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Patient
Left Mo Right
jump jump jump

Cervical disc herniation
58 y.0. (male:left hand)

a

Normal
Left Mo Right
jump jump jump
} }

b Mormal subject 1
49 y.o. (male:right hand)
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(mm) =V [GEVAD)

EPA 7 | 650.84247.3 661.7£79.3 229.8+26.0 6.1£0.8
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FREAZE RSN (TMS) % O CHEREE OR8] 2
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HrEILNEY,

AHFFRIE, WOEEIRPIMER S e (Biss, U v
INHER L OVRPFTERA) 1okt L, HR&ES T Herpes
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BRI IR T A28, 3 K (BHRKRE, S ER R,
BAIRT) THAMMEZ Eiad 29I L0 etk LU
HROIRGEE FIZHED HENTEH LB D, NN
TEICHUME O B R IEE R T, EERZKTEEN (CT, MRI,
B e &) \CHRRE SR T A6 B 2 ikl C & DRI
*tL, £7 Ad-OC-TK % BT CT XITEEHEWE T A R T
WIS RS L, TOBAT 7oL iR
9%, ZOBROED, BNZEMLHEZRTLI L E2AR
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— B — DR T ZHFFT DB O & 72 2 5 1%
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FRYE R RITNL A4 HI AR 74 00 Jil ST s B 1 S, Ah
BHAGIBRIC L 0 BRI RE 7oA TPERT S AE 51 (BRI
HCD) T, WHWRE (BUR#EE, JuR by RiEo
A EGTe) ZHAT SRR e | M~ ——7T
B 5 RIS NREF S HUR (PSA:Prostate Specific Antigen) %
FWTZ AL W b, N s BRETYE Al 7 s & 721
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Remarkable local anti-tumor effect was observed in patient 2 by CT scan.

1. Local anti-tumor effect in Patient 2

AF IV rFF—+¥, HSV-TK B TH Y, DB
TIET T 7 UANARY X —% 0 U COEMIBISEAT 5,
TT ) UANATEERD13% % 55 5 DNA &
87% % b D # /NI B &G ie, HA 65-80nm D IE
ZrHEEoOEE AT D, U A /L AD DNA (34 36kb
DESTHD, 77/ VA NAEAOREIIL, I
R LB L ICpEsnD, 6 >DX N7 EN R
(E1A, E1B, E2A, E2B, E3, E4)iZ, oo % 7 F
(L1, Va2, IX)IZ#%MHIZI IR T 5, EIA L EIBIZV A
JL A DNA ORI E S 72 5% % 2 F 724, E2A (X DNA
fEG & Ny % a— R L, E2B |d DNA polymerase }z O
TANAT ) ADS Kl A ond 2 "7 ea— R
T 5, E31X7A /LA DNA OBERIZEE L2V, 7 o
IV ADREG T DE FRERIEE DI ER T EEZD
N5, BAEAIIVA N ADOHELEET 5 L E2 5T
W5, AFFRICHW SN D Ad-OC-TK <7 % —%, E1A
KOEIBE N KB L TEBY ZDOXKERHIZ~ T A 0C
7' — X — TG S 415 HSV-TK #1123 A

InTn5,

Ad-OC-TK ® {E#HIJ5 % : Ad-OC-TK % AdMire-OC-TK
KO pAdEasy-1 © —>D7F T A3 RIZX WiEl s 5,
AdMire-OC-TK (X flk 5%, OC 7' 1 & — X — DG i
R d® D HSV-TK iBfs 1% &1, pAdEasy-1 (% Ad5 fir
FIZ Ampicilin fiHPEBEF2MEASLTEY, E1BL WY
E3 BB MR L TV B 2 Rl 7p T 5
TANADNNy JR—2 T F7AI R THDH, AdMire |T
*Z % O Crucell £ X 0 it 5 =41, pAdEasy-1 (3 K[E
Stratagene tE X W EA L7, £7-0C 7' 2 E— % — (m 0G2
promoter) ¥ KX OYHSV-TK %, plll, 5TK 77 A I FH

