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A) Glucosamine sulfate

Figure 14: Forest plot displaying the results of the meta-analyses comparing gastrointestinal
disorders with glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses
of studies with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Gastrointestinal disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI) Weight

Without concomitant anti-OA medication

Cahlin 2011 10 30 3 29 — 4.33 (1.05, 17.85) 5.04
Esfandiari 2017 4 44 2 44 2.10(0.36, 12.11) 3.30
Frestedt 2008 5 15 6 16 —_— 0.83(0.19,3.64) 4.65
Noack 1994 5 126 6 126 —_— 0.83(0.25,2.78) 6.87
Pavelka 2002 25 101 28 101 —_— 0.86 (0.46, 1.61) 25.66
Subtotal (I-squared = 21.2%, p = 0.280) <:> 1.17 (0.65,2.09) 45.52

With concomitant anti-OA medication

Cibere 2004 10 68 13 66 —_— 0.70 (0.28,1.74) 12.36
Fransen 2015 (a) 4 152 5 151 —_— 0.79 (0.21,3.00) 5.68
Giordano 2009 4 30 5 30 —_— 0.77 (0.19,3.20) 4.98
Rozendaal 2008 37 111 33 111 i 1.18(0.67,2.08) 31.46
Subtotal (I-squared = 0.0%, p = 0.766) 0.97 (0.63,1.49) 54.48
Overall (I-squared = 0.0%, p = 0.609) 1.02 (0.74, 1.40)  100.00

NOTE: Weights are from random effects analysis
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Figure 15: Forest plot displaying the results of the meta-analyses comparing cardiac disorders with
glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses of studies with
and without concomitant anti-OA medication allowed

Glucosamine sulfate: Cardiac disorders

n N n N
Study Active Active Placebo Placebo

Without concomitant anti-OA medication

Cahlin 2011 1 30 0 29
Noack 1994 0 126 1 126
Esfandiari 2017 0 44 0 44
Frestedt 2008 0 15 0 16

Subtotal (I-squared = 0.0%, p = 0.343)

With concomitant anti-OA medication

Rozendaal 2008 6 111 9 111
Cibere 2004 0 68 0 66
Fransen 2015 (a) O 152 0 151
Giordano 2009 0 30 0 30

Subtotal (I-squared =.%, p =.)

Overall (l-squared = 0.0%, p = 0.605)

NOTE: Weights are from random effects analysis
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Figure 16: Forest plot displaying the results of the meta-analyses comparing vascular disorders with
glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses of studies with
and without concomitant anti-OA medication allowed

Glucosamine sulfate: Vascular disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI)  Weight
Without concomitant anti-OA medication \
Noack 1994 0 126 1 126 : 0.33(0.01, 8.20) 5.18
Cahlin 2011 0 30 0 29 , (Excluded) 0.00
Esfandiari 2017 0 44 0 44 | (Excluded) 0.00
Frestedt 2008 0 15 0 16 : (Excluded) 0.00
Subtotal (I-squared = .%, p = .) _ T T 0.33 (0.01, 8.20) 5.18
With concomitant anti-OA medication i
Cibere 2004 0 68 1 66 L 0.32(0.01,7.97) 5.15
Fransen 2015 (a) O 152 1 151 : 0.33(0.01, 8.14) 5.18
Rozendaal 2008 11 111 19 111 —_ T 0.53(0.24,1.18) 84.49
Giordano 2009 0 30 0 30 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.921) <> 0.50 (0.24, 1.07) 94.82
Overall (I-squared = 0.0%, p = 0.973) <> 0.49 (0.24,1.02) 100.00
NOTE: Weights are from random effects analysis :
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Figure 17: Forest plot displaying the results of the meta-analyses comparing nervous system
disorders with glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses
of studies with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Nervous system disorders

n N n N %
Study Active Active Placebo Placebo Odds Ratio (95% CI)  Weight

Without concomitant anti-OA medication

Cahlin 2011 2 30 0 29 5.18 (0.24, 112.57) 3.97
Frestedt 2008 1 15 1 16 i 1.07 (0.06, 18.82) 4.59
Noack 1994 2 126 2 126 —_———— 1.00 (0.14, 7.21) 9.66
Esfandiari 2017 0 a4 0 a4 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.659) <:> 1.46 (0.35, 6.14) 18.22

With concomitant anti-OA medication

Cibere 2004 2 68 3 66 —_— 0.64 (0.10, 3.94) 11.35

Rozendaal 2008 16 111 18 111 —_— 0.87 (0.42, 1.81) 70.43

Fransen 2015 (a) O 152 0 151 H (Excluded) 0.00

Giordano 2009 0 30 0 30 E (Excluded) 0.00

Subtotal (I-squared = 0.0%, p = 0.755) <> 0.83(0.42, 1.64) 81.78

Overall (I-squared = 0.0%, p = 0.843) <> 0.92 (0.50, 1.70) 100.00
i

NOTE: Weights are from random effects analysis
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Figure 18: Forest plot displaying the results of the meta-analyses comparing dermatological disorders
with glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses of studies
with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Skin and subcutaneous tissue disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI)  Weight

Without concomitant anti-OA medication

Frestedt 2008 1 15 0 16 3.41 (0.13, 90.49) 3.49
Noack 1994 1 126 3 126 0.33(0.03,3.20) 7.23
Pavelka2002 10 101 15 101 —_— 0.63(0.27,1.48) 51.57
Cahlin 2011 0 30 0 29 ! (Excluded) 0.00
Esfandiari 2017 0 44 0 44 | (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.513) <::> 0.64 (0.30, 1.39) 62.30

