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1) de Lorgeril M., Salen P., Abramson J., Dodin S., Hamazaki T., Kostucki W., Okuyama H.,
Pavy B., Rabaeus M.: Cholesterol lowering, cardiovascular diseases, and the
rosuvastatin-JUPITER controversy: a critical reappraisal. Arch Intern Med., 170: 1032-6,
2010.

Abstract: BACKGROUND: Among the recently reported cholesterol-lowering drug trials, the JUPITER
(Justification for the Use of Statins in Primary Prevention) trial is unique: it reports a substantial decrease
in the risk of cardiovascular diseases among patients without coronary heart disease and with normal or
low cholesterol levels. METHODS: Careful review of both results and methods used in the trial and
comparison with expected data. RESULTS: The trial was flawed. It was discontinued (according to
prespecified rules) after fewer than 2 years of follow-up, with no differences between the 2 groups on the
most objective criteria. Clinical data showed a major discrepancy between significant reduction of
nonfatal stroke and myocardial infarction but no effect on mortality from stroke and myocardial
infarction. Cardiovascular mortality was surprisingly low compared with total mortality-between 5% and
18%-whereas the expected rate would have been close to 40%. Finally, there was a very low case-fatality
rate of myocardial infarction, far from the expected number of close to 50%. The possibility that bias
entered the trial is particularly concerning because of the strong commercial interest in the study.



CONCLUSION: The results of the trial do not support the use of statin treatment for primary prevention
of cardiovascular diseases and raise troubling questions concerning the role of commercial sponsors.

2) Lai YC., Hamazaki K., Yoshizawa K., Kawanaka A., Kuwata M., Kanematsu S., Hamaazki
T., Takada H. and Tsubura A.: Short-term Pregnancy Hormone Treatment of
N-Methyl-N-nitrosourea-induced Mammary Carcinogenesis in Relation to Fatty Acid
Compositon of Serum Phospholipids in Female Lewis Rats. in vivo, 24: 553-560, 2010.

Abstract: AIM: Short-term oestrogen and progesterone treatment (STEPT) mimics the pregnancy

hormone milieu. This study compared the development of N-methyl-N-nitrosourea (MNU)-induced

mammary cancer in female Lewis rats that received STEPT in early or later life. MATERIALS AND

METHODS: Rats in Groups 1 and 2 received a single intraperitoneal injection of 50 mg/kg MNU at 4

weeks old. Pellets containing 0.5 mg 17beta-estradiol and 32.5 mg progesterone (EP) were

subcutaneously implanted in rats in Group 1 during 6-9 weeks old. Rats in Groups 3 and 4 received 50

mg/kg MNU at 22 weeks old and again at 23 weeks old. EP pellets were implanted in rats in Group 3

during 24-27 weeks old. At the time of EP removal and 8 weeks afterward, 4 randomly selected rats in

each group were sacrificed for blood sampling. The fatty acid composition of serum phospholipids was
measured by capillary gas chromatography. The remaining rats were sacrificed when they developed
mammary tumours >or=1 cm in diameter or at the termination of the experiment, which was at 18 weeks
old for Groups 1 and 2 and at 64 weeks old for Groups 3 and 4. Mammary cancer was histologically
confirmed. RESULTS: Group 1 had a significantly suppressed incidence of mammary cancer compared

to Group 2 (7% vs. 90%), whereas the cancer incidence in Group 3 was similar to that of Group 4 (50%

vs. 56%). Rats in Group 1 had significantly smaller n-6/n-3 polyunsaturated fatty acid (PUFA) ratios and

higher levels of docosahexaenoic acid (DHA) than those in Group 2 at the time of EP removal but not 8

weeks after EP removal. Neither the PUFA ratios nor the DHA levels differed between Groups 3 and 4 at

any time. These data suggest that the age at which STEPT is administered is important, since its mammary
cancer-suppressing potential was lost in aged animals. CONCLUSION: DHA and the n-6/n-3 PUFA
ratio may play a crucial role in mammary cancer suppression by STEPT.

3) Higashihara E., [tomura M., Terachi T., Matsuda T., Kawakita M., Kameyama S., Fuse H.,
Chiba Y., Hamazaki T., Okegawa T., Tokunaga M., Murota T., Kawa G., Akashi T,
Hamazaki K., and Takada H.: Effects of Eicosapentaenoic Acid on Biochemical Failure after
Radical Prostatectomy for Prostate Cancer. in vivo, 24: 561-566, 2010.

Abstract: AIM: To study the effects of eicosapentaenoic acid (EPA) on prostate-specific antigen (PSA)
failure in prostate cancer patients who underwent prostatectomy. PATIENTS AND METHODS:
Sixty-two prostate cancer patients whose PSA levels were less than 0.2 ng/ml 3 months after surgery were
randomized to either an EPA group (n=32) or a control group (n=30). EPA (2.4 g/day) was administered in
the EPA group for 2 years. PSA was measured every two months. RESULTS: The EPA concentration
increased but the docosahexaenoic acid concentration decreased significantly (P<0.001) in erythrocytes.
The PSA recurrence rates during a mean follow-up of 53.8 months were not different between the two
groups (p=0.16). CONCLUSION: A longer and/or larger intervention or docosahexaenoic acid
supplementation might be necessary to identify significant preventive effects of mega-3 polyunsaturated
fatty acids on PSA recurrence.

