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(1) #0 ® (ffiE) TUEFRXF MRS (JAN)
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B) AT L NEH

3. BERXXELREX
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J
O

4. PFARUDFE
ColyeN, - HCL : 285. 78

* HCI

5 1 F & (@&E XEIFE
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hydrochloride
(BAR%) (£)—=3=73/-913b—Vt Ra—1—V XX [l AIFY [1,5—al TEEY &
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(2) & & %

. Kin lg ZENT DI
WO & " wofR T
i B AR (al) .
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A 4 J — 2.5~7.0
RS B
= % ) — ) (95) 4.5~9.5
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7 v F = F U 182~187 Wz
3 ;B ™

25°C, 75% RHLALET, miBEIZ7221E 8 L7z,

—
=N
<
30l

Am (OfER) , BR, EESR
S 270°C (5 R)

==t

(5) EEIEEMRBETEH
pKa : 11. 4 (WORER)

(6) HBCIRH
9.2X107* (n—A27 & /7 —/L /K, pHT)

(1) Z0thoE 4L RMEME
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17 & PRAFHIR RAFIEBE 5 P
iR (BOLT) 36 » H %E o
woB
HEA
50°C (HEAT) 35 H h, =ik
25°C, 75% RH (K&FT) 12 5 H
H, Bk HOCEA L
40°C, 75% RH (IEFT) 6 » H
¥k /v T7x—KA—X I B 5
4OCHEE) 180 J7 1x * hr A HEER LT

LTEMERBRIC L 2 E7R AR
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3-amino-9/dibenz [¢, ] 3—amino—-1, 13b—dihydro-9/#
imidazo [1,5-a] azepine dibenz [e¢, f] imidazo [1, 5-a]
hydrochloride azepin—9-one hydrochloride

N NHZ N NH:
N vy
\ N N
A D= D
0

3. BEYVHSOHERBRERE TE
TeRSFRERIE
(1) BaxE: R7—F U RV T7RIGICL 5,
(2) MBI ARZ FL P 261~265nm [ZWIX DK % 7”9,
(3) HRAMRIUL A2 L - ¥k 1662em !, 1588cm !, 1554cm™ !, 774cm '} O 760cm Ao 3T (2 WRIIN 4 32
D5, (RALD Y T LEEAIE)
(4) FALOEERIE (2) 2587,
E I
a2 HCBR L, T DR 0. 3¢ ARGEITR Y, MOKEERR FEER (100) JR# (7:3) 70mL (Z#A L, 0. Imol/L
W R CHEET 5 (EMAERER) ., FEROFETERREZIT, MIET D,
0. Imol/L &G FEHA ImL=28. 578mg  C,gH,N, « HC1
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T4 ha— hEE
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. [ER2S =
P T - o e RS WS S W
(mm (mm) (g)
TLYA UM% 10 6.0 2.8 0. 088 ]
A~ a0
I IN=C N
T LA M 20 8.0 3.2 0.175 @
(3) #Aa—F
- /NN AIEEM (PTP 27— 1)
PE G A ; . *
= — R FEORTRAL # =
A . 7L U4 10mg
Al 10
T LUIUF U 10 1P by oo erontine =\ Boehringer
r—— 1P |l||| Ingelheim
A . T LA 20mg
. Al 20
T LU U%E 20 2P b Eoom estonsine =~ Boehringer
= 2P Iml Ingelheim

(5)

HE DYt
AR

Z 0t
YL

2. HEIDOMER
(1) BMESY CEHES) OESRUHEME

)

IR 7 4

7 LA UBE 10

T LA U HE 20

%

1 B = B AT U ERYE 10mg

1 B = B AT R ERYE 20mg

7w m Al

VARY ~—,

WREMmAKT A, BERVKB, AFT7 VB~ 3o wh, WKy, b
vERaLF LSy, e FaAa—R, TIYLBRIZFIN - AZ T Y LEERAT
~ 7B a—/ 6000, X7, BbFH, U a— s
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=
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A L

A i
M L

BAT HAREMRD H 5 MY
FEAELE TRPIREANTREIN 2 EgWE L LT, Fi-, ZEMERBRICI D ERL-EZDE & L
T, Tibawrtt s, (BIEYE « HPLC %)
WAL 1092 CL WAL 1783 Br
3—amino—7-chloro-9, 13b-dihydro- 3—amino—7-bromo—9, 13b—dihydro—
1H-dibenz [e¢, ] imidazo [1,5-a] 1H-dibenz [e¢, ] imidazo [1,5-a]
azepine hydrochloride azepine hydrobromide
NH N NH
N vy
N - HCl N - HBr
Cl Br
WAL 1097 CL WAL 1725 CL
3-amino-94-dibenz [e¢, ] imidazo 3—amino—-1, 13b—dihydro-94-
[1,5-a] azepine hydrochloride dibenz [e¢, ] imidazo [1,5-a]
azepin—9-one hydrochloride
NH NH
\NY 2 NY 2
N N
T D= (F D
0
WAL 2003 WAL 1853
2-(o-guanidino—benzyl) 3—amino—13h-hydroxy-94-dibenz
benzoic acid le, £] imidazo [1,5-a]
azepine—1l-one
fﬂq hﬁb ) PE?K/DHE
HO
HOOC NH N

OO A
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TRAFSAF TRATHI ] RAEIEE HEHEH & B S
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6% H B o —aldk HoT,
25°C 60~70% RH 36 1 PTP* %73 | 1. MR WTNORIEER b EENT
(ZEIR**) o — (48l boi,
PTP* % 7 )L 2 2. R W o I ETE 5 s
30°C 70% RH 36 » H EDE)@% 3. Wizl &)j: WIERA b RHEA
4, G
W OBEEHE B & #AEN T
3#H
o1,
25°C 75% RH R PR OMED) DTVt~
(WP 129 R ’ BN WEICER LT, 20
M OBETE B IZ DV TITHAEN
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50°C PRtk OMBD) A EA~TINTEN
(W) 3» A H, #ie BICEE LT, ZOMOBPEHR
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i;é;;; FA=Z 1 L ex101xehe fBn, ke ;jg@wmﬁﬁ%ﬁ%mf

*PTP : RUMLE =LV ROR Y ke =0 F o0& — N, TAIHE
* R EEVERBR T A 74> (H6. 4. 21 HidK 30) OEMRBRICEK T 2 =R MHITHY

7. ARERUVBHRROREN

GASROTANA

8. fhFlLNESELL (WEILFHMEIL)

LR L

9. BHM

30 43 LANIZ 100% s H L 7=,

10. & - 8%

() EBPFBELEES - 8%,
LR L
®a %

TLIUAUEL10 100 £ (10 $£X10) PTP,
T LA UPEE20 100 £ (10 $£X10) PTP,

FEE=
BARWANA

BRHEDME

PTP (R Vb E =, RV E=)F DAY — b T

NEDRRGRER - ARICET S1FH

300 82 (10 &E X 30)
300 82 (10 &E X 30)

i}

S RV (B RVEHBERS 2 1), K, 900mL,

/AN

47 50 [alds, UV k)

PTP
PTP
700 &€ (14 &< 50) PTP, 1000 & (10 &EX100) PTP

)
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4. BEEXIIFER
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O7 LILF¥—E#x

OLAMD. BF - RKEHR. RIEXOFHE. P, E5FEEH I SEUNE

. BEEXXIIHRICEET HEE
BEINTHRWN
AZERUHA=E

(1) AERUVAEDREDR

6. RZERURAE
(REXWE. CARE. B8P - RIEX, REZSEE. EP. THOEZHE S SEMEE
WE, RAIZT=E S AT UEBE S LT LA 20mg 2 1 A L ERROEEGT 5,
B, AN, ERIC X0 EEEET 5,
(FLILEX—ER%)
W, RACIF T B AF R & LC 1A 10~20mg & 1 H 1 [EfE 0545,
B, i, ERIC X 0 EERET 5,

