[bookmark: _GoBack]Supplemental Online Material Table 1. Randomized, double-blind, placebo-controlled studies of pregabalin efficacy and safety 
	Study 
	Geographic location
	Study design
	Treatment duration (weeks)
	Patients
	Number of patients
	Pregabalin doses (mg/day)
	Primary efficacy endpoint or evaluation

	Crofford et al. 2005 [1]
	US
	Parallel group
	8
	Adults with FM
	529a
	150, 300, 450
	Mean pain score on an 11-point NRS

	Mease et al. 2008 [2]
	US
	Parallel group
	13
	Adults with FM
	748a
	300, 450, 600
	Mean pain score on an 11-point NRS

	Crofford et al. 2008 [3]
	US
	Randomized withdrawal
	32
	Adults with FM
	1051b
	300, 450, 600
	Time to LTRc

	Arnold et al. 2008 [4]
	US
	Parallel group
	14
	Adults with FM
	750a
	300, 450, 600
	Mean pain score on an 11-point NRS

	Pauer et al. 2011 [5]
	International
	Parallel group
	14
	Adults with FM
	747a
	300, 450, 600
	Mean pain score on an 11-point NRS

	Ohta et al. 2012 [6]
	Japan
	Parallel group
	15
	Adults with FM
	501a
	300, 450
	Mean pain score on an 11-point NRS

	Roth et al. 2012 [7]
	International
	2-way crossover, PSG
	4
	Adults with FM and disturbed sleep
	119a
	150, 300, 450 
	WASO

	Harris et al. 2013 [8]
	US
	2-way crossover, neuroimaging
	3
	Adults with FM
	27a
	450
	Voxel-wise BOLD brain activation signals using fMRI

	Arnold et al. 2014 [9]
	International
	Randomized withdrawal
	19
	Adults with FM
	441b
	165, 330, 495d
	Time to LTRe

	Arnold et al. 2015 [10]
	International
	2-way crossover
	6
	Adults with FM taking an SSRI or SNRI for comorbid depression
	197a
	300, 450
	Mean pain score on an 11-point NRS

	Arnold et al. 2016 [11]
	International
	Parallel group
	15
	Adolescents (12–17 years) with FM
	107a
	75, 150, 300, 450
	Mean pain score on an 11-point NRS



aNumber of patients randomized at the start of the double-blind treatment phase. 
bNumber of patients at the start of the single-blind treatment phase.
cLoss of therapeutic response defined as <30% reduction in pain score relative to the open-label baseline value at 2 consecutive visits of the double-blind phase, or worsening of FM symptoms that necessitated alternate treatment, in the judgment of the investigator.
dDosing in this study assessed a new pregabalin controlled release formulation. Starting dose of 165 mg/day optimized to 300 or 495 mg/day during the single-blind phase. Doses of 330 and 495 mg/day are bioequivalent to doses of pregabalin immediate release capsule formulation at doses of 300 and 450 mg/day [12,13].
eLoss of therapeutic response defined as <30% pain response relative to the baseline phase or discontinuation owing to lack of efficacy or adverse events, during the double-blind phase.
BOLD = blood oxygen level dependent; FM = fibromyalgia; fMRI = functional magnetic resonance imaging; LTR = loss of therapeutic response; NRS = numeric rating scale; PSG = polysomnography; SNRI = serotonin/norepinephrine reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; US = United States; WASO = wake after sleep onset.


Supplemental Online Material Table 2. Meta-analyses of pregabalin efficacy and tolerability versus placebo 
	Study
	No. of clinical studies in analysis
	Measures
	Dose (mg/day)
	Key results

	
	
	
	
	Pain endpoints
	Other endpoints
	Tolerability

	Moore et al. 2009 [14]
	5
	RB (95% CI) for 30% and 50% pain response rates, and PGICa, and RR (95% CI) for withdrawals due to AEs
	300
	30%: 1.4 (1.2, 1.6)
50%: 1.5 (1.2, 1.9)
	PGIC: 1.5 (1.2, 1.9)
	1.6 (1.2, 2.1)

	
	