KTHY, TXVAMIRKEMD 7o X —Y U o4
— @ Gerard Karsenty ffi+- X v fft 5. X172, AdMire-OC-
TK & AdEasy-1 &4 L, DOTAP (Boehringer-Mannheim
Corporation #, KEA > F 4 7FHHRY R) ZHW=U
R Y — LB K - TPER.CO M (& GV MERERE
fia) ~3 AL AHEFABL 2 12 LW Ad-OC-TK % {E#l L7=,
PER.C6 Ml I% Ad5 @ E1 fEI, #)4kb ZNTEL THDY
El HOREEBIEMEN 12 AT oMk cd 5, Zols
BIEVER 28 E1 fEik A %25 L 7= Ad-OC-TK (2 kT > &
(&, AdASCMV-NK4 7 A VAR X —NFEESND,
i, PER.C MIMIZAE D 293 #ilfL & %72 0, Ad-OC-TK
DFBLA T v Mtk & ORI % El BB T ORI
Ff7= 72\ ¢, PER.C6 13k D El i/ - & Ad-OC-TK
DB & v b & ORI 2 2385 B Z 597, RCA
(Replication Competent Adenovirus) OFEAE AL Z 57200
EEZLND, LED X S IER X u7z Ad-OC-TK %
BEhE, BRIL, GMPYEILT 5 ) U A LAY B —%H
FHES S, MEOBRTIE, ~AX—kANVT, <
AL = A JVAN 7 T2 EDFMEIOIER, 7 A L AD
R DGR, BRI E D F T, KE GMP HEHEC
it > T GMP #EHLiRE TIT - 72 7,

Ad-OC-TK # AUV ia A & 5Tl
WIREBIE, Franox N, L, + Lt
FEHE L VRSN 2 BEREZ BV EFR OMIG L
WAFHEL7-, 7a ha—L Lk, T4 L 20855,
2.5x10°pfu 35 L TN 2.5x10"pfu o 2 By oo #% 5 2 3% E L
7o, UAINVADOUIRENE, $#5ICEE LI E O B
&2 TO052ml OFBICEE LT, FEFIT1I=2—2
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3 1. Long—term follow up results

IR 2R

Pre-

Nadir *

PSA

Survival

40 & 4 =

Patient Dose lnqex treatment PSA response TTP# (fO”OV\{—up
No.  (PFU) lesion PSA ) (months) duration,
(ng/ml) (duration)
(ng/ml) months)
Local
1 Low prostatic 112.4 (125.0) - 1 Death (31)
fossa
2 Low L3 spine 3183 4.9 +(7) 12 Alive (34)
3 Low L3 spine 3115 (482.6) - 0.25 Death (8)
4 High sbi"n":' 4555 2645 - 5 Death (10)
5 High Prostate 923 (93.2) - 1 Death (9)
6 High T12 46.6 37.3 - 2 Death (10)
spine

=k Minimum PSA between Gene therapy and next treatment
# TTP: Time to PSA Progression

