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In the studies for the disease prevention effect of polyphenols, we propose
a new terminology, the "polyphenol paradox™, that the results observed in cultured cell and animal
studies are not observed in the clinical trials. To clarify this paradox, we performed 1)
pharmacokinetic analysis considering biological rhythm: 2) elucidation of target molecule in the
body: 3) elucidation of function considering tissue-tissue crosstalk: 4) elucidation of function in
the nanomolar concentration range. We have obtained results on certain polyphenols and their
metabolites at the low-concentration that can exist in the body to exert various bioregulatory
functions: the molecular mechanism of these functions, tissue-tissue tissue crosstalk, target
molecules, optimal ingestion timing, and stress response. We have built a research base foundation
for developing the obtained results and applying them to the future clinical trials.
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Taiki Fushimi, Yasuyuki Fujii,Kodai Inagawa, Akiko Saito, Ryo Koizumi, Masahiro Shibata and Naomi Osakabe

ESTABLISH OF THE METHODS FOR HEMODYNAMIC ALTERATION AFTER A SINGLE GAVAGE ADMINISTRATION TO RAT

SEATUC2021

2021

Yasuyuki Fujii, Noriko Nakao, Naomi Osakabe

Flavan 3-ols evoke locus coeruleus- noradrenaline neuron firing

SEATUC2021
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Kevin Odongo, Yoko Yamashita, Hitoshi Ashida

Development of a Low-Cost GLP-1 ELISA and Screening for Plant Bio-Active Compound that Promotes GLP-1 Secretion in STC-1
cells
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2021

Chiaki Domae, Fumio Nanba, Toshio Suzuki, Hitoshi Ashida, Yoko Yamashita

The effects of black soybean polyphenols on vascular function and its mechanism

The 9th Biennial Meeting of Society for Free Radical Reserch-Asia (SFRR-Asia)

2019

Tomoya Kitakaze, Atsushi Makiyama, Yoko Yamashita, Hitoshi Ashida

A physiological concentration of luteolin induces antioxidant enzymes through the ERK1/2-mediated Nrf2/ARE pathway in human
hepatoma HepG2 cells

The 9th Biennial Meeting of Society for Free Radical Reserch-Asia (SFRR-Asia)

2019
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Hao Jiang, , Sihao Yuan, ,

Enzymatically modified isoquercitrin promotes energy metabolism through activating AMPKa

in C57BL/6 mice
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Hitoshi Ashida

Prevention of hyperglycemia by green tea for health

The Korean Society of Food Science and Technology (KoSFoST) 2019 International Symposium and Annual Meeting

2019

Yoko Yamashita, Hitoshi Ashida

Roasted black soybean improved vascular function in human

13th Asian Congress of Nutrition 2019 (ACN2019)

2019

Tomoya Kitakaze, Atsushi Makiyama, Yoko Yamashita, Hitoshi Ashida

Molecular mechanism of physiological concentration of luteolin-Induced Nrf2 activation

13th Asian Congress of Nutrition 2019 (ACN2019)

2019

Hitoshi Ashida, Yasukiyo Yoshioka, Yoko Yamashita

Glabridin inhibits dexamethasone-induced muscle atrophy

13th Asian Congress of Nutrition 2019 (ACN2019)

2019
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2019

Risa Hasegawa, Yiyun Liu, Tomoya Kitakaze, Yoko Yamashita, Hitoshi Ashida

Promotion of lipolysis and browning by Ashitaba chalcones in differentiated 3T3-L1 cells via AMPK pathway

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Hao Jiang, Yasukiyo Yoshioka, Sihao Yuan, Yoko Yamashita, Hitoshi Ashida

Enzymatically modified isoquercitrin promotes lipid and glucose metabolism through activating AMPKa in C57BL/6 mice

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019




Mariko Shiraiwa, Hitoshi Ashida, Yoko Yamashita

Black soybean seed coat extract prevents obesity and its signaling mechanism

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Chiaki Domae, Fumio Nanba, Toshinari Maruo, Toshio Suzuki, Hitoshi Ashida, Yoko Yamashita

