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[(MZE] B WE LT HEE R (norcantharidin, NCTD) §g 4 2% % & # 5 ( camptothecin, CPT) FUZ5 5 #L Ay B REM I . 77 3%
H Balb/c /1N L, R HIABE SR 207351158 CPT 2 HU80E i (median lethal dose,LDy,) o L1 mg-kg ™" 4 CPT 45 24 5 & , i F 4> i
S3 AT ACRE I 24 h Py [ B R] ) 40 M v RE AR Ak, O JE SR T 25 SR LR U B[R] 22 % o Bl S B Balb/c /NELBEALSS 2 6 21,43
Wk 2S 14l , CPT(1 mg-kg ') 40, NCTD {% . /& 5 & (10,20 mg-kg ') 4, CPT(1 mg-kg™') + NCTD (10 mg-kg ') 41 f1 CPT
(1 mg-kg™') + NCTD(20 mg-kg '), BEZEMEE 2 J, R MR BRR 03, 7 4 i 20 B (0K 30 390 A7 AH 56 48 A% il 52 o 3 = 4
L ASC ARG T 45 41 /0N BB A o P A0 B 0 2 5 o R ER A AN DT AT R R L, 5 CPT LDy 4 1 mg-kg™' . CPT High4y
25 6 h/NR A4 H I he> . 24 h 95 CPT Bl 24 b 4L, CPT + NCTD BE 4 45 245 40 (1 4 il v Mok 4t e 4 B B | 1 7
(P <0.05) , W5 W2 ks 40 i v B ke 40 e 55 JC B 2 A2k, JEZeE 'S 2 JA, Lb# CPT Bt 1] 25, CPT + NCTD Hk & 45 25 46 1 41 i
HHEHWIE ETH(P<0.05) , Hditk 40} T = B35 (P <0.00) , 4 g o W1 2 A2 4k o it = 200 30 0 % 20 /) Bl i b o
Y H Y TSI B 25 5, DR R Z AL (HE) e 8 1o CPT F B30 a8 B /Mg 09 BUE A 4 ) R I A I . 4518 NCTD ml iz
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[XgR] =W EWHEER; B, aaRmdiE; bk

[hHES%EE] R22;R242;R2-031;R285.5;R96 [ TEkARIRAS] A [XXEHE] 1005-9903(2018)16-0061-06

[doi] 10.13422/j. enki. syfjx. 20181619

[ Mg HRRMAE]  http://kns. cnki. net/kems/detail /11. 3495. R. 20180523. 1533.011. html

[ HARFE] 2018-0524 1041

Effect of Norcantharidin in Alleviating Camptothecin-induced Myelosuppression

JIN Lin, HU Xiao-wei, SHAO Hao-zhen, LUO Guang-bin" , MA Zhi-tao"
(School of Life Sciences, Beijing University of Chinese Medicine, Beijing 100029, China)

[ Abstract | Objective: To explore whether norcantharidin (NCTD) could reduce camptothecin ( CPT) -
caused myelosuppression. Method: Balb/c mice were collected. Probit analysis was made to calculate CPT
median lethal dose (LD,,). With 1 mg-kg ' dose as CPT, whole blood analyzer was used to detect white blood cell
(WBC) concentration at different time points within 24 h, so as to provide a reference for the subsequent detection
time point in the subsequent combined administration. Subsequently, Balb/c¢ mice were randomly divided into six
groups: control group, CPT (1 mg-kg ') group, low-dose NCTD (10 mg-kg ') group, high-dose NCTD
(20 mg-kg™") group, CPT (1 mg-kg ') + low-dose NCTD (10 mg-kg ') group and CPT (1 mg-kg ') +
high-dose NCTD (20 mg-kg ') group. After continuous gavage for 2 weeks, eyeball sampling method and whole
blood analyzer were used to measure relevant indicators. Flow cytometry was used to detect the differences of bone
marrow neutrophils in each group. Histopathological sections evaluated the intestinal toxicity. Result: The CPT

