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Lapachol, a constituent of bignoniaceous plants is a biosynthetic
precursor of various naphthoquinones. On the basis of our
preliminary findings on, the inhibitory effect of this compound on
tumor promotion, we have examined in detail on the activity.
This compound was significantly effective in inhibiting the in-
duction of Epstein-Barr virus(EBV) associated early antigen in
EBV genome-carrying human lymphoblastoid cell lines. Fur-
thermore, this compound inhibited the skin carcinogenesis
initiated by 7, 12-dimethylbenz(a)anthracene(DMBA) and 12-
O-tetradecanoylphorbol-13-acetate(TPA) induced skin carci-
nogenesis in mice. On treatment of mice with lapachol, the
average number of papillomas per mouse in 15 weeks reduced
remarkably. Anti-tumor promoting activity and cytotoxicity on
pretreatment with lapachol at various dose are to be discussed.
1) S. Ueda and H. Tokuda, Planta Med., 56,669(1990)

[ANTI-TUMOR PROMOTING ACTIVITY OF LAPACHOL.]
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[Objectives]

Steroids, immunosuppressants, etc. are effective for the treatment of SLE
and RA, both being classified as autoimmune diseases, which are regarded
as intractable diseases. However, adverse drug reactions may develop in
the long-term use of these agents. Therefore, drugs that can be used over
a prolonged period of time are in demand. In the present study, the effi-
cacy of a Tabebuia plant (Ta) of Bignoniaceae from South America, which
has been used for rheumatism, etc. as a folk remedy in South America,
was investigated in MRL/L mice, which spontaneously develop the lesions
of SLE and RA.

[Methods]
The extract of Ta, obtained by boiling 8 g of Ta in 1500 mL of water, was
orally administered to 6 MRL/L mice (males at 6 weeks of age; Group Ta),
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which spontaneously develop the lesions of SLE and RA. At 14 weeks after
administration, the following measurements and histologic examination
on kidneys were conducted, the results were compared with those ob-
tained from the control group (Group C) consisting of untreated mice.
The measurement items were body weight; kidney, spleen, and liver
weights; antinuclear antibodies; anti-Sm antibodies; and RA-factors. Addi-
tionally, the total daily urinary protein at 8 weeks after Ta administration
was investigated in 10 animals of each group.

[Results]

The mean body weight in Group Ta was 48 g, which was significantly
higher than the value (39 g) obtained in Group C. In Group C, animals
were generally slimmer, showing a poor hair condition. The mean kidney
weight was 294 mg in Group C and 395 mg in Group Ta, showing a signif-
icant difference between these groups. However, no differences were ob-
served in liver and spleen weights. The serum test showed no particular
significant differences. The histologic examination on kidneys showed no
notable difference. The total daily urinary protein was 28.4 mg in Group
Cand 9.7 mg in Group Ta, showing a significant decrease in Group Ta.

[Discussion]

Male MRL/L mice have an average life span of 22 weeks and start to devel-
op renal and articular lesions at 4 weeks of age. At the end stage, around
20 weeks of age, prominent development of nephritis and angiitis occur,
followed by severe proteinuria and generalized edema, leading to death.
In the present study, the animals were compared at 20 weeks of age, and
the systemic and urine findings in Group Ta were favorable as compared
with Group C. This result suggests that Ta has antiinflammatory action
and immunoregulatory action.

[Conclusion]

Ta showed no serologically significant changes in mice exhibiting SLE and
RA lesions. However, the efficacy of Ta was observed in the decrease of
proteinuria and in the improvement in the physical appearance.
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