04402000 *EFO RN ERAS LS o 5T E - 11:33-54 -

Anderson, J.M., Johnstone, B.M., Kimura, Y. and Kambara, H. (1995 a) Soy
protein isolate and its hydrolysate reduce body fat of dietary obese
rats and genetically obese mice(yellow KK). J. Nutr. 16:349-354.

Anderson, J.W., Johnstone, E.M. and Cook-Newel, M.E. (1995 b)
Meta-analysis of the effects of soy protein intake on serum lipid. N.
Engl. J. Med. 333:276-282.

Aoyama, T., Fukui, K., Nakamori, T., Hashimoto, Y., Yamamoto, T. and
Takamatsu, K. (2000) Effect of soy and milk whey protein isolates and
their hydrolysates on weight reduction in genetically obese mice.
Biosci. Biotechnol. Biochem. 64: 2594-2600.

Aoyama, T., Kohono, M., Saito, T., Fukui, K., Takamatsu, K., Yamamoto,

T.,Hashimoto, Y., Hirtosuka, M.and Kito, M. (2001) Reduction by
phytate-reduced soybean S -conglycinin of plasma triglyceride level
of young and adult rats. Biosci. Biotechnol. Biochem. 65:1071 - 1075.

Aquila, H., Link, T.A. and Klingenberg M. (1985) The uncoupling protein
from brown fat mitochondria is related to the mitochondrial ADP/ATP
carrier. Analysis of sequence homologies and of folding of the protein
in the membrane. EMBO J 4: 2369 - 2376

Arner, P. (2005) Human fat cell lipolysis: Biochemistry, regulation and
clinical role. Best Pract Res Clin Endocrinol Metab.19: 471 - 482.

Ascencio, C., Torres, N., Isoard-Acosta, F., Gomezperez, F.J.,
Hernandez-Pando, R. and Tovar, A.R. (2004) Soy protein affects serum
insulin and hepatic SREBP-1 mRNA and reduces fatty liver in rats. J.
Nutr. 134:522-529.

Barak, Y., Nelson, M. C., Ong, E. S., Jones, Y. Z., Ruiz-Lozano, P., Chien,
K. R., Koder, A. and Evans, R. M. Mol. (1999) Cell 4:585 - 595.

Benito, M. and Lorenzo, M. (1992) Hormonal regulation of malic enzyme and
glucose-6-phosphate-dehydrogenase expression in fetal
brown-adipocyte primary cultures under non-proliferative conditions.
Eur. J. Biochem. 203: 313 - 319.

Brasaemle, D. L. , Levin, D. M. , Adler-Wailes, D.C. and Londos, C. (2000)
The lipolytic stimulation of 3T3-L1 adipocytes promotes the
translocation of hormone-sensitive lipase to the surfaces of lipid
storage droplets. Biochim. Biophys. Acta. 1483:251~262.

Cammalleri, C. and Germinario, R.J. (2003) The effects of protease
inhibitors on basal and insulin-stimulated lipid metabolism, insulin

58



binding, and signaling. J. Lipid Res. 44:103-108.

Carey G.B. (1998) Mechanisms regulating adipocyte lipolysis. Adv. Exp.
Med. Biol. 441: 157-170.

Carroll, K. K. (1991) Review of clinical studies on cholesterol-lowering
response to soy protein. J. Am. Diet. Assoc. 91: 820 - 827.

Casteilla, L., Champigny, 0., Bouillaud, F., Robelin, J. and Ricquier,
D. (1989) Sequential changes in the expression of mitochondrial
protein mRNA during the development of brown adipose-tissue in bovine
and ovine species sudden occurrence of uncoupling protein mRNA during
embryogenesis and its disappearance after birth. Biochem. J.
257:665-671.

Chen J., Suetsuna, K. and Yamauchi F. (1995) Isolation and
characterization of immunostimulative peptides from soybean. J Nutr.
Biochem. 6:310 - 313.

Chernick, S.S., Spooner, P.M., Garrison, M. M. and Scow, R. 0. (1986) Effect
of epinephrine and other lipolytic agents on intra cellular lipolysis
and lipoprotein lipase activity in 3T3-LI adipocytes. J. Lipid Res.
27: 286-294.

