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DIEEEEEORWMAN =AM OV THRFILTZ, 457 oy METORER., Sodl KO DT
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VIV BIE TOBELEEE, 4D
SDS-PAGE 7' NVZT7FAL, BRIkEI%E
BRSEUT-, BRIKENE T 1. oL 7cF
IBEI VRO T nyT 4 EREEA
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DIBETHD MDA BLT hydroxyalkenal
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WERE PCR JEIZEYD., TN ENDOSTUAD
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72Tz (B 3), ZDFERMD. Sodl KO 3
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WRELER SR T EEARATHY, FORERECIIES OMRE, £46oFRBELTWDS. &
B BT A AEGS T EEET 3 OIBERRETIC L 2B B FSIUMBT 21T o 7. MEIEFIX
B S N P F— & ~— 2 (J6-SNP) [Z BRI D 1, 536 Bl OEFEEIRGICH Y, BT 1101, T
FERIT 80 ZHTHD. MEIR, ERBNR, KEMREET 10 M OMRTELEZ AIRAICHERRICE
LTz, 55 L 72 b —HES R (SNP) IZREMEY A b A VD 44 RABEERETF, 67SNP ThHD. &
BREIDT LVBEEED 5%LL D SNP X 26 &IGF, 38SNP Rodolc. 7 LVEE TR S & AGT, ADRB3,
CYP1A1, ELN, eNOS, FRa, IL10, IL1B, MCP-1, MPO, p22phox, p53, TNFa ® 12IRInF THEZR SNP
NEESHEZ. Z05H 2 FUEOME TEEENHDIL CYPIAL, TNFa THY, TOMTII 1
DL TEE THoT-. BIESIRTIZ ADRB3, TNFa TEE Tho7. KEIMRTIL NS BHEETH
7. 8 MBOYRBLEDER #IFE L 35 L, MCP-1 THEZ (p<0. 05) B bhie. Ubhrb, &
LU EREETFOFT, BRELE L ABECEEND 5 BRETSEEBETE . SERORN TR~
PRIELE-BEFESUREICEEN, L I DEHEID D DI, MEFATORE, BELLERTFO

SNP fEHT, T aFA TIEFBLETHD.
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5. BlHE RO R EEARE TIBRREIR
BEAGIE DR E IXEIRRIC X 0 B o TV 528, I
& HTHEIT L, 90 BRIz Kb 5 (|1, 8,
9). £ BIIRRIC X BARMEE, mILE, BERA,
B L W T ERRFDOREENRRERRDZ LD
HEALTWS (14). —F, WIREINRIEALAE LR
#, W, ER) L Vo AR & ERITRRERP
RAECEE L, £ ORBERAIITEZEL < DHIRE,
EHESFREELTWS. 5EH, WRENREE{LE
RECHML BETIERLFERET DI
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BT SEEBE LTI L

B. BIRAE
RHEBIEFTEER S NPT — & ~— X (JG-SNP)
\CEERE A 1, 536 FIOERFIRFITH D @2, 7,
10). Bickbix 1.1:1, EHERITI 0 RTHD.
RMEIAR, TEIRTHAR, S8 BINR (RRZEEMAR, €4 T8
fR, REOAR, MEHAR, LRBREEIR, HRAEEBIR,
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D 44 FEBEREE{ET, 67SNP Th 5. SNP MR

LightTyper (Roche Diagnostics) & RVNTIT-o7=.

(fmERmEm~DELE)
EERROKESIIHRFCEREL VB TEY,
G 2 EEMBICHAWD Z L IXREESRE
BIZESWTWS, AHEETIT BEFRERZE
CEFWRICERT S FEHARLTHS. £
FRHEANER Y v & —, TRERERKRER S
DHBERSITBOTARRORHE L/ TNS.
BGT SRRV CLERTRES LES
THRIEZEHERL, BRFEER, BETEAER
AT OBREEOTTHDTT —F B3HE
ENBEABROBHBRNL S RRKBOE 1%
1To T3,

C. HRHER

BREDT L IVEEEED 5%8L D SNP i 26 BIEF,
38SNP R-Dhr-7-. 38SNP M1 Angiotensinogen
(AGT), CCR2, TNF «-308G/A X Hardy-Weinberg
ST & ToBE L TV, £ DA SNP iE HW
RS TN, BRRTEILE L ERT LA &R
BFRRBEL R TRIEFEI% Table 1 IART.

AGT, f 3-adrenergic receptor (ADRB3), CYP1Al,
Elastin (ELN), eNOS (NOS3), ERa (ESR1), IL10,
IL18, MCP-1 (CCL2), MPO, p22phox (CYBA), p53,

NFa® 12 BEFTHERSN AEEShZ. Z

DHL 2 AU EOMECHEEENHIEOX
CYPIAL, TNFa THY, TOMTIL 1 MEDHT
BETho7. BMEBIKTIL B 3-adrenergic
receptor, INFa CHE Tho7z. MEIIR, =R
IR THER SNP TR 2D baho e, MBIk
“Ci¥ Adiponectin (ACDC), eNOS, TGF B3, XRCCl
T, ERBIRCid MCP-1 T M (p<0. 1) ZFR ¥ 7z.

