Appendix 1: Trial outcomes data 
A: Cough-evoked pain intensity
	Treatment
	Cough-evoked pain intensity

	
	Day of surgery
	Postoperative day 1
	Postoperative day 2

	
	2 hrs
	4 hrs
	6 hrs
	8 am
	noon
	4 pm
	8 am
	noon
	4 pm

	
	n
	Mean
± SD
	n
	Mean
± SD
	n
	Mean
± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD

	AMG
	9
	5.3 ± 3.1
	8
	5.1 ± 2.0
	10
	4.6 ± 2.9
	16
	4.8 ± 2.4
	16
	4.6 ± 2.4
	14
	4.1 ± 2.1
	16
	3.3 ± 2.4
	13
	3.0 ± 2.1
	11
	3.1 ± 2.4

	AM
	10
	4.9 ± 3.2
	11
	4.2 ± 2.8
	11
	3.1 ± 2.4
	13
	3.3 ± 2.6
	13
	3.5 ± 2.4
	14
	3.9 ± 2.7
	13
	4.2 ± 3.1
	12
	3.8 ± 2.6
	11
	3.8 ± 3.0

	AG 
	8
	3.3 ± 3.3
	14
	3.6 ± 2.7
	14
	3.7 ± 3.0
	16
	4.6 ± 2.0
	14
	4.6 ± 2.6
	15
	4.9 ± 2.4
	14
	3.3 ± 1.8
	14
	3.5 ± 1.8
	12
	3.7 ± 2.4

	MG
	13
	5.6 ± 3.0
	13
	5.5 ± 3.0
	10
	4.5 ± 2.9
	18
	5.7 ± 2.0
	19
	5.2 ± 2.3
	18
	4.4 ± 2.1
	18
	4.2 ± 2.2
	15
	4.0 ± 2.5
	14
	3.8 ± 2.2

	
	
	
	
	
	
	
	
	
	


overall p=0.45 between 4 treatment groups
B: Pain Intensity at rest
	Treatment
	pain intensity at rest

	
	Day of surgery
	Postoperative day 1
	Postoperative day 2

	
	2 hrs
	4 hrs
	6 hrs
	8 am
	noon
	4 pm
	8 am
	noon
	4 pm

	
	n
	Mean
± SD
	n
	Mean
± SD
	n
	Mean
± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD

	AMG
	18
	4.7 ± 1.9
	16
	3.4 ± 2.5
	18
	2.7 ± 2.0
	17
	2.8 ± 1.9
	16
	2.1 ± 1.7
	16
	2.4 ± 2.1
	16
	1.6 ± 1.7
	13
	1.4 ± 1.6
	11
	1.5 ± 1.8

	AM
	16
	3.9 ± 2.4
	11
	2.7 ± 2.1
	14
	2.4 ± 1.7
	14
	1.6 ± 1.1
	14
	1.4 ± 0.9
	14
	1.4 ± 1.3
	13
	1.8 ± 1.8
	12
	1.2 ± 1.3
	11
	1.0 ± 1.1

	AG 
	18
	3.6 ± 2.7
	15
	2.9 ± 2.4
	17
	2.6 ± 1.9
	17
	2.1 ± 2.0
	16
	1.4 ± 1.5
	15
	2.3 ± 2.1
	14
	1.6± 1.2
	14
	1.1 ± 1.0
	12
	1.3 ± 1.4

	MG
	20
	4.1 ± 2.6
	19
	3.3 ± 2.1
	16
	3.9 ± 2.1
	20
	3.3 ± 2.0
	19
	2.7 ± 2.4
	19
	2.5 ± 2.3
	18
	1.7 ± 1.6
	17
	1.8 ± 1.6
	15
	1.5 ± 1.4

	
	
	
	
	
	
	
	