DIRFRICBWT, E2RIOUVA NVAFEAEZITZ, 1
FIZZE1HA, ZLC2HAEESHATH-7, H 1
BHDTANVAENOR, BEIZABRD L, 30 HHER
WBEA B I o7, IBFE 1T HBE LY, 1 H2EOAN
Ty ELORAOKEEZ 21 BT 72, 1BEE 1 H
H L4 8 HHMDAJ-OC-TK DVESIT I - T, 1RIEH
MEVRIEK2 VT LIE3 Aot RE 18 75— 0
Biopsy Needle |2 THTo 7z, (K1) IR LD D4
MRIEEE 30 HHIC BT o7, ZOMElO —HITiRikeER
OFTHEE e T FRF SN, —EBITUESE Cllfukk %
YEBDIZH Wz, & DITHELFEARHN & ffk D~ — B —
TOFMDT=DIT T 7 4 b LT, BEE, F—XD
HIMILL T DAY 2 —LiICTITbiv: « 3 ADBEEN
THEDO F—X (2.5x10°pfu) DOVESEZZIF, 3 ADHE
HENEHED F—X (2.5x10"fu) 2% 1J 7=, (F1) B
DI OO EEITIRRAM T, BIEN R ORI 7230 5%
IR L CHERBESBEIN, Bl8BIIEakhi 47D
Mmig/v—F > v—27, fo& 213X CBC, HFHEREFEN, PT/
PTT, BUN/Cr, Mififb#DflE, PSA O#IE, £ LT
BIRIZE DTz, IREBLATR, &0 30 A IR
ISR RN R STz, UA NV ADENEIEN,
BRI OB IS MIG VA VA EZRET HEFICLD
B — ST, RBEEDRERIR ONRE I < o
B2 eZ I, IR XBREE, grrF, B
HEAEE D CT, BDOMRI, = LT, WONHDHEXT
ANZIRES 0> TRUS A3 Tiodiz, M5/ ERES: & HEBER
EORATHGA, FHEREM T X2 —& — L O AR E
b, 7T UANABRIETIRRDOGNEOFMIC VS
Nic, BgkShi-2REn, EGZEEIC 1 Tl
TEFTRE/R RIS 2 A9 5 O C, RO AN mifg 2
WA Rl 5 2 L RS FRECTH o 72, RO ANEIX
MIEES~— 7 — (PSA) I AORE 2 EIcHB 0 Th
Pl S 7z, QOLIZPRET %, BexeNT A—F—%&5F

flid B IKEHEOMZ S 71 b a— W cE £, wiskk
WL, —RAeFI A E S B E /e, SUREOR L=
WEELTWD, HVECEIERPUE, ECOG D/37
=V U RARAT —H A2, PUELTEIRIET E O oOTRE
ENBE TR TRy, ZL TS v 74 —ALRarvt
v NEHMRT HEENEIKA D, MEOHEHETH D, MA
THE OFHERE, BHRECEH O /MR ELSS PT/APTT
DB 72 BRI D /NT A —F— (~ETrE =85,
IFHER> 1000) Z2R9 2 &7 ENESERERBICE £
iz,

AEMR

KB L OEAERE (% dose level 120X 3 A D) 1%
B, JHHEBEREE 2 bR < BEIRMIS OME R LICIEE 2K T
L7z, RiEGIRAIFSE R OB 325012 1 2 RIMERBFZEIC K 0
FRENT- L 91T, OC 7 1T —& —DOTEMEITE k&L
OIEFHZBRE S0, FBRICIE, HO R HEEEY 5
Nighnotz, 7ANAO—BEOEHMEERNRD L
N, BEZRFEEIIRO b Rno T, RATEREIZY
ANAEER SNBH BT, JRPIC—ibrkicy
ANABHENTN, T ITHE LTZ, £< DIERIT,
Ao (<24 HR) “flu-like” SEMEREN D bz, =
PN, FRCHEE, L TRREOBR R EOERE
2L, i, BfRatEolc, Zop L
T, U U SEREL DR OWD 3 72 R LANIZEE O B
7mo (R2) F/, BFEEBRIIRZ X —ZFEALZ 446
oBFE (BEHR2 3, 4, 6) 20T, X7 H¥—E
% O A B AR O fig AT b, TUNEL #1012 C 4 41 4 41
WCT R b= ZAOFEEROTZ, £ BB
4 BB JAEAR AL O I ELSCR M O, B kg 7e
EOEERD T, FlEE~—H—Th 5 PSAEHD
Hecix, 6t 341 GERI 1, 2, 4) (238 T Follow-
up ] IR PSA IEOIR T 25872 (7272 LIERI 1 Tl
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2 2. Acute Side Effects

Side effects Number of Case

grade 1 grade 2 grade 3

s43

Lymphopenia
Leukopenia
Neutrocytopenia
Fever

Rigors, Chills

Sweating

AW W NN W

Hypertension
Hypotension
Increased AST 1
Increased ALT

Increased y-GTP 1

5 3

1
1
1

2

® Totally 12 injections of Ad-OC-TK were performed in six patients
® Graded according to the Common Toxicity Criteria by the NCI

