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Fig. 1 The study protocol. isCGM, intermittently scanned Continuous Glucose Monitoring. A total of 24 participants wore

isSCGM after at least 5 days of hospitalization. The analysis was performed with data from days 4-6 of isSCGM as baseline data

and days 11-13 of isCGM as post-treatment data. On day 5 of isCGM, participants received 20 mg of tofogliflozin once daily

after breakfast.
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Table 1 Baseline characteristics of the study subjects

PIREFHE - 60% H75 (2023F7H)—

Overall (n=24) | Low FLI group (n=12) | High FLI group (n=12) | p-value*
Age (y) 64.2 =10.0 65.5 £ 10.1 62.9 £10.2 0.540
Duration of diabetes (y) 11.3+8.4 13.2+8.1 9.5+8.6 0.293
Sex, Male, n (%) 15 (67.5) 9 (75.0) 6 (50.0) 0.400
BMI (kg/m*) 29.0£5.1 25.3+3.0 32.7+3.8 <0.001*
HbAlc (%) 8.8+1.4 9.0+ 1.4 8.7+1.5 0.617
GA (%) 21.9%5.3 23.9%5.4 19.9 + 4.6 0.065
FPG (mg/dL) 150.3 £ 62.5 145.0 £ 76.2 155.5 £ 47.9 0.690
CPR (ng/mL) 25+1.7 1.9+1.2 32+1.8 0.038*
CPI 1.9+1.4 1.7+1.7 21*£1.0 0.447
eGFR (mL/min/1.73 m*) 68.7 £16.2 72.9+15.1 64.6 =16.8 0.220
TG level (mg/dL) 175.1 £98.2 151.3 £50.0 199.0 £ 128.1 0.242
LDL-C level (mg/dL) 100.9 = 32.5 103.3 = 36.1 98.5 +29.9 0.729
HDL-C level (mg/dL) 39.0 =10.3 38.1+13.6 39.8 6.0 0.688
AST (IU/L) 24.3+13.2 16.8 £9.0 31.9*+12.6 0.003*
ALT (IU/L) 28.7£25.1 17.9+16.1 39.5 +£28.3 0.032*
7-GTP (IU/L) 54.1 =61.1 47.3£74.3 61.0 = 46.7 0.593
Waist circumference (cm) 99.3+11.5 90.5+5.9 108.1 =8.7 <0.001*
FLI 67.5 = 24.4 45.8 £12.4 89.1 8.4 <0.001°*
Patient treated for dyslipidemia, n (%) 14 (58.3) 7 (58.3) 7 (58.3) 1.000
Antihyperglycemic drugs
Metformin, n 11 7 4 0.414
DPP-4 inhibitor, n 6 3 3 1.000
Sulfonylurea, n 3 2 1 1.000
a-glucosidase inhibitor, n 1 0 1 1.000
Insulin, n 12 6 6 1.000

FLI, fatty liver index; BMI, body mass index; HbAlc, glycated hemoglobin; GA, glycated albumin; FPG, fasting plasma glucose;

CPR, C-peptide immunoreactivity; CPI, C-peptide index; eGFR, estimated glomerular filtration rate; TG, triglyceride; LDL-C,

low-density lipoprotein cholesterol; HDL-C, high-density lipoprotein cholesterol; AST, aspartate aminotransferase; ALT, alanine

aminotransferase; y -glutamyl transpeptidase; DPP-4, dipeptidyl peptidase-4. Antidiabetic drug and insulin dosages did not change

throughout the study period.
Data are presented as the mean = SD.

Student's t-test or x” test are used to compare data between the two groups. A p-value of < 0.05 was considered significant.

*indicates a statistically significant difference between groups.
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Fig. 3 The 24-h mean glucose variabilities based on flash glucose monitoring, which show the mean glucose variabilities for 3
days of Low fatty liver index group (a) and High fatty liver index group (b). Dotted and solid lines show the glucose
variabilities in participants before and after administration of tofogliflozin respectively.
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Table 2 Changes in isCGM parameters of glucose variability between pre- and post-treatment timepoints in all, the Low and

