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Objectives Degenerative osteoarthritis of knee is a disease with an increasing number
of patients worldwide and its general treatments have some side effects.
Methods 102 subjects were classified into test group 1, test group 2, and control group,

RECEIVED September 16, 2021 and clinical trial products were taken for 12 weeks. The effectiveness was evaluated

REVISED  October 6, 2021

ACCEPTED October 7, 2021 with changes in visual analogue scale, Korean-Western Ontario and McMaster Universities

Osteoarthritis Index, inducible nitric oxide synthase, and cyclooxygenase-2.
CORRESPONDING TO Results Both test group 1 and test group 2 were effective in reducing the pain of de—
Soon-Joong Kim, Department of generative osteoarthritis of knee, and only test group 2 was effective in improving the
Korean Medicine Rehabilitation, ability to perform daily activities. No clinically significant changes were observed for
Semyung University Korean any safety parameter.

Medicine Hospital, 66 Semyungro,

Conclusions In conclusion, the data of this study indicate that Zanthoxylum piperitum
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leaf extract has effectiveness and safety against mild degenerative osteoarthritis of
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Test group 1 N=34
Test group 2 N=34
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Test group 2 N=34
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Test group 1 N=0
Test group 2 N=0

Test group 1 N=34
Test group 2 N=34

[

Drop out after V3
Test group 1 N=5
Test group 2 N=10

Test group 1 N=29
Test group 2 N=24

Test group 1 N=29
Test group 2 M=24

Screening
N=113
I Screening failure
[ MN=11
Randemization |
N=102 Placebo
MN=34
Safety set Placebo
N=102 M=34
Drop out after V2
Placebo M=0
T st Placebo
N=102 N=34
I
Drop out after V3
Flacebo M=9
Completicn :
N=78
Placebo
N=25
I
Compliance under
80% N=0
PP set
I
N=78
Placebo
MN=25

Fig. 1. Participation status of clinical trial. V2: visit 2, V3: visit

Table I. Demographic Characteristics (Test

Group 1, 2, ITT Set)

3, ITT: intention-to-treat, PP: per-protocol.

Variables

Age Visit 1

Height  Visit 1

Weight  Visit 1

Sex Male
Female

Test group 1 Test group 2 Placebo group
(N=34) (N=34) (N=34)
Mean Min, Mean Min, Mean Min,
(SD) Max (SD) Max (SD) Max
59.0 46, 57.3 46, 59.7 46,
(£6.305) 67 (£5.296) 67 (+5.982) 67
155.4 141.7, 158.4 147.9, 156.6 142.4,
+5.168) 162.8 +3.761) 171.8 (+7.022) 175.0
59.3 46.8, 62.5 50.6, 60.2 39.9,
(£6.082) 74.3 (+8.552) 89.0 (£10.383) 89.4
1 3 2
33 31 32

p-value p-value
(test group 1 (test group 2
vs placebo vs placebo
group) group)
0.637" 0.087"
0.422° 0.286"
0.682" 0.312"
0.555" 0.6427

ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.
“Independent t-test, TChi square test or Fisher’s exact test.
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Table IL Medical History (Test Group 1, 2, ITT Set)

p-value* p-value*

Variables TesENg:r;)rf ! Tes;tNg:r ;):ll)p 2 Placg\l:;zﬁ;oup (test group 1 vs (test group 2 vs
placebo group) placebo group)
Yes 12 (35.29) 10 (29.41) 13 (38.24)
0.801 0.442
No 22 (64.71) 24 (70.59) 21 (61.76)
Values are presented as number (%).
ITT: intention-to-treat.
*Chi square test or Fisher’s exact test.
Table IIL Taken Medication (Test Group 1, 2, ITT Set)
p-value* p-value*
Variables Tes;[Ng:r;)‘LS) ! Tes;[Ng:r;)E) 2 Plac((;tgﬁ;oup (test group 1 vs (test group 2 vs
placebo group) Placebo Group)
Yes 12 (35.29) 10 (29.41) 15 (44.12)
0.457 0.209
No 22 (64.71) 24 (70.59) 19 (55.88)
Values are presented as number (%).
ITT: intention-to-treat.
*Chi square test or Fisher’s exact test.
2. Q&M I} TR FolFo 7 7H4Eke](p=0.046) AT 1T =z
‘m T ] Hlaell A Z1A A el BE Al o] s s}l A
11X fad 47 N
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W Ad, B 71 iR 4, 8, 125 WSkl A o 3t 20] TRy fFolHo® ZHashel oW (p=0.025),
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7147 vl 48R N p<0.001, 7144 tiv] sHA| W
i p<0.001; A2 71X tivl 3HA S p=0.003,
7143 iRl 4RA B p<0.001, 71A% i) SHA
T p<0.001; thET 7143 oi¥] 39 2 p=0.003,
7147 oie] 4R - p<0.001, 7141 tiv] sA v
£ p<0.001)(Tables IV, V).
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o] hERTRT folA o s 7HAstHthp=0.035). &

3 7] A& i) s w2 Wsleko] A¥1To] t=

EE} %_q]x% oz 71—/\—5—].931q(p:0 037) \:t%} 7];(1 ] EH
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202 7+43te(p=0.004) A2 tiZ=T ke vl
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7 debg e Te]an sHA ol A Al e
B}t fo)¥ ez 7435 thp=0.015)(Tables VI, VII).
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Table IV. VAS Score Variance (Test

Group 1, ITT Set)

p-value!  p-value'
Test group 1 Placebo group (test (test
Variables pimen 1 g
Vs Vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max placebo  placebo
group)  group)
Visit 2 34 50.53 (£10.225) 32, 70 34 48.62 (£10.231) 32, 70 0.444 0.432
Visit 3 33 42.55 (£15.790) 14, 86 32 41.75 (+13.445) 10, 65 0.828 0.694
Change from baseline 33 -8.33 (£14.510) -40, 27 32 -7.34 (£13.116) 40, 11 0.774 0.379
p-value™ (visit 2 vs visit 3) 0.002* 0.003™
p-value™ (visit 2 vs visit 3) 0.003" 0.009™
Visit 2 34 50.53 (£10.225) 32, 70 34 48.62 (£10.231) 32, 70 0.444 0.432
Visit 4 33 3745 (£17.657) 5, 71 32 34.69 (£15.928) 2, 72 0.510 0.499
Change from baseline 33 -13.42 (+19.375) -54, 31 32 -1441 (x16.756) -46, 12 0.828 0.885
p-value™ (visit 2 vs visit 4) 0.000™" 0.000™"
p-value™ (visit 2 vs visit 4) 0.001™ 0.000™"
Visit 2 34 50.53 (£10.225) 32, 70 34 48.62 (£10.231) 32, 70 0.444 0.432
Visit 5 33 3345 (£19499) 4, 71 32 30.53 (£14.231) 6, 65 0.492 0.533
Change from baseline 33 -17.42 (#20.512) -39, 31 32 -18.56 (14.276) -46, 8 0.797 0.958
p-value™ (visit 2 vs visit 5) 0.000™" 0.000™"
p-value™ (visit 2 vs visit 5) 0.000"™" 0.000™
VAS: visual analogue scale, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.
*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.
Table V. VAS Score Variance (Test Group 2, ITT Set)
p-value!  p-value'
Test group 2 Placebo group (test (test
Variables group 2 group 2
Vs Vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max placebo  placebo
group) group)
Visit 2 34 4947 (£14357) 30, 97 34 4862 (+10.231) 32, 70 0.779 0.868
Visit 3 26 39.62 (£15.791) 7, 69 32 41.75 (+13.445) 10, 65 0.580 0.467
Change from baseline 26 -10.08 (+15.370) -52, 19 32 -7.34 (%13.116)  -40, 11 0.486 0.244
p-value™ (visit 2 vs visit 3) 0.003" 0.003"
p-value™ (visit 2 vs visit 3) 0.004™ 0.009™
Visit 2 34 4947 (+14.357) 30, 97 34 48.62 (+10.231) 32, 70 0.779 0.868
Visit 4 26 32.65 (+17.718) 0, 57 32 34.69 (£15.928) 2, 72 0.647 0.802
Change from baseline 26 -17.04 (%18.366) -82, 13 32 -14.41 (£16.756) -46, 12 0.571 0.656
p-value™ (visit 2 vs visit 4) 0.000™" 0.000™"
p-value™ (visit 2 vs visit 4) 0.000™" 0.000™"
Visit 2 34 4947 (+14.357) 30, 97 34 48.62 (10.231) 32, 70 0.779 0.868
Visit 5 26  23.77 (x16.241) 0, 55 32 30.53 (+14.231) 6, 65 0.097 0.127
Change from baseline 26 -25.92 (+20.678) -97, 8 32 -18.56 (£14.276) -46, 8 0.115 0.197
p-value™ (visit 2 vs visit 5) 0.000" 0.000"
p-value™ (visit 2 vs visit 5) 0.000™ 0.000™

