 7=2x%Y 7 =)V U HEBROHESE M &1X1EI60mg 1H2EITH 5 &4
Wr <7,

0.5 -
3 0.4 -
5 0.3 —
PIN 0.2 -
& 0.1 4
i 0.0 -
A -0.1 4
= 02 5 n=105
s 03 -
-
1t gg T
= U _
0.6 - n=100 n-102 (P#9+SE)
-0.7 | | |
75 b Rt 60mgft 120mg#t
LHEHNMEKREHRIT7EILE
LHEHNEKREHRIT7EILE
7T v R 60mg #f 120mg #f
el £ 105 100 102
Beha1 (F¥)+SE) 6.74+0.14 6.64+0.14 6.68+0.15
Beh% (F¥)+SE) 6.81*0.15 6.280.16 6.37+0.18
v (F¥)+SE) 0.07£0.18 -0.36+0.18 -0.31+0.17
77 v AREE vs. 120mg Bf p=0.0561
st DR E 77 AR vs. 60mg BF p=0.0244"
60mg £t vs. 120mg & p=0.7255
R HAEH B g A a7 <& G5B RE p=0.0788t
% : p<0.05, T:p<0.10 (ZEAEHDIH)
[fENEEL

E) AR, FEO/NRICBIT A 7 2% Y 7 2D UEBIEOERB I N HIE -

FE1X1E60mg 1H2[ETH 5,




V.

AEICET H5IEHE

2) LEEGAER

1.

RAIZE 27 E—EERE XY

FRADT N —1 R EREBFABIZ 55 L L7 T AT B R el &
FhE L7, WABLEMME LTRBICT I REZLERKRE L%, 7%/ 7=F Y
VR 1I60mg L7 7 AR A 1H2EITHEM K G Le, FEFHMEEEBIZEE HREC L 5
DPHA 3T DGO EE LT,

ZORER, FRHTRIER & 72 o 724006112 B THEBIE I 1AM O 2 d A 27 OSEHE
LB CEABIEHIMORZDO3AM) OWHEOEILIT =%V 7 =F Vi
R GRETIE-0.75, 77 B REHGHETIE-050TH - 70, RBIRHAM O T dHr A 2
T AR L LI U T L 2RI B R ZER RO b (P=0.0005) \ 7 =% Y
7 =Y BRI OA IR ST,

5.0
—o— 7 1¥V 7 F YUK
48 é -0 - 7R
46 CE# £SE)
#
W 44 F
: 9
242 F
2
40
38 I Siwvorus amER n=201 n=201
TR n=199 n=199
36 e 5% 4R 8 1 B 3 300 1
BRERZBOFENIDPHFROT
MPAHRATEILE
. TJxX/ T . .
g 5B oLt 77ER
EOf & 201 199
o . 4.68 4.79
Pl 22 1 ] 3.94 4.29
CBER A D&MD 6 A O ETD 6.5 HIH) [3.80, 4.07] [4.16, 4.41]
5 (1 B -0.75 -0.50
> - [-0.88, -0.62] [-0.62, -0.38]

CEEIE, [95% 5 MK TR, LR

7o, DOHBAAT ORFHHER 255 & HEIRBR LV DPHZ 2T OFERIE TR O
B, BROFIITHLITH o7,
RWERORBRRICIENT T =% Y 7 =2 F UV UEBER G L 7 7 R R GHETITAER
ZI 7otz FERBITIE, IRR, Y v ey BF/ TRIRERA LN, 77
TARBEGHORAENL1% 2B THI LIERIT, 7=FY 7 =27 VU ERERS
FEIZBW TR bR o T,



V.

BRICEY SEE

50 r —O— 7%V 7)Y ERER
Q----- B -O-7IEFRE
45 F Q- - (FH=SE)
e O e
W
%
240
a
a
35 |
n=
201 201 201 201 199 198 197 197 197 196
199 199 199 199 199 198 198 198 198 197

SHW 2H0W 1H#/ H&HH 10#% 20H#% 3H#% 4H0#% S5H#% 6H0#%

wEHOKR " B EBAT7 2%V 7 25V UHiME, VDT 7 R RREOBIEL
- B H S ABISNIRBIE (77 1F) | &I
RS

MO HRIT DRREHER
[Kawashima M., et al. : Br. J. Dermatol. 148(6) : 1212-1221, 2003]

2. INRIZHIT B LLEGRER
(V) /NRICEBT DEEMET LV — M (fEsh) 10

INROFBFIET LV X RBREEEZ SR E L7 7 2R xR B R G ER
M LTz, BREIKEREHET LA —MERKESE (6~115%) 935HICK L, 7
TERHDVNET =% V7 =2V UHEEEEELR30mg A 1H 2014 H B S5 Uiz, FIER
(K Lo, B, & 0 - FOFEL, HOFES - JitiR - FRilL, M) 230U,
SR AFHERA a7 O 55100 OB EE FEAHMEFEER & L,
ZORER, AEHERA 27 0TGN OB ®EIZT 7 EARE-12UZt L7 =% YV 7
=TV UBBER G194 AERENRO O (p=0.0001) , 7=F Y T =F Y
VIR DG IEN R S T,
BIEFORBBEEICBN T 72X Y 72 D UEMIER G L 77 R BETITREER

T ol
ZlTH b SR TRV TSV
(n=469) (n=463)
0

N
5
5[ -0.5 A
I
EIN
2
a
7 I
1) -1.21%0.100

-1.5 A
/E
&
E ,2 - l

o 45+ SE
-1.9440.101 sk
L P=0.001
7T RR & D

BEERRATDOEILLE
[Wahn U., et al. : J. Allergy Clin. Immunol. 111(4):763-769, 2003]



V.

AEICET H5IEHE

@) /NRICB T DWEET L —MHER KT b —HREx
[V—3—(2)—2. /NEIZBTIENEKRBROER | &K

3) REeMHE"
7 V7 7 §E60mg
EFEMANB LI 7 2% Y 7 =V U HRE240mg 1H 1[H12% A B8 X 160mgl H 2116 %
AR Y KEROREG L&, 77 8RR EFRBEOLZEMER OARENRO Lz
GMEANT—%)
[Nathan R. A,, et al. : Clin. Drug Invest. 18(4) : 317-328, 1999
E) RACBTA27 2% Y 7 =7V UEBEOAR SN - HEIT18160mg 1 H 2[A]
Th D,

4) BE - REAHR
1. B#HEY (h+4)
65 UL E O FEEEE i E 206110 7 = Y 7 =V U EEESOmE A HEIER G L2 AR

‘l‘i@iﬁﬁ%f“gﬁ’) f:o
[HENE R
E) RANCBITL7 2%V 7 =V U EBIEOAR I N ik - H&IX1F60mg 1H2
mTH 5,

2. BHEEEET (FAUAH)
VT F=r 20T T (Cer) 80mL/min VLT DA OB RERE 2352901 & %f 212
T xX Y7 =V UERESOmg & B RIEE G LR O AAEMEIL, BRRE OB\ I
DOLTRIFTH-T-,
[+:NEEH
) AL CLI2mU EO/NRICB T D7 2% Y 7 =2 D UEBEO AR S -k -
FIX1H60mg 1H2[TH 5,

3. FF#EeREE" (7AUAH)
Child-Pugh 32T A, B KO C1DR N ORFHEREREE 26§ 5 tkBRE 176 2 X 5Ric, 7
=XV 7 o F U UEEESOMmg & HAI G LR ZEMEIL, FFREE O EAE IS0 b
ST EHFTHoT,
[#PNE B}
) AL CI2U EO/NBICBIT D7 2% Y 7 2 D U BB O AR S -k -
#121[H60mg 1H2ETH 5,



V.

aRICEI SIHE

(6)

SRERE

1) ERABERE - FEFEAMERE FAEE) - SLERSTREGRFER (M RERERKRHR)

1. A2 Mk - & (7 V7 7 8E60mg)

filt FH AR A
T LR —MERR - SERRBOBEERSGE L, T L7 TE60mg O NS LA
PEICET D IERAIE Lz, TORE., 7 L7 7560mg ORZEMESCHIEICE L T,
FRICHIE L 72 o 7o BT 2 Do T2, BIER OFEMIIC DWW T VI 8. FIfEM ) »IH
S,
R e BT (BERBACHE S 2 D FREICBET 2R A)
FRgvE (95 - gk, RIEZ HFEIE, 7 ME—MERER) It 222 FT 5
BEEZHEE L, T V7 ITEOADET NCLEMEICET 2 IHEREZINE Lz, TOR
B, TV TEORZEESLCHNEICE LT, R E ro - R IT o 72, BIE
MOFEMIC OV T TVIL 8. EIWEH) DESH,

NIRRT A HE - HE (7 V7 Z8E60mg. 7 L7 7 $E30mg)

il I AR AR AT

T LXK - FRB B L OREREE (B2 - KER. REZ OFEIE, 7 hE—
PERFER) WD Z AR THEREEXNRLE L, 7 V7 78E60mg, 7 V7 T8
30mg DA T ZEMEIZET DEREIE LTz, TORR, 7 V7 THEOZE
PESLAHZIIMEICBI L T, RFICHIE & R o I FHIEIT R o 7o, BIEA OFMIZ OV T
VI 8. EIWEH) DIHZM,

FeE i AR A CNR RGBT 2 304)

T LA —MERR - FRB B L ORERE (95 - REX., EEZOFE. 7 he—
PERRER) \CED 2 EATHEFEENGE L, 7T V7 J7660mg, 7 L7 7
30mg & EHIMFG LB OARPEL NS 2SIV CTHRICRIE & 72 » 7= HIH T 72
ol-, BEROZEMCOWTIE TV 8. BIWEM] DEBM,

NIRRT HE - HE (LT RIA4vm Yy 75%)

5 P A A
T UK —IER - FHE. ROBERE (BF - BIER. RIEE OFEE. 7 FE—

&%%>_#9%9%%ﬁ#é&wukmﬁ%ﬁ®m LREAENGBREL, TV T RT
A4 vy TB%DHEMEW NN LEEVEICETHERENE L, TO/RE, 7L7F7 KT
Ay TE%UDLELEVERLAHIMEICEI L T, BFICHEL o= FIHIT o 72,

2) RABEFHELTEBFPFPENDABXIIER L-ABOME

R L7



VI. EEHEICEHIT HIEE

1. EBEZWICEEHIILEMIXILEYE
FRFT T, TEIAF U, AXY RI R, AFE VL mALAF LTV
MR, TEFAF UM, TARTF . v F Y O UEEE, A8y DU, RS 2
FURVVBE, nT 4 Yy LREF Y VU %

2. EIEEH
(1) 1EREML - /ERF
1. EXZ Y HRERERIERY
(M ERXE U HZAKIIHT HHRMME
Tx2X V7 2T VURBEIL. Ty P RIMRERIERIZBWNTH-EY I I D AX
VIR ERA~OREAZE L, KifElX, 176=36nmol/L. CF¥JfEi+=SE, n=4~5)
THoT7,

Q) ELEY MEHEBERDER S I UFERINEICHT HER

EEy MEHEEAROSHEIHENE (e 2AZ Iy, TEFraly e vLaKk
WAL V> T 2) A2 X DWHERISIZH T 5 7 =% Y 7 = 7V U (0.1~1 1 mol/L)
DERIZHOWTHE LT,

T xX VT o VUMY IZ0.1~1 umol/LL Tk A X I VORI RLER A A T I AT
BE)Lz, LrL, 7EFralr AU TAROEI LT MZEDFERIN
DUAEICHT LTI EZRE SR hoTe, 72XV 72T D UHBIEO e 2% 2 1E
P O S 28 % 23 Ha L 7214 T H 12047 8 Ffee L 7=,

(A) @ Control (B) @ Control (C) @ Control
0O 7xFYT7xFULERE O7x=XY7xFbUUEMIE o Tv=XYToFUUERE
0. 1 umol/L 0. 316 umol/L 1 umol/L
120( 120 120 F

%

100 100 [
80 [

60

BRAWHERIS (%)

40 40

20 - 20

0-._
8 7 6 5 4 3 8 7 6 5 4 3

-Log EAZ IVEE (mol/l)

FIILEY MEHEIBIEZEAOERS 2 VIEICRTH2 72XV 7o
BERRIEDHE CFYEESE, n=5)



VI.

:

S
Pl

)

NEEICEHT HIEE

120 120 _ @ Control
O 7=%Y 74U HlHE
1 umol/L

100 100 |

80

80

60 60 |-

BRIMERIS (%)

40 40

20 20

0 oL
9 8 7 6 5 4 5 4 3 2 1 5 4 3 2 1
-Log TEFAIY VEBE (mol/l) -Log H4L/XY T LABE (moll)  -Log (LML T ABE (moll)

EILEY MEHEIFBEROT7EFILOY) >, BN DL, BIEAILDDL
IBIZHT 57XV 7 FDUIERIE Aul) OE  (CEHEESE, n=5)

@)ELEY MEEKEZEADER S I UERINEICXT 51EM
ATy MHRAEEARADE 24 I VIEICH T2 7 2% Y 7 27 VU EBE (107~3
X 10 6mol/L) DIERIZ DWW TR L7z,
T XY T VUL, 107~3X106mol/LL Tt A ¥ I > OISR E A I
PATBEI LT, 72X Y 72 F P UEBEOE A I VIHEIC KT D pAfiiE7.52+0.18
CE¥E+SE, n=4) ThH-ol=,

100
@ Control
0 L O 10 T o,
"' 3xX10 -7 mol/L
g 'A' 10 -Gmol/L
B 60 g 3x10 Snan
8
=4
.K
w40 |
2 |
0 -

;o -7 10 -¢ 1Io -5 104 10 -3
EX# I Y (moll)
71XV Iz FOUERBEOEILEY MEHSEEADEREZ I Y
IMEIZ T 238 CEYEESE, n=4)




VI.

EMEEICET HSEE

4) REREBRERBEROER S = UERMNEHRICHT 51ER

N2 ML E X — VTR LTz A X OEIMGEEIIRD & NG EENR~D 7 —FT V2R A L,
mtmzezn—7—R 7Tl L, BEEREAZER L, eAXAZ I (03~3ug) X
7= 7V (1~10pug) ZEIRNKG LI-EORERIEOELIZHTH 7 2%V 7 =

F VU (0.03~3mg/kg) DIERIZOWTHGE L7,

Txx Y7 =SV UHEENE0.03me/keg b A X I UEE D155 K ONRRREETICRET 5 2
EIZXY, v A I VUBEREREOK TG SN, 0.3 D8mgkg 1%, %5 2KFRH#%
THLE A I UVERKNEINHI Lz, 72XV 72 VU EREIT 7 2= 7 ) kb

REVLE DY LTI EE RF S ko Tz,

=70 4 —— Control
BE155 %
—o_. PR,
5 —60- . BE60HE
E —o— &E1205%
E
= -50 4
-I_f_‘?
:n '40..
S
e
& 304
H
B -20 4
B
~10 -
0 EAFI¥ Trz=LTY
0.3 1.0 3.0 1.0 3.0 10.0
FE (kg ia)

FREFREIETEADER 2 S UFENELERV 7 =LY VFEH
MEIFEIZHT S 7FY 7+ UEREE (0.03mg/kg, i.v.) D

e CF¥JE, n=5)

HEFEEILD T (mmHg)

0- . .

—e— Control
—o— BE157%
—— BE60N %
—o— % 51205%

_10. %
L XFZI Jxz=Vv7Y v

0.3 1.0

MERERGERZAOERS S UFENEEREYC 7 =LY Y
FRMEIEIINTI2I7¥ YT+ ERE (0. 3mg/kg, i.v.)

