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Adverse Event

Alkaline Phosphatase

L-Alanine Aminotransferase

L—-Aspartate Aminotransferase

Beat Per Minutes

Blood Urea Nitrogen

Complete Blood Count

Creatine Kinase

Diastolic Blood Pressure

Electrocardiogram

Good Clinical Practice

Gamma glutamyl transferase

Hemoglobin

Hematocrit

High Density Lipoprotein—Cholesterol

High Sensitivity C—Reactive Protein

Informed Consent Document

International Conference on Harmonization

Institutional Review Board

Intention To Treat

Lactate Dehydrogenase

Low Density Lipoprotein—Cholesterol

Mean Arterial Pressure

Platelet

Per Protocol
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Pulse Pressure

Red Blood Cell

Systolic Blood Pressure

Specific Gravity

Total Bilirubin

Total Cholesterol

Triglyceride

Total Protein

White Blood Cell
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[ Enroliment ]

Confidential

Assessed for eligibility

August 2015

A 4

Allocated to intervention (n=15)

+ Test group (n=15)

(n=34)
Excluded (n=4)
» + Not meeting inclusion criteria
(n=4)
Randomized (n=30)
A\ 4
{ Allocation 1 A4

Allocated to intervention (n=15)

+ Placebo group (n=15)

A 4

M

Lost to follow-up (n=0)

Follow-Up W
A 4

J

Lost to follow-up (n=2)
+ Discontinued intervention

- Consent withdrawal (n=2)

Analysed (n=15)

I

Analysis 1 v

J
Analysed (n=13)
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7.2. =8&% HIt
CIMEESAEEMS2 &5 &0 CHotod O Z=20tCH A& X XI&E 6t
2 OXNESAIEENE2 S Bty 2D =255 E0lotUt. Bt HEH=2
Otei et 2 RUALH
AR SFHE HME 2
HEE=S S (%)= X 100
SFolHOoF & HS =
AP gl & SFoH0F & MS2 == 169.32£4.35 H, ANZ HF &t
M&Z == 152.89£17.55 HO|H Ot=Zad2 ScAED 28 R2let X0t
A ACHp=0.980, p=0.146). ME =sSce= OsLSHZ 91.87+7.95%, =ctAl
23 87.85£10.71%2&2 & HFZ 24 SHE2LZ |28 X0IJt SIU2MH
(0=0.230), AFJI12t & =S& 0IZ0l 2st ARHEN Ht2 SAAUCH (E 2)
H 2 =38k
Olsgs Az A2 Total Avalue”
(n=15) (n=13) (n=28)
dHoloF & HFT = 169.80+4.60 168.77+£4.15 169.32+4.35 0.980
dFst NS = 156.93+15.69 148.23+19.03 152.89+17.55 0.146
=3E (%) 91.87+£7.95 87.85+10.71 90.00+£9.38 0.230

Compliance was calculated by total intakes by prescriptions.
Values are presented as mean+SD

1)Analyzed by Mann-Whitney U test

30
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8. SIPUAX Qs H
OIREN HE 2AN ZE8Hse HAFRUAX=E F30Y (safetyz)22 0O

