APPENDIX
Appendix A – Search strategy
	Cochrane Central Register of Controlled Trials (CENTRAL)

	Step
	Search Strategy

	1
	(osteoarthriti* OR osteoarthro* OR gonarthriti* OR gonarthro* OR coxarthriti* OR coxarthro* OR arthros* OR arthrot*) in Clinical Trials

	2
	MeSH descriptor Osteoarthritis explode all trees

	3
	1 OR 2





 (
720 potentially eligible reports 
retrieved for more detailed assessment
 
5290
 potentially relevant references identified
CENTRAL=
5290
685
 reports excluded based on full-text screening
No knee or hip OA = 15
No RCT = 24
Editorial, comment, review = 45
RCT, less than 
100 pts per treatment arm = 198
Active control group = 28
Double entry of references = 1
No paired outcomes
 available*** =
152
Protocol of trial which fulfils eligibility criteria =  6
Non-English = 171
Abstract = 40
Other = 5
Irretrievable full-text  = 0
4570
 reports excluded from further review
Published before 1980 = 
328
No knee or hip OA = 
1208
No RCT = 
229
Editorial, comment, review = 28
RCT, less than 100 
patients per treatment arm = 2038
Active control group = 439
Double entry of references = 212
Post-operative/post-surgical pain = 
88
35 reports on 29
 RCTs included 
Comparisons
    n=37
Oral NSAID
     
    n=10
Viscosupplementation
      
    n=
7
Opioids
    n=5
Other
    n=5
Food supplement
    n=4
Norepinephrine
 & Serotonin
    n=2
Acupuncture
    n=2
Topical NSAID
    n=2
)Appendix B - Flowdiagram displaying all stages of the systematic review.













Appendix C. Clinical and methodological characteristics of included randomised clinical trials 
	Study
	Type of treatment
	Treatment duration (weeks)
	Mean age (years)
	% women
	Symptom duration (years)
	Joint affected
	Concealment adequate
	Patient blinding adequate
	ITT performed
	Funding source

	Altman 1998
	Viscosupplementation
	4
	63
	57
	≥1
	Knee
	Unclear
	Yes
	No
	Fidia Pharmaceutical

	Altman 2001
	Miscellaneous (Ginger extract)
	6
	65
	63
	7
	Knee
	Yes
	Yes
	No
	GrängeMatic

	Altman 2004
	Viscosupplementation
	0.1
	63
	55
	6
	Knee
	Yes
	Yes
	No
	Q-Med AB

	Altman 2009
	Viscosupplementation
	2
	62
	63
	NA
	Knee
	Unclear
	Unclear
	No
	Ferring Pharmaceuticals

	Baer 2005
	Topical NSAIDs
	6
	65
	61
	NA
	Knee
	Yes
	Yes
	No
	Dimethaid Health Care

	Baltzer 2009
	Viscosupplementation; Miscellaneous (Autologous conditioned serum)
	3
	57
	55
	≥0.3
	Knee
	Yes
	Unclear
	No
	NA

	Barthel 2010
	Topical NSAIDs
	12
	60
	66
	≥0.5
	Knee
	Unclear
	Yes
	No
	Novartis and Endo Pharmaceuticals

	Benito-Ruiz 2009
	Miscellaneous (Collagen hydrolysate)
	26
	59
	92
	2
	Knee
	Unclear
	Yes
	No
	Protein

	Bolnot-Delmas 1996
	SNRIs; NSAIDs
	2
	60
	64
	6
	Knee or Hip
	Unclear
	Yes
	Yes
	NA

	Burch 2007
	Opioids
	12
	62
	63
	NA
	Knee
	Yes
	Yes
	No
	NA

	Chappel 2009
	SNRIs
	13
	62
	65
	7
	Knee
	Yes
	Yes
	Yes
	Eli Lilly and Company

	Clegg 2006
	NSAIDs; Food supplements
	24
	59
	64
	10
	Knee
	Unclear
	Yes
	No
	National Institutes of Health (NIH)

	Emkley 2004
	Opioids
	13
	61
	68
	≥1
	Knee or Hip
	Unclear
	Yes
	No
	Ortho-McNeil Pharmaceutical

	Fishman 2007
	Opioids
	13
	61
	61
	NA
	Knee
	Unclear
	Yes
	No
	Labopharm

	Forestier 2010
	Miscellaneous (Balneotherapy)
	3
	64
	47
	5.2
	Knee
	Yes
	No
	No
	French Society for Spa Research, the Rhone-Alpes Regional Council, and the County Council of Savoie

	Gana 2006
	Opioids
	12
	58
	66
	8
	Knee or Hip
	Yes
	Yes
	No
	Biovail Laboratories International

	Jorgensen 2010
	Viscosupplementation
	4
	62
	61
	6
	Knee
	Unclear
	Unclear
	No
	Clinical Institute Aarhus University and Danish Rheumatism Association

	Kahan 2003
	Viscosupplementation
	2
	66
	68
	6
	Knee
	Yes
	No
	No
	NA

	Kahan 2009
	Food supplements
	103
	62
	69
	6
	Knee
	Yes
	Yes
	Yes
	IBSA and Genévrier Laboratories

