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1 Format has been updated

2 Revision has been made according to the suggestions of the reviewer

(1) Comment:
Data provided are mostly observational and the vast majority of interventional studies yielded results with
no statistical significance. Moreover, the potential of clinical applications of such correlations remains far
from proven. These caveats should be underlined by the authors
Response:
Thank you very much for your advice. As you indicated, we focused on the intervention trials
with statistical significance, indicated in table2. Moreover, we additionally described the

potential of clinical applications of functional foods in the revised manuscript, as follows:

Page4, L13- Page4, L19
a-this-paper—we—review functional foods having particularly beneficial effects on hypertension in animal

experiments (Tablel) and human clinical trials (Table2) are summarized in this paper. This manuscript is
focusing on clinical findings than experimental ones. Moreover, we emphasize interventional studies
yielded results with statistical significance. ey Functional foods reduce the blood pressure by different
mechanisms, such as rennin-angiotensin-aldosterone system (RAAS) inhibition, antioxidant effect,
diuretic effect, NOS production- promoting effect. And there are also some foods with multiple
mechanisms (Figl)

Pagell, L3- Pagell, L9

We summarize the functional foods with antihypertensive effects from the evidences in clinical studies.
In contradiction to these studies, there are several reports indicating opposite results and many
interventional studies with no statistical significance. For example, Green tea consumption was inversely
associated with mortality due to all causes and cardiovascular disease, ’® and there are a few reports
described no effect of EPA on the blood pressure.” ™ So, the potential of clinical applications of
functional foods remains undetermined. Randomized controlled trials are needed to establish the clinical
applications of functional foods.
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)

Comment:

The manuscript should be shortened by focusing on clinical findings than experimental ones.

Response:

Thank you very much for your advice. As you suggested, we focused on clinical findings and shortened
the manuscript, as follows:

Page4, L24-Page4, L27

: c elelils a; Using stroke-prone spontaneously hypertensive rats
(SHRSP), treatment of black tea polyphenols or green tea polyphenols showed significant reductions of
SBP and DBP. Moreover, several experiments indicated that the regular consumption of black and green
tea may also provide some protection against hypertension in humans.”

Page5 L25-Page5, L28

d : adrens , c-perves - Antlhypertenswe
mechanisms of GABA have been considered as follow: an |nh|b|tory effect on the sympathetic nervous
system and peripheral sympathetic ganglia, a diuretic effect by the inhibition of anti-diuretic hormone
secretion, and angiotensin converting enzyme (ACE) activity inhibition.*" *®

Page6, L10-Page6, L11
The hypotensive effect of stevioside may be medlated by mhlbltlng Ca* |nflux into blood vessels
and vasodilation.?* %) ’ - .




e dings Several animal experiments suggest that the hypotensive action of
sesamin is involved in the vasodilating effect caused by NOS production enhancement and oxidative
stress reduction in blood vessels due to the antioxidant effect. * * 7

dﬁ%@%&#@et%%&% Many animal experlments |nd|cate that dally administration of EPA S|gn|f|cantly
decreased the development of hypertension in SHR dose dependently, although it did not affect to BP in
normotensive rats.*

Page8, L19-Pages8, L26

Antihypertensive effects of galic were reported in many studies using hypertensive rat models. The
antlhypertenswe mechanlsm of garllc is assumed to mvolve ACE inhibitory effect,*” antioxidant effect,
48) : : sies:® activation of NO formation,*® and
reduction in the synthesis of vasoconstrictor prostan0|ds 50)%%%9&%&%&@# Although SHR fed diets
containing either aged garlic extract (AGE) or raw garlic (RG) powder for 10 weeks showed a reduction
of SBP from 4 weeks, Hewever harmful effects were observed in the RG group, including a decrease in
erythrocytes, an increase in reticulocytes, and the generation of a papilloma in the forestomach.
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; ; %9 _Meoreover. There are seme several reports that quercetin shows an
antihypertensive effect through the antioxidant activity, ** inhibition of ACE activity®® and Ca®* influx.®”
It has been considered that these results show synergistic antihypertensive effects etherthan-antioxidant

Animal experiment using abdominal aortic constriction rat indicated #-has-been-suggested that quercetin
is also useful for preventing cardiovascular disease.®?
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Besides the foods introduced in this paper, grains, vegetables, fruits, milk, cheese, meat, chicken,
wine, mushrooms, lactic acid bacteria, nicotianamine and egg are various food sources with potential
antihypertensive effects.

(3) Comment:
Figure 1 may be ommitted.
Response:
Thank you very much for your advice. According to your suggestion, we deleted Figl in
revised manuscript.

3 References and typesetting were corrected
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