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A) All topical NSAIDs 

Figure 7: Forest plot displaying the result of the meta-analysis comparing skin and subcutaneous 

tissue disorders with all topical nonsteroidal anti-inflammatory drugs (NSAIDs) versus placebo in 

patients with osteoarthritis (OA). 
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Figure 8: Forest plot displaying the result of the meta-analysis comparing cardiac disorders with all 

topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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Figure 9: Forest plot displaying the result of the meta-analysis comparing vascular disorders with all 

topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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Figure 10: Forest plot displaying the result of the meta-analysis comparing nervous system disorders 

with all topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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Figure 11: Forest plot displaying the result of the meta-analysis comparing musculoskeletal and 

connective tissue disorders with all topical nonsteroidal anti-inflammatory drugs versus placebo in 

patients with OA. 
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Figure 12: Forest plot displaying the result of the meta-analysis comparing severe adverse events 

with all topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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Figure 13: Forest plot displaying the result of the meta-analysis comparing serious adverse events 

with all topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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Figure 14: Forest plot displaying the result of the meta-analysis comparing dropouts due to adverse 

events with all topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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Figure 15: Forest plot displaying the result of the meta-analysis comparing total adverse events (AEs) 

(any AEs) with all topical nonsteroidal anti-inflammatory drugs versus placebo in patients with OA. 
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B) Topical diclofenac 

Figure 16: Forest plot displaying the result of the meta-analysis comparing skin and subcutaneous 

tissue disorders with topical diclofenac versus placebo in patients with OA. 

 

 

Figure 17: Forest plot displaying the result of the meta-analysis comparing cardiac disorders with 

topical diclofenac versus placebo in patients with OA. 
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Figure 18: Forest plot displaying the result of the meta-analysis comparing vascular disorders with 

topical diclofenac versus placebo in patients with OA. 

 

 

Figure 19: Forest plot displaying the result of the meta-analysis comparing nervous system disorders 

with topical diclofenac versus placebo in patients with OA. 

 

 

NOTE: Weights are from random effects analysis

Overall  (I-squared = 3.9%, p = 0.391)

Study

Barthel 2009

NCT00171626

Brühlmann 2003

NCT00171652

Niethard 2005

Baraf 2010

Altman 2009

Dreiser 1993

Active

6

5

0

2

0

2

1

0

n

Active

254

259

51

202

117

208

198

78

N

Placebo

4

2

0

1

2

1

5

0

n

Placebo

238

255

52

196

121

212

187

77

N

1.19 (0.53, 2.66)

Ratio (95% CI)

1.50 (0.42, 5.38)

2.50 (0.48, 13.00)

(Excluded)

2.00 (0.18, 22.23)

0.20 (0.01, 4.21)

2.00 (0.18, 22.23)

0.20 (0.02, 1.73)

(Excluded)

Odds

100.00

Weight

35.88

22.34

0.00

10.79

6.81

10.80

13.38

0.00

%

1.19 (0.53, 2.66)

Ratio (95% CI)

1.50 (0.42, 5.38)

2.50 (0.48, 13.00)

(Excluded)

2.00 (0.18, 22.23)

0.20 (0.01, 4.21)

2.00 (0.18, 22.23)

0.20 (0.02, 1.73)

(Excluded)

Odds

100.00

Weight

35.88

22.34

0.00

10.79

6.81

10.80

13.38

0.00

%

Favours intervention  Does not favour intervention 

10.01 0.1 1 10 70

Diclofenac: Vascular disorders

NOTE: Weights are from random effects analysis

Overall  (I-squared = 0.0%, p = 0.668)

Baraf 2010

Dreiser 1993

Study

Altman 2009

NCT00171626

Brühlmann 2003

NCT00171652

Barthel 2009

Niethard 2005

34

0

Active

27

51

0

16

40

0

n

208

78

Active

198

259

51

202

254

117

N

30

0

Placebo

23

45

2

23

39

1

n

212

77

Placebo

187

255

52

196

238

121

N

1.01 (0.80, 1.28)

1.19 (0.70, 2.02)

(Excluded)

Ratio (95% CI)

1.13 (0.62, 2.04)

1.14 (0.73, 1.78)

0.20 (0.01, 4.19)

0.65 (0.33, 1.27)

