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HE: BH HKRLAEEL (CMZ) ELBFFRATRGERFO/ER. ik ¥ 32 A4R SD X
RS A 420 . M AR, TEAAL, L+ CMZ A, NHE+ CMZ A, H48 A, CEAER
BRRAELE2ANANARFTCE 01 ml/ (kg-d) |, TZE+CMZ4A, HEAHE+ CMZAELE2NMAET CMZ
80mg/ (kg d)s 2AABHKRARIAN 6—- FRIALY R / Fob) TR LAY R (CHZ) Rt E, 2
Kol K B AR R i &4 P450 2E1 (CYP2E1) #9375 IRIEF M f J LEE R E Fo R SR BGVE M ; )G
WSCFTA KR, BT, R SAATITE, BEM A%, AN K SATIER G Bk FH, #&ITRER,
KA Western blot #4 X FATIE CYP2E1, CYP3A, CYP4A #axt £k & ; B & R EAT AL mE F T,
£R LR +CMZ A5 TEAA ML, GBI K RIFHYG (P <0.05), TEA&BHF CYP2EI & a6k
ik, LB +CMZ W RAH-F CYP2EL 89 &k, CMZ 474 CEAER 41 K RAR N CBLiA- 349 CYP2EL ik, 12
A# CYP2E1 @ty kik, FAf, CMZ [l CEBF-FORGI/KRE® TR, &t CMzdidird X f ik
73 CYP2E1 #9751, BAK L BE 5509 T 5145 .
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Inhibitory effect of Clormethiazole on ethanol- induced
liver injury in rats
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the First Affiliated Hospital of Sun Yat-sen University, Guangzhou, Guangdong 510080, China)

Abstract: Objective To study the effect of Clormethiazole (CMZ) in rat model of liver injury induced by
cthanol. Methods Thirty-two male SD rats were randomly divided into four groups: a glucose control group (n = 8),
an ethanol model group (n = 8), an ethanol+CMZ group (n = 8) and a glucose+tCMZ group (n = 8). The rats in the
ethanol model group were fed with ethanol 0.1 ml/(kg-d) for 2 m, and the rats in the ethanol+CMZ group and the
glucose+CMZ group were fed with CMZ 80 mg/(kg-d) for 2 m. Then Chlorzoxazone metabolism was measured in
vivo (6-OH CHZ/CHZ ratio, pg/ml) to assess the activity of cytochrome P450 2E1 (CYP2E1). Blood samples were
collected from the orbit to detect serum ethanol content and serum alanine aminotransaminase (ALT). Then all rats
were sacrificed under anesthesia, the relative liver weight was compared among the groups; liver homogenate was
prepared to detect the proteasome activity; the relative expressions of CYP2E1, CYP3A and CYP4A in rat liver were
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assessed by Western blot; and pathological changes were observed under microscope and their degrees were evaluated

by morphormetry. Results Compared with the ethanol model group, the ethanol+CMZ group could significantly
reduce the liver injury in the rats (P < 0.05). Ethanol induced the expression of CYP2EI protein (P < 0.05), the
ethanol+CMZ group also induced the expression of CYP2E1 (P < 0.05). Detection of Chlorzoxazone hydroxylation
product revealed that CMZ inhibited activity of CYP2E1 in the ethanol model group (P < 0.05), but the expression
level of CYP2E1 protein was not affected (P > 0.05). CMZ blocked the decrease in ethanol-induced proteasome

activity (P < 0.05). Conclusions CMZ can protect the liver from injury induced by ethanol through inhibiting the

activity of CYP2EI.
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S FEEME( Clormethiazole, CMZ ) A BEMBISTTAEY)
FUA B IR PUBRVER . I Y
BRI TR | FFerdife . FFREILSE, SRR 2
R B TR 5 A ML 65,38 P450 2E1 (eytochrome
P450 2E1, CYP2E1 ) W93k, HGm A i H0H T 45
17 %7 BRI, CMZ ZEBIE IS IH] CYP2E1 LAY
Bk, MM CYP2EL AYTEHE 0 A SGl & i 18
PERE PR30 075 K BURSRY,  LASDT e B CMZ 7638 RS B
OO h R R EEAER, IR PR TR
JHRA5HR B S B A

1 RS

1.1 8

110 E®shar JoRE R IR AR M SD R R
32 H, RHE (220+20) g, W AR 4EE R A P
RARAF], AHILES SCXK- 5T -2016-0012.

1.1.2 24X A] CMZ 46 99.8% ( L igkiA Bk
Tk ZRA AT ), FAMEVP5E ( Chlorzoxazone, CHZ )
4l 99% ( MRy Z AL Tk R RA TR F] ), 43%
CE (R E M TR ARAF ), Vector ABC A7)
A FITH % ( Malondialdehyde, MDA ) {51 & W [ 75
TENEY TG R, CYP2EL, CYP4A, CYP3A
YAy [ 25 E Santa Cruz 27 .