Follow-up #1231 T Day90 J 0 Hij b s % fifT
L), (K1) ™Y

15
ARV ARG R IR O 6 JEBIZ % L Ad-OC-TK
WG FIRRER I 21T - 72y, EERBWER 1338
T, —EICAE AR D T, RVE AR R
BEDOSSR 5 THEEDT-DOBIEEE LTOD Ad-
OC-TK &fx 1R O T REME 2V RIB S 7z,

BEMKRZETOELGTFAEBRRAEDIKR
BHRRF CIIERFIRREMEEBRICTRRE XIS
72. 2008 4 11 A GMP #EJLT 7 /) 7 A )L AT X —D
R 2T S, AT ¢ HVAEE v 2 — 5 UK
FAEEBHEEFAICET (7 LTS E - iR B &
=) AT LTz, BUE, X7 X —OREMEE R
Th b,

x o

1) Ko SC, Cheon J, Kao C, Gotoh A, Shirakawa T, Sikes RA,
Karsenty G, Chung LWK Osteocalcin Promoted-based
Toxic Gene Therapy for the Treatment of Osteosarcoma in
Experimental Models. Cancer Research,1996 56(20):4614-
4619

2) Shirakawa T, Ko SC, Gardner TA, Cheon J, Miyamoto
T, Gotoh A, Chung LWK, Kao C. In Vivo Suppression of
Osteosarcoma Pulmonary Metastasis with Intra Venous

3)

4

5)

6)

7)
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Osteocalcin Promoter-Based Toxic Gene Therapy. Cancer
Gene Therapy,1998 5(5):274-280.

Shirakawa T, Gotoh A, Wada Y, Kamidono S, Ko SC, Kao
C, Gardner TA, Chung LWK. Tissue-specific promoters in
gene therapy for the treatment of prostate cancer. Molecular
Urology,2000 4(2):73-82

Koeneman KS, Kao C, Ko SC, Yang L, Wada Y, Kallmes
DF, Gillenwater JY, Zhau HE, Chung LWK, Gardner TA
Osteocalcin-directed gene therapy for prostate-cancer bone
metastasis. World J Urol 2000 18,102-110

Kubo H, Gardner TA, Wada Y, Koeneman KS, Gotoh A, Yang
L, Kao C, Lim SD, Amin MB, Yang H, Black ME, Matsubara
S, Nakagawa M, Gillenwater JY, Zhau HE, Chung LW.Phase
I dose escalation clinical trial of adenovirus vector carrying
osteocalcin promoter-driven herpes simplex virus thymidine
kinase in localized and metastatic hormone-refractory prostate
cancer. Hum Gene ther,2003 14:227-241.

Shirakawa T, Terao S, Hinata N, Tanaka K, Takenaka
A, Hara I, Sugimura K, Matsuo M, Hamada K, Fuji K,
Okegawa T, Higashihara E, Gardner TA, Kao C, Chung LW,
Kamidono S, Fujisawa M, Gotoh A. Long-term outcome of
phase I/II clinical trial of Ad-OC-TK/VAL gene therapy for
hormone-refractory metastatic prostate cancer.Hum Gene
Ther.2007;18(12):1225-1232.

Shirakawa T, Fujisawa M, Gotoh A. Gene therapy in prostate
cancer: past, present and future. Front Biosci,2007 70(5):
2115-2119.

