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2012 4E 1 A /5 2013 4E 8 AT Y BRI AR DB 91 il b7 —Z 24 L, fi#tr L7-, IEHEARER
TIEIER HAREOFAERICE L Tiih & U AREMES . KT oMl L R E S A EITK
Motz FHAM, Jifd & BRI ARER THREICE L UAREDMEL o fo, R A X 0 B i
HCOFMBENRE > TWD I &R S, FEOREEIESHER SN DR L e o7z,

(2) PAZEVEBOIREE(LIE & = 220 b= UERIC BT B A5

ODIMEREE = A a2 h= U (E PA) ORRE R A1 S ITHAE L7ois R, PAZEMEENREELE (A
S0) BETITAE! m%EPAﬁ%;@F:ﬁA#%iV@(DHA)ﬁﬁﬁTLth@mmno

Fo, LEME (AF) BEFTERMWEDHAMAARIE T LTV, MIGE P AEIZIZELZGRD

72 o7z (Table 2),

Table 1. Adjusted fatty acid Table 2. Adjusted geometric mean (93%CT) of each fatty acid sccording to AF

Fatty acid composition Contral ASD p’ AF(+) AF () P for

Dihomo-gamma-LA (20:3 n-6, pg'mL)

Age and sex adjusted mean (95%CT) 34.2(272-413) IR3 (32543 8) 037 DGLA®
Multivariate adjusted mean {95%CI) 31.6(23.5-30.7) 400 (33.9-46.0) 014 Crude mean (95%CI} 29.6(26.7-32.7) 334 (324-34.4) 0.0z
+ DM adiusted mean (95%C1)' 31.1(22.6-39.6) 403 (34.0-46.6) 0.13 Age and sex adjusted mean (95%CT) 309 (28.0-34.1) 33.2(32.3-34.3) 016

Arachidonic acid (20:4 -6, ug/mL) Multivariable adjusted mean (95%C1) 309 (28.1-33.9) 33.2(32.3-34.2) 0.14
Age and sex adjusted mean (95%CI) 182.5 (162.3-202.8) 1738 (158.0-189.6)  0.52 +Mitral adjusted mean (95%CT) 3L6(28.7-34.T) 33.2(322-34.1) 0.32
Multivariate adjusted mean (95%C1) 173.0 (149.9-196.1)  179.8(162.5-197.2)  0.67 AN
+ DM adjusted mean (95%C1)" 177.0(153.2-2009) 1773 (1595-1950) 0.9 Crude mean (95%CT) 1513 (141.0-162.4) 1717 (168.0-175.5) 0.0008

Eicosapentacnoic acid (2055 n-3, pg/ml) Age and sex adjusted mean (95%CT) 1564 (146.1-167.5) 1712 (167.6-174.8) 0.01
Age and sex adjusted mean (95%C1) LLL(BT4-1348)  S9.2 (40.6-77.8) 0,002 Multivariable adjusted mean (95%CT) 1569 (146.7-167.9) 1701 (16T.6-174.7T) 0.02
Multivariate adjusted mean (95%C1)° 105.7(782-133.3) 6.6 (41.9-83.3) 0.03 +Mitral adjusted mean (95%C1) 158.3 (147.8-169.6) 17L0 (167.5-174.6) 0.04
+ DM adjusted mean (95%C1)’ 1001 (71.7-128.4)  66.2{452-873)  0.10 EPA’

Docosahexaencic acid (22:6 13, ugimL) Crude mean (95%C1) 642 (53.8-T6.6) 715 (67.6-75.5) 026
Age and sex adjusted mean (95%CI) 168.3 (144.8-19L.6) 1145 (96.1-132.8)  0.001 A st allemd mean (ICT BIEATA 155 TESES1RIN0) .30
Multivariate adjusted mean (95%C1) 163.2 (136.4-190.0)  117.7 (97.6-137.8)  0.02 Multivariable adjusted mean (95%CT) " 64.1 (53.8-76.4) 715 (67.7-75.4) 0.25
+ DM adjusted mean (95%C1)’ 154.8 (128.1-181.5)  123.1 (103.2-1429)  0.10 itk acipptnd s (95908 f5.2 B4 TR TLALSTAT5) b

EPA/AA DHA®
Age and sex adjusted mean (95%C1) 0,62 (0.46-0.76) 035 (0.24-0.46) 0006 Crude mean (95%CT) 1251 (113.2-138.3) 1418 (137.5-146.3) 0.02
Multivariate adjusted mean (95%C1)" 061 (0.45-0.77) 0.36 (0.24-0.48) 003 Age and sex adjusted mean (95%CT) 125.3 (113.4-138.4) 1418 (137.5-146.2) 0.02
- DM adjusted mean (95%CTY’ 057 (0.41-0.73) 039(027-0.51) 012 Multivariable adjusted mean (95%CI)° 125.5 (113.7-138.6) 1418 (137.5-146.2) 0.02

Vmsatysisiobouvaciance Adjusted Sor iy snx; smioking st | —— gy, ~Mitral adjusted mean (95%C1) 126.9 (114.7-140.5) 1416 (137.4-146.0) 0.04

and slcahol drinking (nondrinker or habitual drinker). *Adjusted for age, sex, BMI, smoking status, alcohol EPAJAA

drinking and history of type 2 diabetes (yes or no). ASO: Arteriosclerosis obliterans. Crste mean (FFHETY T4 (S0 0.8 Bat 030 Q)

Ape and sex adjusted mean {95%CT) 0.47 (0.38-0.56) 0.51 (D.48-0.52) 037
Multivariable adjusted mean (95%CT} 0.47 (0.38-0.56) 0.51 (0.48-0.54) 0.44
+Mitral adjusted mean (35%C1) 0,48 (D.38-05T) 0.51 (0.48-0.54) 0.50
DHA/AA
Crude mean (95%C1) 0.8 {0.78-09T) 0.8 (0.85-0.91} 091
Age and sex adjusted mean (35%CT) 0.85 (0.75-0.94) 0.89 (0.86-0.91) 042
Multivariable adjusted mean (95%CT) 0,84 (0.75-0.94) 0.89 (0.86-0.91} 0.40
+Mitral adjusted mean (35%CT) 0.85 (0.76-0.94) 0.8 (0.46-0.91) 049

'Analysis of covariance.

