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Appendix 1. Schedule of enrollment, intervention, and assessments.

Intervention period

Enrollment Before ir_1take Allocation 4w§eks after 8w«_aeks after 12 vv_eeks after
(Baseline) Start intake intake intake intake
(4 weeks) (8 weeks) (12 weeks)
ENROLLMENT: o
Informed consent . -------------------------------------------------------------------------------------------------------------------------------------------------------------------
Allocation - o o
INTERVENTION:
Placebo <>
Testsample ( --------------------------------------------------------------------------------------------- >
ASSESSMENTS:
X-ray CT o o [ o
Physical examination o o [ [
Urinalysis [ o [ o
Hematological analysis o [ [ [

Subjective symptoms o ] o o
Dietary survey® [ o ] ()
o [ J [ o

Medical questionnaire

Daily record? < >
Closed circles (@): executed timing.

! Dietary survey was conducted for 3 days before each test day.
2 Daily record included the record of fructose intake.
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Appendix 2. The supplemental data of VFA.

Placebo group (n =95)

Intervention group (n = 94)

Difference between

the two groups

Parameter Intervention

(Unit) period 0 . . . . .
Mean SE  pmmi O % Mean  SE gt 5% 9% Difference 5% 95%
CI- Cl+ Cl- Cl+ Cl- Cl+
VFA (sz) Baseline? 99.3 3.7 - - - 99.6 4.0 - - - 04 -104 112
4 weeks® 98.3 3.8 98.5 954 1015 95.9 3.8 95.8 927 988 2.7 -7.0 17
8 weeks? 98.1 3.7 98.2 952 1013 94.0 3.9 93.8 90.7 969 -4.4 -88 0.1
12 weeks® 98.5 4.0 98.6 95.6 1017 93.2 4.0 93.0 899 961 -5.6 -100 13

AVFA (sz) 4 weeks?® -1.0 16 -1.0 —4.1 21 —3.7 18 =37 —6.8 -0.6 2.7 =7.0 17
8 weeks?® -1.2 14 -1.2 —4.3 18 5.7 16 =5.7 —8.8 —2.6 —4.4 —8.8 —0.1
12 weeks® -0.8 14 -0.8 -3.9 2.2 —6.5 18 -6.4 -9.5 34 —5.6 -10.0 -13

1 EMM of the difference was obtained by subtracting the value of the placebo group fromthat of the intervention group.

2 Data are presented as the mean * SE.

3 Data are presented as the mean + SE, EMM, and the 95%CI (95%CI—, 95%CI+).
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Appendix 3. The EMM and the 95%CIl of physical examination parameters for analysis of intragroup analysis.

Placebo group (n =95)

Intervention group (n = 94)

Parameter (Unit) Intervgntion 95% 95% 95% 95%
period EMM? EMM?
CI- Cl+ CI- Cl+
VFA (sz) Baseline 99.3 91.7 106.8 99.6 91.9 107.4
4 weeks 98.3 90.8 105.8 95.9 88.2 103.7
8 weeks 98.1 90.5 105.6 94.0 86.2 101.7
12 weeks 98.5 90.9 106.0 93.2 85.4 101.0
SFA (cm?) Baseline 2239 209.5 238.2 2258 2114 240.2
4 weeks 224.1 209.7 2385 2251 2107 2395
8 weeks 224.3 2100 2387 2281 2137 2425
12 weeks 2253 210.9 239.7 228.7 2143 243.1
TEFA (sz) Baseline 323.1 307.0 339.3 3254 308.9 342.0
4 weeks 322.4 306.2 3385 321.0 304.5 337.5
8 weeks 3224 3062 3386 3221 3056 3386
12 weeks 3238 3076 3400 3219 3054 3384

1 EMM of the difference was obtained by subtracting the value of the baseline fromthe reading at the time.
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Appendix 4. Intergroup comparisons of SFA and TFA between the two groups.