With concomitant anti-OA medication

I

i
Cibere 2004 1 68 3 66 0 0.31(0.03,3.09) 7.16
Giordano 2009 1 30 0 30 : 3.10 (0.12, 79.23) 3.57
Rozendaal 2008 7 111 5 111 —_—t 1.43 (0.44,4.64) 26.97
Fransen 2015 (a) 0 152 0 151 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.422) <‘,::> 1.15(0.42,3.12) 37.70
Overall (I-squared = 0.0%, p = 0.566) <:> 0.80 (0.43, 1.48) 100.00
NOTE: Weights are from random effects analysis ;
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Figure 19: Forest plot displaying the results of the meta-analyses comparing musculoskeletal and
connective tissue disorders with glucosamine sulfate versus placebo in patients with OA: Overall
analysis and analyses of studies with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Musculoskeletal and connective tissue disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI) Weight
Without concomitant anti-OA medication E
Esfandiari 2017 1 44 0 44 t 3.07 (0.12, 77.41)6.35
Frestedt 2008 4 15 10 16 —0—:r 0.22 (0.05, 1.01) 20.58
Pavelka 2002 30 101 22 101 T 1.52 (0.80, 2.87) 44.18
Cahlin2011 0 30 0 29 (Excluded) 0.00
Noack 1994 0 126 0 126 | (Excluded) 0.00
Subtotal (I-squared = 64.4%, p = 0.060) <> 0.86 (0.19, 3.83) 71.11
With concomitant anti-OA medication E
Fransen 2015 (a)0 152 1 151 1 0.33(0.01, 8.14) 6.42
Giordano 2009 5 30 4 30 —r—o— 1.30 (0.31, 5.40) 22.47
Cibere 2004 0 68 0 66 | (Excluded) 0.00
Rozendaal 2008 0 111 O 111 : (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.443) <> 1.04 (0.28, 3.81) 28.89
Overall (I-squared = 35.9%, p = 0.182) <> 0.93 (0.39, 2.21) 100.00
NOTE: Weights are from random effects analysis '
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Renal and urinary disorders: Zero events with GS and placebo in all included studies.

Figure 20: Forest plot displaying the results of the meta-analyses comparing severe adverse events
with glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses of studies
with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Severe adverse events

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI)  Weight
Without concomitant anti-OA medication E
Cahlin 2011 13 30 4 29 T 4.78 (1.33, 17.17) 45.89
Noack 1994 0 126 2 126 : 0.20 (0.01, 4.14) 20.98
Esfandiari 2017 0 44 0 44 H (Excluded) 0.00
Frestedt 2008 0 15 0 16 E (Excluded) 0.00
Pavelka 2002 0 101 0 101 H (Excluded) 0.00
Subtotal (I-squared = 72.1%, p = 0.058) e I —— 1.33 (0.06, 28.41) 66.87
With concomitant anti-OA medication E
Giordano 2009 2 30 2 30 T 1.00 (0.13, 7.60) 33.13
Cibere 2004 0 68 0 66 E (Excluded) 0.00
Fransen 2015 (a) 0 152 0 151 | (Excluded) 0.00
Rozendaal 2008 0 111 0 111 E (Excluded) 0.00
Subtotal (I-squared =.%, p = .) _ T 1.00 (0.13, 7.60) 33.13
Overall (I-squared = 54.6%, p = 0.111) <:> 1.46 (0.26, 8.13) 100.00
NOTE: Weights are from random effects analysis E
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Figure 21: Forest plot displaying the results of the meta-analyses comparing serious adverse events
with glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses of studies
with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Serious adverse events

n N n N
Study Active Active Placebo Placebo

Without concomitant anti-OA medication

Cahlin 2011 0 30 0 29
Esfandiari 2017 0 44 0 44
Frestedt 2008 0 15 0 16
Noack 1994 0 126 0 126
Pavelka 2002 0 101 0 101

Subtotal (I-squared =.%, p=.)

With concomitant anti-OA medication

Rozendaal 2008 4 111 2 111
Cibere 2004 0 68 0 66
Fransen 2015 (a)0 152 0 151
Giordano 2009 0 30 0 30

Subtotal (I-squared = .%, p=.)

Overall (I-squared =.%, p=".)

NOTE: Weights are from random effects analysis
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Figure 22: Forest plot displaying the results of the meta-analyses comparing dropouts due to adverse
event with glucosamine sulfate versus placebo in patients with OA: Overall analysis and analyses of
studies with and without concomitant anti-OA medication allowed

Glucosamine sulfate: Withdrawals due to adverse events

n N n N
Study Active Active Placebo Placebo

Without concomitant anti-OA medication

Cahlin 2011 5 30 0 29
Frestedt 2008 1 15 1 16
Noack 1994 5 126 8 126
Pavelka 2002 8 101 10 101
Esfandiari 2017 0 44 0 44

Subtotal (I-squared = 17.2%, p = 0.305)

With concomitant anti-OA medication

Fransen 2015 (a) 8 152 9 151
Giordano 2009 2 30 1 30
Rozendaal 2008 4 111 6 111
Cibere 2004 0 68 0 66

Subtotal (I-squared = 0.0%, p = 0.717)

Overall (I-squared = 0.0%, p = 0.638)

NOTE: Weights are from random effects analysis

Odds Ratio (95% ClI)

12.73 (0.67, 241.48)
1.07 (0.06, 18.82)
0.61(0.19, 1.92)
0.78 (0.30, 2.07)
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0.86 (0.41, 1.81)
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B) Chondroitin sulfate

Figure 23: Forest plot displaying the results of the meta-analyses comparing gastrointestinal
disorders with chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses
of studies with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Gastrointestinal disorders