LD, is 1 mg-kg '. The number of white blood cells in mice was reduced to a minimum at 6 h after the single
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administration with CPT. Within 24 hours after the single treatment with CPT, the numbers of leukocytes and
neutrophils in CPT and NCTD combined groups increased significantly ( P <0.05), with no significant change in
the number of eosinophils and basophils. After continuous gavage for 2 weeks, compared with the single treatment
with CPT, the number of white blood cells in CPT and NCTD combined groups also increased significantly (P <
0.05), and lymphocyte was significantly increased ( P <0.01). No significant changes were observed in other
cells. No significant difference in the mouse bone marrow neutrophil was detected by flow cytometry, hematoxylin-
eosin (HE) staining showed no significant short-term or long-term pathological changes in intestine, the main target

organ of toxicity of camptothecin. Conclusion: Norcantharidin can reduce the incidence of leucopenia caused by

camptothecin, without increasing the intestinal toxicity.

application of camptothecin and its toxicity reduction.

[ Key words |

JH- 9 2 o BE 4% i vy 1) Mk TR 2 — ot LR AR
WFE Ak 4 2 2015 4R G0t AUAE 2012 4R A 78.2 T
B WO G o I & B K &2 B R
B 2 R AT i 7 . B W ( camptothecin,
CPT) J2 I b 25 B 23 1 10 1 B8 D B P 25 )
B, CPT Sl 1k 456 1 2840 $0 S A0 1 , 51k 40 Fh 5 44
fitg 1(Topo 1) 1, TTEAE L, A& BT S W
SEABET- . CPT 7 DNA & il , B DNA %
MG, 330 DNA (Y 555 W 2L (SSB) , >4 Al Y1 1 Y
BEYSIEERFTE T A DNA ABE, SR 5 2 4k
AR BUONEEWT 2L (DSB) 1Y I B, 24 4 i v BUEE M7 222
ECE ZRE g BN, 2SRRI T, A
7 A AR RE A o [RIINE, CPT 44 A AR5 & 24 310
o EREUETE I 8 AU 2 Z 1RDIE Rk Y 1 1R
1 (enterohepatic circulation ) T 58 3] ¢ & ¥k & 19 R
R0 CPT A M A= 9 0 BE 75, T L ke = i
WEAG B RS, B DL RE 76 AT 98 240 M B4 S e AR R . 25
L CPT H 25 iR J7 1Y © i e W k. H H i
CPT i R B A A ™ 5 &I AE L, 2 5 3B o i 410 ol A
B e IR R YRRV R CPT K254 i Bk 2
22— W PR & A R 1k 40% , HAMA 22 5% K, ™
FHAEURFEIET D . Kk, CPT 25 B ik — 45
Rtk .

