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1) Okuyama H., Ichikawa Y., Sun Y., Hamazaki T., Lands W.E.M.: Prevention of coronary heart
disease. From the cholesterol Hypothesis to ®6/w3 Balance. Simopoulos AP(eds) Vol 96, World
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1) Hamazaki K., Itomura M., Hamazaki T., and Sawazaki S.: Effect of cooking plant oils on
recurrent aphthous stomatitis: a randomized, placebo-controlled, double-blind trial.
Nutrition, 22:534-538, 2006.

OBJECTIVE: One-third of the total population seems to develop minor recurrent aphthous stomatitis
(RAS) during their lifetime. However, well-controlled dietary intervention studies to prevent minor RAS
are very rare. The objective of the present study was to investigate whether the prevalence of RAS
decreased with perilla oil (rich in alpha-linolenic acid). METHODS: Thirty subjects (8§ men and 22
women) who had minor RAS at least once a month were randomly allocated to a soybean oil group or a
perilla oil group in a double-blind manner (experimental phase) after a run-in phase of 4 mo during which
subjects used a reference oil, the most popular cooking oil in Japan, or a 50/50 mixture of soybean oil and
rapeseed oil. During the experimental phase, subjects were asked to use soybean oil or perilla oil as the
sole cooking oil for 8 mo. Blood samples were collected at the start and end of the experimental phase for
fatty acid analysis of total plasma phospholipid fraction. Occurrence and needed days for healing of minor
RAS were recorded during the two phases and compared. RESULTS: alpha-Linolenic acid concentrations.
in the plasma phospholipid fraction increased significantly in both groups during the experimental phase
to a similar extent. The prevalence of minor RAS in the experimental phase decreased significantly in
both groups compared with the run-in phase to a similar extent, without intergroup differences.
CONCLUSION: Perilla oil, which is rich in alpha-linolenic acid, was not superior to soybean oil in
preventing minor RAS. There was a possibility that avoiding rapeseed oil might be beneficial for
prevention of minor RAS.

2) Nishizawa H., Hamazaki K., Hamazaki T. Fujioka S., and Sawazaki S.: The relationship
between tissue RBC n-3 fatty acids and pulse wave velocity. in vivo, 20:307-310, 2006.

Abstract: Consumption of n-3 fatty acids is well-known to prevent deaths from coronary heart disease.
However, not many studies have investigated the effects of n-3 fatty acids on arteriosclerosis in free living
subjects. The pulse wave velocity between the brachia and ankles (baPWV) of 161 healthy male subjects
was measured and the fatty acid composition of the total phospholipid fraction of their red blood cells
(RBC) analyzed. There was a significant inverse correlation between the eicosapentaenoic acid
concentrations in the RBC phospholipid fraction and baPWV of the subjects after adjustment for age,
pulse rate and diastolic pressure, or further for body mass index, smoking status, diabetes and the ratio of
low-density cholesterol to high-density cholesterol. Although baPWV values may not directly indicate
arteriosclerosis, the present study suggests that long-term n-3 fatty acid intake is beneficial for the
vascular system.

3) Hamazaki K., Higashihara E., Terachi T., Takada H., Matsuda T., Kawakita M., Fuse H.,
Hamazaki T., Kameyama S., Masai M., Chiba Y., Tokunaga M., Furuya Y., Okegawa T.,
Murota T., Kawa G, and Itomura M.: The effect of eicosapentaenoic acid on
prostate-specific antigen. in vivo, 20:397-401, 2006.

Abstract: The "Study of EPA Effects on Prostate Cancer" (SEEPC) Group has been conducting a clinical



trial with patients who underwent radical prostatectomy. The main purpose of the SEEPC is to evaluate
whether eicosapentaenoic acid (EPA) prevents prostate cancer (PC) recurrence. As the surrogate marker
of recurrence, the prostate-specific antigen (PSA) level was measured. However, if EPA affects the PSA
values independently of PC, PSA may not be a good marker of recurrence in the event of EPA treatment.
Thus, in the present study, whether EPA affected the PSA values was investigated using non-PC
volunteers. Twenty men, of at least 50 years of age, were recruited, mostly from hospital staff The
volunteers were randomly allocated either to the EPA group or the control. The subjects in the EPA group
were administered EPA-ethyl ester a dose of 2400 mg/day for 12 weeks, whereas the controls were
administered none. Fasting blood samples were obtained before the start of EPA administration and 4 and
12 weeks later. The EPA concentrations in erythrocytes increased in all the subjects in the EPA group
(174+/-96%) with no significant changes in the control group (8.5+/-14.0%). There were no significant
differences between the two groups in the serum PSA levels, allowing the conclusion that the PSA is an
appropriate surrogate marker of recurrence in prostate cancer.