Black soybean seed coat polyphenols improve vascular function by promoting NO production via GLP-1 secretion

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Hitoshi Ashida, Yumi Samukawa, Yasukiyo Yoshioka, Yusuke Kubota, Yoko Yamashita

4-Hydroxyderricin and xanthoangelol from Ashitaba (Angelica keiskei) prevent dexamethasone-induced muscle atrophy

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Tomoya Kitakaze, Atsushi Makiyama, Rika Nakai, Yuki Kimura, Hitoshi Ashida

Co-treatment with kaempferol and luteolin modulates TCDD- and t-BHQ-induced drug-metabolizing enzymes

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019




Tomoya Kitakaze, Atsushi Makiyama, Yoko Yamashita, Hitoshi Ashida

Involvement of circadian rhythm on luteolin-induced Nrf2 activation in the liver

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Yoko Yamashita, Chiaki Doumae, Fumio Nanba, Toshinari Maruo, Toshio Suzuki, Hitoshi Ashida

An intake of black soybean improved vascular function in human

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Yasukiyo Yoshioka, Xiu Li, Yoko Yamashita, Hitoshi Ashida

Black soybean seed coat polyphenols prevent AAPH-induced oxidative DNA damage in hepatic cells

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Yasukiyo Yoshioka, Yusuke Kubota, Yumi Samukawa, Yoko Yamashita, Hitoshi Ashida

Glabridin inhibits dexamethasone-induced muscle atrophy

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019




Hitoshi Ashida, Yoko Yamashita

Anti-obesity and anti-diabetic effects of flavan-3-ols

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Takuya Nomura, Tomoya Kitakaze, Yoko Yamashita, Hitoshi Ashida

Inhibitory mechanism of polyphenols for the disruption of circadian clock via AhR

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Ken-yu Hironao, Shujiao Huang, Yuji Mitsuhashi, Hitoshi Ashida, Yoko Yamashita

Cacao polyphenols regulate the clock gene expressions in mice

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Hitoshi Ashida, Megumi Aya, Yoko Yamashita

Fisetin, but not robinetin, promotes glucose uptake in skeletal muscle: Involvement of pyruvate kinase PKM and ATP-dependent
RNA helicase DDX1

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019




Yoko Yamashita, Ken-yu Hironao, Hitoshi Ashida

Cacao polyphenol promotes energy metabolism under the circadian clock gene expressions

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Tianshun Zhang, Qiushi Wang, Hitoshi Ashida, Zigang Dong

The Ashitaba (Angelica keiskei) chalcones 4-hydroxyderricin and xanthoangelol suppress malanomagenesis by targeting BRAF and
PI3-K

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Hitoshi Ashida, Yoko Yamashita, Kevin Croft

Prevention of hyperglycemia by quercetin and its derivatives

Innovative Horticulture for Healthy Foods Conference (IHHF2019) as a satellite conference for ICoFF2019

2019
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Matsuyama H., Tanaka W., Suzuki Y., Miyoshi N., Matsuura Y., Yukizaki C., Miyazaki T., Michimoto H., Sakono M., Sakakibara
H.

Effects of raw and sun-dried radish roots (Raphanus sativus cv. YR-Hyuga-Risou) consumption on blood lipid levels in ApoE
deficient mice

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019




Tanaka W., Matsuyama H., Yokoyama D., Hashizume Y., Tandia M., Sakono M., Sakakibara H.

Effects of daily consumption of monoglucosyl-rutin on diet-induced obese mice

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Takashima M., Kai C., Tanaka W., Matsuyama H., Sakono M., Sakakibara H.

Effects of quercetin consumption during pregnancy on lipid metabolism of the offspring in mice

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Sakakibara H, Shimoi K.