CPT 5] Ay A B 410 ) = 22 32 30 A0 & af 13 40 i
R 2= 1 BE 26 2 (norcantharidin, NCTD ) & B
R Y, B SR AR R
FLH R NCTD 45 7h s (1AM AR . NCTD 2 —Fi
TRAT K e i 57 W 0 25 4, 1 688 JH B 18 B Il
IR, 5 Z it — DR pE g, P AR SE 5 2% 3K CPT FiI
NCTD B4 B A, ¥4k NCTD 2 15 RE 96 22 fi CPT 5|
B A B AR T, R R CPT e 3 4 A 4R it
5N
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1.1 ¥ IF# 6 J&k SPF 2 Balb/c /N
218 HMARBTHE (20 £2) g, pr b 5t 7 DA SE e ) B0R
A BRA FHE AL, A 48 UE S SCXK (51)2016-0002, /)N
A I AL E 25 K2 SPF s e =, &t
HHEZRF LGS YR ZE S St (S
2015BZHYLLO201) , % & L ¥ sh W 16 L & By &
FAE o
L2 259 A7 5EA & CPT(l# S Bty
Bl A R 2 |, dit 5 MUST-16061312, 4 i
98.82% ), NCTD ( # & £ ¥ B £ & A, it 5
1016032809, 4l JiF 98% ) , #& Wl L £F 4 & o ( [ 25 4
HIAE 2150 A PR ] L it 5 20140520) ,40 wm 4fi g
JEM (BD Falcon 23 &), 4t 5 124825) , PE-ly6G ( G-
1) ,APC-CD11b [ 34t ( i) 58 5 A R A AL Mt
235k E01925-1632, E07073-1635 ] .
FRIBOR W RELFAE AN 5 ¢ B T RGEKL L, ik
Vit il A 0.5% ¥R B IR AT Ak RANIR W, B & H .
CPT 20 mg ¥ F 0.5% ¥ W JL 247 4 Z4IE W 5 mL
t B A 100 MHz, 20 min 2 254 52 & 1R 40, A%
4 g-L7REW 4 CIEAF . FREUNCTD 100 mg, 443
T 0.5% ¥ LR 4 K % W10 mL, i A%
10 g- LR W .4 CHRAF&EM. 4% 2 T H i
il , FRIRZ R B 4 g i ff T LB Tk A F
WA G R ARG T RS LR i B 5E 4
VS E A E 100 mL, f72 T2 B R AE 4 C A%
FH o 2 40 22 g 3 1 o, BT 400 L 284 100 R, A% )5 P Ui
HEE L R R A, AR A
1.3 {Y %%  Centrifuge 5417R #I 25 .0» #1 ( fi [
Eppendorf /3 ] ) 3 ASP200S %Y 25 21 B 7K X , EG1150H
R4 A, RM2235 R Y) B AY (78 [ 3R A Al
XI800 %1 4 [ 2 1l ¥ 73 Hr A% ( H 4% Sysmex /A H] ) 5
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FACS Calibur Y3 = 40 Ml 4% (32 [E BD A H)) .

2 FHik

2.1 EREGE G (LD, ) & HHE 1052 56 45
CPT (W f/NBOER 2 2.0 mg-kg ™', f1F LDy, (1
B SR BE 2 i AN 6 B0 B ) S R RIR 2% M 25 W
W38 A SR ARG i LD, , P B OC T 1Y 2
Sy BRI ] R A e R R
AT S AT, O B A SO R H A
[i) TG 5 A% () P D& o o0 A, T A 45 R 5 0 TGk K2k
PE ] 532 00 i 35 Pk 22 5, DR O 45 2R 850908 o AR 4 A0 o
B R B S 0 ) A OR 7 AT
B 45 0 3L (LD ) B 45 25 50 =, S i CPT 5 4>
2R (1.8,1.4,1.2,0.8,0.6 mg-kg ") 4, /NER
ERPEMESE L JE S AL S 4, A 10 K [
IFBCE R A, N R 24 h BEB A2 1 IR, B8 S
252 i, sy ATl sk /N A AEE L . 42N
SEOUG e EME 2R BT e 45 2 70 i S BB T 3R
P AR R B i AL B TR ZG Y LD, K
A DX

2.2 CPT 42y ja /MR A0 M H A /I BRUE 1
PEESR T S, L AL 9 41, A 41 8 K., LA CPT
LD,, 1 mg-kg 'HEE 4525 ,45253,6,9,12,15,18,21,
24 h J5 /N B IR ER M 29 500 pwL, iR 5), A A 3h
0L 248 Y 53 AT ARG 00 1 2400 AR OO o

2.3 NCTD 5 CPT B¢4& FH 25 /0y BRUAM A i 1 240 A 4G
W36 FUNEL BEHLSY R 28 F 4, CPT 1 mgekg ™!
ZH ,NCTD 10 mg-kg ' #H,NCTD 20 mg-kg ' £ Lk %
CPT 1 mg-kg™' + NCTD 10 mg - kg™' 44 F1 CPT
1 mg-kg™' +NCTD 20 mg-kg "4 ,4341 6 H i ¥
@3 1 ., NCTD LDy, 20 mg-kg ", Kl (141
L A5 Ak