	
	450
	30%: 1.5 (1.3, 1.8)
50%: 1.7 (1.4, 2.1)
	PGIC: 1.5 (1.3, 1.8)
	1.9 (1.5, 2.5)

	
	
	
	600
	30%: 1.4 (1.2, 1.6)
50%: 1.6 (1.3, 2.1)
	PGIC: 1.5 (1.2, 1.7)
	2.5 (1.9, 3.3)

	Hauser et al. 2010 [15]
	4
	SMD (95% CI) for pain, sleep, fatigue, depression, and HRQOL
	All doses (150–600)
	–0.27 (–0.35, –0.19); p < 0.001
	Sleep: –0.37 (–0.46, –0.28); 
p < 0.001
Fatigue: –0.16 (–0.23, –0.9); 
p < 0.001
Depression: 0.01 (–0.07, 0.10); 
p = 0.75
HRQOL: –0.25 (–0.36, –0.13); 
p < 0.001
	–

	Straube et al. 2010 [16]
	5
	RB (95% CI) for 30% and 50% pain response rates, and PGICa, and RR (95% CI) for withdrawals due to AEs
	300
	30%: 1.4 (1.2, 1.6)
50%: 1.5 (1.2, 1.9)
	PGIC: 1.3 (1.1, 1.6)
	1.6 (1.2, 2.1)

	
	
	
	450
	30%: 1.5 (1.3, 1.8)
50%: 1.7 (1.4, 2.1)
	PGIC: 1.6 (1.3, 1.8)
	1.9 (1.5, 2.5)

	
	
	
	600
	30%: 1.4 (1.2, 1.7)
50%: 1.6 (1.3, 2.1)
	PGIC: 1.5 (1.3, 1.8)
	2.5 (1.9, 3.3)

	Tzellos et al. 2010 [17]
	3
	OR (95% CI) for 30% pain response rates and withdrawals due to AEs
	300
	1.5 (1.2, 2.0); p < 0.01
	–
	1.7 (1.1, 2.4); 
p < 0.05

	
	
	
	450
	1.9 (1.5, 2.5); p < 0.001
	–
	2.3 (1.6, 3.3); 
p < 0.001

	
	
	
	600
	1.7 (1.3, 2.3); p < 0.001
	–
	3.6 (2.4, 5.3); 
p < 0.001

	Choy et al. 2011 [18]
	5
	WMD (95% CI) for absolute reduction in pain score and FIQ total score, and log OR (95% CI) for 30% pain response rate
	300
	Pain score: 0.5 (0.2, 0.8); p < 0.05
30%: 0.5 (0.3, 0.7); p < 0.05
	FIQ: 2.2 (0.1, 4.4); p < 0.05
	–

	
	
	
	450
	Pain score: 0.7 (0.4, 1.0); p < 0.05
30%: 0.7 (0.4, 1.0); p < 0.05
	FIQ: 4.5 (2.3, 6.8); p < 0.05
	–

	
	
	
	600
	Pain score: 0.7 (0.3, 1.1); p < 0.05
30%: 0.5 (0.3, 0.8); p < 0.05
	FIQ: 2.7 (0.1, 5.3); p < 0.05
	–

	Roskell et al. 2011 [19]
	3
	RR (95% CI) for 30% and 50% pain response rates, and withdrawals due to AEs
	300
	30%: 1.3 (1.1, 1.6); p < 0.01
50%: 1.5 (1.1, 2.2); p < 0.05
	–
	1.6 (1.1, 2.2); 
p < 0.01

	
	
	
	450
	30%: 1.5 (1.2, 1.9); p < 0.001
50%: 1.9 (1.4, 2.7); p < 0.001
	–
	2.1 (1.5, 2.8); 
p < 0.001

	Nuesch et al. 2012 [20]
	4
	SMD (95% CrI) for pain and HRQOL
	All doses (150–600)
	–0.3 (–0.6, 0.0)
	HRQOL: –0.2 (–0.7, 0.2)
	–

	Zaccara et al. 2012 [21]
	3
	RD (95% CI) for withdrawals due to AEs
	600
	–
	–
	0.2 (0.1, 0.2)

