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In this study, the anti-tumor effect of Bu-Zhong-Yi-Qi-Tan was evaluated by using
L5178Y lymphoma tumor dormant mice model. Twenty dormant mice were divided into
two groups (10 for each group), the number of tumor cells in its peritoneal cavity was
enumerated by serial end-point dilution (SEPD). Bu-Zhong-Yi-Qi-Tan extract powder was
dissolved in saline and gave to the treatment group orally (0.45 mg/kg) every day for 7
consecutive days. The same volume of saline was given to control group orally daily for 7
days. After treatment, the number of tumor cells in peritoneal cavity was enumerated by
SEPD again to compare it with before treatment. The results indicated that the mice after
Bu-Zhong-Yi-Qi-Tan treatment, the number of tumor cells h‘arbor in peritoneal cavity were
decreased significantly (t = 0.2831, p > 0.05). In contrast, the control group without
significant difference (t =0.2831, p > 0.05). The change of CD4', CD8", NK and
Macrophage cells in peritoneal fluid were analyzed by flow cytometry. The results indicated
that the CD4", CD8" were increased significantly (p = 0.008, p = 0.007 respectively) in
treatment group of mice. However, there were no any change number in NK or macrophage in
either treatment or control group of mice. We conclude that the anti-tumor effect of
Bu-Zhong-Yi-Qi-Tan is mediated by activation of T lymphocytes to produce lymphokines and
cytotoxic T cells to eradicate the tumor cells.
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Bu-Zhong-Yi-Qi-Tan has been used widely as an immunostimulatant for cancer therapy.
However, the mechanism of the action has not been elucidated. Tumor dormant state mouse is
a sensitive animal model to study the immunological mechanism of anti-tumor effect. Since
the tumor cell line was used in this study is a low metastatic lymphoma (L.5178Y) which
growth 1s restricted in the mouse peritoneal cavity. In peritoneal cavity, there are many
immune cells which can easily be enumerated or monitored by either using SEPD or flow
cytomeiry. The purpose of the study is to use this animal model to evaluation of the effect
and mechanism of anti-cancer of Chinese herbs.

The animal model of tumor dormancy has been established in our laboratory
successively, We have overcome some technical hurdles, such as source of animals, animal
facilities, animal surgery and finally the efficiency to production of tumor dormant mice has
reached 70% which is better than what we did before in the United States. The in vivo
experiment results showed that Bu-Zhong-Yi-Qi-Tan oral administration exerted its
anti-tumor effect in the dose of 0.45mg/kg daily for 7 consecutive days. The average tumor
burden per mouse was decreased from 1625.6 +/- 435.0 to 62.4 +/- 12.4, however, in control
group, the tumor burden did not change significantly (average from 912 +/- 451 to 864 +/-
402 per mouse). Both CD4" and CD8"cells were increased after Bu-Zhong-Yi-Qi-Tan
treatment; the CD4" cells from baseline 15.67 % increased to 23.41% and CD8 " cells also was
increased from 5.15% to 8.38% (p = 0.008 and p = 0.007 respectively). However, the rest of
immune cells such as NK cells or macrophage did not find any change after drug treatment.
The results implied that the tumor killing effect of Bu-Zhong-Yi-Qi-Tan is mediated through
the effect of cytotoxic T lymphocytes by T lymphocyte activation. No any cured animal
after drug treatment in this study, it may be due to the drug dosage and/or the length of
treatment. Multiple dosage and duration of treatment experiments have been conducted try
to answer the question. However due to power outage of animal facility during Nar
typhoon ruin the whole experiments. This experiment has been restarted now and wish can

get some further experimental results soon.
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There are several difficulties to establish the tumor dormant model in Taiwan, such as;
1) the source of inbred strain of DBA/2 mice, 2) inoculation of tumor cells subcutancously, 3)
surgical excision of tumor nodule, and 4) partial peritoneal lavage. We have lucky to
overcome all problem and found a very effective way to produce tumor dormant mice. We are
planning to use this model to screen all anti-tumor or immunostimulating herb or any
synthetic potential anti-cancer compounds and study its mechanism of action.
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