2.4 RIMJTE FOncE B E SERHT 12 h AR,
2K 1 h HRERCR M 500 WL, SR 4 A 2h 1 40 i 5 Hr
ASCASE 00 4% 31 11 A o

2.5 /)NEUCE RGN A S EC S A ) BUR R AR BE
Jei, BB B, FH TG TR 20 A 3 B 8 B UL IR 2 2
AR 5K B 5 o W0 B . R AR B i e £ B 3k,
F— 15 mL BL0A K 40 wm 20 8 0 75 AR
DB DS mL g WU R $h 22 vh i (PBS)
e AR, R AR WATIR A 40 M0
A 15 mL B8y, L1500 r-min ' B0 10 min,
DLZL 20 A 24 A W 5 mL 85 B A, AT IR 29, UK B ik
& 15 min, ) 1 500 r-min " 'Z.0> 10 min, f PBS 42
W E L L1500 v min T B L 10 ming A 40 i

PEAT I UL x 107 A~ 40, 742 18 38 5] & 2Rk A
APC-CD11b 1 PE-Ly6G ( Gr-1) ¥k , ¥ Yo 3 1505 &
30 min J5, B0 & B R 40 G a2 b i
500 L 38 2ok 20 B 8 ) S AT O =X A A O B
2.6 HAURHEERI B S AL RN, T 4% th
P 2% wh 22 B WIS [ 0 FE 2R B AEAS A 18 24 h, A 05
ALHARA  UIE 3 pm, FR ARAG AL 5, 1B B
T 5% 2H 20 B 2 AR

2.7 GiitriE R SPSS 16. 0 Siitd kb A7
BAEHT AR R v £ Ron o Z AR EH
.4 5% il One-way ANOVA K3, P <0.05 K% F
Bt o it =X 40 M52 5 B s Flow Jo 4K
(GBI

3 #£R

3.1 CPT R4 FEI/NRAEH W 42
I FIET AF B0 WL 1, MU AR R oo ik i 4R,
8%] CPT LDy, & 1.032 mg- kg ', 95% & {5 X [a]
[0.813,1.232], 2 FRMELE LI CPT (Y & Kt

f&%é’i?ﬂ%éﬁé’i,ﬂﬂ LDSO%UE 1 mg'kg_l o

F1 CPTI/NREFEELZM
Table 1 Effect of CPT on survival of mice

21 5 Hl i /mg-kg ™! T H R T H/ %
2 - 0 0
CPT 1.8 9 90
1.4 6 60
1.2 5 50
0.8 0 0
0.6 0 0

3.2 DL LDy 3 CPT 4325 24 h X/ B ¥ 1 41
MR 525 F4H B, CPT 442455 6 h I (1 40 i
MEE R AR (P <0.05)  Hr,CPT 4525 6 h )5,
AN L iR c a1 O | R N I DR S A oS
(P <0.05) , W& MR ML A L | 8 B0 AL 200 i R BR A% 20
f RO Bk, Wk 2,

