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0% ‘& Books
1) Okuyama H., Tatematsu K., leose N., Kato T., Chiba S. and Nagata Y. :.Suppression of allergic hyper- re-
activity by lowering the n-6/n-3 ratio of dietary fatty acids: basic and clinical studies. 15! International -

Congress on the Columbus Concept, Belovo S.A., Belgium, pp119~126, 2603 '

O # Original papers
1) Miyazawa D., Ikemoto A., Fujii Y. and Okuyama H. : Partial purification and characteriza-
tion of phosphatidic acid-specific phospholipase Al in porcine platelet membranes, Biohim.
Biophys. Acta., 1631 : 17~25, 2003 ' I
Abstract: We have shown previously that the phospholipase A (PLA) actrvrty spec1ﬁc for phOSphatldlC acid (PA)
in porcine platelet membranes is of the A(1) type (PA-PLA(1)) [J. Biol. Chem. 259 (1984) 5083]. In the present
. study, the PA-PLA(1) was solubilized in Triton X-100 from membranes pre-treated with 1 M NaCl, and purified
280-fold from platelet homogenates by sequential chromatography on blue-Toyopearl, red-Toyopearl, DEAE-
Toyopearl, green-agarose, kbrown-agarose, polylysine-agarose, palmitoyl-CoA-agarose and blue-5PW columns. In
the presence of 0.1% Triton X-100 in the assay mixture, the partially purified enzyme hydrolyzed the acyl group
from the sn-1 position of PA independently of Ca(2+) and was highly specific for PA; phosphatidylcholine (PC),
phosphatidylethanolamine (PE), phosphatidylserine (PS), and phosphatidylir)ositol (PI) were poor substrates. The en-
zyme exhibited lysophospholipase activity for l-acyl-lysoPA at 7% of the activity for PA hydrolysis but no lipase ac-
tivity was observed for triacylglycerol (TG) and diacylglycerol (DG). At 0.025% Triton X-100, the enzyme exhibited
the highest act1v1ty, and PA was the best substrate, but PE was also hydrolyzed substantiaily. The partially purified
PA-PLA(1) in porcine platelet membranes was shown to be different from previously purified and cloned
.phospholipa.ses and lipases by comparing the serlsitivities to a reducing agent, a serine-esterase inhibitor, a PLA(2)
inhib_itor,I a Ca(2+)1indepcndent phospholipase A(2) inhibitor, and a DG lipase inhibitor.

2 ) Umezawa M., Tatematsu Kt’ Korenaga T., Fu. X, Matsushita T., Okuyama H., Hosokawa M.,
Takeda T. and Higuchi K. : Dietary fat modulation of apoA- [l metabolism and prevehtion of
senile amyloidosis in the senescence-accelerated mouse, J. Lipid. Res., 44 : 762~769, 2003 |

Abstract: Senescence-accelerated mouse-prone (SAMP1; SAMPI@Umz) is an animal rrlodel of senile amyloidosis
with apolipoprotein A-II (apoA-II) amyloid fibril (AApoAIl) deposits. This study was undertaken to investigate the -
effects of dietary fats on AApoAll deposits in SAMP1 micé when purified diets containing 4% fat as butter, saf-
flower oil, or fish oil were fed to male mice for 26 weeks. The serum HDL cholesterol was signiﬁcantlyvlower P
< 0.01) in mice on the diet containing fish oil (7.4 +/- 3.0 mg/dl) than in mice on the butter diet (38.7 +/- 12.5 mg/dl),
which in turn had significantly lower (P < 0.01) HDL levels than mice on the safflower oil diet (51.9 +/- 5.6 mg/dl).
ApoA-II was also significantly lower (P < 0.01) in mice on the fish oil diet (7.6 +/- 2.7 mg/dl) than on the butter
(26.9 +/- 7.3 mg/dl) or safflower oil (21.6 +/- 3.7 mg/dl) diets. The mice fed fish oil had a significantly greater ratio
(P <0. 01) of apoA-I to apoA-Il, and a smaller HDL particle size than those fed butter and safflower oil. Severe
AApoAII deposits in the spleen, heart, skin, liver, and stomach were shown in the ﬁsh oil group compared with those
in the butter and safflower oil groups (fish oil > butter > safflower oil group, P < 0.05). These findings suggest that -
dietary fats differ in their effects on serum lipoprotein metabolism, and that dletary 11p1ds may modulate amyloid

deposmon in SAMP1 mice.