High FLI groups
group Pre-treatment Post-treatment p-value
AUC Overall 95.7=52.1 73.9 = 46.3 <0.001°*
i
Low FLI 98.7 =61.4 70.6 =55.4 0.005*
2 h after breakfast (mg/dL h) ) .
High FLI 92.7+t41.4 77.2+35.4 0.023
AUC Overall 68.7 = 45.0 49.8 +42.8 0.004*
! Low FLI 61.8 = 43.0 44.2 = 37.0 0.046*
2 h after lunch (mg/dL h) i .
High FLI 75.7 = 46.4 55.4 =47.7 0.035
AUC Overall 91.2 =54.8 66.6 = 47.5 <0.001°*
! Low FLI 89.5 = 49.8 60.9 + 50.5 0.003*
2 h after supper (mg/dL h) . *
High FLI 92.9 =60.0 72.3 £39.7 0.012
Overall 66.3 +24.1 87.7+12.8 <0.001*
Percentage of time in range (70-180 mg/dL) Low FLI 67.0 = 23.6 85.2 +13.8 <0.001*
High FLI 65.7 =24.9 90.2+11.4 <0.001*
Overall 0.3+0.9 0.7£2.6 0.176
Percentage of time below range ( <70 mg/dL) Low FLI 0.4+1.0 0.5+1.8 0.864
High FLI 0.1£0.7 1.0 +3.3 0.145
Overall 33.4 £24.3 11.6 =12.9 <0.001*
Percentage of time above range (> 180 mg/dL) Low FLI 32.6 £23.8 14.4 £14.0 <0.001*
High FLI 34.2 +25.0 8.8+11.3 <0.001°*
Overall 41.1 =11.7 30.2 =8.7 <0.001*
24-h SD of glycemic variability (mg/dL) Low FLI 43.4+£12.8 31.9+9.2 <0.001*
High FLI 38.8 +10.1 28.6 = 8.0 <0.001°*
Overall 24.8+6.3 23.5 6.1 0.163
24-h CV of glycemic variability (%) Low FLI 26.8 + 6.4 24.1+6.9 0.070
High FLI 228+567 22.9+5.2 0.950
Overall 18.9 £18.1 5.7+ 4.4 <0.001°*
M value (target glucose level: 100 mg/dL) Low FLI 16.9 £12.4 6.8+4.8 0.004 *
High FLI 20.9 = 23.0 4.6 £3.8 0.023*
Overall 90.2 =29.7 68.7 = 20.1 <0.001°*
MAGE (mg/dL) Low FLI 90.0 + 30.0 67.0 = 22.3 <0.001*
High FLI 90.4 =29.9 70.5+17.8 <0.001
Overall 163.1 = 36.3 128.9 =21.0 <0.001°*
24-h mean glucose level (mg/dL) Low FLI 158.7 £ 29.3 132.9 £22.4 <0.001°*
High FLI 167.4 = 42.1 125.0 =19.0 <0.001°*
Overall 130.3 =40.1 107.3 =21.0 <0.001°*
0000-0600 h mean glucose level (mg/dL) Low FLI 121.0 £29.0 108.5 £ 21.8 0.038*
High FLI 139.6 +47.37 106.1 = 20.4 <0.001°*

isCGM, intermittently scanned continuous glucose monitoring; FLI, fatty liver index; iAUC, incremental area under the curve;
SD, standard deviation; CV, coefficient of variation; MAGE, mean amplitude of glycemic excursion

Data are presented as the mean = SD. Pre-and post-treatment measurements are compared by paired t-tests. A p-value of < 0.05
was considered significant.

*indicates a statistically significant difference between time point.

Data between groups are compared by student’ s t-test. A p-value of < 0.05 was considered significant.

"indicates a statistically significant difference between Low FLI group and High FLI group.
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Table 3 Changes in diabetes-related factors between pre- and post-treatment timepoints in all, the Low and

High FLI groups

group Pre-treatment Post-treatment p-value
Overall 29.0£5.1 28.3+4.9 <0.001°*
BMI (kg/m?) Low FLI 25.3+3.0 24.6+2.9 0.006*
High FLI 32.7+3.8°7 31.9+3.7 <0.001°*
Overall 21.9+5.3 18.6 = 3.7 <0.001*
GA (%) Low FLI 23.9+5.4 20.2+ 3.5 0.003*
High FLI 199+4.6 17.0 = 3.2 0.001°*
Overall 42+5.8 51.8£30.4 <0.001°*
24-h UGE (g) Low FLI 3.3+49 45.6 = 24.0 <0.001*
High FLI 5.2+6.6 58.0 £35.6 <0.001*
Overall 2.8+45 36.8 £22.7 <0.001°*
0800-2200 h UGE (g) Low FLI 1.8+2.9 32.7£19.9 <0.001°*
High FLI 3.9+£55 409+ 254 <0.001°*
Overall 1.4+26 15.0 9.0 <0.001°*
2200-0800 h UGE (g) Low FLI 1.5+3.0 12.9+6.9 <0.001*
High FLI 1.4+2.2 17.1 +10.6 <0.001°*
Overall 1585 =+ 890 1761 + 683 0.128
24-h urine volume (mL) Low FLI 1601 = 740 1681 =+ 457 0.645
High FLI 1569 + 1052 1842 + 867 0.095
Overall 1000 + 663 1119 + 440 0.166
0800-2200 h urine volume (mL) Low FLI 989 + 546 1010 += 277 0.868
High FLI 1010 *= 788 1228 + 550 0.077
Overall 586 + 326 642 + 292 0.294
2200-0800 h urine volume (mL) Low FLI 613 *+ 249 671 =212 0.432
High FLI 559 + 399 613 = 362 0.511

FLI, fatty liver index; BMI, body mass index; GA, glycated albumin; UGE, urinary glucose excretion.

Data are presented as the mean == SD. Pre-and post-treatment measurements are compared by paired t-tests.

A p-value of < 0.05 was considered significant.

*indicates a statistically significant difference between time point.

Data between groups are compared by student’ s t-test. A p-value of < 0.05 was considered significant.

"indicates a statistically significant difference between Low FLI group and High FLI group.
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