3.3 NCTD 5 CPT Hk& HI 24 % /Iy B AN A i 1 248 A
MR A SLH e ££ NCTD 5 CPT Bk 5 125 6 h
S, ARG A A At 0 R AR AR B, A NCTD
JE M RES M CPT F 255 B iy w sl o W =
AR 2 AT S A5 OR, LD 1/2 LDy, LD A
NCTD 52 5 5 4, 4 %1 4 10,20 mg- kg™ "', Bl Wy
NCTD fi§ .Ml i, 525 [ i, CPT 4% [ 48
JHO L rb ok 40 AT T SRR (P <0.05) . 5 CPT 4
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*2 CPTI/MNRNEMBMEEKFIM(x+s,n=8)
Table 2 Effect of CPT on white blood cell counts(x +s,n=8) x10° 4~/L
a1 /:'Ji Lo 140 s R ERERAN  ERERAE KRR R
= H - - 7.030 +1. 162 0.223 +£0.052 0. 002 +£0. 004 0.702 £0. 209 6.063 +0.981 0.035 £0.027
CPT 1 3 7.595 +0.728 0.175 £0. 034 0. 005 +£0. 005 0. 698 +£0.506 6.633 +0.999 0.082 £0.034
6 5.570 +1.082"  0.142 +£0.040"  0.003 £0. 005 0.387 £0.369 5.102 £1.085" 0.027 £0.021
9 8.160 = 1. 893 0. 193 £0. 060 0.002 +£0. 004 0.490 +£0. 080 7.420 +1. 818 0.055 £0.048
12 7.185 £0.709 0.150 £0. 024 0. 000 +0. 000 0.468 £0. 146 6.507 +0.593 0.060 +£0. 034
15 6.082 +1.289 0. 147 £0.031 0.002 +£0. 004 0.405 £0. 105 5.502 +1. 160 0.027 £0.019
18 7.450 £1.502 0.228 £0. 128 0.005 £0.008 0.388 £0.076 6.782 +1. 344 0.047 £0.038
21 6.802 +1.471 0.175 £0. 066 0.022 £0. 044 0.327 £0. 054 6.247 +1.381 0.032 £0.019
24 6.987 +0. 872 0.305 £0. 134 0.002 +£0. 004 0.485 +£0. 124 6. 122 +0. 851 0.073 £0.034
EHEAE" P <0.05,

L, NCTD IR i B 2 A I R A 2 35 T (P <

3.4 NCTD 5 CPT 84 H 25 %+ /0 BUA F 1f (H

7

0.01), 5 CPT 4 [b#,CPT 5 NCTD ik | = 5 £ B¢ sz 525 LA Hb A, CPT Ju 25 4 1 4 i
BHAHAT MBI R (P <0.05) ,ddbk PRI ok 2 40 M %% B B AR (P <0.05) , 5 CPT
20 B R (P < 0.05) , Ho Al 40 i O % A8 1k 2, NCTD IG5 7)o 20 DA S B G F 25 41 1 4
W3, JHL 7 L 400 44 3 T (P < 0.01) , WLk 4,
%3 CPTENCTD#E 6 hx{/NRSMIME MBI (2 +5,n=8)
Table 3 Effect of CPT and NCTD on white blood cell counts in peripheral blood of mice by gavage for 6 h (x £5,n=8) x10° 4~/L
H B
205 /m};;'li’l SEi} v P 4 WE TR s 40 W Bl s 20 i T CL 24 B 20
2= H 0 6.89 +1.45 0.223 +£0.052 0.002 +0. 004 0.702 £0.209 6.063 +0.981 0.035 +£0.027
CPT 1 5.68 £1. 12" 0.142 +0. 040" 0.003 +0. 002 0.387 +0.369 5.102 +1.085 0.027 £0.021
NCTD 10 8.19 +1.05% 0.162 +0.074%  0.001 £0. 002 0.387 0. 369 7.490 £0. 968 0.058 £0. 057
20 8.20 1. 06> 0.188 +0. 132% 0.002 +0. 004 0.490 +0.080 7.087 £1.507 0.367 £0. 674
CPT + NCTD 1 +10 7.87 £1.60% 0.210 0. 032% 0.002 +0. 001 0.593 £0.332 7.502 1. 244 0.117 £0.087
1+20 7.86 +1.16% 0.225 £0.075% 0.003 +£0. 001 0.787 £0.545 6.878 +1.338 0.073 £0. 047
T 5214l P<0.05;5 CPT 4l 4 P<0.05, P<0.01 (4 [H) .
F&4 CPTENCTD AEZWEE 2 BAX/NRIEMEBMAEHZM(x+s,n=8)
Table 4 Effect of CPT and NCTD on white blood cell count in peripheral blood of mice for 2 weeks(x +s,n =8) x10° 4~/L