KERTIL eNOS BHEEThH o7, PAI ZfEiE L

T % & MCP-1 THEZE(p<0.05), eNOS, ERa,

PON-1, TNF o TR (p<0. DB BNz, Fi=
SNP fEATIBTR T INF o O 7 1 & — & —4FHD SNP
WZRESRERE STV RV SNP, -856GOA NTEFEL,
LightTyper {2 & 0, —EIZEHE L7 2 A FTD SNP
FEAT I FTRE T oo o (#3).

D. EE

AREHZ & VR E L FRICEEN H 58
BFERE W OB CE . STARAIT A A
TERIBTZIMEITBVTRR Lz (#12, 13). PAI
BB L Lich, 250 n&BIcHE L - BETS
Bl LT MCP-1 BREIE &z, MCP-1 X EEkiEE
RFTHY, ZORIEFLEN MCP-1 DEREE,
mEBEICHEBTsZERNMbNTEY,
Framingham BFZRIZ 33V T MCP-1 S8 b L FHEE
EORMICEFELRBERRESR TV S
(Circulation, 2005). ¥7=BIRARIZFFA et
SNP b [FE &Nz, Fox DRIE LICBEFERN
HIZBENE Y DEFEID DD, fhofH
TORE, BHE L7 BETF O SNPEHT, ~"Tr¥
A TR METHS.

¥ 7 RENIRTELIE O BAS TS BURAT LISHS, &
Bl D35 T b DIREMENEF & VT, RISLIRE
DAL E & COMT 23, IMFEHENA—F 2V K/
& a-synuclein 28, KEGIRAE L pb3 ZRIDME
CHEZBEZEO®RE L H4, 5 11).

R R EAREE B DR R E &I OV TR
BTV, BIETSZEMEORN G (FI 20, M,
DIERDIEAR) L LTHERTEA L 512 L),

E. f&5

44 SRRENARFE (L AE B R ISF D 67SNP Z VT
SR EDRE L AE 0D BRIELARAT 4T o 7o, MR ITHE
HEANERE L ¥ —0 1586 EFREMEEIES T
H 5. BRHEMHTIZ X 0 R OEIRDIIRE IRTEL



ELBETLREFSEEZRET S I L RHkK
7o. ¥5IZ CYPIAL, TNFa, eNOS, MCP-1 ASH 17

BRBEFEELDNI.
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Table 1. Significant correlations between the atherosclerotic degrees of the arterial system

and SNPs of the candidate genes

Carotid External| Femoral Coronary|Cerebral
Gene name SNP A S.M.A. | Aorta [iliac A. A P.A. T, A A
ADRB3 T45G 0.046 | 0.174 0. 42 0.802 | 0.796 | 0.288 | 0.761 | 0.934
AGT Met235Thr 0.786 | 0.035 | 0.231 | 0,303 | 0.948 | 0.453 | 0.441 | 0.311
CCL2 —-2076A/T 0.3 0.615 | 0.093 | 0.437 | 0.142 | 0.033 | 0.083 | 0.871
CYBA His727Tyr 0.413 | 0.706 | 0.733 | 0.335 | 0.019 | 0.236 | 0.51b | 0.556
CYP1A1 11e462Val 0.357 | 0.036 | 0.316 | 0.399 0.18 0.209 | 0.476 | 0.949
ELN Gly422Ser 0.55 0.003 | 0.355 | 0.973 | 0.108 | 0.147 | 0.868 | 0.641
ESR1 T392C S10S | 0.905 | 0.047 | 0.374 | 0.132 | 0.148 | 0.065 | 0.883 | 0.0b4
IL10 ~1082G/A 0.418 | 0.312 | 0.456 | 0.024 | 0.367 | 0.865 | 0.411 | 0.788
IL10 -819T/C 0.603 | 0.481 | 0.154 | 0.035 0. 06 0.6 0.381 | 0.852
IL10 ~592A/C 0.631 | 0.615 | 0.189 | 0.032 | 0.072 | 0.598 | 0.302 | 0.787
MPO -463G/A 0.052 | 0.093 | 0.756 | 0.007 | 0.239 | 0.332 | 0.645 | 0.924
NOS3 ~786T/C 0.819 0.25 0. 005 0. 26 0.121 | 0.092 | 0.647 | 0.365
NOS3 -922A/G 0.814 | 0.236 | 0.006 0.27 0.12 0.091 | 0.575 | 0.329
TNF -308G/A 0. 045 0.19 0.62 0,151 | 0.031 | 0.158 | 0.247 | 0.319
TNF -863C/A 0.031 | 0.306 | 0.619 | 0.185 0.24 0,077 | 0.518 | 0.926
TNF -1031T/C 0.017 0.17 0.877 | 0.117 | 0.033 | 0.071 0.15 0. 382
TP53 Arg698Thr 0.621 | 0.295 | 0.081 | 0.044 | 0.199 | 0.407 0.55 0.71

The p—values less than 0. 05 are shown in boldface. The results of subclavian, splenic, and commen

iliac arteries are omitted.

S.M. A., Superior mesenteric artery; P.A.I., Pathological atherosclerotic index

G. HRER

L RXFER

#1. Sawabe M, Arai T, Kasahara I, Hamamatsu A,
Esaki Y, Nakahara K, Harada K, Chida K,
Yamanouchi H, Ozawa T, Takubo K, Murayama
S, Tanaka N. Sustained progression and

loss of the gender-related difference in

#2.

atherosclerosis in the very old: A

pathological study of 1,074 consecutive

autopsy cases.

press).