n N n N %
Study Active Active Placebo Placebo Odds Ratio (95% CI) Weight
Without concomitant anti-OA medication E
Bucsi 1998 0 39 1 46 * 0.38 (0.02, 9.70) 0.65
Gabay 2011 21 81 20 82 — 1.09 (0.53, 2.20) 10.52
Reginster 2017 38 199 37 205 H = 1.07 (0.65, 1.77) 17.06
Uebelhart 1998 2 21 3 21 * 0.63 (0.09, 4.23) 1.82
Uebelhart 2004 3 54 5 56 I — 0.60 (0.14, 2.64) 291
Zegels 2013 (a) 7 117 24 117 —! 0.25 (0.10, 0.60) 7.32
Zegels 2013 (b) 15 119 24 117 — T 0.56 (0.28, 1.13) 10.63
Subtotal (I-squared = 40.0%, p = 0.125) Q 0.67 (0.42, 1.07) 50.90
With concomitant anti-OA medication E
Bourgeois 1998 (a) 1 40 6 44 + 0.16 (0.02, 1.41) 1.42
Bourgeois 1998 (b) 2 43 6 44 —_— 0.31 (0.06, 1.62) 2.36
Fransen 2015 (b) 4 151 5 151 —_— 0.79 (0.21, 3.02) 3.54
Kahan 2009 81 309 87 313 k0 0.92 (0.65, 1.32) 24.89
Mathieu 2002 2 150 0 150 — 5.07 (0.24, 106.45) 0.73
Michel 2005 19 150 22 150 —_— 0.84 (0.44, 1.63) 11.68
Wildi 2011 7 35 7 34 " > 0.96 (0.30, 3.12) 4.48
Subtotal (I-squared = 0.0%, p = 0.512) < 0.86 (0.65, 1.15) 49.10
Overall (I-squared = 17.2%, p = 0.266) @ 0.77 (0.59, 1.00) 100.00
NOTE: Weights are from random effects analysis : ! :
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Figure 24: Forest plot displaying the results of the meta-analyses comparing cardiac disorders with
chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses of studies with
and without concomitant anti-OA medication allowed

Chondroitin sulfate: Cardiac disorders

n N n
Study

Without concomitant anti-OA medication

N

Active Active Placebo Placebo

Odds %
Ratio (95% Cl)  Weight

Gabay 2011 1 81 2 82 : 0.50 (0.04, 5.63) 5.34
Reginster 2017 1 199 0 205 - 3.11 (0.13, 76.69) 3.04
Uebelhart 2004 1 54 0 56 - 3.17 (0.13, 79.48) 3.01
Zegels2013(a) O 117 1 117 * 0.33 (0.01, 8.20) 3.03
Zegels 2013 (b) 1 119 1 117 ; 0.98 (0.06, 15.90) 4.03
Bucsi 1998 0 39 0 46 ! (Excluded) 0.00
Uebelhart 1998 0 21 0 21 ' (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.783) <> 0.99 (0.27, 3.63) 18.45
With concomitant anti-OA medication '
Kahan 2009 13 309 13 313 —_—— 1.01(0.46, 2.22) 50.68
Michel 2005 9 150 6 150 —_—T 1.53(0.53,4.42) 27.88
Wildi 2011 1 35 0 34 : 3.00 (0.12, 76.24) 2.99
Bourgeois 1998 (a) 0 40 0 44 ! (Excluded) 0.00
Bourgeois 1998 (b) 0 43 0 44 ! (Excluded) 0.00
Fransen 2015 (b) O 151 0 151 i (Excluded) 0.00
Mathieu 2002 0 150 O 150 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.709) < 1.21 (0.65, 2.26) 81.55
Overall (I-squared = 0.0%, p = 0.926) << 1.17 (0.67, 2.05) 100.00
NOTE: Weights are from random effects analysis : : ! :

.01 1 1 15
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Figure 25: Forest plot displaying the results of the meta-analyses comparing vascular disorders with
chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses of studies with
and without concomitant anti-OA medication allowed

Chondroitin sulfate: Vascular disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI)  Weight
Without concomitant anti-OA medication :
Bucsi 1998 0 39 1 46 - 0.38 (0.02,9.70) 1.97
Gabay 2011 0 81 2 82 - 0.20(0.01, 4.18) 2.21
Reginster 2017 1 199 1 205 : 1.03 (0.06, 16.59) 2.66
Zegels 2013 (a) 1 117 1 117 * 1.00 (0.06, 16.18) 2.65
Zegels 2013 (b) 2 119 1 117 - 1.98 (0.18, 22.17) 3.53
Uebelhart 1998 0 21 0 21 ! (Excluded) 0.00
Uebelhart 2004 0 54 0 56 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.808) <:> 0.80 (0.23, 2.80) 13.03
With concomitant anti-OA medication !
Fransen 2015 (b) 0 151 1 151 0.33(0.01, 8.19) 2.00
Kahan 2009 21 309 32 313 — 0.64 (0.36, 1.14) 62.33
Michel 2005 9 150 9 150 —_— 1.00(0.39, 2.59) 22.65
Bourgeois 1998 (a) 0 40 0 44 ! (Excluded) 0.00
Bourgeois 1998 (b) 0 43 0 44 ! (Excluded) 0.00
Mathieu 2002 0 150 0 150 i (Excluded) 0.00
Wildi 2011 0 35 0 34 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.658) <> 0.71(0.44, 1.15) 86.97
Overall (I-squared = 0.0%, p = 0.929) <> 0.72 (0.46, 1.13) 100.00
NOTE: Weights are from random effects analysis : : ! :
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Figure 26: Forest plot displaying the results of the meta-analyses comparing nervous system
disorders with chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses
of studies with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Nervous system disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI) Weight
Without concomitant anti-OA medication E
Gabay 2011 7 81 8 82 —_— 0.88(0.30,2.54) 6.69
Reginster 2017 27 199 24 205 e 1.18(0.66,2.13) 21.92
Uebelhart 2004 1 54 0 56 : 3.17 (0.13,79.48) 0.73
Zegels 2013 (a) 2 117 7 117 - 0.27 (0.06,1.34) 2.99
Zegels 2013 (b) 9 119 7 117 I 1.29(0.46,3.57) 7.25
Bucsi 1998 0 39 0 46 ! (Excluded) 0.00
Uebelhart 1998 0 21 0 21 i (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.461) <> 1.04 (0.67,1.61) 39.58
With concomitant anti-OA medication E
Fransen 2015 (b) 1 151 0 151 + 3.02(0.12,74.72) 0.74
Kahan 2009 53 309 50 313 - 1.09(0.71,1.66) 42.38
Michel 2005 17 150 17 150 —_— 1.00(0.49,2.04) 14.88
Wildi 2011 4 35 2 34 — 2.06 (0.35,12.09) 2.43
Bourgeois 1998 (a) 0 40 0 44 ! (Excluded) 0.00
Bourgeois 1998 (b) 0 43 0 44 | (Excluded) 0.00
Mathieu 2002 0 150 0 150 i (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.817) <> 1.11(0.78,1.58) 60.42
Overall (I-squared = 0.0%, p = 0.799) 4> 1.08(0.82,1.42) 100.00
NOTE: Weights are from random effects analysis : : | :

