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OE & Books v : .
1) BBEC . av2Fo-rgwiEis»EAEEXT 5. = — iR, 2008.
2) RIBEC | BRRBOMAILTH. ~VR 7~ Fillth RE—BRRE, 52-67, RLZEE, B,
2003.

OF  #F  Original papers -

1) Nakamura N., Hamazaki T., Johkaji H., Minami S., Yamazaki K., Satoh A., Sawazaki S.,
Urakaze M., Kobayashi M., Osawa H., Yamabe H., Okumura K. : Effect of cilostazol on
serum lipid concentrations and plasma fatty acid composition in type 2 dlabetlc patlents with
peripheral vascular disease. Clin Exp Med., 2: 180-184, 2003. ‘ ’

Abstract: Cilostazol is an anti-thrombotic and vasodilating agent, reported to have both anti-thrombotic and cere-
bral vasodilating effects. We investigated the effects of cilostazol on serum lipid concentrations and plasma fatty
- acid composition in type 2 diabetic patients with peripheral vascular disease. The serum concentrations of total cho-
lesterol, triglyeerides; high-density - lipoprotein-cholesterol, lipoprotein (a), remnant-like particles-cholesterol,
apolipoproteins, and plasma fatty acid composition were measured in 1 7 diabetic patients with peripheral vascular
‘ disease before and 1, 3, and 6 months after admihistration of cilostazol (200 mg/day). Serum triglyceride concentra-
tions were significantly decreased after cilostazol (from 1.31%0.17 mmol/l to 0.8620.07 mmol/l at 6 months,
P<0.01). Plasma docosahexaenoic acid levels were significantly increased after cilostazol (4.Ili0.26% to 4.94%
0.26% at 6 months, P<0.01). Our findings show that cilostazol can induce some beneficial changes in serum lipid

profile and plasma fatty acid composition.

2 ) Hamazaki K., Itomura M., Mingming Huan, Nishizawa | H., Watanabe S., Hamazaki T,
Sawazaki S., Terasawa K., Nakajima S., Terano T., Hata Y., Fujishiro S. : n-3 Long-Chain
FA Decrease Serum Levels of TG and Remnant-Like Particle-Cholesterol in Humans. Ltplds s
38:353-358, 2003.
Abstract: A large number of papers have reported that administration of n- -3 FA reduced serum TG concentratlons
in hypertriglyceridemic patients. However, few studies have examined the effect of n-3 FA on serum concentrations
of remnant-like particle (RLP) cholesterol. Volunteers (n —41) whose serum TG concentrations were 100-300 mg/dL
were recruited and randomly assigned to either an n-3 FA group or a control group with stratification by sex, age,
and serum TG level in a double-blind manner. The subjects in the n-3 FA group were administered 125 mL of fer-
mented soybean milk With fish oil containing 600 mg of EPA and 260 mg of DHA/d for 12 wk. The controls con-
sumed control soybean milk with olive oil. Fasting blood samples were obtained before the start of administration
and at 4, 8, and 12 wk: EPA concentrations in red blood cells increased significantly in all but one subject in the n-3
FA group, with no significant changes in the control group. TC levels decreased more in the n-3 FA group than in
the control group at weeks 4 (P< 0.05), 8 (P< 0.01), and 12 (P< 0.05) with their baseline as covariate. RLP choles-
terol levels decreased more in the n-3 FA group than in the control at weeks 8 (P< 0.01) and 12 (P< 0.05) with their
baseline as covariate. The.groups did not differ in the other lipid levels. It is likely that n-3 long-chain FA may .exert

anti-atherosclerotic effects by lowering serum TG and RLP-cholesterol levels even at the dose of 860 mg/d.

3) Harada S., Sugiyama E., Takebe S., Taki H., Shinoda K., S.G.K. Mohamed., Maruyama M.,
Hamazaki T., and Kobayashi M. : Cooperative induction of 15-lipoxygenase in rheumatoid
synovml cellsby IL-4 and proinflammatory cytokmes. Clm. Exp. Rheumatol., 21:753- 758
2003.

