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BxFOE=R

PERaEH R [d 95323
EW - T 59.1+6.3 58.9+6.4
=z -- FEBIER (%) T 480 (37.8) 485 (38.2)
PERBDEFRIE- - &£ 8.47+6.99 8.58+7.00
BRI 5 -- FEBIER (%) T 267/ 416 / 588 328/370/571

&Y | LLRTdHY /7L (21.0 / 32.7 | 46.3) (25.8 / 29.2 | 45.0)

K i EfE D BEHE - FEBIZR (%) 142 (11.2) 146 (11.5)
AE -- kg 65.9+12.0 65.4+11.9
IRBIEH -- kg/m2 24.9+3.8 24.8+3.6
e RF M BEE -- mg/dL 158.7+39.4 159.6+41.5
HbAlc -- % t 7.98+1.05 8.01+1.05
INGEHAME -- mm Hg 134.1+16.3 133.5+16.9
PREREAME -- mm Hg 80.0f11.1 79.3+10.8
LDL-aLRAFHa—JL -- mg/dL 125.6 £31.7 125.5+30.6
HDL-aLRFA—JL -- mg/dL 54.5+14.0 54.4+14.9

hiERERE - mg/dL, FR{E (IOR)

123 (88, 177)

121 (85, 180)

*MEFFEHY ZERE, IQR: M ALEEHE (interquartile range)
Tt x—EBRETHPIE <0.05 T EFFTHEF
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EH¥HbALC

10.0 S
9.5 -
9.0

8.9

HbA1c (%)

1.0 4
6.5 -
6.0
2.9

5.0

o\

\ I——:—__I_____I__I

FEM P <0.001, B M= -0.37 %
(95% CI -0.43 to -0.32)

7.2 % (HE3k)

3

—F : 3 I__-I___I___—E

6.8 % (5&1kE)

Intensive therapy 801
Conventional therapy 7.98

1 2 3 4 5 6 7 8 9
Years of Intervention

686 681 683 680 6/8 6/8 682 6./6 669
731 729 726 721 718 714 715 708 697
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34U 0

150

145 1

140

125
120
115 -

110

Systolic Blood Pressure (mm Hg)

105

100

#M P <0.001, #REZ -5.3 mm Hg
(95% CI -0.61 to -4.5)

135 - 129 mm Hg (E3)
130 E\iﬂ {/H/K%
4

e e

123 mm Hg (3&1k)

Intensive therapy 1335
Conventional therapy 1341

] 2 3 4 5 6 7 8 9
Years of Intervention

1218 1226 1229 1227 1225 1233 1247 1245 12498
1288 1283 1285 1284 1281 1297 1289 1300 1282
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L1 R EA M [

90

85 +

80

15 1

710

65

60

Diastolic Blood Pressure (mm Hg)

95

50

#M P <0.001, #REZ -2.9 mm Hg
(95% CI -3.5 to -2.3)

74 mm Hg (%€3%)

. S 5 -

71 mm Hg (5&1k)

Intensive therapy 79.3
Conventional therapy 800

1 2 3 4 5 6 7 8 9
Years of Intervention

22 1217 NS N3 (w8 Jo4 Jos JO9 7113
e4 757 152 /46 736 743 736 738 729
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FEHLDL-aLRTA—IL

LDL Cholesterol (mgidl)

140

130 +

120

110 1

100

90

80

710 4

60

£ P <0.001, #MMZE -18.2 mg/dL
(95% CI -19.8 to -16.5)

104 mg/dL (FE3)

—35 :

+—3—35 5 31
85 mg/dL (F&1k)

Intensive therapy 1254

] 2 3 4 5 6 7 8 9
Years of Intervention

885 870 861 848 843 836 826 828 858

Conventional therapy 1255 1141 1084 1072 1048 1030 1010 9%9 972 972

J-DOIT



EHYHDL-aL R T

—JU

HDL Cholesterol (mgidl)

710

65

60

95

50

45

40

££[ P <0.001, 3[IZE 2.5 mg/dL
(95% Cl 1.8 to 3.2)

KE———-_}_{____

}“'““'{— _}_{———i::}
/‘E/‘H\} +—%

0 1 2 3 4 5 6 7 8 9
Years of Intervention

Intensive therapy 544 601 596 597 593 583 584 582 579 532

Conventional therapy 545 571 570 577 573 563 560 561 559 555
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EBMI