.01 1 1 15
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Figure 27: Forest plot displaying the results of the meta-analyses comparing dermatological

disorders with chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses
of studies with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Skin and subcutaneous tissue disorders

n N n N %

Study Active Active Placebo Placebo Odds Ratio (95% Cl) Weight
Without concomitant anti-OA medication E
Bucsi 1998 1 39 0 46 A 3.62 (0.14, 91.50) 2,67
Gabay 2011 1 81 4 82 —_— 0.24 (0.03, 2.23) 5.39
Reginster 2017 8 199 7 205 — 1.18 (0.42, 3.33) 18.14
Uebelhart 2004 1 54 0 56 - 3.17 (0.13, 79.48) 2.68
Zegels 2013 (a) 2 117 1 117 e — 2.02 (0.18, 22.56) 4.60
Zegels 2013 (b) 6 119 1 117 I S c— 6.16 (0.73, 51.97) 5.76
Uebelhart 1998 0 21 0 21 ! (Excluded) 0.00
Subtotal (I-squared = 0.3%, p = 0.414) <::> 1.44 (0.67, 3.09) 39.25

i
With concomitant anti-OA medication E
Bourgeois 1998 (a) 2 40 2 44 —_— 1.11(0.15, 8.24) 6.40
Bourgeois 1998 (b) 1 43 2 44 40—_._‘:_‘— 0.50 (0.04, 5.73) 4.52
Kahan 2009 8 309 14 313 - 0.57 (0.23, 1.37) 22.08
Michel 2005 12 150 14 150 —_ 0.84 (0.38, 1.89) 24.46
Wildi 2011 8 35 0 34 ! 21.33(1.18,386.00) 3.28
Fransen 2015 (b) O 151 0 151 ! (Excluded) 0.00
Mathieu 2002 0 150 0 150 ! (Excluded) 0.00
Subtotal (l-squared = 30.7%, p =0.217) <:> 0.89 (0.42, 1.88) 60.75
Overall (I-squared = 18.3%, p = 0.270) <> 1.07 (0.62, 1.84) 100.00
NOTE: Weights are from random effects analysis : : | :

.01 1 1 15
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Figure 28: Forest plot displaying the results of the meta-analyses comparing musculoskeletal and
connective tissue disorders with chondroitin sulfate versus placebo in patients with OA: Overall
analysis and analyses of studies with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Musculoskeletal and connective tissue disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI)  Weight
Without concomitant anti-OA medication !
Gabay 2011 7 81 7 82 s — 1.01(0.34,3.03) 3.78
Reginster 2017 38 199 42 205 —_ 0.92 (0.56, 1.50) 18.93
Uebelhart 1998 0 21 1 21 E 0.32(0.01, 8.26) 0.43
Zegels 2013 (a) 14 117 14 117 —— 1.00 (0.45, 2.20) 7.29
Zegels 2013 (b) 13 119 14 117 —— 0.90 (0.40, 2.01) 7.06
Bucsi 1998 0 39 0 46 (Excluded) 0.00
Uebelhart 2004 0 54 0 56 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.975) <> 0.93 (0.65, 1.31) 37.49
With concomitant anti-OA medication
Fransen 2015 (b) 3 151 1 151 3.04 (0.31, 29.56) 0.88
Kahan 2009 131 309 135 313 | 0.97 (0.71, 1.33) 45.01
Michel 2005 28 150 21 150 —I—O— 1.41(0.76,2.61) 11.91
Wildi 2011 13 35 12 34 —_— 1.08 (0.41, 2.89) 4.71
Bourgeois 1998 (a) 0 40 0 44 (Excluded) 0.00
Bourgeois 1998 (b) 0 43 0 44 (Excluded) 0.00
Mathieu 2002 0 150 0 150 (Excluded) 0.00
Subtotal (l-squared = 0.0%, p = 0.585) > 1.07 (0.82, 1.40) 62.51
Overall (I-squared = 0.0%, p = 0.945) <> 1.01 (0.82, 1.25) 100.00
NOTE: Weights are from random effects analysis : : :
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Figure 29: Forest plot displaying the results of the meta-analyses comparing renal and urinary
disorders with chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses
of studies with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Renal and urinary disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI) Weight
Without concomitant anti-OA medication E
Zegels 2013 (a) 0 117 2 117 * 0.20 (0.01, 4.14) 4.02
Zegels 2013 (b) 0 119 2 117 * 0.19 (0.01, 4.07) 4.02
Bucsi 1998 0 39 0 46 ! (Excluded) 0.00
Gabay 2011 0 81 0 82 ! (Excluded) 0.00
Reginster 2017 0 199 0 205 ! (Excluded) 0.00
Uebelhart 1998 0 21 0 21 ! (Excluded) 0.00
Uebelhart 2004 0 54 0 56 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.994) <:>=— 0.19 (0.02,1.68) 8.05
With concomitant anti-OA medication !
Fransen 2015 (b) 1 151 0 151 - 3.02 (0.12, 74.72) 3.63
Kahan 2009 9 309 26 313 —_— 0.33(0.15,0.72) 62.17
Michel 2005 4 150 6 150 —_— 0.66 (0.18, 2.38) 22.59
Wildi 2011 0 35 1 34 : 0.31(0.01,7.99) 3.57
Bourgeois 1998 (a) 0 40 0 44 ! (Excluded) 0.00
Bourgeois 1998 (b) 0 43 0 44 | (Excluded) 0.00
Mathieu 2002 0 150 0 150 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.511) << 0.43(0.23,0.81) 91.95
Overall (I-squared = 0.0%, p = 0.735) R 0.40 (0.22, 0.74) 100.00
NOTE: Weights are from random effects analysis : ! :
.01 1 1 15
Favours intervention Does not favour intervention