VAS: visual analogue scale, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.
*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.
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Table VI. VAS Score Variance (Test Group 1, PP Set)
p-value’  p-value'
Test group 1 Placebo group (test (test
Variables zremg Lz |
Vs Vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max placebo  placebo
group)  group)
Visit 2 29  51.62 (£10.199) 32, 70 25  47.04 (£10.101) 32, 69 0.104 0.089
Visit 3 29  41.52 (£15.693) 14, 86 25  43.52 (+11.281) 16, 64 0.598 0.306
Change from baseline 29 -10.10 (£13.865) -40, 27 25 -3.52 (#9.134)  -29, 11 0.048" 0.019°
p-value™ (visit 2 vs visit 3) 0.001" 0.066
p-value™ (visit 2 vs visit 3) 0.001" 0.115
Visit 2 29 51.62 (£10.199) 32, 70 25 47.04 (x10.101) 32, 69 0.104 0.089
Visit 4 29  33.93 (£15.533) 5, 62 25 3832 (x15334) 2,72 0.302 0.327
Change from baseline 29  -17.69 (£16.240) -54, 7 25 -8.72 (x13.840) -43, 12 0.035" 0.038"
p-value ™ (visit 2 vs visit 4) 0.000™ 0.004™
p-value™ (visit 2 vs visit 4 0.000"" 0.005"
Visit 2 29  51.62 (£10.199) 32, 70 25  47.04 (£10.101) 32, 69 0.104 0.089
Visit 5 29  29.38 (+16.843) 4, 58 25  33.00 (x14.242) 6, 65 0.402 0.466
Change from baseline 29  -22.24 (x16.515) -59, 5 25  -14.04 (x12.195) -37, 8 0.046" 0.038"
p-value™ (visit 2 vs visit 5) 0.000™ 0.000™"
p-value™ (visit 2 vs visit 5) 0.000™" 0.000"
VAS: visual analogue scale, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.
*p<0.05, **p<0.01, ***p<0.001.
tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.
Table VIL VAS Score Variance (Test Group 2, PP Set)
p-value!  p-value'
Test group 2 Placebo group (test (test
Variables ZEHE e
Vs Vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max placebo  placebo
group)  group)
Visit 2 24 50.38 (+14.800) 30, 97 25  47.04 (£10.101) 32, 69 0.360 0.610
Visit 3 24 38.71 (£16.007) 7, 69 25 43,52 (+11.281) 16, 64 0.228 0.207
Change from baseline 24 -11.67 (£14.622) -52, 13 25 -3.52 (#9.134) 29, 11 0.025" 0.013"
p-value™ (visit 2 vs visit 3) 0.001" 0.066
p-value™ (visit 2 vs visit 3) 0.001” 0.115
Visit 2 24 50.38 (+x14.800) 30, 97 25  47.04 (+10.101) 32, 69 0.360 0.610
Visit 4 24 31.79 (#18.175) 0, 57 25 3832 (+15.334) 2, 72 0.180 0.262
Change from baseline 24 -18.58 (+18.182) -82, 13 25  -8.72 (+13.840) 43, 12 0.037" 0.024"
p-value™ (visit 2 vs visit 4) 0.000™" 0.004™
p-value™ (visit 2 vs visit 4) 0.000"" 0.005™
Visit 2 24 50.38 (+14.800) 30, 97 25  47.04 (£10.101) 32, 69 0.360 0.610
Visit 5 24 2217 (£15.846) 0, 55 25  33.00 (£14.242) 6, 65 0.015" 0.020"
Change from baseline 24 -2821 (£19.755) -97, -6 25  -14.04 (x£12.195) -37, 8 0.004™  0.005™

p-valueJr (visit 2 vs visit 5)

p-value™ (visit 2 vs visit 5)

0.000™"
0.000™"

0.000"
0.000""

VAS: visual analogue scale, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.
*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.
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Table VIII K-WOMAC

Variance (Test Group 1, ITT Set)

Variables

Pain

Stiffness

Function

Visit 2

Visit 3

Change from baseline
p-value™ (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-value™ (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-valueT (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-valueT (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-valueT (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)

p-value™ (visit 2 vs visit 5)