Effects of polyphenol-rich plants on physiological responses for social stress

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Tanaka W., Matsuyama H., Yokoyama D., Ymashita Y., Ashida H., Sakono M., Sakakibara H.

Effects of black soybean seed coat extracts on blood lipid levels in ApoE deficient mice

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and

Functional Foods (1CoFF2019/1SNFF2019)

2019




Matsuyama H., Tanaka W., Yokoyama D., Nishimura S., Matsumoto S., Sano T., Yamashita T., Sakono M., Sakakibara H.

Effects of consumption-timing and fat species on body weight gain in C57BL/6 mice

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Ino K., Matsuyama H., Tanaka W., Sakono M., Sakakibara H.

Diurnal variation of polyphenol amounts in Sensitive plant (Mimosa pudica L.)

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

ApoE

73

2019

23

2019




Flavan 3-ols -

73

2019

Theaflavin

73

2019

Naomi Osakabe, Yasuyuki Fujii

Astringency induces sympathomimetic physiological changes through excitation of locus correleus - noradrenaline system

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Yasuyuki Fujii, Taiki Fushimi, Jun Sakata, Shoma Matsunaga, Shu Taira,Naomi Osakabe

Cinnamtannin A2 reduces anxiety behavior induced by social defeat stress and improves spatial memory

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019




Ryo Koizumi, Yuki Sato, Taiki Fushimi, Naomi Osakabe

Comparison of B-type procyanidin oligomers on the sympathetic nerveactivation ability by the determination of hemodynamic
alterations

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Kenta Suzuki, Nayuta Hirashima, Ryo Sukegawa, Yasuyuki Fujii, AyakaYamamoto, Tomoya Ueno, Naomi Osakabe

Theaflavins delay the progression of disuse atrophy induced by hindlimbsuspension in mice

The 9th International Conference on Polyphenols and Health (1CPH2019)

2019

Yuiko Ishii, Masaki Kamino, Tomohiro Teshima, Minami Sakou, Yasuyuki Fujii, Naomi Osakabe

Flavan 3-ols represent browning ability in white adipose tissue

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Yasuyuki Fujii, Naomi Osakabe

Flavan 3-ols evoke locus coeruleus- noradrenaline neuron firing

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019




Yota Fukuda, Naomi Osakabe, Takahiro Adachi

Elucidation of recognition mechanism of dorsal root ganglion for food factors

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Taiki Fushimi, Ayaka Tsutsumi, Ryo Koizumi, Yasuyuki Fujii, Qing Qiang Hu2, Koichi Aizawa, Naomi Osakabe

Anthocyanins derived from purple carrot affect on the hemodynamicchanges through adrenomimetic action

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019

Nayuta Hirashima, Kenta Suzuki, Ryo Sukegawa, Yasuyuki Fujii, Ayaka Yamamoto,Tomoya Ueno, Naomi Osakabe

Theaflavin induces browning in inguinal white adipose

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019
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Akira Murakami

Novel mechanisms underlying bioactivities of phytochemicals

The 5th International Symposium on “ Convergence of Bio-Health and Food Science

2019

Yuki Nakagawa, Yosuke lizumi, Takeshi Ishii, Hitoshi Ashida, Mitsugu Akagawa

A systematic and comprehensive analytical strategy to identify quercetin-modified proteins

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019

Chisato Sasaki, Hiroki Ota, Takeshi Ishii, Katsuyuki Mukai, Akinobu Matsuyama, Mitsugu Akagawa

(-)-Epigallocatechin-3-0-gallate stimulates leptin secretion from gastric mucosal cells via 67-kDa laminin receptor/Ca2+
signaling

The 9th International Conference on Polyphenols and Health (I1CPH2019)

2019
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2019

Tan, X., Maesako, K., Akagawa, M., Ashida, H., Ishii, T.