= 68.61£10.40 kg), MESX=+= 26.28+£3.58 kg/m
ScMIEZ 25.85+
A& A 309

kg/m?,

August 2015

22 48.07+8.49M)2 & &
S8t XH0IJt AUCH

(Ot=ZSHZ 166.73+9.97 cm, EctNEZ 162.67
K

, SN

ST 2H/HIEAX 13H)O2 &FH2 2% RoF 2 ACH
Ol&fol ZWE ZEe If 432 2t 20 A= X01J}F AU 2 ARHAXIY 2
=QIHIE Ol & O|RO{FCID BHEHSIACHE 3)
E 3. ARAXS QRS FE
OHsLEUR ZCHER Total Aovalue”
(n=15) (n=15) (n=30)
A9 (M/F) 8/7 7/8 15/15 0.715%
L+Ol (years) 50.53+11.22 48.07+8.49 49.3049.85 0.372
AE (cm) 166.73+9.97 162.67+8.06 164.70+9.14 0.228
S (ka) 75.08+18.09 68.61+10.40 71.84+14.87 0.455
MRS (ko/mP)  26.72+4.39 25.85+2.62 26.28+3.58 0.917
SFX (N, %) 9/6 6/9 15/15 0.273%
SZ2 (unit) 15.72+13.04 6.83+3.80 12.17+11.08 0.440
EQX (N, %) 5/10 2/13 7/23 0.390%
EoE (N) 16.20+8.50 4.50+0.71 12.86+8.99 0.285

Values are presented as mean+SD or number

YAnalyzed by Mann-Whitney U test,

31
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IOl NN BIZAD 9F BEES 25| Ao LNz NEgs o
GHED SHYYEO 2

9.2. =84 TIEE JIMX

mmHg 0I5, & 0l&D] €2 80 mmHg OIHEU =8 Y AAS JIE2H, 2

54 BIIE=Q YIHp=0.038)2 MoUE 2E 2N & &2 2 SHHOR

Ols2LE&H2 (n=15) ZolME= (n=13)  Total (n=28)  P-value"

PESTETS

131.80+8.29 135.15+8.53 133.36+8.42  0.344
(mmHg)
NESIET,
83.07+9.57 86.08+6.80 84.46+8.39 0.369
(mmHg)
TN
+ + +
(P 68.00+5.81 65.69+8.20 66.93+6.98 0.534
BRSool
99.47+8.63 102.38+6.24 100.82+7.63  0.321
(mmHg)
ool
48.73+5.71 49.08+8.37 48.89+6.94 >.999
(mmHg)
o4 1} 0.0411.57 12.69+11.3 7.07+12.43 0.038"
Renin Activity 1.73+1.29° 2.15+1.75 1.93+1.51 0.423
(ng/mL/hr)
Aldosterone 7.47+2.19 9.0146.30 8.18+4.56 0.945
(ng/dL)
hs-CRP 0.87+1.74° 0.70+0.64 0.79+1.31 0.593
(mg/L)

Values are presented as mean+SD
”Analyzed by Mann-Whitney U test
R-18(0tsLEH2) OlAXl M, PR-19(0tsZE M) OlAXl H<

"P<.05
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H 5.0 22 Al NEEME O8] &5 & A2 & 2 #3

OHs2E& MR (n=15) Z2IHER (n=13) )
mean+SD An-o min” mean+SD An-0 min' Frvalue
0% 131.80+8.29 - 135.15+8.53 - 0.344%
4‘-;3' 10 2 116.67+15.23 -15.13+10.18 131.3846.24 -3.77+6.13  0.005™
(mmHg) 30 2 116.87+13.63 -14.93£9.10 130.85£9.36 -4.31%7.09  0.003"
60 £ 117.20+12.82 -14.60+8.80 131.08+7.91 -4.08+8.05  0.005™
08 83.07+9.57 - 86.08+6.80 - 0.369
0';;?' 10 8 74.4049.78  -8.67+5.37  86.38+6.41  0.31+4.73  <.001™"
(mmHg) 30 & 72.07+8.10  -11.0046.38  85.38+£7.54 -0.69+3.40 <.0001™"
60 £ 73.73+8.16  -9.33+7.03  85.92+7.08 -0.15+3.44  <.001™"

Values are presented as mean+SD

"Changes from baseline value (0 min), 2)Analyzed by Mann-Whitney U test (difference

between A values), 3)Analyzed by Mann—-Whitney U test (difference between mean values)

TA01, TTAL001

H 6.8% U2 Al AIESRE O3 83 = A2 ¥ "o w3

OlsgEs¥=2 (n=15) Z2tHIE2 (n=13) 2

mean+SD An-o min” mean+SD An-0 min Frvalue

£ 129.07+10.26 - 133.08+10.58 - 0.580°

2L 102 117.931463 -11.13£11.60 120.38£10.02 -8.69+6.61  0.068
(mmHg) 30 = 110.93+12.42 -18.13+11.34 120.69+11.45 -3.38+8.32 <.001™"
60 £ 115.07+£11.83 -14.00+12.40 132.15£10.58 ~-0.92+8.96 0.008"