4) Hamazaki K., Itomura M., Sawazaki S., and Hamazaki T.: Fish oil reduces tooth loss mainly
through its anti-inflammatory effects? Med. Hypotheses, 67:868-870, 2006.

Abstract: Competing at several steps of arachidonic acid metabolism, n-3 fatty acids reduce production
of highly active prostaglandins and leukotrienes and exert anti-inflammatory effects. They are also
experimentally shown to be anti-osteoporotic. Periodontitis is responsible for most tooth loss in adult
populations. If enough n-3 fatty acids are provided, periodontitis with alveolar bone resorption may be
controlled, and tooth loss may be prevented. In fact, n-3 fatty acid administration lowered prostaglandin
E(2) production, tooth movement and alveolar bone resorption in animal experiments. Aggression, which
may be related with tooth loss, was also controlled with fish oil. Our cross-sectional data supported our
hypothesis. We recruited 256 men (22-59 y of age) and 95 women (22-66 y), counted the numbers of their
remaining teeth, and analyzed the fatty acid composition of the total phospholipid fraction of RBCs. The
beta-coefficient of the numbers of remaining teeth and EPA concentrations in the fraction was 0.89 (per
1% EPA, p=0.007) after adjustment for 9 possible confounding factors. Long-term intervention studies
with fish oil planned in the future should be able to test our hypothesis by just adding another very simple
endpoint in those studies: tooth loss during the intervention period. This hypothesis may explain the
linkage between periodontitis/tooth loss and coronary heart disease.

5) Fujioka S., Hamazaki K., Itomura M., Huan M., Nishizawa H., Sawazaki S., Kitajima 1.,
and Hamazaki T.: The effects of eicosapentaenoic acid-fortified food on inflammatory

markers in healthy subjects — a randomized, placebo-control]ed, double-blind study. J.
Nutr. Sci. Vitaminol., 52:261-265, 2006.

Abstract: Epidemiological studies showed that habitual fish intakes were associated with lower blood
inflammatory markers. In the present study the effects of a fish oil-containing food on inflammatory
markers were investigated in healthy, mostly middle-aged subjects (59 men and 82 women) with normal
to mildly elevated triglyceride levels. Study subjects were randomly allocated to two groups in a
double-blind manner; one group ingested an eicosapentaenoic acid (EPA)-rich fish oil-fortified drink
(0.60 g EPA+0.26 g docosahexaenoic acid/d. EPA group, n=68) for 12 wk. The rest of the subjects took a
placebo (control group, n=73). Plasma levels of high sensitivity C-reactive protein (hs-CRP) and soluble
tumor necrosis factor-receptors 1 and 2 (sTNF-Rs 1 and 2) were measured at the start and end of
intervention. EPA concentrations in the total RBC phospholipid fraction signiﬁcanﬂy increased by 79% in
the EPA group at the end of the study, and they changed very little in the control group (+0.68%). The
" inflammatory markers did not change in either group. It is likely that fish oil do€s not change hs-CRP or
sTNE-Rs 1 or 2 in subjects without active inflammation.
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6) Naoi K., Kogure S., Saito M., Hamazaki T., and Watanabe S.: Differential effects of selective
cyclooxygenase (COX)-1 and COX-2 inhibitiors on anorexic response and prostaglandin
generation in various tissues induced by zymosan. Biol. Pharm. Bull. 29:1319-1324, 2006.