A new method for the purification of polyphenol-binding proteins by pull-down assay with polyvinylpolypyrrolidone

The 7th International Conference on Food Factors/ The 12th International Conference and Exhibition on Nutraceuticals and
Functional Foods (1CoFF2019/1SNFF2019)

2019
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Hitoshi Ashida

Anti-diabetic and anti-obesity effects of natural flavonoids

4th International Conference and Exhibition on Natural Products, Medicinal Plants & Marine Drugs

2018

Hitoshi Ashida

Health beneficial effects of black soybean

2018 International Phytonutrient Symposium
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Daishi Shirasaya, Yoko Yamashita, Hitoshi Ashida

The preventive effect of Italian propolis on postprandial hyperglycemia

International Conference and Exhibition on Nutraceuticals and Functional Foods 2018

2018




Yumi Samukawa, Yoko Yamashita, Hitoshi Ashida

Chalcones derived from ashitaba prevent dexamethasone-induced muscle protein degradation

International Conference and Exhibition on Nutraceuticals and Functional Foods 2018

2018

Tomoya Kitakaze, Atsushi Makiyama, Yoko Yamashita, Hitoshi Ashida

Luteolin induces expression of phase Il drug metabolizing enzymes by modulating Nrf2/ARE pathway in HepG2 cells

International Conference and Exhibition on Nutraceuticals and Functional Foods 2018

2018

Mio Yamamoto, Yasukiyo Yoshioka, Yoko Yamashita, Hitoshi Ashida

Preventive effect of black soybean polyphenols on non-alcoholic steatohepatitis

International Conference and Exhibition on Nutraceuticals and Functional Foods 2018

2018

Asuka Nakamura, Wang Liuging, Fumio Namba, Shizuka Saito, Toshiya Toda

The effect of black soybean on vascular function in human trial

International Conference and Exhibition on Nutraceuticals and Functional Foods 2018

2018




Hitoshi Ashida, Manabu Ueda-Wakagi

Epigallocatechin gallate induces GLUT4 translocation in skeletal muscle through both PI3K- and AMPK-dependent pathway

International Conference and Exhibition on Nutraceuticals and Functional Foods 2018

2018

Yumi Samukawa, Yoko Yamashita, Hitoshi Ashida

Ashiba chalcons prevent dexamethasone-induced muscle protein degradation

The31th Annual and International Meeting of the Japanese Association for Animal Cell Technology

2018

Megumi Aya, Yoko Yamashita, Hitoshi Ashida

B-ring catechol structure of flavonol is important for prevention of postprandial hyperglycemia via promotion of glucose
uptake into muscle cells

The31th Annual and International Meeting of the Japanese Association for Animal Cell Technology

2018

Yoko Yamashita, Asuka Nakamura, Liuging Wang, Shizuka Saito, Fumio Nanba, Toshiya Toda, Hitoshi Ashida

The effect of black soybean on vascular function

The 4th International Conference on Pharma and Food

2018




Hitoshi Ashida, Yoko Yamashita

Health beneficial functions of black soybean polyphenols

The 4th International Conference on Pharma and Food

2018

Hepalclc7 BMAL1

41

2018

57

2018

57

2018




57

2018
4
2019
Nrf2
2019
2019
2019

2019




2019

2019
23 12 15
2018
Mahamadou Tandia
GIP
23 12 15
2018
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Sakakibara Hiroyuki

Subchronic toxicity evaluation of leaves from rabbiteye blueberry in rats

The 4th International Conference on Pharma and Food
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Akira Murakami, Akari Ishisaka, Sho Tanioka, Ryosuke Sugimoto, Misa Fujimoto

Stress-mediated mechanisms underlying bioactivities of phytochemicals

The 256th annual meeting of the American Chemical Society

2018
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Akira Murakami

Phytochemicals may exhibit bioactivities via hormesis: roles of proteo-stress and adaptation

9th International Conference on Nutrition and Physical Activity (NAPA 2018)

2018




Akira Murakami

Novel mechanisms underlying bioactivities of phytochemicals

The 5th International Symposium on “ Convergence of Bio-Health and Food Science

2019
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Fujii Y., Kawagoe A., Suzuki K., Hasegawa Y., Osakabe N.