Atherosclerosis.

(in

Sawabe M, Arai T, Kasahara I, Esaki Y,

Nakahara K, Hosoi T, Orimo H, Takubo K,

Murayama'S, Tanaka N. Developments of




#3.

#4.

#5.

#6.

#7.

#8.

geriatric autopsy database and
Internet—based database of Japanese
single nucleotide polymorphisms for
geriatric research (JG-SNP). Mech Ageing
Dev 125(8) :547-52, 2004,

Song Y, Araki J, Zhang L, Froehlich T,
Sawabe M, Arai T, Shirasawa T, Muramatsu
M.. Haplotyping of TNFalpha gene promoter
using melting temperature analysis:
detection of a novel -856(G/A) mutation.
Tissue Antigens. 66(4). 284-~90. 2005
Suzuki M, Mamun MR, Hara K, Ozeki T, Yamada
Y, Kadowaki T, Honda H, Yanagihara Y, Ito
YM, Kameyama S, Ohta N, Hosoi T, Arai T,
Sawabe M, Takeuchi T, Takahashi S,
Kitamura T. The Vallb8Met polymorphism of
the catechol-O-methyltransferase gene is
associated with the PSA-progression—free
survival in prostate cancer patients
treated with estramustine phosphate., Eur
Urol. 48(5). 752-9. 2005

Mizuta I, Satake W, Nakabayashi Y, Ito C,
Suzuki S, Momose Y, Nagai Y, Oka A, Inoko
H, Fukae J, Saito Y, Sawabe M, Murayama S,
Yamamoto M, Hattori N, Murata M, Toda T.
Multiple candidate gene analysis
identifies alpha—-synuclein as a
susceptibility gene for sporadic
Parkinson’ s disease. HumMol Genet. 15(7).
1151-8. 2006

Sawabe M, Saito M, Naka M, Kasahara I,
Saito Y, Arai T, Hamamatsu A, Shirasawa T.
Standard organ weights among elderly
Japanese who died in the hospital,
including 50 centenarians. Pathology
International. (in press).

FIOTTE]. EER L BETFLE. Emergency
Care 18: 10-19, 2005

FOOER], /NEFISB. Fim, MR, AL
I BIREE L DI, & U =4 33(1): 7-13,
2006

2. BoRRK

#9.

#10.

#11.

#12.

#13.

#14.

Sawabe M, Hamamatsu A, Harada K, Chida K,
Nakahara K, Ozawa T, Sustained progression
and loss of gender-related difference in
atherosclerosis in the very old: a
pathological study of 1, 074 autopsy cases,
5% 69 [H] B AR F& (BEK) , 2005. 3. 20.
PO IEE], SR —BR, B E 4, BARIES,
LR, TRERAREES & 5 & LIcBIBF
HHT —F N—R (BERR SNP T —F ~N—X,
JG-SNP) DA »Z—3vy AR, H94EA
FREF RS (BK), 2005 4. 16.
FHELE, RiOxF, MFFZ, FRE—,
GIRWEAER, R—ER, ARWF, BARNE
&, mEE IR 5 KBIRE L pb3 =2 P
72 BiaFEE & OB, 5547 B B AEFE
%24 (BIX), 2005.6. 16,
Oda K, Sawabe M, Tanaka N, Shirasawa T,
Muramatsu M, The Associations between the
Genetic Polymorphisms of Pro— and
Anti-inflammatory Chemokine/Cytokines
and the Atherosclerotic Degrees in the
Japanese Elderly, % 70 [B]H AERI#RFS
(&), 2006.3.24.
Sawabe M, Oda K, Muramatsu M, Tanaka N,
Shirasawa T, The Contributions of the
Candidate Genes to Atherosclerosis are
Not Uniform among the Arterial Systems,
85 70 B R AERABFS (B HR), 2006. 3. 24.
Naito T, Sawabe M, Hamamatsu A, Harada K,
Chida K, Muramatsu M, Ozawa T, The
Correlation between Serum Lipid Levels
and Atherosclerotic Degrees is Different
in Each Arterial System, £ 70 [B B &MER
B¥s (BEE), 2008. 3. 26.

H. HAMEDHRE « BRI
1. HFEFEAS
L
2. RRAFERE
7L
3. =D
Bz L.



EEZBREFHREMIDE (REFFREGMAER)
SRR E

A E I LE R BE T BT DL TMFT
SHERE FH BE RHEHEAERECS— - BEARERER

MAEEE

(B8] ML & b IcEMEEOR AR IIBEEHEMICENTsZ B8 mbh T8, B
. KB, MENRAER, RBRAEHOSWENREE THD, AHATIIREHE ICSWVIHELE
(BN, 8. F2EBE. RBE) KEBL. Ihb0EBERAEICKIT IBIETFEE
DOEEFBALNCTHIZEEZERNE TS,

[HiE] WSERE DEGESIB 1536/ (B 826k, 7106, S RIE80m., H746—104
) N&IC, FEESREOICER, H2EBE. KIBELERTEREDES - HiAL, 4
BET (66—HESR) | BRRBRET—& (K{EEL LT, BER, SKEREET) ZHE
FERICHENT LT,