	Uceyler et al. 2013 [22]
	5
	Risk ratio (95% CI) for 30% and 50% pain response rates, PGICa, and withdrawals owing to AEs and SAEs, and SMD (95% CI) for sleep, fatigue, depression, anxiety, and FIQ total score
	300
	50%: 1.5 (1.0, 2.1); p < 0.03
	Sleep: –0.3 (–0.4, –0.1); p < 0.001
Fatigue: –0.2 (–0.3, 0.0); p < 0.05
	–

	
	
	
	450
	50%: 1.8 (1.2, 2.5); p < 0.01
	Sleep: –0.5 (–0.6, –0.3); p < 0.001
Fatigue: –0.2 (–0.3, 0.0); p = 0.06
	–

	
	
	
	600
	50%: 1.5 (1.0, 2.2); p < 0.05
	Sleep: –0.4 (–0.6, –0.2); p < 0.001
Fatigue: –0.1 (–0.3, 0.1); p = 0.35
	–

	
	
	
	Flexibleb
	50%: 1.9 (1.3, 2.8); p < 0.01
	Sleep: –0.2 (–0.4, 0.0); p < 0.05
Fatigue: –0.3 (–0.5, –0.1); 
p < 0.001
	–

	
	
	
	All doses (150–600, + flexible)
	30%: 1.4 (1.2, 1.5); p < 0.001
50%: 1.6 (1.3, 1.9); p < 0.001
	PGIC: 1.4 (1.2, 1.6); p < 0.001
Sleep: –0.4 (–0.4, –0.3); p < 0.0001
Fatigue: –0.2 (–0.3, –0.1); 
p < 0.001
Depression: –0.1 (–0.2, 0.0); 
p < 0.001
Anxiety: –0.1 (–0.2, 0.0); p < 0.001
FIQ: –0.2 (–0.3, –0.1); p < 0.001
	AEs: 1.7 (1.4, 2.1); p < 0.001
SAEs: 1.0 (0.7, 1.5); p = 1.0

	Wiffen et al. 2013 [23]
	4
	Risk ratio (95% CI) for 30% and 50% pain response rates, and PGICa, and withdrawals due to AEs
	300
	30%: 1.4 (1.2, 1.6)
50%: 1.5 (0.2, 2.9)
	PGIC: 1.5 (1.2, 1.9)
	–

	
	
	
	450
	30%: 1.5 (1.3, 1.8)
50%: 1.7 (1.4, 2.1)
	PGIC: 1.5 (1.3, 1.8)
	–

	
	
	
	600
	30%: 1.4 (1.2, 1.6)
50%: 1.6 (1.3, 2.1)
	PGIC: 1.5 (1.2, 1.7)
	–

	Derry et al. 2016 [24]
	7
	RB (95% CI) for 30% and 50% pain response rate, PGICa, and withdrawals due to AEs
	300
	30%: 1.4 (1.2, 1.6)
50%: 1.5 (1.2, 1.9); p < 0.001
	PGIC: 1.3 (1.1, 1.6); p < 0.001
	1.6 (1.2, 2.1)

	
	
	
	450
	30%: 1.5 (1.3, 1.7)
50%: 1.8 (1.4, 2.1); p < 0.001
	PGIC: 1.3 (1.2, 1.5); p < 0.001
	2.0 (1.6, 2.6)

	
	
	
	600
	30%: 1.4 (1.2, 1.6)
50%: 1.6 (1.3, 2.1); p < 0.001
	PGIC: 1.5 (1.3, 1.8); p < 0.001
	2.5 (1.9, 3.3)



aPGIC responders classified as those patients reporting symptoms ‘much improved’ or ‘very much improved’.
bFlexible dosing of 300–450 mg/day.
AE = adverse event; CI = confidence interval; CrI = credibility interval; FIQ = Fibromyalgia Impact Questionnaire; HADS = Hospital Anxiety and Depression Scale; HRQOL = health related quality of life; MAF = Multidimensional Assessment of Fatigue; MFI = Multidimensional Fatigue Inventory; MOS = Medical Outcomes Sleep; NRS = numeric rating scale; OR = odds ratio; PGIC = Patient Global Impression of Change; RB = relative benefit; RD = risk difference; RR = relative risk; SAE = serious adverse event; SF-36 = Short Form-36 Health Survey; SMD = standardized mean difference; WMD = weighted mean difference.