27

26

BMI (kg/im2)

23

22

BRI P =0.321, /= 0.05
(95% CI -0.05 to 0.15)

] 2 3 4 5 6 7 8 9
Years of Intervention

Intensive therapy 2478 2452 2489 2511 2514 2509 2505 2496 2483 2484

Conventional therapy 2491

2476 2493 2500 2503 2500 2491 2490 2478 2475
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EEIAFIRR - M #ERE T 2

B (%) B R ZEOH
PERABEHE  REREE CRARE SREEEH P{E 1
ETOMmMERFETEHE 1000 (78.7) 953 (75.1) 1208 (95.0) 1202 (94.7) 0.720
RILRZILRFE 527 (41.5) 512 (40.3) 616 (48.5) 555 (43.7) 0.017
J1)=F 111 (8.7) 98 (7.7) 133 (10.5) 163 (12.8) 0.064
EA AT 106 (8.3) 86 (6.8) 299 (23.5) 530 (41.8) < 0.001
ARFRILEY 199 (15.7) 175 (13.8) 718 (56.5) 787 (62.0) 0.005
thoETT7FHAF 18 (1.4) 13 (1.0) 11 (0.9) 12 (0.9) 0.838
GLP-152%44 48 (3.8) 52 (4.1) 0.685
WEIES
aGl 366 (28.8) 368 (29.0) 324 (25.5) 379 (29.9) 0.015
DPP-4fHE & - 689 (54.2) 650 (51.2) 0.141
SGLT2[EE 44 (3.5) 61 (4.8) 0.091
AR 125 (9.8) 179 (14.1) < 0.001

T &RRZ

FF D BRI ZEZFisherD IEfEERIRTE CTIRE
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B 0RR - B8 E

B iR RRZ2H
fE I (%

M Thwemm  mimiB  REARE  BLmER | PET
L2THEREE 551 (43.4) 562 (44.3) 803 (63.2) 834 (65.7) 0.185
ARB 374 (29.4) 383 (30.2) 642 (50.5) 723 (57.0) 0.001
ACEI 58 (4.6) 66 (5.2) 54 (4.2) 59 (4.6) 0.632

REFE/ERE
LW LE 14 (24.7) 299 (23.6) 480 (37.8) 470 (37.0) 0.712
EQ?;:;) Lo L 5 (0.4) 6 (0.5) 9 (0.7) 9 (0.7) 1.000
i e 14 (1.1) 19 (1.5) 40 (3.1) 43 (3.4) 0.739
QR ETEE 13 (1.0) 13 (1.0) 29 (2.3) 37 (2.9) 0.322
OB [ 3R 2 (0.2) 0 (0.0) 30 (2.4) 17 (1.3) 0.076
| pR 32 17 (1.3) 12 (0.9) 114 (9.0) 139 (11.0) 0.098
ZDfth 1 (0.1) 0 (0.0) 10 (0.8) 4 (0.3) 0.178

T xR ZERFD BRI EZ Fisher® IEHEEZEIRTE TRE
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EHILART IR E R B ARE

B R ZEOH
fEBHIE (%

M ThmamE  BimiB  GEARE  BLmER | PET
%;;;Z:) WWERE®E  459(361)  412(325)  871(68.5) 1063 (83.8)  <0.001
w-3A5 A ER 17 (1.3) 17 (1.3) 49 (3.9) 89 (7.0) < 0.001
AROVYT REF 252 (19.8) 234 (18.4) 633 (49.8) 987 (77.8) < 0.001
thDREF> 152 (12.0) 129 (10.2) 163 (12.8) 39 (3.1) < 0.001
2475—Fhk 39 (3.1) 31 (2.4) 50 (3.9) 8 (0.6) < 0.001
24 A4 Xk 0 (0.0) 2 (0.2) 3(0.2) 28 (2.2) < 0.001
ItFFIT 0 (0.0) 1 (0.1) 54 (4.2) 136 (10.7) < 0.001

ZDfth 6 (0.5) 8 (0.6) 8 (0.6) 7 (0.6) 1.000

T R ZERFOHEMBEZFisherD EFEHERRETE THRE
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SRR - M AR 5