Terao S, Shirakawa T, Acharya B, Miyata M, Hinata N,
Tanaka K, Takenaka A, Hara I, Naoe M, Fuji K, Okegawa
T, Higashihara E, Kamidono S, Fujisawa M, Gotoh A. A
Pilot Study of Quality of Life of Patients with Hormone-
refractory Prostate Cancer after Gene Therapy. Anticancer
Res.2009;29(5):1533-1537.
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HLOVDLBEBFENFETH D, OF A LR AL R
I KD s E & B9 2 88 (time-domain T-wave
alternans: TD-TWA) &, @ H AL EN B 2 K3 5
5 HE 0 heart rate turbulence (HRT) O.0MgEDFHIZE
oA HTEZREm L7,

@ TD-TWA = AL T O

HIY - JEiRA e =R EE R4 (LVD) BFICHR W T, 24
IR [#] Holter 0> FE[X| D FEERUE T & FH T TD-TWA % i
L, TD-TWA 2.DHBFED TR E LTAHTH 50
Z HiTIA) & 2R L7z,

Fidk b8, PR LVD BAEERE 295 51 (B4R
i 66+16 %, HME223 ) THhoto, BEIL, Bk
LVD #f (n=195) & JEREIMME LVD # (n=100) ® 22D
BEIZAY T B ALT=, 24 R Holter L&KL, BH/AEIE T
TRESR S U7z, TD-TWA OfENTIE, #H L T IR O fEHT
J71%C 3 % modified moving average 75 % JI\V CT1T i,
24 FREIC D720 Vs (NASA) #FE L Vs (CM; #%E) 12
BWTHBIENT SN, ZhETOREICHESE, L
<120 [a] / 4312360 2 WighiE o 24 IR 5Lk D F K TD-
TWA fE7S 65uV BL EDGAZBMEE L, TR TOY
B SHE Lz, AFFEO =2 RARA > MLOEIE
ToHoT,

FEHL . B K TD-TWA {5 0 8413 54+16uV T - 7=,
TD-TWA 513 53 51 (18%), [athid 242 i (82%) T
otz BIEWIR 3904212 H ORIC, DEIEIL 27 1T
A b vz (it LVD BE 17 61, FEME i LVD B 7
%), Cox HZE &N TI%, @Eind, NYHA 7 7 A1 -
IV, BEPRIP, 'EHERERESE, FERHeME.OEMBTA, TD-TWA
23, DEAE & ORICE B RBIEM AR LT, EOEERN
BHBEEMN S D0 & Cox L BT CRFT L L =
%, TD-TWA b A AEO RS WEIETH D 2 & MR

Survival rate (%)

%
7

& 7= (HR=17.1, P<0.0001; X 1), ¥£7-, EIPE:LVD
R, FERIMAE LVD #2007 7 v — 712 B\ Tb [RIERIS,
TD-TWA 13D S % L CHEZRBEEZ R L (£
L4 HR=19.0 P<0.0001 ; HR=12.3 P=0.002) ,

FESE  JLOEMY LVD ISR WC, Bk, FERE i
2B 59, 24 R[] Holter DEM A W CTHRH IS

TD-TWA I%, DSBS T 2 A MR TREERETH D Z
LRI ST,
100
80
B0
Hazard ratio = 15.9
95%CI 6.7-37.8, P < 0.0001
40
20 - === TD-TWA negative
— : TD-TWA positive
0 —
T v T T T T T T T T T
] 50 100 150 200 250 300 350 400
Time (days)

1. TD-TWA Z W72 A <~ b (DIHSE) 7 U — i

@ HRT AL TOEH

HE i vk & 72 1396 % AR LR AL LB 3E (DCM)
B IZB VT, 24 KE[H Holter D FEX 2 W Titdk S h
% HRT O DOMSEE L OB REEARD T A B 54
FHME % Rl & A ZETM L 72,

FHik - xb5IE, DCM BFE e 375 B (66+15 %,
265 f5]) TH o7z (EiffE DCM B : n=241, IEE
.M DCM 5 : n=134), HRT % 24 H [ Holter .07 4]

TRk 20 AR EEAEATIEAERI . ATSERCR O E L0
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1001 1) Sakaki K, Ikeda T, Miwa Y, Miyakoshi M, Ishiguro H,

= | Tsukada T, Abe A, Mera H, Nakamura K, Yusu S, Yoshino

% = 80 H: Time-domain T-wave alternans determined on Holter

= S':a B0 - Hazard ratio = 6.4 electrocardiogram predicts cardiac mortality in a population

