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Figure 9: Forest plot displaying the results of the meta-analyses comparing gastrointestinal disorders
with intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and analyses
on studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Gastrointestinal disorders

n N n

Study

Without concomitant OA treatment

Altman 1998 48 164 59
Brandt 2001 11 114 16
Jorgensen 2010 10 165 5
Puhl 1993 0 102 1
Van der Weegen 20150 99 2
Baltzer 2009 0 135 0
Dixon 1988 0 30 0
Salk 2006 0 9 0

Subtotal (I-squared = 10.9%, p = 0.344)

With concomitant OA treatment

Dougados 1993 0 55 0
Heyworth 2008 0 20 0
Lundsgaard 2008 0 84 0

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

Overall (I-squared = 10.9%, p = 0.344)

N

168
112
170
107
97

107
33

55
18
84

NOTE: Weights are from random effects analysis

Active Active Placebo Placebo

Odds %
Ratio (95% CI) Weight

0.76 (0.48, 1.21)56.88
0.64 (0.28, 1.45)24.51
2.13(0.71, 6.37)14.67
0.35(0.01, 8.60)1.87
0.19 (0.01, 4.05)2.07
(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00
0.81 (0.52, 1.27)100.00

(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00
() 0.00

0.81(0.52, 1.27)100.00

0.001

I I
0.01 0.1

Favours intervention
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i 5 20

Does not favour intervention



Figure 10: Forest plot displaying the results of the meta-analyses comparing cardiac disorders with
intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and analyses on
studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Cardiac disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI) Weight
1
Without concomitant OA treatment :
Jorgensen 2010 4 165 3 170 ——IO— 1.38 (0.30, 6.28)69.24
Puhl 1993 0 102 1 107 *> : 0.35 (0.01, 8.60)15.35
Altman 1998 0 164 0 168 : (Excluded) 0.00
Baltzer 2009 0 135 0 107 : (Excluded) 0.00
Brandt 2001 0 114 0 112 : (Excluded) 0.00
Dixon 1988 0 30 0 33 | (Excluded) 0.00
Salk 2006 0 9 0 8 | (Excluded) 0.00
Van der Weegen 2005 99 0 97 : (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.445) <> 1.08 (0.27, 4.23)84.59
|
With concomitant OA treatment :
Jubb 2003 1 208 0 200 " - 2.90 (0.12, 71.58)5.41
Dougados 1993 0 55 0 55 : (Excluded) 0.00
Heyworth 2008 0 20 0 18 : (Excluded) 0.00
Lundsgaard 2008 0 84 0 84 X (Excluded) 0.00
Pham 2004 0 131 0O 85 X (Excluded)  0.00
Subtotal (I-squared = .%, p = .) —_ T ————  290(0.12, 7158541
, |
Overall (l-squared = 0.0%, p = 0.639) <> 1.25 (0.36, 4.41)100.00
NOTE: Weights are from random effects analysis E
I I I

0.01 0.1 1 10
Favours intervention Does not favour intervention



Figure 11: Forest plot displaying the results of the meta-analyses comparing vascular disorders with
intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and analyses on
studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Vascular disorders

n N n N Odds %
Study Active  Active Placebo  Placebo Ratio (95% CI) Weight
1
Without concomitant OA treatment 1
1
Jorgensen 2010 4 165 2 170 — 2.09 (0.38, 11.55) 72.61
1
Van der Weegen 2015 1 99 1 97 0.98 (0.06, 15.89) 27.39
1
Altman 1998 0 164 0 168 : (Excluded) 0.00
Baltzer 2009 0 135 0 107 ! (Excluded) 0.00
Brandt 2001 0 114 0 112 : (Excluded) 0.00
Dixon 1988 0 30 0 33 : (Excluded) 0.00
Puhl 1993 0 102 0 107 X (Excluded) 0.00
1
Salk 2006 0 9 0 8 I (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.650) <:;> 1.70 (0.39, 7.29) 100.00
. 1
1
With concomitant OA treatment :
Dougados 1993 0 55 0 55 : (Excluded) 0.00
Heyworth 2008 0 20 0 18 : (Excluded) 0.00
Jubb 2003 0 208 0 200 H (Excluded) 0.00
Lundsgaard 2008 0 84 0 84 : (Excluded) 0.00
Pham 2004 0 131 0 85 X (Excluded) 0.00
1
Subtotal (I-squared =.%, p =) 1 () 0.00
1
. 1
Overall (I-squared = 0.0%, p = 0.650) <::> 1.70 (0.39, 7.29) 100.00
1
NOTE: Weights are from random effects analysis :
I I I
0.01 0.1 1 10