Supplemental Online Material Table 3. Pregabalin combination studies 
	Study
	Study design
	Treatment arms, including doses (mg/day)
	Treatment duration (weeks)
	Patients
	Key results

	
	
	
	
	
	Pain endpoints
	Other endpoints
	Tolerability

	Calandre et al. 2007 [25]
	Open-label, uncontrolled
	Combination: QUE (25–100) + PGB (75–375)
	12
	19 patients taking QUE for ≥6 months
	Significant improvement for combination vs. monotherapy for FIQ pain subscale
	Significant improvements for combination vs. monotherapy for BDI, state-STAI, and SF-12 physical scores, but not FIQ total score, PSQI, trait-STAI, or SF-12 mental scores
	3 patients withdrew due to AEs 

	Calandre et al. 2011 [26]
	2-phase (TZD monotherapy followed by combination), open-label, uncontrolled
	Monotherapy: TZD (50–300)
Combination: TZD + PGB (75–450)
	Monotherapy 12, combination 12
	41 patients who stopped their currently prescribed treatment
	Improvements in BPI pain severity and pain interference with daily activities, and proportion of pain responders for combination vs. monotherapy
	Improvements in FIQ total score, HADS-A, BDI and HADS-D scores, and proportion of PGI responders, but not PSQI total score for combination vs. monotherapy
	2 patients withdrew due to AEs in the combination phase

	Metyas et al. 2013 [27]
	Retrospective analysis
	Monotherapy: DLX (30–120), MIL (25–200), or PGB (50–450)
Combination: DLX/MIL + PGB
	n/a
	344 patients taking monotherapy, and 122 taking combination
	29.3% improvement in BPI score with combination vs. monotherapy 
	Improvements in severity, sleep quality, and depression for combination vs. monotherapy
	n/a

	Mease et al. 2013 [28]
	2-phase (run-in followed by PGB monotherapy vs. combination), randomized, open-label
	Run-in: PGB (300 or 450)
Randomized: PGB or PGB + MIL (100)
	Run-in: 4–12
Randomized: 11 
	705 patients in the run-in; 180 randomized to PGB and 184 to PGB + MIL
	Significant improvement in pain VAS for combination vs. monotherapy
	Significantly greater proportion of PGIC responders, and improved SF-36 subscale scores, MFI total, and MASQ total scores for combination vs. monotherapy patients
	14.6% and 17.4% withdrew due to AEs for monotherapy and combination, respectively

	Del Giorno et al. 2015 [29]
	Retrospective observational and prospective 2-phase observational (DLX + PGB followed by DLX + PGB + PEA) 
	Retrospective: DLX (30–60 + PGB (25–75), Prospective: DLX + PGB followed by DLX + PGB + PEA [600–200])
	Retrospective: 26
Prospective: DLX + PGB 13; DLX + PGB + PEA, 13
	45 patients in the retrospective study and 35 in the prospective study
	Retrospective: reduced evoked pain and pain VAS vs. baseline
Prospective: continued reduction in evoked pain and pain VAS with DLX + PGB + PEA vs DLX + PGB 
	Retrospective: reduced number of tender points
Prospective: continued reduction in tender points with DLX + PGB + PEA vs. DLX + PGB
	No patients withdrew due to AEs during the prospective study

	Gilron et al. 2016 [30]
	Randomized, PBO-controlled, double-blind, 4-period crossover
	Monotherapy: DLX (target 120), PGB (target 450)
Combination: DLX + PGB
	6 weeks per period
	41
	Significantly reduced pain NRS for combination vs. PBO and PGB, but not DLX; significantly larger proportion of patients reporting greater than moderate global pain relief for combination vs. PBO, PGB, and DLX
	Significantly better FIQ total score and SF-36 total score for combination vs. PBO, PGB, and DLX; significantly lower MOS-SS scores for combination vs. PBO and DLX, but not PGB
	1 patient withdrew PBO due to AEs, 1 patient PGB, 3 patients DLX, and 2 patients combination 