[BR] BE L EEOL LN EBEFLE I Tumor necrosis factor o (INFe, -1031) | Tr
ans—-formoing growth factor B1 (TGFB 1) . Estrogen recepter o. adiponectin (G276
NTHY., FOA YRt (A4 F—T VADOHFELE) 13IZhEhl. 51, 1.55, 0.65, 1.89T
Hote (WTFHBHK0.05) . +IBEE L BEEDD DB FiLendothelial nitric oxide s
ynthetase (eNOS, -786&-922) C, A v Athi39.20CH o7z (X0.05) , EMELEEDH
2 Y& EFIImethylenetetra-hydrofolate reductase (MTHFR) TdHh bV, A XLhiX 0.27TH
o7 (P=0.001) , BEE., BEELEBEOHLBHEFLIEITIRE SN2 T,

(3R] BEYWEORBNCEE T sBER-CEERERICEET 2 BETO—HESLA L BEO
BHEICOWTEEETHERH D, LrL, BE LB TUILRERTER L BBERD
LT AWML L OBEMRIIED bRk, —F., BRENLERE L BEEOCLALNEE
BFIERE, SNVEZRE, ERABEBERCEETILOTHY, BMEBE. +EH
. EREOSRAERTITEESE L B3 RENRR SN, £, REE. HEIEICEE
TAHBRBBFLZHIRHENT, =V FT 4 v 7 RBEZPCRERFOBENPRENLD &

R XhE,

A. BFEEM

s & & b 12 MR oD 36 A R TIEH S S T 1
sz enmbnTiYy., BE. KBPE. gn
RAER BAEBOSZSWEWHEETHD, FAHFROE
72 BRI, EREEEE (REE. BB, 2%
IBE. RIBE) OREICRITS, BEFSAEOES
ERLNNCTHZLTH S,

B. ®F3EHIE

HIREE ANEREE ¥ —T199541 § —200353 A
D82 H Bz B Eni-153641 (FEH:s2ef), ik
71041, £EEHPRIES0RE, 46— 1045%) XH;:E L
7

B, RIBEICE L Cid., FEARFICZETT
XREORIRE, K& &, BATMERER L.
BLEFRRICE LT, SRR L 72 B>
LDNAZHHHH L. LightTyperic & VW —HEEETFS
A (SNP) Z#HH U7z, BELE—EEE TSR
. YA bAA v RERTF. AVEVZEE, KR

10

HilEsR. (EERBRICEET 5448/ET (66 SNPs)
THBH,
WRESERVRATIE, BERRET — X (KIEEE LT,
MUERE. BKIERE AT L BETFERESER VAT
4 v JHEAT U, fBATIC 7z 0 SR, M, BUE, K
WECHEL, PCO.BGEERLHE L,
(HEE~DOERE) TR EEFRICERT2ICY
0 CEENDLEmMCCAELE -, EIAME
TEFEHEAERYE ¥ —HBEESTERRINE,

C. kR

1) EMEEOHBREE 15365 0FReI0 5 b,
HEMEE A AT 5 DX BEM62%, K55% Th ok,
FERINC A RERAR 1R, 205h, &
EEE18H (1.2%) . BE17T06) (11.1%) . +=%
AEEETHE (0.5%) . #EEEE10651 (6.9%) . EGE
3561 (2.3%) ThHhoT=,

2) BEEFERIOMEN | BTSSR OENTIE1499
BUCHBETH Y . BEEDOLON-BETFESRORK



BE2R1ITT, 2NODOF—FIZHUE, fE, &
B CTHEBEEADETHD, BERE. BHEBICBELT
HBEFZAIC L2 ZRIIRO o Tz,

B Egw3licH -BmE

100

80

60
40
20

60-69 70-79 80-89

EEB ()

90-99  100-

% 1HILEE L BEOD bLBET & 20 y Xt

&g | &7 OR 95%1C PlE

=E TNF  (-1031) 1.51 | 1.03-2.2 |0.03
TGF 8 1 1.55 | 1 7

ER & 0.65 | 1,02-2.3 | 0.04
Adiponectin(G27 | 1.89 | 8 2

6T) 0.45-1.9 | 0.02
5 7

1.29-2.7 10.00
4 1

B | MTHFR 0.27 10.12-0.6 | 0.00
0 1

BFE | eNOS (-789) 9.20 | 1,31-64. |0.02
eNOS (-922) 9.20 | b4 6

1.31-64. | 0.02
47 5

OR, Fv Xt (A F—TLADEFESELRT) ;
95%IC, 95%{EFEX M

TNF @, tumor necrosis factor a; TGFB I, transformi

ng growth factor fB1; ERa, estrogen receptor a; MIHF

R, methylenetetrahydrofolate reductase; NOS, endotheli
al nitiric oxide synthetase

D. B

BERYEORJCEET 2BEDEETTHS
cytochrome P450 2E1 (CYP2El), glutathione S—tr
ans—ferase (GST M1)X°, BEEREEDOEETT
I HXRCC1 (Argl94Try), pb3 codon 72 (C/G) D—
HELZR L EBOBEBEIC OWTREES TRENDH S,
IS OB IIRBR B OB AT L2105
UEBEETHD, mpEHICRBW I ERERTS
B & B EOHEEE & ORBEM TR bivied
o7, —H. BREEERLBECL LNERR
FIIRE, RNVECZRE, ERABHERICEET
2Lb0THY, mMETE. TEBE. EREX
BEZLBRRDZLIRBRINE, £, BEE.