BEE BETDHE
SEBIE (%
BRI omamm  mmAE  GRAEE  BILALE PIE
2 TOHIMEE 165 (13.0) 162 (12.8) 267 (21.0) 244 (19.2) 0.276

ERAET7XEYY 136 (10.7) 127 (10.0) 189 (14.9) 158 (12.5) 0.083
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HAERSLIL
ZDHo
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RS 1(0.1) 4 (0.3) 4 (0.3) 3(0.2) 1.000
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IDEATREE, iMZe R, MATHE, SET

Lil

No. of events  No. of events in . . P Value
in Intensive Conventional IntenS|Ve Convent|0na| for
Subgroup therapy (%) therapy (%) better Hazard Ratio (95% C) hetter Interaction
Primary Outcome
Overall 109/1269 (8.6) 133/1271 (10.5) — 0.806 (0.625-1.038)
Strata of risk -I- 0.277
Low 39/835 (4.7) 59/830 (7.1) . 0.637 (0.425-0.955)
Middle 36/289 (12.5) 37/306 (12.1) ' . 1.044 (0.660-1.652)
High 34/145 (23.4) 37/135(27.4) . 0.849 (0.533-1.353)
Gender 0.721
Male 80/784 (10.2) 101/791 (12.8) —e— 0.787 (0.587-1.055)
Female 29/485 (6.0) 32/480 (6.7) . 0.875 (0.529-1.446)
Age 0.364
<60 years 34/649 (5.2) 49/650 (7.5) . | 0.638 (0.441-1.057)
Z 60 years 75/620 (12.1) 84/621 (13.9) —— 0.875 (0.641-1.195)
History of cardiovascular disease 0.332
No 78/1123 (6.9) 102/1129 (9.0) —— 0.750 (0.559-1.007)
Yes 31/146 (21.2) 31/142 (21.8) = . 0.999 (0.607-1.644)
HbAlc 0.257
<8.9% 83/1046 (7.9) 111/1065 (10.4) ——— 0.747 (0.562-0.992)
=8.9% 26/223 (11.7) 22/206 (10.7) = + 1.078 (0.611-1.901)
Duration of diabetes 0.508
<10 years 58/803 (7.2) 81/834 (9.7) e 0.728 (0.519-1.019)
=10 years 47/428 (11.0) 51/411 (12.4) 0.867 (0.584-1.289)
T T T |
1 1.5 2 25

*1 INY—FR L E95%(E 28 X il (L Cox[El R, P{E[LWaldikE

*2 R EARIC K DM LIOMI B RIIZIRE

T YR IIL—T &, Bt R F (FE#s, R, KIMEREDELE, HbAlc) =L V=
blinded reviewlZ&>TRELT-
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DERIEE, iZEh, FET

No. of events No. of events in . . P Value

in Intensive Conventional IntenS|Ve Convent|0na| for
therapy (%) therapy (%) better Hazard Ratio (95% Cl) petter Interaction

Subgroup

Main Secondary Outcome

Qverall 69/1269 (5.4) 92/1271 (1.2) ] 0.737 (0.539-1.007)

Strata of risk -|- 0.776
Low 26/835 (3.1) 39/830 (4.7) . 0.640 (0.390-1.052)
Middle 22/289 (7.6) 29/306 (9.5) . 0.816 (0.469-1.420)
High 21/145 (14.5) 24/135(17.8) 0.796 (0.443-1.430)

Gender 0.927
Male 51/784 (6.5) 68/791 (8.6) — 0.744 (0.518-1.070)
Female 18/485 (3.7) 24/480 (5.0) - 0.720 (0.391-1.327)

Age 0.413
<60 years 19/649 (2.9) 31/650 (4.8) { 0.604 (0.341-1.069)
=60 years 50/620 (8.1) 61/621(9.8) ——— 0.803 (0.553-1.168)

History of cardiovascular disease 0.402
No 51/1123 (4.5) 73/1129 (6.5) i 0.684 (0.479-0.979)
Yes 18/146 (12.3) 19/142 (13.4) [ 0.938 (0.492-1.788)

HbAlc 0.655
<8.9% 55/1046 (5.3) 77/1065 (7.2) P 0.712 (0.504-1.007)
=8.9% 14/223 (6.3) 15/206 (7.3) 0.856 (0.413-1.774)

Duration of diabetes 0.584
<10 years 38/803 (4.7) 58/834 (7.0) ® 0.666 (0.443-1.003)
=10 years 28/428 (6.5) 33/411 (8.0) . 0.799 (0.483-1.322)