Test group 1 Placebo group
n Mean (SD) Min, Max n Mean (SD) Min, Max
34 7.82 (£3.433) 2, 15 34 7.38 (+£2.437) 2, 12
33 6.48 (+3.809) 0, 13 32 6.53 (£3.689) 0, 13
33 -1.27 (£2.820) 7,3 32 -0.81 (£3.947) -11, 5
0.014 0.253
0.034" 0.387
34 7.82 (£3.433) , 15 34 7.38 (£2.437) 2, 12
33 6.03 (£3.661) , 12 32 447 (£2.652) 1, 12
33 -1.73 (£3.384) 7,17 32 -2.88 (¥2.915) 9,5
0.006™ 0.000""
0.008" 0.000""
34 7.82 (£3.433) , 15 34 7.38 (+2.437) 2, 12
33 4.94 (£3.766) , 12 32 4.50 (+2.640) 0, 10
33 -2.82 (£3.592) 9,17 32 -2.84 (£3.153) -10, 5
0.000"" 0.000""
0.000"" 0.000""
34 3.56 (£1.691) 1, 34 3.32 (+1.296) 1, 6
33 3.12 (£1.728) 0, 32 2.66 (+1.335) 1,5
33 -0.39 (£1.749) -4, 32 -0.63 (£1.581) -4, 3
0.205 0.033"
0.194 0.032"
34 3.56 (+1.691) 1, 34 3.32 (£1.296) 1, 6
33 2.88 (£1.654) 0, 32 1.91 (£1.201) 0, 5
33 -0.64 (£1.617) -3, 32 -1.38 (£1.338) 4,1
0.031" 0.000""
0.031" 0.000""
34 3.56 (+1.691) 1, 34 3.32 (£1.296) 1, 6
33 2.36 (+1.800) 0, 6 32 1.94 (+1.390) 0,5
33 -1.15 (£1.839) -4, 32 -1.34 (£1.359) -4, 2
0.001"™ 0.000""
0.002" 0.000""
34 2779 (£11.918) 5, 50 34 27.82 (+10.146) 7, 43
33 2473 (£12.716) 3, 48 32 23.53 (#9.735) 5, 40
33 -2.85 (£10.929) -26, 20 32 -3.97 (+10.338) -28, 15
0.144 0.038"
0.213 0.080
34 2779 (£11.918) 5, 50 34 27.82 (£10.146) 7, 43
33 21.73 (#12.112) 4, 43 32 16.09 (+9.423) 3, 38
33 -5.85 (#12.553)  -34, 23 32 -1141 (x10463) -34, 6
0.012" 0.000""
0.011" 0.000""
34 2779 (£11.918) 5, 50 34 27.82 (£10.146) 7, 43
33 18.76 (£12.696) 1, 40 32 15.94 (£9.967) 3, 37
33 -8.82 (#13.092) -33, 23 32 -11.56 (£10.210) -34, 10

0.001"
0.001"

0.000""
0.000™"

p-value®
(test
group 1
Vs

placebo
group)
0.543
0.960

0.590

0.543
0.054
0.148

0.543
0.587
0.976

0.522
0.230
0.579

0.522
0.009™
0.049"

0.522
0.290
0.634

0.991
0.672
0.673

0.991
0.041"
0.057

0.991
0.322
0.351

p-value
(test
group 1
Vs
placebo
group)
0.648
0.963

0.387

0.648
0.073
0.152

0.648
0.905
0.863

0.573
0.521
0.513

0.573
0.015"
0.063

0.573
0.418
0.758

0.893
0.665
0.758

0.893
0.081
0.089

0.893
0.446
0.404
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Table VIIL Continued
p-value’  p-value'
Test group 1 Placebo group (test (test
Variables e e L
VS VS
n Mean (SD)  Min, Max n Mean (SD)  Min, Max  placebo placebo
group) group)
Total Visit 2 34 39.18 (£16.312) 11, 72 34 38.53 (£12.969) 10, 59 0.857 0.956
Visit 3 33 3433 (x17.512) 6, 64 32 3272 (£14.035) 7, 55 0.684 0.649
Change from baseline 33 -4.52 (£14.629)  -36, 24 32 =541 (£14.547) 41, 20 0.806 0.896
p-value™ (visit 2 vs visit 3) 0.086 0.044"
p-value™ (visit 2 vs visit 3) 0.142 0.112
Visit 2 34 39.18 (£16.312) 11, 72 34 38.53 (£12.969) 10, 59 0.857 0.956
Visit 4 33 30.64 (+£16.843) 5, 59 32 2247 (£12.326) 6, 55 0.030" 0.055
Change from baseline 33 -8.21 (£16.680)  -44, 32 32 -15.66 (£13.249) -42, 6 0.051 0.072
p-valueT (visit 2 vs visit 4) 0.008™ 0.000""
p-value™ (visit 2 vs visit 4) 0.009™ 0.000""
Visit 2 34 39.18 (£16.312) 11, 72 34  38.53 (£12.969) 10, 59 0.857 0.956
Visit 5 33 26.06 (£17.759) 1, 57 32 22.38 (+12.896) 6, 50 0.341 0.555
Change from baseline 33 -12.79 (£17.765) 45, 32 32 -15.75 (£13.078)  -42, 8 0.448 0.568
p-valueT (visit 2 vs visit 5) 0.000™* 0.000™*
p-value™ (visit 2 vs visit 5) 0.000""* 0.000***

K-WOMAC: Korean-Western Ontario and McMaster Universities, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.

#p<0.05, *4p<0.01, ++*p<0.001.

T paired t-test, *Wllcoxon s signed rank test, “independent t-test, !'Wilcoxon’s rank sum test.

A7 thH] 4R R p=0.004, 714 tin] SHA
p<0.001).

2) 2X Q&M M}

(1) K-WOMAC Halzt

D ITT set

ITT setoll Al 71413 tiv] 4, 8, 12 WsteFe] A1l
T 2t 3 Rl A, fE o] wimsh Mmoo 4 A
oA A1 thzT9] el zto|7F UEsE e
H(p=0.009), 7143 thy] 4 AR -E-o] MsleFo A Al
1otz A fFolgk zpol7h vehbA] esktt
(p=0.063, ATEE3FA] ¢S = F Wilcoxon rank sum test
F3). w3, Y ] oy R Ao 4
ol A1tz {7 ztol 7t UEhstom
(p=0.041, AFEE3HO Z independent t-test ), 7
o] 49HA WFol A AN @1 2T {F2fgk o7t
YERHTHp=0.030, 72X 3 S Z independent t-test <
3Y)(Table VIII).

7143 vl 4, 8, 127 WslEFe] A2 thET
vl Ay 55 A 3R EellA Al2a

x| fogh Afol7b RS S ™ (p=0.026), SHA
WOl A A2 tiz2Te] ol gk Aozt YEbst T
(p=0.033)(Table IX).

Zzre] o+ W Aol Ae AT 55 HolA
AT 7143 il AZAE A FolA 2 A
Ao "7t FoHo g A om(ZIAA vl 3
WA ST p=0.014, 7143 the] 4RA) 3 p=0.006, 7]
A ol SR TR p<0.001), TE] wWwigH o
A 7173 il AlRAE AF Foll 3R S Al
g 4R T, SHA T AR A5 freHeR
AR tH7IAAE tiv] 4384 E p=0.031, 714X
ojy] SR HE p<0.001). =3 S £ o
2 AgellA 712174 el A2 AFH ol 3 B
e ALY 4HA T, SHA B A "
o)A o7 A3t I(Z1AA thel 4R HHE p=0.012,
A% hy] A NS p<0.001), T A 71AH o
H A2 E AF Sl 3R S AR 4
=, SHA H Ho‘Ef ]7(«1_/] 7(4 7]. .n__/]z% og 71—/\o].oﬂ1;].