“Geometric means.

'Adjusted for age, sex, BMI, and history of diabetes, hypertension, or dyslipidemia {ves or no).



(3) Midazolam (MDZ) DIEMENRE & 2 DIHIEES OIS T- 28 D BIR

RS 104 AN 0> MDZ fi F 573 1. 65mg (1. 0~2. 2mg) . fR A @ Ramsay 73 3. 5~4. 5 IZHEFRF S 4U72IREIZ VAS
WHBIZRIFTh o7z (p=0.04), HEMYBEE/ T A — % — D MDZ O fz i I E O] 59. 7 ng/ml, F
P8 8. 5 W], PSR - BERIHh#R T imAE (AUC) 5229 ng/ml » min, 1-OH MDZ (ZZIZ 4L
#J0.2 ng/ml, 28.8 B[], 330 ng/ml « min T 7=, CYP3A4 *1G D G/G DL 0.63 T, *1H D C/C
DOFEFEIF0.96, 16B D C/C DOHEFEIL0. 98, % 18B D T/T DHEEEL 0. 99, CYP3AS %3 0 G/G DHEFE 13 0. 60,
*5 D T/T OBAFEIL 0.99, UGT1A43k 1b @ C/C DHLIL 0. 98, 2 D C/C DHEPEIX 1.0, *3ax3b D T/T
DOBEIL0.79 ThoTe, SHRBIETIEREEWTREORIR, MAH D Ramsay % 4 MHEFFC & 72 B3
DIEENREDFRAT & A OB T2 OBIMR & HEFTHI AT 5.

SNPsfE#TIZ &S Allele type# B EEE (N=109)

Allele Frequency | Allele Frequency
e e (AB:JPN) in this study
*IG 20230G7A 152242480 025 0.366
*1H 26206C2A rs59715127 0.0z 0.037
*168 1860302 GIT1855) rs12121627 001 0.019
188 20070T>C(L293P) 1528371750 0.02 0.009
*3 6986A>Glsolicing defect) | rs776746 | 0.26 [ 0.404 |
| %5 | 12952T>Clsplicing defect) | re55065422 | [) | 0.009 |
[ UaTiae |
*1b 471C>T(C167Csilent] | rs2011404 001 0.018
*2 T0CHAP24T) rsB755571 0 [i]
*3a43b 142T>G (L4BV) 152011425 0125 0.211
*da(+4) 3IC>T(RTIW) 153892221 0012 Undetermined

UGT1A4 #4aDEERAERICRIZTREITFLHoTIVELAY, UGTIA4 =4aDSNPsDE
BEIZHIDSNPsAtBY, TO—T OB ELD DT, BB FESNPs SIS LT,

Genotype Frequency of CYP3A4,CYP3A5,and UCT1A1, N=109
CYP3A4
"G GIG GiA AA
63 % 36 % 1%
*1H cic CiA AA
96 % 4% 0
“16B cKe CiG GIG
98 % 2% o
*18B T TiC cic
99 % 1% 0
CYP3AS
T @ o AN
60 % 38 % 2%
5 T TiC ciC
490 % 1% 1]
UGT1A4
b CIC T T
98 % 2% 0
2 CIC CiA AA
100 % '] o
*3a. 30 T TG GIG
79 % 19 % 2%

(4) T2 & LT T RRNTEE AW T8 ISR B8 2B 5 B C RO BK]

Random Peptide Display Library (RPDL) & K[E| National Center for Biotechnology Information
(NCBI) @ Basic Local Alignment Search Tool (Blast) ¥ —F &l 7-fi##T (RPDL/BLAST %)
ZR, BRHERRRIE (W) (28T 2B RN A YRS B N — 7 OERNIRRE E1T o 12,
AE R IRAE (FM) F8FE 5 44 DIR A MAFIZITSEG U S5 A RRIMIE & (35 L7282V RPDL-E. coli 7 v —



YOanm=—)5 plasmid filifi L, DNA BB L0 7 X/ BEELAI 2 ZRE LT, f5FE LT Web
site-BLAST #i3& % H\ /= MERIBC A O Rt Tl CDP-diacylglycerol synthase (phosphatidate
cytidylyltransferase) 1 (CDS1) EMEENDEAIMEM E L TEMN-T=, CDSI X G ¥ 23y B
BARD TUIAAE L. M, Vs T AREHEICED > TV LR TH D, CDS1 238 FM DFIA] -
JRIEIZE DL I I > TV DA MNIZOWTHER D ENLETH D,

(5) BHANREDIEFEZ RO M LIC$ 2058

ENLEERERI TR o 2 —E BRI 222 L, FIRE X VIRE EAT OEGBLETH S &
W ST BRI IR A S L, AT FRE 24T o 70, i L7 BRI, B AR STAT (State-Trait
Anxiety Inventory) . H AKK BAQ (Body Awareness Questionnaire) .V 7 v 7 Ak VAS (Visual Analogue
Scale) Tdh o7z, AT HREIT, FREH L BE O 15 1 CHREGADICIEN L, B 00 T-15 50K 8 R miaE %
Y= T 7 4« HAZITEER LT, ATHEREEHUE, RAI8El (2@EMIZ 1 ED42A1H]) & L7,
AT FEEAEC TRE (58 EIH) 1T, kit & FEROEMM A B L7z, FFRICHE LB & x5
& L. AT AkERE 16 4. TWTRE 14 £ D 29 4 DT — 2 R BT,