	Kivitz 2001
	NSAIDs
	12
	63
	66
	8
	Hip
	Unclear
	Yes
	No
	NA

	Mckenna 2001
	NSAIDs
	6
	62
	65
	9
	Knee
	Unclear
	Unclear
	No
	Pharmacia Corporation

	Miceli-Richard 2004
	Miscellaneous (Paracetamol)
	6
	70
	75
	4
	Knee
	Unclear
	Yes
	Yes
	NA

	Munera 2010
	Opioids
	4
	61
	67
	NA
	Knee or Hip
	Unclear
	Yes
	No
	Purdue Pharma

	Raynauld 2002
	Viscosupplementation
	2
	63
	71
	10
	Knee
	Yes
	No
	No
	Biomatrix

	Saag 2000
	NSAIDs
	6
	61
	76
	10
	Knee or Hip
	Unclear
	Yes
	No
	Merck

	Scharf 2006
	Acupuncture
	13
	62
	69
	5
	Knee
	Yes
	Yes
	No
	Health Insurance Companies

	Williams 2000
	NSAIDs
	6
	63
	67
	9
	Knee
	Unclear
	Yes
	No
	Searle and Pfizer

	Williams 2001
	NSAIDs
	6
	62
	71
	10
	Knee
	Unclear
	Yes
	No
	Pharmacia Corporation and Pfizer

	Witt 2006
	Acupuncture
	13
	61
	60
	5
	Knee or Hip
	Yes
	No
	No
	Health Insurance Companies

	NSAIDs: non-steroidal anti-inflammatory drug; SNRIs: serotonin and norepinephrine reuptake inhibitor ; ITT: analysis according to the intention-to-treat principle




Appendix D – Scatter plots per conversion method showing the association between observed log odds ratios (x axis) and approximated log odds ratio (y axis) at the trial-level, based on final values at follow-up.
[image: ]
ICC: intraclass correlation coefficient. Dashed lines indicate the line of identity between approximated and observed odds ratios; estimates lying above the line of identity indicate that the approximated odds ratio overestimates the observed treatment benefit; and estimates lying below the line of identity indicate that the approximated odds ratio underestimates the observed treatment benefit.


Appendix E – Ratio of odds ratios per conversion method based on final values at follow-up.
	Method of Conversion
	ROR (95%CI)

	Final values at follow-up 
	

	Hasselblad & Hedges
	0.95 (0.89 to 1.00)

	Cox & Snell
	0.90 (0.85 to 0.96)

	Furukawa
	0.90 (0.85 to 0.96)

	Suissa
	0.91 (0.86 to 0.97)

	Kraemer & Kupfer
	1.17 (1.06 to 1.30)

		ROR: ratio of odds ratios, CI: confidence interval. A ROR of 1 means no difference between approximated and observed odds ratios; a ROR >1 means that the approximated odds ratio overestimates the observed treatment response; and a ROR<1 means that the approximated odds ratio underestimates the observed treatment response.






Appendix F – Difference between approximated and observed risk differences per conversion method based on final values at follow-up.

	
Method of Conversion
	DRD (95%CI)

	Hasselblad & Hedges
	-1.2% (-2.4 to -0.1)

	Cox & Snell
	-2.3% (-3.5 to -1.2)

	Furukawa
	-2.2% (-3.4 to -1.1)

	Suissa
	-2.3% (-3.4 to -1.2)

	Kraemer & Kupfer
	4.0% (1.7 to 6.4)

		DRD: difference in risk rifference, CI: confidence interval. A DRD of 0 means no difference between approximated and observed risk differences; a DRD >0 means that the approximated risk difference overestimates the observed treatment response; and a DRD<0 means that the approximated risk difference underestimates the observed treatment response. Approximated risk differences were derived from final values at follow-up.






Appendix G – Scatter plots per conversion method showing the association between observed number needed to treat  (x axis) and approximated number needed to treat (y axis) at the trial-level, based on final values at follow-up.
[image: ]
ICC: intraclass correlation coefficient. Dashed lines indicate the line of identity between approximated and observed NNTs; estimates lying above the line of identity indicate that the approximated NNT overestimates the observed treatment benefit; and estimates lying below the line of identity indicate that the approximated NNT underestimates the observed treatment benefit.














Appendix H – Difference between approximated and observed number needed to treat (NNT) per conversion method based on final values at follow-up.
	Method of Conversion
	Difference in NNT (95%CI)

	Hasselblad & Hedges
	0.5 (-0.1 to 1.6)

	Cox & Snell
	0.9 (0.3 to 2.5)

	Furukawa
	1.0 (0.3 to 2.3)

	Suissa
	1.1 (0.2 to 2.7)

	Kraemer & Kupfer
	-1.4 (-1.6 to -0.7)

		CI: confidence interval. Positive differences mean that the approximated NNT underestimates the observed treatment benefit, and negative differences mean that the approximated NNT overestimates the observed treatment benefit.
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