DER (CFE, n=5)

3.0 1.0 3.0 10.0
BE (g, ia)

70

60

- 50
L 40

30

20
10

70

60

- 50

- 40

- 30

20

10



VI. EMEREICEHI SIEH

~70. —eo— Control _ 70

0 o BEISHE

— 60 —a— B560531% | 60
% —o— B51205731%
& -504 - 50
! _4pl L
ol 40 40
5 -304 L 30
&

-90- - 20
2 2
LY - 10

0 EX¥I ZxzzZLI) > 0

0.3 1.0 3.0 .0 3.0 100
AR (g, ia)

MRERBRIERBEROEREZ =S UFRMOENLERERN 7z =L TV
FRMEIERT S IV 72 iEE (3mg/ke, i.v.)
DER CEYfE, n=5)

G)EILEY FPOERZ = VEEHKSEWMEICXT H1EH

R RS = VREFOENLE Y FERAV, BEAX I COFRNEGIZL Y BEBLT S
K[EBHO LFITHT 57 2% Y 7 2 F P VBB OERICOW TR L 72,

T xX V7 2V (0.1~6mg/kg) 1L, BOKEGIRERZOE A X I UERAE
P LA 2 L. %0 Dose-Ratioofli (b 2 % I O M &S MifR 4 26545 5 ~ AT E)
SHDDOICHERIEFOHE) 120.34~0.76mg/kg ThHo7-, £/-, 7=2F VT =F T
HWRaE (0.06~1mg/kg) DOFIRNE G THHE G105 K V8053 %D b X # I Uik AuEHR
PLEAZIEI L, %D Dose-Ratiozfiid, Z4£410.03%*0.07mg/kg TH - 7=,



g

VI. EEHEICEHIT HIEE

2. HIANAT 4 IT—52—HEEINFIER™

MEERARBEOFEERRUV7 FE—HREXBEREOAMERNSDERZ I UilEgil
WICEBRARMIITEERD 5 D ECP (BFEAEKIGEA 42 EH) R U LTCHEE# (I3 516
fREE AR MLAFE R R OV b B —M R E R EE R A mEkZ s & IgE Uk THITK
L, SN2 B A Y IV @O RERHC KV RIE L, F7o, BEREAKH M 45
Bka A-23187CTHIM L, X5 ECP L LTCs% ELISA IEIZ X 0 lE L 7=,
T xX Y 72UV, Pl b IgE SUATIIC X B e A CRAY A EE Bk S o
b A X 2 B A 1 pmol/L T24.8+£4.9%, 10 umol/L T74.2£4.9% (CEHME+SE, n=
6) Nl L7z, [FERIC, Hie b IgE HURHIRIC K57 b & —VERE R B FE R i = ik
MHDE AK I EREAZ T mol/L T37.2+£5.9%, 10 mol/l. T84.6+5.6% (CEHJfE +
SE., n=6) il L7,
F7o. A-2318THITHIC K 2 R ARAE M 4F iR ER 2~ 5 > ECP PEA%0.1 pmol/L T29.6+
7.2%. 1pumol/LL T37.7+7.4%. 10 umol/L T73.6+3.5% (F#f+SE, n=6-7) il
L. LTC4##ft % 1 pmol/LL T47.3£6.0%, 10 uzmol/L. T52.0+£7.0% (CFE¥fEESE, n=
7) L7,

g

100

—~ Cdexssvin

°\£ 704 —o— il

4o

2 60 L 7

t)

© I : S
4:? 50: —L D
;V/ 1zt
R 40 50 %
@ g
X 50

i

;;3 204 /«{ ek 25

m /}"

S

5 10

LTI

avbu—n 107 108 107 106 10
7 x2¥FV 7 )Y U (mol/L)

e b IgE nfkRlERIC & 2BEARMEMIFERIRMN 5D
EXAIUBBMICHTEHZ I XV IO UERIEOHR
CEE+SE, n=6, *: p<0.05, sx : p<0.001, Williams #EIZ LD 3> b o —/LEEL OLR)

60 100

Cdexs3vigik

5o —o— =
L 75
404

CAYIVENE (BEAZIVERICHT %)

- et ||

aviro—n 10 10% 107 106 10°
TxxV72F Y UERE (mol/L)

e b IgE HARERIC K 57 b E—MRE X EEFRMEMEA MERD 5
NDERA I EEICHT 27 cF%Y 72+ 2 UIERIEDTER
(CE%)E+SE, n=5-6, %%k : p<0.001 Williams EIZ LD 3 Fa—L L DHE)
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VI. EMEEICEHI HIEE

Q) BEEHREEILEY FOREZERABFEBERETIVICES T 5K EXMAaRSK (BALF) o
DTIAIAT4I—F—EIIXT HEHR
ENEY FEIIAT LT I (OVA) TREENE/FE L., 3BT~ F L E ¥ — /LR
e F T, OVA (1mg/kg) OFIRNEGIZE Y BRI DKERIO LH2HE Lz,
F7-. BALF #ourAfa M)z &%E L, 72XV 7 =P U EBEIT2, 5K
8.2mg/kg A HURE G DTOS BN A E LT,
7%V 7 = F VUM (8.2mg/ke) X, HURERXGERG LA AT D & RIKHT,
BALF HIZFEHET v A 2 b Y = &4 SH 7,

1. 200

p <0.025

1. 000 |

ul N

0. 600

0. 400

0. 200

SEZMRZEEEPOOC I MY I Co/Di/EsE (ng)

0. 000

- 2. 0mg/kg 5. 0mg/kg 8. 2mg/kg
A kA= T1xV 71V UERE

72XV IO UEREROBRSOEILEY MIESRABEREETIVIZE TS
BALF O/ a Y T VEICHT HHE
(FHE+SE, n=12 [HBEROT7 =XV 7 =F ¥ U HEEES 2mgke BE] . n=8 [ZDfh] .
Student O t MEIC L ARIBRELE 7 =% Y 7 =2 F VU HEEES 2mg/kg FEL O, 7 =%V 72V
VIERRIE O A EAERN LT 5 - Tl E SO CTHEEER L)



VI. EEHEICEHIT HIEE

3. WFERER. REMYA FHA VRUMIERS FIHT 24ER"Y

(1 EHEFBRERICEYBRESINISHE LRI S OREMEY A FHA O RUMRES
DF DR U IFBRER DM E. EEICK T HER
ZEHIPET LV —PE R AR D O HUBE U 72 SRR LRI A 4 7Y = VBT Ty 7 A
E—ATHEME Lo MEBERE & BIZEE L, 558 RIETICFERES L 2 RIEMEY 1 |
HA RO sICAM-1 (FIVEMEMAREEE 7 1-1) ZIE Uiz, £ 7z SRl bR s 2%
EVEIC X0 B SN D HRREROWEE KR OV b I N R~ DB 2 JIE LT,
72XV 7 2 F U UHEEE (109~103mol/L) &, IEME(LAFERER & & b ICEEE Lz sk
Rz 381 5 IL-8& Y GM-CSF (JEhiEk~2/ n 7y —Yam=—fliHK 1) o
PEE . SICAM-1DFBL A Il U7z, £ 72 Sokhe L RGMass & RIEIC X VR s b it
FRER il E K ONILAE N B i~ D B35 & 1l L 7=,

p<0.05
[
p<0.05
400 [
N NS
s
pung
300
o .
% -
E 200 T
7 1
= 4 °
100 ° [ ]
R
[ J
0
0 10°mol/LL  10%mol/L. 10 mol/L

VAR AR VS Y. 5
EMEE MFERERE HERE L-ZEMT7LUILT MR RXBERREHSMHE

ERMENSD IL-8 EHICHTEH2T7 ¥V TP UIBRRIEOMR
(EBF—% & hfili, n=6, ffiiE L7~ Mann-Whitney #/E, NS : p>0.05)



VI. EMNFEEICEAY HIEHE
p <0.05
l p <0.05
— [ |
= 84 p <0.05
e
e [ J
N
=
fy [ J
8 4 [ J
" —
Z °
2 H o
[ J
' 3
0 ° &
0 10mol/L 10mol/L 10°mol/L

T72¥V 7)Y VB

EMHEE MFEEREHREREL-FEMH 7 UL —MEXBEHREH IR
ERHRaN oD GM-CSF @RIt 2T XV I+ D UBRIEOMRE
({ERI7—& L HhgfE, n=6. #iiiE L 72 Mann-Whitney &)

p <0.05

45 [
40

p <0.05

35 p <0.05
N
30 1

25
20
15
10

SICAM -1 (pg/ ug&HHE)
° .lo o o

L4 ()
®
0 10 °mol/L 10 °mol/L 10°mol/L
T2¥FV 7)Y VIEBE

EMEE MFESIRERKIEE L-FEHMH 7 UL X —MES X EEHEEH S FNE
ERMREN 5D sICA-T HRICHT ST ¥V I+ P UEBRIEDOHRE
(@R 7 — % L gefii, n=6. #iiE L7z Mann-Whitney &)
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VI. ENEREICEI HIEH
p <0.05
| p<0.05
20 A | NS
p<0.05

15 S

10 4 NS s H

sk / HE
4pe
dpe

SF—-medium SF-medium

+ CM 10°mol/L.  10°mol/LL.  10°mol/L
1073 mol/L, 7%V 72 F VMR TxFVT72F Y UEBRE
+
CM

FEHMT7LUILX—MESXBERREHSHELRMREELE CN) 12XV
FRINDFHRHKOBEEICHTEHI7FXFY 7D UIEHIEOMRE
({ERT—# & Hhdefli, n=6, #E L7~ Mann-Whitney i, SF-medium : MEMmiFE:#, NS : p>0.05)

2 50 p <0.05
S |
< NS
& 40 - NS |
gﬂ p<0.05
® 1
& 30 ™ ' °
eg ° ° °
N NS "o o
- ) [ ] L
% 20 1 . . 8 2 s
i -3
o R .
04 -
$ +
SF—medium SF—medium ) » .
+ CM 10°mol/L 10%mol/L. 10 °mol/L
1073 mol/L, 75V 72 F I i T2¥V 7)Y RN
+
CM

FEHEMT UL —MEXBERREHBME L RMREELE ) ICKUFEKIND
FEEERD E FMMEARMREADEEICNT ST XV I+ D UIBRIEOME
({857 —% & Hffl, n=6, f#iiE L7~ Mann-Whitney #37€, SF-medium : ££fi&ERsH, NS : p>0.05)



VI.

ENEEICET SEHHA

4. MOBEKRVA 4 2F v RILIZHT ZHAHE
fli 2z OFEEARZ RN T 57 =% Y 7 = F U UHEBBE OB 2 5T L=,
TR a1, a2 BEZRMA. AAHY Y mi, me, ms, ma, msZRE, To b=
5-HT1a., 5-HTea XA, #FF =1 NKi, NKeZBEKL O L BB 7 LF v 2012
KT DT =XV T =V R OBAYE TR T N2 T,

JxX VIS D UEREDERIBARUAA VF v RILITHT S8

ZRIE A A F % R ICs0 (u mol/L)
AL H: 7 v M 0.341+0.070
TRV a1 7 v b ~10

s >10
B >10
LAHY v mi b R*D >10
. >10
s >10
my >10
ms >10
o b= 5-HT1a 7 v MK ~10
5-HTaa >10
LI LYo BT v R 7 v hLIE >10
BAx¥=r NK: ELE Y M >10
NKo» b %2 >10

*DE FARD Y VZRIEET ¥ A =— AL AKX —OINRHIIEICE A U358
*2) b M2 NK-2 25K % ~ 7 2 3T3 #k 2RI & A LEE2E (HSKR-1 i)
(F¥{E +SE)

5. IRUVIE7LULX—RIGIZHT BER?

(D) AT LA —Oext3 2 1EH
72XV T 2 F Y UEEEE10 O 20mg/kg 1TELVE v MORIE (VY P Y ORI
ERIMIE) ZERIRNEG T 52 LICh DV BERSN IR E L TORMAILERE Lol

) MALT L v — ST st 3 2 EH
72XV T 2V UEBE1R 8mg/kg 17 v M OVA ZFRIRNEEE- L, FIRFZ T 3
Pt OVA % A% R BER TICH&k G925 2 LI X 03 S5 B4 3] Lz,
DT ENL T =X Y T 2 F UV URBRITREEGHRICI DV EESNLIMART LLF—
PSR 2 MER 2V R S duTz,

JxXxV ISV UERERHIRNIREDS v bER S Arthus RIGISHT 2318

S| = e N SRR Bt T TR GRS
(mg/kg) R (mL - hr) (%)
S K — 1.v. 8 2.27+0.04 —
TRV T o F U UEERE 1 1.v. 8 1.71+0.07* 24.7
3 1.v. 8 1.64+0.04™ 27.8
0.5%CMC — p-.o. 8 2.21+0.06 —
LU R=vmy 50 po. 8 1.52+0.06% 31.2
W+ SE

wk 1 p<0.01 Dunnett ®Z EIEMREIZ L 2 HES KR 58 & O i
## :p<0.01 Student ® t REIZL D 0.5%CMC # 5-5f & D Lk
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VI. ENEREICEI HIEH

(2) EEZEMFITHHEBRIE
1. BELEY MIESFE7LLX—MHEKICT 2ER?
EAEY &2 OVA CREMEL., 3EMEICFERICEMGE Lz, BMeiE o LA #ZIZ~
k7L E S — VKRR T T5%0VA 1mL O &FENTEANC L0 &k S 5 SFEsio L5421
E LT, 72X Y7 =Y U BRI 20me/kg & HUREE OTO0 RN OB H Lz,
72XV T =Y SRR OB X0 SUREE R SRRSO BRI E S,

900

800 p < 0.0001 p < 0.001

700 -

600 -
T

500 -

400 - T

300

BJEIEH AUCo.4s DIEHE (cmH20 * min)

200 -
T

100 -

=i £ERER OVA OVA
& CMC cMmC Tr¥VIIF I UERE

72XV 7O UEREROKREDEILEY +
NEFEREEERER(IIHT IHE
(CE¥E+ESE, n=17-20, %5 M E20mg/kg. Student @ t—HE)

2. ELEYMDERZ S VUEREEWSI T 2ER?

TEIVKOIFR T TV UMBETOENLE Yy MEFHEANICE A I 1uglsite 5L, £
DEZRICI% TN AT =R ImL ZFIRNICER G Lo, 2000 % (I8 4 Huil st S

WG HEE L, & AX I VARSI E D AU 2T LR EAL O B %

EL, mEZ RO, 7%V 7oV UEMEIT, 0.4~32mgkg &t A ¥ I AR

G2l HIFTZ R 1 &5 LTz,

T xX V7 =V (0.4~3.2mg/kg) ORMOEGIT, BE52ARMBOE AKX I U

SR ENS & HBIRFICIE Lz, 2. 723 Y 7 o VU ERE (1.6mg/kg) DO

ZIHIER ORRRHERS L, 52 MI% IR RIH 2R L, Zo%, IHIER TSR 2 12

59 L7z,



VI. EMEREICEHI SIEH

175

150

125 —

100 —

MR (mm2)
A
!

O—7x2FV 7)YV HREE

<o
=]
|

[\
i
|

(=]

0.4 0.8 16 3.2
A& (mg/kg. p.0.)

JxxYV IO UBEBEROKREIZESEILEY MC
BTHERF = UFRERERSIGERORE RIGETR
(CE¥)fE+SE, n=6)

3. Sy MEMREZERETF 74 5F>— (PCA) RIGIZHT SR
Z v MSH[EFE PCA ICKIT5 7 2% Y 7 = F P UBIEOIER Z2at Lz, 7 =% Y
7 =7V U 0.03~1mg/kg & OVA #5607 RIICEHARNE G LTz, 7=F% Y 7 )
U UHRRHEIX0.03~1mg/kg DFIRNIE-T, 7 v F48KFHFEITE PCA [k % H &K FH

WZHNHI L7,

90
8 E02% LA

80 L7 =%V 7 =3V 5l

2

"]

60

i

= 50 [

T l

$ 40

N

X 30 [

H 20 T
10

<

0 0.03 0.1 0.3 1
HE (mg/kg. iv.)

Z2xxV I FPUEBREBERIKNEEDS v + 48 B RE
ZERETT 74 5F— (PCA) RIGIZSHT HR
(CF¥JfE+SE, n=6. Chacko-Shorack DT (p<0.05) THEZAEHV)
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VI. EEHEICEHIT HIEE

4. NE7ULX—RIEIZHT ERY
7 =X YT =Y UHERE 20K ON50mglkg (XREENRIE~ U A OB G ICEbY 7 Vv
ERMATLHLZEICKVFEREINSIENOREZMHI L, THMIRIZL->ThlEREZ NS
IR DOIVALT UL — OS2 Il ER 28 Lz,

JxXxV Iz OUBREROBRSOIVRBIES VILEMERERICHT E2HR

s & 5 il 24 FF# O B o iR
(mg/kg) i (10°3cm) (%)
0.5%CMC - p.o. 10 3.9£0.3 —
T2X VT VRS 20 p.o. 10 2.6+0.2* 33.3
50 p-o. 10 2.5+0.4™ 35.9
I R=ynm 10 p.o. 10 1.24+0.3* 69.2

)+ SE
% 1 p<0.05, %k :p<0.01 Dunnett ®ZHELEMEIZ LD 0.5%CMC 51 & DLk
## : p<0.01 Student ® t HREIZ L D 0.5%CMC 58 & O Lk

5. BRBRETILEY FORRFENHEERREICKT B4R
E/LE v F & OVA THREENESE L, SHEKIZSY b eE X — /Ll . OVA (Imgkg) O
RN G- CHRE SN AKGERILO ERAZHIE LTz, 7 =% Y 7 = F U U Hli2~8.2mg/kg
Z PR G- OT00 AN A &G LT,
72X VT = FVUEREIX, 2~8.2mg/kg OO #F 5 CTRENRIETLE v OB
LG LS A BARAFR IS L7z,

)

iy
o
o

E p <0.025
°, 90
£
ﬂlli 80
8
)
8
3 [
=
2 60
|
[m)
N 50
|
f 40
x I
~ 30
g
S
o 20
5
" I
ym 10
" ]
0
— 2. 0mg/kg 5. 0mg/kg 8. 2mg/kg
3> A= PEE PR PP o

JxxV I OUEREROBREDEILEY MIRFER
SEEILERICHTSE
CEXE+SE, n=12 BB IO 7 =% Y 7 =7 VU HEE 8.2mg/kg #] . n=8 [Zdfh] . Student
Dt REICLDHBREE 7 2% Y 7 =7 VU 8.2mglkg BEL DM, 7 =%V 7 = VUEBIEOHE
ZHER LT 5 —TRESEONT T, HEIEEROEHRE 1 ~ONMREER L 1 REMOLEE)



VI.