113 SIAE CX23 A ids ( HARBEMKE
W] ), AU680 #l4x H B Ak a3 Al ( SE1E D se &
JEIREEAE] ), UV1901 RUEHREAMM T (L
KRl A BRA F] ), SONICS 8 75 Ji 40 Mo i e
( 3¢ BRANSON 24l ), ZHEAE 1260 o 80 oA (3%
(£ Agilent 23] ), ULTRACUTR B #47) F AL £
FEERAT ), JA2003 B F43Hr P (i RPAY
)

1.2 Fik

121 KARBWEHEFRGERGEH  H24

RN Z TR A THIRE . O T,
QT (47 CMZ) 5 BEAIGHIKE . QTR
(A THIERE), OMEMM (LT (HFE).
32 HUEtE SD K EGE MR 1 RS, IR E X RE
Blorh 4 241, RR4H 8 H.

®1 2NEXEMHRAIET
THiH = Bl: JoHiH (#i%H) B2: #iF (4F%)
Al: BT AlIBI1 A1B2
A2: THl (CMZ) A2B1 A2B2

A2B1 : FiZME+ CMZ 4, FAERRERICR CMZ i
TR T, KEHESE CMZ80mg/ (kg d), 2h /5
WY 43% HAHE 0.1 ml/ (kg - d) ], 60 d.

A1B1 : H#IBERT IR (BIMEXTIRAL ), KEEH
A4 CMZ S ARBUEBIER K, 2 h IRV 43%
ZEIHER[0.1 ml/ (kg + d) ], 60 do

A2B2 : P+ CMZ 41, FHAEFEER KK CMZ Bl
BT, KRREE CMZ 80 mg/ (kg + d), 2 h 5
B 43% B 0.1 ml/ (kg + d) ], 60d.

A1B2 : SPEARIZH (BHPEEXTIEZ ), KRR &
i+ CMZ A G ARBUERIER K, 2 h FHER 43% L1
[0.1ml/(kg+d) ], 60d.

5560 KX, KEESEAAZIK, 12 h JEERRIEL R
I, WCERRRMSE, FRiAE, £41K BIEBRES CHZ
150 wmol/kg, 73 T245245 )5 1. 2 #1 3 h 7EHRHE AL R
R BUAE, BERVW S ALFE, I 4 500 r/min &0
10 min, SEFFT —20°CUKAH . BUFEA M IFFREE, Hi
— MR 10% ZR PR, RIS RAT -80°C
UKAR o B 8 R, Sbr i A A il it 6 5k 7 L,
WO RS b 6 HOR BT
122 XKAMFBHG LR o TR E o dn ik 57R
5 8% (alanine transaminase, ALT ) #&PEag4m 115
H KBRS S (FFE /R E ) 5 RS A4
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A BT ASGE 2ok B 2l 7 2% 0 B ALT s 5 SR AT
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123 KAMALBE LN % BUH 10% %
B T (A PR ZHL R, B FA A, 4 o m HEUD)
R, IARKS - LAk (hematoxylin—eosin staining,
HE ) Jeft, Sz s g4 4l UL 25227
b s BRI 25 2 B4 4 2 B MATHEWS 45 ™ (572
1.2.4 JF484% CYP2E1 %zaR L5 k4 & CYP2EL
B RE A S Y R ISP YL Y, DAB WL, —¥t
CYP2EL (1 : 600 Fik ), {fiJH] Vector ABC i & il
AW EAMCH) BRI CYP2ET fPHMEIX 8K

1.25 JFHAL4% MDA A0 E  fE 752
YOG RETE BRSO EE N MDA % i, Ok
FELL pmol/mg 2) 4 H KRR o i i 4 DU i 1Dy 2 21 1%
MDA Jz W fig B it A AL AR B2, i A AR L L Z R A
I MDA™,

12,6 KEMEZEGIAKERGNE  BIETFHE,
R BE A (UGG P ( LLVY-AMC K FEEE ). Kk
P 5 P ( LSTR-AMC /K fif 2 B2 ) AT 20196 Ik /K i
fifi 1% ( LLE-NA K2R ) " 7€ pH 7.5 19 0.1 mol
Tris—HC1 HHILA 20 ~ 200 w g #1725 14 F1 40 w mol 4
R, 30°CHHIRIEARIY 1 he LLVY-AMC HI LSTR-
AMC 19 33 & R SRS U 4 43591 2 390 il 440 nm,
B — FH 2% i 9 3 i R R SR I 8 K 43l Ry 335 A
410 nm.

