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MT 1 400 15
point counting tubulointerstitial injury index
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3.2
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mean==SD 2 nonparametric statistics
Bonferroni ANOVA P<0.05
GB-STAT software (Dynamic
Microsystems, Silver Spring, MD)
1.
DR 8 DS
DS-RLX DR
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Table 1 Basic parameters in rats at 8 weeks.

Groups DS DS+RLX DR
n 6 6 3
Body weight(g) 348.3+£.19.8 359.8+25.1 400.2+10.7¢
Kidney weight(g) 1.936+0.200 1.939+0.258 1.552+0.088
Systolic blood pressure(mmHg) 227.0+18.9° 166.7+18.5 126.0+2.7
Diet intake(g) 22.8+4.9 24.7+6.1 28.2+1.8
Water intake(ml/day) 76.0+15.3 63.2+18.6 90.7+16.0
Urinary volume output(ml/day) 59.5£10.0 48.8+15.2 74.7+13.3°
Urine creatinine(mg/day) 17.88+1.19 16.92+1.46 21.879+1.09°
Serum creatinine(mg/dl) 1.14+0.21 0.90+0.18" 1.10+0.08
Urinary protein(mg/day) 228.0+162.7 87.5+54.2° 65.85+26.1°
Creatinine clearance(l/day) 0.95+021° 1.043+0.49 1.44+0.30

a; p<0.01 vs. other groups, b; p<0.01 vs. DS rats, c¢; p<0.02 vs. Group 3, d; p<0.05 vs. Group 1, €;
p<0.05 vs. Group 2.

200

100

svstolic hlonod pressure immHg)

weeks

Fig. 1. Systolic blood pressure in Dahl salt-sensitive (DS), Dahl salt-resistant (DR} rats and DS
rats receiving RLX. All rats were placed on 8% NaCl for 8 weeks, RLX was administered in the
osmotic minipump at a dose of 5 mg/day. Systolic blood pressure did not increase in DR rats, DS rats
showed a progressive increase in blood pressure. Rats receiving RLX also developed a progressive

increase in blood pressure, although this increase was not as large in DS rats. * vs. DS p < 0,05,
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DS and DS + RLX rats. Masson trichrome staining demonstrated

RLX treatrnent

imcreased  tubulommterstitial dumage in DS rats.

amelicrated wholomierstial changes m DS rats.

-113 -



Fig. 3. Representative photomicrographs of RLX
expression in DS and DR rats. DS rats show decreased
expression of RLX compared to that of DR rats.

Fig. 4. Expression of RLX receptors. LGR 7
expression was observed in the luminal side of

tubules and glomerular epithelial cells. Armows show
positive immunostaining for LGR 7.
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INVOLVEMENT OF RELAXIN IN SALT-SENSITIVE HYPERTENSION

Naoki Ikegaya, Tetsuya Kohsaka, Ayumi Suzuki, Hiromichi Kumagai,

Med. Care Center, Dept. of Applied Biological Sciences, Shizuoka Univ., Dept. of Clin.
Nutrition, Sch. of Nutritional Science, Univ. of Shizuoka, Shizuoka, Japan.

Summary

Relaxin (RLX), belonging to the insulin family, has been known as a hormone of
pregnancy. Although potent antifibrotic and vasodilatory properties of RLX are recently
reported, the involvement in salt-sensitive hypertension has not been elucidated. In this
study, we examined the expression of RLX in kidneys of Dahl salt-sensitive (DS) and
salt-resistant (DR) rats and effects of RLX treatment in DS rats placed on an 8% NaCl diet.
When examined immunohistochemically, RLX was localized in the distal tubules. DS rats
showed a significantly decreased expression of RLX compared to DR rats. The
administration of RLX (4 microg/h) to DS rats significantly reduced systolic blood
pressure (227.0 vs. 166.7 mmHg, p<0.004) and urinary protein (228.0 vs. 87.5 mg/day,
p<0.05). Histologic studies revealed the amelioration of tubulointerstitial fibrosis and
arterial thickening in rats received RLX.

These results indicate that RLX deficiency may play a significant role in the
development of salt-sensitive hypertension and suggest that RLX can be a potential
therapeutic tool for salt-sensitive hypertension.
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