3 ) Miyazawa D., Ikemoto A., Fujii Y. and Okuyama H. Dietary alpha-linoleic acid Suppresses,

. the formation of lysophosphatldlc acid, a lipid medlator, in rat platelets compared with
linoleic acid, Life Scz, 73 : 2083~2090, 2003

Abstract: Rats fed a high linoleic acid (LA, 18: 2n-6) diet or a high alpha- linolenic acid (ALA 18:3n-3) diet for 4
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months after weaning. Platelets from the high-LA group contained more arachidonic acid (AA, 20:4n-6) and less
eicosapentaenoic acid (EPA, 20:5n-3) and docosahexaenoic acid (DHA, 22:6n-3) compared with those from the
high-ALA group. Incorporation of [32PJorthophosphate into platelet phospholipids was increased by thrombin-
treatment, and was gre‘ater by ca. 30% in the high-LA group than in the high-ALA group both in the presence and
~absence of thrombin. The formation of [32P] lysophosphatidic acid (LPA), a lipid messenger, in [32P] orthophos-
phate-labeled plateléts was increased 6.6-fold in the high-LA group and 4.1-fold in thevhigh-ALA-group by' throm-
bin-treatment. The formation of [32P] LPA in activated platelets was reduced by 35% in the high-ALA group.

4 ) Du. C, Sato S., Watanabe S., Wu. C-Z, Ikemoto A., Ando K., Kikugawa K., Fujii Y. and
Okliyama H. : Cholesterol synthesis in mice is suppressed but lipofuscin formation is not af-
fected by long;term feeding of n-3 fatty acid-enriched oils compared with lard and n-6 fatty
acid-enriched oil.s\, Biol. Pharm. Bull., 26(6) : 766~770, 2003

Abstract: Hypocholesterolemic activity of dietary polyunsaturated fatty acids is observed after relatively short-term -
but not long-term feedings, and their long-term feedings are suspected to accelerate aging through tissue accumula-
* tion of lipid perox1des and age pigments (lipofuscin). To define the long-term effects of fats and oils in more detail,
female mice were fed a conventional basal diet supplemented with lard (Lar), high-linoleic (n-6) safflower oil (Saf), ‘
rapeseed oil (Rap), high-alpha-linolenic (n-3) perilla oil (Per), or a mixture of ethyl docosahexaenoate and soybean
oil (DHA/Soy) from 17 weeks to 71 weeks of age. The DHA/Soy and Per groups had decreased serum cholesterol
levels compared with the Lar and Saf groups, but the difference ‘between the Lar and Saf groups was not significant.
The 3-hydroxy-3-methyglutary-CoA (HMG-CoA) reductase activity in the liver was also significantly lower in the
Per and DHA/Sby groups. However, no significant difference in lipofuscin contents in the brain and liver was ob-
served among the 5 dietary groups, despife significant differences in peroxidizability indices of the dietary énd/or tis-
sue lipids. These results indicate' that n-3 fa&y acid-rich oils are hypocholesterolemic by suppressing hepatic HMG-
CoA reductase activity compared with animal fats and_high-}inoleic (n-6) oil, but tissue lipofuscin contents are not

affected by a long-term feeding of fats and oils with different degree of unsaturation in mice.

O# Bt Review papers. :
1) Brisibe EA., Okada N., Mizukami H., Okuyama H. and Fujii Y. - RNA interference: potentials for the preven-
tion of HIV infections and the challehges ahead, TRENDS in Biotec.; 21(7) : 306~311, 2003
2 ) Hamazaki T. and Okuyama H. : The Japan Society for Lipid Nutrition Recommends to Reduce the Intake of
Linoleic Acid. A Review and Critique of the Scient-ific Evidence, Simopeulos AP, Cleland LG (eds) :
Omega-6/0mega 3 Essential Fatty Acid Ratio:- The Scxentlﬁc Evidence. World Rev Nutr Diet. 92:
109~132 Basel, Karger 2003

COELME  Scientific presentation
1) Okuyama H. : Cardiovascular disease -from cholesterol hypothesis to @ 6/w 3 balance, IX ASIAN CO-
NGRESS OF NUTRITION, 2003. 2, New Delhi . ' |
2) BUligsE | LEREBR N5 v 2 L1TE), ARG S, TEEXMEMRS, 2003. 5. 30,
TE. ' )
3) BILFASE | MISRED 5 R T LV F — « RIEHRBO T, H54E B ARERES, hif
firR=, 2003. 11. 9, KBR.

OZ DM Others , .
1) BIaE  &hEE NIEEREOFAR-a L 25 0 — k5 0BE- |, kSIS RFTHES
2003. 1. 10, & ’ '
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2) BITAE  BRIHE THIEDRVAHOHARE-7 LV F— « &, LERTHOZHIc-, REXELR
LEERIRS, 2003. 1. 16, ZHE. . ' '

3) BULis% BRI Tl REOFTHIE-3 L R 7 0 — VR 5 n6/n-3/ 5y 2=, R
HHHHSTES, 2003. 2. 8, K5
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LB RERE & —RERREEEE, 2003. 3. 15, F#kL.

5) BUlia3E | FRlEE (IBERBEOH AL -LEKRE « T LIV F— - F’:.E%[Q‘i@f: -1, %3 @44%‘3@
BT, 2003. 7.5, BHE. o | o

6) BULVAE  BAIEE (IREXBOHAE-LEE « TLAF — « BFBOdbic- ], fIkLmELR
SERESFMFEBES, 2003, 10. 25, FoFl. '