1.2.7  Western blot #& M| B 45 21 2R AT B K U IR
i FECHT A A5 Y T v o A S BORL AR, R B
Z BB, % A Western blot 6 il K . CYP2EL .
CYP3A. CYP4A 25 (A AHXT Rk " R 4% W4
JKEFN 8.7% 53 15 HEA T 5 D s IR A6 G P Uk o JHF iR,
RS AR R NG TR BE RS 22 v (3% SDS, 0.2 mol
Tris—Hel, pH 6.8, 26% N =%, 2 mol B - ML)
100°CHIHA 2 min. 4 25 w1/ L FARE, kiR H sk
Sy JE AL 2 PVDF B, BRI B 1 he —B
(1 : 5000 #F) ZiRMFE 1 h; HRP FRic a1l 0
RPL (1 2 2000 Fke ) Z=IRFEE 1 he SRR
JIA ECLAb2= &6, R Image Quant LAS 4000 4
FEHABZZRS (f£E GE Healthcare 2 7] ) P TIEGAL
B, SR AE R LI B BRI (UA/mg ),

128 KRAAKA CYP2EL iFhagseml Sl B3R
AR T ARG I I 2R df P 6 FRIEGME VPSSR CHZ (155
i (pg/ml), RHA 6- FILGEMEYD SR / E V% HUAE

PG AR RAR P CHZ ORI
1.3 GFitEHE

B> HT S FH SPSS 17.0 Geit it , %R
PIE + brifizs (xxs) 3R, WRABRRE T 250
Bl RS0 77 225307, W LE S LSD—+ A6 55,
P <0.05 W2ZEFHGI#E L,

2 #HE
2.1 CMZXEFEMFRGAREE. FEEHE
kLN A

SEEGIAE] (60 d), PSSR A ) 2 R R ZH
KB LAAHRN AR (P >0.05 ), 2B R -1
HIRAREE 3 o/d, FANEXT RN 2.2 o/d, L+ CMZ
1.5 o/d, FEHE+ CMZ 200 2.1 g/d, Z BS54
WETHUSCR R, 22 A 5eTH473L (P <0.05), LB
REHLH 4 I S AR e (AR = P / (A x
100% ) & T2 T B2, B4+ CMZ 9
HHAFEX T ER OB+ CMZ 418, W3R 2.

®2 CMZERBMEFRHAAREE. FFERLHIZm

(n=6, x+s)

2051 KT /g T /g AAXTHFEE /%
AR IR 347 +24 11.9+18 34x04
SR ZH 372 +38 18.8+2.9 5003
A +CMZ 41 340 + 31 13314 3.9+03
2 +CMZ 41 301 =61 16.6+5.0 54+09
FAE 5.465 0.093 4.087
P fH 0.030 0.764 0.057
F 18 0.172 16.017 50.086
P, {H 0.683 0.001 0.000
Foofl 3.762 1.905 0.051
P, 18 0.067 0.183 0.824

2.2 CMZ 3t EiE A {n K R AT IhiEsRfN MR 2
EaENH

O TSI 3K BV B S 2B+ CMZ 4
A, ZRIG4E X (P>0.05), LEEHREI4 S
HIFIHERT BRALAY ALT ZKF T8, 225 gt 22 X
(P>0.05), {HZEERA S 2 FE+ CMZ 4119 ALT 7K
FLEr, ZRAGIEE X (P <0.05) ; #% M ig
H 5B R4+ CMZ 89 ALT KFE L, 29501
27 (P <0.05 ), W CMZ B2 IROR g . W3 3,
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ERIW, AF « SORMEMXT Z BT T 1 R BT T I S0 AR I 5

&3 CMZBEHMARHAXBRERNNE ZESE

G (n=6, Xxs)

205 L (mg/dl) ALT/ (IU/L)
AR R AL - 90 = 40
BRI 197 + 49 102 £ 53
%W +CMZ H - 33+13
L +CMZ 4 239+ 172 66 + 38
t/F, 0.575 8.674
P E 0.586 0.008
Fy 18 2.037
P, 1H 0.169
F 8 0.436
P8 0.517