11

EREICEAET 2 BETFESEIIAHINT, BT
ZE OSSRV EHER S ND, BREBEEOR
AZBLT, B4 XBEFOAF MDY
T RXT 4 v I RBEREOEMERALNICILTREY, #
BECRBWTHEEETFSEOEE LY, PR
T4 v I RBRRCBERTFOBERKE NI LR
wmahi,

Y= 2A
E. %

A BRI BT 2 B I & CHE
WZOWTHE SNEBERTFLRIELRIERFTH-
7. mknE OBMEIERITEESR & B3 BRFER
BRTOT, TOREBFOEET B ETFLER
HAREMENB L OND, iz, BE, Tra—i,
REREORERFORBLZTROTVRER. &
IR BET A BETFEINIRH EINRhotZ &
X, ZINHOESBRERTFICEZEERRKENLOD
LRI N,

G. HFRHEE
1. #IMHEE

1) Sawabe M, Takahashi R, Matsushita S, Ozawa T,
Arai T, Hamamatsu A, Nakahara K, Chida K,
Yamanouchi H, Murayama S, Tanaka N. Aortic
pulse wave velocity and the degree of
atherosclerosis in the elderly: a pathological study
based on 304 autopsy cases. Atherosclerosis. 20035;
179 (2): 345-351.

2) Takubo K, Izumiyama-Shimomura N, Koiwai H,
Honma N, Esaki Y, Yoshida T, Nakajima T,
Sawabe M, Arai T. Detection of human papilloma
virus infection of the cervix in very elderly women
using the polymerase chain reaction. Clinical
Cancer Research 2005; 11 (8): 2919-2923,

3) Honma N, Takubo K, Akiyama F, Sawabe M,
Arai T, Younes M, Kasumi F, Sakamoto G.
Expression of GCDFP-15 and AR decreases in
larger or node-positive apocrine carcinomas of
the breast. Histopathology 2005; 47: 195-201.

4) Kanazawa K, Negishi S, Kishi K, Sawabe M,
Arai T. Chronological trend of calorie intake and
the incidence of epithelial neoplasms of the large
intestine during the past 30 years in Japan.
Oncology 2005; 69 (Suppl 1): 46-49.

5) Suzuki M, Manum MRI, Hara K, Ozeki T,
Yamada Y, Kodowaki T, Honda H, Yanagihara Y,
Ito YM, Kameyama S, Ohta N, Hosoi T, Arai T,
Sawabe M, Takeuchi T, Takaharashi S, Kitamura
T. The Vall58Met polymorphism of the catechol-
O-methyltransferase gene is associated with the
PSA-progression-free survival in prostate cancer




patients treated with estramustine phosphate. Eur
Urol 2005; 48: 752-759.

6) Takubo K, Arai T. Oncocytic adenocarcinoma of t
he stomach: comparison with parietal cell carcinom
a. In, Kaminishi M, Takubo K, Mafune K,eds, The

Diversity of Gastric Carcinoma. Pathogenesis, Dia
gnosis and Therapy, Spinger-Verlag, Tokyo, 2005:
151-158.

7) Arai T. Gastric carcinoma in the elderly.
Kaminishi N, Takubo K, Mafune K, eds. The
diversity of gastric carcinoma. Pathogenesis,
diagnosis, and therapy. Springer-Verlag, Tokyo,
2005, 159-167.

8) Song Y, Araki J, Zhang L, Froehlich T, Sawabe
M, Arai T, Shirasawa T, Muramatsu M.
Haplotyping of TNFalpha gene promoter using
melting temperature analysis: detection of a novel -
856(G/A) mutation. Tissue Antigens 2005; 66 (4):
284-90.

2. FRFER

1) FBTERE, SR, FHHELE, BAREE,

L. REIREN AR L L BERTFS
B —H RX— R (BERFRNPT — F ~N—R [ J6-S
NP) DA & —F v MNAK. £o4E B AREE
S R 2005.4.16

2) FHEA. RB7TFE. MHFZ. SEBENR,

hRE—, AT AAREBE BRECE

T B RIERE L p53a R 728 FS 8 & o EEE.
BATE H ABEEZESFHES (BER) 2005. 6.
16

3) FHEL. DNMEERHEN b AT Bl E B ER

12

DLy FHERE. 470 B RABEEZSFWES
(BEJR) 2005.6. 17

4) FHEL, ROTF, MHAEZ, SEBELHR,
hRE—, AMET, BAREE, FRIEHR,
HHAT. BEERBERIEL ps3a 12867
L7 L OEE. Fe3mKREEMEE (BUR) 200
5.7.8

5) TNFHHE, TEARES, BiAEAL, FRIEMR. B
BRSHTIT L BDNAR FIALS A 1 TIEDOIRET.
%5 o FFHRERESMAES (BRIK) 2005. 11.
25

6) P EA, WLILF, SR, BEET, ARHH
T, BARUEE. ERE RT3 KIBIRER &
& DBEF—HEELT L OEE. $95E B AR
AWML (BUK) 2006.4.30 (FE)