Figure 30: Forest plot displaying the results of the meta-analyses comparing severe adverse events
with chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses of studies
with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Severe adverse events

n N n N %
Study Active Active Placebo Placebo Odds Ratio (95% Cl)Weight
Without concomitant anti-OA medication :
Gabay 2011 2 81 0 82 : 5.19 (0.25, 109.77) 3.24
Reginster 2017 2 199 0 205 : 5.20 (0.25, 109.05) 3.26
Zegels 2013 (a) 4 117 10 117 —_— 0.38(0.12,1.24)  15.73
Zegels 2013 (b) 4 119 10 117 ——r 0.37(0.11,1.22)  15.74
Bucsi 1998 0 39 0 46 ! (Excluded) 0.00
Uebelhart 1998 0 21 0 21 ! (Excluded) 0.00
Uebelhart 2004 0 54 0 56 ! (Excluded) 0.00
Subtotal (I-squared = 39.5%, p = 0.175) T 0.69 (0.22,2.15)  37.97
With concomitant anti-OA medication !
Bourgeois 1998 (a)l 0 2 a4 - 0.54(0.05,6.18)  4.89
Bourgeois 1998 (b)1 43 2 a4 - 0.50(0.04,5.73)  4.90
Fransen 2015 (b) 1 151 0 151 - 3.02(0.12,74.72) 2.95
Kahan 2009 92 309 105 313 - 0.84 (0.60, 1.18) 43.05
Michel 2005 6 150 1 150 n 6.21 (0.74,52.21) 6.24
Mathieu 2002 0 150 O 150 i (Excluded) 0.00
Wildi 2011 0 3 0 34 ' (Excluded) 0.00
Subtotal (I-squared = 5.6%, p = 0.375) <> 0.93(0.56,1.54)  62.03
Overall (I-squared = 24.0%, p = 0.230) <> 0.82(0.47, 1.45) 100.00
NOTE: Weights are from random effects analysis : ! :

.01 1 1 15

Favours intervention

Does not favour intervention
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Figure 31: Forest plot displaying the results of the meta-analyses comparing serious adverse events
with chondroitin sulfate versus placebo in patients with OA: Overall analysis and analyses of studies
with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Serious adverse events

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% Cl) Weight
Without concomitant anti-OA medication E
Gabay 2011 2 81 2 82 > 1.01(0.14,7.37) 225
Reginster 2017 2 199 2 205 4 1.03(0.14,7.39) 2.29
Zegels 2013 (a) 2 117 2 117 - 1.00 (0.14,7.22) 227
Zegels 2013 (b) 4 119 2 117 M — 2.00(0.36,11.13) 3.01
Bucsi 1998 0 39 0 46 ! (Excluded) 0.00
Uebelhart 1998 0 21 0 21 ! (Excluded) 0.00
Uebelhart 2004 0 54 0 56 ! (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.937) <i> 1.25(0.48,3.23) 9.82
|
With concomitant anti-OA medication :
Kahan 2009 61 309 59 313 — 1.06 (0.71,1.58) 55.89
Michel 2005 42 150 36 150 —_— 1.23(0.73,2.07) 33.17
Wildi 2011 1 35 1 34 " 0.97 (0.06, 16.17) 1.12
Bourgeois 1998 (a) 0 40 0 44 ! (Excluded) 0.00
Bourgeois 1998 (b) 0 43 0 44 ! (Excluded) 0.00
Fransen 2015 (b) O 151 0 151 | (Excluded) 0.00
Mathieu 2002 0 150 0 150 ! (Excluded) 0.00
Subtotal (l-squared = 0.0%, p = 0.898) <3 1.12 (0.82,1.53) 90.18
Overall (I-squared = 0.0%, p = 0.995) 4> 1.13(0.84,1.52) 100.00
NOTE: Weights are from random effects analysis : ! :

.01 1 1 15
Favours intervention Does not favour intervention

Figure 32: Forest plot displaying the results of the meta-analyses comparing dropouts due to
adverse events with chondroitin sulfate versus placebo in patients with OA: Overall analysis and
analyses of studies with and without concomitant anti-OA medication allowed

Chondroitin sulfate: Withdrawals due to adverse events

n N n N %
Study Active Active Placebo Placebo Odds Ratio (95% Cl) Weight
Without concomitant anti-OA medication E
Gabay 2011 3 81 8 82 — T 0.36 (0.09, 1.39) 8.18
Reginster 2017 13 199 9 205 T 1.52 (0.64, 3.64) 1341
Uebelhart 2004 1 54 2 56 * 0.51 (0.04, 5.79) 3.36
Zegels 2013 (a) 2 117 19 117 —_— ! 0.09 (0.02, 0.39) 7.32
Zegels 2013 (b) 9 119 19 117 — 0.42 (0.18, 0.98) 13.89
Bucsi 1998 0 39 0 46 ! (Excluded) 0.00
Uebelhart 1998 0 21 0 21 ! (Excluded) 0.00
Subtotal (I-squared = 65.9%, p = 0.019) <>|- 0.44 (0.17, 1.13) 46.17

With concomitant anti-OA medication !

Bourgeois 1998 (a) 1 40 2 44 0.54 (0.05, 6.18) 3.34
Bourgeois 1998 (b) 1 43 2 44 0.50 (0.04, 5.73) 3.34
Fransen 2015 (b) 13 151 9 151 —T 1.49 (0.62, 3.59) 13.30
Kahan 2009 16 309 17 313 —— 0.95 (0.47, 1.92) 15.91
Mathieu 2002 2 150 0 150 . I 5.07 (0.24, 106.45) 2.26
Michel 2005 9 150 9 150 - 1.00 (0.39, 2.59) 12.36
Wildi 2011 1 35 2 34 . 0.47 (0.04, 5.45) 3.32
Subtotal (I-squared = 0.0%, p = 0.838) <> 1.05 (0.67, 1.64) 53.83
Overall (I-squared = 40.0%, p = 0.074) <> 0.72 (0.44, 1.16) 100.00
NOTE: Weights are from random effects analysis !
T T T T
.01 1 1 15 110
Favours intervention Does not favour intervention
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C) Avocado soybean unsaponifiables