K4 4 BAKRRITHRIES R

2.3 CMZ 3t EE A {n AR H R REFT
=

LRI K SRR B e T LB+ CMZ 4,
AR 2R B IR B e 280 (IR AR E . 3R
FE. RIE. F4Efl ) B OBE+ CMZ A2 (P <0.05),
LRI K SR LT AL AL B s, X 2T 4
b FZAFAE T/ HL B AN AR AL
KBTS 28+ CMZ AAE L, A4 W 5 A g 5 1
AL . IRFERRAE. WAE 4.

ikt apiE RN TN i e AN MRS £
ik e O JE S RHES AR HES ) ST, RSy
FUE, R, AT Ah o, MR, R (I
F1A ), L BAETRIZH AT UL /N 25 R 3R, I ARHES ]
AL, 2. ACRIREE, Ak B, s rhar

(n=6, 4, x+s)

45 Jig it A2 WA RAE 24l B
A R 2 0.17 £0.11 0.83£0.45 0.83 £0.45 0.10 £ 0.01 1.83+1.15
LA ZH 3.01+1.07 1.14 £0.59 1.63 +0.52 0.75 + 1.04 6.45 £2.34
A +CMZ 41 0.25£0.12 0.1+0.01 0.62 +0.34 0.10 £ 0.01 0.85£0.48
LT +CMZ 4 1.82£1.05 0.14 £ 0.06 0.64 0.31 0.10 £ 0.01 254+1.28
FoAil 3.227 32282 12.706 2317 16.615
Pl 0.088 0.000 0.002 0.144 0.001
Fy i 51.299 1.291 5.862 2.320 27.606
Pl 0.000 0.269 0.025 0.143 0.000
Fyo Ml 4230 0.759 5.346 2.316 5.937
P, 18 0.053 0.394 0.032 0.144 0.024

WRANANEE | B A — B IR 236, o T4
WERRIEAS , /N Hh SR K BRI AS XA A 2R M ¥
T, A Y 20 5T R AT 2 (5 ORIR Mallory ZIMA (I
K 1B ). LW+ CMZ 4R US4 ek e W) S, A7

BT AAE AN MIR 1 , 2RI A /IR (LI 1C ).
AR+ CMZ R DU 236, T A ] e
A IRERIE | /IN v K FELRI A DA 9
A (UL D).

A HIEFETIRLL; B: ZEERUNZL; C. WA +CMZ 4l D. ZFE +CMZ 4

B 1 CMZ 3B HRGKRIFARRETHHZIE

(HE x 10)
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2.4 CMZ XfiE+5 MR 57 K RAFEZR CYP Egfn
MDA & £/ %M

ORI CYP2EL A 35K i T A 0 i
A 4+ CMZ 21 (P <0.05), FWZEHHS R
R CYP2EL SR HAYFRIL (LA 2), (HORERRIZ Y
L+ CMZ 2011 CYP4A FI CYP3A AN} ik b AL,
ZRTG 2 L (P >0.05); LRI 54558
YRR, O BE+ CMZ 4. F% B + CMZ 4179 MDA

R5 CMZXBEEEFRGARIFAES CYP BBIA B SEMEN

T A, ZRASIHFEE L (P<0.05), LRI

1) MDA & it THAbAS A . Wk 5,
1 2 3 4
O 12| c— <y - _———

poacin D @D @D @ e @
1. FZAGWEXTRAL; 2. AW +CMZ 41; 3. WAL,
4. LB +CMZ 41

B2 448XAR CYP2E1 EAMRKRIZE

(n=6, x+s)

251 CYP2E1/ (UA/mg) CYP4A/ (UA/mg) CYP3A/ (UA/mg) MDA/ ( pmol/mg )
AR R 37+15 65 +27 153 £101 349+7.1
LRI ZH 233+ 17 126 + 57 239 + 165 58.7£21.8
IS +CMZ 41 22+13 111 £57 121 £ 65 31.1+9.3
2B +CMZ 41 215+79 158 +91 349 + 158 37.5+9.1
FE 0.971 2.293 0.546 5273

P H 0.336 0.146 0.469 0.033

F 18 131.155 4.476 8.929 7.831

P 1H 0.000 0.047 0.007 0.011

F,, 18 0.012 0.079 1.800 2.561

P, 8 0.915 0.782 0.195 0.125

25 CMZBERBMEFRGARIFAL CYP2E1T 2.6 CMZXBERBMEFRG K RIFALAEQEEFE

ERFRIEHIF T

FUH/IN BB AL e Uk et iR, LB
RIZH Y (0, X 3l 5 2 BE 4+ CMZ 4l IEAR—3 (WLIE 3A ),
AR FRAT YL T RN, AN UL e 3o 14 A
Y. HAEHE+ CMZ 415 LB+ CMZ 4L L, /N
M- CYP2ET FH: X 5 45/ (ULIE] 3B ).

