o531 %511 B B/ O EORK ¥ % W Vol. 31, No. 11
2009 4E 6 A ACTA ACADEMIAE MEDICINAE MILITARIS TERTIAE Jun. 2009 1009

. ) Wl ry
SCHEG'S 1 1000-5404 (2009 ) 11-1009-04 'Lb %

-

FRHIERFSARIFHEEERRIEPERMMEIBARGEMMRE

#OXL,E ORLERONLRESR,E mosEER HRUE N KR, E OA,FHmM (55 = ZE R R 2 A HT I B B 1%
AMEHIFSE T IR . , T DG 400042)

A E: HIY 20 TR AR NIE)E (Sorafenib ) Xf JIF4H L (hepatocellular carcinoma, HCC) JE iiid 72 i
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Sorafenib induces aggregation of macrophages and natural Killer cells in hepatocellular

carcinoma rats
XU Wen, WANG Ge, CHEN Chuan, ZHANG Zhi-min, LI Qiong, LUO Xi-zhong, ZHENG Ji-jun, HU Qing, WANG

Dong, LI Zeng-peng ( Cancer Center, Institute of Surgery Research, Daping Hospital, Third Military Medical University, Chongqing
400042, China)

Abstract: Objective To study the effects of Sorafenib, a kind of multiple targeted agent, on the distribu-
tion and expression of CD68 and CD57, the markers of macrophages and natural killer cell during the course of
hepatocellular carcinoma (HCC). Methods HCC model was established using improved method. The sub-
jects were divided into six groups: blank control (group A), HCC model without intervention ( group B) , early
stage HCC model with single dose of Sorafenib ( group C) , early stage HCC model with double dose of Sorafenib
(group D), advanced stage with single dose ( group E) and advanced stage with double dose (group F). The
dynamic changes in CD57, CD68 and CD34 expressions from HCC tissues were detected immunohistochemically.
Results  Count of CD57 and CD68 positive cells in group B increased gradually, but the count of these cells in
groups C, D, E and F decreased at different degrees after the occurrence of the peak value at 12 and 14 weeks.
No obvious change in the count of CD57 and CD68 positive cells was found in groups D and F at 18th week. At
20th and 22nd weeks, CD57 and CD68 positive cells in group D and F increased significantly as compared with
those in group B (P <0.05) , and the same result was found between groups D and C, groups F and E, and
groups D and F (P <0.01, P <0.05). No significant difference was found between other groups. CD34 posi-
tive cells in group B increased gradually, but these cells in groups B, C, D, E and F decreased at 16th week
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in a time-dependent manner. Significant difference was found between group D and groups C, E and F (P <

0.05). Conclusion Sorafenib can not only inhibit angiogenesis of HCC, but also induce the aggregation of

macrophages and natural killer cells in HCC tissues, suggesting there might be a novel dose-dependent immuno-

regulatory mechanism in the molecular targeted therapy of HCC treatment with Sorafenib.
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HETXT IR (A 2) 24 H Paiifize (B 4) 24 H R
fEZH(C 4 24 H RBIRARA (D 41) 24 2 B fial (E 40)
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YR E],CD68 Wy B AL Bt AR AE W H AR AT, LB
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1.2 Fik
1.2.1 BRI A HRBRIKHKE B K, LA (B ~
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VR 4 TS 15 F DEN W, SRR I & Rk 4 A SR 5 4k ik
JH DEN 5  (V B2 RV ) 2o o, A B 21K R 5% 5 38 1)
Bl T 9 FIFIRR AR E C.D AR R ER, P4 25 ¢,59
JAR C.D 20 F #  JiT & 29 5 250 g, €. D 4 43 il 4% Bf
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TH 10 IR TR SR . T 25 16 R4 M K AR it EF 4
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R

— AR
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VP 30,5 PR RS R U4 R T it 72 v W 4 B R 19 4% 2% 0 40 M ) SR 1011

VU , ) HCC 2 251 [ % 5 Wi 200 B W) 0 1 . 44> S 56 20
CD68 BH 4 i R IKTE 14 A I 1 BRI, 2 Jim Bl 75 Je 1 ) 48
KA Frm/>, B C.EF 4185 14 & B2 (P <0.05) , 10
D A (P >0.05) s ) 18 JHJT 4R, D F 415 B 404 I
WEWM(P <0.05), [N DL CH,FAHLEH,DAHILF

AC: 344 AE,B.D: FHRAEL;A B % 14 A;C.D: % 22 jA
(Al BI .C1 DI % X 40 4&,A2 B2 .C2 D2 3% Kk 400 4%)
1 GEAANLFEENE HCC AL CD68 BFKIE  (S-P)

2.3.2 CD57 FHP:4HHE A R IAIE L CD57 7£ L 40 it ok ml i
N AR, R EMRE ., S48 A7E 12 Fnt B
AR, 22 i Bt i Jo ek ) 244321 1 28 a2 , HEFp 7SS 14 ~

18 Jil B ~F 4 HeA—F(, {05 20 2 )5 D.F 408 B 241
WM (P<0.05), W2,

2.3.3  CD34 BHH: 40 i 4 3= 1K 16 L A HFFRAR R A D
LT CD34 (YRI5 Bl 7 15 0 75 9 B B] A9 S 4, JIFIDE
5 A INE, CD34 Fak 3, (H FZAEFFEFRIA, 5L R T oo gn
Ko MiiEERIIE , B TR, CD34 7 4L 2 (9 43 4 L g
AT, (HFRIR SR BRI AT IS N . B ~ F 21 CD34 FHPE4R A EUA
12 JATFIREE A A (P <0.05) , B ~F dAE5 16 Jal J5 bl
VEIE I E] E KA R R RERE B98/0 ,D 415 C E F At 22 7 a
it E L (P<0.05), WiK3,

