41

B K A B & P9

# & & B B C EEED
B # 4 & B GEED
B F* Kk # B B EEED

OHFEBM
KAREYOBEKRFMBEEELT, 1.4V 758/ 4 FDO—> daidzin DHBEDE, 2.n-3%
feRiBg OPt 2 + v Z/ER EPURIEMEM, 3. AR ZIE DR ICANTEBIICAK S 1
5375 NvBTH+ o s Th5s I — FEROWRIEEH,

OHRHE
1. Daidzin 2 & KGHEY OB R EBETd, BECWEEDO L BRNE & OHEND 5
129, A FRINE 2 HE (v vy s vicLTOERS) 2Ritd 3,
2. n-3 RIEMHBOHLR b L ZEHITOVWTIE, TOEORHESRBENAL L, BEZRKRE T
® DHA Oz b L 23R (HERHENE) B8LUZo0ERABFA2RIITTH 5, FIRIE
PERICOWTIRE S v 57 4 T20&LUETa-) 7 LYBEELEB L2 EFBOKRKEMT
ORNRO TR 1 b O"EERETRFN T BEET »HB) Th 3,
3. I — FEROVMIRIEVERORBIEE LT, &Y A A4 v OERKRICHT 2 EE KR
o



42

O% B
1) FElEkts, MR EPA 8%, [SIEME - BMREE(L ], #FEKRS, Zk R BHE
W, ppl6-17, So¥mERFL, WAL, 1998.

OR &

1) Hamazaki T., Sawazaki S., Nagao Y., Kuwamori T., Yazawa K., Mizushima Y., and
Kobayashi M.: Docosahexaenoic acid does not affect aggression of normal volun-
teers under nonstressful conditions. A randomized, placebo-controlled, double-
blind study. Lipids, 33 : 663-667, 1998.

ABSTRACT : We previously found that docosahexaenoic acid (DHA) intake prevents ag-
gression enhancement at times of mental stress. In the present study we investigated
changes in aggression under nonstressful conditions. Forty-six students of two universities
took either DHA-rich fish oil capsules containing 1.5 g DHA (DHA group: 13 males and 9 fe-
males) or control oil capsules containing 97% soybean oil plus 3% of another fish oil (control
group: 11 males and 13 females) for 3 mon in a double-blind fashion. At the start and end of
the study they took an aggression-estimating test (P-F Study) without a stressor compo-
nent. DHA (5.9 to 8.5%, P<0.001) and eicosapentaenoic acid (0.7 to 1.5%, P<0.001) increased
in red blood cell phospholipids in the DHA group, while linoleic acid increased slightly (8.3
t0 9.1%, P<0.002) in the soybean oil control group. In the control group, measured aggression
levels decreased from 34.8 to 29.4% (P<0.005), whereas they remained stable in the DHA
group (33.5 to 33.8%). The intergroup differences (-5.4 vs. 0.3%) were marginally significant
(P<0.05). Aggression levels were stable in the DHA group whether there was stressor (as
previously shown) or not. This effect of DHA appears to be interesting, considering the

reported association between a low intake of n-3 fatty acids and depression.

2) Nakamura N., Hamazaki T., Kobayashi M., Ohta M., and Okuda K.: Effects of
eicosapentaenoic acids on remnant-like Particles, cholesterol concentrations and
plasma fatty acid composition in patients with diabetes mellitus. in vivo, 12:
311-314, 1998.

ABSTRACT: Remnant lipoproteins are transient metabolites from chylomicron and/or
very low density lipoproteins (VLDL), and remnant hyperlipoproteinemia has recently been
reported to be a risk factor for atherosclerosis. Eicosapentaenoic acid (EPA), a major compo-
nent of fish oil, has the following effects: anti-platelet aggregation, vaso-dilation, anti-
inflammation, hypotriglyceridemia, and therefore has potential anti-atherosclerotic effects.
We measured serum of remnant-like particle cholesterol (RLP-C) concentrations, and inves-
tigated the effects of EPA on serum RLP-C concentrations in patients with diabetes mellitus.
Ten patients with non-insulin dependent diabetes mellitus were treated with 900-1800 mg
EPA ethyl-ester daily for 3 months. We investigated serum RLP-C concentrations and
plasma fatty acid composition before and after the administration of EPA. Serum RLP-C