08 79.73+12.23 - 85.23+6.62 - 0.188°

O'i?' 10 8 72.87+12.85 -6.87+3.50  84.23+6.64  -1.00£3.85 <.001™"
(mmHg) 30 & 68.1348.63  —-11.60£7.43  84.00+7.45 -1.23+£3.24 <.001""
60 & 73.00%12.71  -6.73£6.61  84.23+8.71 -1.00£5.34  0.015°

Values are presented as mean+SD

1)Changes from baseline value (0 min), 2)Analyzed by Mann—-Whitney U test (difference

between A values), 3)Analyzed by Mann-Whitney U test (difference between mean values)
*£<0.05, " A<.01, A.001
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9.3.2. AIEEHMZ &I €5 (8F)0 2st 8ot Bigl

A(0=F, 4=,

ke
~
0
Mo
E
g
[
c

ol

8F)0ICH HPRUHAXES =g L 0l2IEY

August 2015

OtsZEAUZ (n=15) EtMEZ (n=13)

P_
1)
ow 4w 8w P_1) ow 4w 8w 'D_” value
value value
FJ)E 131.80 125.33 129.07 135.15 131.54 133.31
(mmHg) +£8.29 +14.41 +10.26 0.151 +8.53 +12.31 +10.37 0.468 0.802
oRDE2 83.07 80.40 79.73 86.08 86.46 85.23
(mmHg)  +9.57 +1057 +12.23 2310 1680 1903 46 0731 0528
Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data
H 8. CIMESANEEMNSE 45 & - 85 8 = & H3l
OisZLSME (n=15) Z2tHIEE (n=13)
: : P-value”
ow 8w  A-value' ow 8w P-value'
S=FJ|8 131.80 129.07 135.15 133.31
(mmHg) 829 +10.26 1% igs53 1y037 0490 0.807
ol=o/get 83.07 79.73 86.08 85.23
(mmHgQ) +9.57 £12.23 0.099 +6.80 +6.62 0.436 0.280

Values are presented as mean=+SD

1)Analyzed by linear mixed model for repeated measures data
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9.4. 2X REH HIIES
9.4.1. NNEEMZE ©3 HF0 oSt SHEts B35

Diuts BB BIIE SIGH 0%, 8F WE Al GNIANES MHAE AESHE
o HO02) 13 =120 ml) &5 = 1AI12H SeH10=2, 302, 602) =Aof
ACHE 9~10, & 6~7).
=4 AW, 079 87 L0l ST wets I T AEE 2 EHEoE R
o|st XIOIJF SAALCH
O0FXI2 8K AIEZMSB tal &5 Al, 102, 302, 602 & Wer: =I12HA 00
mins D30-0 mins Deo—o min) Ol OIS L& HZUHA ECHMEZEL HMH & &F2 2t S
MOz K9l RO UAUALY.

H 9.0 24ZE Al ANEEHMNS g &5 & Al2HH & et B35

Ols2adH= (n=15) Z2IHNEZ (n=13)
P-value?
mean+SD Do min” mean+SD Ao min”

0= 68.00+5.81 - 65.69+8.20 - 0.534

oHEEA 10 2 76.93+8.75 8.93+6.53 64.77+7.82 -0.92+2.33 <.001™

(BPM) 30 2 74.60+10.25 6.60+8.66 63.31+6.98 -2.38+3.10 <001
60 = 70.87+8.63 2.87+7.09 62.00+7.39 -3.69+3.45 0.003™

Values are presented as mean+SD

1)Changes from baseline value (0 min), 2)Analyzed by Mann-Whitney U test (difference

between A values), 8)Analyzed by Mann—-Whitney U test (difference between mean values)