T I
0.5 1
© N = = (=]
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BANUEDRE AR
B2, i 5 1 47 P R 4

No. of events No. of events
in in
Intensive
therapy (%)

. Intensive Conventional P Value
Conventional for

Subgroup therapy (%) better Hazard Ratio (95% CI) better Interaction

Cerebrovascular Events

Overall 18/1269 (1.4) 42/1271 (3.3) — 0.424 (0.244-0.737)

Strata of risk -I- 0.549
Low 7/835 (0.8) 22/830 (2.7) . 0.309 (0.132-0.724)
Middle 6/289 (2.1) 10/306 (3.3) * 0.643 (0.234-1.768)
High 5/145 (3.4) 10/135 (7.4) - 0.463 (0.158-1.354)

Gender 0.772
Male 13/784 (1.7) 29/791 (3.7) . 0.448 (0.233-0.861)
Female 5/485 (1.0) 13/480 (2.7) - 0.374 (0.133-1.048)

Age 0616
<60 years 6/649 (0.9) 17/650 (2.6) . 0.351 (0.138-0.891)
=60 years 12/620 (1.9) 25/621 (4.0) * 0.472 (0.237-0.940)

History of cardiovascular disease 0.735
No 13/1123 (1.2) 32/1129 (2.8) 0.401 (0.210-0.764)
Yes 5/146 (3.4) 10/142 (7.0) 0.498 (0.170-1.457)

HbAlc 0.933
<8.9% 16/1046 (1.5) 38/1065 (3.6) ———— 0.424 (0.236-0.760)
=8.9% 2/223(0.9) 4,206 (1.9) 0.458 (0.084-2.499)

Duration of diabetes 0.316
<10 vears 10/803 (1.2) 29/834 (3.5) . 0.353 (0.172-0.724)
210 years 8/428 (1.9) 12/411 (2.9) . 0.635 (0.260-1.553)
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Qutcome No. of events
Hazard
- , , ratio
C?ﬁ\!&ﬁ Intensive Intensive Conventional (95%CI)
Homel (N =1269) bett bett °
Nephro- 0.68
F}athy 25? 181 n ulF (056“082)
Retino- 0.86
pathy 362 317 0.74-1.00)
Lower limb
H 0.89
vasoular 10 9 s ! (0.36-2.20)

0.1 0.5 1 3

P value

<0.0001

0.046

0.80
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FEHIE (%) PEFBMES SR b AREE
EEHEY 25 (2.0) 32 (2.5)
IR 1 (0.1) 0 (0.0)
fixi Z2 A 3 (0.2) 0 (0.0)
DAL 1 (0.1) 0 (0.0)
Fr< 1 (0.1) 4 (0.3)
firhi %% 3 (0.2) 0 (0.0)
T DD B EIE 2 (0.2) 0 (0.0)
fE1 B T il 2% 4 (0.3) 0 (0.0)
ZERTE 2 (0.2) 2 (0.2)
REDEW 1 (0.1) 0 (0.0)
B 0 (0.0) 2 (0.2)
ZDfth 2 (0.2) 1(0.1)
BR-AEF 3(0.3) 8 (0.6)
H 48 (3.8) 49 (3.9)
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FE B (%) PEFBEE SRIL R EE
ETHOEEER 1135 (89.3) 1130 (89.0)
ETHNEELGEEER 127 (10.0) 121 (9.5)
FTHERELI-EEER

EAEEMAE t1 4 (0.3) 7 (0.6)
Em#E £ 283 (22.3) 521 (41.1)
DFE 7 (0.6) 9 (0.7)
#}iFt 77 (6.1) 67 (5.3)
FE T 129 (10.2) 193 (15.2)
BUih 31 (2.4) 37 (2.9)
=YDLyFNiitnd 21 (1.7) 18 (1.4)
AST (GOT) £t& 23 (1.8) 38 (3.0)
ALT (GPT) £& 18 (1.4) 44 (3.5)
B 3(0.2) > (0.4)
CPKLEER 52 (4.1) 87 (6.9)
fe L h R AR 1(0.1) 2 (0.2)
EMIEY 137 (10.8) 119 (9.4)
B 125 (9.8) 143 (11.3)
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PEEBEE SRIL AL
= 24 (1.9) 20 (1.6)
N 22 (1.7) 19 (1.5)
AT AL AR 20 (1.6) 19 (1.5)
fif 19 (1.5) 18 (1.4)
iz ek 10 (0.8) 10 (0.8)
fs bt 6 (0.5) 10 (0.8)
ZLAR 9 (0.7) 4 (0.3)
FF i 5 (0.4) 5 (0.4)
BB 4 (0.3) 6 (0.5)
Bl RE 3(0.2) 5 (0.4)
K& 7 (0.6) 1 (0.1)
F= 5 (0.4) 2 (0.2)
A Ifl % 1(0.1) 3(0.2)
EM) > NEE 8 (0.6) 5 (0.4)
T D1th 4 (0.3) 6 (0.5)
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J-DOITANEEZ - MEaFA—)LEKNZER F L