ENEEICET SEHHA

Q)

E AR IR - FrfehsE

AT ZIZBNTHRADT X 7 FIEERE 23Xt & Lz 7 7 B ARxHIREES B S RIGITI
IR A& i L 7219,

7B IEERFE 66BN LIEMRERBRENTT ¥ 7 VM2 RE L UEREZFE L
Db, 72XV T 2 F VU UEBRER60mg HHWIET TR EHEEE L, BASEEEE T
DR ZREt Lz, ZTORER., 77 B REEGH10071C L, 7 =F Y 7 = F 9 U ER
HRE607 L. 7 =X Y 7 =) U URREESE O IR R B R S (p=0.018) .

® PLIUSRESROGHERAO7OELE

i

Py
=
&t
fE
R
2 20 F5{E+S.D.
g *:p=0.05 (vs 75 1RE)
7 \ HABHHT
%
D o5 e
5 °
i ]
B 30 e * % x ¥
. e . °* o 0 < *
amD 7LI5E Cukf | W | 7
-35 (n=33) T
o8 JS5ERE
(n=33)
~40

0O 20 40 60 80 700 120 140 160 180 200 220 240 260 280 300 (%)

BE®REE



VI. EMBREICET SIEE

1. MAREOHR - BIEE
(1) AHLA MeRE
AR L

(2) &EMAiRERZERRE
ERERR N T 78BN, 7 =% Y 7 = U R ) 72 v 60mg A ZEERF R OG- L b
MR T =X Y T =SV URBEILT AN ER U, BE51%2. 205 W Tk M R
248ng/mL |[Z#E L7,

Q) RSB THESIA-OPRE
1. BERAIZEITS&E
M ERZEOKS
<T7xxVIT7xFTUEEEH TEIL20, 60, 120% U240mg>*"
fEFER AN B FHABESBIC, 7 =%V 7 =2V U HEeE 72120, 60, 120K 10240mg % 2%
JERFICH AR OG- LTz & & 0WEiE & it LT-,
72XV T VAR ARG HZECHIC IR S AU, tmax (£1.9~2.2K[ TH
577 Cmax X NAUCo-»lF & IZHEG &I LIZHEINNE D bz, {ERFED tieillX
BHEEIZLD2EZBIEIAONTT.T~138F M TH -7z,
1200
1000
800

600

400 |

200 | AL

M 7 %Y 7 =+ P i#E (ng/mL)

B 5% (hr)
BARANBERABFIZO XY I+ D UEREH T EEIER
HEgEOREGELI-EEOMEHF I XV I FOURE
(FE 72 HH6BRFE I L 0k, FHELSD, n=8)

BAABRBABFICT XY Iz OUBREA T 2 ZERERZEORE LT
EERTIXFVIIFDUERYTREIMNS A —F (R PRE XL 53R

S E R ¢ 5. &

INT A—H 20mg 60mg 120mg 240mg
AUCo-» (ng*hr/mL) 545 (29.6) 1445 (35.8) 3412 (28.4) 5045 (29.8)
Crmax (ng/mL) 83 (30.8) 248 (45.0) 564 (39.1) 845 (37.0)
tmax (hr) 2.1 (35.3) 2.2 (38.5) 1.9 (37.0) 1.9 (44.5)
tiz (hr) 7.7 (22.3) 9.6 (59.5) 13.8 (64.9) 8.6 (24.6)
CL/F (L/hr) 36.7 (26.8) 44.4 (41.1) 35.0 (26.7) 48.7 (37.5)

EEME (CV%) . n=8
E) AR I2ELL EO/NRICBIT A 72XV 7 2P U R o AR S - HEE - HEIZ1E
60mg 1H2[ETH 5,

B, AR LD TNV ET VT TE560mg 1 ZEMFINCFEZETH -7,



VI. EMEREICET SER

<TLITSKRZ428y THH>*0
JaAF—N—IEIZLD BRANEERATRFIZT V7T RI4 vy 75%0.6g (7=
XV T o F VUK S LC30mg) X7 V7 T EE30mg 18E & F i ZE iE R B AR
AfEbG L&, 7%V 7= F VU MBERREROCEYENE AT A =2 FLUTD LB
DTHY, EVMFNICFHETHD Z L BRERI N,

MEFT7 =%V 7 = F DU EE (ng/ml)

180
160 -
140
120
100
80
60
40
20

—O—TLIIRIA 5% (n=T72)
—O— TV I8 30mg  (n=71)

). O L O
0 6 12 18 24 30 36 42 48
K i (hr)

BRABEBRABFIZCZLIS FSA420y T5NRIET7 LT 5530mg %
TEEHEREESE L-EEOMBEF I XY I FOVEE

BRABEBRABFIZZLIS K420y T5URIET7 LY S5530mg %
TEREELEES L-& 2OEYEFENRS A —4

| . Cmax AUCO*48 tmax t1/2

1] |

B3R I (ng/mL) |(ng-hr/mL) (hr) (hr)

TVIZTRIAva vy 5% 72 128+61.5 | 773271 1.50 9.341+3.29
7 V7 7 #E 30mg 71 127%X57.7 | 783=*£271 2.00 9.90t3.81

TEMEESD, toax 13 SAE




EYEREICEE T H5EE

Q) RELOKS

<T7IXxVIzH T UIEREH TEIL60KTU120mg >
HARNERBRAS FI27 =% Y 7 = VU EBE S 72118160 1M1120mg %, ZEMERFIC
BERE O 5 K OV H 207 B B SCER DG Uiz & & o BRI 5% & E Rk 5% o3
WEh e & Lol iR L7z
FT 7 Lo0L (FGEME) OHBN»S, MR 7 =%y 72 F VU REIIR %20 £
TICEFIRMEICE Lo, HER R & KEREEGEREOEYEBRETH) /T A —Z D)
Sk, KEROEGIZEDERBEMIIALNR1oT,

700

g -4 - 60mg EERE (n=7)
£ 600 —— 60mg REHE (n=7)
% so0 | - & -120mg HEIHR 5 (n=8)
S —0—120mg RHE# 5 (n=8)
:*'} 400

N

R 300 |

H

N 200

3

& 100 |

H

0 ‘
1B2B3B4B5H 0 1 2 3 6 9 12 18 24
B 5 . e ,
SREsE SE IR AR SR ()

BAANBERABRFIZZIXYV Iz TP UEREA T2 ZEBEREY
REEOKSLEEZTOMBEF I XYV I FOVEE (CEHEESD)

BAABERABFICOz XY I+ PUBRBEN T 2 ERBERRUV
REZO‘RSLIEEEDT XYV I TV UEMEBERZM/INT A —4

) RAKROCI2UL EO/NRICBT 27 2% Y 7 =V U O&KGE S - ik - AEIELR
60mg 1H2[ETH 5,

1 B & 5 &
S Eh R 60mg 120mg
RTA—H Hila]# 5 FAR et 5- Hila]# 5 S Bk 5-
n="17 n="17 n==~8 n==8

AUCo«(ng-hr/mL) 2050 (15.7) 1900 (41.6)* 3302 (38.7) 3616 (17.9)"
Crmax (ng/mL) 314 (18.7) 315 (39.4) 444 (52.0) 532 (27.7)
tmax (hr) 2.4 (29.3) 3.0 (48.1) 2.6 (26.5) 2.4 (25.6)
tuz(hr) 9.1 (32.0) 8.5 (27.0) 12.7 (35.4) 10.6 (60.0)
CL/F (L/hr) 27.8 (14.7) 34.3 (41.1) 41.2 (58.2) 31.8 (17.2)

FHfE (CV%)

.k 0-12 RefE

B, REIWRLED T /AL ET V7 78E60mg AWM FNICFRIZETH -T2,




VI. EYEREICEHT SEE

2. IMNRIZE T 55

() REEOKRS
T~15@/NE< T XY 7 2+ 2 UiEEEESH0ng, 60mg>*""
INROBEET VX B REEICT =% Y 7 =V UEBREFE30mg (T~115% : 50
Bil) K O60mg (12~155% : 1961) % 1H2[E28 HMIKAER A£G Lz & &, BB G
D7 xXY7x2F VD AUCo-3ZNZ4851ng - hr/mL K 11215ng-hr/mL, Cuax (X
150ng/mL &% (*185ng/mL Toh -~ 7=,

INERF UL —MERBEICIIXV I T O UIERERFEZEELI-EED
71XV 7P UEMHREEN/INT A —A4

Eﬁfﬁ% ¥, AUCO*oo Cmax t1/2 CL/F
PIE AR s ® | ER

AREH (%) BER | ERAR (ng-hr/mL) | (ng/mL) (hr) (L/hr)
H A U o 7-11 30mg 50 851325 150+77 | 15.8+10.8 | 40.1+14.6
o 12-15 60mg 19 1215+269 | 185+77 12.3+9.2 51.6+10.9

E] NI=g==5-200)

%/E;L%)“% 7-12 30mg 14 1091400 | 184+88 8.8+3.0 29.1+10.5

(F¥+=SD)

(1) &7 A—ZDOREHITIE
a: NONMEM {2 & %A ZHEE, b /=3 ss— b Ay MERT

3. BEE TORNERE

<HBEAT—E2. 7xXV 7+ UEREN THIIL80mg>™
655k LA E DR EE200IC 7 = Y 7 =V U ERE T 7 L 80mg & HiEIE G L- L &
D7 x2xY 7 x2F VD AUCo-~1%2906ng » hr/mL, Cmax 13418ng/mL, ti2/%15.2hr T
bol, TNOOMEITEELEFEER BT A2MHEOZTNZEN1.6, 1.6, 1L.1[HFTH-T=, i,
BARMEFIREFTH -T2,

) RAKCI2UL EO/NRIZBIT L7 =% Y 7 = F U U BIBIR O AR S L - &EIE1E

60mg 1H2[ETH 5,
ek, RBUTR LI 7B/ ET VT T860mg (ZEMTFHICFRSETH -7,



VI

EYEREICEE T H5EE

4.

BHEEESEEICS TR NENRE

<HNBEAT—%4. 72xF%V 7+ UiEREH T)L80mg>*®

)

5.

N DR RERE E B E20HIC 7 = F Y 7 = F U UHERE ) 721 80mg A HEIEE L 72
LE,. IJVLTF =0T VT T A41~80mL/min K M11~40mL/min OEFEIZBIT A 7
XY T2 F VD Cmax [ TREERAICH L, ZRENLEROLIEE . EEWH R,
BIITZENZN16MEEPL8HEEN T, £, BTEE (VL7 F=220T7 7
A 10mL/min LLF) 2B 57 =% 7 2F 20D Cnax (FEEERANCH L, 1.5
<V OPEEREREEINLAERE o T2, B, BRMERETH -T2,

AR ON2E LA EO/NRIZBIT 2 7 =% Y 7 = O URIBE OGRS - s - AELE

60mg 1H2[ETH 5,
B, REIR LI /A ET V7 T8E60mg 1AM FCFRZETH -T2,

g EEEEEREICS T HHRNEIE

<HNBEAT—4. 2%V 7+ UiEREH TIL80mg>*"

%)

BN DTS BERR E B E 176 (7L 3 — AMETEEZR 1061, & A L ARFRS5, & Ofth24])
W27 =% Y 7 2 F VUM T 72 80mg A R G- Lo b & TR EEE ISR
L7 2%V T =TV OEYERRIL, REMOSB L KE | FEEOREICL LA
NENEED 72T HiL7e /> 72, Child-Pugh /78T B XL C1THZBED T =XV 7
=7 AUCo--1d£2176ng « hr/mL, Cmax 13281ng/mL, t12/316.0hr TH -7, T
bOMITEFEFEFICBIT2EOTAZENL2, 1.1, 1.2(5ThoT, B, AHMEIR
T o7,

A KO8 LA EO/NRICEIT D7 2% Y 7 = F P UEBIE 0K S - Rk - HEIELE
60mg 1H2[ATH 5,
7B, ABHIR LA 7BV ET V7 T EE60mg 1TAEMFIICFZETH - 72,

. EYHEEER

BRI F & KA L2 FEM BEAE A OBRFHZ DWW TLL IR Lz, SRS L0 il A
72XV 72 VUV BERIMEICES LESBAICBOTY QTe 2 EDLEXNEZED
LRVECHEIZ A D57, Cmax VAR H & GRFO10M5LL L& 2 D554 T TOM
A BITbRE, RIS LERA~OEE IR, AEFZOHEMLRO LT,
FHAEEMIZEMEF 7 =% Y 7 = F P URED ERICERT 22 2ME~DZEIT 20
LEZ LN,

MTyYzROTA 20259

TR AL F18BNZ 7 =%V 7 = F P R M EELRI120mg 1H2E & U 21~ A
T 1FE300mgl H4RITHOFH L TRER DG L&, EH 7%y 7= F v
YD Cmax 1£7 =%V 7 = F ¥V UEBEHME R OK2(512 EH Lz, —F. mifEh=
UAm~A T REICE, FERIC KRBT ot



VI. EYEREICEHT SEE

1400

3

i 1200 -o- His Rt

=

= —e- A Bt

# 1000 |

kY

w800

P

N 600

N

& 400

H

E, 200

&

g o v S A v > ®
0 SB6H 0 2 4 6 8 10 12 24 36 48
&EOBEM
T B7HORBBKERSEIEMN (ho)

BEBRABFIZI7zXY I+ D UERIEMAREEI20mg 1B2EET Y XOT A 2 300mg
1HAETEMAA L TREROKRS LI-EEN T XY I+ DO UmETDREHRE
WM BT A AERORER (n=19) TH, FREOMPEF 7 =XV 7 = F VU RED L5
NEONTZ, ZOMFEF 7 2%y 7 =2 VU BE EEOMFITEmRBRNS. P FEEN
DB D 72X T7=2F D7 VT 7 ADIK T KOOI ER T 5 4
D EHEE ST,

Q4 baF =
RN S 7230 7 =%V 7 = U S 721 101120mg 1H 2[R &S h =)
—/LEE400mgl H1EI7H RO L CRER D& G Lzt &, T 7 =%y 7=F U
BREIX 7 =% Y 7 = U UEBEHME 5RFOR2(51C EA Lens, miEd s ha)y
— VB, OFRIC K 2B e otz UMEAT—%) , i 7=y 7 =)
VIR EROBFIIT Y An A v LFEBREHEE S LT,

@A A TS5 Y=L
RN B 72307 =%V 7 =V U RRIE S 721 120mg O BG-11RERI AT & 1RFfH
A AT T = TV EENEh40mg K 20mg ZHEKRG L&, 7%
V7 = VUSRI OERWE BRI EIX o T UNEAT—X)

(D) KEBEIETILE =9 L - KERIER T RO LEH A
R AS 7220027 =% Y 7 =7V BRI 1 7 2 v 120mg O B 51557 il KER(L
THI=T b Kb~ 7R U LG ARAZRER G LZLE, 7Y TSP
? AUCo-30 ¥ Crmax /L7 = F Y 7 = F ¥ U HIERIE BB 5.8 O540% ) Lz (O E
ANT—%) o THUTKBILT VI =0 L - Kb~ TR VLN T =2X ) 7= V0%
—IRFHNIAE T D Z LIS KV RINEDNFEAD T 5 Z LI LD b0 e HEE SN,

E) AL N2ELU EO/NRICBITAT7 XY 7 = DU BB ORI HEE - X1

60mg 1H2[ATH %,
ek, RIEIWR LIS BV XIIMESEE 7 V7 7 §E60mg (34EMFIICFRZETh -T2,



VI. EMBREICET SIEE

(4) thEsE
U EER L

(5) BE - ftAEDFE
1. BEOEE<HEAT—4., 7%V 71+ UERIERE120mg >
RN 722601 7 o A A — "—yE T, EEELXOR% (FIER - l5i556g) 127 =
XV 7 o VU REE120mg A HEBIRROK G Lz & &, EERFICHESEHREGREO
AUCoo K& O Cmax (ZZAVEI15% K N 14% D LT,
HRANCZBWTH, 7B A4 —=N"—JEIZ L 5MFTIERWDS, 7=2F Y 7= F g
WM EEZREZEHR G LT L 2D AUCo«» LN Cmax 226, FMEAN & RIERORFOEEENHE

B3N,
400
% -o-ZEfSRF
#®
b4
N
™
+
H
N
N
A
H
N
&
= o — —n
0 1 2 3 4 6 3 12 18 24

%5 5%F5M (hr)
NEABERABFIZIz XY I+ D UIEREIERE 120mg ZEERED
BRICHEEROBELEEEONER I XV I FOUVREE
CE¥fE+SD, n=22)

NEANBRRABFICTO XY I+ D UIERIERI20ng ZZEREVER
[CHEREARELEELED IRV I F D UEYTHRIEN/INSA—4

BRI B 551 e (%)

RT A—H '% (A) Z2figiE (B) A/B 90%({5 #E X [
AUCo(ng-hr/mL) 1642 (27.6) |2014 (38.1) 84.9 | [ 75.3~ 95.7]
Crmax (ng/mL) 236 (31.0) | 289 (47.9) 85.9 | [ 72.7~101.5]
tmax (hr) 2.6 (53.5) 2.5 (48.0) 102.3 | [ 86.2~121.4]
tye (hr) 16.3 (29.4) | 12.8 (32.4) 128.2 | [112.7~145.8]
CL/F (L/hr) 72.4 (23.3) | 64.5 (41.8) 117.8 | [104.5~132.8]