FP AT ks L7z 16 £ 20 RIC, HREREA~DRSEDERIZ L > TAT ZIRBRRD DEREF L
Too ZOREGE AT FREHE TREICIIAkGE L 72 16 4 2B 08 AT A% CORFFIRO EANH 0 Fikiy7e ) Z
77— a VRIRBHELITWER, 20O—FHT, AREENBIEREZ ORI ERBINY T v 7 A
FEMELS R o Te BB N2 Z ERA SN E e o7, IREBARZIE, AT BSBICKV REMET L7,

WA, AT 8 2 Wil U 7 BB ORI DWW TR LTz, 2 OFER AT ATt O B EIR O ZELIZ DV T,
AT FEERNEIRE (TR RE & RITRE CH B R 1T o 7228, AT 538 3 [ Tl AT FITEEDIE 5 23 AT
HERERE L 0 A BICSBIRZELA NS o T, MBEWHOIERY 727t —2 a VHIRORKE INZ
DD AT 3 OkFE BRI L T 5 FTREME DS RIE S vz,

UEXY, BERERA~OKDEOZEENEBMNY 7 v 7 A% AR TEX 50089 NI 5O BEN &
B L. AT B ORGIITHE OO F KN Y 7 72— a VHIROKE SICEERSH D Z L BRIE
ENdz, HREENBIRBEORDICEBNY 7 v 7 AORENR TR0 BENOTRERIE, AT 28
5L AHEMRISEE A X 2 2 LIk o T, ZNETHWIER E L TRIE L T2 8EEZ, DOREEL
LCHEHET DL IRt B 2 b,
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Abstract :

(1) [Study for Investigating the Actual Condition and Influence of Mineral Deficiency

in Breastfed Infants]

Data in 91 newborn babies were analyzed. Serum selenium level was lower in low-birth-weight
babies than in normal-weight babies. Serum selenium level was also lower in the mothers of
low-birth-weight babies. Serum selenium level was higher in umbilical cords than in the blood

of mothers. It suggests the involvement of active transport of zinc

(2) [Relationship Between Arteriosclerosis Obliterans and the Ratio of Serum Eicosapentaenoic
Acid to Arachidonic Acid]

A low ratio of serum eicosapentaenoic acid to arachidonic acid (EPA/AA) has been associated
with coronary artery disease. We retrospectively examined serum concentrations of
polyunsaturated fatty acids in patients with arteriosclerosis obliterans (ASO) and in
non—atherosclerotic patients. Patients with ASO were more likely to have a low EPA/AA ratio
and non—diabetic patients with ASO had a significantly reduced EPA/AA. The association of the

N-3 polyunsaturated fatty acids (PUFAs) eicosapentaenoic acid (EPA) and docosahexaenoic acid

Researchers [Z[&, DEABREFZELHT 5,



(DHA) with the development of atrial fibrillation (AF) is controversial. We retrospectively
examined serum PUFA levels in patients with AF and in non—AF patients. Japanese patients with

AF had a significantly lower concentration of serum DHA and AA compared to non—AF patients.

(3) [Clinical study for appropriate intravenous conscious sedation by use of midazolam (MDZ)
during the examination of bronchoscopy — Pharmacokinetics and single nucleotide polymorphisms
analysis]

According to our prospective clinical study, it is appropriate to maintain Ramsay sedation score
4 by use of MDZ during the examination of flexible bronchoscopy. We examined single nucleotide
polymorphisms (SNPs) of 9 metabolic enzymes on MDZ. We are now analyzing the relationship

between pharmacokinetics of MDZ and these SNPs.

(4) [Finding of the autoantibodies in patients with chronic pain using the random peptide display
library method]

We exhaustively searched epitopes that was immunoreactive for autoantibodies, disease—specific
for Fibromyalgia (FM) with random peptide display library (RPDL) method. We extracted the plasmid
that was reactive for mixed serum of 5 patients with FM, and not reactive for healthy adult’ s
serum as control, from the RPDL-E. coli clone’ s colony. And we searched the amino—acid sequence
from the DNA sequence. As a result of search for homo—sequence with Web site-BLAST (Basic Local
Alignment Search Tool), candidate protein was CDP-diacylglycerol synthase (phosphatidate
cytidylyltransferase) 1 (CDS1). CDS1 is an enzyme lies downstream of G—protein—coupled receptor,

associate with cell growth, calcium metabolism and so on.

(5) [A study about the improvement of the curative effect of autogenic training]

Researchers [Z[&, DEABREFZELHT 5,



In this research, it suggests that body awareness would be associated with subjective relaxation.
Tn addition, a daily practice of AT (Autogenic Training) would be related to physical relaxation
in the early period of exercise. It is also necessary to improve the instruction method for

patients who feel difficulty to aware physiological change by the AT.

Researchers [Z[&, DEABREFZELHT 5,



Kt

I [RERMAEREICHRSD
EXRERSE

H254F

EBEEE (2315113

MRFEERL EEDBERLFREEEDEBMIZET SH
FEREER BeF F

STHEAEES

(1) #E Eth

) k) {2 —ER

) T IfE—ER
)
)

BH RA|
A T



S EADES
1) BHERCBTIARRZOEEAELSLUZOHEITONTORE

20251 AN 52013F8 A ICHRHADFHERIBIMN ST —2EIFKEL ., SBHTL-. EHEREFERCEIEEEEREOHERICLEE
LTl BEMEL, £-BATOmMpEL Y EELEEICEMN -, BAMP LYESMETOERNEEATELOTINSS
EHFERREN , HENDREEN I E N HER SN A EER EL 1=,