Placebo group (n =95)

Intervention group (n = 94)

Difference between the two groups

Parameter (Unit) Imew?n;ion 95%  95% 95%  95% : 95%  95%
perio Mean SE EMM? Ol 1+ Mean SE EMM? L 1+ Difference Ol Cl+ P value

SFA (sz) Baseline? 2239 7.0 - - - 2258 7.3 - - - 19 -180 219 0.848
4 weeks® 224.1 7.2 225.0 2209 229.2 225.1 7.3 224.2 2200 2283 -0.9 -6.7 5.0 0.774

8 weeks?® 224.3 74 225.3 2211 2294 228.1 71 227.2 2230 2313 19 —4.0 7.7 0.528

12 weeks?® 225.3 74 226.3 2221 2304 228.7 74 227.7 2236 2319 14 —4.4 7.3 0.628

ASFA (sz) 4 weeks® 0.2 2.0 0.2 -39 43 —0.7 19 —0.7 —4.8 35 -0.9 —6.7 5.0 0.774
8 weeks?® 05 23 05 =37 46 2.3 18 23 -1.8 6.5 19 —4.0 17 0.528

12 weeks?® 15 2.3 14 2.7 5.6 29 2.1 29 -1.3 7.0 14 —4.4 73 0.628

TFA (sz) Baseline? 3231 7.8 - - - 3254 8.3 - - - 23 -20.2 248 0.840
4 weeks?® 3224 8.1 3235 318.0 329.0 321.0 8.2 319.9 3144 3255 -35 -11.4 43 0.374

8 weeks? 3224 8.3 3235 3180 3290 322.1 8.1 321.0 3154 3265 2.6 -10.4 53 0.521

12 weeks?® 323.8 8.4 324.9 3194 3304 321.9 8.6 320.7 3152 326.3 —4.2 -12.0 3.6 0.292

ATFA (sz) 4 weeks?® —0.8 2.8 —0.8 —6.3 4.7 —4.4 2.7 —4.3 -9.9 12 —3.5 -114 4.3 0.374
8 weeks® -0.7 29 —0.8 —6.3 4.7 -34 2.7 -33 -8.9 2.2 —2.6 -104 53 0.521

12 weeks?® 0.6 2.8 0.6 —4.9 6.2 -3.6 29 -3.6 -9.1 2.0 —4.2 -12.0 3.6 0.292

L EMM of the difference was obtained by subtracting the value of the placebo group fromthat of the intervention group.

2 Data are presented as the mean + SE and were compared between the two groups using the Student's t-test.

3 Data are presented as the mean + SE, EMM, and the 95%CI (95%CI—, 95%CI+). The data for each timepoint and the changes frombaseline were compared between groups in
linear mixed models with baseline values as covariates, time, group, in-teraction between time and group, interaction between baseline values and time, and study participants as

factors.
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Appendix 5. Measurement data of parameters obtained from physical examination and biochemical analysis.

Baseline" 4 weeks® 8 weeks® 12 weeks®
Placeb:) group (n Interveniion Placebo group (n = 95) Intervention group (n = 94) Placebo group (n = 95) Intervention group (n = 94) Placebo group (n = 95) Intervention group (n = 94)

Parameter (Unit) =95) group (n = 94)