	Ramzy et al. 2017 [31]
	Prospective, randomized, controlled
	Combinations: AMI (25) + PGB (75); VEN (75) + PGB; PAR (25) + PGB
	26
	75 patients taking 75 mg/day PGB
	n/a
	Significantly better SSS-8, CESDS, life satisfaction, mood, and sleep quality scores for PAR + PGB vs. AMI + PGB and VEN + PGB
	Significantly better medication tolerability for PAR + PGB vs. AMI + PGB and VEN + PGB.



AE = adverse event; AMI = amitriptyline; BDI = Beck Depression Inventory; BPI = Brief Pain Inventory; DLX = duloxetine; FIQ = Fibromyalgia Impact Questionnaire; HADS-A = Hospital Anxiety and Depression Scale-Anxiety; HADS-D = Hospital Anxiety and Depression Scale-Depression; MASQ = Multiple Ability Self-Report Questionnaire; MFI = Multidimensional Fatigue Inventory; MIL = milnacipran; MOS-SS = Medical Outcomes Study-Sleep Scale; n/a = not available; NRS = numeric rating scale; PAR = paroxetine; PBO = placebo; PEA = palmitoylethanolamide; PGB = pregabalin; PGI = patient global improvement; PSQI = Pittsburgh Sleep Quality Index; QUE = quetiapine; SF-12 = Short Form-12 Health Survey; SF-36 = Short Form-36 Health Survey; STAI = State and Trait Anxiety Inventory; TZD = trazodone; VAS = visual analog scale; VEN = venlafaxine.
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Supplemental Online Material Figure 1. Commonly assessed secondary efficacy evaluations in the parallel group and crossover studies at the end of treatment by study and by pregabalin dose 
[bookmark: OLE_LINK1]Key in (A) also applies to (B). Key in (C) also applies to (D–F). Dotted lines in (C–F) indicate no change versus placebo. Data in Ohta et al. 2012 and Arnold et al. 2015 are for doses of 300 and 450 mg/day combined. Data in Arnold et al. 2016 are for doses of 75, 150, 300, and 450 mg/day combined. 30% and 50% pain responders were defined as those patients experiencing a ≥30% or ≥50% improvement in mean pain score based on an 11-point NRS from baseline, respectively. The version of FIQ used in Arnold et al. 2016 was a modified version specifically for children. Note that Harris et al. 2013 and Arnold et al. 2015 are 2-way crossover studies. Data from the 2 treatment periods in these studies were combined to produce a single data point. * p < 0.05, ** p < 0.01, and *** p < 0.001 versus placebo. FIQ = Fibromyalgia Impact Questionnaire; HADS-A = Hospital Anxiety and Depression Scale-Anxiety; HADS-D = Hospital Anxiety and Depression Scale-Depression; LS = least squares; MAF = Multidimensional Assessment of Fatigue; NRS = numeric rating scale.


Supplemental Online Material Figure 2. Common all-causality treatment-emergent adverse events by study and pregabalin dose in the placebo-controlled clinical studies 
Key in (A) also applies to (B–H). Selection of AEs based on those most commonly reported for adults with fibromyalgia in the United States prescribing information [32]. Data in the randomized withdrawal studies (Crofford et al. 2008 and Arnold et al. 2014) are for the initial treatment phase only. Data for all other studies are for the double-blind treatment phase. Pregabalin data in Ohta et al. 2012 and Arnold et al. 2015 are for doses of 300 and 450 mg/day combined. Pregabalin data in Roth et al. 2012 are for doses of 150, 300, and 450 mg/day combined. Pregabalin data in Arnold et al. 2016 are for doses of 75, 150, 300, and 450 mg/day combined. Note that Roth et al. 2012, Harris et al. 2013, and Arnold et al. 2015 are 2-way crossover studies. AEs were reported for both treatment periods and combined to produce a single data value. The incidences of some AEs in some of the studies was 0 as indicated. AEs = adverse events.
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