microRNA associated with hepatocyte injury and systemic inflammation may predict adverse outcomes in cirrhotic patients
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SUPPLEMENTARY TABLES



	Group
	Definition


	ACLF
	Patients with established cirrhosis with an acute decompensation event leading to organ failure and an ACLF grade of 1 or higher4 

	AD
	Patients with established cirrhosis with an acute decompensation event with and an ACLF grade of 0 4

	dCLD
	Patients with established cirrhosis without an acute decompensation event and a Child-Pugh class of B/C5,6

	cCLD
	Patients with established cirrhosis without an acute decompensation event and a Child-Pugh class of A5,6

	ALF
	Patients without underlying CLD with an international normalized ratio (INR) of greater than 1.5 and any grade of hepatic encephalopathy as per West Haven Criteria7 within 12 weeks of hepatic insult

	Sepsis
	Patients without underlying CLD with life-threatening organ dysfunction (Sequential Organ Failure Assessment of 2 or greater) secondary to a dysregulated host response to infection8





Supplementary Table 1. Definition of the clinical cohorts































	miRNA 
	Mature variant

	miR-103a*
	hsa-miR-103a-3p

	miR-122
	hsa-miR-122-5p

	miR-149
	hsa-miR-149-3p

	miR-150
	hsa-miR-150-5p

	miR-16-2
	hsa-miR-16-2-3p

	miR-17
	hsa-miR-17-3p

	miR-191
	hsa-miR-191-5p

	miR-200b
	hsa-miR-200b-5p

	miR-20a
	hsa-miR-20a-3p

	miR-223
	hsa-miR-223-3p

	miR-23a*
	hsa-miR-23a-3p

	miR-25
	hsa-miR-25-3p

	miR-24
	hsa-miR-24-3p

	miR-26a*
	hsa-miR-26a-5p

	miR-27a
	hsa-miR-27a-3p

	miR-29b
	hsa-miR-29b-3p

	miR-30a
	hsa-miR-30a-5p

	miR-330
	hsa-miR-330-5p

	miR-451a
	hsa-miR-451a

	miR-503
	hsa-miR-503-5p

	miR-663
	hsa-miR-663a



Supplementary Table 2. A table outlining the 21 miRNA utilised within our qPCR panel. Abbreviations as per the HUGO Gene Nomenclature Committee for mature variants 9,10 and full definition of each individual mature variant used as per miRbase 11,12. * indicates use as a normalising miRNA






















	Variable
	N
	ACLF (n=20)
	N
	AD (n=20)
	N
	ALF (n=22)
	N
	Sepsis (n=20)
	P Value

	Age
	20
	47.50 (41.00-56.50)
	20
	59.50 (51.50-65-75)
	22
	36.50 (31.50-43.25)
	20
	62.00 (44.25-68.75)
	<0.0001*

	Sex (Male)
	20
	13 (65.00%)
	20
	13 (65.00%)
	22
	9 (40.91%)
	20
	12 (60.00%)
	0.33

	ARLD
	20
	15 (75.00%)
	20
	15 (75.00%)
	NA
	NA
	NA
	NA
	>0.99999

	Acetaminophen toxicity
	NA
	NA
	NA
	NA
	22
	10 (45.45%)
	NA
	NA
	NA

	WCC (x109/L)
	20
	10.50 (5.73-15.80)
	20
	5.26 (4.65-6.95)
	22
	6.52 (4.03-8.45)
	20
	14.67 (9.89-16.80)
	<0.0001*

	Haemoglobin (g/dl)
	20
	89.50 (79.00-112.50)
	20
	98.50 (84.75-111.00)
	22
	107.00 (91.00-121.5)
	20
	95.50 (89.25-106.25)
	0.07

	Platelets (x109/L)
	20
	88.00 (56.00-125.00)
	19
	105.00 (66.00-186.00)
	22
	88.00 (47.50-167.75)
	20
	233.00 (171.50-568.00)
	<0.0001*