Abstract Objective: To clarify the role of interleukin-4 (IL-4) in the expression of 15-lipoxygenase (15-LOX),

whose metabolites are known to suppress the inflammatory reaction, in freshly prepared rheumatoid synovial cells.
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Methods: Adherent synovial cells were prepared by enzymatic digestion of synovia obtained from patients with
rheumatoid arthritis (RA). Protein expression of 15-LOX was détermined by Western blot analysis. The messenger
RNAs of 15-LOXwere determined by reverse transcription and the polymerase chain reaction (RT-PCR).

Results: Freshly prepared rheumatoid synovial cells did not express 15-LOX at either the mRNA or protein levels.
* IL-4 induced the protein ekpression of 15-LOX after 24 hours of culture. Although interleukin- 1o(IL-1a) and tumor
necrosis factor a(TNFa), major inflammatory cytokines in rheumatoid synovia, did not induce the expression of 15-
LOX, IL-4 and these inflammatory cytokines synergistically enhanced the protein expression of 15-LOX. The syn-
ergistic effect was also observed at the level of mRNA. ’
Conclusions: We demonstrate that IL-4 cooperated Wlth the inflammatory cytokmes IL-1a and TNFa to enhance
the expression of 15-LOX in rheumatoid synovial cells. Slnce 15-LOX metabolltes have potent anti-inflammatory
actions, our data suggest that IL-4 might downregulate rheumatoid inflammation via the induction of 15-LOX and

its metabolites.

4 ) Watanabe S., Doshi M.,. and Hamazaki T.: n-3 Polyunsaturated fatty acid (PUFA) deficiency
el evates and n-3 PUFA enrichment reduces brain 2-arachidonoylglycerol level in mice.
Prostaglandins, Leukotrienes and Essential Fatty Acids, 69: 51-59, 2003.

Abstract: 2-Arachidonoylglycerol (2-AG) is a putative endogenous ligand for cannabinoid receptbrs and was sug-
gested to play an important role in both physiological and pathological events in the central nervous system (CNS)
as well as in peripheral organs. The sequential hydrolysis of arachidonic acid (20:4n-6, AA)-containing phospholipidé
has been proposed as.a major biosynthetic route 0‘f 2-AG. On the other hand, the manipulation of the dietary n-3.
_polyunsaturated fatty acid (PUFA) status changes the AA level in tissue f)hospholipids. We, therefore, conducted two
separate experiments to confirm whether the dietary n-3 PUFA status influences the 2-AG level in the mouse brain.
In the first experiment, we fed mice with nf3 fUFA—deﬁcient diet, which resulted in a marked decrease in the
docosahexaenoic acid (22:6n-3, DHA) levels without a change in the AA level in brain phospholipids as compared
with the mice. fed with an n-3 PUFA-sufficient diet. The brain 2-AG level in the n-3 PUFA-deficient group was sig-
nificantly higher than in the n-3 PUFA sufficient group. In the second experiment, we found that short-term supple-
mentation of DHA -rich fish oil reduced brain 2-AG level as compared with the supplementation with low n-3 PUFA.
The decrease in the AA level and the increase in the DHA level in the major phospholipids occurred in the brains
of the mice fed the fish oil diet compared with those fed the low n-3 PUFA diet. Our results indicate that the n-3
PUFA deficiency elevates and n-3 PUFA enrichment reduces the brain 2-AG level in mice, suggesting that physio-
logical and pathological events mediated by 2-AG through cannabinoid receptor in the CNS could be modified by
the mampulatlon of the dletary n-3 PUFA status.

5) Chiang N., Takano T., Arita M., Watanabe S., and Serhan, C.N.: A novel rat lipoxin A4 re-
ceptor that is conserved in structure and function Br. J. Pharmacol., 139: 89-98, 2003.
Abstract: 1 Lipoxin (LX) A4 and aspirin-triggered-LX (ATL) are endogenous lipid-derived mediators that régulate
leukocyte trafficking via specific LXA4 receptors (ALX), and are involved in endogenous anti-inflammation and
resolution. Both LXA4 and ATL are produced by rat tissues in vitro as well as in viilo. In rats, LXA4 and ATL ex-
hibit potent physiological and pathophysiological roles. Thus; we set out to determine whether ALX is expressed in

rat tissues and its potential role in modulating leukocyte trafficking with LXA4 and ATL.

