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Long-term toxic effect of recombinant batroxobin on Macaca mulatta

LU Guo-cai, YUAN Bo-jun, JIANG Hua, ZHAO Guan-ren, SHE Jia-hong, DAI Yi-min, HUANG Mao(Center for New Drug
Evaluation, College of Basic Medical Sciences, Second Military Medical University, Shanghai 200433,China)
[ABSTRACT] Objective: To study the long-term (iv for 30 days) toxic effect of recombinant batroxobin (rBAT) on Macaca
mulatta. Methods: Twenty-four Macaca mulatta (12 male and 12 female) were randomly divided into 4 groups according to
their body weights (n=6): rBAT treatment groups (1.5, 5.0, 15. 0 kU/kg of rBAT once daily for 30 consecutive days through
iv injection) and acetate buffer treatment group (as control). Half of the animals in each group were sacrificed at the end of
medication and the rest were sacrificed after another 15 days’ recovery. The general symptoms, the hematological, chemical pa-
rameters, urinalysis values, ECG results, bone marrow findings, pathologic changes and the antibody detection were observed
or performed in all groups. Results: On d15 and d30, the blood samples of each group were collected at 30 min and 24 h after iv
injection. Compared with control group or with d0 data of each corresponding group, the fibrinogen (Fib) was significantly de-
creased 30 min after iv injection of rBAT, and the decrease was in a dose-dependent manner. Fib returned to the normal level 24
h after iv injection. Histopathological examination showed congestion and slight edema of liver and kidney cells in each group,
probably due to latent infection of the animals. On d30, there was local inflammatory reaction in the injection sites of some ani-
mals in each group, but none was found on d45. Non-neutralizing antibodies to rBAT were continuously detected from d15 to
d45. Conclusion: rBAT has pharmacological and toxicological effects on hematology system of Macaca mulatta. It can dose-de-
pendently decrease Fib. The target organ of rBAT is the hematology system and the effect of rBAT is reversible. The safety
dose of rBAT for Macaca mulatta is 1.5 kU/kg. Attention should be given when rBAT is used clinically.
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Tab 1 Effect of recombinant batroxobin on fibrinogen in Macaca mulatta

(n=6,7+s Y{on/g «L7hH

d15 d30
Group do 30 min after 24 h after 30 min after 24 h after d45
medication medication medication medication
Control 2.8940.45 3.02+0.51 2.98+0. 44 2.9940.52 3.1240.67 3.084+0.73
Low dosage 2.8140.45 2.01+0.62*4 2.7340. 46 2.0740.61*4 2.6940. 31 2.7240. 36
Median dosage 2.8440.55 1.7740. 46 24 2.7140.59 2.01+0.11* 44 2.7340. 46 2.7640. 48
Large dosage 2.9040.41 1.4940.36* * 44 2.6540. 27 1.5240.37* * 44 2.55+0.21 2.7040. 21

* P<C0.05, ** P<C0.01 ws control group; ©P<C0.05, 44 P<C0.01 vs dO
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Tab 2  Histopathological findings in Macaca mulatta treated with recombinant batroxobin

(N)
G d30[Dose (kU/kg) ] d45[ Dose (kU /kg) ]
srou
P 0 1.5 5.0 15.0 0 1.5 5.0 15.0
Liver Hydropic degeneration 2 1 2 2 1 1 1 2
Interstitial inflammation 2 1 2 2 1 1 2 2
Kidney Hydropic degeneration 1 1 2 1 1 1 1 1
Interstitial inflammation 0 1 2 1 0 0 0 0
Injection site Local inflammation 1 1 0 2 1 1 1 1
Three Macaca mulatta in each group
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Antitumor activity of crude extract and fractions from root tuber of Cynanchum auriculatum Royle ex Wight

Shan L, Zhang WD, Zhang C, Liu RH, Su J, Zhou Y (School of Pharmacy, Second Military Medical University, Shanghai

200433, China)

[ABSTRACT] Antitumor activity of the ethanol extract from the root tuber of Cynanchum auriculatum Royle ex Wight and

four fractions of the ethanol extract were investigated, both in vitro and in vivo. The five samples exhibited cytotoxic activity on

human tumor cell lines K562, SHG44, HCT-8, A549, PC3, in vitro and inhibition in mouse implanted sarcoma S180, in vivo.

Among the five samples, fraction E was noted to be of the highest antitumor activity.

[Phytother Res, 2005, 19: 259-261]