A W p=0.008, 714 tin] SR

¢

(<3

)

sl
r

(71414 Bl 4%
2 5<0.001).

ut
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Table IX. K-WOMAC Variance (Test Group 2, ITT Set)

Variables

Pain

Stifthess

Function

Visit 2

Visit 3

Change from baseline
p-value™ (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-valueT (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-valueT (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-valueT (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-value™ (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)

p-value™ (visit 2 vs visit 5)

Test group 2 Placebo group
n Mean (SD)  Min, Max n Mean (SD)  Min, Max
34 6.94 (£3.498) 2, 18 34 7.38 (£2.437) 2, 12
26 4.58 (£2.817) 1, 12 32 6.53 (£3.689) 0, 13
26 -2.42 (£3.711) -12, 4 32 -0.81 (£3.947) -11, 5
0.003™ 0.253
0.005™ 0.387
34 6.94 (£3.498) 2, 18 34 7.38 (£2.437) 2, 12
26 4.85 (£3.437) 0, 10 32 447 (£2.652) 1, 12
26 -2.15 (£3.997) -11, 6 32 -2.88 (+2.915) 9,5
0.011" 0.000"""
0.007" 0.000""
34 6.94 (£3.498) 2, 18 34 7.38 (£2.437) 2, 12
26 3.00 (£2.530) 0, 11 32 4.50 (£2.640) 0, 10
26  -4.00 (+4.382) -18, 7 32 -2.84 (#3.153) -10, 5
0.000™" 0.000"""
0.000™" 0.000""
34 3.65 (£1.739) 0, 34 3.32 (£1.296) 1, 6
26 2.38 (£1.235) 0, 32 2.66 (£1.335) 1,5
26 -0.77 (£1.505) -5, 32 -0.63 (+1.581) 4,3
0.015 0.033"
0.017" 0.032"
34 3.65 (£1.739) 0, 34 3.32 (£1.296) 1, 6
26 2.04 (£1.399) 0, 32 1.91 (+1.201) 0,5
26 -1.12 (£1.904) -7, 32 -1.38 (+1.338) 4,1
0.006™ 0.000""
0.006™ 0.000""
34 3.65 (£1.739) 0, 7 34 3.32 (£1.296) 1, 6
26 1.65 (£1.198) 0, 32 1.94 (£1.390) 0,5
26 -1.50 (£1.726) -7, 32 -1.34 (+1.359) -4, 2
0.000™" 0.000""
0.000" 0.000""
34 2697 (£11.556) 6, 62 34 27.82 (x10.146) 7, 43
26 18.50 (+9.981) 2, 38 32 23.53 (£9.735) 5, 40
26 -7.12 (£10.660)  -43, 6 32 -397 (£10.338) -28, 15
0.002" 0.038"
0.001™ 0.080
34 2697 (£11.556) 6, 62 34 27.82 (x10.146) 7, 43
26 17.12 (£11.864) 2, 45 32 16.09 (£9.423) 3, 38
26 -8.50 (£13.869) -52, 6 32 -1141 (£10463) -34, 6
0.004™ 0.000""
0.008™ 0.000""
34 2697 (£11.556) 6, 62 34 27.82 (x10.146) 7, 43
26 13.00 (+9.521) 0, 35 32 1594 (£9.967) 3, 37
26 -12.62 (£14.571) 62, 3 32 -11.56 (£10.210) -34, 10

0.000™"
0.000™

0.000""
0.000™"

p-value®
(test

group 2
Vs
placebo

group)
0.548
0.026"
0.118

0.548
0.639
0.431

0.548
0.033"
0.248

0.388
0.429
0.725

0.388
0.700
0.545

0.388
0.415
0.701

0.747
0.058
0.260

0.747
0.716
0.367

0.747
0.260
0.748

p-value'
(test

group 2
vs
placebo
group)
0.441
0.045

0.096

0.441
0.671
0.214

0.441
0.022"
0.162

0.333
0.553
0.981

0.333
0.643
0.353

0.333
0.482
0.898

0.564
0.067
0.188

0.564
0.950
0.139

0.564
0.313
0.713
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Table IX. Continued
p-value’  p-value'
Test group 2 Placebo group (test (test
Variables group 2 FD 2
Vs vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max  placebo placebo
group) group)
Total Visit 2 34 37.56 (£15.605) 8, 87 34 38.53 (+12.969) 10, 59 0.781 0.606
Visit 3 26  25.46 (£13.402) 4, 49 32 32.72 (+14.035) 7, 55 0.051 0.057
Change from baseline 26 -10.31 (£15.038)  -60, 9 32 541 (14.547) -41, 20 0.214 0.184
p-value™ (visit 2 vs visit 3) 0.002" 0.044"
p-value™ (visit 2 vs visit 3) 0.001*" 0.112
Visit 2 34 37.56 (£15.605) 8, 87 34 38.53 (+12.969) 10, 59 0.781 0.606
Visit 4 26 24.00 (£16.082) 3, 58 32 2247 (+12.326) 6, 55 0.683 0.981
Change from baseline 26 -11.77 (x18.957) -70, 11 32 -15.66 (x13.249) -42, 6 0.363 0.125
p-valueT (visit 2 vs visit 4) 0.004™ 0.000™*
p-value™ (visit 2 vs visit 4) 0.003* 0.000"**
Visit 2 34 37.56 (£15.605) 8, 87 34 38.53 (+12.969) 10, 59 0.781 0.606
Visit 5 26 17.65 (£12.868) 0, 50 32 22.38 (+12.896) 6, 50 0.171 0.184
Change from baseline 26 -18.12 (£19.790) -87, 10 32 -15.75 (x13.078) -42, 8 0.587 0.969
p-valueT (visit 2 vs visit 5) 0.000"" 0.000"*
p-value™ (visit 2 vs visit 5) 0.000""" 0.000™"

K-WOMAC: Korean-Western Ontario and McMaster Universities, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.

p<0 05, **p<0 01, ***p<0.001.
Tpaired t-test,

2 *?011/‘1 7147 un] AlgAE A

H FolA BE AR A7t fFoHo R A
(7143 ] 38R B2 p=0.003, 7143 dib] 435
HHE p=0.011, 714 tiv] SR 2 p<0.001), - 2]
M3k oA 71X vl A EAEF A3 Foll BE
A e] A7t Fro A o2 AT A A tin] 31
A WE p=0.015, 7143 i8] 4-R PF p=0.006, 714
A oinl SHA HE p<0.001). =3 YAEE 9] o
B AgolA 7144 g AFAF A3 Foll =E
AR Hart FoHo® ZHASA(7IAR Y] 3
HA W p=0.002, 7145 TiR] 4514 ST p=0.004, 7]
A7 tin] sHA R p<0.001), - 7147 tin]
ANEAF A3 Foll Be AR Hart folzo= 2
ASFATH 1A ] 3HA BHE p=0.002, 7143 TiH
4R WE p=0.004, 7143 ] SHA W p<0.001).
e F5ATAA 714 il AEAF AA
Toll A 3¥A WES AS 4R WE, sHA E
AR Hart FoH o2 At oH(ZIAR il 4
A BT p<0.001, 71414 tiv] SHA| B p<0.001), &
Aol mmgl ol A Z1AH tiH] A@AE A3 $ol

AlpTe B
1:

TWilcoxon’s signed rank test, Yindependent t-test, Wilcoxon’s rank sum test.

BE AR A7t oA o g2 Atk 71A4F el
3HA RS p=0.033, 71413 thH] 45 I p<0.001, 7|
A% i8] SHA - p<0.001). 3 AASE =319
oflR AollA 714 vl AFAF A3 $ol BE
AR At FoFor st (rIAAd iyl 3
HA W p=0.038 [HTEEE O Z paired t-test 53],
71475 vl 48R HE p<0.001, 7143 vl sHA T
I p<0.001), FolA 71A44 thiv] Ald2F A3 $ol
BE AR Hrt frold o g AU THIIAA o
H] 3R W p=0.044 [B7HEE3 O = paired t-test T
3], 7145 vl 44 - p<0.001, 71415 tiv] 53
A W p<0.001).