=3 g 95%C13.0-14.1, P« 0.0001 undergoing risk assessment: A prospective study. 29th HRS
E % 40 1 (Heart Rhythm Society), San Francisco, 2008.5.15

f_; o ) 2) Hohnloser SH, Ikeda T, Cohen RJ: Predictive accuracy of

E - -l 7 - HRT negative microvolt T-wave alternans testing in primary prevention

S —  HRT positive patients with and without ICDs. 29th HRS (Heart Rhythm

07 Society), San Francisco, 2008.5.15
. 3) SRR, MR, R, BRI, 4RI, G TR,
100 200 300 400 A&O00  BOO - o b ~
R, KEWSE, AEORES, MizE  1E, SRS
L& — X CHIE L 7= Heart Rate Turbulence & M4
A AR NS RF BT D3k, 2 23 Bl A AR
2, Bk, 2008.6.1

o

Survival time (days)
Mumber at risk
HRT positive a1 B3 54 45 41 a7 18
HRT negative 211 193 165 1234 113 94 51

2.HRT & 2o X b (DiEE) 7 U —ithig

Rk L2, HARFIE L7z VPC % oL o2 %,
HRT 7 A3 I RE 7 L BB R MR AT 2518 2 OV C B BhEHAI L
7=, HRT O ¥|E 1L, turbulence onset (TO) & turbulence
slope (TS) D2 DD/ TF A —X—%& HW\TIT o7z,
HRT OHE L, HEROHPEIZIESWTITY, TO 23 0%
DL B> TS 73 2.5msec/RRI L F O 4% HRT Bk & L,
THUSNDOEAEZ HRT et & Lz, # 1= RRA v

k& DMBSE, 552 = RARA Vb E R LSBT O 5%
BEER LT,

W R EREED S B 83 H (22.1%) X, VPC D3
BRI 70 E OB TRk G HERSN Sdviz, G
7z 292 i 81 3] (27.7%) ¢ HRT X5tk & HlE &
T, LI 4454216 H OIS, H1 =2 FRA > K
X304, F2xmr KRS v ME 1T HICRO BN, 5
1= RABA v MTHT D HRT BPERE O — R
(HR) 1% 6.4(95% CI1 3.0 — 14.1, P<0.0001) T& - 7= (¥ 2),
Flo, B2 U RFRA LV NGO EEZY KA U b
\Z%t4 % HRT e o HR 13 5.1 (95% CIL 2.8 — 9.3,
P<0.0001) T o7z, ¥ 7EHTIZF VT S HRT BER
Fix, it DCM, FEEIMME DCM BH L i, 1
T RARA b (FHZ {1 HR=4.9, P=0.0006; HR=12.3,
P=0.002) *HE2x L KKRA >+ (FNFHHR =61,
P<0.0001; HR=5.0, P=0.0001) 2%} L CH & 72 BEME 2=
L7,

FEEm  HRT 1, EatE, FEEMMEC2rrb o F
DCM FBEITH T 2 LISl L OREENRA <> F OFE
WZxg 55778 ) A7 @RS Ch D 2 & AR S i,

DL@QOFHHIZL Y, FFLOVLELHEETHD
TD-TWA & HRT |3 & b IS DBSED TN B 5 H M7
FBEChDZ ENRrEnTz,

4) Miwa Y, Ikeda T, Sakaki K, Miyakoshi M, Hoshida K, Ishiguro
H, Tsukada T, Abe A, Mera H, Yusu S, Yoshino H: Heart rate
turbulence predicts cardiac mortality and arrhythmic events in
patients with dilated cardiomyopathy: A prospective study. 30th
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Table 1. Age-Adjusted and Multivariate Odds Ratios (ORs) with 95% ClIs for Cataract Diagnosis and Extraction According to Energy-adjusted