Figure 33: Forest plot displaying the result of the meta-analysis comparing gastrointestinal disorders

with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies with
concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Gastrointestinal disorders

n N n N Odds %

Study Active  Active Placebo Placebo Ratio (95% CI) Weight

With concomitant anti-OA medication

Appelboom 2001 (a) 13 86 12 88 —— 1.13(0.48,2.63) 15.36

Appelboom 2001 (b) 11 86 12 88 _._ 0.93 (0.39, 2.24) 14.31
Blotman 1997 7 80 10 83 —— 0.70(0.25,1.94) 10.63
Maheu 1998 7 85 6 79 _T_ 1.09 (0.35,3.40) 8.55

Maheu 2014 42 189 52 210 —.— 0.87 (0.55,1.38) 51.15

Subtotal (I-squared = 0.0%, p = 0.958) 0.91 (0.65, 1.27)  100.00

Overall (I-squared = 0.0%, p = 0.958) 4 0.91 (0.65, 1.27)  100.00

NOTE: Weights are from random effects analysis

T T 7 T T
.01 1 1 5 20
Favours intervention Does not favour intervention
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Figure 34: Forest plot displaying the result of the meta-analysis comparing cardiac disorders with
avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies with

concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Cardiac disorders

n N n N

Study Active Active Placebo Placebo

With concomitant anti-OA medication

Appelboom 2001 (a) 1 86 0 88
Appelboom 2001 (b) 2 86 0 88
Maheu 2014 13 189 13 210
Blotman 1997 0 80 0 83
Maheu 1998 0 85 0 79

Subtotal (I-squared = 0.0%, p = 0.544)

Overall (I-squared = 0.0%, p = 0.544)

NOTE: Weights are from random effects analysis

Odds Ratio (95% CI)

3.11 (0.12, 77.28)

—_—

>
>

5.24 (0.25, 110.68)
1.12 (0.51, 2.48)
(Excluded)
(Excluded)

1.30 (0.61, 2.74)

1.30 (0.61, 2.74)

%

Weight

5.42
6.02
88.56
0.00
0.00

100.00

100.00

T
.01

1

1

T T
20 150

Favours intervention Does not favour intervention

Figure 35: Forest plot displaying the result of the meta-analysis comparing vascular disorders with
avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies with

concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Vascular disorders

n N n N

Study Active Active Placebo Placebo

With concomitant anti-OA medication

Appelboom 2001 (a) 2 86 0 88
Appelboom 2001 (b) 3 86 0 88
Maheu 1998 2 85 1 79
Maheu 2014 23 189 29 210
Blotman 1997 0 80 0 83

Subtotal (I-squared = 10.7%, p = 0.340)

Overall (I-squared = 10.7%, p = 0.340)

NOTE: Weights are from random effects analysis

Odds Ratio (95% ClI)

5.24 (0.25, 110.68)

7.42 (0.38, 145.81)

1.88 (0.17, 21.14)
0.86 (0.48, 1.55)
(Excluded)

1.22 (0.55, 2.72)

1.22 (0.55, 2.72)

%

Weight

6.56
6.87
10.13
76.44
0.00

100.00

100.00

T
.01

ol

1

T T
20 150

Favours intervention Does not favour intervention
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Figure 36: Forest plot displaying the result of the meta-analysis comparing nervous system disorders

with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies with
concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Nervous system disorders

n N n N Odds %

Study Active Active Placebo Placebo Ratio (95% ClI) Weight

With concomitant anti-OA medication

Appelboom 2001 (a) 2 86 3 88 —0—1— 0.67 (0.11,4.14) 495
Appelboom 2001 (b) 8 86 3 88 ——.— 2.91(0.74,11.35) 8.78
Blotman 1997 1 80 0 83 3.15(0.13,78.49) 158
Maheu 1998 5 85 3 79 _,_._ 158 (0.37,6.85) 7.58
Maheu 2014 46 189 50 210 1.03 (0.65,1.63) 77.11

Subtotal (I-squared = 0.0%, p = 0.576) 1.16 (0.78,1.74)  100.00

Overall (I-squared = 0.0%, p = 0.576) 1.16 (0.78,1.74)  100.00

NOTE: Weights are from random effects analysis

—o—<f

T T T T
.01 1 1 10 80
Favours intervention Does not favour intervention

Figure 37: Forest plot displaying the result of the meta-analysis comparing skin and subcutaneous

tissue disorders with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis

of studies with concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Skin and subcutaneous tissue disorders

n N n N %
Study Active Active Placebo Placebo Odds Ratio (95% CI) Weight
With concomitant anti-OA medication :
Appelboom 2001 (a) 0 86 2 88 ; 0.20 (0.01, 4.23) 13.45
Appelboom 2001 (b) 0 86 2 88 N 0.20 (0.01, 4.23) 13.45
Maheu 1998 4 85 0 79 : 8.78 (0.47, 165.74) 14.30
Maheu 2014 16 189 17 210 N = 1.05 (0.51, 2.14) 58.81
Blotman 1997 0 80 0 83 1 (Excluded) 0.00
Subtotal (I-squared = 29.5%, p = 0.235) <> 0.91 (0.26, 3.14) 100.00
Overall (I-squared = 29.5%, p = 0.235) <> 0.91 (0.26, 3.14) 100.00
NOTE: Weights are from random effects analysis |
T T ] T T
.01 1 1 30 170

Favours intervention Does not favour intervention
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Figure 38: Forest plot displaying the result of the meta-analysis comparing musculoskeletal and
connective tissue disorders with avocado soybean unsaponifiables versus placebo in patients with
OA: Analysis of studies with concomitant anti-OA medications allowed

ASU: Musculoskeletal and connective tissue disorders

n N n

Study Active Active Placebo

With concomitant anti-OA medication

Appelboom 2001 (a) 3 86 5
Appelboom 2001 (b) 3 86 5
Maheu 1998 3 85 2
Maheu 2014 92 189 111
Blotman 1997 0 80 0

Subtotal (I-squared = 0.0%, p = 0.870)

Overall (I-squared = 0.0%, p = 0.870)

NOTE: Weights are from random effects analysis

N

Placebo

88

88

79

83

Odds

Ratio (95% CI)

_._.._ 0.60 (0.14, 2.59)

_.__ 0.60 (0.14, 2.59)

_5__.— 1.41 (0.23, 8.66)

— 0.85 (0.57, 1.25)
(Excluded)

0.83(0.58, 1.19)

0.83 (0.58, 1.19)

%

Weight

6.07
6.07
3.94
83.93
0.00

100.00

100.00

.01 odl 1 5 20

Favours intervention Does not favour intervention

Figure 39: Forest plot displaying the result of the meta-analysis comparing renal and urinary
disorders with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of
studies with concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Renal and urinary disorders

n N n

Study Active  Active Placebo

With concomitant anti-OA medication

Maheu 2014 9 189 9
Appelboom 2001 (a) O 86 0
Appelboom 2001 (b) O 86 0
Blotman 1997 0 80 0
Maheu 1998 0 85 0

Subtotal (I-squared =.%, p=".)

