
Figure. Mean Percentage Value from Baseline over Time in Interleukin-6 (IL-6) for the overall population (A) and excluding patients with extreme values (B) (mITT/Safety Population)
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Table. Change from baseline in Interleukin 6 (IL-6) on days 1, 3, 7, 14, 21 and 28 (mITT/ Safety Population)

	
	Melatonin 
 (n=12)
	Placebo 
 (n=6)
	Total 
 (n=18)

	Interleukin 6 (IL-6)
	Absolute value
	Percentage Value
	Absolute value
	Percentage Value
	Absolute value
	Percentage Value

	
	Screening - Day 0
	n
	8
	
	5
	
	13
	

	
	
	N missing
	4
	
	1
	
	5
	

	
	
	Mean (SD)
	63.83 (50.772)
	
	22.29 (25.703)
	
	47.85 (46.543)
	

	
	
	Median
	58.80
	
	12.10
	
	41.00
	

	
	
	(Q1, Q3)
	(30.90, 76.65)
	
	(6.60, 27.40)
	
	(12.10, 66.50)
	

	
	
	(Min, Max)
	(5.90, 172.00)
	
	(0.66, 64.70)
	
	(0.66, 172.00)
	

	
	Visit 1 - Day 1
	n
	10
	6
	5
	4
	15
	10

	
	
	N missing
	2
	6
	1
	2
	3
	8

	
	
	Mean (SD)
	42.05 (42.627)
	99.39 (44.523)
	202.88 (373.853)
	33062.80 (65635.01)
	95.66 (217.393)
	13284.75 (41542.06)

	
	
	Median
	31.70
	91.04
	17.80
	324.63
	31.60
	116.13

	
	
	(Q1, Q3)
	(23.80, 46.70)
	(64.29, 140.87)
	(14.10, 104.00)
	(178.24, 65947.36)
	(14.10, 54.20)
	(86.78, 269.70)

	
	
	(Min, Max)
	(5.50, 156.00)
	(46.38, 162.71)
	(10.50, 868.00)
	(86.78, 131515.2)
	(5.50, 868.00)
	(46.38, 131515.2)

	
	Visit 2 - Day 3
	n
	7
	6
	3
	3
	10
	9

	
	
	N missing
	5
	6
	3
	3
	8
	9

	
	
	Mean (SD)
	123.07 (219.541)
	138.83 (159.950)
	352.03 (561.486)
	50586.84 (87406.50)
	191.76 (338.266)
	16954.83 (50460.28)

	
	
	Median
	19.70
	60.45
	47.30
	172.63
	19.80
	95.67

	
	
	(Q1, Q3)
	(15.90, 184.00)
	(23.91, 333.90)
	(8.80, 1000.00)
	(72.73, 151515.2)
	(15.90, 184.00)
	(25.22, 333.90)

	
	
	(Min, Max)
	(4.60, 600.00)
	(5.46, 348.84)
	(8.80, 1000.00)
	(72.73, 151515.2)
	(4.60, 1000.00)
	(5.46, 151515.2)

	
	Visit 3 - Day 7
	n
	6
	5
	2
	2
	8
	7

	
	
	N missing
	6
	7
	4
	4
	10
	11

	
	
	Mean (SD)
	283.25 (403.440)
	993.37 (1172.538)
	111.50 (103.945)
	366.96 (435.896)
	240.31 (352.313)
	814.39 (1020.616)

	
	
	Median
	74.00
	286.44
	111.50
	366.96
	75.50
	286.44

	
	
	(Q1, Q3)
	(16.90, 530.00)
	(169.92, 1956.95)
	(38.00, 185.00)
	(58.73, 675.18)
	(25.95, 357.50)
	(58.73, 1956.95)

	
	
	(Min, Max)
	(4.60, 1000.00)
	(5.46, 2548.08)
	(38.00, 185.00)
	(58.73, 675.18)
	(4.60, 1000.00)
	(5.46, 2548.08)

	
	Visit 4 - Day 14
	n
	5
	3
	4
	3
	9
	6

	
	
	N missing
	5
	7
	0
	1
	5
	8

	
	
	Mean (SD)
	30.38 (14.538)
	263.65 (315.680)
	154.45 (222.417)
	24728.45 (42617.96)
	85.52 (151.435)
	12496.05 (30101.73)

	
	
	Median
	29.10
	132.69
	46.15
	179.20
	37.50
	155.94

	
	
	(Q1, Q3)
	(27.60, 36.80)
	(34.52, 623.73)
	(40.35, 268.55)
	(66.77, 73939.39)
	(29.10, 49.10)
	(66.77, 623.73)

	
	
	(Min, Max)
	(9.30, 49.10)
	(34.52, 623.73)
	(37.50, 488.00)
	(66.77, 73939.39)
	(9.30, 488.00)
	(34.52, 73939.39)

	
	Visit 5 - Day 21
	n
	2
	2
	2
	2
	4
	4

	
	
	N missing
	6
	6
	2
	2
	8
	8

	
	
	Mean (SD)
	22.75 (27.365)
	60.47 (4.017)
	51.15 (32.880)
	5687.28 (7899.021)
	36.95 (29.645)
	2873.87 (5599.271)

	
	
	Median
	22.75
	60.47
	51.15
	5687.28
	35.00
	82.57

	
	
	(Q1, Q3)
	(3.40, 42.10)
	(57.63, 63.31)
	(27.90, 74.40)
	(101.82, 11272.73)
	(15.65, 58.25)
	(60.47, 5687.28)

	
	
	(Min, Max)
	(3.40, 42.10)
	(57.63, 63.31)
	(27.90, 74.40)
	(101.82, 11272.73)
	(3.40, 74.40)
	(57.63, 11272.73)

	
	Visit Day 28
	n
	0
	0
	1
	1
	1
	1

	
	
	N missing
	4
	4
	3
	3
	7
	7

	
	
	Mean (SD)
	
	
	30.10 ( )
	109.85 ( )
	30.10 ( )
	109.85 ( )

	
	
	Median
	
	
	30.10
	109.85
	30.10
	109.85

	
	
	(Q1, Q3)
	
	
	(30.10, 30.10)
	(109.85, 109.85)
	(30.10, 30.10)
	(109.85, 109.85)

	
	
	(Min, Max)
	
	
	(30.10, 30.10)
	(109.85, 109.85)
	(30.10, 30.10)
	(109.85, 109.85)

	Instead of change, the percentage value from baseline was presented, calculated as: (Visit X value / Screening value) *100. In case of visit X value = Screening value, the percentage value was 100%. Final visit performed before day 28 that was recorded in 'Final Visit - Day 28' has been included in the subsequent visit to the last visit performed.

	


Figure. Individual Interleukin (IL-6) levels over Time for the overall melatonin group (A) and placebo group (B) (mITT/Safety Population)
A)                                                                     B)
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Figure. Individual Interleukin (IL-6) levels over Time excluding patients with extreme values in the melatonin group (A) and placebo group (B) (mITT/Safety Population)
A)                                                                     B)
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