TA.01, 7 001

BPM; beat per minutes
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H 10.8F Y= Al ANESHE Hal 5 = A2t & 98 B3]

OlsZsdHF (n=15) EZIHNIE 2 (n=13)
P-value?
mean+SD Do min” mean+SD Do min”

02  70.53+7.45 - 69.314+11.22 - 0.747
ovwra 10 2 77.1349.36  6.60+5.82  65.00+8.24 -4.3143.79  <.0001""
(BPM®) 30 2  77.4049.86 6.87+536 65.46+8.17 -3.85+4.74  <.0001""

60 £ 72.53+48.68 2.0046.12  64.00+7.95 -5.31+5.98  0.006"

Values are presented as mean+SD

1)Changes from baseline value (0 min), 2)Analyzed by Mann—-Whitney U test (difference
between A values), PAnalyzed by Mann-Whitney U test (difference between mean values)
"RAL01, TTA.001

BPM; beat per minutes

—&— Test group —&— Test group
100 —/— Placebo group 100 1 —— Placebo group
= 80 s 80 1
o o
Q g
Q [}
2 60 2 607 l
>
a [
/’ T
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (min) Time (min)
I8 6.0 Y2 Al et H3) % 7.8 &E Al Mgt B3

*BPM: beat per minutes
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9.4.2. ANIEEHNZE EIIEF(8F)0 oISt ougts HRSOHQE HAMHEE OHT H3E}
O &2 AI(0F, 43, 83F)0ICH HFRUAXSO et HRSOMOH HAOWMoIS
SHoIFD, ANEEME &5 & - €5 8F & YWIIE SHGIUCHE 11~12)
24 A DE S=2YAN U2 8 L ANE=EMNE 25 & - HF 8F & &
SFZ 2 U Al EAHESCZ KO8 XO0IJF SA/UCEH.
T 11, $28 dus HBOASWUY, BIWY B
Ois2ad= (n=15) ZetHEZ (n=13) .
)
ow 4w 8w P_” 0w 4w 8w P_” value'
value value
OHI > 68.00 73.67 70.53 . 6569 72.69 69.31 -
BPM) 4581 48307 +7.45 0010 1800  +1051" #1120 <O 0831
TSt 9947 9533 96.20 102.38 10146 101.23
(mmHg) +863 +11.35 +10.19 0.157 +6.24 +9.74  +6.87 0814 0.544
HAoHOF 4873 4493 49.33 49.08 45.08 47.85
(mmHg) 571 +7.12 +1243 0.311 +8.37 +719  +9.22 0.168 0871
Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data
TStatistically significant compared to the baseline, *£<.05, **/~<.001
BPM; beat per minutes
H 12, OIXNEZANEENE €5 & - 85 8 5 et HASMQ, HHOMQN U} B3
Olsgad= (n=15) EctHE2Z2 (n=13)
P-value?
ow 8w  A-value” 0w 8w P-value"
ELESIE 68.00 70.53 65.69 69.31
(BPM) +5.81 +7.45 0.101 +8.20 +11.22 0.012 0.579
HasSuHe 99.47 96.20 102.38 101.23
(mmHg) +8.63 +10.19 0.095 +6.24 +6.87 0.427 0.378
H oot 48.73 49.33 49.08 47.85
(mmHg +5.71 +12.43 0.815 +8.37 +9.22 0.531 0.576
_ 2.20 -0.47 12.69 12.46
OH
il +11.57 +22.04 0.610 +11.30 +17.79 0.949 0.707

Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data
"AL.05

BPM; beat per minutes
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9.4.3. AIEEHIE ZHIIEH(BF)0 28t renin activity, aldosterone, hs—CRP H 3}

0k
>
Ol
0x
"
o
X
m
(00]
ok
Hoi
1n

- 8% 8F & Renin activity, Aldosterone, hs—CRP H 3|

EAMEZ (h=13)