2 In rats, a stable analog of ATL, when given intravenously with two consecutive doses at appréximatel’y 60 pg
kg! each injection, significantly inhibited neutrophil infiltration (-43%) and protein extravasation (-42%) in a casein-
induch peritonitis.

3 The rat orthologue of ALX was cloned from peripheral blood leukocytes encoding a putative G protein-coupled
receptor (GPCR). It gave - 74 and - 84% homology, respectively to the deduced amino-acid sequences of the human
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and mouse ALX. _

4 Tissue distribution analysis by RNase protection revealed that this rat receptor is expressed in tissues/cells, where
LXA4 displays physiological and pathophysiological roles, namely, lung, kidney and leukocytes. ’

5 The rat orthologue of ALX gave specific radioligand binding with [’H]LXA4 and ['*I-Tyr]-annexin 1-derived pep-
tide with apparent Kd values of 5 and 820 nM, respectively, that are at levels comparable to those of the human
ALX. | |

6 Activation of rat ALX inhibited tumor necrosis factor alpha-mediated nuclear factor kappaB activity in a ligand-
dependent manner utilizing a luciferase reporter gene system

7 Together, these results are the first demonstration of a rat ALX that is conserved in both structure and function sug-

gesting that ALX plays key roles in regulating effector immune responses from murine to human species.

6 ) Du, C., Sato A., Watanabe S, Wu, C-Z, Ikemoto A., Ando K, Kikugawa K., Fujii Y., and
Okuyama H.: Cholesterol synthesis in mice is suppressed but lipofuscin formation is not af-
~ fected by long-term feedmg of n-3 fatty acid- enrlched oils compared w1th lard and n-6 fatty
acid-enriched oils. Biol. Pharm. Bull., 26: 766~ 770, 2003. Co
Abstract: Hypocholesterolemic actlvxty of dietary polyunsaturated fatty acids is observed after relatlvely short-term
but not long-term feeding and their long-term feedings are suspected to accelerate aging through tissue accumulation
of lipid peroxides and age pigments (lipofuscin). To define the long-term effects of fats and oils in more detail; fe- -
| male mice were fed a conventional basal diet supplemented with lard (Lar), high-linoleic (n-6) safﬂower oil (Saf),
rapeseed oil (Rap), high- lmolemc (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-methylglutary-CoA (HMG-CoA) reductase activity in the liver was also significantly lower in the Per
and DHA/Soy groups. However, no 51gn1ﬁcant difference in lipofuscin contents in the brain and liver was observed .
among the 5 dietary groups, desplte significant differences in peroxidizability indices of the dletary and/or tissue lip-
ids. These results indicate that n-3 fatty acid-rich oils are ‘hypocholesterolemic by suppressing hepatic HMG-CoA
reductase activity compared with animal fats and high-linoleic (n-6) oil, but tissue lipofuscin contents are not af-

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

Qf'm % Review papers-

‘1 ) Hamazaki T., Okuyama H.: The Japan Society for Lipid Nutrition Recommends to Reduce the Intake of
Linoleic Acid. A Rev1ew and Critique of the Scientific Evidence. Simopoulos AP., Cleland LG (eds):
Omega-6/0Omega-3 Essential Fatty Acid Ratio: The Scientific EVIdence World Rev Nutr Diet. 92: 109-132,
‘Basel, Karger, 2003. . ‘

2) L, BIETEH, SRR, RER, BEUEH, FUL# - 3%5%7%*%"%@&”% R

MEREERMAD b v 7Yy & — —n- B;ﬁ%{ﬂﬁ?ﬁ‘éfﬂﬂeﬂﬁ@ 4, %Ahﬁﬁnntﬁfi%ﬁ 1:153-
158 2003. ‘

3) FHOEM : n- 35%7@*[]5"%@@{?5 R Eiﬁ SRS Fﬁ%ﬁb‘ﬁﬁunob by 7Ny ¥ ——n-3
ﬁ%ﬁxﬁ@ﬂlﬁ%ﬂﬁ@ 1, HerebE A S & SREECE, 1:129-134, 2003.