	CRP (mg/L)
	19
	26.00 (14.00-54.60)
	19
	16.80 (6.10-30.00)
	22
	20.45 (9.78-26.35)
	20
	258.25 (165.68-307.35)
	<0.0001*

	Bilirubin (mg/dl)
	19
	15.56 (2.28-28.36)
	20
	2.25 (1.14-4.36)
	22
	5.82 (3.33-14.20)
	20
	0.47 (0.35-0.70)
	<0.0001*

	AST (U/L)
	20
	81.50 (46.00-177.00)
	20
	53.00 (24.50-108.25)
	22
	1754.00 (421.50-4438.30)
	20
	69.00 (23.25-161.75)
	<0.0001*

	INR
	20
	1.85 (1.71-2.36)
	20
	1.45 (1.27-1.63)
	22
	2.42 (1.89-3.98)
	20
	1.24 (1.13-1.47)
	<0.0001*

	Na (mmol/L)
	20
	135.00 (130.75-141.50)
	20
	136.50 (133.00-139.00)
	22
	141.50 (136.60-145.50)
	20
	139.00 (137.00-144.00)
	0.01*

	Creatinine (md/dl)
	19
	1.09 (0.81-2.50)
	20
	0.79 (0.61-1.13)
	22
	0.98 (0.59-2.01)
	20
	1.09 (0.67-1.74)
	0.26

	Ammonia (µmol/L)
	14
	82.00 (61.75-124.25)
	12
	71.50 (57.25-95.00)
	18
	56.50 (44.00-69.75)
	15
	28.00 (25.00-36.00)
	<0.0001*

	Any ascites
	19
	9 (47.37%)
	20
	11 (55.00%)
	NA
	NA
	NA
	NA
	0.75

	Refractory Ascites
	19
	9 (47.39%)
	20
	11 (55.00%)
	NA
	NA
	NA
	NA
	0.75

	Any HE
	20
	4 (20.00%)
	20
	3 (15.00%)
	NA
	NA
	NA
	NA
	>0.9999

	High grade HE
	20
	7 (35.00%)
	20
	2 (10.00%)
	22
	11 (50.00%)
	NA
	NA
	0.02*

	Variceal bleed
	20
	2 (10.00%)
	20
	1 (5.00%)
	NA
	NA
	NA
	NA
	>0.9999

	Antibiotics
	20
	19 (95.00%)
	20
	15 (75.00%)
	22
	21 (95.45%)
	20
	20 (100.00%)
	0.02*

	Intubated
	20
	8 (40.00%)
	20
	2 (10.00%)
	22
	14 (63.64%)
	20
	17 (85.00%)
	<0.0001*

	HDx
	20
	10 (50.00%)
	20
	0 (0%)
	22
	14 (63.64%)
	20
	5 (25.00%)
	<0.0001*

	Vasopressor
	20
	11 (55.00%)
	20
	0 (0%)
	22
	10 (45.45%)
	20
	10 (50.00%)
	0.0009*

	MELD score
	18
	27.50 (20.00-31.75)
	20
	15.00 (11.25-20.00)
	22
	28.00 (20.00-36.00)
	NA
	NA
	<0.0001*

	CP score
	18
	10.50 (10.00-13.00)
	20
	9.00 (7.00-10.75)
	NA
	NA
	NA
	NA
	0.006*



Supplementary Table 3. Characteristics of patients within the acute clinical cohorts (ACLF/AD/ALF and sepsis).  Normally distributed continuous data analysed utilising ANOVA (>2 groups) or t tests (2 groups). Results described as mean (SD). Non-normally distributed continuous data analysed utilising Kruskall-Wallis (>2 groups) or Mann Whitney U tests (2 groups). Results described as median (IQR). Categorical data analysed utilising Chi-squared (>2 groups) or Fisher’s exact test (2 groups).  Results described as number (%). Statistical significance set after correction for false discovery with the Benjamini-Hochberg procedure (p<0.0344) and designated by *