ABSTRACT: We have shown that anorexic response is induced by intraperitoneal injection of zymosan
in mice, although the role of prostaglandins in this response is relatively unknown as compared with
lipopolysaccharide (LPS)-induced anorexic response. Indomethacin (0.5 and 2.0 mg/kg), a non-selective
cyclooxygenase (COX) inhibitor, as well as meloxicam (0.5 mg/kg), a selective COX-2 inhibitor, but not
FR122047 (2.0 mg/kg), a selective COX-1 inhibitor, attenuated zymosan-induced anorexia. Zymosan
injection elevated COX-2 expression in brain and liver but not in small intestine and colon. Meloxicam
(0.5 mg/kg) and FR122047 treatment (2.0 mg/kg) similarly suppressed the generation of brain
prostaglandin E2 (PGE2) and peritoneal prostacyclin (PGI2) upon zymosan injection. PGE2 generation in
liver upon zymosan injection was suppressed by meloxicam (0.5 mg/kg) but not by FR122047 treatment
(2.0 mg/kg). Our observations suggest that COX-2 plays an important role in zymosan-induced anorexia,
which is a similar feature in LPS-induced anorexic response. However, non-selective inhibition by
selective COX-1 and COX-2 inhibitors of brain PGE2 generation upon zymosan injection does not
support the role of COX-2 expressed in brain in zymosan-induced anorexic response. PGE2 generation in
liver may account for peripheral role of COX-2 in zymosan-induced anorexic response.
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1 Itomura M., Fujioka S., Hamazaki K., Huan M., Kobayashi K., and Hamazaki T.: What kind of
factors are associated with the RBC Omega-3 index in Japanese? 7th Congress of the International
Society for the Study of Fatty Acids and Lipids. 2006, 7,23-28, Cairns.

2) - Zhang W,, Xia R., Nagasawa T., Hamazaki K., Terashima Y., Sun Y., and Hamazaki T.: The fatty
acid content of forty-four kinds of fish available in Dalian-city and Hangzhou-city, China. 7th
Congress of the International Society for the Study of Fatty Acids and Lipids. 2006, 7. 23-28,
Cairns.

3) Hamazaki T.: Is it necessary to lower blood cholesterol levels below 240mg/dL(6.2mmol/L) in
Japan even if there are no other risks? 7th Congress of the International Society for the Study of
Fatty Acids and Lipids. 2006, 7.23-28, Cairns.

4) Hamazaki K., Syafruddin D., Tunru L.S., Azwir MLF., and Hamazaki T.: Effect of fish oil on
Malaria infection and behavior: A placebo-controlled, double-blind test in indonesian children. 7th
Congress of the International Society for the Study of Fatty Acids and Lipids. 2006, 7.23-28,
Cairns.

5) Higashihara E., Itomura M., Matsuda T., Hamazaki T., and for the Research Group of "Study of
EPA Effect on Prostate Cancer"(SEEPC): Does EPA decrease recurrence rates in radically
operated prostate cancer patients? A randomized controlled trial. 7th Congress of the International
Society for the Study of Fatty Acids and Lipids. 2006, 7.23-28, Cairns.

6) Watari M., Hamazaki K., Hirata T., Hamazaki T., and Okubo Y.: Acute symptoms of drug-naive

- schizophrenia and n-3 fatty acid levels in red blood cells. 7th Congress of the International Society
for the Study of Fatty Acids and Lipids. 2006, 7.23-28, Cairns.

7) Hamazaki T.: Fish oil' and behavior. 1st International Congress for Medical Use of Functional

- Foods. 2006,11.16-17, Tokyo.



8)

FHRIEE E P RRIBE DA v 7= PRI )T 2 28I DV, 88 23 BIFnEE 3K
ERE, 2006,8.26-27, I B ’

9)  {&IFE:, Syafruddin, Tunru LS., Azwir M.E,, {RIGE{: MBS/ NFEAED~< T U 7RG L 1TH)
WCRIETEE . AV FR VT TO_EERAR, & 1S BEXSEARBEREFS,
2006,9.1-2, I E.. ‘

10)  FERF, mEE, FHE, RIBET, KAREY.  HEERFEOSMEHIERE n-3 %

: REaFulgiEe, 58 15 BlIke B AIBERE TS, 2006,9.1-2, I E.

11) FEERE, EH, LARE, FEEN, BIHE—, BHREC, EUSH.FAEr
FREEERICEINB L ORNBRO a2 E 75 DU EABIOREMEYA b
HA CRBICHT AV unA xS T —EBRERDOER, BAEFS 126 £, 2006,
3.28-30, fli&. ‘ , ‘

12) FETE BEOER.: T3V 22 Y VI3 PSS BEREOERITEEE 2 MG 528, A4

‘ TV UBEREOERITEEE SIS Ly NN IL-6 JISER OB, BAREZESI
FeERRL 18 FEE S 2 [HM#A£,2006, 11.12, B (L. :

13)  (WEFA, (UARZ, EDEH.: Indomethacin #5112 X VBRI HE(EHIM, Bk IO
Va vl R RIETAY IR AORE, BARERZSIET YA 18 FEEE 2 [
fadx 2006, 11.12, E 1.