0.95 (0.59, 1.54)

0.34 (0.01, 8.48)

Odds

100.00

19.40

0.00

Weight

15.52

27.92

0.59

12.25

23.78

0.53

%

1.01 (0.80, 1.28)

1.19 (0.70, 2.02)

(Excluded)

Ratio (95% CI)

1.13 (0.62, 2.04)

1.14 (0.73, 1.78)

0.20 (0.01, 4.19)

0.65 (0.33, 1.27)

0.95 (0.59, 1.54)

0.34 (0.01, 8.48)

Odds

100.00

19.40

0.00

Weight

15.52

27.92

0.59

12.25

23.78

0.53

%

Favours intervention  Does not favour intervention 

10.001 0.01 0.1 1 10 70

Diclofenac: Nervous system disorders



Page | 13  
 

Figure 20: Forest plot displaying the result of the meta-analysis comparing musculoskeletal and 

connective tissue disorders with topical diclofenac versus placebo in patients with OA. 

 

 

Figure 21: Forest plot displaying the result of the meta-analysis comparing severe adverse events 

with topical diclofenac versus placebo in patients with OA. 
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Figure 22: Forest plot displaying the result of the meta-analysis comparing serious adverse events 

with topical diclofenac versus placebo in patients with OA. 

 

 

Figure 23: Forest plot displaying the result of the meta-analysis comparing dropouts due to adverse 

events with topical diclofenac versus placebo in patients with OA. 
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Figure 24: Forest plot displaying the result of the meta-analysis comparing total adverse events (Any 

AEs) with topical diclofenac versus placebo in patients with OA. 
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C) Topical ketoprofen 

Figure 25: Forest plot displaying the result of the meta-analysis comparing skin and subcutaneous 

tissue disorders with topical ketoprofen versus placebo in patients with OA. 

 

 

Figure 26: Forest plot displaying the result of the meta-analysis comparing gastrointestinal disorders 

with topical ketoprofen versus placebo in patients with OA. 
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Figure 27: Forest plot displaying the result of the meta-analysis comparing cardiac disorders with 

topical ketoprofen versus placebo in patients with OA. 

 

 

Figure 28: Forest plot displaying the result of the meta-analysis comparing vascular disorders with 

topical ketoprofen versus placebo in patients with OA. 
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Figure 29: Forest plot displaying the result of the meta-analysis comparing nervous system disorders 

with topical ketoprofen versus placebo in patients with OA. 

 

 

Figure 30: Forest plot displaying the result of the meta-analysis comparing musculoskeletal and 

connective tissue disorders with topical ketoprofen versus placebo in patients with OA. 
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Ketoprofen: Severe adverse events (meta-analysis not possible, since zero events reported by all 

included studies, both in the intervention and placebo groups) 

Figure 31: Forest plot displaying the result of the meta-analysis comparing serious adverse events 

with topical ketoprofen versus placebo in patients with OA. 

 

 

Figure 32: Forest plot displaying the result of the meta-analysis comparing dropouts due to adverse 

events with topical ketoprofen versus placebo in patients with OA. 
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Figure 33: Forest plot displaying the result of the meta-analysis comparing total adverse events (Any 

AEs) with topical ketoprofen versus placebo in patients with OA. 
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D) Ibuprofen 

Figure 34: Forest plot displaying the result of the meta-analysis comparing skin and subcutaneous 

tissue disorders with topical ibuprofen versus placebo in patients with OA. 

 

 

Ibuprofen: for gastrointestinal disorders, cardiac disorders, vascular disorders, nervous system 

disorders, musculoskeletal and connective tissue disorders, zero adverse events were reported in 

both the intervention and placebo groups. 
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Figure 35: Forest plot displaying the result of the meta-analysis comparing severe adverse events 

with topical ibuprofen versus placebo in patients with OA. 

 

 

Ibuprofen: zero serious adverse events were reported in both the intervention and placebo groups. 
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Figure 36: Forest plot displaying the result of the meta-analysis comparing dropouts due to adverse 

events with topical ibuprofen versus placebo in patients with OA. 

 

 

Figure 37: Forest plot displaying the result of the meta-analysis comparing total adverse events (Any 

AEs) with topical ibuprofen versus placebo in patients with OA. 
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