-NZEFDREREAFEEZZAS LT, FICIMENEETHS [12-14]

- RKAEDOFHMIE (L, EIEEERFFICHLNTI23/71 mm Hgé, EEAEEFD
129/74 mm Hg&YHEL, COEMNRME A R LD DI o1
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#ESE [12,14]) KYBELWVEEEHZ (130/80 mm HogLWIEED EE B E)
HERETAIEMNEESNS

12 Diabetes Care 2017; 40(Suppl 1): S75-S87.

13 Eur Heart J 2013; 34(39): 3035-87. ."DOI T
14 Diabetol Int 2015; 6(3): 151-87. 65
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EETFH
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24 Diabetologia 2013; 56(5): 1021-30.
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Rationale for the JDOIT3 study

* Limited evidence that multifactorial intervention aimed at glucose, blood
pressure and lipids reduce macrovascular complications and mortality in
type 2 diabetes, and especially if aiming at near-normal targets

* Only one single small study, the STENO-2 Study
» Gaede et al. NEJM 2003; 348 (5): 383-393 (2241 citations)
* Gaede et al. NEJM 2008; 358 (6): 580-591 (1460 citations)

* Are the data from STENO-2 generalizable? Japanese?

* Does multifactorial treatment aiming at even lower targets than the
STENO-2 study further reduce the residual risk?

J-DOIT



 Japanese guidelines are strict and the J-DOIT3 trial
shows that the patients conventionally treated in Japan

are well controlled

* Intensive therapy is aiming at normal or near-normal

targets of glucose, lipids and blood pressure

* By adopting the strict scheme in the conventional arm
the J-DOIT3 trialists took a risk, but a risk to the
benefit of the patients

J-DOIT



 Important new and long awaited data of multifactorial

treatment on macro- and microvascular disease in a large
set of patients

* Clinically meaningful data although in the strictest

statistical sense the primary endpoint was not achieved

* Targeting normal or near-normal values (glucose, lipids,
blood pressure) leads to lower risk of both macrovascular

and microvascular complications

J-DOIT



* Finally, replication of multifactorial treatment scheme

introduced by the Steno-2 trial in a larger population

* Importantly, the data from the Steno-2 are generalizable

as multifactorial tfreatment leads to lower risk of severe

complications also in the Japanese population

« J-DOIT3 could generate these new data despite much

tighter metabolic control than in the Steno-2 trial

J-DOIT



Articles

Effect of an intensified multifactorial intervention on +\ @
cardiovascular outcomes and mortality in type 2 diabetes
(J-DOIT3): an open-label, randomised controlled trial
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The J-DOIT3 Study Group (1)

Asahikawa Medical University, Asahikawa, Hokkaido: Masakazu Haneda.

Yoshida Hospital, Asahikawa, Hokkaido: Yasunori lwashima.

Hirosaki University Hospital, Hirosaki, Aomori: Toshihiro Suda, Naoki Tamasawa, and Makoto Daimon.
lwate Medical University Hospital, Morioka, lwate: Jo Satoh, Noriko Takebe, and Yasushi Ishigaki.
Fukushima Medical University, Fukushima, Fukushima: Tsuyoshi Watanabe, and Hiroaki Satoh.
Dokkyo Medical University, Mibu, Tochigi: Kikuo Kasai, and Yoshimasa Aso.

Jichi Medical University, Shimotsuke, Tochigi: Shun Ishibashi.

Saitama Medical University Hospital, Moroyama, Saitama: Shigehiro Katayama.

Jichi Medical University Saitama Medical Center, Saitama, Saitama: San-e Ishikawa, and Masafumi Kakei.
Saitama Red Cross Hospital, Saitama, Saitama: Kazuyuki Namai.