FEE (CV%) . n=22

E) AL I, EO/NRICHBITAT7 =X Y 7 o F VU ORI - HE - &1
60mg 1H2[ETH 5,

2. HHARDEE
VL 2ty (R EOEES) (ST 2HE 7. MHEEMH OHEZSHE,



VI. EYEREICEHT SEE

6) B&EH (REalL—Y3r) BTk EEYEE/NS A—4

<6nA~6F/MNR. 77XV T+ T UEEIESng, 30mg>*"

AANZMNRE LT/ NERORAORBR TOMBET 7 2% Y 7 =27 DU BEZ V., RHEM
BN REMFATIC X 0 S BNRE T A — X ZHEE LTz, 64 H~1D/hNRIZ15mg K D2~65%
DO/MRIZ30mg (WTHE 7 =2F Y 72 F P UBBIELE LTC) OT LI T RIAL Ty 7%
G LI EED AUCo» LT Cmax 1LFZE41090ng - hr/mL &% O*130ng/mL, IF TNZ
1060ng-hr/mL & U*157ng/mL THY | WTNHHRAICT =F Y 7 =2 U HFEE60mg 4
H L7722 ZD AUCo« & Cmax (1110ng-hr/mL & (M175ng/mL) (ZH_TREARETALI

ot

BEAEYBERBNIVGEON6hA~RNED Tz FV I TV
EYBREFH/ NS A —4

A N S AUC Crmax CL/F
i (mg) HEGIEL (ng-hr/mL) (ng/mL) (L/hr)

6 » H-175% 15 55 1090 (46.2) 130 (40.9) 15.6 (29.9)
2-6 % 30 80 1060 (24.3) 157 (29.3) 29.9 (24.0)
7-11 % 30 173 710 (19.8) 114 (22.4) 43.9 (19.8)
12-15 7% 60 97 1150 (23.0) 189 (19.4) 54.5 (21.0)

DN 60 109 1110 (28.2) 175 (18.1) 57.8 (24.9)

2. BEWRERI/NT A -4

(M

(2)

Q)

(4)

®)

AVR— AV FETL
AR L

IRAREFE
BB L

RAXTRASEY T4
MR L

AR
KPR L

7 U 75 yx*4),*11)

BN : 44.4L/hr ([R5
/N (T~115%, 30mg #5-)
/N (12~155%, 60mg % 5-)

: 40.1L/hr (BAE#5-)
: 51.6L/hr (KIE#5-)

I (CV%)




VI. EMBREICET SIEE

ETEAY
HER L

d\

(6)

[P

P\

(7) migZEaEex"?
T7xXY T2 FTVrD in vivo \IZEBITHMBEER & OREAFIL13~7359ng/mL ORI T
60~82% (69.4+5.9%) Tdh -7z,

3. R
MR L
<BE>
WR SR *19)
UC-T =X Y 7o F VU EBELIS0ng 1T v MELERTMOL—TRNIZEE L, &
BRI OSBRI TO/NL— T NEFEHHENPOWINEEZFTEH LT, 7=2F Y 7 =2F T
W OWIRIZ+F BB TRbEWVMEZ R L, ZHEXCERBTHEETHY, FAT
Kig GER) CIRWMEZ R LTz,

40

w
[=}

RN (%)
S

10

0 1 2 3
B#f (hr)

Y-z XV 7z TP UIERIEFHS v MEIEERELLD
IW—TRHIZHEELEEEORIE (FHfE+SD, n=3)

4. o
(1) Mm%k —iKEEPSRiEtE
BRI L
<7;§3§>>k20)
UC-7 =XV 7 =V UEEEET v MZ1.0mglkg FRIRNEES Lz & &, B5#%1550 T
B RO i b m OB RBIR 2 7R L7225 B IRV U RBIR B (IS A RE R
D1/24) THY ., FEAEW~BITLRNWZ LRSI NI,



VIL.

EYBREICRET H5IEE

(2)

1% — Ra SR B P @@ 1%

MER L
<BE>

UC-7 =X Y 7 =2V UEME A TIRISHHD T v MZ6.0mgkg FROKG LizL &, &5
B IR O RHAR D5 | IPE KR OV o0 SO BB IR BE 1T RHAR AR IR EE 0K 12 TH D . B
DS RERR FE 133 512 4 CliemiE 2R L7222y, RHRILAE DK
1/6 LR < 24FFH TldmmiRE (4kefi) O 1/312H Lz,

BRSPS L7, h

-7 XV IO UERIEFIERS v MT 6. Omg/ke EORE
L1z & E0HBRRSRRIRE

Rk 1 4 BER 24 B
i3 16.5+0.6 8.4+1.3 0.5+0.2
FRIMER 11.0+0.7 44+04 ND
S ek 142.2+40.3 75.6+17.7 3.6+0.8
JF Nk 1175.4+442.1 613.5+98.9 12.5+3.1
HREL 8.0+1.5 6.0+1.6 ND
T 73+1.5 5.2+0.9 0.6+0.6
iEges 9.8+2.6 85+1.8 2.1+0.7
f&IR 0.8+0.1 1.47+0.3 0.5+0.4
JiEs V2 P 1.8+0.2 2.9+1.0 1.2+0.4
JiG V2 i % ND ND ND
FK ND ND ND

SEEJfE+ESD (ng eq./mL X g)
FEEOT7 2%V 7o F UV UBMBEREY 7 =% Y 7 2 U U REICHREA

. n=3, ND: jE& FIRET




VI. EYEECE T SEHE
Q) EA~nBITH
MMERR L
<HE1>*20

UC-T =F V7 =T VUM AR DT v MI6.0mgkeg #EAKEG L& &, itk
SPREIR B IR R AR ClemiR B IS L, £ OREITMETIRE LITFFE L)oo, LA,
i % TR R &Rl U7 HERS TR LT,

100
—O—gL#
~ —o— M #F
3 10 |
g
[=V1]
&
b
g 1T .
0.1 1 1 il 1 1 . |
0 4 8 12 16 20 24

FERE (hr)

W-JxzxV 7z P UERBEZBADS Y MZROKELIZEZD
BAMBRRUOE T OMSEERE (FHELSD, n=4)
% 3

<7j}/%§%—2>21)

ILIFAE) (33+145%) 12T 7 =+ 60mg 1H2M], 4HEHREZ4TV, i Ot
DTNT 2 F VR RT 2% 7 2 D OMPHREZREAICHE LR, 7v7 =T
DU R ROt IR ENT, 72X Y T2 DU OB T A — X IZLL T OR
DY ThoTo,

BARITFLITFOVERBLELEDT XY ITF DY
EMBELH/8S A—5

it i3
Crmax 41+16.4ng/mL 309+120.5ng/mL
tmax 4.3hr 3.9hr
tie 14.2hr 11.7hr
AUC 320.4ng * hr/mL 1590ng * hr/mL
FLiH1fsE AUC b (0-12) 0.12~0.28 (¥4 0.21+0.07)

(4) BB~ OB
AR L



VIL.

EYBREICRET H5IEE

®)

Z Dt DR~ DT
M EER L
<HBE> *20)

WC-T7 =X Y 7 = VUG 21T » NZh.bmglkg BOFEE LimE &, 1F& A EOMER
THEGH IR R SRR E 2R L, THEE OIEZ0ERIRNE 5 &[RRI X OV CrEin

ST, BHZT2RFF CIEA, K. B R OWFIZIEBMRE O RS RE 23R
NLIAO/GE CTIT e IR S e o 7=,

BT MICUC-T7 =% V7 = VUM 2R 0 IIFIRNES Lz & &, &E5%1~8FF
RN 31T D ST EE D I ER ~D BT R IX M P REIZ 6 LB1~T2% Td - 7=,

OOENTZDHRT, £

W-JxzxV Iz P UERMIEEHMS Y 5. Smg/kg BO‘ZELI-EED

HEKE A ST RE R E
A3 1 FRFfH 4 BFRH 8 HFfH 24 BFH 72 W
JiiiR:73 9.8+3.9 4.7+1.3 2.9+0.6 0.1+0.1 ND
FR M ER 57+1.9 2.5+0.6 1.9+0.5 ND —
Jib4 0.8+0.1 0.5+0.6 0.5+0.4 ND —
TR ND ND ND ND —
R ER 09+1.1 0.6+0.8 0.8+0.8 ND —
SIRVNIT 7.2+95 9.4+6.6 ND ND —
KENR ND ND ND ND —
[E ND 1.9+2.2 ND ND —
it i 4.4+2.7 2.94+0.9 2.5+1.2 ND —
ALk 11.0+6.7 6.4+1.7 4.8+2.1 ND —
fiti 19.0+11.2 15.8+4.6 15.7+4.7 1.7+0.5 0.4+0.3
R 13.5+17.0 12.1+4.3 5.1+2.0 ND —
i3 9.1+6.4 5.0+2.0 4.4+2.1 ND —
k= 14.2+9.7 7.5+2.6 6.6+3.6 ND —
Ko B 1.1+0.5 1.8+0.4 45+1.7 2.6+2.5 0.9+0.3
R Rg 41+25 2.9+0.9 2.5+0.4 ND —
B 5.2+3.6 3.3+0.6 2.3+1.3 ND —
B 5.3+7.2 ND ND ND —
il 12.4+2.8 7.2+1.8 2.9+2.5 ND —
i B 10.8+17.7 6.3+4.4 3.2+1.3 ND —
5 Hiek 126.1+39.0 91.9+54.9 43.7+22.5 2.0+0.8 0.4+0.3
H 2154.7+1610.4 | 933.0+538.9 7.4+5.4 ND —
/N 246.6+104.8 65.7+26.6 13.2+1.3 ND —
N 7.6+4.9 115.3+218.0 | 678.5+424.0 4.6+5.5 ND
gk 801.0271.4 | 496.6+278.0 | 281.9+149.3 4.7+1.3 1.9+0.7

EEEESD (ng eq./mL XL g)

FREDT7 =XV 72V URRIEREZ 7 2% Y 7 2 U U REICHIE

. n=3~4, ND: E& FRIF, — : G




VI. EMBEICEY SEE
5. {5
(1) RBIERRL K UM SR ag 2"
FEAERBMMENT, E PTIERBON 7 =XV 7S P& LTI, RPICHEMLEL T
7= BAEANT—%) .
(2) KBHIZBEH5 9 583 (CYPAS0E) D7 Fig
MR L (T oX Y 7Y UEBEITIZE A CREI SR, )
<7;§j§>>k22)
72XV T 2V URBE AT » 230, 100 X1E300mg/kg. 1H 1[E, 1HEMKER D
Be5 L., 5% 240 K O LA ORESL D CYP & &5 O & FE SRy (o 25 15 M 2 1)
ELT, B 5% BNT, WTROEGEEIZEB W TY CYP & &35 BEE L O
ICEITBD b ho Tz,
ThRXLYNANT 4= O- =T ALIEYE (CYP1A {EMEOFEEE) 12100% 0*800mg/kg
HEETOITIIEEOIKR TR A Lo AEERFEITZA LT, LEBOKRECREIE LT,
Q) YIEEENREDEERVZDEES
MER L
4) REYDFEOEERVLER
MER L
B) EHERHHYOERERII/NT A—S
MG L
6. it
(1) HEMERRL B R ER
e K OVR H
(2) HEER

AT 78BN 7 =% Y 7 =7V U EIRIE S 7 /1 60mg & BRI N5 LIZRED 514
48 E TORP 7 =¥V 7 = F Y OFEREIR PEIGEIL, 11.1% Th - 7%,
SREAFERERE A B FI21UC-7 =% Y 7 = F U U IR IRIT60mg & HERR &G L, BE
%11H £ TORKOEFTOEILHEITINE% T, BHEZRTHEOIZLEAL T 7 =2F Y 7 <
FTYTHY . EFITKIB0%, RFITKIILE%HME S ¥,

W) RBEIR LA 7' ET V7 7 8E60mg I3AEMFICFRIE TH -7,

(3) HEiEE

B L



VI. EMEREICET SER

7. BREFIZLDIBER
(1) ERREN
MR L

(2) MmiRBEH
EER R L
<BE . FTLTFTU>
TNT =) T 120mg/ H RO MKENTIC L2 MR 7 =Xy 7= F P07 VT 7
2134920mL/min T&H - 7222,

(3) BT
KPR L



. Z2tt (EFRLOFESF) ICBI LHEE
BETDEH

1. E5

2. B NBREZTDER
(ROBFIZIFEES LBV L)

2. 2%
AAN D BT W BUE DBEERE O & 5 /B

(o)
WA OWASCEIC B AR OEES L STV D, BEUEICRTT 2 — N2 EEFETH D,

DEXIMRICEET HFE L TNERA

BRIE ST

RZERUVAEICEHEYT IR EENER

BRIE ST R0

EELGERWIE L ZTDER

8. EELERIIE

(BhEedtd)
8.1 DIRDFEOONRNGEEITIE, BRLEEMIIDEVERELLVWIIITEET D Z &,

(ZLILX—ERK)
8.2 FHIMEOBHICREGT2H81T. BEFHL2EX T, TOENMMNORGEZRMB L, F%

FHIETRFECTRITAZENEE LV,
(fifa5)
TxX Y7 oV UEBEIL, RSO0 RS SND AR D D RBRD b
FRE LT,
B

8.1
RNEFEREEMEGS M TN ZEDRNE S,
8.2 AART LAX—575 [T UVAX—RBIBRETA N7 A4 2] SFUGEIRB LD 87T LL¥—3
WA BT A » —BEMRR L AEE— | SGTEH3MR (1999) 2235 L L TRIE LT,
BB, BT VX =BT A BT A — BRI R L JEIE— ) 20139 (SGETEHTHR) Tk,
(RVRE OB RN L, T 2 RO RRREBUCE T HEFH & | B O BIFEOREACK
IZHBWT, B2t e A2 I U IRITIEM BT B £ 2 Ii3ER 3 L

(ZRF % et & R
THENERRTHARBGT 2, | BEARHch TN,



. &£% (FAELDIEESF) CEY HIEE

6. RENERZATHEFICEAT LHIE
(1) &HHE - BERZEOHLIEE
BRE S TN

(2)

) FFHRElEERE

BRIE STV R0

(4) &hEEeEEI 5E
BRE SN TN

(5) &

9.5 1347
I TR LT B ATREME D & 2 e tElciX, 1RE OB SMEN a2 a5 & &
NHEGEICOREBREGETH L,

(fin)

T2X VT 2V UEBREOEMER (U A, Ty b)) IZBWTTETEEEONR IR EMEIT
HEIN TRV, B hOIRIRICKT 22T L T, IR SUIEIR LT 5
AIREMED & D im NTITIFAIE L THR G 28T 5 Z &,

(6) XELim

9.6 &Z3Li%
B EOBARMEROBIRBOARMELZBE L, RAOMGUITIEZ R T L, B
MER (7 ) TAHT~BITTD I LPmE STV,

(fisn)

T2X Y T2 FVUEMBEOBYER (T v b)) TRAMIC 7 2%V 7 2V U ERRE R
A5 L7ZE AT ~OBITHREONT-ZDO T, RILFTORAICT =F Y 7 =2 F VU HEE
WABGT A0, BALOME I TF L2 RET 52 L,

(N NREZE
7 V7 Z8E30mg, 7 L7 7 HE60mg :

9.7 /NR
HARER, BHrAER, LR, $hRE55 L LA O et EE L U =R iR R
P LT eu,




VII.