concentrations were signlficantly decreased 3 months after the administration of EPA (from
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14.5+5.3 mg/dL to 3.3£0.8 mg /dL, P<0.01). Plasma EPA concentrations and the ratios of
EPA to arachidonic acids (AA) were signlficantly increased during the same period (from
86.2£12.4 mg/L to 194.6%=27.3 mg/L, P< 0.01, from 0.571% 0.074 to 1.242%0.163. P< 0.01,
respectively). Serum RLP-C concentrations were inversely corllelated with the ratios of EPA
to AA in plasma (r =-.516, P < 0.05). These results suggested that administration of EPA

was effective on remnant hyperlipoproteinemia which was a risk factor for atherosclerosis.

3) Mizushima Y., Sassa T., Hamazaki T., Fujishita T., Oosaki R. and Kobayashi M.:
Diuretic response to cyclophosphamide in rats bearing a matrix metalloproteinase-
9-producing tumour. Brit. J. Cancer, 78 : 1030-1034, 1998.

Summary: When cyclophosphamide(CY)(100-120 mg kg™) was administered intrave-
nously (i.v.) to normal F-344 rats, oliguria occurred over the 5-day observation period.
Conversely, in rats bearing matrix metalloproteinase-9 (MMP-9) producing 13762NF mam-
mary adenocarcinoma (MTLn3 clone), polyuria occurred chiefly during the first 24 h after
CY treatment. In parallel with urine volume, a decrease in the urinary excretion of N-acetyl-
beta-D-glucosaminidase (NAG) was observed during the first 5 days after CY treatment in
normal rats, but it increased in MTLn3-bearing rats. No elevation in blood urea nitrogen
(BUN) or serum creatinine (Cr) values was observed for either group. Both urine volume
and urinary excretion of NAG after CY treatment were lower in rats bearing the MTC clone
(lower production of MMP-9) than for those bearing the MTLn3 clone. In the case of treat-
ment with cisplatin (CDDP, 4-6 mg kg™"), urine volume, urinary NAG excretion and BUN
and serum Cr values all increased in normal rats and were all found to be higher in MTLn3-
bearing rats than in normal rats. The diuretic response to these drugs in tumodr-bearing
(TB) rats may be associated with MMP-9 produced by the tumour cells. This report sug-
gests that the nephrotoxicity due to anti-cancer drugs may change when the drugs are used

for the treatment of patients bearing a MMP-9-producing tumour.

4) Andoh T., Nagasawa T., Satoh M. and Kuraishi Y.: Substance P induction of itch-
associated response mediated by cutaneous NK, tachykinin receptors in mice. J.
Pharmacol. Exp. Ther., 286 : 1140-1145, 1998.

ABSTRACT : Our experiments were conducted to determine whether substance P (SP)
would elicit an itch sensation mediated by mast cells in mice. An intradermal injection of SP
(10-135 ug site™) into the rostral back of the ICR mouse dose-dependently produced scratch-
ing of the injected site. The SP- (135 ug site™ = 100 nmol site™?) induced scratching was in-
hibited by capsaicin (repeated administration) and naloxone; features being similar to itch
in humans. SP elicited scratching in mast cell-deficient (WBB6F1 W/W") mice as well as con-
trol (+/+) mice. Pretreatment with compound 48/80 produced similar degrees of inhibition
of SP-induced scratching in mast cell-deficient mice as well as control +/+ and ICR mice.
Intradermal injections of the NK, receptor agonist GR73632 produced dose-dependent
scratching, while the NK, agonist GR64349 and the NK; agonist senktide were without
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effects. SP-induced scratching was inhibited by the NK, receptor antagonists spantide and
L-668,169, but not by the NK, antagonist L-659,877. The results suggest that scratching of
the mouse induced by an i.d. injection of SP is itch-associated response. The SP action may
be mediated at least partly by cutaneous NK, receptors, and mast cells may not be key fac-

tors in SP-induced itching.
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