2) RERUVAEDHRERE - BRI

(V. 5. Q) HERICERRRER] OHEZZRT D Z L,

4. BERUREICEET SR
BEINTHZRWN

5. B& KK A #8

(1) BEBRT—2/1\vH5—2

BARMANA

R PR A ER

TREEERLA 6 £12k L T2 BT AT VIR 10~40mg 2 & 05 L& 2 A, 10mg & 58T 14
DR, 20mg & H5HET 1 BINTAD 5 5O E LHRE, 40mg HHHET 1 FIDNER AR AT, WIind
BT B\ED L O TH o7, MRAT RSB WO TR RO LT, BAEET R, OEX, R,
7 LRY T A R ROERBREIZBW TR T _RE BT oo T,

F7o, R 6 4126 LT BT AT IR 20mg 2 1 B 1B OV H 2 [\ 7 HFEkRE 05
L7l A, 1 H1ERGEEHIZIWT 1 FI2 A8 SRR A2 3 2 7278, B CT—iltEo b o
Th ot 1 H2EHEGHETIEARER S 72 <, WTHLOBIZE W T O RO RFIEEEO T,
HEEAT R, DER, BEORE, BRERE, 7 LU o7 2 N EROERREICS O T HRRL T & By
R b ot Y,
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V. {5#RICE4 5 EE

Q) AERICHFRFAER

1)

R IR DG

B NS S BB 205 Bl & KR I B AT U HEERHE 10mg S0 20mg &2 1 H 1A L< X 20 mg
Z 1 B 2B 48RO L, AR, 2tk OV MO HRBR 2 B @ik et Lz, A2,
LEME, AREOWTICEBW TS 3 BEMICA B 2T R0 o 7208, BN 3 BT xt4 5 ik Kk
OHEE LT 1omg & L< 1T 20mg 2 1 H 1 [EHFEGR#EY TH 5 LHfissni?,

T LR R DG

WAEET LV — MR R B 183 fla xR = B A F MR Smg, 10mg, 20mg OWF ik 1
H1E2EMRARE L, A2, 2tk O O &R L B fEE Ot Lic, Az, %
BYEIZHBNT 3 BRI B Z T e hr o 7o, FRAMEICB W THIZER A DL, A& E OMBIREHRN
HoT, T UAXF—MERITKHT 2RO NER OCHES L TiE 10mg b L<IL20mg 2 1 H 1 [A]
BN Th D eI N,

CARRZ, 2 « BUGR, KEZ DFIE, FE5, T OFEElE) RHEMEHOLE

P&k U A BRIB BAE 259 il & x5 = v A F e Smg, 10mg, 20mg DWW i 1 H 1EE L
<IX20mg % 1 H 2[H 7 HERR OG- L, A0, 2 aM X OV Ao F B BEAR & BHEE TREt L7z,
TRRZDRIZOWTIT 4 BERICEIMER D, H&EE OFBEBMRN A bR, ZRMHIZ OV T
4 BEMICHEBZT otz AREICBW T HEE OMBIBEGRN A b, 18 CABBIZHT
HAFOMEROHEE LT 1omg & L< 1 20mg 2 1 H 1 E#EGEAE Y THD RN Y,

) AAOEBIN T HELVCHEIZLLTOMHY TH 5,

1. RESNGE, CARE, W5 - RIER, REZX IEEE, B2, £ 5FE Mt Stk . @mE, fkAlcid=
VI AFUMRRE S LT 1E2mg 2 1 B 1 ERAOEET 5, 2ok, i, FERICEEEEET 5,

2. TULAX—MEERE  BE, RAET T AT UEREL LT1[E 10~20mg 2 1 A 1 EREARST S, 7
B, Fn, ERICE 0V EEHET S,
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V. {G#RICEd 5 HE

(4) HRELRYEAER
1) AhERGERER
O K8 i RO %6
<R 2 A A T B SO kR >
FRNRE i BB 200 Bl &2 %G c = B A F U HERRME 10mg XX 20mg & 1 H 18] 6 @O
h5 L, Ao, 2tk OEEE “EERIE TR L, A2k, Lt FHA%ong
MUCHEWTS 2 BEMICAE BRI RN TR, BRAKE SNBSS T 2 AF O HIER OH&ELE L
TIE20mg O 1 H 1 EHERENEY TH D LRI Y,
< B >
B N &S S BB 226 Bl A BRI B AT R 20mg 1 H 1 [AE7 R F 72 Img 1
A 2El% 10 BEEOEG L, Ao, 2tk O AME “HERIETHIE L., =) 2F
VR T v L LR, AR THRICER, RAEMICBWTRS & OR#E
NGBz, RANIRARE MRS L, ARAEOBWERITHL B2 LN,

@ T LAF—MHEROLH

<R 2 A AT Y BRSO 3R >
WAEMET L L — BB 194 B 2 KR I ©F 2 F R 10mg X% 20mg 2 1 H 1A 2
WG L, Aok, ZettkOH A2 “EERIETRA Lz, Aok, Zatt, FH
PEOWNTIIZBD T O EEEITRD TR, T LAX—MRBRICKT HAF O HIER O &E &
LCidlomg 1 B 1 [AHEGANEY TH D L HEER S 7,

< LR >
WEMET LV — PR B 222 (A G = B AT U 10mg 1 H 1[I E T BT AF 2 Img
1 A 2[BE% 2 BEEAEG L, A, MR OFREE “EERIETHR Lz, =S RAF U
BRI T ¥ T AF o & b LA, RV TR & OpEEMS bh, ARMECBOTERS
R DIz, RENTEEMET LAF—PERRICKT L, FRAEOEWERITHD LEx bz Y,

@ UCAME, W5 - KR, KETOEE, B8, € OEEEd SEtkiions

< A2 ALAT FH RO SR >
18ME U ABRIZ B3 17T Bl & /G C = B A F iR 10mg 1% 20mg & 1 H 1 [A] 2 5@ FRE 0%
HU, bt etk O Atk E ZEERIECHRE Uiz, AT 20mg #4658 C @ #7123
O, etk HREICEWTUIAEZEIT o7, 18 U ABZIZRT 2 K450 ik
FKOHEE LT 20mg 1 H 1 EIFEG23HEY TH D Hfmani?,

< g ER >
1B CABRIE B 249 Bl BRI AT R 20mg 1 H 1 EIE S FF 7= Img 1 H 2
M4 2 WO L, A2, ek OE LY “HEERIETHE Lz, =8 F2F Mg
HWIZr b F7 = v L e LA, AHPEICB O TR L OFEN SO, eI BWTHEE
[HEND & ORGEN G Dz, AFNTEME CARZICH L, FRAEOEVWERITHL EZZ LN

7 10)

1) AFNOEFE SN T AL UCHEIZLLTO®Y TH 5,

L RAESNRE, CARRE, W5 - BUSR, REZ OFEIE, 5, T Otk ) Ikt - @i, ol
B S ATF AR E LT 1 E 20mg & 1 B 1R AREGT 5, Zeds, 4, RIS &LV i E R
éO
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V. {5#RICE4 5 EE

P
W

2. T LIV —PEEK B, RAICII= T AF UERERE S LT 1E 10~20mg 2 1 0 1 [ERO#FEE5ET 5,
7ok, Hfm, ERICEDY @ﬂﬁﬁié

SUE S B DA
RNV S BB 70 Bl 2 e U B AT RN 10mg T 20mg 1 A 1 Bl % & 60 #HHIZ
RN L, BEREICE f%ﬁ%ﬁ,ﬁéﬁ,&oﬁm@%@ﬂbtoxﬂiﬁﬁ&ﬁ_
BOTHRAMENRE L, RAREMmECK LAHZEAITH L B2 bl Y,

i NS S BB 20 B & )T RIS B A T R 20me 1 H 1 [l & R 32 HEICh v kA
Beh L, RGBT a9, et ROFAEZRG L, AFITEBRS BV TH
TEMENREL, RAREXWmEIC LARREATHDL EB 2N P,