Overall (I-squared =.%, p=".)

NOTE: Weights are from random effects analysis

N

Placebo

210

88

88

83

79

Odds

Ratio (95% CI)

— 1.12 (0.43, 2.87)
(Excluded)
(Excluded)
(Excluded)

(Excluded)

<> 1.12 (0.43, 2.87)
<>

1.12 (0.43, 2.87)

%

Weight

100.00
0.00
0.00
0.00
0.00

100.00

100.00

.01 1 1 5 20

Favours intervention Does not favour intervention
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Figure 40: Forest plot displaying the result of the meta-analysis comparing severe adverse events
with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies with

concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Severe adverse events

n N n N

Study Active Active Placebo Placebo

With concomitant anti-OA medication

Appelboom 2001 (a) 3 86 4 88
Appelboom 2001 (b) 2 86 4 88
Blotman 1997 1 80 2 83
Maheu 1998 7 85 6 79
Maheu 2014 51 189 60 210

Subtotal (I-squared = 0.0%, p = 0.935)

Overall (I-squared = 0.0%, p = 0.935)

NOTE: Weights are from random effects analysis

Odds

Ratio (95% CI)

—w— 0.76 (0.16, 3.50)
—o—— 0.50 (0.09, 2.80)
: 0.51 (0.05, 5.77)
N 1.00 (0.35, 3.40)

0.92 (0.60, 1.43)

0.89 (0.61, 1.30)

0.89 (0.61, 1.30)

%

Weight

6.21
4.88
2.47
11.23
75.20

100.00

100.00

.01 ol

T T T
5 20

Favours intervention Does not favour intervention

> Ol

Figure 41: Forest plot displaying the result of the meta-analysis comparing serious adverse events
with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies with

concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Serious adverse events

n N n N

Study Active Active Placebo Placebo

With concomitant anti-OA medication

Appelboom 2001 (a) 1 86 0 88
Appelboom 2001 (b) 1 86 0 88
Maheu 1998 1 85 0 79
Maheu 2014 58 189 55 210
Blotman 1997 0 80 0 83

Subtotal (I-squared = 0.0%, p = 0.845)

Overall (I-squared = 0.0%, p = 0.845)

NOTE: Weights are from random effects analysis

Odds

Ratio (95% CI)

3.11(0.12, 77.28)

3.11 (0.12, 77.28)

2.82 (0.11, 70.30)
1.25 (0.81, 1.93)

(Excluded)

:> 1.31 (0.85, 2.00)
o

1.31 (0.85, 2.00)

%

Weight

1.74
1.74
1.74
94.77
0.00

100.00

100.00

.01 b 1 10 80

Favours intervention Does not favour intervention
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Figure 42: Forest plot displaying the result of the meta-analysis comparing dropouts due to adverse
events with avocado soybean unsaponifiables versus placebo in patients with OA: Analysis of studies
with concomitant anti-OA medications allowed

Avocado/soybean unsaponifiables: Withdrawals due to adverse events

n N n N

Study Active Active Placebo Placebo

With concomitant anti-OA medication

Appelboom 2001 (a) 6 86 5 88
Appelboom 2001 (b) 3 86 5 88
Blotman 1997 1 80 1 83
Maheu 1998 4 85 4 79
Maheu 2014 11 189 12 210

Subtotal (I-squared = 0.0%, p = 0.964)

Overall (I-squared = 0.0%, p = 0.964)

NOTE: Weights are from random effects analysis

Odds

Ratio (95% CI)

1.25 (0.37, 4.24)
0.60 (0.14, 2.59)
1.04 (0.06, 16.88)
0.93 (0.22, 3.83)
1.02 (0.44, 2.37)

0.97 (0.55, 1.70)

0.97 (0.55, 1.70)

%

Weight

21.03
14.76
4.06

15.65
44.49

100.00

100.00

.01

T T T
1 1 5 20
Favours intervention  Does not favour intervention
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D) Diacerein

Figure 43: Forest plot displaying the results of the meta-analyses comparing cardiac disorders with
diacerein versus placebo in patients with OA: Overall analysis and analyses of studies with and
without concomitant anti-OA medication allowed

Diacerein; Cardiac disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI) Weight

Without concomitant anti-OA medication

Pelletier 2000 (a) 0 126 2 125 0.20 (0.01, 4.11) 9.41
Pelletier 2000 (b) 1 111 2 125 0.56 (0.05, 6.25) 14.99
Pelletier 2000 (c) 2 122 2 125 —_— 1.02 (0.14, 7.39) 22.37
Pavelka 2007 0O 82 0 83 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.668) <:> 0.60 (0.15, 2.37) 46.78

With concomitant anti-OA medication

Dougados 2001 6 255 3 252 o e — 2.00 (0.49, 8.09) 44.76
Lequesne 1998 0 90 1 93 0.34 (0.01, 8.47) 8.46
Pham 2004 (b) O 85 0 85 (Excluded) 0.00
Shin 2013 0 2 0 44 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.322) = 1.51 (0.42, 5.44) 53.22