Mean  SE Mean  SE Mean  SE  EMM? QCEZ" QCEKD Mean  SE  EMM? QCSZo 9;0? Mean  SE  EMM? QCEZ" 9(:5:1" Mean  SE  EMM? 9C5Ioi° 9;0? Mean  SE  EMM? QCEZ" 9(:5:1" Mean  SE  EMM? 9C5Ioio 9;01"
Body weight (kg) 69.6 10 69.6 09 69.4 09 69.4 69.0 699 69.3 09 69.3 688 697 69.3 10 69.3 689 698 69.0 09 69.0 686 695 69.0 10 69.0 686 695 683 10 683 678 687
ABody weight (kg) - - - - 02 02 02 0.7 0.3 0.4 0.2 0.4 0.8 01 03 02 03 08 0.2 -0.6 0.2 -0.6 -L1 02 0.6 02 0.6 -1.0 -0l -1.3 0.4 -1.3 -1.8 0.9
BMI (kg/mz) 256 0.2 257 02 256 02 256 254 258 255 0.2 255 253 257 255 02 255 254 257 254 0.2 254 252 256 254 02 254 253 256 252 0.2 251 250 253
ABMI (kg/mz) - - - - 0.1 01 —0.1 —02 01 —0.1 01 —0.1 —03 0.0 —0.1 01 —0.1 —03 01 —02 01 —02 -04 01 —02 01 —02 —04 00 0.5 02 —0.5 —0.7 —03
Abdominal circumference® (cm) 9221 0.6 920 07 917 06 91.7 90.9 925 91.6 0.7 91.6 90.8 923 920 07 91.9 91.2 92.7 915 0.7 915 90.7 923 914 07 914 90.6 922 91.3 0.7 9.3 90.5 920
AAbdominal circumference® (cm) - - - - 04 04 04 -1.1 0.4 -0.5 0.4 -0.5 -12 03 0.1 04 0.1 09 0.7 -0.6 0.4 -0.6 -1.3 02 0.6 04 0.7 -14 0.1 -0.8 0.4 0.8 -1.6 00
Waist circumference® (cm) 84.0 06 847 07 845 07 847 840 854 847 07 844 837 851 84.7 06 849 842 87 841 07 838 831 845 84.0 06 843 836 850 841 07 838 831 845
AWaist circumference® (cm) - - - - 04 03 04 03 11 00 04 00 07 07 06 03 06 01 13 06 04 06 -13 01 0.0 03 01 08 06 06 04 05 13 02
Body fat ratio (%) 309 08 314 07 303 08 305 301 309 304 08 302 298 306 298 08 300 296 304 305 07 303 299 307 29.6 08 298 294 302 30.1 07 299 295 303
ABody fat ratio (%) - - - - 0.6 02 0.7 -1.0  -03 -1.0 0.2 -1.0 -14  -0.6 11 02 -1.1 -1.5 =07 -0.9 0.2 0.9 -1.3 0.5 13 02 13 -7 -09 -1.3 0.2 -1.3 -1.7 0.9
Fat mass (kg) 213 0.5 216 05 208 05 210 206 213 209 0.5 20.7 20.3 210 204 05 206 202 209 20.8 0.5 20.6 20.3 210 202 05 204 201 208 20.7 0.5 205 20.1 208
AFat mass (kg) - - - - —0.5 01 —0.5 09 -02 —08 02 —08 -11 —0.4 —09 02 —09 -12 -05 —08 02 —08 -12 0.5 -1.0 02 -1.0 -4 -07 -1.0 02 -1.0 -13 —0.6
Lean mass (kg) 483 10 480 09 486 10 485 481 488 487 10 489 486 493 489 10 487 483 491 482 09 484 481 488 488 10 486 483 490 481 09 483 479 487
ALean mass (kg) - - - - 03 01 03 0.1 0.6 0.7 04 0.7 04 11 05 01 05 0.2 0.9 0.3 0.1 03 =0.1 06 05 0.1 05 0.1 0.8 0.1 0.1 01 0.2 05
Muscle mass (kg) 45.6 10 45.2 09 45.9 10 45.7 452 46.1 45.6 0.9 45.8 453 46.2 46.1 10 459 454 46.3 45.4 0.9 45.6 45.2 46.1 46.0 10 45.8 454 46.3 44.8 10 45.0 446 455
AMuscle mass (kg) - - - - 03 01 03 02 07 04 01 04 0.0 08 05 01 05 01 09 03 01 03 02 07 04 01 05 00 09 0.3 05 —0.4 —0.8 01
T-Cho (mg/dL) 2237 38 2283 36 2265 39 2284 2241 2328 2263 36 2244 2200 2287 2230 41 2249 2206 2292 2247 36 2227 2183 2270 2205 39 2223 2180 2266 2208 35 2190 2147 2234
AT-Cho (mg/dL) 28 22 24 1.9 6.7 2.0 23 1.7 6.0 27 0.8 20 1.1 54 32 3.6 23 33 17 10 32 27 3.7 8.1 0.6 1.5 22 70 113 2.6
HDL-Cho (mg/dL) 61.6 16 63.8 19 62.6 15 63.6 62.2 65.0 63.9 19 62.9 615 643 617 15 62.7 613 64.1 62.9 18 61.9 60.5 633 60.3 14 613 59.9 62.7 62.4 19 61.4 60.0 62.8
AHDL-Cho (mg/dL) - - - - 10 07 09 —0.5 23 01 07 02 -12 16 01 08 0.0 -14 14 —09 08 —08 22 06 -12 08 -14 28 0.0 -14 08 -13 -27 01
LDL-Cho (mg/dL) 136.8 33 1403 34 1395 36 1409 1369 1449 1359 33 1345 1305 1385 136.6 36 1381 1341 1421 1356 35 1341 1301 1381 1359 34 1372 1332 1412 1342 32 1328 1288 1368
ALDL-Cho (mg/dL) 27 20 24 1.6 6.4 4.3 23 4.0 8.0 00 0.2 17 04 4.4 36 4.6 23 4.4 8.4 0.4 0.9 23 13 53 27 6.1 20 5.7 9.7 1.7
TG (mg/dL) 1270 78 1272 92 1286 8.0 1287 1120 1454 1446 159 1445 1277 1613 1256 6.9 1257 1000 1424 1339 119 1339 1171 1507 1235 6.7 1236 1068 1403 126.6 82 1266  109.8 1434
ATG (mg/dL) - - - - 16 56 16 —15.1 183 174 140 174 0.6 342 1.4 66 -14 —18.1 153 6.8 109 6.8 -10.0 236 -35 57 -35 —202 132 —0.5 9.1 —0.5 -17.3 163

* Data are presented as the mean + SE.