T LA —MEEROLGA

WAEME T L L X —PEE S8 38 il 2 6 BRI B A F HEERHE 10mg X% 20mg 1 B 1 [\l&fKkE 16 #
FlichlevRn&E L, RHERGICRT 280, ek OE AL RE Lz, ARITEeErE:
TUNAX—MERRICH LAHRER THD EE 2L Y,

WAEPET LV F—MEE 31 2 it RIc o B F A F e 10mg 1 B 1 Bl&2fE 10 BEIZHh7-0
EOgeh L, BHEGICRBIT 2, ZBetEkOaAEE R Uiz, AFNTEEET 1L $¥—
PERIZK L, ARAEOEWERITHD EEZ LN Y,

CAME, 95 - KE%R, KET OBEE, B8, € OEEE) SEkions

18VE U AMIB R 64 il RIC o AF MR 20mg 1 H 1 [E1Z 8 @M NG L, &
FAZBT A9, ZeEROFERMEL G Lz, AANTIENME CABZ I LRHEGIZBWT
Bk, BREMEROHERAEOENT-EAITHSL LB B Y,

BE - RERIAR

KRB IME, T LA —MERR, CARE, % « BHER, KT OFEE, 2, TOEXHEI =Y
DA
THOLAE LY ER e L
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V. {G#RICEd 5 HE

(6) AEHGfE
1) ERARMRAE (—RERARERE BEEARNEE, ERARRLEERST), WEREHT— 5 A—X
RE WEEEEERABRONE
@ A
KEIE, TUAX—MRRR, CAWRE, W5 - BER, BET OIEIE, FEB, TSR
R ARG L L, 7 L o S 5 AT A e LR L & — RS B
AT AT £ 570 AR 7 4 T REE T o7, 1,102 ik b 7, 151 BIEIsE L, %tk
FRAT 4 6, 117 5, A AWMERRITRI S 6, 085 Bl > THRa L7,

fib FHER D BRI 2 B R ALK G BT e 2

(RIE RIS BUE BB/ AT EBIER (%)) | CHRMEGIEY/ ATERER (%))
S S B 15/ 671 (2.24%) 527/ 640 (82.3%)
T LRk 34/1,666 (2.04%) 1,440/1,629 (88.4%)
U AFRS 13/ 991 (1.31%) 856/ 953 (89.8%)
w5 - F % 24/1,994 (1.20%) 1,750/1,901 (92.1%)
Bef& % 5 FERE 9/ 515 (1.75%) 449/ 499 (90.0%)
FES 2/ 141 (1.42%) 108/ 134 (80.6%)
PR D B 6/ 198 (3.03%) 163/ 189 (86.2%)

F7o, BRARE R A AT ABREICHETAFEE LT, md, BHEREEE - THEEEL AT 5
BEICEHL TR LT,

mn B (65 Ll k) 1B DA R

preeylid
. _ o | L | BIEHZEELR .
. SEUR | B | R Ewwfﬁ 2 b
16~64 7% 4, 354 78 91 1.79 -
65 fE~ 1,509 22 35 1. 46 o
5t
i P FR ™D i AT RE BT HWERE  |AEFIE (%) x “RE
16~64 7% 427 347 81.3
S SN, . N.S.
65 15~ 180 153 85. 0
16~64 7% 1,314 1,150 87.5
T LR —PE g . p=<0.05
65 15~ 189 177 93.7
i 16~64 7% 2,478 2,226 89. 8
% 5 ML R - N.S.
65 15~ 1,102 1,013 91.9

D BEABEAERD D560, S BB EEER LT,
E2) daE, K, BUbo S bl & HE SER] 285 LTz,
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V.

IBRICBET A HE

AR (6 5REAT) "B 2 A R

prae X
= Hi=
. SEUR | B | R E”@f}fﬁ*‘ b
~15 m%EY 254 2 2 0.79 s
16~64 1% 4, 354 78 91 1.79 o
Ak
i EL ™Y AR fin RN IE 15K BEEFIE | BRERIZE (%) x P RE
~15 7% 33 27 81.8
U 3 S - N. S.
16~64 5% 427 347 81.3
~15 7% 126 113 89. 7
A TS e N.S.
16~64 5% 1,314 1, 150 87.5
~15 7% 96 87 90. 6
D FENME T S R - N. S.
16~64 5% 2,478 2,226 89. 8
N.S. : AEHERL
BHREEE 2 H I 5 B ICET 2 RAR R
prae X
=] < B4
e E JE 5K B R B 5 | BIE R B4 MWiiﬁé X PRRTE
H 63 0 0 0. 00
N. S.
Bl 5,970 100 125 1.68
Bk
i R PR AT IE 155 HEGIEL | AIERIER (%) X PFRTE
4 2 50. 0
B MR i N.S
i 635 524 82.5
H 6 6 100
T L& N 8.
s 1,616 1,428 88.4
H 51 44 86. 3
Z 9 FEVERE JE R R N. S.
i 3, 558 3,225 90. 6

E D BEABENERD 5560, S BB EEER L,
1 3) IRSCEICRIT B/NEOBUEL 16 AN T 5,
H4) RAERITS R THoT,

_15_




V. {G#RICEd 5 HE

N RERR T 29 5 A IS DR R

Eree=iin
=] < B4
JH ek & JEFIEK BIVE R ELBIEL | BIVEH Z8 B3 MWiiﬁé X PFRTE
H 139 6 12 4.32
p<0.05
Bl 5, 894 94 113 1.59
Bk
i B Y AFHRERE AT IE 155 BEEFIE | BAREFIZE (%) X PFRTE
H 21 16 76. 2
B R N.S
i 618 510 82.5
H 14 12 85.7
T LV — e N.S.
piis 1, 608 1,422 88. 4
H 98 84 85. 7
Z 9 FEVERZ JE R R N. S.
i 3,511 3,185 90. 7

N.S. : AEZERL
E D) EHERNEES 25680, SEHRBEBIICEGES LT,

@ FrnliiA (RIS 5504)
KB IGE, WEEET LV, B CARB ERE S L L, T LU TR S
WD 5 G, RFIOEMBGNAEE & B X N IEFIOREZIT -7, 798 BIZIEE L, BG-BH
B B CABESREE U 7 7> 7S5 93 5] & BAER] 1 B & BRAk L7z 704 Fllc DWW T2 etE s, Bl
HIERK 223 15 & bR U T2 481 B DWW TN A et U 7o, LS, & S B 12 38 B 1,
HEET LA —Eask, BYECAMBIZ8 L EE L,
LAV S 104 B 5 B, BIVERIE 10 B11/12 #HIC3E B L, BIEARIRIT 1.42% ThH -7,
R WIE AR ISR 22 BITEF ORBUIFRD HiT, BIERHOFH 4 MUNTRIEL TEY,
BHRICHBT Db DB 2 b,
ARMEIZE LT, WO HERIZBOTHEIROBINEED 5T, EHERICEN TR
E LT R AE R LT,

2) RRBFHLELTERFEDABTXIEEME L HE - HEROBE
REXZME, 7T LAR—MERR, CARE, W2 - KER, BSZ OMRIE, 2, ZOEafI S
R DS
WFNOLE bEESEE R L
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V.

IBRICBET A HE

(N Zoih
T LU URERIZONT,

IEEIE, BB, FOFEEEME) S E MRS

RE IR, WEEMET LV

AR A B o BRI * 1 T R S S 7

ks, KSR

—MEEg, CARKE, B2 - KER, HEX
%L, ENAE 438 gk, #EF 2, 372 Fillc —HS Mt

2R, HEROHEICE T 2 BARRBRERI TR D@ Y Th -7,

B 4 BB S B E I "% %
(PEEYEELL ) (P EYEL )

SV SN 2. 133,283 47. 0%

AEMET L L — RS 195,7409 47. 7%

T D PEME R R .