Asahi General Hospital, Asahi, Chiba: Naotake Hashimoto, Yoshifumi Suzuki, and Shunichiro Onishi.
Chiba University Hospital, Chiba, Chiba: Koutaro Yokote.

Kameda Medical Center, Kamogawa, Chiba: Masafumi Matsuda, and Masahiro Masuzawa.

Memorial Hospital of Kazusa, Kisarazu, Chiba: Mitsutaka Motoyoshi.

Nihon University Itabashi Hospital, Itabashi, Tokyo: Yoichi Hayashi, Satoshi Saito, Norikazu Ogihara, and Hisamitsu
Ishihara.

The Jikei University School of Medicine, Minato, Tokyo: Naoko Tajima, and Kazunori Utsunomiya.
Keio University School of Medicine, Shinjuku, Tokyo: Akira Shimada, and Hiroshi Itoh. J-DO| r
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The J-DOIT3 Study Group (2)

Japanese Red Cross Medical Center, Shibuya, Tokyo: Toru Hiyoshi.
Juntendo University Graduate School of Medicine, Bunkyo, Tokyo: Ryuzo Kawamori, and Hirotaka Watada.
NTT Medical Center Tokyo, Shinagawa, Tokyo: Michio Hayashi.

Federation of National Public Service Personnel Mutual Aid Associations, Toranomon Hospital, Minato, Tokyo: Yasumichi
Mori.

Mitsui Memorial Hospital, Chiyoda, Tokyo: Teruo Shiba, and Akihiro Isogawa.

Tokyo Women’s Medical University Hospital, Shinjuku, Tokyo: Hiroshi Sakura.

Tokyo Medical University Hospital, Shinjuku, Tokyo: Masato Odawara.

The University of Tokyo Hospital, Bunkyo, Tokyo: Kazuyuki Tobe, Kazuhisa Tsukamoto, and Toshimasa Yamauchi.
Teikyo University School of Medicine Hospital, Itabashi, Tokyo: Tamio Teramoto.

Tokyo Medical and Dental University, University Hospital of Medicine, Bunkyo, Tokyo: Yukio Hirata, Isao Uchimura, and
Yoshihiro Ogawa.

Toho University Medical Center, Ohmori Hospital, Ota, Tokyo: Gen Yoshino, and Takahisa Hirose.

National Center for Global Health and Medicine Hospital, Shinjuku, Tokyo: Hiroshi Kajio.

Saiseikai Central Hospital, Minato, Tokyo: Yoshihito Atsumi, Akira Shimada, and Yoichi Oikawa.

Tokyo Metropolitan Geriatric Hospital, Itabashi, Tokyo: Atsushi Araki.

Hachioji Medical Center of Tokyo Medical University, Hachioji, Tokyo: Akio Ueki, and Atsushi Ohno.

Showa General Hospital, Kodaira, Tokyo: Masafumi Kitaoka. ."DO' 'I'
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The J-DOIT3 Study Group (3)

Kitasato University Hospital, Sagamihara, Kanagawa: Yoshikuni Fujita, Tatsumi Moriya, Taiki Tojo, and Masayoshi
Shichiri.

St.Marianna University School of Medicine, Kawasaki, Kanagawa: Yasushi Tanaka.

Tokai University School of Medicine, Isehara, Kanagawa: Daisuke Suzuki, and Masao Toyoda.

Shonan Kamakura General Hospital, Kamakura, Kanagawa: Kumiko Hamano, and Rieko Komi.

Yokohama City University Hospital, Yokohama, Kanagawa: Yasuo Terauchi.

Yokohama Sakae Kyosai Hospital, Federation of National Public Service Personnel Mutual Associations, Yokohama,
Kanagawa: Nobuaki Kuzuya, and Masayo Yamada.

Odawara Municipal Hospital, Odawara, Kanagawa: Tadahisa Momoki, and Koichiro Sato.
Yaizu City Hospital, Yaizu, Shizuoka: Mitsuo Imura.

Kanazawa University Hospital, Kanazawa, Ishikawa: Toshinari Takamura.

Nagano Chuo Hospital, Nagano, Nagano: Hiroaki Yamamoto.

Ogaki Municipal Hospital, Ogaki, Gifu: Hiroshi Sobajima.

Gamagori City Hospital, Gamagori, Aichi: Akihiko Yoneyama, and Kenichi Ito.