AL NN R A

21 Hl -/ mg-kg ™! SE! rp PR 4 T B 41 T 4 24
2 - 3.965 £0. 345 0. 638 £0. 165 3. 008 +0.236 0.320 0. 138
CPT 1 2.654 0. 362" 0.363 £0.056" 1.878 0. 348" 0.413 £0. 113
NCTD 10 4.583 0. 500 0.213 0. 090 4.030 £0.419% 0. 340 0. 050
20 5.685 +0.407% 0.310 +0. 034 4.940 £0.519% 0.435 0. 149
CPT + NCTD 1+10 5.313 0. 492% 0.225 0. 123 4.580 +0. 543" 0.580 0. 041
1420 5.610 +1.223% 0.220 +0. 103 4.784 1. 124" 0.495 +0. 105

3.5 NCTD 5 CPT Hk-& 1F FH X1 &8 v M 6 40 j i
P DL RS R A5, NCTD B8 25 fit CPT 124
1 B A0 L A0 R R . L v R 4 i N ik
E 20 M AT S 3 TR, W R A A 4 L | R kT A i A
B AN OGS A AR e R A Mk DT R

.64 -

PG, AT L o O X 20 B 4 R 8 0 Rk D, AR
NCTD J&: 75 1 o fie 25 - rb A 240 A= R g 3 i it
R TERL AR H . CD11b+Ly6G+ﬂLM’Ei@9I*H
L5 B A PAY S8 P P 200 O 3% T 4 A S PR AR
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M eI R 2 WA S,

*£5 CPTENCID W/MNEREFHEPMERLAM CD11b + Ly6G + &Lt
BIE R (2 +5,n=8)

Table 5 Effect of CPT and NCTD on mice bone marrow neutrophil
CD11b + Ly6G + group ratio(x +s,n =8)

215 F 4t/ mg-kg ™! R A0 i L ]/ %
2 H - 27.040 £3.019
CPT 1 24.000 +7.202
NCTD 10 27.500 +8.269
20 23.480 +4.703
CPT + NCTD 1+10 23.850 +2. 840
1+20 26.250 +4.512

3.6 NCTD Bk CPT 25 J5 *J /I B s 2128 46 19
M CPT RIAE I 32 28 32 B 7 F 6 40 ) 71 i 1 75
o WAL IE 6 h, 14 d )5, % A /MNA B LR
LERTE T, BB TS BRI, HAR UL A R AR R T
WA L,2,

A ZSH4; B CPT (1 mg-kg™' ) #41; C. NCTD (10 mg- kg™ ) 4i;
D.NCTD (20 mg-kg ™" )41 ;E. CPT + NCTD(1 mg-kg ™' +10 mg-kg ")
2 ;F. CPT + NCTD(1 mg-kg™' +10 mg-kg ™' )41 (& 2 [A])

B1 CPT 5 NCTD#E6hX/NRBEMZM(HE, x100)

Fig.1 Effect of CPT and NCTD on intestinal tract of mice by
gavage for 6 h( HE, x 100)

4 itig

A 200 /0 A i 8 P o R R R A L Y
— Pl VR e 3 B e AL S T R 25 sk
Z RS AN A bR 240, () I o 0 TE 2 T
TR 1 R TEE R ) R R AL 4 o S — E R R 0 At
B, TS BOM A0 T R o I PR 4 D8 1 40
JH VR A T 51 A R B AN R RN, L 2 ) R gk A SRR
N5 Wi A T3 M) HE AT, 5 B0 R 7 280 W A1, 52 i 6
HAAE BT DR, TR AR AT IS A BRI £
HEE RS I D REYK A, T SR JRLIAL A0 SO fR
UEART A 52 A A 15 i PR Y7 R S B

