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ABSTRACT

PURPOSE To evaluate the inhibiting action of Kanglaite injection (KLT)
on LA795 lung metastasis in mice. Methods and Results: Four days after
the inoculation of LA795 in mice, the animals were treated with intra-
peritoneal injection of KLT 50ml/kg, qod x 7; In another group of
animal, KLT were given 12 days later after inoculation. The inhibiting
rates being 79.22% and 52.28% respectively. A comparison between the
early KLT treated group and the positive drug treated group (CTX100mg/
kg, peritoneal injection qod x 7, 4 days later after LA795 inoculation,
inhibition rate being 87.67%), no significant statistical difference was
noted.

In the KLT+CTX treated mice, the efficacy rate was higher than
that of sole CTX treated animals, though the difference was not
significant statistically(P>0.05), indicating that the combined
utilization of KLT and CTX had an action of protecting the
immunological function and raising the peripheral blood picture,
i.e. KLT had a definite action for inhibiting and preventing LA795
lung metastasis; and this study is helpful for directing the use of
KLT before and after clinical routine treatment (operation,

radiotherapy, and chemotherapy) for controlling metastasis of tumours.
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Metastasis of cancer cells is the crucial point of malignancy of
cancers, forming the chief failing cause in cancer treatment. The
research for finding a way to control cancer metastasis is the focal
issue of basic and clinical investigations at home and abroad.
According to the previous study on KLT: it had a definite action of
inhibiting B16 melanoma lung metastasis, As enlightened by this
study, an investigation with KLT for controlling the spontaneous
metastatic pulmonary adenocarcinoma (LA795) in T739 mice was
performed, and the action of KLT for preventing and controlling
LA795 lung metastasis was evaluated, and it may be helpful for
furnishing a theoretical basis for utilizing KLT before and after
routine treatment (operation, chemotherapy, radiotherapy, etc) for
prevention and curing metastasis.

1.1 Materials
Materials and methods Animals: T739 mice, inbreed line, with equal males and females.
body weights 22-26g:; the animals were bought from Tumour

Research Institute of Chinese Academy of Medical Sciences
(Beijing).
Cancer strain: AL 795 (Pulmonary adenocarcinoma of mice), furnished
by Tumour Research Institute of Chinese Academy of Medical
Science).

1.2 Drugs
A. Kanglaite injection (KLT), supplied by Zhejiang Kanglaite
Pharmaceutical Company Ltd. (batch N0.960315);
B. Cyclophosphamide (CTX), produced by Shanghai 12nd
Pharmaceutical Factory. Batch N0.950726

. C. 10% lipo emulsion, produced by Huarui Pharmaceutical Company.
batch No.960117.

1.3 Methods

Classification of animals: One hundred T739 mice were divided randomly
into 5 groups; each group consisted of 20 animals.

Group A: Animals with the corresponding tumour solvent, (control
group):

Group B: CTX treated group:

Group C: CTX + KLT treated animals;

Group D: KLT preventing group (KI.T -1);

Group E: KLT Treated group (KLT-IT).
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Model of animals: Take fresh LA795 cancer block and cut into pieces
with scissors, grinding and then filter through filtering mesh (200
aperture) forming unicellular-filtrate; dilute the filtrate with normal
saline, making a 6 x 10° cancer cells/ml solution-(stock solution).
Transfer 0.1ml stock solution inoculating into the subcutaneous tissue

of right abdomen of the animals.

1.4 Drug administration

Carcinomatous nodules appeared at the inoculated sites in all animals 4
days later after inoculation. In group A, 10% lipo-emulsion, 50ml/kg
intraperitoneal injection god x 7 were given; Group B: CTX 100mg/kg
intraperitoneal qod x 7; Group C: drugs used in Group B + KLT 50ml/
kg gqod x 7 (KLT with CTX alternately) were given; Group D: KLT
50ml/kg intraperitoneal injection qod x 7 ; Group E: 12 days after
inoculation (100% of animals had lung metastasis), KLT 50ml/kg
intraperitoneal injection qod x 7 were given. On the 22nd day, WBC

counts was done through drawing blood from examine.

2.1 Efficacy of KLT for preventing and curing LA 795 Lung metastasis
in Mice (Tablel) Results

Table I . Efficacy of KLT for preventing and curing L4795 Lung metastasis in mice

Groups Animal(n) Dosage Pulmonary Inhibiting P

(begin/end)  (ml/kg) Nodule ()_(iSD) rate (%)

Group A control 20718 50 7.46%1.2 0

Group B CTX therapy 20/20 100 0.92+0.03 87.67 >().05
Group C group B “KLT 20/20 B+50 0.79+0.02 89.41 >0.05
Group D KLT-I group 2020 50 1.5540.11 79.22 >0.05
Group E KLT-11 group 20/19 50 3.56+0.3 5228 <005

B: C, B:D, C:D P=0.05, A:E P<0.03

Table I Showed that the comparisons of lung metastasis inhibiting rates
between Group B, C and D had no marked difference, and the highest
rate was found in Group C; In Group E, the rate was about 52.28%.
revealed that KLT could prevent the lung metastasis and cure metastasis

as well.
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2.2 Inhibition of KLT on LA795 implanted lesions (Table 2).

Table 2. Comparison of tumour weights in animals after treatment.

Groups Animal(n) Tumour Inhibition P
(begin/end) Weight(g) rate(%)

Group A 20/18 4.324+0.23 0 -

Group B 20/20 1.11£0.19 74.31 >0.05

Group C 20/20 1.07+0.14 75.23 >0.05

Group D 20/20 1.56+0.22 63.89 >0.05

Group E 20/19 2.87+0.36 33.56* <0.05

Table 2 Showed that no difference between group B, C and D;
Comparison between Group A and E had significant difference
indicating that KLT had an inhibiting action on early and late
stage LA795 implanted lesions.

2.3 Influence of KLT on the peripheral WBC in LA795 mice (Table 3)

Table 3. Changes of Peripheral blood WBC in mice

Groups Animal(n) WBC P
(begin/end) (X+£S/mm?)
Group A 20/18 21820.7+634.7 -
Group B 20/20 9235.6+542.8 >0.05
Group C 20/20 24736.8+782.4 >0.05
Group D 20/20 28826.3+834.7 >0.05
Group E 20/19 22764.2+625.1 <0.05
B:C P<0.05

Comparison between Group B and C had marked difference, indicating
that KLT could increase the efficacy of chemotherapy and protect bone
marrow function as well.

Microscopic Examination: In Group C, D and E, pyknosis of tumour
cells was found; and vacuolation of cytoplasm, interstitial fibrosis, partial
necrosis with peripheral moderate debris of nuclei and cells were noted.
In group B, no pyknosis and vacuolation, only necrosis was found. The
splenic lymph nodules in Group C, D and E were increased in size more
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