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Treatment period 1

Day 7 Crossover

Treatment period 2

tofogliflozin/empagliflozin

switch group tofogliflozin 20mg

empagliflozin 10mg

empagliflozin/tofogliflozin .
switch group empagliflozin 10mg

tofogliflozin 20mg

—

FGM

1MP>

dose until
preprandial glucose

treatment

glycemic variability data

Hospitalization Randomization * *
Previous Adjusted insulin Day 4-6 with FGM Day 11-13 with FGM

glycemic variability data

level at breakfast was
80-110mg/dL for more
than 7 d

* measurements from 8h00 to 22h00 and from 22h00

Urinary volume and glucose excretion

to 8h00 next day.

FGM, flash glucose monitoring

treatment period 2.

Ten participants were randomly assigned 1 : 1 to administer prior tofogliflozin and then switch to empagliflozin
(tofogliflozin/empaglifiozin switch group) or vice versa (empaglifiozin/tofogliflozin switch group). Insulin
dose was adjusted more than 7 days until the preprandial glucose level at breakfast was 80-110mg/dL. FGM
was applied after completion of titration, and drug crossover was performed on day 7 of FGM application.
Analysis was performed with data from days 4-6 of FGM as treatment period 1 and days 11-13 of FGM as

Figure 1
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Table 1 Baseline characteristics of randomized subjects (n=10)
baseline characteristics subject data
age (y) 66.1 +10.4
duration of diabetes (y) 132+9.3
sex, male, n (%) 7 (70.0)
BMI (kg/m’) 295+48
HbAlc (%) 87x10
GA (%) 203+45
CPI 20=1.1
eGFR (mL/min/1.73m’) 646116
S-albumin (g/dL) 41+05
insulin glargine U300 (U/day) 120£50
antihyperglycemic drugs other than SGLTZ inhibitor
DPP-4 inhibitor, n 2
metformin, n 3
sulfonylurea, n 1
a-GI, n 1
GLP-1RA, n 3

BMI, body mass index ; HbAlc, glycated hemoglobin ; GA, glycated albumin ;
CPI, C-peptide index ; eGFR, estimated glomerular filtration rate ; S-albumin,
serum albumin ; SGLT2, sodium-glucose cotransporter 2 ; DPP-4, dipeptidyl
peptidase-4 ; a-GI, alpha-glucosidase inhibitor ; GLP-1RA, glucagon-like

peptide-1 receptor agonists

Data are presented as mean = SD. Insulin glargine U300 and antidiabetic
drug dosages were not changed throughout the study period.
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Solid and dotted lines show the glucose variabilities in patients receiving
tofogliflozin and empagliflozin, respectively.

Figure 2 The 24-h mean glucose variabilities based on flash glucose monitoring,
which show the mean glucose variabilities for 3 days of the total patients (n=10)
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Table 2 Flash glucose monitoring parameters of glucose variability and urine glucose excretion
in subjects administered tofogliflozin or empagliflozin

tofogliflozin empagliflozin p-value
TIR (target range 70-180mg/dL) (%) 889+94 84.8+15.3 0.084
TAR (above target level>180mg/dL) (%) 104=97 144+156 0.080
TBR (below target level<70mg/dL) (%) 0.7+22 08+24 0.953
nocturnal TBR (below target level<70mg/dL) (%) 02+1.3 05+21 0.655
24-h SD (mg/dL) 31.3+9.3 340+11.0 0.171
24-h CV (%) 249+59 25.7+65 0.560
M value (target glucose level 100mg/dL) 53+37 74+62 0.130
MAGE (mg/dL) 83.8+455 824+285 0.894
24-h mean glucose level (mg/dL) 124.7+20.9 1322+235 0.029"
0000-0600 h mean glucose level (mg/dL) 102.9+19.2 1044 =22.0 0.714
24-h AUC (mg/dL h) 29835+501.0 31628 +563.5 0.028"
0800-2200 h AUC (mg/dL h) 1946.2 + 3489 2097.8 + 388.8 0.008"
2200-0800 h AUC (mg/dL h) 10374 +1784 1065.0 = 206.0 0418
24-h UGE (g) 433+247 41.7+212 0.604
0800-2200 h UGE (g) 331+181 254+124 0.010"
2200-0800 h UGE (g) 10.1=8.0 16.3+10.6 0.004"
24-h urine volume (mL) 23548+1014.1 | 1599.0+6135 0.071
0800-2200 h urine volume (mL) 1866.8 =1106.5 898.0£452.8 0.023"
2200-0800 h urine volume (mL) 488.0 +185.3 701.0 =302.1 0.008"
nocturnal urination frequency (times) 09+06 16=0.7 0.026"

TIR, time in target glucose range ; TAR, time above target glucose range ; TBR, time below target glucose
range ; SD, standard deviation of glucose level ; CV, coefficient of variation of glucose level ; MAGE, mean
amplitude of glycemic excursion ; AUC, area under glucose curve ; UGE, urinary glucose excretion

Data are presented as mean = SD. Data were compared using paired /-test and Wilcoxon’s signed rank

test. A p-value 0of<0.05 was considered significant.

* * indicates a statistically significant difference between groups.
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