2 Data are presented as the mean = SE, EMM, and the 95%CI (95%Cl-, 95%CI+).

* EMM of the difference was obtained by subtracting the value of the placebo group fromthat of the intervention group.
# Circumference at the level of the umbilicus was recorded

® Minimum abdominal circumference was recorded.
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Appendix 6. The EMM and the 95%ClI of parameters obtained from physical examination and biochemical analysis for analysis of intragroup analysis.

Placebo group (n =95)

95%

95%

95%

95%

95%

95%

95%

Parameter (Unit) EMM* Cl- Cl+ EMM* CI- S3.‘,5;)/-: EMM’ CI- Cl+ EMM’ CI- Cl+
Baseline 4 weeks 8 weeks 12 weeks
Body weight (kg) 696 677 715 694 675 713 693 674 712 690 671 709
BMI (kg/m?) 256 252 260 256 252 259 255 251 259 254 250 258
Abdominal circumference? (cm) 921 908 934 917 905 930 20 97 933 914 902 927
Waist circumference® (cm) 84.0 82.8 85.3 84.5 83.2 85.7 84.7 83.4 85.9 84.0 82.7 85.3
Body fat ratio (%) 30.9 294 325 30.3 28.7 318 29.8 28.3 314 29.6 28.1 312
Fat mass (kg) 213 202 223 20.8 197 218 204 194 215 20.2 192 213
Lean mass (kg) 483 463 503 48.6 466 506 489 469 509 48.8 468  50.8
Muscle mass (kg) 45.6 437 475 45.9 439 47.8 46.1 44.2 48.0 46.0 441 47.9
T-Cho (mg/dL) 2237 2160 2315 2265 2188 2343 2230 2152 230.7 2205 2128 2283
HDL-Cho (mg/dL) 61.6 58.6 64.5 62.6 59.6 65.6 61.7 58.7 64.7 60.3 57.3 63.3
LDL-Cho (mg/dL) 136.8 1299 1437 1395 1326 1464 1366  129.7 1435 1359 1290 1427
TG (mg/dL) 1270 1125 1416 1286 1141 1432 1256 1111 1402 1235 1090 1381
Intervention group (n = 94)
Body weight (kg) 69.6 67.8 715 69.3 67.4 711 69.0 67.2 70.9 68.3 66.4 70.2
BMI (kg/m?) 257 253 261 255 252 259 254 251 258 252 248 256
Abdominal circumference® (cm) 92.0 90.7 93.4 91.6 90.2 92.9 91.5 90.1 92.8 91.3 89.9 92.6
Waist circumference® (cm) 84.7 833 861 84.7 832 861 84.1 826 855 84.1 827 855
Body fat ratio (%) 314 299 328 304 290 318 305 290 319 30.1 286  3L5
Fat mass (kg) 216 20.6 227 209 19.8 219 20.8 198 218 20.7 19.6 217
Lean mass (kg) 48.0 46.1 49.9 48.7 46.8 50.6 48.2 46.4 50.1 48.1 46.2 50.0
Muscle mass (kg) 452 434 47.0 45.6 438 47.4 454 43.6 47.2 448 43.0 46.6
T-Cho (mg/dL) 2283 2212 2354 2263 2192 2334 2247 2176 2318 2208 2137 2279
HDL-Cho (mg/dL) 63.8 60.1 675 63.9 602  67.6 62.9 59.2  66.6 62.4 587  66.1
LDL-Cho (mg/dL) 1403 1337 1469 1359 1293 1425 1356 1290 1422 1342 1276 1408
TG (mg/dL) 1272 1041 1502 1446 1215 1676 1339 1109 1570 126.6 1036 149.7

1 EMM of the difference was obtained by subtracting the value of the baseline from the reading at the time.

2 Circumference at the level of the umbilicus was recorded.

% Minimum abdominal circumference was recorded.
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Appendix 7. Adverse events during the study.

