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1. Subgroup analyses of “Any adverse event” (total adverse events) with topical diclofenac
versus placebo in patients with osteoarthritis (OA)

Figure 64: Meta-analysis of “Any Adverse event” with topical diclofenac versus placebo in patients
with OA, by OA location

Diclofenac: Any adverse event by location

n N n N Odds %
Study Active Active Placebo Placebo Ratio (95% CI)  Weight
Hand i
Altman 2009 103 198 82 187 —— 1.39(0.93, 2.07) 17.06
NCT00171652 60 202 57 196 — 1.03 (0.67,1.59) 14.77
Subtotal (I-squared = 0.0%, p = 0.321) 3) 1.21 (0.90, 1.62) 31.83
Knee i
Baraf 2010 114 208 92 212 I 1.58(1.08, 2.33) 18.54
Barthel 2009 153 254 128 238 — 1.30 (0.91, 1.86) 21.47
Briihimann 2003 4 51 3 52 B I a— 1.39 (0.30, 6.55) 1.15
Dreiser 1993 1 78 4 77 * 0.24 (0.03, 2.17) 0.56
Niethard 2005 11 17 11 121 — 1.04 (0.43, 2.50) 3.57
NCT00171626 139 259 120 255 = 1.30(0.92, 1.84) 22.89
Subtotal (I-squared = 0.0%, p = 0.632) Q 1.34(1.10, 1.64) 68.17
Overall (I-squared = 0.0%, p = 0.691) 1.30 (.10, 1.53) 100.00
NOTE: Weights are from random effects analysis -
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Figure 65: Meta-analysis of “Any Adverse event” with topical diclofenac versus placebo in patients
with OA, by topical formulation (Gel, Cream, etc.)

Diclofenac: Any adverse event by topical formulation

n N n N Odds %
Study Active  Active Placebo Placebo Ratio (95% ClI) Weight
Gel
Altman 2009 103 198 82 187 1.39(0.93,2.07) 17.06
Baraf 2010 114 208 92 212 i 1.58(1.08,2.33) 18.54
Barthel 2009 153 254 128 238 - 1.30(0.91,1.86) 21.47
Niethard 2005 11 117 11 121 —:0-:— 1.04 (0.43,2.50) 3.57
NCT00171652 60 202 57 196 h = 1.03(0.67,1.59) 14.77
NCT00171626 139 259 120 255 - 1.30(0.92,1.84) 22.89
Subtotal (I-squared = 0.0%, p = 0.782) 02 1.31(1.11,1.55) 98.29
Patch H
Briihimann 2003 4 51 3 52 B B — 1.39(0.30,6.55) 1.15
Subtotal (I-squared =.%, p=".) <> 1.39(0.30,6.55) 1.15
Plaster i
Dreiser 1993 1 78 4 7 ” 0.24 (0.03,2.17) 0.56
Subtotal (I-squared =.%, p =.) _ 0.24(0.03,2.17) 0.56
Overall (I-squared = 0.0%, p = 0.691) O 1.30(1.10,1.53) 100.00
NOTE: Weights are from random effects analysis :
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Figure 66: Meta-analysis of “Any Adverse event” with topical diclofenac versus placebo in patients
with OA, by daily dose (mg)

Diclofenac: Any adverse event by daily dose (mg)

n N n N Odds %

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

Dosage: < 200 mg/day |

Altman 2009 103 198 82 187 1.39 (0.93, 2.07) 17.06

Baraf 2010 114 208 92 212 —— 1.58 (1.08, 2.33) 18.54

Barthel 2009 153 254 128 238 — 1.30(0.91, 1.86) 21.47

Niethard 2005 11 117 11 121 - 1.04 (0.43,2.50)  3.57

NCT00171626 139 259 120 255 1.30 (0.92, 1.84) 22.89

Subtotal (I-squared = 0.0%, p = 0.782) 1.31 (1.11, 1.55) 98.29

1

NCT00171652 60 202 57 196 —— 1.03 (0.67, 1.59) 14.77
——

: i

Dosage: >= 200 mg/day E

Brithimann 2003 4 51 3 52 —_— 1.39(0.30,6.55) 115
Dreiser 1993 1 78 4 77 - 0.24 (0.03,2.17) 056
Subtotal (I-squared = 39.2%, p = 0.200) <:> 0.69 (0.13, 3.76) 1.71