A
A: B4 CMZ 4; B: #ZH+ cMz 44
B3 WAKXRFEAH CYP2E1 IFRIE
(P x 400 )

fEd=0p=A S

26,1 JEEGQEERE 4 HKREEAMIEELE,
SRR I 204, ERAGIFEL (F=17.436,
P =0.000 ). Wi LA LSD—t K, 2 BERERIZH 1Y
JBE 2 1A A T A2 A T 28 W T R 4 R A 4 CMZ 4
(P <0.05) ; LM+ CMZ 414885 (B TS 2 B
BRI LE, 22584 X (P >0.05), W& 6 Fil
Kl 4.

262  EBEGEEERE 44 KREIEEE A
PR LhEE, BN E T 2500, ZRA%H R
X (F=11.457, P =0.000), FFHLEL LSD- K,
TR 2 (1% 24 I 2, 1 T P 2 0 2 A o) R A A1
(P<0.05). W56 FE S5,

263 SAFBMOKMEEE 4 KRR EBEMOK R
BTEHAKCT- i, SRR T 200, ZR %I
B Y (F=0.995, P=0416), W3 6 Al 6.
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Lo HAIHEXT IR 2. PSRRI 3. AAHE +CMZ 45

W
1

(=]

%526 W EEM, 5 ¢ FIEVEMEX 2 B T 0 I BRI AR FHFSE
K6 4HEARIFAAEZELBEAEI CYP2ET iFMLLE (n=6, xxs)
13 JBEEE I BE A / FEIEE ARG / HABEOKMBEHGN: /- RIEEWEIDSE / Mo
- ('nmol/mg ) ( nmol/mg ) ('nmol/mg ) LA
MR IR 38.5+10.1 45.6+15.8 6.7+45 0.11+0.02
AR L] 14.6 +3.4 125+49 143 +£12.6 0.18 £ 0.03
WZTRE +CMZ 4 432£3.0 23.0+5.2 7564 0.05 + 0.02
2 +CMA 21 24.7+3.0 21.8+6.1 08+85 0.03 £ 0.03
F1y 17.436 11.457 0.995 15.736
Py 0.000 0.000 0.416 0.000
50 1 f _TI_ () CYP2EL, T HLAE B & B %) CYP2EL 36, L
?é” 40 - T 2% 6 K 7,
: 30 - >0
Z £
w2V 9 El
& T <204
J i ﬂ
g 10 52 15 4
0 v o - - 10
1 2 3 4 2 10 T
=
=
it
&

4: LBE+CMZ 4. T 5 QBB R, P <0.05
4 ABPKXREELEFELRER

70 1

")
:
£ 50 4
S

T

240 -

2 30 4
flecy
204 T

-

= 10-
H

0 : v v ,
1 2 3 4
L. HATHEXT AL, 2. OBEEIAIA; 3. WA +CMZ 4
4: LFE+CMZ 4. T SHEFIRAI AL, P <0.05
B 5 4BXREFEELETELR

2.7 CMZ3BREMFIRGKRER CYP2ET &
TR,

4 KK CYP2EL i PE/KF (6- FRREGAMETDo% /
AR A ) Wi, S 20, RRAGIY
B X (F=15736, P=0.000). M ¥ Lt # £ LSD—~
R g, BRI 2 CYP2EL 3% Pk v T 7 4 4 ) e
20 (P <0.05); %%+ CMZ 4, 2B+ CMZ 4
CYP2ET 3% M AKX 5 25 B X B4 (P <0.05) 5 % 4
Wi+ CMZ 41, 2B+ CMZ 41 CYP2EL G MR T 21
BIRIZH (P <0.05), £ CMZ AN 2855

1 2 3 4
1. FAGFEXTIRAL; 2. L BRI, 3. A& +CMZ 415
4. LFE +CMZ 4
Bl 6 4 HEXRARBAKKEEEEMELE

0.25 1

o
%)
S

—
W
i

SRR 1 USRI
=) o
)

o
j=
o
X

6- ¥
o
(=]
(=]