Occurrence day

Disappearance day

Progress and

Subject ID Symptom in 2021 in 2021 Severity Treatment outcome Causality
Placebo group

54839 Eczema April 11 April 12 Mild Medication Recovery/ disappearance No association
56020 Common cold April 15 April 16 Mild Medication Recovery/ disappearance No association
April 11 April 15 Mild Medication Recovery/ disappearance No association

56033 Headache
April 21 April 23 Mild Medication Recovery/ disappearance No association
Allergic rhinitis April 2 May 2 Mild Medication Recovery/ disappearance No association
5028 Cough April 2 April 23 Mild Medication Recovery/ disappearance No association
Eye strain May 8 May 17 Mild Medication Recovery/ disappearance No association
56317 Hemostasis May 8 May 13 Mild Medication Recovery/ disappearance No association
Mydriasis May 8 May 15 Mild Medication Recovery/ disappearance No association
57248 Back pain April 6 April 7 Mild Medication Recovery/ disappearance No association
57823 Muscle pain April 1 May 12 Mild Medication Recovery/ disappearance No association
57829 Allergic rhinitis March 29 April 11 Mild Medication Recovery/ disappearance No association

Intervention group
April 10 April 11 Mild Medication Recovery/ disappearance No association
Headache April 13 April 14 Mild Medication Recovery/ disappearance No association
%0022 April 15 April 16 Mild Medication Recovery/ disappearance No association
Dysmenorrhea May 9 May 11 Mild Medication Recovery/ disappearance No association
56037 Joint pain May 2 May 5 Mild Medication Recovery/ disappearance No association
56829 Headache April 27 April 28 Mild Medication Recovery/ disappearance No association
56868 Diarrhea May 8 May 9 Mild Medication Recovery/ disappearance No association
57336 Dysmenorhea April 15 April 18 Mild Medication Recovery/ disappearance No association
May 7 May 9 Mild Medication Recovery/ disappearance No association
57850 Common cold April 27 April 30 Mild Medication Recovery/ disappearance No association
April 5 April 9 Mild Medication Recovery/ disappearance No association
April 12 April 23 Mild Medication Recovery/ disappearance No association
April 27 May 1 Mild Medication Recovery/ disappearance No association
Constipation

May 1 May 5 Mild Medication Recovery/ disappearance No association
May 10 May 11 Mild Medication Recovery/ disappearance No association
58000 May 13 May 14 Mild Medication Recovery/ disappearance No association
Oral mucositis April 6 April 11 Mild Medication Recovery/ disappearance No association
April 21 April 24 Mild Medication Recovery/ disappearance No association
Intestines April 25 May 1 Mild Medication Recovery/ disappearance No association
May 3 May 8 Mild Medication Recovery/ disappearance No association
8102 Hay fever April 10 April 12 Mild Medication Recovery/ disappearance No association
Gastroenteritis April 10 April 12 Mild Medication Recovery/ disappearance No association
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Appendix 8. Physical parameters during the study (FAS and SAF).

Baseline 4 weeks 8 weeks 12 weeks
Placebo Intervention Placebo Intervention Placebo Intervention Placebo Intervention
Parameter group group group group group group group group
(n=96) (n=98)  Pvale (n=96) (n=98 P vale (n=95) (n=g7)  Pvale (n=9) (n=95) P value
Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD
(Srﬁmgg blood pressure 1237 148 1250 139 0542 1210 132 1260 166 0021 1207 141 1263 157  0.011* 1228 137 1253 144 0212
('?T']m‘;';c blood pressure 814 114 827 117 0438 804 106 81 116 0292 792 107 80 121 0086 809 110 825 111 0318
Pulse rate (bpm) 728 98 739 90 0407 734 92 743 102 0528 742 99 736 100 0601 730 99 741 95 0429
Body temperature (°C) %8 11 38 10 0841 %2 03 %2 03 0777 %3 02 %3 02 0388 %3 02 %3 02 0902

Data are presented as the mean + SD and were compared between the two groups using the Student's t-test.