H. 5npRPEMED R - B&RIR
1. RS

721,

2. FERFRBGE

2L,

3. Z D1

Bz L,



RAZBHENAERWE (RERERAIREE)
oErREmEE

EEERBICBITAMTHF REGFEEOE

HENEE MHFEsz BEMEFERY S —URERRE

MEEE

MFREVATA BEOBEITS E IERMEMIC L bl THEMT2REBOER L 722
HZEBMBNTVD, BFHRREICLIBINSCHIREL. BEEERENREOHTH B,
ARETHOLFREL AT A VRERERFOVELD2THY ., AFF=0R#O key
enzyme T 5 methylenetetrahyrofolate reductase (MTHFR) D& = FL M & EHEIEE
L OBEAEGEHRAEZ AV TRE L, TORE, ZEETFOSEMELESRY v E,
ROONCHEBGE & MICHERBEERRBD bz, ZORBITEENO—FH2 5B
JEFO—ERCH LT, PREBICBITHEBROES IV B 1 20MAECHMEEZTRT 5

FR2BRIELNI,

ABFREHB

% < DEEFROFBEIITRICHER L &R
BRF(EEEERF)OmEG B o T
W5, RxIIAEBROBGHZEE R GEME
IBF DTN & BRIRAIHEIR & O&E BT &
B2 Lit&-oTHLMNILES LT
i, BETFERMEITVL S OREER
HBM, Fxixl <IT single nucleotide
polymorphisms (SNPg)IZ DV CTHEF L T
W5, 25 TYH, regulatory SNPESNP)
& codingSNP(SNPIZERRICERET 54
MENBERE R OFREMENH D, rSNP i
BEFOERERHERICHDHOT, 20
LZRMIIBEEEOSHREZN LT, BRI
NWABREEOEE L LTAREENH 5,
iz, BETFEDFOT IV EHRE LD

13

%, methylentetrahydrofolate reductase
(MTHFR)IZZEBRARFHZ I T 5 key enzyme
D—=DTHY ., BBRRBLROVREVRT
AVREOPTERELRBHERZT,
MTHFR &fo LTI B IRE LR
L FHBREICE I BI L OBELSMT S,
EMEREFZEIEIERBER L OEE
BFEENTWD, FEIT IJGSNP % HF
T. MTHFR &{=FL0M L SREEOEM
JEELOBEEZE—DOFT —F~X—RA ETH
ML,

B.J5E  RIREFIIXEER SNP 7 — & ~—
Z(JG-SNP)IZ Bk S 7z 1536 5@ 5 H
BREITH Y, Bk 111, FEERSIX
80 B TH5BH, MTHFR EEFD codon677
IZ81) 5 non-synonymous SNP(C—T ;




alanine—valine)® # £ £> 7 L, JG-SNP
RGN 34 FEOEMIEE L OBEY
Bat Lz,

(oF -3

JG-SNP iZ&GEE iz 34 BOBMNERED
5 b EGIEAS 10 B 2 5 b Ork i (IR
) (64). e (BELEE) (41). FiE
(INEREE) (37), BREMEAMIE (88). B
BENE (21), Ttk U o3& (65) . BiE (164)
AEE (17), WEEE (101, EBE B1).
BERE (48). FTAEBANE (49). RHIEME (48).
BISZEE (85), Wy (64). FEE (15).
B (21). JREE (26). FUIRBRUE (25).
EEE (11) Thh, EEETIIZh L0
EMEEICOWTITo i, T bDEME
ED 5 %, minor allele(@77D) & ~T 2 E 7=
IXAEICET HEE2 minor allele & ¢7/272
WBEIZR LT, AR EREREE RV
&= IR E MR R ERRER 0.27,
95%EFEX [E; 0.12—0.60, p=0.001) &, &
MY - REGERERE; 1.88, 95%IEHEK
f; 1.03—3.43, p=0.039) TH > 7=,

D.EB%

ERE e OBEIIZNE CORELEMN
FTALDTHD, BEY L EL OBEIC
DUNTIEESE D b controversial THY | S
LRriRNEET S, SEOKRITIAFE
Mo—#H% iz & 5 EEEEO—ER Iz LT,
PREBICBITLERSLEFIIVBL 20
WIEOENEE TR TIHARERTHD
LEZBND,

%3 - MTHFR BEFEEMEG77CST) &
ZREEOEMEE L OEEE R —DT —F
~N—Z(JG-SNP) ETH®H THRET LR,

14

BEREES, ERELEE) v EE O
NG ToR=Y (N

E.3%K

1. Koshizuka Y, Ogata N, Shiraki M, Hosoi T,
Seichi A, Takeshita K, Nakamura K,
Kawaguchi H

Distinct association of gene polymorphisms of
estrogen receptor and vitamin D receptor with
lumbar spondylosis in post-menopausal women.
Eur Spine J. 2005 Dec 14;:1-8

2. Nishijima R, Araki A, Ando M, Nemoto T,
Ohashi K, Kobayashi Y, Chiba Y, Horiuchi T,
Morio K, Sawabe M, Hosoi T.  Diabetes
mellitus complicated with rapidly progressive
glomerulonephritis in an elderly patient.

Intern Med. 2005 Oct;44(10):1078-83.