Zx2H (FREDIESF) CEJSHIEE

(8)

TVITRIATayTE% :

9.7 /NR
RHAREIR, FrAERYXIZ6 » ARMOHALIREZR ISR E LAt O 2fEE s Lz
37N e Y A DA GAVAJ AR

(FRE0)
[EN T/ 2RI i L7236 ALLEZRICL TR Y., ZIUARNOF i o B %t
T B LRI LTV,

= EnE

9.8 BEE
RENRD NGB TERLEZTT O 2 &, BEREMET LTS Z &% <, I
RENEAT 2560705, [16.6.3 ]

(fiF )

EEE CIIEEFICHS, 72X Y 7 =27V UEBE O EYEHE T AUC KT Cmax 2316512
EATDEOWMERDHDL GMEAT—%) o LorL, IMHIREOFEEINC AT 2 <, MR
FEo LRI 2G8FRRS EWER) 3HE S THRRy, £72, SAETOTREHEICE
WTHEEE THEOHENLETH L LOFERIFFELL TV, Ll SldE TIEE
BENE T LTS ZENEL, BlENL PSS 7 =% Y 7 = J 3 R Tl

REN LR T 256085250 T, BENRBD NGB IITEYRAEZITO Z &,
VI EMERRICET 2HE 1—-0B)—3)) &R

7. tHEEH

(1)

(2)

HAZE

ey

AxX &

EZDER
STy

HrRIE L ZTDEH

10.2 HFRERE

(BFRISEET S &)

HA

B AR - FEE D715

B - fEpRIA

T RO~ A
[16.7.1, 17.3.2 /&)

AAOMBETREZ LR S5 &
DEWEDD %,

P HEEADOHEEIZLDZARA D7 Y
T T ADK T R O RO HE N
WCERTAILDEHESINS,

KL T VI =0 A - KR
(a7 SVAVANNS = < 3 ]|
[16.7.2 ]

ABNDOEHEFBHIEDZ L0
50T, REFICRHASEZ20nWeE
BEICBRETH T &,

KL T VI =7 A - Kb~ 7
ANV N P SIS N
HZEICE VBN ENAT D
LickBrbolEINS,

ToULZ IR

AFN O MmHERHREPET L, 1A
BEEE T 2 BLNRH D,

P FEREAOFHEIC LY . AFI O
HTREME T L L OWmEDRH D,

(fiF )

1. =U ZRa<A 3 20%3)%12)%13)
TVIL CRPEEICBT 2HA 1 -08)—6— (1)) &M

2. KEBALT LI =7 L -

IKIBIE~ 7% o 0 Da A BI*1D)

[VIL 3EpEhaelcBH42HEH 1 —06)—6—4)] =




. &£% (FAELDIEESF) CEY HIEE

3. T2V Z IR
¥ htET — 4% v — b (Company Core Data Sheet : CCDS) N UNT7 /L% 2 ROEF
SLOFEHR A B E %, BFE LT,

Bl{ER

1. BI¥ERA
ROBHWERDR S LoD ENHDHDT, BEL TV, BELPRDOONTLEICET
BhHZRIET 50 EHEUIRLEEZITO Z L,

(1) EXEEIER EPHER

1.1 EXTEEA
11 23vd, 75745F%0— (W BHERH)
PR IR, AR, R, MAE TR, M. WIS OWBUEIR 2 H S OB AT
IR GERIE L, BEYRALEZIT O Z L
11.1.2 FFgeEEE. HE (W T bEERE)
AST, ALT, y-GTP, Al-P, LDH ®_LFREOIHERERE, MWENH DL Z LMD,

7 V7 Z7830mg, 7 L2 7 HE60mg :

11.1.3 |EMEE (BEAW) . BMmEBKED (0.2%) . FHREKED (0.1%Ki)

TVIZIRIAvm YT 5% :

11.1.3 |EBRIBRAE (HEAH) . amBkiEd (0.2%"Y) | FHEkiEd (0.1%AKHY)
HED FEBBER T A vr oy TROSAICEV TR bhREHO &t

(fiE=30)

11.1.1 AEICB T AHRERE T a v 7 (MWECKTZEZMED T F 7 4 7F 0 —Kik) 0
WHESNTWD, BCKOIRMLTETEEGET 7 47X v —LR# SN TE Y, WEX
JRIZE Db D EBEZ BTV D,

11.1.2 HiR#EIC, 7=%Y 77 VU BEBE ERRBROGE CTE RWIFHERERS, HH
WG SN2 & 2% T, 2003 7THIC THEHRZRREIEM] [ZBR L,

11.1.3 MRz, 7 =% Y 7 =) VIR L IRERR O E C & 72 O IR ERAE, 3 ek
W, GFRERED 3R She 2 L AT, 20114 THIC TEKRZREIVER] 1B Lz,

HIHRE R
N1 >ay s, 7740 7% —  MERRE, mEET, BERiEA, s EE,
Wad . AL
11.1.2 JIPEREmRE . 3 - R ERR. BE. RECNE. IF. IFER. BT,
Z D PRk, tBR
11.1.3 MEERiERE . [ ek, 4FRERED © J8EA. HEETR



. Z£% (ERLOEESF)

ICE9 5IEHE

(2) TotoEIER

11.2 Z0oEER

0.1~ 5 %A ™2 0.1% A 2 B E AR

Fmritsn |58, RS, 7, B | S EREE, LU0

B, DFEV, RIR, RS |

I
Hib#s M, WM. 198, BE ({8

. TR, HERE
W UE < IFE ZERZ, WAL, RB 18 NE
ST hik AST E5-. ALT L5
BN - W R AR IR HER R #E
THER#m BhE, I A
Z DAt W ORI, BRI %

. Mg, AR E

H2) BEBHEIZ NI A v my FROEANC

ZBEWTRD bNTBIER D&,

(fifn)

FEFNC BN TRO DNTZREIERIZ R A v u y ZORERBRAGE 2 800 LERE LTz,

T B BRI 56 BUSH RS K OV R

BRA R —

i

BRANIZHEFT5BMEROREBENRREE—% . BENERKRRAER - FRAKERE
TKFRIRFHZ OB ﬁﬁﬁ AR A O R E & &t
EEN e 139 808 932
AR 5% 1,060 3,307 4,367
I 4 O 38 BUE B 238 50 288
BIVE T 45 D 3 B R 359 67 426
Bl 2 DO F& HLEf 2 22.45% 1.51% 6.59%
BIVE A % o fl L BIVEREORERIRBUES] (50 F (%)
JRYIEFS & OV AR HUE 1 (0.09) - 1 (0.02)
k BHERS 1 (0.09) - 1 (0.02)
MiEF LY /SR EEE 18 (1.70) - 18 (0.41)
k [ I ERBEANE 8 (0.75) - 8 (0.18)
i BRI E 7 (0.66) - 7 (0.16)
EVINAN: (s 1 (0.09) - 1 (0.02)
I R R E 2 (0.19) - 2 (0.05)
TR L Ok E 3 (0.28) 1 (0.03) 4 (0.09)
K BEHRRIR 2 (0.19) 1 (0.03) 3 (0.07)
Sk ABRJEER 1 (0.09) - 1 (0.02)
FE e 4 (0.38) 2 (0.06) 6 (0.14)
sk RN 2 (0.19 - 2 (0.05)
ENE 1 (0.09) 1 (0.03) 2 (0.05)
FUTESIET 1 (0.09) - 1 (0.02)
kR - 1 (0.03) 1 (0.02)
i R 104 (9.81) 20 (0.60) 124 (2.84)
FENED F 1 (0.09) 4 (0.12) 5 (0.11)
TRAEME 8 F 1 (0.09) - 1 (0.02)
BIEPR 23 (2.17) 1 (0.03) 24 (0.55)
* SEIRNE 2 (0.19 - 2 (0.05)
fEHIR 89 (8.40) 15 (0.45) 104 (2.38)




. &£% (FAELDIEESF) CEY HIEE

BACETSEMEROEENRBEHE—E - BENRKRSEER - FAREHRAE (02F)

EREzoRR | HAREREO R | & gt
BIlE 5 O FESE BIVER S O TR RBUES (50 £ (%)
R 6 (0.57) - 6 (0.14)
*AFEOS A 1 (0.09) - 1 (0.02)
* R Gz I 1 (0.09) - 1 (0.02)
* IR J0E 1 (0.09 - 1 (0.02)
* RAEE 5 FERE 2 (0.19) - 2 (0.05)
* AR AL 1 (0.09) - 1 (0.02)
HI L OBk ES - 1 (0.03) 1 (0.02)
* Hg - 1 (0.03) 1 (0.02)
N 1 (0.09) 2 (0.06) 3 (0.07)
B 1 (0.09 1 (0.03) 2 (0.05)
k& FEAEMESAR - 1 (0.03) 1 (0.02)
i s 8 (0.75) - 8 (0.18)
IFTH 8 (0.75) - 8 (0.18)
BRI 2R, MOEREs K OMERm b 6 (0.57) 2 (0.06) 8 (0.18)
sk Ik 1 (0.09) - 1 (0.02)
% ) 3 - 1 (0.03) 1 (0.02)
S HA I, 2 (0.19) - 2 (0.05)
* S 1 (0.09 - 1 (0.02)
Sk N MEBEIE R 2 (0.19 - 2 (0.05)
* B - 1 (0.03) 1 (0.02)
% < Lot - 1 (0.03) 1 (0.02)
H S 61 (5.75) 13 (0.39) 74 (1.69)
A EAT 1 (0.09) 1 (0.03) 2 (0.05)
P 4 (0.38) 1 (0.03) 5 (0.11)
REER 5 (0.47) 6 (0.18) 11 (0.25)
5K 2 (0.19 - 2 (0.05)
TR 19 (1.79) 2 (0.06) 21 (0.48)
M N RZIGE 21 (1.98) - 21 (0.48)
TS 1 (0.09) - 1 (0.02)
* B G 1 (0.09) - 1 (0.02)
* HE 1 (0.09) - 1 (0.02)
H 1 (0.09) - 1 (0.02)
L 9 (0.85) 2 (0.06) 11 (0.25)
* OHENTE 1 (0.09) - 1 (0.02)
RN 4 (0.38) 1 (0.03) 5 (0.11)
k PN 2 (0.19 - 2 (0.05)
Mg - 2 (0.19) 1 (0.03) 3 (0.07)
H O SRR 1 (0.09) 1 (0.03) 2 (0.05)
F2 RS OV T Rk b 6 (0.57) 4 (0.12) 10 (0.23)
HLEE 1 (0.09) - 1 (0.02)
* ZITE 1 (0.09) - 1 (0.02)
K EVT 2 (0.19) - 2 (0.05)
% D FERE 1 (0.09) - 1 (0.02)
* JfE R R - 1 (0.03) 1 (0.02)
B 1 (0.09) 3 (0.09 4 (0.09
R I R 1 (0.09) - 1 (0.02)
AR L OV ALk = 3 (0.28) 1 (0.03) 4 (0.09)
* B 1 (0.09) - 1 (0.02)
S R HE 1 (0.09) - 1 (0.02)
ko —J U U REERE - 1 (0.03) 1 (0.02)
B b 1 (0.09) - 1 (0.02)
AFER I L O ERE 1 (0.09) - 1 (0.02)
A RS 1 (0.09) - 1 (0.02)




I. £ (EFRALDEEF) ICETDHIER

BATE T HEMEROEEANRBTEE % - ENERRHR - FAMERE (05F)

ERRIBLORSR | RO R | & it
BIVEA S O RIVEH % O FEE R BIES] (0 % (%)
A LyEER L OB b R TRk 37 (3.49) 8 (0.24) 45 (1.03)
* M ) E 1 (0.09 - 1 (0.02)
Jia AR Rk 3 (0.28 - 3 (0.07
fiiobr 1 (0.09) - 1 (0.02)
i 5 (0.47) 1 (0.03) 6 (0.14)
sk LR 2 (0.19) - 2 (0.05)
sk B 1 (0.09) - 1 (0.02)
* ZEfE 1 (0.09) - 1 (0.02)
1 19 (1.79) 5 (0.15) 24 (0.55)
E Nl EAE 1 (0.09) - 1 (0.02)
sk FEEN 3 (028 - 3 (0.07)
* AR - 1 (0.03) 1 (0.02)
=) - 3 (0.09 3 (0.07
* F K 1 (0.09) - 1 (0.02)
BRI R A 64 (6.04) 4 (0.12) 68 (1.56)
TI=r T NTURT 6 (0.57) 2 (0.06) 8 (0.18)
:1:?“"'81’%73[]
TARGRUBT I ) N 6 (0.57) 1 (0.03) 7 (0.16)
A7 =7 —¥H
MY Le s #Ehn 6 (0.57) - 6 (0.14)
kL= L 2T w— L 1 (0.09) - 1 (0.02)
ki = L 2T m— LN 3 (0.28 - 3 (0.07)
sk 1L HP LR ALK 3R I S k) 1 (0.09) - 1 (0.02)
1. Hp LI A A S T R 0 7 (0.66) 1 (0.03) 8 (0.18)
kA U A 1 (0.09) - 1 (0.02)
kA U o AEEN 5 (0.47) - 5 (0.11)
sk 1L H PR SEHE AN 2 (0.19 - 2 (0.05)
sk 1L H PR EEEE AN - 1 (0.03) 1 (0.02)
KRR S THESY 5 1 (0.09 - 1 (0.02)
y =7 NEINVET AT x 3 (0.28) - 3 (0.07
7 — B
kR R o 5 (0.47) - 5 (0.11)
sk bR L B 9 (0.85) - 9 (0.21)
kNESa e - 1 (0.03) 1 (0.02)
* [ 1L BR %K 1 (0.09) - 1 (0.02)
i R H - 1 (0.03) 1 (0.02)
s f IR 0 4 (0.38 - 4 (0.09)
* PR R E 11 (1.04) - 11 (0.25)
mHATAIYRAT 74 —F - 1 (0.03) 1 (0.02)
4N

MEHLEOERE] O FRITE2VRIWER - YYE

BRI TTCH [P35 54 0 A5 (MedDRA/)

MNRICE T 2EMERDEENRBEE - .

Ver.11.0] IZH3%50H 1L

K54 30y FOEMERRER

i ~s

21 A I~THEATE | ThE~ 12854 i

Z AR R SR B 56 82 74 212
EIVERZBIBIE (%) - 1 (1.2) 1 (1.4) 2 (0.9)

BIlVE % O FESE FEBUEFIE (%)

RS - 1 (1.2) - 1 (0.5)
RX - 1 (1.2) - 1 (0.5)
R R A - - 1 (1.4) 1 (0.5)
A i Bk s - - 1 (1.4) 1 (0.5)




. &£% (FAELDIEESF) CEY HIEE

INRIZHE T HEMHERADORERRREE —K - THOERERRAER - ERARGEHRAE

HKRBINEIZ

156 A Bl

Sl DIk D Rl a @
TR it A% 4% 34 823 854
A %% 158 3,313 3,471
BRI FH 52 0D 9 BUE 1 5 13 23 36
BIVE A S 038 B3 18 24 42
BIlVE 2 DS BURE (51 38 8.23% 0.69% 1.04%
RIl/E A S o fidE BIVER S OFER IS BUES (HF5) R (%)
JRYLIER K OV BUE — 4(0.12) 4(0.12)
* HIHR — 2(0.06) 2(0.06)
* B~~~ — 1(0.03) 1(0.03)
% A )L AMERRS - 1(0.03) 1(0.03)
MR LY R 1(0.63) — 1(0.03)
% 1 L NEiE 1(0.63) — 1(0.03)
R L OREREE — 1(0.03) 1(0.03)
* RAKHR — 1(0.03) 1(0.03)
FE AR — 1(0.03) 1(0.03)
RIRIE - 1(0.03) 1(0.03)
TSR P 5(3.16) 6(0.18) 11(0.32)
fEEHR 5(3.16) 6(0.18) 11(0.32)
MR 2R, MOEhEs X OMERm RS 2(1.27) 3(0.09) 5(0.14)
* i 2. 2(1.27) 1(0.03) 3(0.09)
* S - 1(0.03) 1(0.03)
* FXGEORE — 1(0.03) 1(0.03)
H I — 5(0.15) 5(0.14)
P AN PRI — 1(0.03) 1(0.03)
i - 1(0.03) 1(0.03)
g - 1(0.03) 1(0.03)
GBI — 1(0.03) 1(0.03)
* HEE — 1(0.03) 1(0.03)
FZ &R L O TRk R 1(0.63) 1(0.03) 2(0.06)
* XU — 1(0.03) 1(0.03)
& 9 FENE 1(0.63) — 1(0.03)
B L OYR R — 1(0.03) 1(0.03)
BEIR - 1(0.03) 1(0.03)
AGRE L O EREE — 1(0.03) 1(0.03)
* LAY — 1(0.03) 1(0.03)
EHREER L O L TR 1(0.63) — 1(0.03)
P I 1(0.63) — 1(0.03)
R R AR A 4(2.53) 1(0.03) 5(0.14)
TI=y TN T URT 2T — 3(1.90) - 3(0.09)
B
TARGRANRT I ) v T AT 2T 1(0.63) — 1(0.03)
—BHN
i A FLER R A SR T & B8 D 1(0.63) - 1(0.03)
y=IIWHE IV NT AT =T —EHIN 2(1.27) - 2(0.06)
* SR BEME 1(0.63) - 1(0.03)
P i Bk Kb — 1(0.03) 1(0.03)

s MEH EOER] 226 TFHTE 2VENER - RYYE

RITERE TICH [EIRREE 3800 HRESE A AR (MedDRA/)  Ver.12,1) (ZHSE M LT,



I. £ (EFRALDEEF) ICETDHIER

BRAIZE T 2EREFREERARREE | ENERRKRHER (1)

s ﬂ_jg bill
AT e LB (E 0| ge @0 (R | g |8 IE 0| g | & F 8 | BRI
Bl | B | B | B P | BB | B | BB | KSR
oo [ 2] e [ B o | E | o s
g 226|67(29.6) | 305|78(25.6) | 203|19(9.4) | 734|164(22.3)| 6(0.8)
o % 101]30(29.7) | 152|31(20.4) | 108|11(10.2) | 361| 72(19.9)| 3(0.8)
= 125|37(29.6) | 153|47(30.7) 95| 8(8.4) 373| 92(24.7)| 3(0.8)
i 16~39 124(39(31.5) | 261|71(27.2) | 168|16(9.5) 553| 126(22.8)| 3(0.5)
%gj 40~64 85(22(25.9) 43| 7(16.3) 34| 3(8.8) 162| 32(19.8)| 2(1.2)
" 6501 F 17| 6(35.3) 1| 000.0) 1| 000.0) 19| 631.6)| 1.3
1R 130 36(27.7) 10| 2(20.0) 0 — 140| 38(27.1)| 3(2.1)
. 1~4 61|23(37.7) 52| 16(30.8) 38| 2(5.3) 151| 41(27.2)| 3(2.0)
"’*’Eﬁﬁ?% 5~9 18| 3(16.7) | 54|12(22.2) | 70| 7(10.0) | 142| 22(15.5)| 0(0.0)
108 1 14| 4(28.6) | 145|36(24.8) 88|10(11.4) | 247| 50(20.2)| 0(0.0)
R 3| 1(33.3) 44]12(27.3) 7| 0(0.0) 54| 13(24.1)| 0(0.0)
B OHE X HY 130|44(33.8) | 100|23(23.0) | 28| 2(7.1) | 258| 69(26.7)| 3(1.2)
VIR I 2L 96|23(24.0) | 205|55(26.8) | 175|17(9.7) | 476| 95(20.0)| 3(0.6)