4) BB, EEELC  n-3 RARMENRIC L 5= 1 39/ 4 FELEGIE, ﬁ% [7s4=Y 177
ED tb?ba)fi%?ﬂs%%l /AE, 85:107-111, 2003.

OFE|E  Scientific presentation '
1) Filim, RIS, FEEFE . DHA aﬁﬁﬁ:#&aﬁw’é/gi)ﬁ Hﬁ Ric kI TEE, BABEXR
#¥42 2003, 9, HEH.
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2) [CHAR, EER, EEEC, EIES Invivo TORBEY I WA F 4 T — 5 —EEICRIITA
v IV OFE, AREELR123FS 2003, 3, EIF. - ' :

3) EER, EOEH, CHAR, BorE, ABRE, EHE(C R DHA LU n-9 =M a4+
VBN Ty AICB T BIEEM S S AV A F g 2 — 5 —BEE L AURCBRRECRETEE, B
AFFL1230F 2 2003, 3, KIF.

4) hEE, BEH—A, £HEF, #El[ﬁ%j{— EOER © n-3 RIEHHERIGEE A3 LPS 51 & v
D eI B F 51’1‘@1%4“«-& B HAEFS123FES 2008, 3, EIF.

5) ELLEH, £HEF, MThEE Ailllﬁ%”{: i n-3 ;‘?\‘HE%@%@K & % LPS &% sickness behavior
O], HARFR123FES 2003 3, K. ' '

6) BUER, &REF, IThmeE, REEC: n37ﬁﬂ‘é‘ﬂﬁ@a”“ﬁﬁ XBVRRY) Y v h 54 FHER
sickness behavior DI, BAISEALFSE 2003, 6, L&, ‘

T) EAER, @B, ThmE, BIEEC  n-3 RIEVERHAEEIC K 5 LPS &3 sickness behavior
OIEl, BAREEREFS 2003, 9, HiT.

OZ Dttt Others _
D) EBEC D 2R F VIBRICR-> TR, ?, UV —VERERFIFROIRS, /&5 Plus, 3:6~8,
2003. | L S
2) EIEELC  EE [REEADRE] 77 % v b, Vol 8-125, 2003.
C3) RIS FEREE TR & TE ), Fili 7o v 5 « THENEEME=Nv -2 v v 7] &
MR, 2003, 2. 3, BHE.
4) EIFEC 2 v 7o - vidEEL 7 ERHE, 2003, 2. 16
5) IFEC #EHE [ Favy~Fyx /@b>*$?$ﬁh'§—i 54 | JOCS-ILSI Japan Joint Symposium
2003, 2003, 6.1, EH.
6) ERHEC : BT 5 Y 7?5)5 LB AR, 2003, 7, 28
1) BB  REE (s Wil & AEHER IR . ENLASA £ v & —BFFATKER, 2003, 10. 17, FIE.
8) el (" i (Bl O L 2R, ZILIREA, 2003, 10. 25, Zil.
9) EREC  BE (IR BEFEoFH L wYlh 0O WREREEKRY, 2003, 11. 7, HE.
10) BEIBEE - B R ORINICBEY 2 Eith SR E T 8 2 ElE P FEFERAS, 2003 11,
11, Ed.

OHBEHIFE  Co-operative researchs \ L
1) % HE : PE - KEEMAEHREHEREER [EHBRZERE OMPIsIBER | 2000.11~
2) Tl i BREEHARY [ADHA Oi&EHTZE | 2001.6~2003.
3) BRI | BHRAEEFERIMBRERFHIZ [HITBE O HR T 2001.9~
4) Insan Tunru, Syafruddin : 41 ¥ K2 Y7 « "4 X5 1 vk, 74 7= VISR rﬁ(EBL_J: 3=
7 U 7 PR OKRBRN AFER ] 2002.6~
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