@ PP set

PP setoll A 7144 tiv] 4, 8, 125 W&k A1+
I 273 vl s, 7 3 523 ZFol7F yEeRA|
A THTable X).

7147 tivl 4, 8, 125 WSl A2 o=
b ¥l A 55 A 3A el A2
=72 folgk Zol7t YER S ™(p=0.003), 7143
e 3R Ee] mslERll A Ald2w ool A
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Table X. K-WOMAC Variance (Test Group 1, PP Set)

Variables

Pain

Stiffness

Function

Visit 2

Visit 3

Change from baseline
p-value™ (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-valueT (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-valueT (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-valueT (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-value™ (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)

p-value™ (visit 2 vs visit 5)

Test group 1 Placebo group
n Mean (SD) Min, Max n Mean (SD) Min, Max
29 7.76 (+£3.419) 15 25 740 (£2.582) 2, 12
29 638 (£3.995) , 13 25 7.28 (£3.458) 1, 13
29 -1.38 (+2.871) -7, 3 25 -0.12 (£3.456) -10, 5
0.015" 0.864
0.031" 0.892
29 7.76 (£3.419) , 15 25 7.40 (£2.582) 2, 12
29 548 (£3.542) , 12 25 456 (£2.551) 1, 12
29 -2.28 (£2.951) -7, 3 25 -2.84 (£2.609) 9,2
0.000™" 0.000™"
0.001™ 0.000™"
29 7.76 (£3.419) , 15 25 7.40 (£2.582) 2, 12
20 424 (£3.440) 0, 12 25 4.60 (£2.533) 0, 10
29 -3.52 (£2.959) 9, 1 25 -2.80 (£2.944) -10, 1
0.000™" 0.000™"
0.000™" 0.000™"
29 3.66 (£1.653) 1, 25 3.40 (£1.384) 1, 6
29 3.10 (+1.760) 0, 6 25 2.96 (+1.306) 1,5
29 -0.55 (£1.744) -4, 25 044 (£1.710) 4,3
0.100 0.210
0.094 0.190
29 3.66 (£1.653) 1, 25 3.40 (£1.384) 1, 6
29 279 (£1.612) 0, 25 2.16 (£1.106) 0, 5
29 -0.86 (£1.481) -3, 25 -1.24 (£1.422) -4, 1
0.004™ 0.000™"
0.006" 0.001"
29 3.66 (£1.653) 1, 25 340 (£1.384) 1, 6
29 221 (£1.740) 0, 25 220 (£1.354) 0, 5
29 -1.45 (£1.660) -4, 2 25 -1.20 (£1.443) -4, 2
0.000™" 0.000™"
0.000™" 0.001"
29  28.03 (+11.888) 5, 50 25 27.00 (£10.404) 7, 43
29 2528 (£13.403) 3, 48 25 25.00 (£9.592) 5, 40
29 -2.76 (£10.629)  -26, 20 25 -2.00 (£9.133) -28, 15
0.173 0.284
0.194 0.446
29  28.03 (x11.888) 5, 50 25 27.00 (x£10.404) 7, 43
29 2045 (x11.915) 4, 43 25 17.48 (£9.692) 4, 38
29 -7.59 (£11.092)  -34, 15 25 952 (£9.301)  -33, 6
0.001" 0.000™"
0.002" 0.000™"
29  28.03 (x11.888) 5, 50 25 27.00 (x£10.404) 7, 43
29 17.07 (%12.171) 1, 40 25 17.28 (+10.398) 4, 37
29 -10.97 (11.191) -33, 13 25 972 #8975  -26, 10

0.000"""
0.000"""

0.000™"
0.000™

p-value®
(test

group 1
Vs
placebo

group)
0.670
0.384
0.150

0.670
0.284
0.463

0.670
0.669
0.377

0.545
0.739
0.814

0.545
0.095
0.345

0.545
0.987
0.563

0.737
0.930
0.781

0.737
0.325
0.495

0.737
0.946
0.657

p-value!

(test

group 1
Vs
placebo

group)
0.733
0.412
0.087

0.733
0.350
0.458

0.733
0.392
0.296

0.614
0.784
0.833

0.614
0.132
0.357

0.614
0.838
0.519

0.842
0.761
0.670

0.842
0.493
0.504

0.842
0.855
0.862
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Table X. Continued
p-value’  p-value!
Test group 1 Placebo group (test (test
Variables group 1 group 1
vs Vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max  placebo  placebo
group) group)
Total Visit 2 29 3945 (£16.157) 11, 72 25  37.80 (£13.546) 10, 59 0.687 0.801
Visit 3 29 3476 (£18.541) 6, 64 25 3524 (£13.633) 7,55 0.913 0.986
Change from baseline 29  -4.69 (x14472) -36, 24 25  -2.56 (£13.134) -41, 20 0.576 0.537
p-valueT (visit 2 vs visit 3) 0.092 0.340
p-value™ (visit 2 vs visit 3) 0.124 0.581
Visit 2 29 3945 (+16.157) 11, 72 25  37.80 (x13.546) 10, 59 0.687 0.801
Visit 4 29 28.72 (£16.559) 5, 59 25 2420 (x12.629) 6, 55 0.270 0.640
Change from baseline 29  -10.72 (£14.454) -44, 13 25  -13.60 (£11.913) 42, 6 0.433 0.640
p-valueT (visit 2 vs visit 4) 0.000""" 0.000™"
p-value™ (visit 2 vs visit 4) 0.001*" 0.000"**
Visit 2 29 3945 (+16.157) 11, 72 25  37.80 (x13.546) 10, 59 0.687 0.801
Visit 5 29 23.52 (£16.923) 1, 57 25  24.08 (x13.360) 7, 50 0.894 0.709
Change from baseline 29  -15.93 (£14.871) 45, 11 25 -13.72 (£11.689) -38, 8 0.551 0.677
p-valueT (visit 2 vs visit 5) 0.000""" 0.000™"
p-value™ (visit 2 vs visit 5) 0.000"" 0.000"""

K-WOMAC: Korean-Western Ontario and McMaster Universities, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.

#p<0.05, **p<0.01, ***p<0.001.

Tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, ! Wilcoxon’s rank sum test.
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Table XI. K-WOMAC Variance (Test Group 2, PP Set)

Variables

Pain

Stiffness

Function

Visit 2

Visit 3

Change from baseline
p-value (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-valueT (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-valueT (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p-valueT (visit 2 vs visit 3)
p-value™ (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p—value+ (visit 2 vs visit 4)
p-value™ (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p—value+ (visit 2 vs visit 5)
p-value™ (visit 2 vs visit 5)
Visit 2

Visit 3

Change from baseline
p—value+ (visit 2 vs visit 3)
p-value (visit 2 vs visit 3)
Visit 2

Visit 4

Change from baseline
p-value™ (visit 2 vs visit 4)
p-value (visit 2 vs visit 4)
Visit 2

Visit 5

Change from baseline
p-value™ (visit 2 vs visit 5)

p-valueT (visit 2 vs visit 5)

Test group 2 Placebo group
n Mean (SD) Min, Max n Mean (SD) Min, Max
24 7.08 (£3.611) 2, 18 25 7.40 (£2.582) 2, 12
24 442 (+2.842) 1, 12 25 7.28 (£3.458) 1, 13
24 -2.67 (£3.691) -12, 4 25 -0.12 (£3.456) -10, 5
0.002" 0.864
0.003" 0.892
24 7.08 (£3.611) 2, 18 25 7.40 (+2.582) 2, 12
24 4.92 (£3.562) 0, 10 25 4.56 (£2.551) 1, 12
24 22,17 (£4.072) -11, 6 25 -2.84 (£2.609) -9, 2
0.016" 0.000™"
0.010 0.000™"
24 7.08 (£3.611) 2, 18 25 7.40 (+2.582) 2, 12
24 2.92 (£2.603) 0, 11 25 4.60 (+2.533) 0, 10
24 -4.17 (£4.440) -18, 7 25 -2.80 (£2.944) -10, 1
0.000"" 0.000™"
0.000"" 0.000™"
24 3.17 (+1.551) A 25 3.40 (+1.384) 1, 6
24 2.38 (£1.209) , 4 25 2.96 (+1.306) 1,5
24 -0.79 (*1.560) -5, 2 25 -0.44 (£1.710) 4,3
0.021" 0.210
0.022° 0.190
24 3.17 (£1.551) R 25 3.40 (+1.384) 1, 6
24 2.04 (£1.459) X 25 2.16 (£1.106) 0, 5
24 -1.13 (+1.895) -7, 3 25 -1.24 (£1.422) -4, 1
0.008" 0.000™"
0.008" 0.001"
24 3.17 (£1.551) R 25 3.40 (+1.384) 1, 6
24 1.63 (£1.245) X 25 2.20 (+1.354) 0, 5
24 -1.54 (£1.693) -7, 25 -1.20 (£1.443) -4, 2
0.000"" 0.000™"
0.000" 0.001""
24 25.88 (x12.109) 6, 62 25 27.00 (x10.404) 7, 43
24 18.42 (£9.930) 2, 38 25 25.00 (£9.592) 5, 40
24 -746 (£10.942) 43,6 25 -2.00 (£9.133) 28, 15
0.003" 0.284
0.002" 0.446
24 25.88 (x12.109) 6, 62 25 27.00 (x10.404) 7, 43
24 1746 (£12.215) 2, 45 25 17.48 (£9.692) 4, 38
24 -842 (£14.120) -52, 6 25 -9.52 (£9.301) 233, 6
0.008" 0.000""
0.011° 0.000""
24 25.88 (x12.109) 6, 62 25 27.00 (x10.404) 7, 43
24 13.00 (£9.816) 0, 35 25 17.28 (£10.398) 4, 37
24 -12.88 (+14.842) -62, 3 25 -9.72 (£8.975)  -26, 10

0.000™"
0.000™"

0.000™"
0.000™

p-value®
(test

group 2
Vs
placebo

group)
0.725

0.003"
0.015"

0.725
0.688
0.492

0.725
0.026
0.209

0.581
0.111
0.456

0.581
0.750
0.811

0.581
0.129
0.450

0.728
0.022"
0.064

0.728
0.995
0.747

0.728
0.145
0.370

p-value!
(test

group 2
Vs
placebo

group)
0.546
0.004*
0.011°

0.546
0.695
0.308

0.546
0.014"
0.050

0.630
0.148
0.548

0.630
0.868
0.645

0.630
0.151
0.765

0.496
0.021"
0.042°

0.496
0.681
0.303

0.469
0.183
0.920
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Table XI. Continued

p-value’  p-value!

Test group 2 Placebo group (test (test
Variables Eonp 2 e 2
VS VS
n Mean (SD)  Min, Max n Mean (SD)  Min, Max  placebo placebo
group) group)
Total Visit 2 24 36.13 (£16.440) 8, 87 25 37.80 (£13.546) 10, 59 0.698 0.429
Visit 3 24 2521 (£13361) 4, 49 25 3524 (£13.633) 7, 55 0.012" 0.011"
Change from baseline 24 -10.92 (£15.337)  -60, 9 25 2,56 (£13.134)  -41, 20 0.046" 0.033"
p-value™ (visit 2 vs visit 3) 0.002" 0.340
p-value™ (visit 2 vs visit 3) 0.001*** 0.581
Visit 2 24 36.13 (£16.440) 8, 87 25 37.80 (£13.546) 10, 59 0.698 0.429
Visit 4 24 2442 (£16.603) 3, 58 25 2420 (£12.629) 6, 55 0.959 0.787
Change from baseline 24 -11.71 (£19.227) =70, 11 25 -13.60 (x11.913) -42, 6 0.679 0.258
p-valueT (visit 2 vs visit 4) 0.007" 0.000™"
p-value™ (visit 2 vs visit 4) 0.005* 0.000"**
Visit 2 24 36.13 (£16.440) 8, 87 25 37.80 (£13.546) 10, 59 0.698 0.429
Visit 5 24 17.54 (£13293) 0, 50 25 24.08 (£13.360) 7, 50 0.093 0.099
Change from baseline 24 -18.58 (£20.045) -87, 10 25 -13.72 (+11.689) -38, 8 0.302 0.624
p-valueT (visit 2 vs visit 5) 0.000"" 0.000™"
p-value™ (visit 2 vs vi)sit 5 0.000"" 0.000"""

K-WOMAC: Korean-Western Ontario and McMaster Universities, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.
p<0 05, **p<0 01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, ! Wilcoxon’s rank sum test.

jud

FASIITh 7144 vl 334 W< p=0.002, 7144 oyl 12¢k A} iNOSe] Wslafoll= f-2lgh 2ozt ISt
4Hd A W p=0.007, 7143 tiv] SR HE p<0.001). Z¥zre] #+ W Ao A= ITT setoll A A& 174(p<0.001),
272 T5HTAA 714 divl AlgaE A A E2T(p=0.002), THETH(p=0.005) Z+ T+ 25 7|47 iy
oA 3HA TS AT 4aHA LT, SR N@2E A3 ol I3t fo] 7} Vel a(Tables XII,
NS A7) frojdo s 7kt oM7) AR ] 4 XIII), PP setoll Al A& 1(p<0.001), A2 (p=0.002),
HA W p<0.001, 7143 oiv] SR WE p<0.001), 2T (p<0.001) 7+ o+ 25 71X ] Ald2lE A
Ao wiwis) X*"oﬂ/ﬂ 1A iRl A E AAH F H Foll FY7H Zfol7} UEFATHTables XIV, XV).
of 3A TS Al 4adA WE, sHA T AR (3) COX-2 3kt
o] H47t foF o2 ZASATHIIAA thul 45 ITT set¥} PP set BF APl Adv& &2
HHE p<0.001, 714 o8] SHA WBE p<0.001). Z=3F I mwd Az COX-29] WHalFgol|= {23 zlo)7}
WdEE T ofels Al 71AH tinl AP NATE Z2te] 7+ W Aol A= ITT setoll Al A@ 1
AF Foll 3R HES A 4HA] E, SHA (p<0.001), A &2T(p<0.001), tHZET(p<0.001) 2+ + =
HE Al o] Hart o)A o2 Ak a(71AF o] T 71A% diHl A @AE AFH Foll o7 zkelzt o
A E p<0.001, 7143 tiv] s34 WHE p<0.001), ERsal(Tables XVI, XVII), PP setol A= A& 14(p<0.001),
Aol 7143 vl AFAF A3 o 3HA TE A 23(p<0.001), tHZT(p<0.001) 2+ & =F 71AF
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Table XII. iNOS Variance (Test Group 1, ITT Set)

