Supplemental Table S2. Permutations of discordance between statistically significant (p<0.05) primary clinical and SF-36 outcomes to accompany:
[bookmark: _GoBack]Patient-reported functional health and well-being outcomes with drug therapy: 
A systematic review of randomized trials using the SF-36 Health Survey

	Primary Clinical Endpoint 
	SF-36 Outcomes

	
	Significant Improvement Only
	No Significant
Change
	Significant Decline Only
	Significant Improvement and Decline
	Total

	Significant Improvement
	108
	16
	0
	0
	124

	No Significant Change
	13
	43
	2
	1
	59

	Significant Decline
	1
	1
	0
	0
	2

	Total
	122
	60
	2
	1
	185





Discordant Trial Findings: Notable among discordant results, in 3 trials, a significant SF-36 decrement was documented without changes in the primary clinical endpoints. S45,S57,S166 Two of these three trials reported net mean PCS or MCS score decreases that exceeded the MID threshold for negative change and also reported greater adverse effects in the drug arm. S45,S57 The 16 trials with primary clinical endpoint improvement and no SF-36 response were distributed among a heterogeneous set of 15 conditions, precluding interpretation by therapeutic area. Many of these trials may have been underpowered to detect changes for secondary endpoints such as the SF-36 (sample size median=108, IQR:39 to 290). Among the 14 trials which observed significant SF-36 improvements without primary clinical endpoint improvement, 7 also observed significant improvements in secondary clinical endpoints.
Lessons from Discordant Findings 
Discordant findings can provide information useful in deciding whether a treatment is worth incorporating into practice. While apparently rare, we observed two cases where meaningful declines in SF-36 summary measures were associated with adverse effects of treatmentS45,S57, supporting the role of PRO measures in evaluating tolerability (Basch 2013). Additionally, when the SF-36 improved significantly without primary clinical endpoint improvement, secondary clinical endpoints confirmed the biological basis of observed HRQoL improvement.  Therapies for a separate category of conditions, “silent diseases”, such as hypertension, diabetes or osteoporosis, often did not produce SF-36 improvements (Chobanian 1986). HRQoL measurement for these diseases is most useful for understanding how well patients tolerate treatments as short term HRQoL benefits may not be expected from improving clinical markers such as blood pressure, blood sugar or bone density. On a methodological note, interpretation of discordant findings requires statistical power sufficient to detect changes in secondary endpoints, such as HRQoL. 

**When mentioned in the above text, individual trials are identified by superscripts corresponding to citations in the supplemental digital content Table S1.
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