Overall (I-squared = 0.0%, p = 0.691) ) 1.30(1.10,1.53)  100.00

NOTE: Weights are from random effects analysis
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Figure 67: Meta-analysis of “Any Adverse event” with topical diclofenac versus placebo in patients
with OA, by study duration (in weeks)

Diclofenac: Any adverse event by study duration

n N n N Odds %
Study Active  Active Placebo Placebo Ratio (95% ClI) Weight
Study duration <= 2 weeks :
Dreiser 1993 1 78 4 77 0 0.24 (0.03,2.17) 0.56
Briihimann 2003 4 51 3 52 —_— 1.39(0.30, 6.55) 1.15
Subtotal (I-squared = 39.2%, p = 0.200) _ 0.69(0.13,3.76) 1.71
Study duration: 3-8 weeks H
Niethard 2005 11 117 11 121 — 1.04 (0.43,2.50) 3.57
Altman 2009 103 198 82 187 -{—0— 1.39(0.93,2.07) 17.06
NCT00171652 60 202 57 196 h 1.03(0.67,1.59) 14.77
Subtotal (I-squared = 0.0%, p = 0.580) > 1.19(0.90,1.57)  35.40
Study duration = 12 weeks :
Barthel 2009 153 254 128 238 —— 1.30(0.91,1.86) 21.47
NCT00171626 139 259 120 255 —— 1.30(0.92,1.84) 22.89
Baraf 2010 114 208 92 212 I 1.58 (1.08,2.33) 18.54
Subtotal (I-squared = 0.0%, p = 0.708) <> 1.38(1.12,1.70) 62.89
. |
Overall (I-squared = 0.0%, p = 0.691) O 1.30(1.10,1.53) 100.00
NOTE: Weights are from random effects analysis :
T T T T
0.01 0.1 1 5 20

Favours intervention  Does not favour intervention



2. Subgroup analyses of “Withdrawal due to adverse events” with topical diclofenac versus
placebo in patients with OA

Figure 68: Meta-analysis of “Withdrawal due to adverse events” with topical diclofenac versus
placebo in patients with OA, by OA location

Diclofenac: Withdrawals due to adverse events by OA location

n N
Study Active Active
Hand
Altman 2009 11 198
NCT00171652 9 202

Subtotal (I-squared = 0.0%, p = 0.615)

Knee

Baraf 2010 14
Barthel 2009 13
Briihimann 2003 1
Dreiser 1993 0

Niethard 2005 2
NCT00171626 13

Subtotal (I-squared = 11.4%, p = 0.342)

208
254
51
78
117
259

n

Placebo

4
5

o P N © W

6

Overall (I-squared = 0.0%, p = 0.545)

N
Placebo

187
196

238
52
77
121
255

NOTE: Weights are from random effects analysis

J S —

Odds Ratio (95% ClI)

2.69 (0.84, 8.61)
1.78 (0.59, 5.41)
2.17 (0.97, 4.84)

5.03 (1.42, 17.76)
1.37 (0.58, 3.27)
0.50 (0.04, 5.69)
0.32 (0.01, 8.10)
5.26 (0.25, 110.73)
2.19 (0.82, 5.86)
1.93 (1.05, 3.56)

2.00 (1.27,3.14)

%
Weight

15.07
16.49
31.57

12.79
26.98
3.44
1.97
2.19
21.07
68.43

100.00

T T
0.01 0.1
Favours intervention Does not favour intervention

<~
<

10 120

Figure 69: Meta-analysis of “Withdrawal due to adverse events” with topical diclofenac versus
placebo in patients with OA, by topical formulation (Gel, Cream, etc.)