& 2 610,822 74. 2%

U AR 314,385 81.6%

w5 - RIER 125,179 69. 8%

FR§ % o FEIE 72,797 74. 2%

FEB 59,91 64. 8%

TOPERNE D TR 40,70 57.1%
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VL. A IKFRIC B 2 T
VI. EHFEBE(CEHT HIER

1. EEFHICEESH S LEYMRITLEYE
TNRRF YV, TEITAF UM, Aa "2 W\, e F VO UERE, Tex Y 72UV
e, XV NI N, ZAXRF U T NVBE, 7 NTF7 = T2 VBB, NIRE AT XU VER,
AXHT, T HXTUEOE A I R
EE  BEO D LG ORREITIIREL, BOETFIRLEZRT 5 L,

2. ¥ B £ H

(1) YEFREBLL - YEFAHER
TS AF UBEREITERA e 22 I U A RETER 2 FERE L, v A2 U= C, (LTC,),
M/ BTEMEILIR - (PAF), Eu b=y, T VF =2V EDAT 4 = — kT DPAT 4 = —F —
fEM & e A% I, SRS-A, PAF D AT ¢ =— & —EBHEIHIER 2 8T 5, S, A1 ¥ —nuA
X6 (IL-6), IL-8EDRIEMY A b HA v OFEA, WS IEEROWEA - B 01 D3 Bl X
o MEER 249 %,

(2) EEZENITIHHABRAE
D PtAT 4 z—%—1EH
cbeXHZIY (BALEY R ®), PAF (FALEY N P), Fu =2 (10~1004g/keg i.v., ED50 : 25

ue/kg) (v F2) EONT 5% =" (Img/kg p.o. THEZICIH) (BALEY N FHBRIZLAR

I T YE -
B SRR A P L7z,
@ ERS I UEREERMEIG R o PAF 5% %6 5B USRS E A
1201 A_L Mean=S.E.
100
L m
& | Ll
g 80 2%
.
60 ﬁ OIERMTIEFRTFY
1 ATIBITNFIIY
] b
Mean+S.E.
40 10 30 100 10 30 100 (ughkg p.o.) o
VPRS0 em e R Fy (1910) TYNESRFTIL (0210) 0.001 001 o1 10 motkg.iv)
= % 5 8
® 5 2

C BTy MEHRE FEGEAVEZRBRT, EX4 I % 1102 KU n b= DRI &
Il (A, EAZ 291, ¥ F=27.8, in vitro),

a4 kYT UFERERETRHINEINHER

(%)
100 1
= #ox :P<0.01
Mean=+S.E.
** **
4z
% 50
=
0 N T 3 0 100 (M)
;IrrLIDLTI'é:I, (n=4)  (n=4) (n=6) (n=6)
© (n=8) ) BHMICFRFY RE

© BRI URRRIC K D RE ORI ETEEAEOIR T A MM L7 Bmg/kg i.m, 7 XT ® ex vivo),
C BRI URRRIC L D BEO MEFBMETTHE A I L7z (0.3~3mg/kg p.o., T b)),
C B RE I UHBREES 2 Ui (1~10mg/kg p.o., 7 v k),

_18_



VI. PR IZBE 4 5 T H

ER4 S UHEKARNEBBETTEN A ER% = VR ERS I ER
(ug/ml) -
100+
u N Lo

2 " ok :P<0.01 801 Mean=S.E.
i3 MeanzS.E. B 704
= 2 601
5 *ok ﬁ
E 1 T T ## 501
% 05 . - % o
* T 30

201

1

1 3 10

avk avk avk /kg, p.o.
22,08 10 30 35,03 10 3.}) 825,03 10 3\.0 (mglkg, p.o.) ” 3 10 ke po)
EBIEFRFY TINBTNF I BRT7TEIRFY EETEFRFY FLTTFOY

B 58 % 5 B

- w b= U R REIE A2 L7z (2. 5~10mg/kg p.o., 7 v b *),

2) AT 4 m—H—pEA - EEEHIE R
- PURHRBLIC X B A 225 Db A% 3 KON SRS-A #5ffE 2 #1f L7- (1~10mg/kg, ex vivo, /L
T ), PURHRKIC L D060 22 2 b2 3El L7z (0. 1~1000 M, invitro,
ELEY R,

(@) EILEY FIYIAASDHBEFRERSZ I, SRS-AMEEEIZx T 54 (ex vivo)
(b) EILEY LIIANSDIMEFZRERS I VlEBIZx 3 24EH (in vitro)

@ ER% S AERTH ® ER% T MR
M ommrerazy @ o mmzErzF>
a .
TrFIIY L A 8
100 | SR ThFIEY
O EMIESFRTY, -
AsrFozy
50 |-
#m il
il s | il
- * % :p<001 L
B Mean=S.E. <3 .
L *  :p<005
* % :p<001
Mean=S.E.
- (]
0 1 1 1 1 1 1 1 1
1 10 0.1 1 10 100 1000
-
%58 (ng/ke, p. 0.) ZEEIREE (1)

- JUF, compound 48,80 KNIV T AA A 74T (A23187) HIPKIZ K 2 MEFEPN ARG RIAL DS 5
D AKX I VilEBEE ZNEAmEl L7z (1~100u M, in vitro, 7w h*),

IV T AAA ) T T (A23187) FIMIZ L D ZEEERD B O PAF FEAE - BEBEZ BIHI L7 (3~
100 u M, in vitro, & k),

3) FRIEVEY A b A pEA - BEEEHIEIEN (=42 %2, IL-4, 1L-6, 1L-8)
- BRHESEIN S D8 A K S R EM A X R U EEA IR L. (2.5 ug/ml, in vitro, B V),
- BRI O N T BA T T T RIS K D AR M R O EERER D H > 1L-8 WA B L7
(1~25p g/nl, in vitro, 7 hE—PERfEREE 2),

E MRESFHENSOERSY S UFEEH E MFEEERD S0 1L-8 BB IFIERA
Y TARFUEEISHT BER % T T [ momcasrans
Mean=+S.E./n=3 100 * l ?{WM?A’M/jtﬁm
40 *1E, ROF4TavbO— LB l * Mean:.:.z.
T HTHEBREERT (p<0.05) 80 *:P<0.001
30 *
* IL-8
% 20 R E 60
* &
: E )
b
10 20
0 T T T T T 0
vk RET4T 25 0.25 0.025 (¢ g/mL) 0 1 5 25 (ug/ml)
o—)L  avka—iL ERIEFRFY BBIESAFURE
ERAI (107°M)
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VI, AR IZBE 4 5 TH H

« PURRIIC X 2 RA I H sk 0 BRZERIZIS 1T 5 TL-4 mRNA FEHLAZ4MH L7z (1uM, in vitro, &4
SRR ),
< PUFTRNE S X DR M sk D B ER D 11-6, 1L-1 B8 FEAEZMHI L7z (10uM, invitro, 7 hE—
PER B S B ™),

4) HFEREREEE, BEAE Y T3S BAMEIVE
- KRS I S D FREER DA 2 B L7= (3~300ng/mlL, in vitro, 7 FE—{EEEREE D),

E bR M E BRI E IS T H1ER

(%) [
100 —_—

[ 30min,
[=] 60min.
] 90min.
#:p<005
#:P<0001

« IL-5 I K 2 R M R O AFEERIZ 51T 244557 F CD11b FEHLA 4| L7z (3~300ng/mL, in
vitro, 7 hE—MEEGREE ),