4A)

	miRNA
	N
	ACLF (n=20)
	N
	AD (n=20)
	N
	ALF (n=22)
	N
	Sepsis (n=20)
	P Value

	miR-103a
	20
	298.92 (1.96)
	20
	296.90 (3.85)
	22
	296.35 (3.90)
	20
	297.75 (2.05)
	0.05

	miR-122
	20
	280.33 (16.04)
	20
	280.01 (13.46)
	22
	305.87 (15.79)
	20
	278.03 (19.48)
	<0.0001*

	miR-149
	0
	NA
	0
	NA
	3
	245.17 (23.51)
	0
	NA
	NA

	miR-150
	20
	282.13 (7.96)
	20
	281.73 (9.20)
	22
	293.28 (9.24)
	20
	277.64 (9.97)
	<0.0001*

	miR-16-2
	20
	269.71 (9.82)
	20
	266.56 (9.32)
	22
	272.64 (7.27)
	20
	261.36 (10.50)
	0.002*

	miR-17
	19
	242.19 (12.97)
	14
	241.13 (10.39)
	14
	245.75 (10.52)
	16
	243.49 (10.60)
	0.72

	miR-191
	20
	295.63 (1.38)
	19
	295.65 (1.08)
	21
	294.32 (1.74)
	19
	296.16 (2.05)
	0.004*

	miR-200b
	6
	239.17 (14.05)
	1
	231.05
	4
	256.28 (18.95)
	1
	237.92
	0.36

	miR-20a
	16
	247.43 (4.74)
	16
	250.79 (5.77)
	13
	247.32 (8.72)
	15
	247.83 (7.56)
	0.43

	miR-223
	20
	311.25 (1.70)
	20
	310.78 (2.13)
	22
	311.88 (2.47)
	20
	311.65 (1.95)
	0.36

	miR-23a
	20
	303.71 (1.37)
	20
	303.95 (2.47)
	22
	305.17 (3.12)
	20
	303.94 (1.81)
	0.16

	miR-24
	20
	303.46 (2.10)
	20
	303.27 (2.67)
	22
	306.00 (3.85)
	20
	303.07 (2.45)
	0.004*

	miR-25
	20
	298.78 (5.65)
	20
	299.07 (6.70)
	22
	303.43 (4.83)
	20
	295.09 (6.80)
	0.0004*

	miR-26a
	20
	295.90 (1.69)
	20
	297.61 (1.81)
	22
	296.81 (1.50)
	20
	296.82 (2.14)
	0.03*

	miR-27a
	20
	295.77 (2.41)
	20
	295.03 (2.59)
	22
	297.61 (4.05)
	20
	296.17 (2.75)
	0.05

	miR-29b
	20
	264.25 (7.94)
	20
	258.57 (8.03)
	21
	261.77 (7.59)
	19
	258.39 (10.56)
	0.10

	miR-30a
	20
	273.99 (10.79)
	20
	272.53 (9.48)
	22
	291.65 (12.64)
	19
	272.78 (11.81)
	<0.0001*

	miR-330
	5
	226.47 (21.39)
	5
	225.51 (10.05)
	7
	244.30 (10.71)
	9
	231.18 (14.22)
	0.11

	miR-451a
	20
	320.50 (5.38)
	20
	319.47 (6.34)
	22
	324.99 (3.42)
	20
	315.91 (8.61)
	0.0001*

	miR-503
	18
	251.37 (7.22)
	11
	252.04 (5.73)
	11
	254.11 (9.74)
	18
	253.99 (8.18)
	0.70

	miR-663
	3
	239.55 (6.90)
	2
	206.54 (17.63)
	3
	228.41 (14.63)
	1
	239.04
	0.14




4B)