DisZsd2 (n=15)
P-value?
ow 8w  P-value" Ow 8w P-value"
Renin Activity 2.19 2.04 2.15 2.28
(ng/mL/hr) +2.16 +2.43 0.795 +1.75 +2.23 0.812 0.870
Aldosterone 7.47 11.28 9.01 12.68
(ng/dL) +2.19 18.41 0.102 +6.3 +10.87 0.252 0.971
hs—-CRP 0.87 0.50 0.450 0.70 0.56 0.540 0.669

(mg/L) +1.74 +0.56 +0.64 +0.77

Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data
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HT
x
ol

AMOIEFYE 2 Sz 24 2, 2E SS0A 2 &2 W 2 &2
SHECZ K28t X0t SHALCH
T 14 NEEZEXHS 85 & - 845 8F = AOIEHS HI}
Ols2s¥UZ (n=15) Z2MEZ2 (n=13) P
)
ow 8w P_” ow 8w P_” value'
value value
HdFder 1682.22 1626.73 1795.58 1605.39
(kcal) +448.54 +321.64 0.684 +392.08 +447.35 0.065  0.407
Et=3lE2 222.13 213.11 252.04 226.33
(9) +71.36 +57.70 0.566 +59.72 +71.86 0125 0.446
Xl 44 24 38.20 49.75 42 .62
(9) +12.71 +11.42 0.205 +17.13 +15.59 0159 0.859
[ gELES 65.52 58.96 67.50 66.61
(a) +15.10 +11.93 0.172 +16.56 +17.72 0705 0.406
Al &= 19.89 19.40 21.80 19.13
(9) +7.27 +6.49 0.711 +5.8 +6.81 0.020 0.172
== 949.37 953.09 1014.14 975.37
(9) +310.83 £306.91 0.962 +356.84 +401.01 0.628  0.620
Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data
T 15 NEEXNS 5 & - 845 8F = AMAE2EST H3I}
OIs2a%R (n=15) ZRINER (n=13) .
P- P- value'
Ow 8w vaue” ow 8w vaue”
MET value 1693.33 1706.67 2183.08 2107.69
(min/week)  +1408.19 +1457.56 0.965 +2784.41 +1863.29 0918 0.905
Calorie 1954.33 1950.3 2592.32 2255.68
(kcal/week) +1781.62 +1791.26 0.991 +3663.98 +1957.21 0.704 0.714

Values are presented as mean+SD

1)Analyzed by linear mixed model for repeated measures data

MET value; Metabolic equivalent of task
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H 16. O|ABIS &M 2
OIs2EH2 (n=15) Z2MEZ (n=15) Total (h=30) p-value"
Olatbts &b
7/8 2/13 9/21 0.109
(Yes/No)
Values are presented as number
1)Analyzed by Fisher’s exact test
T 17. 34 2 0o|aBES &M 2
EN, OtsYSH2 (n=15) Z2HEZ (n=15) p-value”
232 (Yes/No) 2/13 0/15 0.483
S=(Yes/No) 5/10 1/14 0.169
212 (Yes/No) 1/14 0/15 >.999
A Ab(Yes/No) 1/14 0/15 >.999

Values are presented as number

1)Analyzed by Fisher’'s exact test
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11.2. ZISHZH A2 S HAL
NEHE 43 D0 83 8% 5 SN NOAANLAN ZUE E 180 R
ot ALt
=4 Zd, WBC =XIJt MEZ0HM Sototd HEZ0A 24010 & 852
2t SHECZ K28t X0IJF UAU2LHp=0.003), &X HAA HHA Lot
a™el o0t gle Hatetl) BT
O 18, ASTAISZAL 2D
Ols2&H= (n=15) E2HEZ2 (h=15) )
0w 8 vaﬁ_e” 0w 8w vaﬁe” e
) got6  ss06 00 Jiag  sogs 0024 0008
o) 5047 so41 %% loso  soss 012 082
@) 1o iras OT® iy sy 0097 0508
0 teo  sves 019 ige g 00037 0084
(0% sa606 sases 01T reges ssoer 062 0610
WO 1508 1588 0% Lioge siay 0T8T 0721
WO ssara sspas 0% Lason seisy OS2 0.800
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BUN
(mg/dL)