*P <0.05.
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Appendix 9. k and during the study (FAS and SAF).
Baseline 4 weeks 8 weeks 12 weeks
. Intervention y "
Parameter Criteria Placebo group Intervention group Placebo group group Placebo group Intervention group Placebo group Intervention group
(n=96) (n=98) P value (n=96) (n=98) P value (n=95) (n=97) P value (n=95) (n=95) P value
Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD Mean SD
WBC (/uL) 3300-9000 6006.3 1336.4 5857.1 14756 0.462 6126.0 1436.1 5766.3 14531 0.085 6107.4 1502.6 5652.6 12314 0.023° 5914.7 13995 5686.3 13214 0.249
" Male, 430-570
RBL (x10*/uL) 4829 444 4776 387 0377 4809 450 4715 317 0118 4750 46.1 468.0 409 0.264 4721 46.1 4674 381 0.448
Female, 380500
Hb (g/dL) Male, 13.5-17.5 145 14 145 13 0843 143 14 143 13 0.809 142 14 142 14 0916 141 14 142 13 0.786
Female, 11.5-15.0
ale, 39.7—
HE(6) Male, 30.7-524 51 36 50 35 oo 450 37 a7 35 0569 u7 38 ws 38 088 w1 39 w2 35 o088
Female, 34.8-45.0
PLT (x10*/uL) 14.0-34.0 270 52 271 51 0.862 212 49 266 53 0430 264 52 26.0 52 0573 26.7 52 263 53 0557
MCV (fL) 85-102 935 50 944 40 0.197 93.9 49 95.0 42 0.100 943 48 954 41 0.089 936 47 94.6 42 0.122
MCH (Pg) 28.0-34.0 30.1 19 305 17 0129 298 19 303 17 0.067 30.0 19 304 17 0.165 299 19 303 18 0.153
MCHC (%) 30.2-35.1 322 10 323 10 0458 318 11 319 10 0410 318 11 318 11 0.8% 320 11 320 10 0816
NEUT (%) 40.0-75.0 59.4 82 57.9 75 0178 59.2 82 57.6 81 0178 59.1 88 57.2 78 0.114 58.7 81 574 78 0.241
LYMP (%) 18.0-49.0 312 79 329 6.9 0117 318 8.0 332 75 0.226 320 83 335 74 0.168 322 76 335 75 0.236
MONO (%) 2.0-100 55 13 56 13 0.665 55 12 56 15 0343 55 14 57 13 0.292 56 13 56 14 0.956
EOS (%) 0-80 30 22 28 19 0551 28 18 29 21 0.736 26 16 27 18 0.602 27 18 28 17 0731
BASO (%) 0-20 09 04 08 03 0.346 08 04 08 03 0310 08 03 08 03 0.922 08 04 08 04 0.768
AST (UIL) 10-40 233 72 229 86 0.691 230 73 223 76 0.494 218 59 221 92 0.780 231 84 219 80 0.281
ALT (UIL) 5-45 264 144 256 157 0.689 26.0 172 242 151 0.440 234 125 233 155 0.936 234 124 25 148 0.656
Male, <80
v-GT (U/L) Female, <30 392 392 3538 300 0499 388 343 354 323 0.485 345 2638 349 323 0939 330 249 329 318 0.980
ALP (U/L) 100-325 209.1 60.1 2132 56.3 0623 736 205 736 192 0.986 727 196 733 17.2 0830 725 203 732 185 0.808