1 2 3 4
1. HATHEXT A 2. ORI 3. WA +CMZ 4
4: LBE+CMZ 4L, 1) 5ORRIA LE, P <0.05; 2) 5S4k
XHEZL LSS, P <0.05
7 44BKR 6-BESGWIRE/ SMPRILELLE

1Tt

AHFFEUER, CMZ RERS B 10 0038 £ B 3 0 PR
Witi, IR CMZ K X CYP2EL M-S,
B Ja i scse b, it CHZ B9 R AL IR AMR i &
M, CMZ [FIEHm 6 2B S0 F 3 B EA 1) CYP2EL
YRS I, CMZ XFceE 2B S R B 05 B9 AL mT

3
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Ae S RN ETE MR IR E A G, AR R, KR
P CMZ RERSIS/> CYP2EL B4, 5 HABRF R 45 5%
—F ", AR RD], CYP2EL BB B S Y
JHIFERE . CYP2EL 85 R IA KA M " 74k
—NRBEHERR A T REME S TE SCEE AR CYP2EL
FIZK AN BB S B AN 52 50 3 W] CHZ X CYP2EL ¥4
MHIE

R 2 B S CYP2EL i ik, H & CMZ ¢
IR B Y CYP2EL 35 M 19 i R AT A 2 i i 45 &
CYP2E1L 43 PN HE A A o5 10 AS 2% A Ak S5 1 19 467 25
T AESE SRR CYP2EL, BE®GAS RPN A &
gL RN ", B S S M E AR -2
FAbE . CMZ [EHE CYP2ET JERFE %, (HARSE
B ARXIZALE I TIRAI G . LA 5 2 g +
CMZ A1 CYP2E1 I RIAK T2 7, KW CMZ
Ml CYP2ET Je HFE SR HLEI T BEFF AN 4 B2,
CE R 5 2 5 4 CMZ 20K UG 30322 1) 22
SAl SR CMZ ZEAR P X CYP2ELM I, [ i
B T L+ CMZ 41K B CYP2ET 151 R F 0 )L A
ARSI A9 (CYP2EL- 2 £ 3L il bt
G KT CYP2EL BT, 78 £ BT 4 KRR
FFMEFR CMZ 404l CYP2E1, TMiBH I MDA & TS .

ARSI AE RIS R BRAR 8 2 Bt i [ Bt A 58 T A
W CHZ RSO0, 20 CMZ 38 33 JE 55 4 M 3 ol e
AR CYP2EL WTEME, 7ELTE+ CMZ 4 s 51
CMZ IR BUAN CYP2ET (TR SRTTTTE ARG
TR, 2 A A A 5 4 04 0 A5 2 4 B
CMZ Xf CYP2E1 FTEHEIIHIAE FEE 2 H

CMZ X} £ 375 S ROk A 25 11 6 B4 335 2 A 400 )
YEF, (HELRBLE M A I . CMZ 3PN CYP2E1
TGP, R SIS SR PR R (. R4 CMZ
XF RS S 0 ORI B TR PE R IR E 2 R S
CMZ R F a8 R, Bt — it I
JUERG W e A AU AN B IR 3R, il S BEA R
BUIFEIS N, 15 2B+ CMZ 240K B CMZ Bt A
FFE AR . SRTILE SR CMZ AN AR AT 40
MR B R AR RE R, 1T LA (BTG . LB+
CMZ HRE I E S CRRRIZ T 22 5, HR R Al g
2 IR AR P 438 R 7 4025 O (RSPl L AR
S0 S NI SR N e o ST ) | e e
[ 2R R R AT B TR A B e R R, 1
A AR K T 75 2 A, e U IR i & 2k

k.

ZE TR, CMZ BERSISAE £ 175 5 i S 3
AR, BN E CMZ BE ST 4B Ik £ B T 1
b CMZ B35 Z WA 5 00 1 R 2 4 9 i ML okl ]
JEANE CYP2EL (3% . 4 CMZ A SRR 5,
LT MDA ZKFJE a0, RG] CMZ A
KPR IS S A R . ARSI 25 SRR, CMZ
W CYP2EL MG, 1A S B A %32 F i
FERR G . CMZ [BA Z R 25 1 Bl TG P A R R0,
FW] CYP2EL F7A 1Y A AT 05 25 . CMZ [R]i
REPIHI CYP2EL (A A T8 CYP2EL i
PERL L CMZ AR BT I 00 10 25 ) B A 1R 47
14 87 FHTIT 5% o

2 % X
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