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SUPPLEMENTARY DATA

Supplementary table 1 The list of patient registration facilities

Registered patients Registered Ratio of diabetic
Medical institutions implementing clinical research (excluded cases) patient ratio by  patients by
region region in Japan*
Toru Clinic Pulmonary & Internal Medicine 9 Tohoku & Tohoku &
Aishin Circulatory Organ Clinic 30 (1) Hokkaido Area Hokkaido Area
OdoriKoen Junkanki Clinic 2 (11.5%) (11.9%)
Saitoh Naika Clinic 8
Shimono Cardiovascular Clinic 1
Shinkotoni Family Clinic 4
Sudo Medical Clinic 3
Takamura Naika lin 5
Tada Clinic 18
Nagao Naika Junkanki Clinic 2
Horada Naika Clinic 20
Matsuda Cardiovascular Clinic 1
Miyanomori Memorial Hospital 3
Miyanosawa Cardiovascular Internal Medicine Clinic 5
Sata Naika Shonika Toriage lin 12
Aoyama Clinic 6
Naika Ohisama Clinic 4
Internal Medicine Clinic Front of Kitakami Station 10
Nagai Clinic 2
Clinic Sugiyama 14
Mahito Naika Clinic 6
Fujiya Clinic 9
Itabashi Clinic 40 (1) Kanto Area Kanto Area
Nasuno Clinic 3 (30.7%) (28.2%)
Oyama East Clinic
Green Clinic 15 (1)
Shimizu Naika 30
Niwaya Clinic 10
Ayumi Clinic 27
Murano Higashi Clinic 16
Gamo Clinic 3
Handa Naika Kurinikku
Takahashi Medical Clinic 10 (1)
Yamakawa Medical Clinic 6
Mashiba Clinic 7
Shimizu Clinic Fusa 15
Masunaga Clinic 7
Fukuda Medical Clinic 5(1)
Aishin Clinic 3
Hotaruno Central Naika 21
Yurinoki Clinic 40
Gyoutoku Flower Street Clinic 1
Tanaka Heart Clinic 7
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Misaki Naika Clinic 20
Okuda Clinic 8
Kamada Clinic 6
Matsuura Clinic 1
South Tokyo Heart Clinic 2
Wako Clinic 7
Nishio Clinic 10
Asahi Clinic 1
Suidoubashi Medical Clinic
Noguchi Naika Clinic 3
Kumanomae Nishimura Clinic 15
Mirai Clinic Tama Center 10
Mirai Clinic Kunitachi 5
Tomonaga Clinic 19 (1)
Suzuki Clinic 2(1)
Minamino Cardiovascular Hospital 7
Kunitachi Naika Clinic 14
Sekiya Clinic 2
Ekimae Tsunoda Clinic 1
Hashiba DM Clinic 8(3)
Takadachuo Byoin 14
Miura Central Clinic 1
Mokubo Clinic 9
Idaimae Naika Clinic
Takada Naika Clinic 11 (1)
International Goodwill Hospital 8
Uchiyama Clinic 9 Chubu Area Chubu Area
Sasagawa Medical Clinic 1 (10.9%) (16.2%)
Handa Naika 5
Wakasa Medical Clinic 20
Owari Cardiovascular Diabetes Medicine Clinic 20
Ikeda Clonic 7
Arai Clinic 9(2)
Yamanashi Prefectural Central Hospital 5
Kimura Internal Medicine Clinic 30
Gibo Hepatology Clinic 5
Okamoto Internal Clinic 13
Plumeria DM Clinic 10
Ishiguro Clinic 5
Heart Clinic Kanda 4
Nakai Internal Clinic 10
Haga Diabetes Medical Clinic 11
Uzumasa Clinic 5 Kinki Area Kinki Area
Kou Naika Clinic 3 (9.6%) (19.0%)
Iwasaki Naika Clinic 15
Shiraiwa Medical Clinic 7
Seo Heart Clinic 5
Takekawa Clinic 17
Hirose Clinic 1
Yayoi Clinic 7
Wakaki Clinic 10
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Sakaibashi Clinic 7
Lakeside Clinic 1
Ashida Medical Clinic 8
Kobe Century Memorial Hospital 7
Shiota Clinic 3
Tojo Clinic 8
Hanakawa Clinic 22 (1)
Hayashi Clinic 5
Yamasaki Family Clinic 1
Amagasaki New Town Hospital 1
Goshi Hospital 6
Mitani lin 5
Sakaemachi Clinic 14 Chugoku & Chugoku &
Okayama East Neurosurgery Toubi Clinic 29 (1) Shikoku Area Shikoku Area
Iryohojinsyadan Osakada Iin 10 (16.7%) (10.0%)
Nakano Internal Clinic 5
Park Integrated Clinic 2
Fujita lin 10
Kasaoka Daiichi Hospital 10
Okita Internal Medical Clinic 6
Teshima Clinic 10
Clear Yakeyama Clinic 3
Komo Medical Clinic
Oda Medical Clinic
Internal Medicine Clinic In Front Of Itsukaichi Station 8
MAZDA Hospital 10
Yoshitoshi Clinic 1
Tokuyama Central Hospital 4
Hasegawa Naika Junkankika 11
Yokoi Medical Clinic 3
Olive Takamatsu Medical Clinic 8
Syokaze CardioVascular Medicine and Diabetes Care 20
Ohisama Clinic 40 (1)
Nakayama Clinic 30 (1)
Nishino Clinic 14
Azakami Clinic 2 Kyushu Area Kyushu Area
Adachi Brain Clinic 2 (20.6%) (13.9%)
Seishinkai Inoue Hospital 10
Oishi Clinic 13