Stress response in hypothalamic paraventricular nucleus (PVN) after a single dose of procyanidin supplementation

The 256th annual meeting of the American Chemical Society
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The interaction between brain activation and peripheral physiological alteration

The 256th annual meeting of the American Chemical Society
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2017 (JAACT2017)

2017




2017 (JAACT2017)
2017
, , Genovese Salvatore,
2017 (JAACT2017)
2017
4-hydroxyderricin
2017 (JAACT2017)
2017
Nrf2
2017 (JAACT2017)

2017




4-hydroxyderricin

11

2017

11

2017

11

2017

11

2017




, , , , Salvatore Genovese,

prenyloxyphenylpropanoids

11

2017

11

2017

11

2017

Fisetin Robinetin GLUT4

69

2017




Hao Jiang, Yasukiyo Yoshioka, Yoko Yamashita, Hitoshi Ashida

The effect of kaempferol on glucose uptake in L6 myotubes

64
2017

64
2017

64
2017

64

2017




23

2017

23
2017

23
2017

4-hydroxyderricin

23

2017




2017 49

2017

HepG2

2017 49

2017

Ashida Hitoshi, Kubota Yusuke, Yoshioka Yasukiyo, Yamashita Yoko

Glabridin inhibits glucocorticoid-induced muscle atrophy in C2C12 cells and C57BL/6J mice

8th International Conference on Polyphenols and Health (1CPH2017)

2017

Ashida Hitoshi, Nakai Rika, Yamashita Yoko

Curcumin and its derivatives inhibit TCDD-induced expression of drug metabolizing enzymes

8th International Conference on Polyphenols and Health (1CPH2017)

2017




Kitakaze Tomoya, Makiyama Atsushi, Ashida Hitoshi

Luteolin increases antioxidant enzymes expression by modulating Nrf2/ARE pathway in HepG2 cells

8th International Conference on Polyphenols and Health (1CPH2017)

2017

Yoshioka Yasukiyo, Li Xiu, Yamashita Yoko, Ashida Hitoshi

Black soybean seed coat polyphenols prevent fibrosis in the liver of mice via suppression of lipid peroxidation and
inhibition of TGF-P /Smads signaling pathway

8th International Conference on Polyphenols and Health (1CPH2017)

2017

Aya Megumi, Yamashita Yoko, Ashida Hitoshi

Fisetin, but not robinetin, promotes glucose uptake in skeletal muscle cells

8th International Conference on Polyphenols and Health (1CPH2017)

2017

Yamashita Yoko, Ashida Hitoshi

Procyanidin prevents hyperglycemia through promoting translocation of glucose transporter 4 in muscle cells

8th International Conference on Polyphenols and Health (1CPH2017)
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Glabridin inhibits muscle atrophy through p38/F0X03a and Glucocorticoid receptor signals

IUNS 21st International Congress of Nutrition (IUNS 21st ICN)
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Jiang Hao, Yoshioka Yasukiyo, Yamashita Yoko, Ashida Hitoshi

Kaempferol ameliorates glucose uptake via AMPK- and JAK/STAT-pathways in L6 myotubes
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2017

Yokoyama Daigo, Nohara Chiaki, Sogon Tetsuya, Sakono Masanobu, Sakakibara Hiroyuki

Daily consumption of bilberry anthocyanins might increase their absorption rate in rats

8th International Conference on Polyphenols and Health (1CPH2017)
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Mahamadou Tandia
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Osakabe Naomi, Terao Junji

Possible mechanisms of postprandial physiological alterations following flavan 3-ol ingestion

8th International Conference on Polyphenols and Health (1CPH2017)

2017

Fujii Yasuyuki, Suzuki Kenta Hasegawa Yahiro, Osakabe Naomi

tress response in PVYN induced by flavan 3-ols

8th International Conference on Polyphenols and Health (1CPH2017)
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