(2) BAEMEIARELEETAAYRUbTUEEICEE T 5

DMERBETAOAYRUNIVH (EPA) DR ZRERAREZIZAEL-FER. FAZEMESAREILIE (ASO) EE TIIHEICMABEPA
EHLUVFIYAZTH IR (DHA)EAETLTL = (Table 1), 1=, (D EME (AF) BE TIZMEDHABEAEEZIZIETLTLV:
M. MBEPABIZIZEZFZEHLE M oT=(Table 2),

Table 1. Adjusted fatty acid concentrations Table 2. Adjusted geometric mean (95%CI) of each fatty acid according to AF
Fatty acid composition Control ASO p' AF (+) AF () P for
Dihomo-gamma-LA (20:3 n-6, jig/mL) difference’

Age and sex adjusted mean (95%CI) 342(27.2-41.2) 38.3(32.9-43.8) 037 DGLA®

Multivariate adjusted mean (95%CI)* 31.6(23.5-39.7) 40.0 (33.9-46.0) 0.14 Crude mean (95%CI) 29.6(26.7-32.7) 33.4(324-344) 0.02

* DM adjusted mean (95%CT)° 31.1(22.6-39.6) 403(340466) 013 Age and sex adjusted mean (95%CT) 30.9 (28.0-34.1) 33.2(323-34.3) 0.16

Arachidonic acid (20:4 -6, ug/mL) Multivariable adjusted mean (95%CT)* 30.9 (28.1-33.9) 332(323-34.2) 0.14
Age and sex adjusted mean (95%CI) 1825 (162.3-202.8)  173.8 (158.0-189.6)  0.52 +Mitral adjusted mean (95%CT) 31.6(28.7-34.7) 332(32.2:34.1) 0.32
Multivariate adjusted mean (95%CI)* 173.0 (149.9-196.1)  179.8 (162.5-1972)  0.67 AN
+ DM adjusted mean (95%CI)* 177.0 (153.2-200.9)  177.3 (159.5-195.0)  0.99 Crude mean (95%CT) 151.3 (141.0-162.4) 171.7 (168.0-175.5) 0.0008

Eicosapentacnoic acid (20:5 n-3, ug/mL) Age and sex adjusted mean (95%CT) 156.4 (146.1-167.5) 171.2 (167.6-174.8) 0.01
Age and sex adjusted mean (95%CI) 111.1 (87.4-134.8) 59.2 (40.6-77.8) 0.002 Multivariable adjusted mean (95%CT)* 156.9 (146.7-167.9) 0.02
Multivariate adjusted mean (95%CI) 1057 (78.2-133.3)  62.6 (41.9-83.3) 0.03 +Mitral adjusted mean (95%CT) 158.3 (147.8-169.6) 171.0 (167.5-174.6) 0.04
+ DM adjusted mean (95%CI)* 100.1 (71.7-1284)  66.2(452-873)  0.10 EPA?

Docosahexaenoic acid (22:6 -3, pg/mL) Crude mean (95%CI) 64.2(53.8-76.6) 715 (67.6-75.5) 0.26
Age and sex adjusted mean (95%CI) 1683 (144.8-191.8)  114.5(96.1-132.8)  0.001 Age and sex adjusted mean (95%CI) 63.4(53.2-75.6) 71.5 (67.8-75.5) 0.20
Multivariate adjusted mean (95%C1)’ 1632 (136.4-190.0) 1177 (97.6-137.8)  0.02 Multivariable adjusted mean (95%CT)* 64.1 (53.8-76.4) 715 (67.7-75.4) 0.25
+ DM adjusted mean (95%CI)* 154.8 (128.1-181.5)  123.1(103.2-142.9)  0.10 +Mitral adjusted mean (95%CT) 65.2(54.5-78.0) 71.4 (67.6-75.3) 035

EPA/AA DHA®
Age and sex adjusted mean (95%CI) 0.62 (0.48-0.76) 0.35 (0.24-0.46)  0.006 Crude mean (95%C1) 125.1 (113.2-138.3) 141.8 (137.5-146.3) 0.02
Multivariate adjusted mean (95%C1)’ 0.61 (0.45-0.77) 036(024-048) 003 Age and sex adjusted mean (95%CT) 125.3 (113.4-138.4) 141.8 (137.5-146.2) 0.02

DM adjusted mean (95%C1)* 0.57 (0.41-0.73) 039027-051)  0.12 Multivariable adjusted mean (95%CI)* 125.5 (113.7-138.6) 141.8 (137.5-146.2) 0.02

"analysis of covariance. “Adjusted for age, sex, smoking status (nonsmoker or 20 cigarettes smoking/day), *+Mitral adjusted mean (95%CT) 1269 (114.7-140.5) 1416 (137.4-146.0) 0.04

and alcohol drinking (nondrinker or habitual drinker). *Adjusted for age, sex, BMI, smoking status, alcohol EPA/AA

drinking and history of type 2 diabetes (yes or no). ASO: Arteriosclerosis obliterans Crude mean (95%Cl) 049 (0.40-0.58) 0.51(0.48-0.54) 0.70

Age and sex adjusted mean (95%Cl) 0.47 (0.38-0.56) 0.51 (0.48-0.54) 037
Multivariable adjusted mean (95%C1)* 0.47 (0.38-0.56) 0.51 (0.48-0.54) 0.44
+Mitral adjusted mean (95%CI) 0.48 (0.38-0.57) 0.51 (0.48-0.54) 0.50
DHA/AA
Crude mean (95%Cl) 0.88 (0.78-0.97) 0.88 (0.85-0.91) 091
Age and sex adjusted mean (95%CI) 0.85 (0.75-0.94) 0.89 (0.86-0.91) 042
Multivariable adjusted mean (95%C1)* 0.84(0.75-0.94) 0.89 (0.86-0.91) 0.40
+Mitral adjusted mean (95%CI) 0.85 (0.76-0.94) 0.88 (0.86-0.91) 0.49

' Analysis of covariance.
“Geometric means.