	
	


overall p=0.19 between 4 treatment groups


C: Pain intensity during sitting
	Treatment
	Pain intensity during sitting

	
	Postoperative day 1
	Postoperative day 2

	
	8 am
	noon
	4 pm
	8 am
	noon
	4 pm

	
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD

	AMG
	15
	4.5 ± 2.3
	16
	4.2 ± 2.6
	15
	4.0 ± 2.5
	16
	3.1 ± 1.7
	13
	2.7 ± 2.2
	11
	3.1 ± 2.5

	AM
	13
	3.6 ± 2.8
	14
	3.0 ± 1.5
	13
	3.1 ± 2.3
	13
	3.8 ± 2.6
	12
	2.8 ± 1.7
	10
	2.4 ± 1.9

	AG 
	13
	5.5 ± 2.3
	14
	4.5 ± 2.1
	15
	5.4 ± 2.5
	14
	3.6± 1.4
	14
	3.3 ± 2.0
	12
	4.2 ± 2.7

	MG
	18
	4.9 ± 2.0
	18
	4.6 ± 2.4
	18
	4.9 ± 2.6
	18
	4.1 ± 2.4
	16
	3.3 ± 2.4
	14
	3.6 ± 2.5

	
	
	
	
	
	
	


			overall p=0.13 between 4 treatment groups
D: Pain intensity with forced expiration
	Treatment
	Pain intensity with forced expiration

	
	Postoperative day 1
	Postoperative day 2

	
	8 am
	noon
	4 pm
	8 am
	noon
	4 pm

	
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD

	AMG
	16
	3.6 ± 1.7
	16
	3.8 ± 2.1
	14
	3.0 ± 1.8
	16
	[bookmark: _GoBack]2.1 ± 1.3
	13
	2.2 ± 1.5
	11
	2.6 ± 2.1

	AM
	13
	2.1 ± 2.2
	13
	2.3 ± 1.8
	14
	2.6 ± 2.6
	13
	2.6 ± 1.6
	12
	1.8 ± 1.3
	10
	1.3 ± 1.1

	AG 
	14
	2.9 ± 2.2
	13
	3.2 ± 2.8
	14
	2.7 ± 2.1
	14
	1.6± 1.6
	14
	2.0 ± 2.1
	12
	2.2 ± 1.8

	MG
	19
	3.9 ± 2.1
	17
	3.8 ± 2.7
	18
	3.2 ± 2.7
	18
	2.7 ± 1.8
	15
	2.7 ± 2.3
	14
	2.4 ± 1.8

	
	
	
	
	
	
	


			overall p=0.36 between 4 treatment groups
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Appendix 2. Conditional power results from interim analysis

	cough-evoked pain intensity
	Conditional power based on the trend of current difference

	day of surgery-2hrs
	

	AMG-AM
	0.015055

	AMG-AG
	0.60655

	AMG-MG
	0.008463

	
	

	day of surgery-4hrs
	

	AMG-AM
	0.172301

	AMG-AG
	0.632156

	AMG-MG
	0.020408

	
	

	day of surgery-6hrs
	

	AMG-AM
	0.487536

	AMG-AG
	0.084706

	AMG-MG
	0.004027

	
	

	postoperative day  1-8 am

	AMG-AM
	0.55935

	AMG-AG
	0.003387

	AMG-MG
	0.172072

	
	

	postoperative day  1-noon

	AMG-AM
	0.271867

	AMG-AG
	0.000834

	AMG-MG
	0.032108

	
	

	postoperative day  1-4 pm

	AMG-AM
	0.004365

	AMG-AG
	0.123392

	AMG-MG
	0.007835

	
	

	postoperative day  2-8 am

	AMG-AM
	0.087127

	AMG-AG
	0.000834

	AMG-MG
	0.150259

	
	

	postoperative day  2-noon

	AMG-AM
	0.114231

	AMG-AG
	0.047374

	AMG-MG
	0.237389

	
	

	postoperative day  2-4 pm

	AMG-AM
	0.092498

	AMG-AG
	0.082969

	AMG-MG
	0.119029




Appendix 3: Opioid consumption
	Treatment
	
	Opioid consumption (intravenous morphine mg equivalents)

	
	
	Day of surgery
	Postoperative day 1
	Postoperative day 2

	
	
