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[ Abstract] Objective To establish a mouse model of circulating tumor cells ( CTCs) by applying mouse hepato-
ma Hapa 1 -6 cells. Methods 108 healthy male C57BL/6 mice were randomly divided into 3 groups according to their
body weights. Hepa 1 — 6 cell suspension was intravenously injected to each mouse in the three groups at a concentration of
1x10%, 5x10° and 1 x 10’/mL, 0.2 mL per mouse, respectively. Blood samples were collected from the mice on the
Ist, Sth, 9th, 13th, 17th and 21st days after tumor cell injection. The number, ratio and relative inhibition rate of CTCs
were calculated in 20,000 nucleated cells. The mortality of mice was recorded. (280 male C57BL/6 mice were averaged
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into 2 groups according to their body weight: control and sorafenib tosylate groups. 0. 2 mL of Hepa 1 — 6 single cell suspen-
sion was injected to each mouse through the caudal vein at a concentration of 5 x 10°/mL. The mice were gavaged with sor-
afenib tosylate (50 mg/kg) for 21 days and blood samples were collected at the 3rd, 8th, 15th, and 21st days for CTC as-
For the 1 x 10°/mL group, the CTC inhibition rate was 25. 1% , 18.1% , 8.9% , 4.4% , 2.9% and
0.3% on the 1st, 5th, 9th, 13th, 17th and 21st days, respectively, and all the mice were alive. For the 5 x 10°/mL
group, the CTC inhibition rate was 40.4% , 35.4% , 15.4% , 9.0% , 6. 6% and 4. 1% on the 1st, Sth, 9th, 13th, 17th

sessment. Results

and 21st days, respectively, and all the mice were alive. For the 1 x 10’/mL group, the CTC inhibition rate was 39. 1%
and 33. 5% on the 1st and 5th days, respectively. Some mice died immediately after intravenous injection and all mice died
within 7 days. @The relative clearance of CTCs was —7.5% , 4.6% , 55.3% and —94.5% on the 3rd, 8th, 15th and
21st days of sorafenib tosylate administration. Compared with the control group, there were significant differences among the
three groups (P <0.05 or P <0.01). Conclusions A mouse model of circulating hepatoma cells has been established by

intravenous injection of 0.2 mL of 5 x 10°/mL mouse Hepa 1 — 6 cell suspension. This mouse model can be used for

screening and evaluation of drugs for circulating tumor cell inhibition.
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Tab.1 Establishment of a mouse model of circulating hepatoma cells

AFP ¥ HERDAI AR (1 x 106 4>/mL) FRh A MLV E (5 x 10° 4~/mL) FERN AR (1 x 107 4~/mL)
MTiEgE| Injection concentration of CTC Injection concentration of CTCs Injection concentration of CTCs
Test times 58 57 iy 40 L 55 TR MR LA/ % BT R 40 £ TEIR MR A5/ % TR MR AN TRPRINE L %
of AFP Number of CTCs CTC ratio Number of CTCs CTC ratio Number of CTCs CTC ratio
D1 5017.8 +861.8 25.1+4.3 8075.2 £1359. 4 40.4 +6.8 7810.5 +1513.5 40.1+21.0
D5 3617.7 £533.2 18. 1 +£2.7 7072.7 £1570.9 35.4+7.9 — —
D9 1783.7 £441.7 8.9+2.2 3072.8 £631.9 15.4+£3.2 — —
D13 889.2 +611.8 4.4+3.1 1795.3 +£338.9 9.0+1.7 — —
D17 587.0 +691.5 2.9+3.5 1327.8 +833.7 6.6+4.2 — —
D21 54.8 £52.4 0.3+0.3 820.5 £1014.2 4.1+5.1 — —
TE ABFA IR A0 EC 7E 20 000 A RZANML Y AFP FIPEAIIEECH . “—" RN ELEHRBEIRITE 2581,

Note. The number of CTCs is AFP-positive cells in 20 000 nucleated cells.

“—"indicates that the animal died before the day of blood collection.
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Tab.2 Effect of sorafenib tosylate on circulating Hepa 1 — 6 cells in the mice

S5 Fil Dy Dyg Dis D,,
. mg/kg % % % %
Growps " A % AHIRE % AHIRE % W g,
0ses Number of CTCs rati Number of CTCs rati Number of CTCs rati Number of CTCs rati
CTCS S rato CTCS S ratno CTCS S ratno CTCS S rano
EAIGTHEZ

7320.0 £3119.0 36.6+14.7 4236.1£1476.3 21.4+7.4 928.5 +122.7 4.6+0.6 801.4+1014.8 4.5+5.1
Control group

EENA
e et
Sorafenibtosylate
group
TE AR SR IR A0 ECA 7E 20 000 ASA AZ4E I P AFP BHME A0 AL B A4S EHELS A AL 10 HBhY, SEUMR R4 EE, 4 P <0.05,44P <

0.01,

Note. The number of CTCs is AFP-positive cells in 20 000 nucleated cells, 10 mice in a group at each time point. Compared with the control group,4 P
<0.05,44 P <0.01.
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Fig.1 Establishment of a mouse model of circulating hepatoma cells. Changes of AFP-positive cells in the

circulatory system of the C57 1/6 mice (5 x 10°/mL of HepA 1 -6 cells was injected)
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Note. Pic a, b, ¢, d are the changes of AFP-positive cells in the control group,

Pic A, B, C, D are the changes of AFP-positive cells in the Sorafenib Tosylate group.

Fig.2 Results of detected AFP-positive cells
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Fig.3 Comparison of AFP-positive cells in the

control group and sorafenib tosylate group
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Effect of different formula diets on mouse model with DEN-induced
hepatocellular carcinoma

HE Xiao-dong', GUI Yi-he', LI Bing-lin', DENG Hui-jun', LI Jiang-chao', QIAO-Liang’, WANG Li-jing'*

(1. Vascular Biology Research Institute, School of Basic Courses,Guangdong Pharmaceutical
University , Guangzhou 510006 ,China; 2. Storr Liver Centre, The Westmead Institute for Medical
Research, The University of Sydney, Westmead NSW 2145 Australia)

[ Abstract]  Objective To establish a mouse model of diethylnitrosamine ( DEN ) -induced hepatocellular carcinoma
(HCC), and to explore the effects of two different diet formulas on the establishment of DEN-induced HCC model. Meth-
ods SPF C57BL/6 mice (8 males and 8 females) were injected intraperitoneally with 25 mg/kg DEN at day 14 to estab-
lish a HCC model. The mice were divided into two groups after weaning. One group was fed with the SPF class rodents ce-
real-based diet, another group was fed with AIN-93G formula diet. The mice were sacrificed at the age of 9 months. The
livers were weighed and the growth of liver cancer was observed and recorded. Results All the mice in the cereal-based
diet group developed HCC as expected. The body weight and liver mass of the mice in the AIN-93G diet group were signifi-
cantly lower than that of the cereal-based diet group. The incidence of HCC, and the number and size of tumor nodules
were also significantly lower in the AIN-93G diet group than that in the cereal-based diet group. Conclusions DEN-in-
duced HCC model has been successfully established in mice fed with cereal-based diet, while mice fed with AIN93-G diet
prevented the development of DEN-induced HCC, and their body weight was decreased significantly, suggesting that dietary
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