4) Watari M., Hamazaki K., Hirata T., Hamazaki T., Okubo Y.: Hostility of drug-free patients
with schizophrenia and n-3 polyunsaturated fatty acid levels in red blood cells. Psychiat
Res., 177: 22-26, 2010.
Abstract: Many reports suggest that n-3 polyunsaturated fatty acids (PUFAs) influence the symptoms of
psychiatric disorders. Moreover, it has also been reported that n-3 PUFAs control aggression and hostility.
Acute symptoms of schizophrenia such as aggression can be a formidable clinical problem resulting in
hospitalization. However, few investigations have determined the relationships between acute symptoms
of drug-free schizophrenia and n-3 PUFAs. We recruited 75 inpatients with acute drug-free schizophrenia
admitted to Chiba Psychiatric Medical Center, an emergency psychiatric hospital. Blood was sampled
immediately after admission. The red blood cell (RBC) fatty acid composition and hostility score of



Positive and Negative Syndrome Scale (PANSS) scores were measured. Multiple regression analysis
showed that the concentrations of eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA), and the
ratio of EPA/arachidonic acid (AA) in RBC showed significant negative correlations with the hostility
score of PANSS scores after adjustment for age and sex. AA, on the other hand, showed significant
positive correlations. The tissue n-3 PUFA and n-6 PUFA levels were negatively and positively associated
with the hostility score of PANSS scores, respectively, suggesting possible effects of PUFA levels on
hostile behavior in patients with schizophrenia.

5) Ogura T., Takada H., Okuno M., Kitade H., Matsuura T., Kwon M., Arita S., Hamazaki K.,
Itomura M., Hamazaki T.: Fatty Acid Composition of Plasma, Erythrcytes and Adipose:
Their Correlations and Effects of Age and Sex. Lipids, 45: 137-144, 2010.

Abstract: The composition of fatty acids in abdominal subcutaneous adipose tissue and the correlation of
fatty acid values of plasma and erythrocytes had not been reported in Japan. The aim of the present study
was to investigate the fatty acid composition and correlation of plasma and erythrocyte phospholipids
(PL) and adipose triacylglycerols (TG) in 75 adult patients admitted for non-malignant diseases. We also
examined the relationship of n-3 and n-6 polyunsaturated fatty acid (PUFA) with patients' characteristics.
The total n-3 PUFA were 11.2, 11.8 and 1.9%, and the ratios of n-6/n-3 were 2.41, 1.87 and 8.20 in plasma
and erythrocyte PL and adipose TG, respectively. There were the highest correlations for total n-3 PUFA
and the n-6/n-3 ratio between plasma and erythrocyte PL and adipose TG. There was a positive correlation
between n-3 PUFAs and age, but a negative correlation was found between n-6 PUFAs and age. There
was no significant difference in the values of PUFAs in plasma and erythrocyte PL and adipose TG
between men and women. The patients with cholesterol cholecystolithiasis showed a significantly lower
proportion of eicosapentaenoic acid in plasma and erythrocyte PL than those of the other patients. Our
findings suggest that PUFA in plasma and erythrocyte PL. may be good biomarkers and more acceptable
for studying participants than adipose TG.

6) Zhang W., Xia R., Nagasawa T., Sun Y., Hamazaki K., Wu J., and Hamazaki T.: The Fatty
Acid Composition of Fish Consumed in Dalian-and Hangzhou-City, China. J Lipid Nutr.,
19: 103 -110, 2010.

Abstract: There was essentially no database on the fatty acid composition of fish available in China.
Twenty-seven kinds of fish and 20 kinds were purchased in Dalian- and Hangzhou-city, China,
respectively, and edible part was analyzed for the fatty acid composition. Three kinds of fish were
purchased in both cities, but they contained markedly different amounts of n-3 polyunsaturated fatty acids
(PUFA). Those kinds of fish in Hangzhou-city had more n-3 PUFA than those in Dalian-city. This was
probably because fish were purchased in winter in Hangzhou-city and in summer in Dalian-city. Our data
were limited in terms of the area and season of catch, and the number of species. However, our database
would serve as the starting point for the fatty acid composition study of Chinese fish.

7) Watanabe S. and Tsuneyama K.: A triglyceride-lowering effect of cattle bile is associated
with elevation of cholesterol levels and liver injury in mice. J Trad Med., 27: 179-185, 2010.

Abstract: Since cholic acid (CA) has been demonstrated to suppress triglyceride (TG) synthesis, cattle
bile (CB) constituted mainly of CA may exert a TG-lowering effect. However, harmful effects of CB such
as elevation of cholesterol (Cho) levels and hepatotoxicity are also assumed to be induced. In this study,
we demonstrated that diets containing CB at 0.5 and 1.0 % (w/w) reduced TG levels in blood and liver of
mice, which was associated with the elevation of Cho levels in blood and liver and liver injury. Our results
suggest that practical use of CB as a TG-lowering agent is not recommended.
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