Kunisaki Makoto Clinic
Kuroki Hiro Clinic

2
5
Nakamura Cardiovascular Clinic 3
Fujisawa Clinic 1
8
9
5

Futata Tetsuhiro Clinic

Clinic Masae Minami

Yamashita Tsukasa Clinic

Yamamoto Internal Medicine Cardiology Clinic 13
Doi Internal Medicine Clinic 2(1)
Asunaro Clinic 6 (1)
Kitakyusyu General Hospital 1
Social Insurance Tagawa Hospital 2

3
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Shin Komonji Hospital 10 (1)
Saga Memorial Hospital 3
Saga-ken Medical Centre Koseikan 8
Oshima Clinic 1
Kuriya Clinic 6
Saiseikai Nagasaki Hospital 1
Sumi Clinic 9
Grace Medical Clinic 10
Tsutsumi Hospital 10
Nishimura Internal Medicine & Neurosurgery Hospital 10
Kumamoto Chuo Hospital 2
Yoshimura Clinic 15
Shimasaki busdo-ri Clinic 2
Hanabata Clinic 1
Hirayama Heart Clinic 4
Ogushi Clinic 1
Inakura Clinic 10
Kawano lin 10
Fukuoka Clinic 1
Fujiki Naika Geka Clinic 6
Yokota Naika 40
Suetsugu Medical and Cardiology Clinic 23
Hirakawa Geka Naika 7
Hiroshi Yamaguchi Clinic 12 (1)
Primula Clinic 5
Wakamatsu Memorial Hospital 12
Shiraishi Hospital 3
Shimoji Clinic
Taiyouno Clinic 3

*Estimated from Patient Survey, 2017 by Ministry of Health, Labour and Welfare
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Supplementary table 2 Patient background at baseline and each OAD class as initial monotherapy

a-glucosidase . - . . DPP-4 SGLT2
All MET SU inhibitor R Glinide inhibitor inhibitor
Cases (%) 1485 (100.0) 237 (16.0) 43 (2.9) 48 (3.2) 28 (1.9) 20 (1.3) 830 (55.9) 279 (18.8)
' Age (SD) 507(133)  539(83)  543(93) 51.5 (7.4) 60.9 (8.0) 53.7 (8.6) 53.9 (8.6) 54.7 (7.0)
Female (%) 567 (38.2) 82 (34.6) 9 (20.9) 31 (64.6) 12 (42.9) 8 (40.0) 317(38.2) 108(38.7)
' . 25.5 26.7 24.1 25.9 ' 25.0 22.8 24.6 28.1
BMI, median (IQR) (23.0-28.6) (234-305) (21.9-273) (23.5-28.6) (22.1-28.0) (200-259)  (224-273)  (25.-32.6)
BMI >25(%) 813 (54.9) 154 (65.0) 17 (39.5) 29 (60.4) 14 (50.0) 6 (30.0) 379 (45.8) 214 (76.7)
" Disease duration Year (SD) 0.87 (1.9) 0.9 (1.8) 0.7 (1.8) 0.8 (1.7) ' 1.4 (2.3) 0.9 (1.6) 0.9 (1.9) 0.7 (1.7)
I T
Baseline HbAlc (SD) 8.1(1.9) 8.1 (1.6) 10.3 (2.3) 6.9 (1.4) 73 (1.6) 8.6 (1.9) 8.1(1.9) 8.0 (1.7)
I T
Target HbAlc (SD) 6.5(0.5) 6.6 (0.4) 6.8 (0.4) 6.3 (0.4) 6.3 (0.3) 6.7 (0.4) 6.5 (0.6) 6.5 (0.4)
I Classification in CKD stage I
by eGFR, n (%), n=1250
Gl 369 (29.5) 66 (31.6) 19 (52.8) 9(23.7) 5(18.5) 4(26.7) 192 (28.1) 74 (30.6)
G2 687 (55.0) 127 (60.8) 12 (33.3) 22 (57.9) 15 (55.6) 7 (46.7) 368 (53.9) 136 (56.2)
G3a 143 (11.4) 14 (6.7) 4(11.1) 4 (10.5) 5(18.5) 2(13.3) 91 (13.3) 23 (9.5)
G3b 36 (2.9) 2 (1.0 1(2.8) 2(5.3) 2(7.4) 1(6.7) 23 (3.4) 52.1)
G4 11 (0.9) 0 (0.0) 0(0.0) 1(2.6) 0 (0.0) 1(6.7) 6 (0.9) 3(1.2)
G5 4(0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.4) 1(0.4)
Diabetic complications, n (%) 196 (13.2) 29 (12.2) 10 (23.3) 4(8.3) 4(14.3) 7 (35.0) 114 (13.7) 28 (10.0)
I T
Cardiovascular disease, n (%) 91 (6.1) 9 (3.8) 4(9.3) 2(4.2) 3(10.7) 0 (0.0) 55 (6.6) 18 (6.5)
Dyslipidemia, n (%) 856 (57.6) 128 (54.0) 27 (62.8) 23 (47.9) 16 (57.1) 6 (30.0) 488 (58.8) 168 (60.2)
Hypertension, n (%) 760 (51.2) 113 (47.7) 18 (41.9) 24 (50.0) 26 (92.9) 5(25.0) 4410 (49.4) 164 (58.8)
5
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Smoking, Yes (%) 362 (24.4)  62(26.2) 16 (37.2) 8 (16.7) 5(17.9) 3(15.0) 186 (22.4) 82 (29.4)
Alcohol use, Yes (%) 773 (52.1)  127(53.6) 20 (46.5) 30 (62.5) 16 (57.1) 8 (40.0) 426 (51.3) 146 (52.3)