*Adjusted for age, sex, BMI, and history of diabetes, hypertension, or dyslipidemia (yes or no).

Researchers [Z[d. SMBHIRE%
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(3) Midazolam (MDZ)DEMEFRELZ DR BERDECFLZE DR
A1 104 A DMDZ{E A E HY1.65mg(1.0~2.2mg). #RE H DRamsayH3.5~4 5 F SN =B IVASH B EICRIFTHoT=

(p=0.04), ZEMEIRE/ NS A—E—DMDZD R B MAEEDTE59.7 ng/ml. FEHEFHIS SHEFRT . EH Mg EE - B TEiE
(AUC)5229 ng/ml*min, 1-OH MDZIZZF N Z N F10.2 ng/ml. 28.8F[H. 330 ng/ml*minT&Ho71=, CYP3A4 *1GDG/GDHEE(X0.63
T. * IHDC/CHHEEX0.96, * 16BOC/CHFEEIF0.98, * 18BDT/TMHEE(X0.99,CYP3A5 *3MDG/GDHEE(X0.60, *SDT/TDFEE
(£0.99, UGT1A4 * 1bODC/CDFEEE0.98, * 20D C/COFBREIX1.0, * 3a*3bDT/TOHEEIL0.79TH>T-. SR EGFIEMEEMINEE

DR, REP DRamsayZ 4 F TSHEEDEVBER OB GO EGF SR OBEFRERINICHENTT S,

SNPsfE#TIZ &S Allele type FE LLEE (N=109)

Allels Frequency | Allele Frequency

Effect SNP No. (AB:PN) in this study
*1G 20230G>A rs2242480 0.25 0.366
*1H 26206C>A rs58715127 0.02 0.037
*168 15603C>G(T1855) rs12721627 0.01 0.019
*188 20070T>CIL293P) rs28371759 0.02 0.009
*3 6986A>Glisplicing defect) rs176746 0.26 0.404
*5 12952T>Clsplicing defect) | rs55065422 0 0.009
*1b 471C»T(G157C silent) rs2011404 0.01 0.018

*2 T0CHA(P24T) rsf755571 o 1]

*3a,%3b 1427 (L4BY) rs2011425 0.125 0.211

#da(=4) JCTIRIIW) rs3882221 0012 Undetermined

UGT1A4 #4aD BERIEMIC R IFTRETEEB->TLELAL, UGT1A4 *4aMSNPsDif
BIRl@sNPsAtEY . TOo—TORHIHEEN-OT, AIEFESNP SR L.

Genotype Frequency of CYP3A4,CYP3A5,and UCT1A1, N=109

CYP3A4
= S R B o s |l B o ol ioe i el DA oo
8% 8% 1%
H oic cid AA
96 % 4% o
8 cic ciG GIG
............... P — e 5
8 T Tic cic
99 % 1% o
CYPIAS
3 GIG GlA AL
B0 % 38 % 2%
5 T TiC cic
99 % 1% o
UGT1A4
‘1o cic T T
98 % 2% o
B L ', - I L YT DO NA
00 % 0 o
42,30 T TG GIG
9% 19 % 2%
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(4) SUH LRTFRETEERVIERERBEBEICE TSR HADER

Random Peptide Display Library (RPDL)& K [E|National Center for Biotechnology Information (NCBI)@ Basic Local Alighment Search Tool
(Blast)F —F & A &> B =T (RPDL/BLASTIR) £ L), SR#EFHBE FM) ICE T AR EREMNLGEESRARIGEIE M T D
RHIRRZT o1, R HBREFM)BESROESMFICIERGL., % AxtiBMiE & (E R LARLRPDL-E.coli 7A—>M0A
Z—H\i5 plasmid L. DNA BE5 KU 72 /BRECHIZ4RFE L 1=, #ER EL TWeb site-BLASTAR R Z AL V- HERIEE 5 D 1R &3 TIXCDP-
diacylglycerol synthase (phosphatidate cytidylyltransferase) 1(CDS1) EFEIEN B E A I MEFHEEL TED 1=, CDSLIEIGAU /NI E HEZ
SEAROTRICHFEL. MEEE. LD LARBZEICEAHL>TLSERTH D, COSIAFMDIFEE FRREICED LS IZBEH-TL
MDDV TELGLIMEINDBETHD,

(5) BEIREDGEHRDOE LICET HHE

ARG E LI 158 AR R, BRBREADRSEQERICE->TATNERREEDHERI U, TOMR, ATHEEE T B (<134
GHLI-158 2 BAATRIR TOBERD ERAHY SARLIS I £—Sa  BRABEN TV, 20— HT. SABEAHE

1R BE LN T B Sy REME 1= F A= LRSI E o T, REREK &, ATEBIC LY L BAETFLE,

RIZ, ATREE R BB QRIS DOV TRE LTz, ZORBE. ATHIR O BEROEILIDONTIE, ATHEEAE I (i
U CEBAEIRGA 1A, ATHREIEH TIRATHIE O [E5 AATRE R LU L B BICR SR E AN, HEDHO
BIKIINS T E—2 AU MBDRESHZ DR OATEE ORGICBIEL TV AR ASRIES AT,

BE&Y, SHBEEADEIEQERNTHNUSVIREBETELNESMASNDEENHH L. ATHE OREGICITEHE
DEO SRS T £—L 2 MR DRSS EBEN DB ENREEN T, SEBEHNBBLEE QLM EHYS YRR

