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Elucidation of the mechanism of renal dysfunction improvement by Kampo treatment
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We examined an effect of Astragalus membranaceus (AM) against chronic kidney

disease (CKD). Here we focused on acute kidney injury (AKI) as a promoting factor for CKD.
Generally, 20 mg/kg cisplatin is used for AKI experimental model. In this situation, cisplatin-AKI
is generated also In young mice (10 weeks old) as well as in old mice (52 weeks old), but few AM
effects could find both groups. In reduced dose (14 mg/kg) of cisplatin treatment, we found
significant increases of serum BUN or CRE and histological damages in renal tubule epithelial cells
and glomeruluses especially in old mice. However, the old mice treated with Astragalus in advance
could almost prevent these pathological changes. On the other hand, young mice showed no particular
pathological finding, indicating AM could only prevent moderate cisplatin-AKI in old mice. However,
this evidence suggests the possibility that AM improves daily generated minor problems such as
moderate AKI that is promoting CKD.
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Figure 1. Experimental procedure Administration of cisplatin
intraperitoneally
Control group
Normal feed F
i
AM-treated group 30 days 7 days ia r.iaysi Table 2. Summary of AM effects in aged mice (52 weeks old)
I [AMdtreatment  Cisplatindose || Serum CRE &BUN | Kidney pathology
l none (control) none normal none

:| none 14 mg/kg increase detected
Sampling of blood Sampling of blood Sampling of e g
blood and kidneys administration 14 mg/kg

nothing particular  slightly detected

Table 3. Summary of AM effects in 10 weeks old mice

Table 1. Cisplatin effects in young and aged mice Cisplatin dose | Serum CRE & BUN | Kindney pathology

=——— 20 ki I detected
| Cisplatin dose I 10 weeks old 52 weeks old } RO me/ke AR e
" administration 20 mg/kg increase (no effect)  detected (no effect)
20 mg/kg (normally used dose] | Alive (AKI) Almost lethal % 2
1 1 none mj 0! ne
14 mg/kg (reduction dose) Alive (almost healthy) Alive (AKI) 2 e/ke nONE 0
L . . administration 14 mg/kg none none
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Astragalus-applied AKI can be fixed the CRE problem Astragalus-applied AKI can be fixed the BUN problem
shown especially in old generation shown especially in old generation
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Figure 3

10 weeks old kidney (PAS staining) 52 weeks old kidney (PAS staining)
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D, normal kidney
E, 3 days after cisplatin injection
F, Astragalus administration prior
to cisplatin injection

A, normal kidney
B, 3 days after cisplatin injection
C, Astragalus administration
prior to cisplatin injection
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