Favours intervention Does not favour intervention



Figure 12: Forest plot displaying the results of the meta-analyses comparing respiratory, thoracic and
mediastinal disorders with intra-articular hyaluronic acid versus placebo in patients with OA: Overall
analysis and analyses on studies with and without concomitant anti-OA medication allowed

IAHA: Respiratory, thoracic and mediastinal disorders

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% Cl)  Weight
1
Without concomitant OA treatment !
Brandt 2001 26 114 18 112 -—— 1.54(0.79,3.01) 33.61
Jorgensen 2010 4 165 2 170 —-:—0— 2.09 (0.38, 11.55) 5.12
Van der Weegen 2015 1 99 0 97 : 2.97 (0.12, 73.79) 1.45
Altman 1998 0 164 0 168 : (Excluded) 0.00
Baltzer 2009 0 135 0 107 : (Excluded) 0.00
Dixon 1988 0 30 0 33 : (Excluded) 0.00
Puhl 1993 0 102 0 107 : (Excluded) 0.00
Salk 2006 0 9 0 8 : (Excluded) 0.00
1
Subtotal (l-squared = 0.0%, p = 0.887) ‘|<> 1.64 (0.89, 3.02) 40.18
|
With concomitant OA treatment :

Jubb 2003 18 208 18 200 —_— 0.96 (0.48, 1.90) 32.00
Pham 2004 22 131 14 85 —0— 1.02 (0.49,2.13) 27.82
Dougados 1993 0 55 0 55 (Excluded) 0.00
Heyworth 2008 0 20 0 18 (Excluded) 0.00
Lundsgaard 2008 0 84 0 84 (Excluded) 0.00
Subtotal (l-squared = 0.0%, p = 0.897) < 0.99 (0.60, 1.63) 59.82

Overall (I-squared = 0.0%, p = 0.764) q 1.21(0.82,1.78) 100.00

___v__v______

NOTE: Weights are from random effects analysis

T T T
0.01 0.1 1 10

Favours intervention Does not favour intervention



Figure 13: Forest plot displaying the results of the meta-analyses comparing nervous system
disorders with intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and
analyses on studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Nervous system disorders

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

'
Without concomitant OA treatment | :

Altman 1998 30 164 29 168 —— 1.07 (0.61,1.88) 49.37
Brandt 2001 15 114 16 112 —0— 0.91(0.43,1.94) 27.20
Jorgensen 2010 3 165 4 170 —0—:— 0.77 (0.17,3.49) 6.84
Puhl 1993 3 102 1 107 : g 3.21(0.33,31.39) 3.01
Salk 2006 3 9 2 8 ; 1.50 (0.18, 12.46) 3.49
Van der Weegen 2015 1 99 1 97 0.98 (0.06, 15.89) 2.02
Baltzer 2009 0 135 0 107 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.930) < 1.04 (0.69,1.58) 91.93

With concomitant OA treatment

Dougados 1993 1 55 55 3.06 (0.12,76.64) 1.51

Pham 2004 10 131 3.43(0.73, 16.06) 6.56

Heyworth 2008 0 20 18 (Excluded) 0.00

o o N o
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Lundsgaard 2008 0 84 84 (Excluded) 0.00

e

1

1

1

1

>

1

1

1

1

1

1

T —
1

1

1

1

1

1

Subtotal (I-squared = 0.0%, p = 0.949) -<> 3.36 (0.83, 13.51) 8.07

1

1

1

>

1

1

1

1

Overall (I-squared = 0.0%, p = 0.799) < 1.15(0.77,1.70) 100.00

NOTE: Weights are from random effects analysis
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Figure 14: Forest plot displaying the results of the meta-analyses comparing skin and subcutaneous
tissue disorders with intra-articular hyaluronic acid versus placebo in patients with OA: Overall
analysis and analyses on studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Skin and subcutaneous tissue disorders