EATH BN -HRE, TEEELARBRMEEEZ 5L i T, TNECTHRERELTRBL TV EBEE, DO

BELLTEET 5452 hot-AlREE E R SN,

ATHEE DR IR C 112 (E . TR TE ARSI £—Las ROV BEISHLTIE, 25 THRNEBICHATEY
TELLEHE @RS, BEREROLARBLL) RBECHEEEZ NI,
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F—U—F AN, METE, B
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o 20124F 1 AM 5 2013 4E 8 AICYFeHAEDH AN 91 b T — 2 Z 8B L., f#fr L7,
o EHARERCIIERHAEREOFARICH L Tipt L U BEMEL . EREF oMb
LURE DA REICRN o T,
o BHMAMF X 0 IEEIM T COMmMIEENEE > TWD I & ARSI, M OREEIRE S HER X
NoHERE e odz,
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PRI DIRHE Tk, IREERR OEBMIZE 3 54
BRI M E

SRR ERREA,

PHZEMEBNIREELIE & = A 29 b= PRI BE3 2 Ailfa) S HFSE (25 D> & S

QAUFFERES DIERR & A Y0 b U ERICEET 51 A 1A X F5E)
SPRRTEE A R R

—U—F DIERE, oA 3 b g, BIREEUIE
WFFERR

EMEFELIE (AS0) BETIIARICMEE PAEBI O Rab~so i (DHA) ERMET
L TV 7= (Table 1),

T

DIMERBE A a2 b (EPA) OBRE®ZRARE ICHAE LR, M
i SCHEZ T )

E .
72hso 7= (Table 2),

LEME) (AF) BEATITIMEDHAMESAZEIIE T L TWE2, IJEE P AEICIZZEEZRD
(R SCBFa )



Table 1. Adjusted fatty acid concentrations

Fatty acid composition

Control

ABD

Table 2. Adjusted geometric mean (#3%C1) of each fatty acid according to AF

Dihomo-gamma-LA (20:3 n-6, pg/mL)
Age and sex adjusted mean (95%C1)
Multivariate adjusted mean Aauﬁ._n_u“

+ DM adjusted mean (95%C1)°

Arachidonic acid (20:4 n-6, pg'ml)

Age and sex adjusted mean (93%CT)
Multivariate adjusted mean (95%C1Y
+ DM adjusted mean (95%C1)°

Eicosapentaencic acid (20:5 n-3, pg/mL)
Apge and sex adjusted mean {95%CT)
Multivariate adjusted mean ___uu_ﬂ_n_u_u
+ M adjusted mean (95%C1)

Docosahexacnoic acid (22:6 n-3, pg'mL)
Age and sex adjusted mean {93%CT)
Multivariate adjusted mean (95%CIF
+ DM adjusted mean (95%C1)°

EFAAA
Age and sex adjusted mean (95%CT)
Multivariate adjusted mean (95%CIY
+ DM adjusted mean (95%C1)°

34.2(27.2-41.2)
31.6(23.5-39.7)
311 (22.6-39.6)

182.5(162.3-202.8)
173.0 (149.9-196.1)
177.0 (153.2-200.%)

1111 (87.4-134.8)
105.7 (78.2-133.3)
100.1 (71.7-128.4)

1683 (144.8-191.8)
163.2 (136.4-190.0)
1546 (128.1-151.5)

1162 (D.45-0.76)
61 {0.45-0.77)
0.57 (0.41-0.73)

38.3 (32,943 8)
40,0 (33.9-46.0)
40,3 (34.0-46.6)

1738 {158.0-189.6)
179.8 (162.5-197.2)
1773 (159.5-195.0)

50,2 {40.6-77.8)
626 (41.9-83.3)
56.2 (45.2-87.3}

114.5 (96.1-132.8)
117.7 (97.6-137.8)
123.1 (103.2-142.9)

.35 {0.24-0.46)
0.36 {0.24-0.48)
0.39 {0.27-0.51}

0.37
014
013

0.52
0.67
0.99

0.002
003
010

o.o01
o2
0.10

0.006
003
0.12

AF(H)

AF (=)

P for

difference’

_uhm.._ﬁu.u of covariance. ,.}&E.n_m for age, sex, smoking status (nonsmoker or 20 cigarettes smoking/day},
and alcohol drinking (nondrinker or habitual drinker}. d.}n._ usted for age, sex, BMI, smoking status, alechol

drnking and history of type 2 diabetes (yes or no). ASO: Arteniosclerosis obliterans.

DGLA
Crude mean (95%CI)
Ape and sex adjusted mean (95%CT)
Multivariable adjusted mean namﬁ__n._v.w
+Mitral adjusted mean (95%C1)
AAT
Crude mean {95%CT}
Ape and sex adjusted mean (95%CT)
Multivariable adjusted mean (93%CT) :
+Mitral adjusted mean (95%C1)
EPA’
Crude mean (95%CT)
Ape and sex edjusted mean (95%CT)
Multivariable adjusted mean {93%CT) !
+Mitral adjusted mean (95%C1)
DHA®
Crude mean (95%CT)
Ape and sex adjusted mean (95%CT)
Multivariable adjusted mean (95%CT) 3
+Mitral adjusted mean (95%0C1)
EPA/AA
Crude mean (95%CT)
Ape and sex adjusted mean (95%CT)
Multivariable adjusted mean {93%CT) !
+Mitral adjusted mean (95%6C1)
DHAMA
Crude mean (#5%CI)
Ape and sex adjusted mean ($5%CT)
Multivariable adjusted mean {(93%CT) 3
+Mitral adjusted mean (35%40C1)

' Analysis of covariance.

“GGeometric means.

._.P&nmﬁu for age, sex, BMI, and history of diabetes, hypertension, or dyslipidemia (yes or no).