	miRNA
	ACLF (n=20)
	AD (n=20)
	ALF (n=22)
	Sepsis (n=20)
	P Value

	miR-149
	0 (0%)
	0 (0%)
	3 (13.64%)
	0 (0%)
	0.04

	miR-17
	19 (95%)
	14 (70%)
	14 (63.64%)
	16 (80%)
	0.09

	miR-200b
	6 (30%)
	1 (5%)
	4 (18.18%)
	1 (5%)
	0.07

	miR-20a
	16 (80%)
	16 (80%)
	13 (59.09%)
	15 (75%)
	0.36

	miR-330
	5 (25%)
	5 (25%)
	7 (31.82%)
	9 (45%)
	0.48

	miR-503
	18 (90%)
	11 (55%)
	11 (50%)
	18 (90%)
	0.03*

	miR-663
	3 (15%)
	2 (10%)
	3 (13.64%)
	1 (5%)
	0.74




Supplementary Table 4. miRNA expression across acute clinical cohorts (ACLF/AD/ALF and sepsis). A) miRNA expression compared between ACLF/AD/ALF/sepsis cohorts using one-way ANOVA (mean (SD)). B) For miRNA detected in <85% of samples, reanalysis was performed after converting results into detected (1) or undetected (0) using Chi-square test










	Variable
	N
	ACLF (n=20)
	N
	AD (n=20)
	N
	dCLD (n=94)
	N
	cCLD (n=20)
	N
	HC (n=20)
	P Value

	Age
	20
	47.50
(41.00-56.50)
	20
	59.50
(51.50-65-75)
	94
	56.00
(50.00-62.25)
	20
	56.00
(47.75-63.75)
	20
	31.00
(28.00-39.50)
	<0.0001*

	Sex (Male)
	20
	13 (65.00%)
	20
	13 (65.00%)
	94
	65 (69.15%)
	20
	14 (70.00%)
	20
	9 (45.00%)
	0.35

	ARLD
	20
	15 (75.00%)
	20
	15 (75.00%)
	94
	57 (60.64%)
	20
	10 (50.00%)
	NA
	NA
	0.25

	Active alcohol
	20
	10 (50.00%)
	20
	7 (35.00%)
	94
	2 (2.13%)
	20
	2 (10.00%)
	NA
	NA
	<0.0001*

	WCC (x109/L)
	20
	10.50
(5.73-15.80)
	20
	5.26
(4.65-6.95)
	94
	4.65
(3.45-6.01)
	20
	4.51
(3.57-7.41)
	NA
	NA
	<0.0001*

	Haemoglobin (g/dl)
	20
	89.50
(79.00-112.50)
	20
	98.50 
(84.75-111.00)
	94
	105.50 
(88.50-123.75)
	20
	138.00 
(108.50-146.75)
	NA
	NA
	<0.0001*

	Platelets (x109/L)
	20
	88.00
(56.00-125.00)
	19
	105.00 
(66.00-186.00)
	94
	88.00 
(57.00-141.50)
	20
	171.00
(68.00-213.25)
	NA
	NA
	0.10

	CRP (mg/L)
	19
	26.00
(14.00-54.60)
	19
	16.80 
(6.10-30.00)
	92
	7.35
(3.00-23.68)
	20
	2.00 
(2.00-9.55)
	NA
	NA
	<0.0001*

	Bilirubin (mg/dL)
	19
	15.56 
(2.28-28.36)
	20
	2.25 
(1.14-4.36)
	93
	2.57 
(1.46-4.39)
	20
	0.76 
(0.60-1.32)
	NA
	NA
	<0.0001*

	AST (U/L)
	20
	81.50 
(46.00-177.00)
	20
	53.00 
(24.50-108.25)
	94
	55.00 
(43.00-79.00)
	20
	30.00 
(24.25-37.50)
	NA
	NA
	<0.0001*

	INR
	20
	1.85 
(1.71-2.36)
	20
	1.45 
(1.27-1.63)
	94
	1.49 
(1.32-1.76)
	20
	1.16 
(1.09-1.25)
	NA
	NA
	<0.0001*

	Na (mmol/L)
	20
	135.00 
(130.75-141.50)
	20
	136.50 
(133.00-139.00)
	94
	135.00 
(132.00-138.00)
	20
	140.00 
(137.25-142.00)
	NA
	NA
	<0.0001*