Diclofenac: Withdrawals due to adverse events by topical formulation

n N n N %
Study Active Active Placebo Placebo Odds Ratio (95% CI) Weight
Gel
Altman 2009 11 198 4 187 — 2.69 (0.84, 8.61) 15.07
Baraf 2010 14 208 3 212 —_ 5.03 (1.42, 17.76) 12.79
Barthel 2009 13 254 9 238 e 1.37 (0.58, 3.27) 26.98
Niethard 2005 2 117 0 121 n 5.26 (0.25, 110.73)  2.19
NCT00171652 9 202 5 196 T 1.78 (0.59, 5.41) 16.49
NCT00171626 13 259 6 255 T— 2.19 (0.82, 5.86) 21.07
Subtotal (I-squared = 0.0%, p = 0.647) <> 2.18(1.37, 3.47) 94.59
Patch :
Brihlmann 2003 1 51 2 52 : 0.50 (0.04, 5.69) 3.44
Subtotal (I-squared = .%, p =.) _ 0.50 (0.04, 5.69) 3.44
Plaster i
Dreiser 1993 0 78 1 77 N 0.32(0.01, 8.10) 1.97
Subtotal (I-squared =.%, p = .) _ T 0.32 (0.01, 8.10) 1.97
Overall (I-squared = 0.0%, p = 0.545) <> 2.00(1.27, 3.14) 100.00
NOTE: Weights are from random effects analysis :
T T T T
0.01 0.1 1 10 120

Favours intervention Does not favour intervention



Figure 70: Meta-analysis of “Withdrawal due to adverse events” with topical diclofenac versus

placebo in patients with OA, by daily dos

e (mg)

Diclofenac: Withdrawals due to adverse events by daily dose (mg)

n N n N
Study Active Active Placebo Placebo

Dosage: < 200 mg/day

Altman 2009 11 198 4 187
Baraf 2010 14 208 3 212
Barthel 2009 13 254 9 238
Niethard 2005 2 117 0 121
NCT00171652 9 202 5 196
NCT00171626 13 259 6 255
Subtotal (I-squared = 0.0%, p = 0.647)

Dosage: >= 200 mg/day

Briihimann 2003 1 51 2 52
Dreiser 1993 0 78 1 77

Subtotal (I-squared = 0.0%, p = 0.834)

Overall (I-squared = 0.0%, p = 0.545)

NOTE: Weights are from random effects analysis
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Odds Ratio (95% ClI)

2.69 (0.84, 8.61)
5.03 (1.42, 17.76)
1.37 (0.58, 3.27)
5.26 (0.25, 110.73)
1.78 (0.59, 5.41)
2.19 (0.82, 5.86)
2.18 (1.37, 3.47)

0.50 (0.04, 5.69)
0.32 (0.01, 8.10)
0.43 (0.06, 2.97)

2.00 (1.27, 3.14)

%
Weight

15.07
12.79
26.98
2.19

16.49
21.07
94.59

3.44
1.97
5.41

100.00

0.01 0.1 1 10 120

Favours intervention Does not favour intervention

Figure 71: Meta-analysis of “Withdrawal due to adverse events” with topical diclofenac versus

placebo in patients with OA, by study du

ration (in weeks)

Diclofenac: Withdrawals due to adverse events by study duration

n N n N

Study Active Active Placebo Placebo

Study duration <= 2 weeks

Dreiser 1993 0 78 1 7
Briihimann 2003 1 51 2 52
Subtotal (I-squared = 0.0%, p = 0.834)

Study duration: 3-8 weeks

Niethard 2005 2 117 0 121
Altman 2009 11 198 4 187
NCT00171652 9 202 5 196

Subtotal (I-squared = 0.0%, p = 0.757)

Study duration = 12 weeks

Barthel 2009 13 254 9 238
NCT00171626 13 259 6 255
Baraf 2010 14 208 3 212

Subtotal (I-squared = 27.6%, p = 0.251)

Overall (I-squared = 0.0%, p = 0.545)

NOTE: Weights are from random effects analysis
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0.32 (0.01, 8.10)
0.50 (0.04, 5.69)
0.43 (0.06, 2.97)

5.26 (0.25, 110.73)
2.69 (0.84, 8.61)
1.78 (0.59, 5.41)
2.30 (1.06, 5.00)

1.37 (0.58, 3.27)
2.19 (0.82, 5.86)
5.03 (1.42, 17.76)
2.20 (1.11, 4.40)

2.00 (1.27, 3.14)

1.97
3.44
5.41

2.19

15.07
16.49
33.76

26.98
21.07
12.79
60.83

100.00

T T
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Favours intervention Does not favour intervention