PEREE BV 106 31(29.2) 71|24(33.8) 15| 2(18.3) | 192| 57(29.7)| 4(2.1)
FIREN S 2L 120| 36(30.0) | 234|54(23.1) | 188|17(9.0) 542(107(19.7)| 2(0.4)

11 226(53(23.5) | 305|47(15.4) | 203| 2(1.0) 734|102(13.9)

FH ] 218 87(14(6.2) 301|13(4.3) 200|17(8.4) 588| 44(6.0)

218 B LUK 57(17(5.6) 192| 0(0.0) 249| 17(2.3)
1] H & 10mg 78129(37.2) 99|23(23.2) | — — 177| 52(29.4)| 3(1.7)
(1H2[A | 60mg 75(119(25.3) | 101|27(26.7) | 101|10(9.9) | 277| 56(20.2)| 1(0.4)
£ 5) 120mg 73119(26.0) | 105|28(26.7) | 102| 9(8.8) 280| 56(20.0)| 2(0.7)

BACETL2ERRFHEIERZEREE | BENRKHE (2)

w8 5l
2 - BIER | RIGZSFE |7 FE—EER & it
WRRT g |1 | g @0 | g B | (E e | TR
B | EEGIE | B | B B | SEELGIER | B | R 5
B | E | e | | E | o ‘fﬂfﬁ‘
i 80| 26(32.5) 39| 21(53.8) | 207|27(13.0) | 326]|74(22.7) | 7(2.1)
o 7 38| 11(28.9) | 21| 8(38.1) | 110|12(10.9) | 169| 31(18.3) | 1(0.6)
L8 42| 15(35.7) 18] 13(72.2) 97|15(15.5) | 157| 3(27.4) | 6(3.8)
s 16~39 45| 15(33.3) 14| 5(35.7) | 192|25(13.0) | 251| 5(17.9) | 2(0.8)
() 40~64 19| 7(36.8) 11| 5(45.5) 15| 2(13.3) 45| 14(31.1) | 2(4.4)
65L1 16| 4(25.0) 14| 11(78.6) 0 30| 15(50.0) | 3(10.0)
1A 19| 5(26.3) | 20| 8(40.0) 1 40| 13(32.5)
\ 1~4 23| 9(39.1) 10| 7(70.0) | 21| 5(23.8) | 54| 21(38.9) | 4(7.4)
'%J(ﬁ;‘??ﬁﬁ 5~9 7| 3(42.9) 3| 3(100) 14| 214.3) | 24| 8(33.3)
108 1 31| 9(29.0) 4| 3(75.0) | 169]19(11.2) | 204| 31(15.2) | 3(1.5)
B 0 2 2| 1(50.0) 4| 125.0)
A OHEX HY 61| 21(34.4) 33120(60.6) | 130[21(16.2) | 224| 62(27.7) | 5(2.2)
IEBEAE I 2L 19| 5(26.3) 6| 116.7) 77| 6(7.8) 102 12(11.8) | 2(2.0)
13 H 79|21(26.6) 39|19(48.7) | 207|27(13.0) | 325|67(20.6) | 7(2.2)
23 H 75| 3(3.8) 36| 2(5.1) 3 114| 5(1.5)
RBRRH 3 B LA 1| 1(1.3) 0 0 1| 1(0.3)
N 1] 1(1.3) 0 0 1| 1(0.3)




T2t (FRELEDOEESF) ICEI HIEHE

IMNRIZE T2 EREFREWEREREE : K54 0y JOEMRERRKRHER

F i & i
EI1EH EIYERI
27k ATt 2~ TIFAT | Thk~ 1 2% AT | BBk | S B % X 2d ik
(%) il %%

i 56 82 74 212 2(0.9) 0
7 30 54 48 132 0

PERI
e LS 26 28 26 80 0
N 10.5kgll T 42 1 0 43 0
(kg) 10.5kgiB 14 81 74 169 0
, HY 35 71 51 157 0

JER

BELE L 21 11 23 55 0
HY 32 49 57 138 0

NS
AyHE L 24 33 17 74 0
N HY 56 81 70 207 0
LR 2L 0 1 4 5 0
1~14H — 1 0 1 1 (0.5) 0
15~28H — 0 0 0 0 0

% I B

IR 29~56 H — 0 1 1 1 (0.5) 0
57~84H — 0 0 0 0 0
- 15mg 56 1 0 57 0
IR&SR 30mg 0 81 74| 155 0

W) NRIZBT D R I7A4vay 7ORBINTHE - HEIX, 61 AL E25RO/NRIZ X 1[E
15mg, 2ikLh E12mARm O/NNRIZIZ1FEI30me, 122 Eo/NRIZIZ1F60mg# 1H2[EITH 5,

MRIZE TS ERRFRIEERRETREE : 5ZH|0ENERFRER

P ) il
TUNAX—MER | T NE—ERER = i
HER T Bl E A Bl E H Bl E H BIEH I
FEGIE | FELBIEL |FEGIE | REEEIE [REGIE | REBLBIEL X aHik
(%) (%) (%) GRS
it 75 4(5.3) 83 9(10.8) 158| 13(8.2) 0
P % 45| 3(6.7) 40| 4(10.0) 85| 17(8.2) 0
= 30 1(3.3) 43 5(11.6) 73 6(8.2) 0
e 1%L 55 3(5.5) 55 4(7.3) 110 7(6.4) 0
I I P 20| 1(5.0) 28|  5(17.9) 48|  6(12.5) 0
K 30 31 1(3.2) 30 1(3.3) 61 2(3.3) 0
(ke) 30~ 451 32 3(9.4) 33 4(12.1) 65 7(10.8) 0
450 F 12 0 20 4(20.0) 32 4(12.5) 0
T HY 28 2(7.1) 30 5(16.7) 58 7(12.1) 0
72 L 47 2(4.3) 53 4(7.5) 100 6(6.0) 0
HY 22 2(9.1) 55 8(14.5) 771 10(13.0) 0
Gl 2L 53|  2(3.8) 28| 1(3.6) s1| 367 0
134 75 3(4.0) 83 4(4.8) 158 7(4.4) 0
238 75 0 82 1(1.2) 157 1(0.6) 0
RBRH 33 73 0 80 1(1.3) 153 1(0.7) 0
4 LI 72 1(1.4) 79 3(3.8) 151 4(2.6) 0
LH B 60mg 55 3(5.5) 55 4(7.3) 110 7(6.4) 0
120mg 20 1(5.0) 28 5(17.9) 48 6(12.5) 0




VII.

Zx2H (FREDIESF) CEJSHIEE

ERBGEREICE T2 ERRAFABMERERBAE

K| EHT BIE
— b5 \,“3 B
HH | P %k FHE | BB
Gt 3307 50 67 1.51%
s 1200 11 12 0.92%
M) - ;
-8 2107 39 55 1.85%
0-15 1% 132 0 0 0.00%
A i 16-64 =% 2704 42 56 1.55%
65 Ll 471 8 11 1.70%
PN 2 0 0 0.00%
. ahk 3299 50 67 1.52%
ABE « 415k - -
NS 2 0 0 0.00%
RH - FREAEE 4 0 0 0.00%
Bl 2648 37 45 1.40%
BE1T ) H 578 13 22 2.25%
B - AEARGE 81 0 0 0.00%
Bl 2764 36 45 1.30%
A OHE H 533 14 22 2.63%
RH - FREAEE 10 0 0 0.00%
piia 3243 48 65 1.48%
ftneE % H 54 2 2 3.70%
RH - FREAEE 10 0 0 0.00%
Bl 3284 50 67 1.52%
SRR H 13 0 0 0.00%
B - AEARGE 10 0 0 0.00%
T LR —PEE S 1789 24 32 1.34%
E AR 1516 26 35 1.72%
fif AR 2
Z At 2 0 0 0.00%
BEGR 0 0 0 -
AN 538 9 12 1.67%
T LLE — PR A 1242 15 20 1.21%
DFESH B 9 0 0| 0.00%
ARk 1518 26 35 1.71%
< Lxd - Sl 1198 15 19 1.25%
EupAY 294 4 7 1.36%
T LUAX— PR Fo il 267 4 5 1.50%
DR 2 B 7 0.00%
RH - FREAEE 23 1 1 4.35%
ARl 1518 26 35 1.71%
SWEERRS 778 10 11 1.29%
. ; L AR 738 16 24 2.17%
SRS DR L °
EHGLH 0 0 0 -
PRk 1791 24 32 1.34%
B EE 202 1 2 0.50%
B 617 10 0.97%
B
K (FL HH S E 736 13 15 1.77%
AT | p—pksm FEE 207 4 5 1.93%
Ly g?) é‘?{% HEFEWR 25 0 0] 0.00%
) S I B —
;f IR G 1 0 0| 0.00%
- R - A AR 1 0 0| 0.00%
PRk 1518 26 35 1.71%




. &£% (FAELDIEESF) CEY HIEE

FRARERAEICEITSER

RFREERARBREE (00F)

FK| P SES BIVEH
T =g pi | mEk | R | D
4 135 1 1 0.74%
3 783 15 18 1.92%
(ZERFZ) 2 532 7 7 1.32%
DD I D 1 47 3 9 6.38%
% (i 4 0 8 0 0| 0.00%
5 R - AEAGE 11 0 0] 0.00%
% Bkl 1791 24 32 1.34%
i 3 205 2 2 0.98%
4 2 792 15 20 1.89%
€33 1 473 9 13 1.90%
FIBDOFEE 0 38 0 0 0.00%
TH - AR 8 0 0 0.00%
Bkl 1791 24 32 1.34%
1% ALLF 1357 21 26 1.55%
1% AB—6 5 ALLF 375 10 15 2.67%
eI I 6 7 AB—14LLF 151 3 3 1.99%
144 577 11 16 1.91%
N EoEN 847 5 7 0.59%
e s £ 2696 38 49 1.41%
(ézfzgigg) il 597 11 17 1.84%
B - FHAAEE 14 1 1 7.14%
Bl 1326 19 24 1.43%
PFHIEE H 1971 31 43 1.57%
TH - AR 10 0 0 0.00%
i 3251 50 67 1.54%
OF A H 53 0 0 0.00%
N EoEN 3 0 0 0.00%




[ \ e -
I. 2% (EFRALDIESE) ICEHIT HIEH
INRERARBEIRAEICE T 5ERFIEIERAFRIREE
CN] AT ) 52 EIER N
HH BT it | mEIE | R | o
&t 3,313 23 24 0.69%
o 7 1,855 10 10 0.54%
# 1,458 13 14 0.89%
0~6 % 153 1 1 0.65%
A ffn 7~11 % 2,548 14 15 0.55%
12~15 % 612 8 8 1.31%
100 cm A 0 0 0 —
100cm~130cm 275 2 2 0.73%
i 130cm~160cm 622 8 8 1.29%
160cm Ll | 71 2 2 2.82%
ARHNE 2,345 11 12 0.47%
30kg A 1,164 8 9 0.69%
30kg LI 40kg i 846 8 8 0.95%
40kg UL |- 50kg A5 287 0 0 0.00%
GNEE 50kg UL 60kg A 109 1 1 0.92%
60kg LI T0kg i 23 1 1 4.35%
70kg Ll E 10 0 0 0.00%
RHE 874 5 5 0.57%
APt 9 0 0 0.00%
- + a4k 3,302 23 24 0.70%
ABE - SER BEGO 1 0 0 0.00%
Rty 1 0 0 0.00%
I 2,804 19 20 0.68%
BEAE R H 449 4 4 0.89%
A~ 60 0 0 0.00%
I 2,102 12 12 0.57%
A PHE % 1,151 11 12 0.96%
A~ 60 0 0 0.00%
b 3,252 23 24 0.71%
e E H 1 0 0 0.00%
A~ 60 0 0 0.00%
b 3,253 23 24 0.71%
[t rERE & el 0 0 0 —
A~ 60 0 0 0.00%
7 LV X —PhR g 1,996 15 16 0.75%
i L E A 246 1 1 0.41%
FRGRBICES £ O FE 1,071 7 7 0.65%
I 166 0 0 0.00%
. A 1,349 13 14 0.96%
7&%2 (23 479 2 2 0.42%
ERER 2 0 0 0.00%
Eia E G s 1,317 8 8 0.61%
% T 3 0 0  0.00%
b SRR A 160 0 0 0.00%
i T L 8 1 1 1.20%
FE Rt E - I3ir s 3,067 22 23 0.72%
T 89 0 0 0.00%
B G A 781 5 5 0.64%
PES Z PR [23iy 201 2 2 1.00%
REH E IR 2,242 16 17 0.71%
1 ALLE 1,400 9 9 0.64%
1 H#B—65HLT 199 2 2 1.01%
, 6 HB—14LL T 147 0 0 0.00%
e 14 852 8 9 0.94%
A~H] 711 4 4 0.56%
Ratdk 4 0 0 0.00%
b 2,870 17 17 0.59%
AE R A H 442 6 7 1.36%
jﬁ%t 1 0 0 0.00%
[ 655 3 3 0.46%
Prm H 2,658 20 21 0.75%
I 3,248 23 24 0.71%
OF %A " 64 0 0 0.00%
Ratdk 1 0 0 0.00%




VII.

T2t (FRELEDOEESF) ICEI HIEHE

BEERARERE (REREICHES ZSECHYLIRAE) ITET5ERRAFIEERERERE

77 NS =
BN FRIT 152 LUl ST e
HH = %k FEEGIE | BB
At 569 11 13 1.93%
== 0,
- 5 228 6 6 2.63%
LS 341 5 7 1.47%
0-15 1% 10 0 0 0.00%
A ffn 16-64 7% 363 3 3 0.83%
65 kLl 196 8 10 4.08%
NI 5 1 3 20.00%
ABz - 45k - :
sk 564 10 10 1.77%
il 403 4 4 0.99%
BEAE I H 121 7 9 5.79%
RE - FAEAEE 45 0 0 0.00%
Fils 301 3 3 1.00%
A OHE " 144 6 8 4.17%
RH - AR 124 2 2 1.61%
il 432 7 9 1.62%
AP RERE H 11 1 1 9.09%
RE - FAEAEE 126 3 3 2.38%
Fils 425 6 6 1.41%
R RERE H 7 1 1 14.29%
RH - AR 137 4 6 2.92%
5 - &%k 380 7 7 1.84%
&% o FEIE 70 2 4 2.86%
2 g 5 R D T 7 b PR 118 2 2 1.69%
F DA 1 0 0 0.00%
EHGLH 0 0 0 -
4 75 2 4 2.67%
i 3 359 7 7 1.95%
HIJ 0,
b I D FLE 2 131 2 2 1.53%
1 4 0 0 0.00%
0 0 0 0 -
17 AT 348 8 10 2.30%
1% AB—6 % AUT 60 0 0 0.00%
eI I 6 » HHB—14ELUT 20 0 0 0.00%
1458 72 2 2 2.78%
RBH - FHEARGE 69 1 1.45%
) i 450 9 11 2.00%
SEK \/ \Y N
A ﬁ 118 2 2 1.69%
RH - AR 1 0 0 0.00%
N il 47 0 0 0.00%
iSES -
H 522 11 13 2.11%
. s 564 11 13 1.95%
BRI -
H 5 0 0 0.00%




. &=t (ERLEDZE

=z
(=]
o

F) ICEAI SEE

<zE> ()
BACE TS ERRAFHRIERAREREE  BOERKEER (1B2EHRE558ED

R Jis) Ll

B VLSS T U —MERR & &
R T g | e | TEFERD | men | TERE D | men | TR

" " M
g | RO e | | R g | B | B g

(%) (%) (%)

g 714| 174(24.4)| 26(3.6) | 3131| 389(12.4)| 54(1.7) | 3845| 563(14.6)| 80(2.1)
- 7 200| 50(25.0)[  4(2.0) | 1339 142(10.6)| 21(1.6) | 1539 192(12.5)| 25(1.6)
iz 514 | 124(24.1)| 22(4.3) | 1792] 247(13.8)| 33(1.8) | 2306 371(16.1)| 55(2.4)
1647 15 4(26.7)| 000.0) | 237 17(7.2) 2(0.8) | 252 21(8.3) 2(0.8)
Al 16~39 | 363| 78(21.5)] 11(3.0) | 2052 260(12.7)| 38(1.9) | 2415 338(14.0)| 49(2.0)
(5%) 40~64 | 328| 89(27.1)| 15(4.6) | 830 112(13.5)] 14(1.7) | 1158 201(17.4)| 29(2.5)
65LL 8 3(37.5) 0(0.0) 12/  0(0.0) 0(0.0) 20  3(15.0) 0(0.0)
HA 629 | 154(24.5)| 22(3.5) | 2791| 346(12.4)| 47(1.7) | 3420 500(14.6)| 69(2.0)
R BA 41| 10(24.4) 2(4.9) | 214 29(13.6) 6(2.8) | 255 39(15.3) 8(3.1)
TYTAN| 31| 10(32.3) 2(6.5) | 110 12(10.9) 1(0.9) | 141 22(15.6) 3(2.1)
Z DAt 13 0 (0.0) 0(0.0) 16] 2(12.5) 0(0.0) 29| 2(6.9) 0(0.0)
IEST 212| 57(26.9)| 10(4.7) 0 212 57(26.9)| 10(4.7)
. 1~4 274| 60(21.9)| 6(2.2) | 316/ 38(12.0)| 5(1.6) | 590 98(16.6)| 11(1.9)
"E’Z’%?FE’EJ 5~9 | 100| 26(26.0) 1(1.0) | 565 59(10.4)| 8(1.4) | 665 85(12.8) 9(1.4)
1084 | 122] 29(23.8)| 8(6.6) | 2245 291(13.0)] 40(1.8) | 2367 320(13.5)| 48(2.0)
~H 6 2(33.3) 1(16.7) 5/ 1(20.0) 1(20.0)] 11] 3(27.3)] 2(18.2)
A OHE X HY 713 | 174(24.4)| 26(3.6) | 2739 357(13.0)| 48(1.8) | 3452 531(15.4)| 74(2.1)
SRR 2L 1 0 (0.0) 0(0.0) | 392 32(8.2) 6(1.5) | 393 32(8.1) 6(1.5)
AR HY 546 | 151(27.7)| 23(4.2) | 1373 219(16.0)| 32(2.3) | 1919 370(19.3)| 55(2.9)
SOIPFHEE | 72 L 168| 23(13.7) 3(1.8) | 1758 170(9.7) 22(1.3) | 1926] 193(10.0)| 25(1.3)