	Creatinine (md/dL)
	19
	1.09 
(0.81-2.50)
	20
	0.79 
(0.61-1.13)
	94
	0.81 
(0.67-0.98)
	20
	0.81 
(0.64-0.93)
	NA
	NA
	0.03*

	Ammonia (µmol/L)
	14
	82.00 
(61.75-124.25)
	12
	71.50 
(57.25-95.00)
	82
	75.00 
(51.00-103.50)
	20
	45.00 
(33.75-68.00)
	NA
	NA
	0.02*

	Any ascites
	19
	15 (78.95%)
	20
	15 (75.00%)
	93
	62 (66.67%)
	20
	1 (5.00%)
	NA
	NA
	<0.0001*

	Refractory Ascites
	19
	9 (47.37%)
	20
	11 (55.00%)
	93
	36 (38.71%)
	NA
	NA
	NA
	NA
	0.39

	Any HE
	20
	4 (20.00%)
	20
	3 (15.00%)
	94
	15 (15.98%)
	20
	1 (5.00%)
	NA
	NA
	0.57

	High grade HE
	20
	7 (35.00%)
	20
	2 (10.00%)
	NA
	NA
	NA
	NA
	NA
	NA
	0.13

	Variceal bleed
	20
	2 (10.00%)
	20
	1 (5.00%)
	NA
	NA
	NA
	NA
	NA
	NA
	>0.9999

	Antibiotics
	20
	19 (95.00%)
	20
	15 (75.00%)
	NA
	NA
	NA
	NA
	NA
	NA
	0.18

	Positive bacterial culture
	17
	2 (11.76%)
	18
	1 (5.56%)
	NA
	NA
	NA
	NA
	NA
	NA
	0.60

	Intubated
	20
	7 (35.00%)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	HDx
	19
	10 (52.63%)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	Vasopressor
	20
	11 (55.00%)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	MELD score
	18
	27.50 
(20.00-31.75)
	20
	15.00 
(11.25-20.00)
	93
	15.00 
(12.00-18.00)
	20
	8.00 (7.25-10.00)
	NA
	NA
	<0.0001*

	CP score
	18
	10.50 
(10.00-13.00)
	20
	9.00 
(7.00-10.75)
	93
	8.00 
(7.00-10.00)
	20
	5.00 
(5.00-6.00)
	NA
	NA
	<0.0001*




Supplementary Table 5. Characteristics of patients across compensated (HC/cCLD) and decompensated (ACLF/AD/dCLD) cohorts.  Normally distributed continuous data analysed utilising ANOVA (>2 groups) or t tests (2 groups). Results described as mean (SD). Non-normally distributed continuous data analysed utilising Kruskall-Wallis (>2 groups) or Mann Whitney U tests (2 groups). Results described as median (IQR). Categorical data analysed utilising Chi-squared (>2 groups) or Fisher’s exact test (2 groups). Results described as number (%).  Statistical significance set after correction for false discovery with the Benjamini-Hochberg procedure (p<0.0344) and designated by *













6A)
	miRNA
	N
	ACLF (n=20)
	N
	AD (n=20)
	N
	dCLD (n=94)
	N
	cCLD
(n=20)
	N
	HC
(n=20)
	P Value

	miR-103a
	20
	298.92 (1.96)
	20
	296.90 (3.85)
	94
	299.07 (1.82)
	20
	298.11 (2.59)
	20
	298.68 (1.38)
	0.002*

	miR-122
	20
	280.33 (16.04)
	20
	280.01 (13.46)
	94
	277.50 (10.71)
	20
	278.50 (15.39)
	20
	266.21 (13.83)
	0.002*

	miR-149
	0
	NA
	0
	NA
	2
	141.10 (95.75)
	0
	NA
	0
	NA
	NA

	miR-150
	20
	282.13 (7.96)
	20
	281.73 (9.20)
	94
	280.53 (7.75)
	20
	281.88 (10.36)
	20
	279.25 (7.81)
	0.76

	miR-16-2
	20
	269.71 (9.82)
	20
	266.56 (9.32)
	94
	270.26 (8.93)
	19
	270.08 (11.05)
	20
	268.26 (7.97)
	0.54