n N n N Odds %

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

1
Without concomitant OA treatment :
1

Brandt2001 5 114 6 112 — 0.81 (0.24, 2.74) 38.27
Jorgensen 2010 5 165 2 170 ——E—o— 2.63 (0.50, 13.72) 28.57
Dixon1988 0 30 0 33 ! (Excluded) 0.00
Salk 2006 o 9 o0 8 E (Excluded) 0.00
Subtotal (-squared = 20.6%, p = 0.262) <:> 1.27 (0.41, 3.89) 66.85

With concomitant OA treatment

Dougados 1993 0 55 1 55 g X 0.33(0.01, 8.21) 11.23
Pham 2004 12 131 1 85 : 8.47 (1.08, 66.40) 21.92
Heyworth 2008 0 20 0 18 E (Excluded) 0.00
Lundsgaard 2008 0 84 0 84 E (Excluded) 0.00
Subtotal (I-squared = 64.0%, p = 0.095) <:> 2.13(0.09, 49.77) 33.15

T

|
Overall (I-squared = 39.9%, p = 0.173) <::> 1.71 (0.52, 5.63) 100.00

NOTE: Weights are from random effects analysis

I I I
0.01 0.1 1 15

Favours intervention Does not favour intervention



Figure 15: Forest plot displaying the results of the meta-analyses comparing musculoskeletal and
connective tissue disorders with intra-articular hyaluronic acid versus placebo in patients with OA:
Overall analysis and analyses on studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Musculoskeletal and connective tissue disorders

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

Without concomitant OA treatment

Altman 2004 11 173 5 174 -— 2.30 (0.78, 6.75) 8.26
Brandt 2001 34 114 30 112 —_—— 1.16 (0.65, 2.07) 21.50
Jorgensen 2010 26 165 21 170 —— 1.33(0.71, 2.47) 19.66
Van der Weegen 2015 3 99 4 97 —_—— 0.73 (0.16, 3.33) 4.44
Altman 1998 0 164 0 168 (Excluded) 0.00
Baltzer 2009 0 135 0 107 (Excluded) 0.00
Dixon 1988 0 30 0 33 (Excluded) 0.00
Salk 2006 0 9 0 8 (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.621) <O 1.29 (0.88, 1.89) 53.85

With concomitant OA treatment

Altman 2009 62 293 72 295 — 0.83 (0.56, 1.22) 33.66
Kwon 2013 9 150 17 150 —_—— 0.50 (0.22,1.16) 12.48
Dougados 1993 0 55 0 55 (Excluded) 0.00
Heyworth 2008 0 20 0 18 (Excluded) 0.00
Lundsgaard 2008 0 84 0 84 (Excluded) 0.00
Subtotal (I-squared = 14.0%, p = 0.281) C> 0.74 (0.49, 1.12) 46.15
Overall (I-squared = 28.0%, p = 0.225) < 0.99 (0.71, 1.39) 100.00

NOTE: Weights are from random effects analysis

T T T T
0.01 0.1 1 s 80

Favours intervention Does not favour intervention



Figure 16: Forest plot displaying the results of the meta-analyses comparing renal and urinary
disorders with intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and
analyses on studies with and without concomitant anti-OA medication allowed

IAHA: Renal and urinary disorders

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

1
Without concomitant OA treatment ! |

Brandt 2001 6 114 9 112 —_—— 0.64 (0.22,1.85) 81.07
Jorgensen 2010 0 165 2 170 - | 0.20(0.01, 4.27) 9.97
Puhl 1993 0 102 1 107 *> : 0.35(0.01, 8.60) 8.96
Altman 1998 0 164 0 168 : (Excluded) 0.00
Baltzer 2009 0 135 0 107 : (Excluded) 0.00
Dixon 1988 0 30 0 33 : (Excluded) 0.00
Salk 2006 0 9 0 8 : (Excluded) 0.00
Van der Weegen 2015 0 99 0 97 : (Excluded) 0.00
Subtotal (I-squared = 0.0%, p = 0.757) ¢> 0.54 (0.21, 1.41) 100.00