3. Ito M, Ikeda K, Nishiguchi M, Shindo H,
Uetani M, Hosoi T, Orimo H.  Multi-detector
row CT imaging of vertebral microstructure for
evaluation of fracture risk.. J Bone Miner Res.
2005 Oct;20(10):1828-36

4, Suzuki M, Mamun MR, Hara K, Ozeki T,
Yamada Y, Kadowaki T, Honda H, Yanagihara
Y, Ito YM, Kameyama S, Ohta N, Hosoi T,
Arai T, Sawabe M, Takeuchi T, Takahashi S,
Kitamura T

The Vall58Met polymorphism of the
catechol-O-methyliransferase gene is
associated with the PSA-progression-free
survival in prostate cancer patients treated with
estramustine phosphate.

Eur Urol. 2005 Nov;48(5):752-9.

5. Yoshimura N, Suzuki T, Hosoi T, Orimo H.
Epidemiology of hip fracture in Japan:



incidence and risk factors. J Bone Miner
Metab. 2005;23 Suppl:78-80.

6. Araki A, Hosoi T, Orimo H, Ito H.
Association of plasma homocysteine with
serum interleukin-6 and C-peptide levels in
patients with type 2 diabetes.  Metabolism.
2005 Jun;54(6):809-14.

7. Sudo Y, Ezura Y, Kajita M, Yoshida H,
Suzuki T, Hosoi T, Inoue S, Shiraki M, Ito H,
Emi M. Association of single nucleotide
polymorphisms in the promoter region of the
pro-opiomelanocortin gene (POMC) with low
bone mineral density in adult. Women. J Hum
Genet. 2005;50(5):235-40

8. Urano T, Shiraki M, Fujita M, Hosoi T,
Orimo H, Ouchi Y, Inoue S. Association of
a single nucleotide polymorphism in the
lipoxygenase ALOX15 5'-flanking region
(-5229G/A) with bone mineral density.
J Bone Miner Metab. 2005;23(3):226-30.

9. Goseki-Sone M, Sogabe N, Fukushi-Irie M,
Mizoi L, Orimo H, Suzuki T, Nakamura H,
Orimo H, Hosoi T. Functional analysis of the
single nucleotide polymorphism (787T>C) in
the tissue-nonspecific alkaline phosphatase
gene associated with BMD. ] Bone Miner Res.
2005 May;20(5):773-82.

10. Nishizawa Y, Nakamura T, Ohta H, Kushida
K, Gorai I, Shiraki M, Fukunaga M, Hosoi T,
Miki T, Chaki O, Ichimura S, Nakatsuka K,
Miura M: Committee on the Guideline for the
Use of Biochemical Markers of Bone Turnover
in Osteoporosis Japan Osteoporosis Society.
Guidelines for the use of biochemical markers
of bone turnover in osteoporosis (2004). J
Bone Miner Metab. 2005;23(2):97-104

15



EEHBREFHAREMDE

(REFRFHR)

SEHRBES

EANCHITHEIRBILRE L BEFSE

SIEWEE . K4 FREBR

B RRENERXE R

MRES :

E4E . BIRBLORELEOEE & LTREEAENREABEE LTSS EA—1)
[CHEBINTETND, AEETHEENY A FHA Y/ T ENA U OBREFERN
SIRELER S (CRIFTHEEHARSBMT. SRH (15004]) LYBELhIELD
BRI- 5 AELE S REFESROREEBRMICRN L, ZOMRMERYC +
B4y NF-a TOE—8 —DREFSRNEEICEET 3 LB E Tz,

A BIZRBE®
EREHEOFKALTEREDA T O0NE
EE BOEEEE L0 THIRELCEREE
T A ELNBEELRBEBLGE>TET LD,
BIRTE(LERESEHICR I A0 TOERDE
EXBRUICTMY S &E—RICEETH
Y, &, Emit RS EOBIRELESH
EOFELETEOREFRALTLS. BIlk
B EEMEMIITIRICL5£2830ED
RESHRENRBEETES. T o THIERA
AV THIRBECEDRE ZRIRMICFTE L
HEsE S6HE KERERETFOEGTS
ML DBEEERE LBRELEDRE - FEZ
BEt L=
B. HIRRA&k

BER WP F—2RA—-REHLTHIEE

HLIRBIF 1500 PR E L=, REFRIHN
WHEILIE S (PAD (X KEIIRE & 4 8 ME D WK
BiLE (0-8 A)DEHETHRL. BETFS
(% LightTyper ZRALNT. BAFBEROHTIEIC
Ko THH LT, iR & Uz REMEY 1
AL/ 5ETEHAVDEEBEFLYUTD

11SNP %8R U THEH L=, TNFa (-1,031T/C,

-863C/A, -857C/T, -308G/A), IL-1 B
(-5117/C), MCP-1 (-2,518C/T, -2,076T/A),
IL-10 (-1, 082G/A, -819T/C, -592A/C), I|L-4
(-589T/C), and TGF B 1 (T29C). #rEtfE#IXEn
REEHOMS AT S EICSEERTT
HEERAVTIT 21z, Ch bW h e
SNP CHBEDHmESN TS,