LD (UL 120-240 1921 279 1915 284 0.889 195.3 26.7 202.3 722 0372 196.6 297 1969 215 0.943 2033 260 200.5 292 0493
Male, 45-81
LAP (UIL) Female, 3761 546 125 549 158 0.886 54.3 17 542 132 0.943 54.0 101 542 113 0.905 532 108 528 117 0.792
T-BIL (mg/dL) 02-12 08 03 08 03 0853 08 02 08 03 0.766 08 03 08 03 0.651 08 03 08 03 0.682
D-BIL (mg/dL) 0-0.2 01 00 01 00 0427 0.1 01 01 01 0212 01 00 01 01 0.058 0.1 01 01 01 0.681
I-BIL (mg/dL) 02-1.0 07 02 07 03 0.958 07 02 07 03 0.948 07 03 07 03 0.888 07 03 07 03 0587
Male, 234-493
ChE (U/L) 3713 68.3 3715 64.7 0.984 366.8 66.6 362.3 64.5 0.637 362.5 68.8 356.2 632 0511 3587 .2 352.6 624 0530
Female, 200-452
TP (g/dL) 6.7-83 72 04 72 03 0.267 72 03 72 04 0.783 72 04 72 04 0721 72 04 73 04 0.276
BUN (mg/dL) 8.0-20.0 138 34 128 35 0.065 136 31 132 33 0417 134 35 129 29 0.303 131 31 123 27 0.038*
Male, 0.61-1.04
Cre (mg/dL) Fermale, 0.47-0.79 08 02 07 01 0918 08 02 08 01 0.698 08 02 08 01 0.769 08 02 08 01 0.753
Male, 3.8-7.0
UA (mg/dL) Female, 2.5.7.0 54 14 55 14 0.584 53 12 55 14 0.285 54 12 56 14 0.303 54 13 55 14 0.647
Male, 60-270
CK (UL 1189 837 1216 1029 0838 1223 70.8 1147 74.4 0470 127.0 100.2 1374 2644 0721 1316 855 1179 820 0.261
Female, 40-150
Na (mEq/L) 137-147 1407 15 1408 16 0771 1411 19 1411 18 0.995 1411 18 1410 15 0.755 1412 16 1410 15 0277
K (mEg/L) 35-50 42 04 41 03 0132 41 03 41 04 0.879 40 03 39 03 0.207 40 03 40 03 0229
CI (mEq/L) 98-108 1017 19 1016 19 0.706 1014 19 1015 20 0.939 1015 21 1016 18 0.558 101.9 19 1016 17 0.234
Ca (mg/dL) 8.4-104 94 03 9.4 03 0.290 9.4 03 94 03 0.937 93 03 93 03 0718 92 03 93 03 0.680
1P (mg/dL) 2545 33 05 32 05 0.565 35 07 34 06 0.498 37 07 36 06 0.5% 34 06 33 05 0.607
Male, 50-200
Fe (ug/dL) 104.6 382 1088 423 0.468 1016 336 105.6 373 0435 108.3 376 1095 382 0.834 109.6 36.0 107.0 37.0 0628
Female, 40-180
AMY (U/L) 40-122 785 247 748 222 0.279 76.8 258 743 230 0481 735 213 742 232 0.828 729 194 721 200 0771
Glucose (mg/dL) 70-109 885 127 87.7 99 0636 87.7 96 87.4 107 0.859 879 95 88.1 13 0879 89.0 135 882 87 0637
HbAlc (NGSP) (%)  4.6-6.2 54 04 55 04 0.363 54 04 55 04 0.800 54 04 55 04 0.436 54 04 54 03 0.985
GA (%) 123-16.5 12.8 15 127 12 0.560 127 15 127 13 0816 130 15 12.9 11 0.663 129 15 129 11 0.707