20.6 (26.7-32.7)
30,9 (28.0-34.1)
30,9 (28.1-33.9)
316 (28.7-347)

ISLA(141.0-162.4)
156.4 (146.1-167.5)
156.9 (146.7-167.9)
1583 (147 8-169.6)

4.2 (53.6-76.6)
634 (53.2-756)
64.1 (53.8-76.4)
65.2 (54.5-78.0

IZ5.0(113.2-138.3)
IZE.3 (113.4-138.4)
IZ5.5 (113.7-1348.6)
I26.9 (114.7-140.5)

0,49 (0.40-0.58)
0,47 (0.36-0.56)
0,47 (0.38-0.56)
0.48 (0.38-0.5T)

0.88 (0.76-0.9T)
0.85 (0.75-0.94)
0.84 (0.75-0.94)
0.85 (0.76-0.94)

334 (32.4-34.4)
332 (32.3-34.3)
33.2(32.3-34.2)
332 (32.2-34.1)

1717 (168.0-175.5)
17L2 (167.6-1T74.8)
1ITLI(167.6-1T4.7)
1TLO(167.5-174.6)

71.5 (67.6-75.5)
71.5 (67.8-75.5)
71.5 (67.7-75.4)
71.4 (67.6-75.3)

141.B (137.5-146.3)
141L.B (137.5-146.2)
1418 (137.5-146.2)
1416 (137.4-146.0)

.51 (D.48-0.54)
0.51 (D.48-0.54)
0.51 (0.48-0.54)
0.51 (D.48-0.54)

0.88 (0.85-0.91)
089 (D.86-0.91)
089 (D.86-0.91}
058 (D.86-0.91)

0.0z
016
0.1z
0.3z

0.0008
0.01
0.0z
0.04

0.26
0.20
0.25
0.35

0.02
0.02
0.02
0.04

0.70
037
0.4z
0.50

0.91
042
0.40
0.49
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WFEARE 4 XX VT A (MDZ) MR EEENRE & F ORGSR OBE AR & OFfR
FAEMEE A iR ¥

fMEE A ATH S HE—RD

¥F—U—F XY 7 A, Ramsay #Hf A =27, CYP3A4, CYP3A5., UGT1A4

hFFE % R :

[BM] K& ZERERFCMZ Z25ECHEA L, Bl T2 LG8 0 Ak ae i
52 ExBME LIZWFEICBEE LT MDZ OFEMBHRE T X — X — L ZORPPFHEROBIZ 75
RORELR, BIRIER, BIKRE L CORBEROBLE TR OBEG, SEFERE & 2O
R DB ZROBMREZTIRD Z ENEKHR B TH S, I XY T AEEEE DL
RO AIREME D & DR OBIZ T2 L I ¥V T AOIRYERE L OBHROMRETT 21T 5 728
2. ZOEFRERBRICEREGE SN 110 Bl 2 & T AEEFRHEE OB ERICERD 2 LHEE &
NI OB E 2 2~ T,

[J71£] 2008 459 H 205 2011 4F 12 A £ TICRE XEO FIMRA 217 5 BE Tl kg L UE 4 i
7o LT BB EREL 106 NEBEk L, AFt 4 ADRREE TH o T2 EERE & ERRED H 6
DIV T, MDZ 0. 03mg/kg Z 8715 L, MDZ OMA P O fTENHE & A FEFSR L Ransay $45H A
27 (Ramsay) a7z, F7o. MERICER-CALICEET 2 E KA % Visual Analog
Scale (VAS) TITW, HRANZIE U5 F EFR E L. MDZ M SR 57— 2 o411
BEDOIMIET DI Z Y 5 2R OFOREY (1-0H 1K, 4-0H 1K, & ZDEHAIK) % HPLC £ 7=
1% LC-MS £ THRIE L7z, MDZ OREHTEER ORISR OfiEMTIX TagManR Drug Metabolism
Genotyping Assays & Custom TagManR SNP Genotyping Assays TH#T L. CYP3A4 3 1G, * 1H,
%k 16B, *k18B, CYP3A5%3, %5, 33 JLUNUGT1A4 %k 1b, 2, >k 3a*3b, 9 {H D SNP OFEHT 24T > 7=,
[#55] @& 5] 104 A MDZ ff &3 1. 65mg (1. 0~2. 2mg) . ## H1 D Ramsay 3 3. 5~4.5 |
HEFF SNUTERFIZ VAS A RICRAF Th o 72 (p=0. 04), IEWENRE /X T A — & — D MDZ D I
HRIRBE D) 59, Tng/ml, XA 8. 5 R, XM AR B - il dhAR TrofE (AUC) 5229
ng/ml *min, 1-OHMDZ {ZZF N F N4 0. 2 ng/ml ., 28. 8 REfH]. 330 ng/ml *min Td - 7=, CYP3A4
*1G D G/G OFEFEIL 0.63 T, *1H D C/C DIEEIL 0.96, % 16B D C/C DFEEIE 0. 98, % 18B
D T/T OFEEIE 0. 99, CYP3AS *3 D G/G DOHFEIX 0. 60, *5 D T/T OHFEEIX 0.99, UGT1A4% 1b
D C/C DEESEIT 0.98, k2 D C/C DEESEIL 1.0, k3a*3b D T/T DML 0.79 ThH o7~
[Fhim] 5% BETIERE EDEEORIR, MAF O Ramsay % 4 D3HERFC & 72 BF O3 H)
REDFRAT & & DY BIS T2 OBMR & HaHIZ T4 %,

WrIER RS L ORRFRS R HR RS
AR T R &SRB RE O BIUR YT IS B AR RN RS 2% O BIRE R IR E TIE,

FraF S SRR (S RHEE L
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RS 0 T U F LRI T MR R BV BEERRE TR T 5 B EHiik 0Bk
FAERIFEES BB T