" Cohabiter, Yes (%) 1239 (834) 201 (84.8) 31 (72.1) 43 (89.6) 24 (85.7) " 18(90.0) 684 (82.4) 238 (85.3)
Education level, n (%)
Junior high school 191 (129) 26 (11.0) 0 (0.0) 3(6.3) 8 (28.6) 1 (5.0) 131 (15.8) 22(7.9)
High school 763 (51.4)  112(47.3)  28(65.1) 31 (64.6) 15 (53.6) 13 (65.0) 415 (50.0) 149 (53.4)
University or higher 508 (342) 94 (39.7) 15 (34.9) 13 27.1) 5(17.9) 6 (30.0) 275 (33.1) 100 (35.9)
I T T T
Employment situation, n (%)
Full time employee 773 (52.1) 150 (63.3) 30 (69.8) 25 (52.1) 11 (39.3) 11 (55.0) 381 (45.9) 165 (59.1)
Part-time employee 193 (13.0) 30 (12.7) 4(9.3) 7 (14.6) 2(7.1) 2 (10.0) 107 (12.9) 41 (14.7)
Student 2(0.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 1(0.1) 1(0.4)
Housewife 170 (11.4) 23(9.7) 1(2.3) 9(18.8) 5(17.9) 2 (10.0) 103 (12.4) 27 (9.7)
Retiree 112 (7.5) 11 (4.6) 3(7.0) 0(0.0) 4(14.3) 0(0.0) 74 (8.9) 20 (7.2)
Unemployed 235 (15.8) 23(9.7) 5(11.6) 7 (14.6) 6 (21.4) 5(25.0) 164 (19.8) 25 (9.0)
Investigator characteristics
Clinic, n (%) 1334 (90.3) 201 (84.8) 40 (93.0) 38 (79.8) 28 (58.3) 15 (75.0) 756 (91.1) 263 (94.3)
% )Elabetes specialists, n ¢ 100.0) 125 (20.3) 28 (4.5) 28 (4.5) 0 (0.0) 16 (2.6) 334 (54.1) 86 (13.9)
Non-diabetes specialists, I I I
868 (100.0) 112 (12.9) 15 (1.7) 20 (2.3) 28 (3.2) 4(0.4) 496 (57.1) 193 (22.2)

n (%)*

*Represents proportion of patients prescribed each OAD class as initial monotherapy by diabetes specialists/non-diabetes specialists

BMI, body mass index; CKD, chronic kidney disease; DPP-41, dipeptidyl peptidase-4 inhibitor; eGFR, estimated glomerular filtration rate; HbAlc, glycated hemoglobin; IQR,
interquartile range; MET, metformin; OAD, oral antidiabetic drug; SD, standard deviation; SGLT2I, sodium-glucose cotransporter 2 inhibitor; SU, sulfonylurea.
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Supplementary figure 1 Overall, baseline EQ-5D-5L score categorized by patients with and
without diabetic and cardiovascular complications
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***p<0.001, Welch's test

EQ-5D-5L, EuroQol 5-dimension 5-level.
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