Chiang, W.D., Tsou, M.J., Tsai, Z.Y. and Tsai, T.C. (2006) Angiotensin
[-converting enzyme inhibitor derived from soy protein hydrolysate and
produced by using membrane reactor. Food Chem. 98:725 - 732.

Choi, I., Park, Y., Choi, H. and Lee, E.H. (2006) Anti-adipogenic activity
of rutin in 3T3-L1 cells and mice fed with high-fat diet. Biofactors.
26:273-81.

Christian A. (2005) Drevon. Resistin expression in 3T3-L1 adipocytes is
reduced by arachidonic acid. J. Lipid Res. 46:143-153.

Church, F.S., Swaisgood, H.E., Porter, D.H. and Catignani, G.L. (1983)
Spectrophotometric assay using o-phthaldialdehyde for determination
of proteolysis in milk and isolated milk proteins. Journal of Dairy
Sci ence 66: 1219-1227.

Corredig, M. and Dalgleish, D. G. (1997) Studies on the susceptibility
of membrane-derived proteins to proteolysis as related to changes in
their emulsifying properties. Food Res. Int. 30: 689 - 697.

Danielle, A.J., Kerckhoffs, M., Fred Brouns , Gerard Hornstra and Ronald
Mensink P. (2002) Effects on the Human Serum Lipoprotein Profile of «
—-Glucan, soy protein and isoflavones, plant sterols and stanols,
garlic and tocotrienols. J. Nutr. 132: 2494 - 2505

Eleanor, N.W. and Sharon, R.R. (1999) Understanding Nutrition. Eight

59



edition. An international Thomson Publishing Company. pp 231-289.

FitzGerald, R.J. and Meisel, H. (2000) Milk protein-derived peptide
inhibitors of angiotensin-I-converting enzyme. J. Nutr. 84:33 - 37.

Fontaine, K.R. , Yang, D., Gadbury, G.L., Heshka, S., Schwartz, L.G.,
Murugesan, R., Kraker, J.L., Heo, M., Heymsfield, S.B. and Allison,
D.B. (2003) Results of soy-based meal replacement formula on weight,
anthropometry, serum lipids & blood pressure during a 40-week clinical
weight loss trial. J. Nutr. 2:14-20.

Fortier, M., Soni, K., Laurin, N., Wang, S.P., Mauriége, P., Jirik, F.R.,
and Mitchell, G.A. (2005) Human hormone-sensitive lipase (HSL):
expression in white fat corrects the white adipose phenotype of
HSL-deficient mice. J. Lipid Res. 46:1860 - 1867.

Frayn, K.N. and Karpe, F. (2003) Integrative physiology of human adipose
tissue. International Int. J. Obes. Relat. Metab. Disord. 27:
875 - 888.

Fredrikson G., Stralfors P., Nillsson N.0O. and Belfrage P. (1981)
Hormone-sensitive lipase of rat adipose tissue. Purification and some
properties. J. Biol. Chem. 256:6311-6320.

Fu, Y., Luo, N., Klein, R.L. and Garvey, W. T. (2005) Adiponectin promotes
adipocyte differentiation, insulin sensitivity, and lipid
accumulation. J. Lipid Res. 46: 1369-1379.

Fukui, K. , Tachibana, N., Wanezaki, S., Tsuzaki, S., Takamatsu, K.,
Yamamoto, T., Hashimoto, Y., and Shimoda, T. (2000) Isoflavone-free
soy protein prepared by column chromatography reduces plasma
cholesterol in rats. J. Agric. Food Chem. 50:5717-5721

Garcia-Jimenez, C., Hernandez, A.,Obregon M. J. and Santisteban P. (1993)
Malic enzyme gene expression in differentiating brown adipocytes:
regulation by insulin and triiodothyronine. Endocrinology 132:
1537 - 1543.

Giorno, L. and Drioli, E. (2000) Biocatalytic membrane reactors:
Applications and perspectives. Trends Biotechnol. 18:339 - 349.

Gonzalez-Tello, P., Camacho, F., Jurado, E., Paez, M. P. and Guadex, E.M.
(1994) Enzymatic hydrolysis of whey protein II. Molecular -weight
range. Biotechnol. Bioeng. 44:529 - 534.