- PAF FIMIZ & D 5FERER EOBERE Sy 1 Mac—1, 72 5 NS TL-1 B HilP4IC X 2 M8 N R AR - o B g
531 ICAM-1 O3 BLZ il U, TL-1 BT X 2 il /8 PN R HIREC k9 2 A BRER D H225 2 i) L 72

(1~25u g/mL, in vitro, t kF?37),

IFERER L 0D Mac-1 HBI-xtT 51 mERKEHMEAED ICAM-1 RIR=xtd B4R
250 T 2000
V<o
?ﬁ 150 ?} 1200
58 %
g | 5 I
100 800

@
3
IS
o
=)

7

0
resting medium 1 5 25 (ygmL) resting medium 1 5 25  anti-IL 1beta (#9/mL)
BRIEFRFURE BHIESRFURE

5) 7 LLX—RISIIxT HEH

- PCA JO 2811 L 7= (0. 5~bmg/kg p.o., 7 k),

« Shultz—Dale Stz 4l L7= (1~10nM in vitro®™),

(Shultz—Dale Kt : E/NEy MEINAT VT I v CRAIER, RIBZMHL, BURIRINICE Y, I
fse5s,)

6) FEBRIFRET T LIS HIEA
- PUFRBIC X 5 K8 @ 2 8mi L7= (0. 03~0. 2mg/kg i.v., 7 v F*, 0.5~5bmg/kg p.o., &
Ey b)),
CHEFHE G XD PURFES % O T BT L2 Y CRIERE A MEl L7 (10mg/kg p.o., 7w b ),
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VI. PR IZBE 4 5 T H

7) EERPRIEIRT I B 1EH
FTXANT UBRENHE (0.4~10mg/kg p.o.), BT HF =R IEREE (2~50mg/kg p.o.) &
ML (7o b)),

8) TEMHIFHetRFf DMt
b RAX I UHEREBITH L 50% LA Lo, v F T 2 i 2 BEELLE, =¥ AT 0T 4 KRR
LI e L7= (4mg/kg p.o. (EDy @D 2 fEH) , 7> k2 ),

9) B AX I VUHERBEESIEER (8 )
b AZ I UERREZ A 1 A 1A 10mg, 20mg DR O#FET, #hE 24 BMBICBWNTH TR
WL, AEICHH L (R 1),

ERXE I UERKKRERTIINT HER
EMIEFRFURE )

FrozFouvs FLIzFOVES
exssogmis b} | | |
o—a
, ISR
(mm?2) _ (n=14)
2607 o—oO
2401 BEBIEFRFY
J 10mg(n=15)
B 2201 —o
~ 2001 EBBIEFAFY
B <] 20mg(n=15)
& 1801 X—x
- 1 FILITIFIY
T 1601 60mg(n=15)
1407
1201
e Mean=+S.E.
100 [i:3:32FN
:I: T T T T T T T T T T T T T T
0 1 4 12 24 (BERD)
B M
P51 BRI TS AF R 10 mg, 20 mg>TF TR, TAT7 ST | P0.001
20 mg>7Tk®R, TATFT P=0.01
Bel5 4 WER = U AT R -
10 mg>77 R P<0. 05
20 mg>7 TR, TAT=FT P=0.001
5. 12 BEET% T AT IR :
10 mg>7"7 R P<0. 05
P 5 24 IHF[E1%
TNT =z F T TEFAF HERENE 10 mg, 20 mg> 7 T R P<0. 05
12 FefElfz I 2 [ H o5

@)

YERFIRRRR - Frfnrefd
U L
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VI $EpdhReiZ B84 51EH
VI. EYEhREICREd SIEB
1. mpBEDHER
(1) BELAEMGmhERE
LR L

(2) FRRREBRCHRASIh-NPRE

1) fERRA~DRE (HEHEE)
BEERRR AL 1127 L VA oG 2 ZE G RLEIRE O G L, Mg RE 2 HPLC I TRIE L7z & &, i
SFECPREEIT 1 8~1. 0 B TR IREE I EE L, MAEF IR L 9. 2~ 11. 4 B T~ 72 2,

ng,/ mL
10 O0—O : 10mg Ar—A : 20mg
(n=6, Mean=S.D.)
1.
e
20
=
B
0 L
L 1 1 1 1 1 J
0 2 4 6 8 12 24 hr

A
BERABFICETHMEHREOCHT (EEIRE)

2) R A~DOFE (iEHE)
R o7 LA o g 20mg &2 1 A 1[0 7 AMABERORS Lz &, MR
[ e 5 0D AR L2 3 < BRERHAAR & IEIE L CHERE L, EREEMIZERD Hivie o7 2,

ng,/ mL
301

25k
20 I ) <)

(h=6, FHME 7 v MIFEE)
15

10

mEESE

5

00 21 48 72 9 120 141 168 192
A
BEAABFICEITHMBEHRENHRE (RERE)
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VIL_HYhhelZ B9~ % mH H

3) WEHE oM EE
RN B F 6 4127 LA %8 10, 20mg Z Z2fERFHEIRR Q%5 LIz & & ORYEhRE T A —X
IZLLTF DY Thot- 2,

Dose Crax T ax AUC o T
(mg) (ng/mL) (hr) (ng + hr/mL) (hr)
10 16.5+ 5.4 1.8£0.8 265.3=E£ 49.7 11.4%+3.8
20 36.4%+ 6.8 1.9£1.4 467.7£122.9 9.2+£1.7

(n=6,Mean=*S.D.)
H) AFIOEKRINTHEHERCHREIIUTO®Y Th o,
1. RUESME, CAMRE, W5 - KGR, BORE DFIE, FE2, T OFEL k) St « @, A=)
fgt e LT 1R 20mg % 1 B 1 [FRENEET 5, 7ok, Fis, ERICI D EEHEET 2,
2. TUAF—HER EE, RAZ=EFAFUERBE S LT 1E10~20mg 7 1 H 1 BIROEET 5, 7k, Fin, JE
KI &V EEHRT 2,

@)

+H

= 8

AR L

4) BZE - HtRAEOEE
R B 1 16 412, 7 L U4 "5 20mg & ZEMERF T BB OB G Lz & &, iR
W5 T L bIE %K 3 Rl CRARMEIZE L, DIBBE Lz, %L TO C,, 1ZZ2EREE 5 0%
67%IAX T L, AUC 1349 62% (28 L7z %,

35 _
30 T
25 | T
T oo T i B
20 | . —o B #&

MBI EF R FVBE (ng/ml)

Bf (hr)

BERABFICTIEFRAF L 20mg ZEBEREBRICEAKELIZEED
MmIFHREHR (FiELS.D., n=16)
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VIL_phhelZ B9~ % mH H

2. FMRER/NTA—4
(1) fEH7E
AR L

(2) IRUEETER
AR L

Q) HEEETEH
4.74 h™' (Kel : (AAMCHIDHASHEEH) (% SAEATOT—% )
TERERR A 7 6 4 IACAHA % 3 4y R FHee LRI ERIRIN R G- L, T e E RO T=,

@4 29YF7I3 R
841.5mL/min (B%E : HAEANTOTF—% )
TEEERR A T 6 4 ICAA % 3 I FH EEIEIRNZ G- L, 7 U T 7 A &R,

5) NHBE
Vd (y) =592L (yHONHER) (%5 FAEATOT—% ?)
Rk N7 6 44 CEXIRE 72. 2kg) (ZAAZ 3 7 MFHE IR ARNBE G- L, S AafEE R,

6) Z0it
BB L

3. B&EM (REaL—3ay) @B
(1) @HrAaE"

TEEERR A B F 25 & U CEM SN 72 5 1R5R 62 4 OWERE 7> 515 517z 1331 B o M rp i s 5 —
Z LT MR ERBIL AR R E U TIHEM Iz LIRER 62 40 D15 D Av7z 179 R R o M iR i
T—Z &AL, NOWMEM 71 27 F A (version V)IZ X 0 RHEMISMBIRERENT 217 o 7=,