138 714 | 105(14.7) 3121| 254(8.1) 3835| 359(9.3)

23 660| 31(4.3) 3025 91(2.9) 3685 122(3.2)

3~4iE | 627| 33(4.6) 1146 41(1.3) 1773 74(1.9)

RBUH 5~8i | 496 4(0.6) 165 661  4(0.1)

SiE~ 1 1(0.1) 1 1(0.0)

R 10, 3(0.1) 10, 3(0.1)
20mg 187| 50(26.7)| 8(4.3) | 393 48(12.2)| 10(2.5) | 580 98(16.9)| 18(3.1)
40mg 542/ 71(13.1)| 9(1.7) | 542 71(13.1)] 9(1.7)
108] & 60mg 186| 40(21.5)] 9(4.8) | 1367 174(12.7)| 22(1.6) | 1553 214(13.8)| 31(2.0)
(1H2[E] | 80mg 393 46(11.7)| 9(2.3) | 393 46(11.7) 9(2.3)
&®5) 120mg | 172| 42(24.4) 7(4.1) | 291 383(11.3) 1(0.3) | 463 75(16.2)| 8(1.7)

180mg

240mg | 169| 42(24.9)| 2(1.2) | 145 17(11.7)| 3(2.1) | 314] 59(18.8)] 5(1.6)




. &£% (FAELDIEESF) CEY HIEE

MRICE T 2ERRFRBIMERREREE | BHRKGER

wooB R
7 LVX — P e deE AN A &
5 AT g | EIEA ﬂf? we | EIEA ﬂf? we | BIEA ﬂf?
o z N z e z
2 %%fﬁ it | B %%fﬁ B | o %%fﬁ o
(%) (%) (%)
i 1,498| 87(5.8) 3(0.2) 15 4(26.7) 0 1,513| 91(6.0) 3(0.2)
- % 892| 41(4.6) 1(0.1) 6| 3(50.0| 0 898| 44(4.9) 1(0.1)
LS 606| 46(7.6) 2(0.3) 9 1(11.1) 0 615| 47(7.6) 2(0.3)
i 11 LA F |1,107| 58(5.2) 0 0 0 0 1,107| 58(5.2) 0
(%) 12~155% | 391| 29(7.4) 3(0.8) 15 4(26.7) 0 406| 33(8.1) 3(0.7)
EPN 1,290 173(5.7) 2(0.2) 15 4(26.7) 0 1,305| 77(5.9) 2(0.2)
I B2A 111 8(7.2) 0 0 0 0 111 8(7.2) 0
VDN 25 2(8.0) 1(4.0) 0 0 0 25 2(8.0) 1(4.0)
Z DAt 72 4(5.6) 0 0 0 0 72 4(5.6) 0
30T 421 22(5.2) 0 0 0 0 421| 22(5.2) 0
~E 30~455% | 592| 34(5.7) 1(0.2) 7 3(42.9) 0 599| 37(6.2) 1(0.2)
(kg) 450 F 480| 31(6.5) 2(0.4) 8 1(12.5) 0 488| 32(6.6) 2(0.4)
R 5 0 0 0 0 0 5 0 0
138 1,496 54(3.6) 3(0.2) 15 2(13.3) 0 1,511 56(3.7) 3(0.2)
23 1,477| 22(1.5) 0 14 0 0 1,491| 22(1.5) 0
FE B H] 31 1,146| 11(1.0) 0 14 2(14.3) 0 1,160| 13(1.1) 0
4B L% 23 0 0 12 0 0 35 0 0
R 2 0 0 0 0 0 2 0 0
30LLTF 224 18(8.0) 0 0 0 0 224| 18(8.0) 0
1H#HE| 60LLF 713| 32(4.5) 1(0.1) 5 1(20.0) 0 718| 33(4.6) 1(0.1)
(mg) 12080 F 454 | 32(7.0) 2(0.4) 3 2(66.7) 0 457| 34(7.4) 2(0.4)
120/ 107 5(4.7) 0 7 1(14.3) 0 114 6(5.3) 0

9. BERBRERERICRZIIEE
12 BRI ERRICRIFTEE

T UL VNIRRT A0, T LAY U RNKISRE & EMiT 5 3~5A i HA
BloO¥ &2 HiE+5 2 L,
(fiE=30)

T xXx Y7 2V UEBERATIEER e 2 X I HMiZARETUERA A O e A X I 1
AN ZEDTINNAT 4 == 2 —OEHEIMHIERIC LD . 7 LS o BN RS 23 ]
ENdD, MAERBEPRS CRREL R DABERS D, 72F Y 7 =2V UIERER S % —
ReH L, M2 Ehiid 2 2 &,




I. £ (EFRALDEEF) ICETDHIER

10. BEERE

13. BERE

13.1 fE4R

SAETOWERGAER & LT, mHAEEZRA L2280 ERH D . 1800mg% IR A L 7= 5EH]
TIFIERITZ2 <. 3600mg% ik L7ZIERITiE, O FEWV, IRKE O OEN A BT,

13.2 W&
AFNFIMALFEHTIE & > TERETE 220,
(o)

7l#y7I%Vyﬁ@ﬁ®ﬁiﬁﬁmﬁﬁé%£%ﬁﬁﬁﬁ%i&w L7z CEEith
NWHAE, ANLIRA%ZOREAE LS, BRNICED DR > TV DHLEAICIE, Wal L kFEic LY
WNEM ERET D,

1. BRLEDIFE

7 V7 Z75E30mg, 7 L2 7 EE60mg :

14.1 EFIRMAEHOEE
PTP w4 @;%2%' liZ PTP > — F22bHWOH L TCIRHT 2 L2553 52 &, PTP — D
RRERIZ o BEDEL AN BIEREA~FIA L, BIZIEEAL LT B LTI RE D EE
éﬁ?ﬁ%ﬁ@%ﬁ“é;kﬁ)&)éo

TVITRIAT Y TE% :

14.1 FHIRREFOIE
AFNIHEF L ORATH 5 DT, R OLRAFITET . KIREBRITEHESIHEMR T2
Z &,

(F)
TVITRTA vy TE% IR L TR 2/AITH Y | WEMH OB HEE LT,

12. ZDMDFE
(1) ERERERICE D 1B
BRE SN TR

(2) FEEGERERERICE D < 1HHR
BRE SN TR




X. JFERPREAERICEAT 2B

1.

(2)

IR
(1) EPEIBHER VI ZEHEIEICEIT HIER, SR
Bl m Y EE TR A B
Y ER L
TEMEEBHER
—REEERA—ERX
N s BWFE e
SBAIH FEBRIT I b BB B SRk
BRI H EBITIE v (g || RSR A
. 50mg/kg
ﬁ& - 100 ” 200mg/kg LT @ 52887 L
ﬁ P BEEER | 200 7 | 400mefke DL I : E ST K
* 400 » [ONDZIE e T
@ e 800 7
éﬁﬁggg E2/ &N 3R 30mg/kg LLF : éégt
{EI 10mg/kg | 100mg/kg : %53 H A EE M
X Fvk e 30 il
Z H(4) BRI 100 0 300mg/kg : HADAEAL, (KR
1E 300 7 TRER ONERISUSSEE, #5 3
H BERLINIC 1 17 O 2 flsET
- et e 3mg/kg | 10mglkg LI F : #87 L
amm |/ PRI SO e | 10 0 [ someke 5 20~30 4 %
30 7 JES R
N o e 3mg/kg
i Ny boore s — YUA v B s
WREMER ) s o) | N o L
EE O F L
F RIS =, A .
SR F KU F=— %R fElEry | 200me/ke | B2 L
3SANHT N T 1 (5)
h o L B R
X ) . <A . 400mg/kg | o,y 5
i P Rl mERy | o0, | B
fi | U3E) HEiE S A U 7k ;E?; BF | 200mg/kg | g7 L
o
3mg/kg
Wl paEn | TURA g | 10 0 | mEaL
@ HE(10) 50
ME
% ~ 25mg/kg : R L
. e | my | 2O | somaneg - i Frks
B Rt 3 I (5 b 1 f51)
xt e
. é;?;/“% ;i; Wb | 200me/ke | B L
5JﬁF—NiV/%%%%TT¢z R . .
Y Y e (21
PR ;Z;E B3 UERR  (4) MEFEN 25mglkg | 2R L
A VAFARNITHI| ~TR s
- e R,
Pt 5-HT 1EH T RHR Y (78 i (5) FEFEN | 200mg/kg | 272 L
. 0.3mg’kg
BRI | MR OYRE Z;;f WA | 10 | mEmaL
A 3
e | 0.8%
£ I St m@j AR 160 | EEAsL
_ 3.2
Ju
RERL ey b 0.4% | 0.4% : B2 L
B2 GBS (1) KN 0.8 0.8% LA F + Bz Ji IS 5 S 4mm i)
1.6 7 24 W% B2 ) O REAL




X. JEERIK

AERICEHI HIEHR

—BREBERA-BER (0D0F)

S [EA T 2E N %h%ii L Y L B ZhES
RERTH A EBR L e (B0 BHRK| &5E AR B
S 10pmol/L| 30pumol/L LA F : 2887 L
H &hiE )  (5) invitro| 30 71 100umol/L : H BhiE B UL #E 71 D
100 7 R
i HA T 15 TEeFNLIY 01 "
ALY T AR EAE Y R ++ Hmo
. . in vitro | 0.3167 L
%iﬁﬂ:/\y 7 LY 1 (5) 1 )
1pmol/L N .
. FLE Y b 10pumol/L LA F @ #8875 L
2 in vii 1
EREN 1 (4) 1 vitro 102 :: 100pmol/L : [ 454 /b
3umol/L
a bk RN ELEY N | ” 10 » 10pumol/L BAF : 52287 L
REL T (30mmol/L) I @ | O 30 0 | 30umolL BAE ¢ R
f 100 7
il 3umol/L
# . | 'YL 10 »
fj_: T VN 3 — VG /Y/E (4)/ In vitro 30 : L
% 100 7
o> 10pmol/L
. iR [ 7N AV L 30 n 30umol/L BAF : 57 L
S |5 HH O A in vitro
] (30mmol/L) s 1t (5) 100 » 100umoVl/L LA b« B shifz
i 300
5 KRB Z v b IR Smalk T HEGERY (IUHE 7 K OMHE
i< GRS it (5) ) MEEE | ) omIERK
wf | AR Sk R o 3 EhES)
+ RSN i (3) RN | 3mg/kg (UL F7 B OMGREBRLEE) 8RS K
5 IR e - B L
3mg/kg
=
1F sz SRS ;;8) MR | 10 0 | R L
H . 30 »
TJx=L 7Y
. F 73
. TEFL .
:y g 4; BRELTF B ARE | A % g;gmf’kg
Sa \1// I L A e 19EEY 4 1t (2) FRIRPY 1‘182 ) R L
7 o i (2) S
RO AT (LBHHEN)
R P19 00 5 5
St
0.03mg/kg
TJxz=1L7) A4 X
T e o3
S X B ;ﬁf;; L Y 0w
JEZE(E e (Gt 16) s




X. JEERARFAERICEEY SR E

—REBERA-—BR (0DF)

HEREE S RS @@](ﬁz@) BRI | HEE PR AR
WRRE | I E A X 0.3mg/kg
dp/dt max, |BREET 1 (2) BRSO 1 R L
g DHERL UK i (2) 3 0
e | BRED R L &
| IUE R O i ) g:gSTg/kg
M BRI 1 (3) FRARPY 1 R
P i (2) s
ZT? TG RV T 3 30ug SR . Ey,
St [ Ol RV A N i1 b invitro | 100 » 100;1,? %ﬂ: E;% s-
¥ N — #E (5) 300 30ug : LI &N
% 0.1mg/kg
" T e 02 1 | THBIREC R L
ME, ODER | BIRE, O 1 (5) RN | 0.7 0 DRI L
PR/QT Rl 2.0 n PR RIWER O QT R B8 72 L
7.0 n
N ‘ Sy 3mg/kg | 3mg/kg : L
- SR TanA I P B U (D) fEREN | 10 10mg/kg Lh b AREFHICH
1t 30 7 VK53 W DI
a W (e |,
Blonppog | PWEEARY | T2 e | kg | B L
%i %) % T (5)
% |EALE I | N RS 3mg/kg | o
i DB DD s I T T
e s | T | ey | OO |
fic] I = - 3mg/kg . ,
YIRBEROUR | JRARE, JR A Na, E W | 10 0 10mg/kg LA : #87e L
Lol (KRO OB | B g0 v | BOmefke : NatZ Ot CLHRLRN
. ORI R AR
PRIy A~ PRI #(5) invitro | 0.1~0.2% | (ECs0:0.15%., #im/EHE LT
z Y H=r0 1/31)
Zﬁ AR =R _—
DI e M. &ML b 7 vk ZEfEN .
% 1 R IREE oy RTT AT 1 (5) ex vivo 10 :: pesL
Vg Bl %
H P 1umol/L
M/ BEE | ADP SEE (0 invitro| 10 » B L
100




X. SERRPREABRICEBIT ©IRE

(4) Z Db FEIEAER

2%V 7O 00 BRERDAREMEICEY SR —ER
ABREH FBRITIE @%’Jj{?ﬂ*i) BERE| KE5E NP e
1ol k15 oo FiE A & kT
% (ICs0 : 214pumol/L) A3, W[
100 7# —
300 E?VGT/V7I7L‘/:/@ 0.0017
1000 7 & &R TIHN
TATI = | T AT IV =)L
3umol/L 1Cs0 : 1.0~2.0pumol/L
niRyy SR S
SumolVL | ICs : 1.0uM
N AFY
v g RH 0.1umol/L
B 3% G A BR 0.3 1 |=RRF
1 HEK-293 .. 1Cs0 : 0.336pmol/LL
A mvitro |
W)y hFAHK nIRyT g
ffg (Kv1.5) & 3¢ R =R RVNRT XA L)
£ 0.1umol/L| ICso : 5.62umol/L
0.3 7
& 10 7 |z=EF2Fr
1Cs0 : 5.75umol/L
A It Fafy
3umol/L
i | seiton o o :
A B 13%um01/L (JrI)(;7 ES j V7 ;;: ¥R
K B — ey I 50 : 121umo
Af rr‘?iéwwﬂ@ 1 TIT ST 100 » (D)7 =%V 72T VU EME
i,;;gz:w 3 300 ICs0 : 102umol/L
v 1000 7 BRI R L
HERG HERG it & O Kv4.3 it % i
% Sumol/L| EE &k 77 #9 1 #1 ] (ICso :
10 » 30umol/L &% U} 112umol/L)
300
ffe 1000 »
it Kv4.3 R OBSIIT VT 2 F VI
0.3umol/L| %fL T HERG T 0.0012 %,
R 3(3) :: i{\v4.3 T 0.0268 fif & D TH
AURARND ) U AT B
¥ % v (HERG| in vitro AT
. 0.1umol/L| HERG 7EHTRHE/EH
K O Kv4.3) )
0.3 TINRAF
Z FEHL
ICs0 : 0.083umol/LL
nipy
lumolV/L| wrZ&#Tv
30 ICs0 : 2.8pmol/L
TxF%vo=| TxX¥YV Tt UUERE
VR ICs0 : 22.8umol/L
30pumol/L
100 7




X. JEERARFAERICEEY SR E

JxxV 7z o000 BREROAEEMRICET -8k (DDOF)

EOIE/FE

PBRIR EXL SR ¢ h- B
BRTE KBk Ve (10 B bR BRI
P 2= HE ) b b (Tke)
10umol/LL : 7 =¥ Y 7 =)
A& HE i) - UHEFRE XD TN BLE
3,
yhfrtv, Na+f Ef‘l;g;& 0.0lumol/Ij  10pmolL : 7h7=Fv" ViL 584l
vhv, CazFad | o ot | oo | 0.1 7 E QU
o st |7 7777 VLI e G Nt | et (L)
YILF AT KF P 10 HE KiFrh () 7 =%V 7 =)
T 5 EEEM " DV NSRS 2 s BN VY
¥ /I% 10pmol/L "CREE (AR vl
i)
TIVAY AN W
%5 % HERG IR (2 45 ® HERG & O Wild-type
= % R -
FRAMZKST 2 |8 V=" 707" ik % gii(g Zi in vitro | 100pumol/L| HERG DWW F D Fimzxt LC
1R HERG %;”;W BANHIEERD BAaso T
Eit)
3me/k 3mg/kg : AL
i e Lo ¥ | 10mg/kg 1 5 A HIC PR MRAER
€z 4 X @ 30 # 30mg/kg : 3 H B L% QTc fHlm
TVE s = i
" -~ 5 | 6 ,
TREIED-3 5 H ) 7M1y 3mglkg 1 5 H HIZ QTe
P PRI R
80mg/k
. 1 AR RS | 1 grn | oes 0 |wmnL
A e - 0 (£54) 03 1 e
1z 4% 90mg/kg
1 » ARG &S sl 300 7 R
T - 0 (45-3)
- 900 7
4% 100mg/kg
f § 7T
. 6 » H IR G el (g3 | N %8; ML
" R P 3mg/kg | EL L
QTc MikF. LM H(9) FrlRP 10 » V7=V 1mglkg Tl QTe Mk
o B, mE (RFREN)| IR
DE 0.1mg/kg
JRI T & 4 o 0.2 SERJEIRIE L R L
H BRE. DA%  (5) RN | 0.7 0 DRI L
PR/QT il 2.0 PR ML O QT RIfRIc 87 L
7.0 »
QTec [MfRICELR L
T XV T oYU
JIVT AT I =)L
TV NAF
100mg/kg vFV OV
QTc MR A L&
TNT =T
QTc IR 28120 E/EY b | FRIRN TAT IV —)b
TIRATF
QTc HIREIZR 27 L
Tx2® VT 2 F VR
QTc Mm% LR
I
0742 GEREAE)

DC-u o X%

L TAANRF IR T H




X. SERRPREABRICEBIT ©IRE

2.