Greaves, K. A. , Parks, J.S. , Williams, J.K. and Wagner, J.D. (1992) Intact
dietary soy protein, but not adding an isoflavone -rich soy extract
to casein, improves plasma lipids in ovariectomized cynomolgus monkeys.
J. Nutr. 129: 1585 - 1592.

60



Green, H. and Kehinde, 0. (1975) An established preadipose cell line and
1ts differentiation in Culture. II. Factors affecting the adipose
conversion. Cell 5:19-27

Guadix, A., Camacho, F. and Guadix, E. M. (2006) Production of whey protein
hydrolysates with reduced antigenicity in a stable membrane reactor.
J. Food Eng. 72:398 - 405.

Halaas, J.L., Gajiwala, K.S., Maffei, M., Cohen, S.L., Chait, B.T.,
Rabinowitz, D., Lallone, R.L., Burley, S.K. and Friedman J.M. (1995)
Weight-reducing effects of the plasma protein encoded by the obese gene.
Science. 269:543 - 546.

Haugen, F., Zahid, N., Knut T. Dalen, Hollung, K., Nebb, H.I., Green H.
and Kehinde, 0. (1975) An established preadipose cell line and its
differentiation in culture. II Factors affecting the adipose
conversion. Cell 5:19 - 27.

He, J., Jiang, H., Tansey, J.T., Tang, C., Pu, S. and Xu, G. (2006)
Calyculin and okadaic acid promote perilipin phosphorylation and
increase lipolysis in primary rat adipocytesBiochim. Biophys. Acta.
1761:247 - 255.

Herberg, L., Doppen, W., Major, E. and Gries, F.A. (1974) Dietary-induced
hypertrophic- hyperplastic obesity in mice. J. Lipid Res. 15:580-585b.

Himms-Hagen J. (1990) Brown adipose tissue thermogenesis:
interdisciplinary studies. FASEB J. 4:2890-2898.

Hirsch, J. and Batchelor, B. (1976) Adipose tissue cellularity in human
obesity. Clin. Endocrinol. Metab. 5:299-311.

Harmon, A.W. and Harp, J.B. (2001) Differential effects of flavonoids on
3T3-L1 adipogenesis and lipolysis. Am. J. Physiol. Cell Physiol.
280:807-813.

Isley, W.L., Miles, J.M., Patterson, B.W. and Harris, W.S. (2005) The
effect of high-dose simvastatin on triglyceride-rich lipoprotein
metabolism in patients with type 2 diabetes mellitus. J.Lipid Res.
47:193-200.

Iwai, F. S., Fushiki, T., Tsujikawa, M., Hirose, M., Tsunasawa, S. and
Sakiyama, F. (1987) Purification and sequencing of a trypsin-sensitive
cholecystokinin-releasing peptide from rat pancreatic juice. Its
homology with pancreatic secretory trypsin inhibitor. J. Biol. Chem.
262: 8956 - 8959.

Kambara, H., Motohiko, H., Takamatsu, K. and Kito, M. (2002) Triglyceride
lowering effect of soybean S -conglycinin in humans. Ther. Res.

61



23:85- 89.

Kammoun, R. , Bejar, S. and Ellouz, R. (2003) Protein size distribution
and inhibitory effect of wheat hydrolysates on Neutrase. Bioresour
Technol 90:249-254.

Kim, H.S., Liang, L., Dean, R.G., Hausman, D.B., Hartzell, D.L. and Baile,
C.A. (2001) Inhibition of preadipocyte differentiation by myostatin
treatment in 3T3-L1 cultures. Biochem. Biophys. Res. Commun.
281:902-906.

Kim, S.Y., Young, J.J. and Kim S.K. (2001) Purification and
characterization of antioxidant peptide from hoki (Johnius belengerii)
frame protein by gastrointestinal digestion. J Nutr. Biochem.
18:31-38.

Kim, D.W., Kim, B.S., Kwon, H.S., Kim, C.G., Lee, H.W., Choi, W.H. and
Kim, C.G. (2003) Exp. Mol. Med. 5 : 518-526.

Kim, H.K., Della-Fera M., Lin J. and Baile, C.A. (2006) Docosahexaenoic
acid inhibits adipocyte differentiation and induces apoptosis in
3T3-L1 preadipocytes. J. Nutr. 136:2965-2969.