Visit 2 32 391 (£2977) 04, 115 32 324 (£2390) 0, 9.9 0.329 0.537
Visit 5 29 737 (£5.037) 0, 21 25 6.07 (#4.518) 0, 17.5 0.326 0.306
Change from baseline 29 3.82 (£4.903) 22, 174 25 285 (+4.587) -7.2, 119  0.461 0.722
p-value™ (visit 2 vs visit 5) 0.000"™" 0.005"
p-value™ (visit 2 vs visit 5) 0.000" 0.007"

iNOS: inducible nitric oxide synthase, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.

*p<0.05, **p<0.01, ***p<0.001.
tpaired t-test, TWilcoxon’s signed rank test, Yindependent t-test, 'Wilcoxon’s rank sum test.

Table XIII. iNOS Variance (Test Group 2, ITT Set)

Visit 2 26 4.09 (£3.279) 0.4, 16.8 32 324 (#2390) 0, 99 0.259 0.281
Visit 5 24 7.09 (5.156) 0, 17.4 25 6.07 (x4518) 0, 17.5 464 638
Change from baseline 24 353 (24.824) 5.1, 132 25 285 (4.587) -72, 119  0.616 0.734
p-value™ (visit 2 vs visit 5) 0.002" 0.005™
p-value™ (visit 2 vs visit 5) 0.002" 0.000""

iNOS: inducible nitric oxide synthase, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.

*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, Yindependent t-test, 'Wilcoxon’s rank sum test.

Table XIV. iNOS Variance (Test Group 1, PP Set)

Visit 2 20 355 (22.674) 04, 9.8 25 322 (:2414) 0,99 0632 0815
Visit 5 29 7.37 (£5.037) 0, 21 25 6.07 (+4.518) 0, 17.5 0.326 0.306
Change from baseline 29 3.82 (+4.903) -2.2, 174 25 2.85 (+4.587) -7.2, 11.9 0.461 0.722
p-value ™ (visit 2 vs visit 5) 0.000** 0.000™"
pvalue™ (visit 2 vs visit 5) 0.000™ 0.007"

iNOS: inducible nitric oxide synthase, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.

*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, Yindependent t-test, 'Wilcoxon’s rank sum test.
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Table XV. iNOS Variance (Test Group 2, PP Set)

Visit 2 24 3.56 (£2.085) 0.4, 7.8 25 322 (2414) 0, 9.9 0.599 0.401
Visit 5 24 7.09 (#5.156) 0, 17.4 25 6.07 (4518) 0, 175 0.464 0.638
Change from baseline 24 353 (+4.824) 5.1, 132 25 285 (x4587) -72, 119 0616 0.734
p-value™ (visit 2 vs visit 5) 0.002" 0.000™

p-value™ (visit 2 vs visit 5) 0.002™ 0.007"

iNOS: inducible nitric oxide synthase, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.

*p<0.05, **p<0.01, ***p<0.001.
tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.

Table XVI. COX-2 Variance (Test Group 1, ITT Set)

Visit 2 32 337 (#3.554) 0, 10.7 32 275 (£3277) 0, 137 0.474 0.446
Visit 5 29 841 (£5383) 0, 20.6 25 839 (£6.070) 0, 20.8 0.993 0.842
Change from baseline 29 534 (£5308) -4, 15 25 573 (£5.477) -42, 166  0.789 0.755
p-value™ (visit 2 vs visit 5) 0.000™"* 0.000""*

p-value™ (visit 2 vs visit 5) 0.000™ 0.000™

COX-2: cyclooxygenase-2, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.

*p<0.05, **p<0.01, ***p<0.001.
tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.

Table XVII. COX-2 Variance (Test Group 2, ITT set)

Visit 2 26 344 (£2.686) 0, 8.9 32 275 (#3277) 0, 137 0.397 0.150
Visit 5 24 9.18 (£5.803) 0.8, 21.4 25 839 (x6.070) 0, 20.8 0.646 0.603
Change from baseline 24 6.06 (£6.165) -5.3, 189 25 573 (£5477) -42, 166  0.845 0.810
p-value™ (visit 2 vs visit 5) 0.000"** 0.000™
p-value™ (visit 2 vs visit 5) 0.000™" 0.000™"

COX-2: cyclooxygenase-2, ITT: intention-to-treat, SD: standard deviation, Min: minium, Max: maximum.

*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, *Wilcoxon’s signed rank test, ‘independent t-test, !Wilcoxon’s rank sum test.
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Table XVIII. COX-2 Variance (Test Group 1, PP Set)

p-value’  p-value'

Test group 1 Placebo group (test (test
Variables group 1 group 1
Vs Vs
n Mean (SD)  Min, Max n Mean (SD)  Min, Max placebo  placebo
group) group)
Visit 2 29 3.07 (#3.301) 0, 10.7 25 2.66 (£3.316) 0, 13.7 0.652 0.532
Visit 5 29 8.41 (£5.383) 0, 20.6 25 8.39 (£6.070) 0, 20.8 0.993 0.842
Change from baseline 29 5.34 (£5.308) -4, 15 25 5.73 (£5.477) -4.2, 16.6 0.789 0.755
p-value (visit 2 vs visit 5) 0.000™* 0.000™*
p-value™ (visit 2 vs visit 5) 0.000™" 0.000™"

COX-2: cyclooxygenase-2, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.
*p<0.05, **p<0.01, ***p<0.001.
Tpaired t-test, TWilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.

Table XIX. COX-2 Variance (Test Group 2, PP Set)

p-value’  p-value!

Test group 2 Placebo group (test (test
Variables group 2 group 2
Vs Vs
n Mean (SD)  Min, Max n Mean (SD) Min, Max placebo  placebo
group)  group)
Visit 2 24 3.12 (#2.501) 0, 8 25 2.66 (£3.316) 0, 13.7 0.589 0.239
Visit 5 24 9.18 (£5.803) 0.8, 21.4 25 8.39 (+6.070) 0, 20.8 0.646 0.603
Change from baseline 24 6.06 (£6.165) -5.3, 18.9 25 5.73 (£5.477) -4.2, 16.6 0.845 0.810
p-value™ (visit 2 vs visit 5) 0.000™ 0.000""
p-value™ (visit 2 vs visit 5) 0.000™" 0.000™"

COX-2: cyclooxygenase-2, PP: per-protocol, SD: standard deviation, Min: minium, Max: maximum.
*p<0.05, **p<0.01, ***p<0.001.
*paired t-test, T Wilcoxon’s signed rank test, ‘independent t-test, 'Wilcoxon’s rank sum test.