Overall (I-squared = 0.0%, p = 0.609) <> 0.98 (0.39, 2.51) 100.00

NOTE: Weights are from random effects analysis

T T T T T
.01 1 1 15 50 125
Favours intervention  Does not favour intervention



Figure 44: Forest plot displaying the results of the meta-analyses comparing vascular disorders with
diacerein versus placebo in patients with OA: Overall analysis and analyses of studies with and
without concomitant anti-OA medication allowed

Diacerein: Vascular disorders

n N n N

Study Active Active Placebo Placebo

Without concomitant anti-OA medication

Pavelka 2007 1 82 1 83

Pelletier 2000 (a) 1 126 0 125
Pelletier 2000 (b) 2 111 0 125
Pelletier 2000 (c) 1 122 0 125

Subtotal (I-squared = 0.0%, p = 0.869)

With concomitant anti-OA medication

Dougados 2001 31 255 25 252
Lequesne 1998 2 90 2 93
Pham 2004 (b) 0 85 0 85
Shin 2013 0 42 0 44

Subtotal (I-squared = 0.0%, p = 0.853)

Overall (l-squared =0.0%, p = 0.909)

NOTE: Weights are from random effects analysis

%

Odds Ratio (95% CI) Weight

1.01 (0.06, 16.46)
3.00 (0.12, 74.35)
5.73 (0.27, 120.66)
3.10 (0.13, 76.81)
2,57 (0.56, 11.79)

1.26 (0.72, 2.20)
1.03 (0.14, 7.50)
(Excluded)
(Excluded)
1.24 (0.72, 2.12)

1.34 (0.81, 2.23)

3.30
2.49
2.77
2.49
11.05

82.41
6.54
0.00
0.00
88.95

100.00

Favours intervention

Does not favour intervention

.01 odl 1 15 50 125
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Figure 45: Forest plot displaying the results of the meta-analyses comparing musculoskeletal and
connective tissue disorders with diacerein versus placebo in patients with OA: Overall analysis and

analyses of studies with and without concomitant anti-OA medication allowed

Diacerein: Musculoskeletal and connective tissue disorders

n N n N
Study Active Active Placebo Placebo
Without concomitant anti-OA medication
Pavelka 2007 1 82 3 83
Pelletier 2000 (a) 20 126 23 125
Pelletier 2000 (b) 9 111 23 125
Pelletier 2000 (c) 10 122 23 125
Subtotal (I-squared = 2.2%, p = 0.381)
With concomitant anti-OA medication
Dougados 2001 70 255 61 252
Lequesne 1998 7 90 6 93
Pham 2004 (b) 0 85 0 85
Shin 2013 0 42 0 44

Subtotal (I-squared = 0.0%, p = 0.959)

Overall (I-squared = 53.6%, p = 0.056)

NOTE: Weights are from random effects analysis

Odds %
Ratio (95% Cl) Weight

0.33 (0.03, 3.23) 3.92
0.84 (0.43, 1.62) 21.01
0.39 (0.17, 0.89) 17.29
0.40 (0.18, 0.87) 17.91
0.53 (0.35, 0.82) 60.12

1.18 (0.80, 1.76) 28.03
1.22 (0.39, 3.79) 11.85
(Excluded) 0.00
(Excluded) 0.00
1.19 (0.82, 1.73) 39.88

0.71 (0.4, 1.15) 100.00

Favours intervention

T
15

Does not favour intervention
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Figure 46: Forest plot displaying the results of the meta-analyses comparing severe adverse events
with diacerein versus placebo in patients with OA: Overall analysis and analyses of studies with and
without concomitant anti-OA medication allowed

Diacerein; Severe adverse events

n N n N
Study Active Active Placebo Placebo
Without concomitant anti-OA medication
Pavelka 2007 2 82 0 83
Pelletier 2000 (a)17 126 17 125
Pelletier 2000 (b) 14 111 17 125
Pelletier 2000 (c) 33 122 17 125
Subtotal (I-squared = 42.9%, p = 0.154)
With concomitant anti-OA medication
Lequesne 1998 0 90 0 93
Pham 2004 (b) 0 85 0 85
Shin 2013 0 42 0 44

Subtotal (I-squared =.%, p =.)

Overall (I-squared =42.9%, p = 0.154)

NOTE: Weights are from random effects analysis

Odds Ratio (95% CI) Weight

%

5.19 (0.25, 109.70) 3.42

0.99 (0.48, 2.04)
0.92 (0.43, 1.96)
2.36 (1.23, 4.51)
1.39 (0.78, 2.48)

(Excluded)
(Excluded)
(Excluded)
()

1.39 (0.78, 2.48)

31.58
30.09
34.90
100.00

0.00
0.00
0.00
0.00

100.00

.01

T
A
Favours intervention

Does not favour intervention

1 15 110
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Figure 47: Forest plot displaying the results of the meta-analyses comparing serious adverse events

with diacerein versus placebo in patients with OA: Overall analysis and analyses of studies with and
without concomitant anti-OA medication allowed

n N n N
Study Active Active Placebo Placebo
Without concomitant anti-OA medication
Pelletier 2000 (a) 3 126 4 125
Pelletier 2000 (b) 1 111 4 125
Pelletier 2000 (c) 3 122 4 125
Pavelka 2007 0 82 0 83
Subtotal (l-squared =0.0%, p = 0.725)
With concomitant anti-OA medication
Dougados 2001 73 255 74 252
Lequesne 1998 11 90 9 93
Pham 2004 (b) © 85 0 85
Shin 2013 0 42 0 44

Subtotal (I-squared =0.0%, p = 0.563)

Overall (I-squared = 0.0%, p = 0.765)

NOTE: Weights are from random effects analysis

Diacerein; Serious adverse events

|
|

f

0]

oA
<O

Odds %

Ratio (95% Cl) Weight

0.74 (0.16, 3.37) 4.82
0.28 (0.03, 2.50) 2.28
0.76 (0.17, 3.48) 4.81
(Excluded) 0.00
0.62 (0.24, 1.63) 11.91

0.96 (0.66, 1.42) 75.35
1.30 (0.51, 3.30) 12.74
(Excluded) 0.00
(Excluded) 0.00
1.01 (0.71, 1.44) 88.09

0.95 (0.68, 1.33) 100.00

Favours intervention

1

T
15

Does not favour intervention

23