(2) RTA—FEHERY
B2 V77 AZEFEORELAE GERSUTIRT A vy Y) KOERE, flbha =k 22 b
DOHRFEICEFOREROKE, WINT 7 # A MIBEFORENETHER L L TR bz, AlE
ITEENHEK D 1 2L LTRO LD, AR GRICHT D R4 vy PREFOROZ )T 7
ADHIF1.06 H Y, ZTOEBORREIT/NSWI LRSI, —F, FERAE/NNEOE) 2L D
HBAZ VT Z A, Hbhary/— A FOGMEFERORM 73— F A2 b OFABEFEDENX
BB oT,

4. IR 1)}
IR £ 39.9% (B&  AAEANTOT—& )
RN B+ 6 LI AR 2 HEEE RN S, WONCHEROEES L, RINEREZRD -,

SAFT AL TEY T 4
39.1% (5% SAEATOF—4 )

TR B 1 6 2 W CARK 2 BBIERIRNEE S, I ONCHERR OG- L, SA AT XA 8V T 1 2Rz,
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VIL_HYhhelZ B9~ % mH H

5. 4 il
7 v Mo MC—x v F A F R Smg/ke (BEPRFH & D 15~30 {5 & : IR 60kg DH) % HIEHRE 1§
b U7 OFBRNIREE IS, B 54% 30 20 KO 3 REfIZ W TIRTHIRR, TR, B, MBI D o/ i,
N % ORI Cridno T, £72, M~OBATIZbT N Th o7, 5% 48 K TIINFIRLA OfEfk <
HZEA LR L TN,

(1) 1%k — AR P Rad 1%

(4)

®)

FMEEeL (e b)

FRARERANTIE L A EBAT LRV, (25 B FER)

7y MZMC—x B AT MR bmg/ke (REIRH 0D 156~30 fi5 & : {KH 60kg DIHH) & H[EIRE A
Bh L, B A — T VAT T T 4 — TR ARE Lz & 2 AP R~DON0MITE L AL
Kootz W,

N ASTIEE A EBIT LN Y, (B3 BRIEHEE)

fERERLIC = & A T IR 20mg &% M Fe5- L PET* & W TN O H, Z B E~OF B2 R LT &
25, BN HZEERA~D "c— FREE L OfMAICITIEE A EEBEE RS otz ),

¥OPET [RYhur =gy NEZ T 74— B b o U CERR SN LA & A RNICEE L,
ZOEMOREIERE R b o b A THBEMICNE L, BT 25 ETHD]

& — MRS

FMEEeL (8 h)

R ~B1T3 5, (2% BIER)

EHRT DT v M C— = BT AT IR Smg/ke (FRIRFH D 156~30 f5 & : {FH 60kg D&HH) &
HAEE O 5 U2 REOIRFN OB 504 3 W] Cherd & 72 o 7o, FHARM PR DR 1/2 Th o721,

FA~0BITHE

FMERRL (B M)

I ~BITT 2. (BE  BFER)

RILTORET v M C— 2 BT AT R Smg/ke (BRARHE D 15~30 fi5 5 : (K 60kg DIHE)
ZRROBEG Lo RENAH P ~OBITRIL, 48 FHMBETICHLIR 1 IEHZV T v b~ E
L7ZEDR0.08% Th 721,

BB~ DB
LR L

T DDA DBITHE

Y ERRL (B )

7 v MTBWTHLELISMIITIR, B BREY o868, B 8%, 5=, IR TRERE,
Mo, PoRE, M, ERSH, REH, IRER, M CITRENE 7Y,

miFERFEER

64.2% (in vitro) (B S EANTHOT—ZF ?)
TR ASF 6 4 DIMIFIZ "C— = B F A F U IERE 2N UIEE ARG ESR20E L,
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VIL_phhelZ B9~ % mH H

6. 1% |

(1) RBEEBLEIRVRBHRE
FERE R A TR OB b LI 6 O R L OFEE Y ORERERFI Lz & 25,138 L ERELL
KThot, BE HEATOT—4?)

(2) REHZBEETHEEFR CYPEH) OHFiE F5=E
T EFRAF AT E A ERB SN2V, TS DA RRIZ CYP3A4, CYP2D6, CYP2B6 DE§5

PURIE SHu7e 7,

3) YEEENENDEERVZFDES
BOEEOWRIVER (39.9%) 1%, RABEEGEDOASAAL AT AL FZ YT 1 (39.1%) SIFIFELoT-,
(2% HEATOT—4 )

) REVOFEOERRUFIEL, FELE
AR L

7. # ii:
(1) PEHEERAL & ORE IS
FERERR A FICR O L s, BCRMROFEPICHRE S D, (B35 SANEAT—2 )

(2) Hk it =
BERERRA D FITRE A G- L2 iG, IR ~odht=iE 25.4%, FETH~OPERIT 70.4% TH -7z,
(%5 HEAT—2 ")

(3) Bt
LB L

8. FSYVARKR—EF—IZEHT S1EHR
b R P-gp ZIRFEIFEIL X 72 LLC-GAS-COL150 #ifd & FH\ 7= in vitro B RICHBWNT, =8 FAF UL
P-gp DIEThH o7~ 9,

9. BNMEHFIZLDIKREE
AT
18.2% (BHTHEE )

10. HEOEREHTHBE
LB L

1. 20t
DR L
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VIl Z2etE S EolES) (B4 55

wong W

2t (FRLOFXESF) (CEA3 5IEH
ENEFEZTDER
EIN TN

BERBE L TOER

2. BZ (ROBHEIZIZFBE LGN &)
ARHN D E ok LiBBUE OBEERE D & 25 BE

(fiFa)
AR DR LIBBE DL DO & 5 12T, ARG~ ThneBEILbN D,

. DIREXIHRICEEET HFE & TNDHEMA
BEINTHARWN

. RERUVAEICEET I8 L TDEA
BT STV

. BEEGEXRNIE L ZTDOEH

8. BEELEXMIE

(ZhEEStIR)

8.1 IRRAMT Z L NH2DDT, ARAIFGHOBEITITH B HEOHEEREEIR 2 F 5 R OBRIEICE
BEIE5 L,

8.2 ZNRNFED LRV GAITIE, BARLERBICOEVRG LRANE I ICEET L Z L,

(REXmE)

8.3 [ESHLEAI, AT v A FAlZRE LR | T TITE Z o TV DR BIAERRER 2 0 T
W 2 HEAITIERNDT, ZOZ EITBEICHFOHAL TR LERD D,

(FLILF—1EE %)

8.4 FHIMEDBEIHRET 25613, HRFHiL2EZX T, TOEMNOEREZHE L., FREFHiK
TRETHRITHOZENEE LY,

(a5

8.1 - AURIMHIE 2355 <, IRAKDFEBIRIT 2.84% OKFBRF) THY, F7z, BEHEER OEEERIE
HLOEBEE~DORBII T T v R EFSETHD I EPHERINTND OV BEEADIREEIC
FVIRKRZMEET Z D0 THREICEL TIE, HEBBEOEIRSEGEREZ D MR OBRIEIC SN T
BRFIx L CHEEZBIE T 5,

8.2, 8.3: FFEFMMEZSBITRE LT,

8.4 RANDE % A0 OB INCBRLG U7 EFIRE T, ARG % Bl U2 fEBIREC

HEE L C, ERAEBICEREICHER L 2%, YINGEROA SRS ST,
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VI 224 (FEH EorEs) I+ 53EA

6. RENERZAISBEICEHI HIRE
(1) BHE - BEEZFOHLBE

(2)