Kirk, E. A., Sutherland, P., Wang, S.A., Chait, A. and LeBoeuf, R.C. (1998)
Dietary isoflavones reduce plasma cholesterol and astherosclerosis in
Cb7BL/6 mice but not LDL receptor-deficient mice. J. Nutr. 128:954-956

Kong, X.Z., Zhou, H. and Qian, H. (2006) Enzymatic hydrolysis of wheat
gluten by proteases and properties of the resulting hydrolysates. Food
Chem. 101:615-620.

Lafontan, M., Berlan M. and Stich V. ( 2002) Recent data on the regulation
of lipolysis by catecholamines and natriuretic peptides. Ann.
Endocrinol. 63: 86 - 90.

Lamas, E. M., Barros, R. M., Balcao, V. M. and Malcata, F. X. (2001)
Hydrolysis of whey proteins by proteases extracted from Cynara
cardunculus and immobilized onto highly activated supports. Enzyme
Microb. Technol. 28:642 - 652.

Langin, D., Lucas, S. and Lafontan, M. (2000) Millennium fat-cell
lipolysis reveals unsuspected novel tracks. Horm. Metab. Res. 32:
443-452.

Large, V., Peroni, 0. and Letexier, D. (2004) Metabolism of lipids in human
white adipocyte. Diabetes Metab30: 294 - 309.

Lasekan, J.B., Larissa, G. and Sukur, K. (1995) Influence of dietary
golden pea proteins versus casein on plasma and hepatic lipids in rats.
Nurs. Res. 15:71-84.

62



Lazar, M. A. (2002) Becoming fat. Genes Dev. 16:1 - 5.

Lichtenstein, A. H. (1998) Soy protein, isoflavones and cardiovascular
disease risk. J. Nutr. 128: 1589 - 1592.

Lovati M.R., Manzoni C., Corsini A., Granata A., Frattini R., Fumagalli
R. and Sirtori C.R. (1992) Low density lipoprotein receptor activity
1s modulated by soybean globulins in cell culture. J. Nutr.
122:1971 - 1978.

Mannheim, A.and Cheryan, M. (1990) Continuous hydrolysis of milk protein
in amembrane reactor. J. Food Sci. 55:381 - 385.

Manson, J.E., Tosteson, H. and Ridker, P.M. (1992) The primary prevention
of myocardial infarction. N. Engl. J. Med. 326:1406-1416.

Manzoni, C., Duranti, M., Eberini, I., Scharnag, H., Marz, W., Castiglioni,
S. and Lovati, M.R. (2003) Subcellular localization of soybean
TSglobulin in HepG2 cells and LDL receptor up-regulation by its
alpha’ constituent subunit. J. Nutr. 133 : 2149- 2155.

Martin-Orue, C., Henry, G. and Bouhallab, S. (1999) Tryptic hydrolysis
of j-caseinomacropeptide : Control of the enzymic reaction in a
continuous membrane reactor. Enzyme Microb Technol 24:173 - 180.

Maruyama, S., Mitachi, H., Tanaka, H., Tomizuka, N.and Suzuki, H. (1987)
Studies on the active site and antihypertensive activity of
angiotensin [-converting enzyme
inhibitors derived from casein. Agric. Biol. Chem. 51:1581 - 1586.

Meeker, D. R. and Kesten, H. D. (1941) Effect of high protein diets on
experimental atherosclerosis of rabbits. Arch. Pathol. 31:147-162.

Mendis, E., Rajapakse, N. and Kim, S.K. (2005) Antioxidant properties of
a radicals scavenging peptide purified from enzymatically prepared
fish skin gelatin hydrolysate. J. Agric. Food Chem. 53:581 - b87.

Morimoto, C., Tsujita, T.and Okuda, H. (1997) Norepinephrine-induced
lipolysis in rat fat cells from visceral and subcutaneous sites: role
of hormone-sensitive lipase and lipid droplets. J.Lipid Res. 38:
132-138.

Mueller, E., Drori, S., Aiyer, A., Yie, J., Sarraf, P., Chen, H., Hauser,
S., Rosen,E.D., Ge, K., Roeder, R.G. and Spiegelman, B.M. (2002)
Genetic analysis of adipogenesis through peroxisome
proliferator-activated receptor isoforms. J. Biol. Chem. 277:
41925 - 41930.