SAFSEE A I B

F—U—F BN, BUERRE, T X AT T RTE

WFFERC R

Random Peptide Display Library (RPDL) & >K[E National Center for Biotechnology Information
(NCBI) @ Basic Local Alignment Search Tool (Blast) ¥ —F % #7574 (RPDL/BLAST i%)
Z A BUERIRAE  (FM) (Z361) 2 R A7 B CHURSUGIE T & b — 7 OfRIITRR 21T > T2,
MRHEFAE (FM) 83 5 4 OIRA MIFIZITBOE U, S AR BULTE & 13508 L7 RPDL-E. coli 7 11—
YOau=—5 plasmid filifi L, DNA BLAIL D 7 X/ BRECHIZ PR L7z, MR & LT Web
site-BLAST ¥aZ8 & 7= FH[RIBC A O Mt Tl CDP-diacylglycerol synthase (phosphatidate
cytidylyltransferase) 1 (CDS1) & PEZILAEHAMMEM E L TN -7=, CDS1 1% 6 & 7 BG4t
BRO TRICAAE L, MR, LoD AMUGHEICRED > TV HEER TH D, CDS1 25 FM DYFEE - 9
RBRIZED LIS TV DD OWTHER DNV ETH D,
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D BIROIERFE 1, PRAEERR OEBIZE T HHFTE 8
D HER TE

DR FHRIL

C BHFIRE, BRRREA~OKSE ., IGRR

: HHEFIHE ((Autogenic Training LA, AT) 1%, V77— a U fiko¥E %

I U CABRBERE D [a118 A 90 HRE C L D H EF O RIBEEIEDO —>Th 5,
SEATHFSETIE, AT Zflfi L CTIT O Z & I2 Lo T, LEAESBERE DU, K OBk

BinMett S o Z EARIRETWD (KE DL, 2011, BAH5,2011) , Ll L&

SR TILOH B DOELRPE T AT IR OEBELHIR I N0 | BRICRNER

WERDELT == TR TCE RN 0 5720, AT EGRTIZHE 2 1

Wrd 2 BE b7 < T, FEFER A HULITFEIRAY 72 A 2 Z VL 2D fHLI A58

CROOLNTWAITAEICE T, A ML ARHLEE LT AT 2837 %E X HE T

HY ., AT HEOFWREERS T5 2 L1, ERD A F VA~V AFRH AT 5T

LHDEEZD,

Z ZCARMFE T, A D RER DR OBLE I HEERECIIT 5 AT O9R %
FEAM L. AT #E ORI OV TRFT 22 2B E Lic, £7. FERER~OK
SEOERIZL > TAT ZRNER D008 9 Da et L, WIC AT #0842 il L7248
FHOFBIZOWTIRET LTz, Zeds, AIFEIE, Yt ¥ —DmBEEBERDERBEHET
e L7z OKRBE— 829) .

E S EERERIEE o 2 —E R DRNE 222 L, FIRE L 0 iaE B AT ©
BRPMLETH D L S - BFICEMEE I M L, AT 841772, AL
BRI, BAAR STAI (State-Trait Anxiety Inventory) . HAA BAQ (Body
Awareness Questionnaire) ., U 7 v 7 AL VAS (Visual Analogue Scale) THh >
7o AT HEEI, FREH LB O 1% 1 THEGAYICIEM L, 5] 0O 1550 5 d 2R ik
A —FT T 7 4« DATIZEER LTz, AT fERFT, JRAI8E (2 1 (A
D4pAM) L Uiz, ATHEK TR (B 8FIH) 2. L5t & RO E M2
i U7z, AFFEICTRIE LT BE 2ot s L, AT fkfelt 15 44, HIErE 14 44 0 29
HLDT =BG HNT,

FT AT fkfcAa L7z 16 L2 HRIT, HERER~DOKDOE DAERIZI > TAT 2R
MBI DONERET LTz, ZORER, AT fREK TRHIZITMHEE L7 15 4 2B AT
Ait: CORERD EH23H 0 HEKRR Y 7 78— a VIIRPE LI TV, £ D
— 5 T HRERDBEURRBEORNIEB) T v 7 AEPMMELS Ro BRI Z
EMHL N E o Tz, REERZZIE, AT BRICEV 2EMET L7,

WIZ, AT #8 % hl L7 BB ORHBIZOW TG LTz, £ OREE,. AT i DR
JEIRDZEALIZ DOV T, AT F538 0] [BIRF I Z I ARRERE & RIWTRE O B 2R 2T o 7o A3,
AT 535 3 [ Tlx AT FWEEDIE 5 28 AT MkfekE L 0 b BICEFIRZA/ N S
STz, MEVOH R Y T 7 —2 3 VEAIROKRE SIRZDHD AT #E Ok
B L TV D AlReME A RI2 S Tz,

UEXY HEEFR~OKSEOERNTBNY 7 v 7 ZAEARTE 50 E 9 M
IS NOBENH D Z & AT #E ORKGEC ITE ORI Z 72— a %)



FORESICHEERH D 2 & WRE Sz, BRI S BUR 2 B O =B Y
T v ADTRER TN HENOTAERIL, AT 2738715 L AHhisrE 2 2 5 2 &
WX T, ZNETHEIER E LTS L TWeEEZ, LOEMEE L THEET 5 X
oo REME D B X bivTe,

AT W8 Ol 2B < 72012, MEEYIBEE CHERNY 77— a v &2HBbh
S WVERFICH LT, £ 9 TROLBEICHARATE Y TEARLEHEE @S0, A
AMRRO L a2 &) BDREIZRD EB 2 6T,

71 A Sk

KHEEGT - A)IEE « BAINEEOENFREORHEBIZ DWW TR E A B
EDONRIFR O H—, BEFNIFISE, 31 (2) , 14-23, 2011.

FAE S, - A RPE © URHZ T D BAINEIC OV T ¢ Folt 5 R0 229 FlOk
i, BHEEIEEgE, 31 (2) |, 279, 2011.
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