9.1 SHHE - MEEFDHLHESE
9.1.1 REARTOA FEREZZITTWSESE
FAFEGIZ LD AT v A ROBEEZITND5EIE, FoREHT THRAICITI 2 L,

BEHREEE RS
BRESH TR

Q) MHReEEEE

9.3 FFikeElEERE
HTFERERR S S22 OBEERE D & 5 AT, FEENELCUIFRT 222855,

(fgs)
AANZ B THHEREFE F LB DO RBE N E SN TR Y, IEENEMIIFRT 2288260
5 EMBERIE LTz,

(4) £JEREERT DE

BRE STV

() W&

(6)

9.5 11t&
YEhR SUTIEIR L TV D ATREME O & 2 MEIZiZ, 1B LoA R EliE 2 Bl D &l S s
SR OBEG D T L AEIRAT R ORISR (7 v ) TEZBROE TR, SERK
WEER (7 9%) TIEREBSEERR, WInbEHETRO LN L OMEND D,

(FRFL)

AR OIS D TR A~DOFEIIMET SN TV R W=, ZMITHESL L TN &bt L
Too 728, WEHRAT M OMEAROIIERER (T v b) TIEZIEROIEK TR, SRR (7 %) CTliis e
BOEERHD, WINbLEHETRD LN TS, ( [IX. 2. (5) AfEBAFEMERR] OESMW)

9.6 2317
16 EOAIMER AR EBOAEELZ BB L, RAOMG I T L2 BETT 52 &, B3
B (Z v b)) THHP~BITT D2 LBRESNTND,
(figat)
KRN OBRAITA~DFEIIHRET STV RN, BRMITHLL TWRWZ Enbitii L, b,
BER (7 ) IZBWTHHTFIZBIT T ZERRBOONTND Z &b, BAP OIS
THILEES, RUESTRET LG, BAAEPLETL2E, (VL 5. () HH~DOBAT
P OIESHR)
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VIl Z2etE S EolES) (B4 55

(7 INR
9.7 NRZ
INBEZ G & LA OV 2 iR & U 7= BER BRI 520 L TV 7w,
(fi#0)

INRExG L U RERBRIZSEm L TR 67, MR OB IIMERHEN. SN TV RN ENBEREL
776
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VI 224 (FEH EorEs) I+ 53EA

8) B#ndE
9.8 EimE
EHIRNCRITER - BRARIEIR (F895,
/E[\‘r
AE

Hig, HEARESE) OBEZITV. RENBO OIS

ZiE, BE (120 10mg/ H) UMK 2 72 EWEIR W& 2175 2 &, @il TIIAT - B
PIETFLTWD ZENEL, WISNZARITEE LTEE bHRES LD,

—RIZ, A TILME ORI L0 ABEREME T LT 2 ENEWNIz), mMRED ERFICX
LEWERFHOMREENEZ O D, AANTRIN Sh%, L LTHEE» OIS D Z Lk,
R E ~DOAFNOPGAZ B 1o > TIBE Z +31ATV, RO DTG EITIE, BE IR

CHY)RIEZAT D T &,

7. 8 HE /£ A
(1) tREZREZOER

FRIEI TV

HREFE L ZFDER
BRE STV

8. Bl £ H

1. 8lEA

1T 57 CHER B AT Y Z &,

WOBWERNH LD ZERNHDHDT, BELHDITITWVRFENFRD LN HE T &5 24

(1) EXGEMER & MHER

1.1 EXGEIER
.11 FrgaeEE. &2E GHEAY)

11.1.2 m/MREAD (BEEERE)

AST, ALT, vy -GTP, A1-P, LDH @ _EHZEDAFHEREREE (FMIHER : 2HEER. BECRIE, 2L
&5 < RA-2E) . BN LN ZENH 5,

(fFw)

1111 ERAATRE, AFIORGICXY TIFEE, 3BE) BSEBLZEOWMER S L Z L0 b, &
BEMAIL 29 570G Lz (BB EAE EIRE 2R St Rk F g ais/ Pk 1248 A 23 H

).

11.1.2 : @ERshHiRR, AFOREGIZXY TI/MREd ) BRI L EORER LD Z b, EE
WAIED 29~ % 7o I RLR L7 (RT3 B 12 3 e Ry e Aok SRR 5 i / Rk 13 4 11 7 28 H

1),
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VIL.

7ot EH EoES) (B4 5

(2) ZothnElIfER

11.2 Z0tDEIERA
0. 1~5% Kl 0. 1% A BRI

s FIB CABRIE, DI, £ o8 | 3 (FEE. F2%)

W RE N
PERLBE

. . RA. BB, BUE, O\ | RIE, B, LOWUK, 5 | 2%, L0

PR BAR— v & LEEL

o WA, BACRR, BEEAbuR, | ner, BEE. R, 0B | Ok

B H7oru, IEE,. TR, N8 | e, MR

B ik L)

W IR w5 SR P BEPR | IR S DM R AR R

TESR DETTHE

IR 28 RO PRI, e PRI, P

1Mni& B i EREE N 1N IR

2ol AREE. IZTY, T34, | ZWHRAE. AFEEX
BRRACT ., MavE
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Atk (R EoREES) BT 55 E
& 75 H B RIVE R B R B OV R AR A i L ) —
R i R K O &
HKFBIRHZ D %1 [ % 2 [A] % 3 (Al ot -
WA 646 15 B~ | Wk 746 A 15 A~| T8 46 H 15 A~ %mﬁﬂﬁﬁj .

BV OFfkH TRk THEG A4 H| TRSAE6H 14 A | WEko46 A 14 H e

S A 438 564 407 313 1,071 1,509

wOE E # K 2,326 2,927 1,789 1, 401 6,117 8, 443

il 1E ) % 28 BUIE 41 4% 161 61 21 20 102 263

al e M 3 B 3K 205 75 27 25 127 332

gl 1 A % 58 BLE B 6. 92 2.08 1.17 1.43 1.67 3.12

Bl E A % o RIER S OFEERIR B, 5 (FE (%))

B - R RE TR e | 10 4510, 43) | 1 451(0. 03) 2 f11(0. 11) 3 41 (0. 21) 6 1311 (0. 10) 16 #1 (0. 19)
O MR OB 1(0. 04) - 1(0. 06) - 1(0.02) 2(0.02)
Boom kL B - — 1(0. 06) 1(0.02) 1(0.01)
2 % - — — 1(0.07) 1(0.02) 1(0.01)
L A K B 2(0. 09) — — 1(0.07) 1(0.02) 3(0.04)
N P b 04) — — — 1(0.01)
% 9 K — — 1(0. 06) 1(0.02) 1(0.01)
ks % 2(0. 09) 1(0.03) — 1(0.07) 2(0.03) 4(0. 05)
B % 1(0.04) — — — 1(0.01)
% % 2(0. 09) — — — 2(0.02)

* F RO T T 1(0.04) — — — 1(0.01)

HAR « AR | 16 491(0.69) | 6 51 (0. 20) — 2 151 (0. 14) 8 1411 (0. 13) 24 15 (0. 28)
SR il 9(0. 39) 1(0.03) - - 1(0.02) 10(0. 12)
S| =K 1(0.04) — — — 1(0.01)
EoE L ORI 1(0.04) — — — 1(0.01)
TH LU (R - 1(0.03) — 1(0.02) 1(0.01)
F o L U h 1(0.04) — — — 1(0.01)
» * W 3(0. 13) 2(0.07) — 2(0. 14) 4(0.07) 7(0. 08)
S b o x (R 1(0.04) — — — 1(0.01)
BEAR—y & LT 1(0.04) 2(0.07) — 2(0.03) 3(0.04)

oo B 5| 161(0.04) — — — — 1 % (0. 01)

* H o B 0§ » 1(0. 04) — — — — 1(0.01)