Mullally, M.M., Meisel, H. and FitzGerald, R.J. (1997) Angiotensin-
[-converting enzyme inhibitory activities of gastric and pancreatic

63



proteinase digests of whey proteins. International Dairy Journal
7:299 - 303.

Nishio, E.,Tomiyama, K. , Nakata, H. and Watanabe, Y. (1996)
3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitor impairs
cell differentiation in cultured adipogenic cells(3T3-L1). Eur. J.
Pharmacol. 301 : 203-206.

Orlicky, D.J., Lieber, J.G., Morin, C.L. and Evans, R.M. (1998) Synthesis
and accumulation of a receptor regulatory protein associated with
lipid droplet accumulation in 3T3-L1 cells. J. Lipid Res. 39: 1152 -
1161.

Perea, A. and Ugalde, U. (1996) Continuous hydrolysis of whey proteins
in a membrane recycle reactor. Enzyme Microb. Technol. 18:29 - 34.

Pihlanto-Leppald, A., Rokka, T. and Korhonen, H.. (1998) Angiotensin I
converting enzyme inhibitory peptides derived from bovine milk
proteins. International Dairy Journal 8:325 - 331.

Pihlanto-Leppalda A. (2000) Bioactive peptides derived from bovine whey
proteins: opioid and ACE-inhibitory. Trends Food Sci. Technol.
11:347 - 356.

Potter, S.M. (1995) Overview of proposed mechanisms for the
hypocholesterolemic effect of soy. J. Nutr. 125: 606 - 611.

Potter, S. M. (1996) Soy protein and serum lipids. Curr. Opin. Lipidol.
T: 260 - 264.

Potter, S. M. (1998) Soy protein and cardiovascular disease: the impact
of bioactive components in soy. Nutr. Rev. 56: 231 - 235.

Prata-Vidal, M., Bouhallab, S., Henry, G. and Aimar, P. (2001) An
experimental study of caseinomacropeptide hydrolysis by trypsin in a
continuous membrane reactor. Biochemical Engineering Journal
8:195 - 202.

Ren, D., Collingwood, T.N., Rebar, E.J., Wolffe, A.P. and Camp, H.S. (2002)
PPAR knockdown by engineered transcription factors: exogenous PPAR2
but not PPAR] reactivates adipogenesis. Genes Dev. 16:27 - 32.

Ringseis, R., Matthes, B., Lehmann, V., Becker, K., Schops, R.,
Ulbrich-Hofmann R. and Eder, K. (2005) Peptides and hydrolysates from
casein and soy protein modulate the release of vasoactive substances
from human aortic endothelial cells. Biochim. Biophys. Acta.
1727:89-97.

Ross, S.E., Kenneth, N.H., Longo, A., Bennett, C.N., Lucas, P.C., Erickson,
R.L. and MacDougald, 0.A. (2000) Inhibition of adipogenesis by Wnt

64



Signaling. Science 289: 950-953.

Rios, G.M., Belleville, M. P., Paolucci, D. and Sanchez, J. (2004) Progress
in enzymatic membrane reactors—A review. J. Membrane Sci.
242:189 - 196.

Samuelsson, E.G. and Poulsen, 0.M. (1987) A peptide preparation, a process
for producing it and use of the peptide preparation. European Patent
Application A 10:226-221.

Sato, R., Naguchi, T. and Naito, H. (1986) Casein phosphopeptide (CPP)
enhance calcium absorption from the ligated segment of rat small
intestine. J Nutr. Sci. Vitaminol. (Tokyo) 32:67 - 76.

Sen, A., Lea-Currie, Y. R. , Sujkowska, D. , Franklin, D. M., Wilkison,
W.0. , Halvorsen, Y. C. and Gimble, J. M. (2001) Adipogenic potential
of human adipose derived stromal cells from multiple donors is
heterogeneous. J. Biol. Chem. 81:312-319.

Shepherd, P.R., Gnudi, L., Tozzo, E., Yang, H., Leach, F. and Kahn, B.B.
(1993) Adipose cell hyperplasia and enhanced glucose disposal in
transgenic mice overexpressing GLUT4 selectively in adipose tissue.
J. Biol. Chem. 268: 22243 - 22246.

