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(Antihypertensive Effect of Peptide from Sardine Muscle Hydrolyzate on Mild
Hypertensive Subjects)
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ABSTRACT

Valy-Tyrosine (VY) derived from alkaline protease hydrolyzate of sardine muscles showed the
in vitro Angiotensin 1 converting enzyme (ACE) inhibitory activity and the in vivo antihypertensive
effect in SHR. We investigated the antihypertensive effect of the VY on mild hypertensive subjects
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including subjects with high-normal blood pressure using a randomized double-blind
placebo-controlled study. (1) Nineteen subjects (Age 48.9+4.3, M/F;18/1) took a 100ml drink either
containing 125ug of VY or placebo twice daily for 4 weeks. The reductions of the systolic (SBP)
and diastolic blood pressure (DBP) were observed in mild hypertensive subjects (n=5) with
averages of 17.842.5 mmHg (p<0.01 vs placebo) and 11.0+2.0mmHg(p<0.05 vs placebo),
respectively. Neither SBP nor DBP changed in the subjects of both the placebo group and the
high-normal blood pressure group. (2) A randomized double-blind cross-over placebo-controlled
study was carried out in 10 mild essential hypertensive subjects (Age 50.6+4.6, M/F;10/0). They
took a 100ml drink either containing 62.5:g of VY or placebo twice daily for 4 weeks alternatively
with a 6-week interval. The percent changes in SBP and DBP were -6.9 % and -5.8 % (p<0.05)
one week after the VY drink administration, respectively. No adverse effects such as coughing
or allergic phenomena could be observed in any of the subjects of drinking VY during the
experimental period. These results suggest that the drink containing at least 125ug/day of VY may
have a significant antihypertensive effect on mild hypertensive subjects without any adverse effects.
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Table 1: Baseline characteristics by group

Valy-Tyrosine _group Valyl-Tyrosine group Placebo_group
Classification High normal blood pressure(zzHg) Mild hypertension Mild hypertension
No. of subjects(M/F) 9(9/0) 5(4/1) 5(5/0)
Age(years) 477428 49.616.3 50.4+4.9
Height(cm) 171.0+2.4 160.7+3.9 165.943.2
Weight(Kg) 71.2+24 56.4+5.3 67.0+3.6
Body mass index(Kg/m) 21.841.2 244409 243412
Positive family history of 75(6/8) 100 75
hypertension(%) -(3/3, unknown:2)  (3/4, unknown:1)
Alcohol drinkers(%) 89(8/9) 80(4/5) 80(4/5)
Smokers(%) 67(6/9) 40(2/5) 60(3/5)
Systolic blood pressure(nrHg)' 132.2+2.0 1444153 145.0+2.1
Diastolic blood pressure(niHg)* 82.0+2.0 91.0+3.8 91.4+2.5
Heart rate(beats/min)" 80.6+4.8 81.8+4.4 84.4+4.9
¥ : average values of the run-in period Mean+S.EM
Run-in period Experimental period
VY group VY drink VY drink
No drink (125y¢/ day) (250¢g/ day)
Placebo group r I Placeblo drink l
!
Weeks 2 -1 0 1 2 3 4

Fig. 1 protocol of a randomized double-blind placebo-controlled study in the subjects with mild
hypertension and high-normal blood pressure.
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Weeks -t rrrrrrrrrrrr
32 -1 0 2 4 6 8 10 12 14

Fig. 2 protocol of a randomized double-blind cross-over placebo controlled study in the subjects
with mild hypertension

Table 2 Baseline characteristics by group
Valyl-Tyrosine in 0~4W group

Valyl-Tyrosine in 10~14W group

Classification Mild hypertension Mild hypertension
No. of subjects(M/F) 5(5/0) 5(5/0)
Age(years) 50.3+£5.2 51.0+4.0
Height(cm) 170.1+3.3 166.2+2.8
Weight(Kg) 68.216.3 67.1+0.8

Body mass index(Kg/ m) 235+1.8 243407

E;;‘)‘et;‘t’: nif(‘)’i‘i(l; )hlsmry of 100(5/5) 100(4/4, unknown:1)
Alcohol drinkers(%) 80(4/5) 60(3/5)
Smokers(%) 100(5/5) 100(5/5)

Systolic blood pressure(mHg)* 140.0+4.0 142.0+3.6
Diastolic blood pressure(niHg)" 89.243.1 91.243.3

Heart rate(beats/min)* 81.65.5 78.0+5.3
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¥ : average values of the run-in period
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