B2 CPT 5 NCTD #8 2 Fxt/hRBERENRI(HE, x100)
Fig.2 Effect of CPT and NCTD on intestinal pathology of mice by
gavage for 2 weeks (HE, x100)

ATy 25 W A 3% A I I8 AR F) () I, — o R R
XERLAR IE 23 A= 4 ™ A A A 0 = A e | PR A
W CPT 2551 E BEI ], T 4n R . BT RAS
JEL At 290 14 A A R DA AT 24 W = AR A —
HE MR R CPT 254y [Ny 0 35 1470 i e % 1k
TENG PR BT T 2 Bl A 893697 . SR, H 5% A
PERA I A Al 20 . A 5256 il i K2 1 CPT, NCTD
Bk R RS T 24 e A N R AR AR L, SR F 5
NCTD W43 CPT JI 25 E 75 22 fif CPT g il 25 51k
Fo R BE AR, AT S CPT T i 983 D 25 18 2% 4 s Bl
PRz )y fe Bt BE 2R al . SR BESE T CPT LD, 5
i CPT — R 255 , MU P 20 M ) A8 AR Ol o 4%
RER LD I CPT — k4525 6 h J5 (14l i 4 H
Wi 28 B A, e b 3 L o 4 Y R 9 L 4 e A1
oSSR LV RS I S TP U e
TAS S A B &y 2 X KT I A0 N R D
W, JREETELL 6 h D8 %5 g, BF 58 NCTD 5 CPT
B2 45 24 X0 1M o 1 4R MO R e, &5 R IR R iR R) B
NCTD (1/2 LDy, ) Hi45 CPT (LDy,) 43 25 21414 1. -
2P S L CPT S 25 5, 55 CPT Sl I 25 4 [
BERDE HeTEAH. RN AR, BKE A4
B A B PR 240 5 9 L A R B K T
1, NCTD W] LA 2 /)N B i Y b 4 240 1 A0 ok £ 4
M A3 Z . W NCTD 5 CPT K545 25 2 J, fiE
% . 35 2iest CTP B 25 25 51k ) 11 200 6 il 2D 11 1§
Ol AHFTE A B, NCTD e fie Bk /)N B il i 1+ 4
IO P B B 7 A R S AR B DAL T, B 00 YDA R
/N1 7 S S 1 A N 01 i e 2 I
NCTD Y5 CPT Ik 5 4 24 2 77 3 = 38 om0 o
RLZR A, 30 1008 PR R R IR R X A
FARXE /I BB R AR AT R I A SRR, S
ZS A HLE, NCTD 5 CPT Bk 45 45 245 /8 BB i v 1k
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KL B AT I 5 84k, B NCTD 5 CPT B35 45 259
A5G0 L R PR AR A R PR . HES CPT 5 NCTD
A AT RE 8 A 4 i e R A0 Y i, e R T
7T (845 AL 98 kL 2 K B AT B [ T, L HIL A A
Ja 8k — 2L 5T o

CPT #MEib R IAE I Bk, ALKl HE
e 0, S0 i 18 3 5 1 3 B4 g B AR AR B0, 45 2R
N4 25 6 h DL ER AL [/ IF NCTD &5 CPT Bk & 45
BA MM EA BB . 4252 i, NCTD
55 CPT B 45 25 B4 X /N U 3 1 AR 47 , 79 2 Bk
Ak — 25 1 CPT X fiz 3 /) 75 &I 7E [ B
CPT Fph 45 25 7 2 25 B2 1k, T B LA 2 LD, 43
2y B AR AR, Jm 250 Al DL 22 2 ok CPT H1 2y
i, gE— DRI CPT Al NCTD 3% HI X/ B/ i 45 4
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