Chukyo Hospital, Nagoya, Aichi: Hiroshi Tanaka, and Masayuki Hayashi.

Nagoya Medical Center, Nagoya, Aichi: Yasuhisa Kato.

Fujita Health University Hospital, Toyoake, Aichi: Mitsuyasu Itoh, and Atsushi Suzuki.
Chubu Rosai Hospital, Nagoya, Aichi: Mikihiro Nakayama, Takahisa Sano, and Eitaro Nakashima. ."DO' 'I'
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The J-DOIT3 Study Group (4)

Mie University Hospital, Tsu, Mie: Yasuhiro Sumida, and Yutaka Yano.

National Hospital Organization Mie Chuo Medical Center, Tsu, Mie: Tsuyoshi Tanaka.

Ise Red Cross Hospital, Ise, Mie: Kazuya Murata.

Shiga University of Medical Science, Otsu, Shiga: Atsunori Kashiwagi, and Hiroshi Maegawa.
National Hospital Organization Kyoto Medical Center, Kyoto, Kyoto: Shigeo Kono.

Kyoto University Hospital, Kyoto, Kyoto: Nobuya Inagaki.

Osaka Police Hospital, Osaka, Osaka: Keisuke Kosugi, and Tetsuyuki Yasuda.

National Cerebral and Cardiovascular Center, Suita, Osaka: Yasunao Yoshimasa, and Ichiro Kishimoto.

Osaka City General Hospital, Osaka, Osaka: Toshihiko Sato, and Masayuki Hosoi.

Osaka Medical Center for Cancer and Cardiovascular Diseases, Osaka, Osaka: Tomoyuki Yamasaki.
Osaka University Hospital, Suita, Osaka: Munehide Matsuhisa, and lichiro Shimomura.

Kansai Electric Power Hospital, Osaka, Osaka: Ataru Taniguchi, Akira Kuroe, and Takeshi Kurose.
Kindai University Faculty of Medicine, Osakasayama, Osaka: Hiroshi Ikegami.

Kobe University Graduate School of Medicine, Kobe, Hyogo: Takeshi Ohara, and Kazuhiko Sakaguchi.
Hyogo College of Medicine College Hospital, Nishinomiya, Hyogo: Mitsuyoshi Namba.

Seimeikai Ikeda Hospital, Amagasaki, Hyogo: the late Masaki Ikeda, and Hiroki Ikeda.

Kawasaki Medical School Hospital, Kurashiki, Okayama: Kohei Kaku.

(continued)
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The J-DOIT3 Study Group (5)

Kurashiki Central Hospital, Kurashiki, Okayama: Kenji Takahashi.

Okayama University Hospital, Okayama, Okayama: Hirofumi Makino.

Saijo Central Hospital, Saijo, Ehime: Masazumi Fujiwara.

Ehime Prefectural Central Hospital, Matsuyama, Ehime: Ikki Shimizu, Keizo Ono, and Osamu Ebisui.
Yamaguchi University Hospital, Ube, Yamaguchi: Yukio Tanizawa.

University of Occupational and Environmental Health, Kitakyushu, Fukuoka: Yosuke Okada.

lizuka Hospital, lizuka, Fukuoka: Shoichi Natori, Takehiko Kodera, Naoichi Sato, and Makoto Ide.
Kurume University Hospital, Kurume, Fukuoka: Kentaro Yamada.

Fukuoka City Medical Association Hospital, Fukuoka, Fukuoka: Fumio Umeda, Shoichi Natori, Tomoaki Eto, Kazuo
Mimura, Shinsuke Hiramatsu, Tomoaki Inoue, and Ryoko Takei.

National Hospital Organization Kyushu Medical Center, Fukuoka, Fukuoka: Atsushi Ogo.
Nagasaki University Hospital, Nagasaki, Nagasaki: Katsumi Eguchi, Eiji Kawasaki, and Yuji Koide.
Kumamoto University Hospital, Kumamoto, Kumamoto: Eiichi Araki.

Jinnouchi Hospital Diabetes Care Center, Kumamoto, Kumamoto: Hideaki Jinnouchi.

The Japanese Red Cross Nagasaki Genbaku Hospital, Nagasaki, Nagasaki: Yasuo Ueda.
University of Miyazaki Hospital, Miyazaki, Miyazaki: Masamitsu Nakazato.
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