Vitamin C Intake by Quintile in Middle-aged Japanese Men and Women

/\*h
K A

Quintiles of Energy-Adjusted Vitamin C¥ P for
1 (Low) 2 3 4 5 (High) Trend
Men
Cataract diagnosis
No. of cases 54 46 47 40 29
Age-adjusted OR 1.00 0.93 0.96 0.87 0.69 0.109
(95% CI) (0.63-1.35) (0.68-1.37) (0.61-1.22) (0.45-1.02)
Multivariate OR* 1.00 0.91 0.94 0.83 0.65 0.094
(95% CI) (0.64-1.30) (0.68-1.35) (0.58-1.18) (0.42-0.97)
Cataract extraction
No. of cases 27 24 23 21 15
Age-adjusted OR 1.00 1.05 0.96 0.92 0.75 0.186
(95% CI) (0.72-1.69) (0.65-1.49) (0.60-1.47) (0.47-1.26)
Multivariate OR* 1.00 1.00 0.94 0.88 0.70 0.177
(95% CI) (0.70-1.63) (0.64-1.46) (0.58-1.42) (0.44-1.20)
Women
Cataract diagnosis
No. of cases 132 120 112 110 77
Age-adjusted OR 1.00 0.94 0.84 0.82 0.55 0.028
(95% CI) (0.65-1.33) (0.66-1.09) (0.64-1.06) (0.35-0.86)
Multivariate OR* 1.00 0.97 0.87 0.84 0.59 0.047
(95% CI) (0.67-1.38) (0.68-1.13) (0.67-1.11) (0.43-0.89)
Cataract extraction
No. of cases 47 44 34 35 27
Age-adjusted OR 1.00 0.98 0.74 0.79 0.61 0.055
(95% CI) (0.73-1.38) (0.50-1.09) (0.53-1.16) (0.46-0.90)
Multivariate OR* 1.00 0.97 0.80 0.80 0.64 0.042
(95% CI) (0.71-1.39) (0.52-1.21) (0.51-1.24) (0.41-0.94)

+Energy was adjusted by residual model for intake.

*Multivariate model adjusted for age, BMI (<21.0, 21.0-22.9, 23.0-24.9, and >25.0), history of hypertension and diabetes (yes or no),
alcohol intake (g/week ethanol: non-drinkers and infrequent occasional drinkers for men and women, 1-299 for men and 1-59 for women,

and > 300 for men and > 60 for women), cigarette smoking (non-smokers, current smokers, and ex-smokers), and PHC area.
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Table 2. Age-adjusted and multivariate odds ratios (ORs) with 95% Cls for cataract diagnosis according to
body mass index in middle-aged Japanese men and women
Body Mass Index p for trend
<19.0 19.0 - 20.9 21.0-229 23.0-24.9 25.0-26.9 27.0<
Men
No. of cases 34 97 178 213 143 101
Age-adjusted OR 1 1.11 1.30 1.33 1.62 1.68 <0.001
(95% CI) (Reference) (0.75-1.65) (0.90-1.88) (0.92-1.91) (1.11-2.35) (1.14-2.48)
Multivariate OR ¥ 1 1.10 1.26 1.24 1.46 1.46 0.007
(95% CI) (Reference) (0.74-1.64) (0.87-1.82) (0.87-1.80) (1.00-2.14) (0.98-2.17)
Women
No. of cases 79 172 374 363 252 241
Age-adjusted OR 1 1.04 1.15 1.15 1.21 1.33 0.055
(95% CI) (Reference) (0.80-1.34) (0.90-1.45) (0.91-1.46) (0.95-1.55) (1.04-1.70)
Multivariate OR 1 0.95 1.05 1.02 1.10 1.22 0.105
(95% CI) (Reference) (0.72-1.24) (0.81-1.34) (0.80-1.31) (0.85-1.41) (0.97-1.55)

T Multivariate model adjusted for age, history of hypertension and diabetes (yes or no), alcohol intake (g/week ethanol,

ALC _0: non- infrequent occasional drinkers, ALC 1: 1-299 in men and 1-59 in women, ALC 2: >300 in men and >60 in women),

cigarette smoking (non-smokers, current smokers, and ex-smokers), and PHC area.
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