16

C. HIE#HR

BH L= 1SNP (ZWFhEbn—FT14—T14 >
N—FEEEH-LTEY. BRADIEZ SNP
SEICEMLTUL: (SN F—A2 _R—2R), B
IREESIEZE—EACH - THOBIRDIE
BIzk3BELWAKRECEOO T, INFa
-1,031T/C [XHTEBIAR S & URBEED IR D BIAR
Bk BBENE DS N = (p=0.008,
p=0. 021) .MCP-1 -2, 518C/T &8 & U TGF B 1 T29C
(XM EIRD BIERE(L & DFRELSEO iz,
£f- INFabONTOs 4T INFa (10317,
-863C, -857T, -3086) A HATESIAK & DAL R
H bt (p=0,008), FDfthd SNP IZEHL Tix
BFELHEBEEO G o1,

D. ER

TNF o (3 BBk < 2 0T 7 — O REBAEOREMSE
DOYA rh4 v THY  SEBHFLEZ-TOE—
A—I2$H5 NP IZWVThb. ShETOREIS
&V, Bk, BORERSE. B, BXUEM
iR, (RBHEES & OBENRIZESATL
B, F=SNP/N\TOs 4 TOMEEIZEAL TS
EEEHRESICEEL T Z &N MIEREAR
BZICEYBELAICShTVNS, SEIOBIEIC
&Y. INFahEZAZEIT2ERE(LEDER
CHELTWACERIFLOHTHLMIZEN
= BIIRE L E A BIIRODIBEEIC L > T ETY,
F-20ERICEDLIEBEFIREGED LM
BLMEn=-Z EIXSEOBRTECHED
FHIZREZEZABRTHLHEBEA DN,



E. #&
SEDREHZ & Y. BIRE(LE D EERN DRI
SRR & RIEEY A VAL S TRHAOD
BIEFSEOBEELZRETHICLICKY 3K
R LAGEBAT E 0 > - BIREILEE D
BEESORRERIZODVTEHRETZZ N
Wk, E£f- INFahRE LBET EEFT
HAIALEBEGETFEEHARICKIYEEETSHC
EMNTIBETH -,

F. EEREIRIER
Tl

G. WrEHER GRXRR)
Song Y, Araki J, ZhangL, Froehlich T, Sawabe

M, Arai T, Shirasawa T, Muramatsu M.
Haplotyping of TNFalpha gene promoter
using melting temperature analysis:
detection of a novel —856(G/A) mutation.
Tissue Antigens. 2005 Oct;66 (4) :284-90

H  HB0BAEIED HEE - S50IKR
HEFIE : L
ERIEEGE: GL

17



WHERR OTFIAT

BT —EF

i XA RILE BREL B | A= | HEE
Song Araki J, Zhang L, HE%lotyplng of INFalpha gene & =
Froehllch T, Sawabe M, Arai |promoter using melting
T, Shirasawa T, Muramatsu temperature analysis:detection |Tissue
M. of a novel -856 (G/A) mutation. lAntigens 66(4) | 284-90 { 2005
Estrogen, insulin, and dietary
Baba T, Shimizu T, Suzuki Y, |signals cooperatively regulate
Ogawara M, Isono K, Koseki H, |longevity signalsto enhance
Kurosawa H, Shirasawa resistance to oxidative stress |J Biol
T. in mice. Chem 280(16%16417-26] 2005
Sawabe W, 1akahashi R,
Matsushita S, Ozawa T, Arai |Aortic pulse wave velocity and
T, Hamamatsu A, Nakahara K, the degree of atherosclerosis in
Chida K, Yamanouchi H, the elderly: a pathological Atheroscle
Murayama S, Tanaka N study based on 304 autopsy cases|rosis 179 1345-351] 2005
Suzuki M, Mamun MR, Hara K, The Val158Met polymorphism of
Ozeki T, Yamada Y, Kadowaki |the catechol-O-methyltransferase
T, Honda H, Yanagihara Y, lto |gene is associated with the PSA-
YM, Kameyama S, Ohta N, Hosoi {progression-freesurvival in
T, Arai T, Sawabe M, Takeuchi |prostate cancer patients treated
T. Takahashi S, Kitamura T with estramustine phosphate Eur Urol 48(5) | 752-9 2005
Wizuta T, Satake W,
Nakabayashl Y, Ito G, Suzuki
S, Momose Y, Nagai Y, Oka A,
Inoko H, Fukae J, Saito Y, Multiple candidate gene analysis
Sawabe M, Murayama S, identifies alpha-synuclein as a
Yamamoto M, Hattori N, Murata |susceptibility gene for sporadic|Hum Mol
M, Toda T Parkinson' s disease Genet 15(0 | 1151-8 | 2006
Sawabe W, Aral T, Kasahara T,
Hamamatsu A, Esaki Y, Sustained progression and loss
Nakahara K, Harada K, Ghida |of the gender-related difference
K, Yamanouchi H, Ozawa T, in atherosclerosis in the very
|Takubo K, Murayama S, Tanaka |old: A pathological study of Atheroscle
N ,074 consecutive autopsy cases |rosis in press
Standard organ weights among
Sawabe M, Saito M, Naka M, elderly Japanese who died in the|Pathology
Kasahara |, Saito Y, Arai T, [hospital, including 50 Internatio
Hamamatsu A, Shirasawa T centenar ians nal in press
Emergency
RIATT ] EEFRLBETER Care 18 10-19 2005
&y, €51, SERlcAF-EiREIL
JRIATEL INERISE DEE g1 =h 331 7-13 2006

18