3 it

CD57 J& 4l i HA 1 — Mol 85 1, BT CD57 $itik
T FH T ARG 6 L 40 I A P A NK 4 g, NK 41t
A5 i An AN Ty B TS 3O, T RE S S LR T
T KA — B BT LR, 5 — S R 1 LR R R
RHEA B RS . GORANHABERA 59 NK 20 i AH
FE PP K 200 0 A 58 380 1) 400 i 5 155 4 60 88 400 i %
Yifie J1° . CD68 P FHHLH Mo fHRIC, 1T L
FIRBANTFIE i Mo ™% 0 Mo BA 7 W A 7™
A A R S e g e % 55 2 R DI RE , 7E i £ B ARAL
RO EEEM . CD34 BRIk 5 N K AR
HABHA X, B\ R e b 2 20 0 ML 45 PN R i i L 3
ik, HA SRR, I E— e B LT DA i 4H 2 46

*1 FEFHEREREE CD6S PHIEMIARIEMHI(n =24, x+5)

215 10 J& 12 /8 14 J& 16 J& 18 J& 20 J& 22 4
nGeoyikl 38.50 £7.33 40.80 +5.44 43.00 +6.22 46.30 +9. 18 48.50 +4.04 47.30 +4.35 45.80 +4.35
PRARIEIZ 42.80 +7.41 47.75 +4.86 50.30 £8.85 46.30 +5.62 44.00 +5.77 42.00 +3.37 39.00 £7.75
RU AR 42.00 +6.78 48.30 +5.44 50.00 +3.65 48.50 +7.55 47.30 +5.56 45.30 +4.50 46.00 +6.68°
LR 2H 42.00 £6.06 50.80 +5.74 55.50 +8.272 53.30 £4.79* 52.00 +3.16° 53.00 +4.972 53.80 +6.08"
6 1 LA 2 41.30 +8.09 46.00 +7.75 48.50 +7.19 45.80 +5.12 44.80 +6.40 42.50 +4.04 42.80 +6.34
5 34 LA 2 43.00 £5.60 47.50 +4.43 51.30 £5.56 46.50 +6. 60 49.50 £7.85% 50.30 £10.722 50.50 +4.652

a:P<0.05,b:P<0.01,5 £ 44274 28 1t 4%
x2 AREFEREXEHE CDS7 HEMMERIEEM(n =24, x £5)

215 10 J& 12 J# 14 & 16 J& 18 J& 20 J# 22 J#
1EH X B 4L 5.40 +0.57 6.50 0. 67 5.80 +0.69 5.90 £0.59 5.70 £0.56 5.20 £062 5.00 0. 62
BRI 5.70 £0.52 6.30 +0.54 5.90 +0.67 5.60 +0.76 5.10 £0.65 5.10 £0.64 4.70 +0.49
LI AT 5.30 +0.90 6.50 +0.69 6.10 0. 66 5.75 +0.73 5.40 +0.48 5.40 0. 40 5.20 £0.59°
FLHEARU2H 5.50 +0. 69 6.60 +0. 542 6.20 +0.53° 6.10 £0.27° 6.20 +0. 46° 5.90 0. 80" 5.80 £0.76"
e 351 B4R 5.50 +0.67 6.40 +£0.91 5.90 +0.74 5.80 £0.34 5.40 £0.61 5.20 +0.48 4.70 +0.49
W AU A 5.70 +0.54 6.40 +0.91 6.10 0. 66 5.90 +0.54 5.70 +£0.59 5.60 £0.522 5.50 £0.48">

a:P<0.05,b:P<0.01,5 f 4451 20 pb#5
K3 ARFEREXEZH CD334 PR RIZE M (n =24, x £5)

20 73] 10 J& 12 J& 14 J& 16 J& 18 J& 20 J& 22 J&
1EH X 4L 18.00 £4.97 20.00 £2.58 20.80 £4.42 21.00 £2.15 22.30 £5.37 24.80 £4.11 25.00 £4.32
BRI 34.30 £7.63 43.30 +8.46 60.00 +9.42 71.30 £13.79 78.50 +10.21 82.00 =6.21 84.00 +6.37
LI AT 33.80 +4.03 42.80 +5.91 58.80 £4.11 67.80 £9.70 73.50 £8.27 75.80 +4.35% 77.50 £5.20°
B 36.30 £7.97 39.50 +5.80° 53.80 +8.18% 64.50 +9.68* 60.00 +5.71° 57.80 +5.97" 55.00 =6.98"
e 401 A4 34.50 +8.18 40.30 £5.73 59.50 +8.81 70.50 +15. 10 72.00 +5.29 68.80 +6.70% 66.80 +5.85%
G 3 ROLA75 241 34.30 £7.63 41.30 +8.46 60.00 £9.42 71.30 £13.79 71.00 +6.21 66.00 £5.71° 62.00 +5.60"
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FA153 %1 H CD57 ,CD68 Fil CD34 ﬂéﬁ‘uﬂl | HCC 21

4irh NK il Mo BIFAAE A IGO0 L & HCC 214

MM T . 45 W . Bl R I Rl A AE K, B 41

CD34 KR BHIG N, R IR #EAT T HUR , Hoxp HCC
IS A A AR, o D 2 AR A S 8 (P <
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2 e i a0 A8 A B TR ] HCC 20 Mg i) 2B K, T HLn]
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PN, 175 A0 Mo NK i i [1] HCC 2021k A3
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