Creatinine
(mg/dL)

TC
(mg/dl)

TG
(mg/dL)

HDOL-C
(mg/dL)

LOL-C
(mg/dL)

Glucose
(mg/dL)

CK
(IU/L)

LD
(/L)

SG

pH

14.33
+4.32

0.69
+0.16

190.80
+30.82

1568.80
+93.77

46.40
+10.48

112.53
+31.44

94.20
+9.13

119.33
+73.20

365.67
+52.85

1.02
+0.01

6.00
+0.57

14.60
+4.22

0.71
+0.15

192.00
+33.92

197.87
+135.30

46.40
+9.30

111.38
+30.79

92.67
+14.04

103.60
+49.88

351.93
+36.81

1.02
+0.00

5.77
+0.59

Confidential

0.755

0.277

0.791

0.067

>.999

0.315

0.512

0.352

0.328

0.967

0.264

13.20
+2.93

0.63
+0.13

213.40
+35.28

133.87
+59.34

55.80
+5.72

130.87
+30.5

90.53
+9.55

89.71
+37.60

363.27
+43.67

1.02
+0.01

6.03
+0.72

12.69
+3.12

0.64
+0.10

213.23
+41.45

161.46
+132.32

53.77
+5.61

132.46
+35.54

88.46
+9.94

99.08
+41.47

371.23
+51.00

1.02
+0.00

6.08
+0.84

0.599

0.567

0.802

0.155

0.092

0.731

0.318

0.443

0.347

0.575

0.925

August 2015

0.563

0.620

0.948

0.894

0.214

0.381

0.793

0.236

0.190

0.635

0.429

Values are presented as mean+SD

1)Analyzed by linear mixed model for repeated measures data

"A<0.05, "F<0.01
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HC
>
Y
[
it
u
=
HT
4
10
é
o
(=]

HF H0l Hioh &5 8+ = S
A

A BIotA2LHp=0.007), #OX HP HUHAM Lo LaAol
C|

August

2015

@ %2 90
rnr 1o

ﬂ

Ols2s¥UZ (n=15) Z2MEZ (n=15) P
| 1)
ow 4w 8w P_” ow 4w 8w P_” vaie
value value
Temperature 36.47 36.51 36.57 36.45 36.54 36.61
lef(0)  £0.20 +0.21 +0.19 2% 4002 1005 xop0p 0063 0.827
Temperature 36.47 36.48 36.40 36.38 36.49 36.40
:Right(t) +0.19 +0.20 =+0.26 0.386 +0.20 +0.25 =+0.22 0133 0.399
Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data
H 20. OIXMESANEENMSE 45 & - 85 8 = A2 HEl
OlsZLsMUE (n=15) ZctHE2 (n=15)
P-value"
ow 8w A-value” 0w 8w  P-value"
Temperature 36.47  36.57 36.45 36.61 .
SLeft(c) 020 =049 124 go00 1000 0007 0.544
Temperature 36.47  36.40 36.38 36.40
CRight(c)  +0.19 2026 %% 1020 xopp 0T 0275

Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data

P <01
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1.4 AAHASEXE 23t

ANEEHE &5 81 85 8F = =de s & MEZgX=E & 210 &
ot AL

15

ol

0l

H 21. ARAHS NE B3
OlsZLsSHR (n=15) Z2IHNIEZ2 (n=15)
P-value"
0w 8w  A-value" ow 8w P-value”
xS 75.08 74.55 0.070 68.61 67.46 0.036" 0.828
(kq) +18.09 +18.68 ’ +10.40 +£10.18 ’ '
S ESE=INES
26.72 26.50 25.85 25.39 .
(kg/m?) +4.39 +4.58 0.055 +2.62  +2.59 0.030 0.934

Values are presented as mean+SD
1)Analyzed by linear mixed model for repeated measures data

"A<.05
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