O Dt

BEHE

1)  EEECBEIAFIA VRIS — X, HAADOMBEI VAT 0 — VEELZED,
2 8 EESIAEERAEMIET VAT 20— VORME LT, = 7 v RS 2R - fHE
DT=DIT. HEZE & EIR, 3(3),10-19, 2006. ~

2)  EBFE(C 2L RTo—L E#EICOWT] , DFWTAL S | BILOBEDORLE,

() ELESEREEZ, 2006,1.27, L.

3) EEEC T3 VAT o—AEEnESW L 8§39 EHE R EMIIES, (b)) EF
BEENE & —, 2006,2.22, .

4) I ERE T, Wik, MEo@xic o). BEW=HW/ER, 2006,7.3, 2
2

5) EIFEC  EE TASCEMOR, ARLEMOERORERL L ESOREHEIZOVWTEZD]. -
LEFETSIEJI/ANER, 2006,7.14, ETIRT. ' .

6)  EIGE: n-3 RAGNAER L 1TEh), B FREFHIEE ODEVE 40 BEIEHIHHES, 2006,8.5,
L.

7y RS TARZRL 2SR 1 5 EIRS BARIEE KRS TTRABMEEE [#ER, &,
fEEE], 2006.9.2, Ik & ‘

8) IEIFE{: Mkl BRI g B i REFES, 2006,9.24, E¥E.

9  EBELC: MLHEEOEBRF—a L AT a— b E VRV —] , BRI
23T +—F A, FoesEtL, BLRERERERBREITESS, 2006,10.24, F L.

10) EBEE(: P2 L RAT o — VOETIEAEEEROTHIZORNB D0, 74 —F A

HEEE, RIGE ARER, KU I, EISTEE, IKE, RIS RN

2006 B - BE h o o P—,2006,10.31, B,



OHRWR

EW .
1 FINET  BARERRE, THERHE & BIEBEOME] ,2004, 7-
2)  EH EESNSAA'RVI—, [ZHAR— MIBIT2MEE AW MEF - DE
ZED AR — FER] - XTRRAFSE] ,2006, 9- '
3)) FHEE RKASHET 7 oS AREMER. [ va vy aXERRYR=OfEN
AN VE B3 24598 2006, 4-
o

1)  Syafruddin D., Tunru LS., Taslim N.A. : 7 A 7 = VHFZERT, N X T ¢ k%, [AEICE
=T V7 PO RS AFRER] ,2002, 6-

2) BB WL ESBREhEER, (M iEiEe L i & O ak— MFFE) 2005, 1-

3)  TasimN.A.: NV XT ¢ R, EHERIE & FEVER) 2005, 2-

4)  BAE  KEERKEMRBHEZRE, TR EYiEs BZERED aFR— MNIZE)
2005, 7- ’

5)  BAE  KEERCEHREESEGE, [P & B 2005, 7-

6)  EE: WHTHESZRBNESE, (n-3 RISHHES & EIRREEREREGERE ) 2005,11-

7). ZhangW. : REFEF¥FESELE, 03 AN L EE 2006, 2-

OMBEmMBIRRT
1) BIEZEEIE, FERK - SAFT 27 ) ao—E (5 EUER) kgL 57—
T & LT UWFIEERBFI O% |, (5r#HFRE) ‘
2) BRI OFRE R L OCEREEEZWET O MEEORR & T OEEOMT ALY
LEMEE (COE T m 7T o) (G EDKH)

OMREEEE
BFEIEA  HIEE
FERAAEAE LA
KFEBERIH 2 6« BEMEKES, (LERA
KRG 24F - FHETE
KB 4 8« HF#E T
KEREFENER 2F . FEEE
R EHES - ST
BHEMER  BEHBT
ZEMZER  AMER RV - Fuad=s b (B) 2006.4-2007.3)

OFfi (8L, B1) MEAE

BREEFH L A
AR 5= 3ERT A FRAERBREOHEHIEHNIC T 24y I a8 ETHFHO
®
& Ltin
R AKER : Indomethacin D52 L 0 B SN HEEEEIAE S BIEE DFENT
IWHEZRIA @ Indomethacin OFMEFICICHRTTAEEB L OEESEEHET FAIORE