EHRHBR

TX VT2 F O UEBEIL. TAT 2T DR R OEREE & LTRSS
TIATH D, BERANCT VT 2 F VU2 RN0E&S LESE, HIEE» RIS =%, T
g CHEMAHBER OMERIC L D REODESHICRHEND, 7y PEOA XIZBWTHT L
T2 VUERARET L LELHICRE S L, EPICE T =% Y T =S U U EREY &
LTHEL, Tbb, A7V LeHEERBROMSRICET 7=y 727V
DHEENEEN, 7=2F Y 7 o2 F VU OBERBRO—HE T VT =Y BB Ol

O ZENBEERICREL B A b,

(1) BEE&ZEEEHER

BRI AR T 2R NG TIECITERO HiLT, BIOBSEEIZ~ Y A, 7 v F T5146mg/kg
PLE, A4 XT450mg/kg PLETH -T2, T v b OFRIRN B G55k TORERS O ESE B 13 25mg/kg

LAk, 50mgkg UL FTh o7,

BEEE5 SRR
e b8
R | R (mg/kg/H) B R (mg/kg/H)
SUTALE
~ A B 4465, 5146 HyeE 5146 ULk
- A O 4310, 5146 HWE |5146 LL I
- . s

I%éééf// 1 X %0 [270. 450 e 450 DL
S _ . 10, 25, 50, 200, =125 Bk,
7> b IR 00 800, 2000 BOLR | o




X. JFERPREAERICEAT 2B

2) REHRESHEHER

T2V T 2V URRBRER G EMERBRICB W TiE v R ORER TEE O K EHEINEH], 85
FEDOEEERD ., A XOREBR T, Et., HAZAERRDOONTZOARTH T,
REERSSHHR
B BRIE H T
~U A |15 AMRERE ~ 7 ATH 10,000mg/kg/H. 7 v b TH 4,000mg/kg HE T
J v k| TK #8 B U, —RIRREICZMLIIRD b s o T,
7 e 900mg/kg/ H £ TH G- Lz, R, WElE, Z iz
= x| APREERES e e o e, BRI 900me/kgl A & I
§ MR S
7 10,000mg/kg/ A A% £ TR 5 U7=A, B O (R s e
F o e B DI EE O AT B AR U DS, IR EE,
ol <o i’tfﬁijﬁﬁgﬁwg B g s, IR, IR, FILMLER AR 0 4
e S HEICIEREIIRD bRAR o720, WM RIS T
ﬁ;% 8,722mg/kg/ H . MET 10,324mg/kg/ H & H|Wr < 7=,
¥ e 900mg/kg/ H &£ T H L7223, WEM, WilE, #BWE % &1
I el ATV T E DRI OSSN e
RS 900mg/kg/ H & HIWr <4172,
S, |3 P AMKEROES | 300mg/kel H TR D KO TGI8 S, K
LT e AR 100me/kg/ H & I S,
7 300mglkg/ A CIEMT R, (REHEINGE . AP & GOT & -
7| 5y, |6 p IR AR |5 RO NER DRERIBIE RS B, BRI
= U I AR Bz, WA 30mglke/ H & Il S
/. nic,
v
o ey 100mg/kg/ A THRER, EBIRFNRO b, Fo—HOEY
£ % g%;gfﬁ@ﬁu&ﬁ‘fﬁﬁiﬁy\Wﬁﬁ&ﬁ%w%ntoﬁ%ﬁ%m3mmmg
e ERE: U
() AFEHLEEMRAER
~ 7 ADZIEEERER & AR K OHAZ AR (H—RKER) BV THEELEED LN

T OMmEMEE, FoBl@3hmo — s L ZEEE. FollBlgh O RHAKEE. Fuif - i34 &
HAERDOEA~DEE I L CIRAET2.5% (M : 4101 ~4842mg/kg/ H . M : 3594~
11587mg/kg/ H) &EfllrE iz, £7-, KRB CTOBREZEEIXENCT/HNEE2XRICHEME L 72
KRR CORER L RS> TRV | HBIEFHIC 0 Tho7e 2 EARENT,
TNT 2 F DTy N OYRATR MR GRBR. T v OB GRR, T
v OB FEY R ORI &R GRS TREBmICHT 2 EEE & bic, BE, mARICx

TORBNRD LN,

COEBNT N T 2 F AL T 2 Y T oV R

XD bDHMIZKT D Z EIFRETH LD, 7 =% Y 7 = F U UBERBER G IR

THTNT =TV LABRO AT TR I 2 TREMITEE TE R0,

Lo T, iR

LTWSAEEED S D &M, IR oth, AT ORGSR, 77 =Fv
LRBROBER LOEENLETH D &M S iz,



X. SERRPREABRICEBIT ©IRE

(4) ZDhaFHREE

1.

3.

EERM%E

FAITF T AWM ORGE Z O IR R R SR . CHO/HGPRT % v 72 i@ s %8
REERB, ~ v A EHMaEZ Ao MG, 7 v Y R E e Qe A R R
Bz i Loy, FERITETRETHY . ZRFEMET RV E O L Sz,

. AARME

TNT =2F VDRI AKRDT v b5 ARG R 2 58l L 72 RER . S AR e
H o LW ST,

R P

Tx2X YT 2 F VU A BIRNE S L CEEL Y R L0 AR ERUE T v
NZEHEET 7 47%>— (PCA) FUGEFRAT-FER. PCA KIRNIERD Hivignoiz,
Fo, 72XV 72 U UEBIEEEENES L TEELZEALEY M7 2% Y T =
;O U A RN S L CT T T 0 TR RO F AR LR, 25T
FT7 4 7% — (ASA) KISIFRO N0 o7,



X. BEEMEHEICEHIT SER

1. RHIXS
A - 3 LRV
By - 24 L

2. AR X fEAR
HAHIM : 34

3. ik - REEH
HiR AT

4. FEFERFWNEDEER
(1) ERTOERYIKRWLIZDLT
M LR

2) ZRXMNBOIR (BEFICEEITNELERES)
Y L2

5. KIBEEHF

M L2

6. B&

7 V77 8E30mg :
1008€ [108& (PTP) Xx10]
5008¢ [108% (PTP) Xx50]

7 V7 7 §E60mg :
1008€ [108& (PTP) Xx10]
14088 [148& (PTP) Xx10]
5008 [10%E (PTP) Xx50]
50088 [ b, NT]
7008¢ (1488 (PTP) X50]
10008 [108E (PTP) X100]

TVIIRIALvayTE% :
30g (0.3g<100%)
60g (0.6gx100%1)



X. BEEMEHEICEHT HEA

10.

REDOME
7 V7 7 §E30mg :
(PTP a2%)
PTP : AUkt =/, RV FL v, RUKEEe=UF, TALI=0UAh
PTP N> R : Ry FrE Ly
HEET A4 BIEZ 41 L) RV ZFLy, R Ly
B oA
7 V77 §E60mg :
(PTP &%)
PTP: AUkt =, RV FL v, RUEIE=UF, TALI=UL
PTP RV R : R e L
SET 7 A0 BHIEZ74vs) RV ZFLy, R T Ly
AR
(7T A2F v 7R b V@)
RV mEERY = F L
S G NU R =1 il P
B oA
7vﬁ?F?4vafmm
(7 v 2 Ay adt)
TAIFGIFX—F T A4NL (TAI =T L+R)F Lo +RYF LT LTIHL— )

o

S

Fl—R% - FAE

[l —pom 3 . 72 L

FIghss - 7 N F 7 =L 7w A RE. 7B AFUMEMRE. A3 FI R, A2
T AR AF LT A, TEFAF U, T ARTF L BF Y UL,
Fa Ry, NAREATFURUNVERE, a2 LRt TF Y VU
£

ERHAEE A B
199643 H11H (JEETOKFEH)

%Jﬁ E%ﬁmuﬂiﬁ E&Uﬁmu%"?

W 5E 44 KREH H ARE S
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MEXIIREM., AERVAEZEEENEOEABRUVZOARARE
7 L7 7 $E60mg
ZhRE « 2N EBINAEA B : 20024 (CERE144E) 47150

BERE (5 - BUER. BI§T DOFEIE, 7 b E—MERER) ITHED € S8
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kwfmi%ﬁ%#ézgi&w k#rémfwé

ABIZHFTEI2TLI I F540y ThOBMMEXRITIHR. RERUVA=E

RRE ST AN R

T LV —EE R
=HIWE
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T1A15mg (R4 v m vy 7 & L7T0.3g) %152@ HRRE L RO E9 5,




XI. SEEH

2. BZEIT HERRIIERIFR
(1) HEH~OER 5 BT 51
SERRIT BT 2 MBSMER (FDA, A4 —2 15 U 7 49%)

5y M
FDA: Pregnancy Category C (2007 %7 H)
F—ZA K Z7 VT D
(An Australian categorization of risk of drug use in B2 (20104 7 A)
pregnancy)

2 O

FDA: Pregnancy Category

C : Risk cannot be ruled out. Adequate, well-controlled human studies are lacking, and
animal studies have shown a risk to the fetus or are lacking as well. There is a chance of
fetal harm if the drug is administered during pregnancy; but the potential benefits may
outweigh the potential risks.

F—AKNZ U7 D45% . (An Australian categorization of risk of drug use in pregnancy)

B2 : Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation or other
direct or indirect harmful effects on the human fetus having been observed. Studies in
animals are inadequate or may be lacking, but available data show no evidence of an

increased occurrence of fetal damage.

ARIRNZB T DT ~OF 5T 20 FOEBEOERIILLTO LB TH D,
(FRLDEE] k¥
9.5 147
T I S TIEIR LTV 2 FTREMED & 2 I MEITIE, TR EO A SMEN R4 EE 5 &k < i
DB DG D2 &,

9.6 FLim
IR EOARMER ORFARBOARMEEZZE L, KAOMGUIPTIEEZRETT5 2L, B8
£ (v ) TAHP BT EhHRESHL TV D,
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(2) NRFEA~OEGIZBT D 1EH
KEL BINORMSCEICB T 5/NEE~ORGIZEHTINEIFLTOLBY TH D,

RLH A
/S Pediatric use
(20074ET7TH BT 30E) The recommended doses of fexofenadine hydrochloride in

pediatric patients 6 months to 11 years to of age are-based on
cross—study comparison of the pharmacokinetics of fexofenadine
in adults and pediatric subjects and on the safety profile of
fexofenadine hydrochloride in both adult and pediatric subjects at
doses equal to or higher than the recommended doses. The safety
and effectiveness of fexofenadine hydrochloride in pediatric
patients under 6 months of age have not been established.

KM (30mg) Posology and method of administration

(200851 H WsfCE) Children 6 to 11 years of age
The recommended dose of fexofenadine hydrochloride in
children aged 6 to 11 years is 30 mg twice daily.

Children under 6 years of age
The efficacy of fexofenadine hydrochloride has not been
established in children under 6 years of age.

Special risk groups

The safety and efficacy of fexofenadine hydrochloride in renally or
hepatically impaired children have not been established (see
section 4.4). Studies conducted in adults in special risk groups
(renally or hepatically impaired patients) indicate that it is not
necessary to adjust the dose of fexofenadine hydrochloride in

adults.
PRI (120mg) Posology and method of administration
(200841 H AT ) Adults and children aged 12 years and over

The recommended does of fexofenadine hydrochloride for adults
and children aged 12 years and over is 120mg once daily taken
before a meal.

Fexofenadine is a pharmacologically active metabolite of
terfenadine.

Children under 12 years of age
The efficacy and safety of fexofenadine hydrochloride has not
been studied in children under 12.

Special risk groups

Studies in special risk groups (elderly, renally or hepatically
impaired patients) indicate that it is not necessary to adjust the
dose of fexofenadine hydrochloride in these patients.

AR D /NRE~OERGICE T LM EOEEORTHIIUTO LB TH 5,

(FARLDEE] k¥

9.7 INR

7b75EWM~7b75ﬁmm-
RHARER, BrAalR, fIE. ShIRE x5 L LA A ONE A2 IR & U2 BRRER I
9 A UNGAYAANR

FLISRS40y Ih%:
IRHAEMRERE, BrAalRI6r ARMOILR ZxtR & LI BIER Ot 2 RE & L2
RARBRIZEENE L TV,
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% 24)

FENEERE : FEIET LY — B REF BT 5 A& (20004-9H 22 H 7&GR, HI5E
EEMEEE R .2, (2) ) [ALE-02]
FENERL NSRS T LV — B R BRI T 2 MG (20144F1H 17 H&RE,
CTD2.7.6.2) [ALE-28]
FENEE : B EICRT 2 0EKOBREEER (200049 A 22 A &GE, HFEEEHEE ~. 1.5.
) [ALE-03]
FEWNERE - RIS T 2K EIRE (20004F9 H 22 H&RE, HIREERMEZE~.11.1. (1) )
[ALE-04]
FENE R Bl ICBT 23K ERE (2000479 A 22 H/KRE, HGEEEMIEE A~ II.3. (2) )
[ALE-05]
FENER . B HREREE R 2T A3 EhRE (20004F9 H 22 HI7KGE. HIGEEEHE A~ 1.3,
4) ) [ALE-06]
FENE R - FFRRERE S B 2T 2 3 ENRE  (20004F9 H 22 A 7KGE,. W REEEHMEZI A~ 111.3.
(3)) [ALE-07]
FENERE - BN ORRES [ALE-08]
NEE . 7 =%V 7 =D R O KR {E [ALE-21]
FENE R BRI BT W E SN (20141 H 17H AR, CTD2.7.6.2)
[ALE-29]
NG NRICRBT 23 EhEE (2006410 H 20 H &8, CTD2.5.3 (2) ) [ALE-23]

HNEE: =) 2a~A v L OMEER (2000459 H 22 H AR, HiEEEMEZE A~ 1. 2.
(1) . k. 1.5 (1) [ALE-10]
HNGE : 5y MBI 72X Y 7 =2 F DU EBE ORI E/EARE [ALE-11]

FENERE: 7 ha Y — v EOMAAER (2000429 H 22 H &R, HIGEE M~ II. 2.
2) ) [ALE-12]
HNEE : AT T — VR OUKEET VS = A7)0 - Kb~ 7 %0 b L O ENE
M (20004F9H 22 H /KR, HEEERMIEZEA~. . 2. (3) (4) ) [ALE-13]

FENEEL  AFEORE (20004E9 H22H KGR, HFEEEMEE~IL.1. (1) .2) )
[ALE-09]
FENEEE  NRIZE T 2 REESE B REfENT (20144F1 7 1TH &R, CTD2.5.3.1)
[ALE-30]
FENERL R AR 2 EAMS [ALE-14]
FENEERL : 7 = Y 7 =) U R RRE OWRIERAL O R iR [ALE-15]
FENEEL . 7%V 7 2 F OO T v MBI D RN AR [ALE-16]

FENE R ¢ iR SR 2 CHE (2000429 H 22 A 7GR, HIFEEEMEE A~ . 1. (2) )
[ALE-17]
FENEE . 7 =% Y 7 =) O R O AT SR ISR R B MR O f
[ALE-18]
HREER 7 =% Y 7 =Y R DM [ALE-19]
FENE R : QTc MFRIER O FREVEICEI T 25T (20004E9 H 22 H /KRR, HIGE & EHBEZE A
m2. (1)) [ALE-31]
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