	2 hrs
	4 hrs
	6 hrs
	8 am
	noon
	4 pm
	8 am
	noon
	4 pm

	AMG
	interval
	
	19.8 ± 12.3
	
	14.6 ± 8.64
	
	15.4 ± 11.3
	
	31.4 ± 23.6
	
	4.93 ± 4.09
	
	5.55 ± 4.68
	
	41.0 ± 43.1
	
	1.74 ± 2.69
	
	2.21
± 2.61

	
	cumulative
	
	19.8
	
	34.4
	
	49.8
	
	81.2
	
	86.1
	
	91.7
	
	132.7
	
	134.4
	
	136.6

	AM
	interval
	
	30.0 ± 15.0
	
	20.4 ± 13.7
	
	28.2
± 14.0
	
	43.2
± 24.6
	
	3.93 ± 4.30
	
	3.56 ± 3.38
	
	34.2 ± 35.5
	
	1.48 ± 2.76
	
	3.04
± 4.30

	
	cumulative
	
	30.0
	
	50.4
	
	78.6
	
	121.8
	
	125.7
	
	129.3
	
	163.5
	
	164.9
	
	168.0

	AG 
	interval
	
	16.6 ± 11.0
	
	15.4 ± 11.1
	
	16.1 ± 11.6
	
	29.2
± 23.0
	
	5.96 ± 6.33
	
	4.80
± 3.32
	
	47.9 ± 55.2
	
	2.64 ± 4.45
	
	4.06
 ± 4.02

	
	cumulative
	
	16.6
	
	32
	
	48.1
	
	77.3
	
	83.3
	
	88.1
	
	135.9
	
	138.6
	
	142.7

	MG
	interval
	
	23.8 ± 14.4
	
	19.1 ± 12.5
	
	22.6
± 17.2
	
	45.8
± 31.2
	
	8.26
± 6.08
	
	7.31
± 6.09
	
	63.0
± 59.5
	
	2.01
± 3.36
	
	3.58 ± 3.15

	
	cumulative
	
	23.8
	
	42.9
	
	65.5
	
	111.3
	
	119.6
	
	126.9
	
	189.9
	
	191.9
	
	195.5


Cumulative and interval morphine consumption during the day of surgery and the next two postoperative days in the acetaminophen (A) + meloxicam (M) + gabapentin (G) group (AMG) as well as in the acetaminophen + meloxicam (AM), the acetaminophen + gabapentin (AG) and the meloxicam + gabapentin (MG) groups. Values are Mean ± SD.

Appendix 4: Other secondary outcome measures 
	Treatment
	Peak expiratory flow rate

	
	Preoperatively
	Postoperative day 1
	Postoperative day 2

	
	