Z O O REERE R E | 2 61 (0. 09) — — — — 2 151 (0. 02)
MoOWwn 75 1(0. 04) — - - — 1(0.01)
O o i n & 1(0.04) — — — 1(0.01)

oM i & 169 f1(2.97) | 22 (0. 75) 74511 (0. 39) 8 41 (0. 57) 37 51 (0. 60) | 106 451 (1. 25)
i B 66 (2. 84) 21(0.72) 7(0.39) 8(0.57) 36(0. 59) 102 (1. 21)
N R OE) 2(0.09) — — — 2(0.02)
A~ IR oo o o E — 1(0.03) — 1(0.02) 1(0.01)
in 2 1(0.04) — — — 1(0.01)

WOk F B E | 5341(2.28) | 21 #1(0.72) 8 1511 (0. 45) 6 11 (0. 43) 35 51 (0. 57) | 88 #il (1. 04)
T 7AW % — - — 1(0.07) 1(0.02) 1(0.01)

* A rv R — 1(0.03) — 1(0.02) 1(0.01)
A = 0.17) 3(0.10) — 3(0.05) 7(0.08)
= i 0.17) — — — 4(0.05)
- = = - 1(0.03) — 1(0.02) 1(0.01)
e » o x - 1(0.03) — 1(0.02) 1(0.01)
TehoE (LHLHITD) 2(0.09) — — — 2(0.02)
i - - 2(0.07) — 2(0.03) 2(0.02)
i il 3(0.13) — — — 3(0.04)
(IS I I 1 2(0.09) 1(0.03) - 1(0.02) 3(0.04)
m] Ve 19(0. 82) 4(0. 14) 1(0. 06) 1(0.07) 6(0. 10) 25 (0. 30)
H b = (8 2(0.09) 1(0.03) — 1(0.07) 2(0.03) 4(0.05)
D EE L 2N 1(0. 04) — — — 1(0.01)

_32_




VI 2t (EH EorEs) 4 2HEE

SEHEREVERRERRBERVIERREEREE—& —fHig—

A A B R O &
HKGBIFIZ D 1 %2 I8 % 3 [l P N
i A | Pi6 46 A 15 A~ | Bk 746 1 15 A~ | T8 46 A 15 Fi~ %ﬂqﬁgﬁﬁﬁ o
RIlE R oo Flit Wk TE6 A 14 H| ERS4E6A4A| FRk94E6 A 14 H o
/£ K £ B 4(0.17) 1(0.03) — — 1(0.02) 5(0.06)
iz} I 2(0. 09) 2(0.07) - 1(0.07) 3(0. 05) 5(0. 06)
HOAR R 7(0. 30) 2(0.07) 6(0. 33) 2(0. 14) 10(0. 16) 17(0. 20)
B Jid 2(0. 09) - 1(0. 06) — 1(0.02) 3(0. 04)
= M W U 1(0. 04) — — — — 1(0.01)
H i I 1(0.04) — — — — 1(0.01)
& i 2(0. 09) 2(0.07) 1(0. 06) 1(0.07) 4(0.07) 6(0.07)
M R G R 1(0. 04) 2(0.07) — — 2(0.03) 3(0. 04)
nog i B K 1(0. 04) - — 1(0.07) 1(0.02) 2(0.02)
JF e - MH 45 R B 5 | 6 41 (0. 26) 2 %1 (0. 07) 1 41 (0. 06) 1 %1 (0. 07) 4 41 (0. 07) 10 41 (0. 12)
£ I 1(0.04) — — — — 1(0.01)
A S T Lk & 5(0. 21) 2(0.07) 1(0. 06) 1(0.07) 4(0.07) 9(0.11)
AL T Lk & 6(0. 26) - 1(0. 06) 1(0.07) 2(0.03) 8(0. 09)
U LEE RS 1(0.04) — 1(0. 06) - 1(0.02) 2(0.02)
* y —GTP L& — 1(0.03) - — 1(0.02) 1(0.01)
RO - 5 & B E | 1610.04) 4 151 (0. 14) — — 4 (0. 07) 5 411 (0. 06)
Al —P Lk & 1 (0. 04) — - — — 1(0.01)
L D H k & — 4(0. 14) - — 4(0.07) 4(0. 05)
O+ M REE (—%) — 1 41 (0. 06) — 1451 (0. 02) 1 %1 (0. 01)
* 1 JE= — — 1(0. 06) — 1(0.02) 1(0.01)
DA% Y X AREE | 5 610, 21) 2 141 (0. 07) 1 451 (0. 06) — 3 1511 (0. 05) 8 45 (0. 09)
L= i AN ' — — 1(0.06) — 1(0.02) 1(0.01)
DEIJLE - BB 5(0.21) — — — — 5(0. 06)
i) S — 2(0.07) — — 2(0.03) 2(0.02)
e W s ROBEOE | 341(0. 13) 2 15 (0. 07) — — 2 15 (0. 03) 5 4511 (0. 06)
* £ W FH W — 1(0.03) — — 1(0.02) 1(0.01)
Mk L3 1(0. 04) — - — — 1(0.01)
* Wi Mg oo By O — 1(0.03) — — 1(0. 02) 1(0.01)
= il 1(0. 04) — — — — 1(0.01)
Koo EBHEL 1(0.04) — — — — 1(0.01)
A gk - MRS | 16100.04) 4 4 (0. 14) — — 4 (0. 07) 5 $11 (0. 06)
* 4F B Bk B £ (E) — 1(0.03) — — 1(0.02) 1(0.01)
* [ o Bk (IE) — 1(0.03) — 1(0.02) 1(0.01)
B o ER 85 % (JE) — 2(0.07) — — 2(0.03) 2(0.02)
H oM Bk %8 o 1 (0. 04) — - — — 1(0.01)
wopR # R OBE | 2 41(0.09) 1 41 (0. 03) — 1 41 (0. 07) 2 15 (0. 03) 4 11 (0. 05)
& M SR 1(0.04) — — — — 1(0.01)
R FA 1(0.04) 1(0.03) — — 1(0.02) 2(0.02)
B TR — - — 1(0.07) 1(0.02) 1(0.01)
VA (d%) BEdE | 1610, 04) — — — — 1 i (0. 01)
A & A& JA 1 (0. 04) — — — — 1(0.01)
— ) 4 B BE | 21 41(0.90) | 7451 (0. 24) 3 %1 (0. 17) 1 41 (0. 07) 11 41 (0. 18) | 32 4 (0. 38)
BHoom % E — — 2(0.11) - 2(0.03) 2(0.02)
B B 3 E — — 1(0. 06) — 1(0.02) 1(0.01)
o] b 1(0. 04) — — — — 1(0.01)
& = (%) — 4(0. 14) — — 4(0.07) 4(0. 05)
S B N 3(0.13) 1(0.03) - — 1(0.02) 4(0. 05)
& uy e () 17(0.73) 1(0.03) — — 1(0.02) 18(0. 21)
~ /S & - — — 1(0.07) 1(0.02) 1(0.01)
13 < 0 1(0.04) — — — — 1(0.01)
*x C P B M — 1(0.03) - — 1(0.02) 1(0.01)
% o BUTIRAMSCE - R EOEENS P TE 20V EITER « RYE
(F:=PNEEED
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VI ZzAetE (A EoES) B 5 EA

9. BRERREHRICRIZIEE
BEINTHARWN

10 BEE &5
FRIE I TWRN

. BREDOIE

14 BRALDEE

141 ERIZATEOFE
PTP @2 DIEANIPTP & — B0 L CTIRHT 5 L 9825 Z & PTP & — h DFRAKIC
B RS BRI~ L, SEICITELE B 2 L CHERRR SO EE RS {aﬁtﬁzﬁ:ﬁ%ﬁ%ﬁ@“é_
Enbd D,

12. E0MtDFE
(1) EREREEAIZED1EH

15. ZDMDEE
15.1 Eﬁl?ﬁﬁﬁﬁ(‘%’ﬁ('f*#ﬁ
ZEERR G LG E I BRKRG LD biPRENS SR ZEPRESN TN D, &KE S
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