Data are presented as the mean + SD and were compared between the two groups using the Student's t-test.

*P <0.05.
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Appendix 10. Distribution of the number of participants outside the reference value (FAS and SAF).

Parameter

Baseline

4 weeks

8weeks

12 weeks

Placebo group

Intervention group

Placebo group

Intervention group

Placebo group

Intervention group

Placebo group

Intervention group

(n=96) (n=98) P value (n=96) (n=98) P value (n=95) (n=97) P value (n=95) (n=95) P value
Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside
WBC 92 4 94 4 1.000 90 6 93 5 0.766 89 6 95 2 0.167 90 5 94 1 0211
RBC 84 12 93 5 0.079 86 10 91 7 0.457 87 8 92 5 0.404 86 9 87 8 1.000
Hb 88 8 93 5 0.404 89 7 93 5 0.566 85 10 90 7 0.456 86 9 920 5 0.406
Ht 83 13 88 10 0512 80 16 85 13 0.550 81 14 85 12 0.677 82 13 87 8 0.355
PLT 87 9 91 7 0611 86 10 92 6 0.308 84 1 91 6 0213 88 7 89 6 1.000
MCV 89 7 93 5 0.566 88 8 91 7 0.794 88 7 91 6 0.781 90 5 89 6 1.000
MCH 88 8 92 6 0.591 87 9 88 10 1.000 85 10 88 9 0.813 86 9 85 10 1.000
MCHC 93 3 96 2 0.681 91 5 93 5 1.000 89 6 91 6 1.000 92 3 920 5 0721
NEUT 94 2 97 1 0.619 93 3 95 3 1.000 91 4 95 2 0.442 91 4 95 0 0.121
LYMP 93 3 95 3 1.000 93 3 95 3 1.000 89 6 95 2 0.167 90 5 94 1 0211
MONO 95 1 98 0 0.495 96 0 97 1 1.000 94 1 96 1 1.000 95 0 94 1 1.000
EOS 91 5 96 2 0.276 95 1 95 3 0.621 95 0 95 2 0.497 94 1 95 0 1.000
BASO 94 2 98 0 0.244 95 1 98 0 0.495 95 0 97 0 N.A. 9% 0 9% 0 N. A
AST 91 5 93 5 1.000 92 4 96 2 0.442 95 0 95 2 0.497 93 2 92 3 1.000
ALT 87 9 88 10 1.000 87 9 93 5 0.280 87 8 92 5 0.404 87 8 91 4 0.372
v-GT 71 25 78 20 0.397 74 22 82 16 0.280 76 19 82 15 0.453 ” 18 84 1 0.226
ALP 90 95 3 0.328 88 8 92 6 0.591 88 7 95 2 0.099 89 6 92 3 0.497
LD 91 5 93 5 1.000 85 1 81 17 0.308 82 13 82 15 0.839 73 22 78 17 0473
LAP 83 13 85 13 1.000 83 13 85 13 1.000 84 1 84 13 0.828 83 12 8l 14 0.833
T-BIL 89 7 88 10 0613 93 3 92 6 0.498 90 5 84 13 0.081 86 9 90 5 0.406
D-BIL 96 0 98 0 N. A 95 1 96 2 1.000 94 1 95 2 1.000 93 2 94 1 1.000
I-BIL 89 7 87 11 0.459 91 5 91 7 0.767 87 8 83 14 0.258 84 1 89 6 0.309
ChE 89 7 91 7 1.000 91 5 92 6 1.000 90 5 91 6 1.000 89 6 92 3 0.497
TP 86 10 94 4 0.103 90 6 93 5 0.766 85 10 87 10 1.000 87 8 91 4 0.372
BUN 90 6 85 13 0.146 92 4 92 6 0.747 85 10 94 3 0.048* 92 3 90 5 0721
Cre 90 6 90 8 0.783 88 8 93 5 0.404 89 6 91 1.000 89 6 88 7 1.000
UA 83 13 83 15 0.839 85 11 83 15 0.529 83 12 80 17 0.421 84 1n 81 14 0.668
CK 88 8 91 7 0.794 920 6 94 4 0.535 86 9 90 7 0611 82 13 88 7 0.237
Na 96 0 98 0 N. A 95 1 97 1 1.000 95 0 97 0 N.A. 94 1 95 0 1.000
K 94 2 96 2 1.000 94 2 95 3 1.000 90 5 95 2 0.276 93 2 91 4 0.682
cl 93 3 97 1 0.366 94 2 96 2 1.000 93 2 96 1 0.619 93 2 93 2 1.000
Ca 96 0 98 0 N. A 95 1 98 0 0.495 95 0 97 0 N.A. 93 2 95 0 0.497
P 93 3 92 6 0.498 89 7 96 2 0.099 83 12 89 8 0353 86 9 89 6 0.592
Fe 90 6 88 10 0.435 91 5 89 9 0.407 90 5 89 8 0.568 90 5 88 7 0.767
AMY 88 8 90 8 1.000 89 7 89 9 0.795 91 4 88 9 0.250 92 3 90 5 0.721
glucose 89 7 95 3 0211 90 6 94 4 0.535 91 4 91 6 0.747 89 6 93 2 0.279
HbA1c (NGSP) 91 5 94 4 0.746 92 4 93 5 1.000 92 3 93 4 1.000 90 5 93 2 0.444
GA 59 37 66 32 0.454 51 45 60 38 0.310 60 35 64 33 0.763 61 34 67 28 0439
Data rep the number of applicable subjects; they were compared between the two groups using the 12 test.

N. A., Not Available.
*P <0.05.
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Appendix 11. Parameters of the urine test during the study (FAS and SAF).

Baseline 4 weeks 8 weeks 12 weeks
Placebo Intervention Placebo Intervention Placebo Intervention Placebo Intervention
Parameter Criteria group group group group group group group group
(n=9) (n=98) P value (n=96) (n=98) P value (n=95) (n=97) P value (n=95) (n=95) P value
Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside Inside  Outside

Protein (@) 9% 2 86 12 0.010* 89 7 89 9 0.795 88 7 89 8 1.000 88 7 83 7 1.000
Sugar =) 9% 0 97 1 1.000 96 0 97 1 1.000 9 1 96 1 1.000 93 2 % 1 1.000
Urobilinogen (#) 9% 0 97 1 1.000 96 0 98 0 N. A. 95 0 97 0 N. A. 95 0 9% 1 1.000
Bilirubin =) 9% 0 98 0 N.A. 96 0 98 0 N. A. 95 0 97 0 N.A. 95 0 95 0 N. A.
pH 50-7.5 95 1 9% 2 1.000 95 1 96 2 1.000 92 3 96 1 0.366 94 1 ez 1 1.000
Hidden blood (@) 90 6 91 7 1.000 90 6 89 9 0.593 88 7 89 8 1.000 88 7 82 13 0.237
Ketone body (@) 96 0 97 1 1.000 95 1 97 1 1.000 92 3 96 1 0.366 93 2 93 2 1.000

Data represent the number of applicable subjects; they were compared between the two groups using the xz test.

N. A., Not Available.
*P <0.05.