	8 am
	noon
	4 pm
	8 am
	noon
	4 pm

	
	n
	Mean ±
SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD

	AMG
	22
	350 ± 102
	16
	264.1 ± 82
	15
	276 ± 93
	15
	286 ± 91
	16
	284 ± 80
	13
	294 ± 63
	10
	294 ± 60

	AM
	21
	358 ± 92
	13
	258 ± 75
	13
	268 ± 82
	14
	264 ± 63
	13
	259 ± 86
	12
	260 ± 71
	10
	287 ± 94

	AG 
	21
	363 ± 85
	14
	269 ± 83
	13
	271 ± 73
	15
	290 ± 81
	14
	301 ± 101
	14
	314 ± 87
	12
	319 ± 84

	MG
	22
	385 ± 98
	18
	244 ± 75
	18
	261 ± 85
	18
	270 ± 76
	18
	275 ± 62
	16
	278 ± 77
	15
	289 ± 100


overall p=0.99 between 4 treatment groups

	Treatment
	Postoperative Day 2

	
	Timed up and go test
	Modified BPI Interference Subscales

	
	Difference (seconds)
	General Activity
	Mood
	Walk
	relationship
	sleep

	
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD
	n
	Mean ± SD

	AMG
	16
	7.9 ± 10.8
	15
	3.8 ± 2.9
	16
	0.9 ± 2.1
	16
	3.4 ± 3.1
	16
	0.3 ± 0.6
	16
	2.2 ± 2.5

	AM
	10
	2.5 ± 3.0
	12
	2.7 ± 3.5
	12
	1.3 ± 2.5
	12
	2.3 ± 3.1
	12
	0.3 ± 1.2
	12
	2.8 ± 3.7

	AG 
	13
	7.6 ± 5.3
	14
	4.9 ± 3.1
	14
	1.9 ± 3.2
	14
	4.1 ± 3.2
	14
	1.3 ± 3.3
	14
	3.2 ± 3.4

	MG
	16
	6.2 ± 4.7
	18
	3.3 ± 2.7
	18
	1.7 ± 3.0
	18
	2.9 ± 2.9
	18
	0.8 ± 2.2
	18
	2.1 ± 3.2



	Treatment
	30 day Postoperative surgical pain intensity

	
	Present pain
	Worst pain
	Sit/stand pain
	Cough pain

	
	n
	Mean ± SD
	≥4/10 (%)
	n
	Mean ± SD
	≥4/10 (%)
	n
	Mean ± SD
	≥4/10 (%)
	n
	Mean ± SD
	≥4/10 (%)

	AMG
	16
	0.4 ± 0.9
	0 (0)
	16
	3.2 ± 2.8
	7 (44)
	16
	0.9 ± 1.5
	2 (13)
	16
	1.3 ± 1.4
	1 (6)

	AM
	14
	0.8 ± 1.6
	2 (14)
	14
	1.9 ± 2.4
	3 (21)
	14
	1.1 ± 2.2
	2 (14)
	14
	1.9 ± 2.2
	2 (14)

	AG 
	15
	0.6 ± 1.2
	1 (7)
	15
	3.3 ± 2.7
	8 (53)
	15
	1.3 ± 1.8
	3 (20)
	14
	1.1 ± 1.5
	1 (7)

	MG
	18
	0.8 ± 1.1
	1 (6)
	18
	3.1 ± 2.4
	8 (31)
	18
	1.3 ± 1.5
	1 (6)
	18
	1.9 ± 2.3
	4 (22)





Appendix 5: Treatment emergent side effects
Side effects reported by patients in the acetaminophen + meloxicam + gabapentin (AMG) group as well as in the acetaminophen + meloxicam (AM), the acetaminophen + gabapentin (AG) and the meloxicam + gabapentin (MG) groups. A reported event indicates a patient rating that side effect, as moderate or severe, at least once during the study. NA: Not available.
	Side effects
	Day of surgery
	Postoperative day 1
	Postoperative day 2

	
	AMG
	AM
	AG
	MG
	p-value
	AMG
	AM
	AG
	MG
	p-value
	AMG
	AM
	AG
	MG
	p-value

	
	Number of events (%)
	
	Number of events (%)
	
	Number of events (%)
	

	drowsiness/sedation
	5 (26)
	4 (25)
	4 (24)
	8 (40)
	0.70
	1 (6)
	3 (21)
	4 (24)
	4 (20)
	0.53
	2 (13)
	0 (0)
	0 (0)
	1 (5)
	0.48

	nausea
	3 (16)
	4 (25)
	5 (29)
	4 (20)
	0.82
	3 (18)
	3 (21)
	6 (35)
	6 (30)
	0.65
	1 (6)
	4 (31)
	2 (14)
	2 (11)
	0.34

	dizziness/lightheadedness
	3 (16)
	2 (13)
	1 (6)
	0 (0)
	0.25
	2 (12)
	4 (29)
	4 (24)
	3 (15)
	0.63
	0 (0)
	0 (0)
	0 (0)
	1 (5)
	1.0

	vomiting
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	1 (7)
	1 (6)
	2 (3)
	0.72
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA

	constipation
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA

	urinary retention
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA

	disorientation
	1 (5)
	0 (0)
	0 (0)
	0 (0)
	0.72
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA

	weakness
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	1 (5)
	1.0
	0 (0)
	0 (0)
	0 (0)
	1 (5)
	1.0

	pruritus
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	1 (5)
	1.0
	2 (13)
	0 (0)
	0 (0)
	1 (5)
	0.48

	dry mouth
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	1 (6)
	0 (0)
	0 (0)
	1 (5)
	0.71
	2 (13)
	0 (0)
	0 (0)
	1 (5)
	0.48

	headache
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	1 (6)
	1 (5)
	1.0
	0 (0)
	1 (8)
	1 (7)
	4 (21)
	0.22

	anxiety
	0 (0)
	0 (0)
	0 (0)
	1 (5)
	1.0
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA
	0 (0)
	0 (0)
	0 (0)
	0 (0)
	NA