|
With concomitant OA treatment :
Dougados 1993 0 55 0 55 : (Excluded) 0.00
Heyworth 2008 0 20 0 18 : (Excluded) 0.00
Jubb 2003 0 208 0 200 : (Excluded) 0.00
Lundsgaard 2008 0 84 0 84 : (Excluded) 0.00
Pham 2004 0 131 0 85 : (Excluded) 0.00
Subtotal (I-squared =.%, p=.) : () 0.00
. |
Overall (I-squared = 0.0%, p = 0.757) ¢> 0.54 (0.21, 1.41) 100.00
NOTE: Weights are from random effects analysis E

O.OIOl O.IOl Ofl 1 1I5
Favours intervention Does not favour intervention



Figure 17: Forest plot displaying the results of the meta-analyses comparing hypersensitivity reaction
with intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and analyses
on studies with and without concomitant anti-OA medication allowed

n

IAHA: Hypersensitivity reaction

N

n

Study Active Active Placebo

Without concomitant OA treatment

Puhl 1993 0
Van der Weegen 2015 23
Altman 1998 0
Baltzer 2009 0
Brandt 2001 0
Dixon 1988 0
Jorgensen 2010 0
Salk 2006 0

102
99
164
135
114
30
165
9

o O O o o o

Subtotal (I-squared = 67.2%, p = 0.081)

With concomitant OA treatment

Dougados 1993 0
Heyworth 2008 0
Jubb 2003 0
Lundsgaard 2008 0
Pham 2004 0

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

Overall (I-squared = 67.2%, p = 0.081)

55
20
208
84
131

o ©O o o o

NOTE: Weights are from random effects analysis

N

Placebo

107
97

168
107
112
33

170

55
18
200
84
85

Odds
Ratio (95% Cl)

0.11 (0.01, 2.11)
1.65 (0.80, 3.40)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
0.64 (0.05, 7.94)

(Excluded)
(Excluded)
(Excluded)
(Excluded)
(Excluded)
()

0.64 (0.05, 7.94)

%

Weight

35.46
64.54
0.00
0.00
0.00
0.00
0.00
0.00
100.00

0.00
0.00
0.00
0.00
0.00
0.00

100.00

I
0.01

0.1 1

Favours intervention

I
15

Does not favour intervention

10



Figure 18: Forest plot displaying the results of the meta-analyses comparing severe adverse events

with intra-articular hyaluronic acid versus placebo in patients with OA: Overall analysis and analyses
on studies with and without concomitant anti-OA medication allowed

Intra-articular hyaluronic acid: Severe adverse events

n N n N
Study Active Active Placebo Placebo

Without concomitant OA treatment

Altman 1998 2 164 1 168
Baltzer 2009 5 135 2 107
Dixon 1988 0 30 1 33
Jorgensen 2010 7 165 3 170
Brandt 2001 0 114 0 112
Puhl 1993 0 102 0 107
Salk 2006 0 9 0 8
Van der Weegen 2015 0 99 0 97

Subtotal (I-squared = 0.0%, p = 0.758)

With concomitant OA treatment
Altman 2009 11 293 19 295

Dougados 1993 0 55 0 55
Heyworth 2008 0 20 0 18
Jubb 2003 0 208 O 200
Kwon 2013 0 150 0 150
Lundsgaard 2008 0 84 0 84

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

Overall (I-squared =22.7%, p = 0.270)

NOTE: Weights are from random effects analysis

<3
<

|
<.E<>
=

Odds %
Ratio (95% CI)  Weight

2.06 (0.19, 22.96) 8.99
2.02 (0.38, 10.62) 16.96
0.36 (0.01, 9.06) 5.23
2.47 (0.63,9.70) 22.77

(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00

1.93(0.76,4.87) 53.94

0.57 (0.26, 1.21) 46.06

(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00
(Excluded) 0.00

0.57 (0.26, 1.21) 46.06

1.08 (0.50, 2.31) 100.00

0.01

I
0.1 1

Favours intervention

I I
10 30

Does not favour intervention
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