) EX REM HIt 1) O|8tS
(1) AAZ M3 =38 ANPGAFE AF ol Foll 3 W olde] oldite& BE
PP setoll A AlAF AF 45, 85, 125 Al llA vt T A= 10%(9.80%)01 A 11730100 Al 1Tl

gE AEREoR $£SEE ALkl o Adl1T A 27o] 27, AlE2Toll A 41 o) 474, thETolA 41
ANt B thEde] Hlao £S5 s B P o] 5740 % Yehdt) ohikgel S8 e, Ay} 9

90% ol’dez w3 Fg Ztel7F YIATHTable XX). Alg2Ee] #EAe AT gixs 7 Blae}

A @273t thza b vl Bl fof 7 Aol 7k ]IS

3. OFMA Iyt ok AL o) dnkge) WA fe T 1 BAK SR
frolgk Aol7h fisieh

A Ao tide] HE Safety set> A AE A1) 394 A=e 7dFo] 24, AEAET <

T F AFAES T Wolgk= AT A 128 SEAlE d™el flvkal Az ol 14, ‘W Es By

< Wde= AT $e ol 11tk Al2we] F4 AEe A4l 31,
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Table XX. Compliance with Taking Clinical Trial Product (Test Group 1, 2, PP Set)

Test group 1 Test group 2 Placebo group p-value? p-value?
. (test group 1  (test group 2
Variables n Mean Min, N Mean Min, Mean Min, Vs Vs
(SD) Max (SD) Max (SD) Max  placebo group) placebo group)
Visit 3 29 95.83 86.9, 24 94.55 83.9, 25 94.58 78.6, 0.522 0.988
(£5.482) 1083 (+4.830)  103.0 (£8.265)  106.6
Visit 4 29 92.75 76.8, 24 92.58 80.3, 25 96.04 81.0, 0.122 0.113
(#7.353)  109.3 (£6.929) 104.2 (#8.014)  110.7
Visit 5 29 94.21 78.7, 24 95.45 80.5, 25 95.97 80.4, 0.374 0.806
(#6.992)  109.3 (*7.359) 111.1 (£7.440) 104.8

Sindependent t-test.

Table XXI. Symptom Intensity, Outcome of Adverse Event, Relation with Clinical Trial Product (Test Group 1, 2, Safety Set)

Test group 1 Test group 2 Placebo group Total p-value™  p-value®
N=34 N=34 N=34 N=68 (test (test
Variables gIO‘III;J ! gro‘lg) 2
oo RTE coe OSSO an ORI gyl
Symptom  Mild 2 5.88 3 8.82 3 8.82 5 7.81 0.290 0.635
Intensity  pfoderate 0 0.00 0 000 0 000 0 000
Severe 0 0.00 0 0.00 0 0.00 0 0.00
SAE (except fatal) 0 0.00 1 2.94 2 5.88 2 2.94
SAE (fatal) 0 0.00 0 0.00 0 0.00 0 0.00
Outcome  Recovered 2 5.88 2 5.88 4 11.76 6 8.82 0.495 0.455
Recovered with sequelae 0 0.00 1 2.94 0 0.00 0 0.00
Recovering 0 0.00 1 2.94 1 2.94 1 1.47
Permanent damage 0 0.00 0 0.00 0 0.00 0 0.00
Fatal 0 0.00 0 0.00 0 0.00 0 0.00
Relation Definitely related 0 0.00 0 0.00 0 0.00 0 0.00 0.190 0.232
Probably related 0 0.00 0 0.00 0 0.00 0 0.00
Possibly related 0 0.00 0 0.00 2 5.88 2 2.94
Probably not related 1 2.94 0 8.82 0 0.00 1 1.47
Definitely not related 1 2.94 3 2.94 3 8.82 4 6.25
Unknown 0 0.00 1 0.00 0 0.00 0.00
SAE: serious adverse event.
*chi-square test.
AFd £]9] serious adverse event (SAE)7} 1710]3, Al§ 2) QIAHHB|BHE Z{A}

21 F3e] JAAAE HEs] TA fleo] 31, B
Aol 371, A

o] 1otk =T 24 AxE
©]9] SAE7} 27, A@AFH) AATAE FHE AL
7FsA Qgrol 27, W3] BH 9lg o] 3730IQiTh
R SAEE BT Al E iAol gl J¥X

E2 AT Table XXI).

Aslebs AL §5-2 AST (GOT), ALT (GPT), y
-glutamyl transpeptidase, alkaline phosphatase (ALP), bi-
lirubin-total, total protein, albumin, cholesterol-total, tri-
glyceride (FA4), high-density lipoprotein cholesterol
(HDL-C), low-density lipoprotein cholesterol, blood urea

nitrogen, creatinine, 353 J(glucose, fasting), C-reactive
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protein, erythrocyte sedimentation rate®]Ch. Rk 7]

=2 white blood cell (WBC), red blood cell (RBC),
hemoglobin, hematocrit, platelet, neutrophils, lymphocyte,
monocyte, eosinophils, basophils©|t}. AHAAL &2
pH, specific gravity, protein, glucose, WBC, RBC©|T}.
YAIRES- A= uring human chorionic gonadotropin-2-
°o]-&-&F3iTh.

AL bl A Zh o+ ) Blad el A Aldlat
< ALP7F AFH = ol vER a1(p=0.037), AE2
T 5 ALP (p=0.012)°I|A FoJstA| veEbsth thxare
bilirubin-total (p=0.004)3} HDL-C (p=0.007)°14 <
A Yebth Al tiET 3 BlaelA total-bi-
lirubin®] |3k 20|17} YR (p=0.011), Al@27
o=+ 7t ¥laol| A= bilirubin-total ©] 2] 3 2ol 7} 1}
EPStTH(p=0.029).

durd ey HAto|l A 24 7 W Blard el A Aldla
2 neutrophils (p=0.009)2} lymphocyte (p=0.009)7}
oAl vEbtaL, Al2ad tlzdelAe & W 9
g zpol7t AT 1Al 2 o3tz 1] WlwA
Tl A= fFolgh Zeol7t Sk

PANES ALlA ZF 3 W, o 7Ee] WA ol A
oz 2pol7} AT AHAHALNA ZF 7 W vl
Tl ABIT-S pH7F FFeldhA e I(p=0.040),
A2 izl o W /723 Zolrt fIRith
A @1 iz 3t vlaol A pH7F 77k 2fol7} 1t
ERG O (p=0.027), Al@273 2T ke vlnoA =

T3k 2ol 7t fiAH

A “‘éﬂﬂﬂ HANA frol 7 2|7} bt Aa=
9] WellAe] ztololm QAo = fofn)
S}A] 1%% Zo g ddste] iz F2 AASHA| gkt

g, ole]
A BT A1 27 42 7 U Blalel| A =ek
o] EAIXN O Z §-93F Wzl Yo} AAAHE U9
= A gk WSkt ISl
o A1 t2F 2k vns fon|g Wa) gl
AT, A2t iz 3] vlaelA $%7] Estel
o)k zpol7t AR o AH L] Ujo] Zfolojn ¢
Ao ® FojulstA] ool R K2 A AEHA] ektth

dst, e Al
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