Shimomura, T., Bashmakov, Y., Ikemoto, S., Hotton, J.D., Brown, M.S., and
Goldstein, J.L. (1999) Insulin selectively increases SREBP-1c mRNA in
the livers of rats with streptozotocin-induced diabetes.

Mol. Cell.Biol. 19:3760-3768.

Snyderl, P.B., Esselstyn, J.M., Loughney, K., Wolda, S.L. and Florio, V.
(2005) The role of cyclic nucleotide phosphodiesterases in the
regulation of adipocyte lipolysis. J.Lipid Res. 46:494-503.

Soppela, P., Nieminen, M., Saarela, S., Keith, J.S., Morrison, J.N.,
Macfarlane, F. and Trayhurn, P. (1991) Brown fat-specific
mitochondrial uncoupling protein in adipose tissues of newborn
reindeer. Am. J. Physiol. 260: 1229-1234.

Stralfors, P., Bjorgell, P. and Belfrage, P. (1984) Hormonal regulation
of hormone-sensitive lipase in intact adipocytes: Identification of
phosphorylated sites and eiects on the phosphorylation by lipolytic
hormones and insulin, Proc. Natl. Acad. Sci. 81:3317~3321.

Student , A.K., Hsu, R.Y. and Lane, M.D. (1980) Induction of fatty acid
synthetase synthesis in differentiating 3T3-L1 preadipocytes. J. Biol.
Chem. 225:4745-50.

Suetsuna K., Maekawa K. and Chen J. (2004) Antihypertensive effects of
Undaria pinnatifida (wakame) peptide on blood pressure in

65



spontaneously hypertensive rats. J. Nutr. Biochem. 15 :267 - 272.

Takamatsu, K., Tachibana, N., Matsumoto, I., and Abe, K. (2004) Soy
protein functionality and nutrigenomic analysis. Biofactors 21:49-53.

Tardioli, P.W., Sousa, R., Giordano, R. C.and Giordano, R.L.C. (2005)
Kinetic model of the hydrolysis of polypeptides catalyzed by Alcalase_
immobilized on 10% glyoxyl-agarose. Enzyme Microb. Technol.
36:555 - 564.

Tontonoz, P., Hu, E., Graves, R.A., Budavari, A.I. and Spiegelman, B.M.
(1994 a ) PPAR- v : tissue-specific regulator of an adipocyte enhancer.
Genes Dev. 8:1224 - 1234.

Tontonoz, P., Hu, E. and Spiegelman, B.M. (1994 b ) Stimulation of
adipogenesis in fibroblasts by PPARy 2, a lipid-activated
transcription factor. Cell 79:1147-1156.

Trayhurn, P., Thomas, M. E. A. and Keith, J.S. (1993) Postnatal-development
of uncoupling protein, uncoupling protein mRNA, and GLUT4 in adipose
tissues of goats. Am. J. Physiol. 265:676- 682.

Wang, Y.W., Jones, P.J.H.; Ausman, L.M. and Lichtenstein, A.H. (2004) Soy
protein reduces triglyceride levels and triglyceride fatty acid
fractional synthesis rate in hypercholesterolemic subjects.
Atherosclerosis 173:269-275.

Xu, L., LI, H. M., Huang, Y.B., Wang, H., Nie, G.J. and Zhang, X.Z. (2006)
A study on anti-oxidative activity of soybean peptides with linoleic
acid peroxidation systems. Chemical Research in Chinese Universities
22:205-208.

Yan, H., Kermouni, A., Abdel-Hafez, M. and Lau, D. C. (2002) Role of
cyclooxygenases COX-1 and COX-2 in modulating adipogenesis in 3T3-L1
cells. J. Lipid Res. 44:424-429.

Yoshie, Y. and Wasche, A. (2004) In vitro binding of bile acids by lupin
protein isolates and their hydrolysates. Food Chem. 88:179 - 184.
Zhang, Y., Proenca, R., Maffei, M., Barone, M., Leopold, L. and Friedman,
J.M. (1994) Positional cloning of mouse obese gene and its human

homologue. Nature 372:425 - 432.

Zimmermann R., Strauss J.G. and Haemmerle G. (2004) Fat mobilization in
adipose tissue is promoted by adipose triglyceride lipase. Science 306:
1383 - 1386.

66