	miR-17
	19
	242.19 (12.97)
	14
	241.13 (10.39)
	80
	244.75 (11.27)
	16
	243.21 (14.88)
	20
	248.65 (11.80)
	0.35

	miR-191
	20
	295.63 (1.38)
	19
	295.65 (1.08)
	92
	295.49 (1.05)
	20
	295.44 (1.42)
	19
	295.29 (0.80)
	0.85

	miR-200b
	6
	239.17 (14.05)
	1
	231.05
	12
	235.42 (28.19)
	1
	246.07
	4
	218.53 (25.42)
	0.72

	miR-20a
	16
	247.43 (4.74)
	16
	250.79 (5.77)
	69
	247.35 (7.39)
	15
	250.07 (4.92)
	20
	248.64 (4.80)
	0.25

	miR-223
	20
	311.25 (1.70)
	20
	310.78 (2.13)
	94
	310.06 (1.65)
	20
	310.58 (1.91)
	20
	311.59 (0.97)
	0.001*

	miR-23a
	20
	303.71 (1.37)
	20
	303.95 (2.47)
	94
	302.56 (1.14)
	20
	302.97 (2.51)
	20
	302.83 (0.88)
	0.001*

	miR-24
	20
	303.46 (2.10)
	20
	303.27 (2.67)
	94
	302.28 (1.39)
	20
	302.15 (2.41)
	20
	301.62 (1.20)
	0.003*

	miR-25
	20
	298.78 (5.65)
	20
	299.07 (6.70)
	94
	300.07 (6.38)
	20
	298.53 (7.76)
	20
	296.49 (5.82)
	0.24

	miR-26a
	20
	295.90 (1.69)
	20
	297.61 (1.81)
	94
	296.98 (1.56)
	20
	297.47 (2.14)
	20
	297.10 (1.31)
	0.01*

	miR-27a
	20
	295.77 (2.41)
	20
	295.03 (2.59)
	94
	294.33 (1.80)
	20
	295.37 (2.11)
	20
	296.00 (1.43)
	0.001*

	miR-29b
	20
	264.25 (7.94)
	20
	258.57 (8.03)
	94
	261.92 (8.84)
	20
	264.66 (8.48)
	20
	267.35 (4.57)
	0.009*

	miR-30a
	20
	273.99 (10.79)
	20
	272.53 (9.48)
	94
	272.08 (7.42)
	20
	271.71 (13.04)
	20
	264.74 (7.70)
	0.01*

	miR-330
	5
	226.47 (21.39)
	5
	225.51 (10.05)
	35
	226.93 (11.93)
	9
	216.69 (16.90)
	10
	216.34 (12.92)
	0.12

	miR-451a
	20
	320.50 (5.38)
	20
	319.47 (6.34)
	94
	321.68 (6.05)
	20
	321.35 (6.86)
	20
	320.96 (5.21)
	0.63

	miR-503
	18
	251.37 (7.22)
	11
	252.04 (5.73)
	73
	251.93 (7.98)
	15
	249.40 (7.04)
	20
	248.76 (7.29)
	0.44

	miR-663
	3
	239.55 (6.90)
	2
	206.54 (17.62)
	4
	238.73 (18.42)
	1
	204.36
	2
	186.36 (47.68)
	0.13





6B)

	miRNA
	ACLF (n=20)
	AD (n=20)
	dCLD (n=94)
	cCLD (n=20)
	HC (n=20)
	P Value

	miR-149
	0 (0%)
	0 (0%)
	2 (2.12%)
	0 (0%)
	0 (0%)
	0.78

	miR-17
	19 (95.00%)
	14 (70.00%)
	80 (85.11%)
	16 (80%)
	20 (100%)
	0.05

	miR-200b
	6 (30.00%)
	1 (5.00%)
	12 (12.77%)
	1 (5.00%)
	4 (20.00%)
	0.10

	miR-20a
	16 (80.00%)
	16 (80.00%)
	69 (73.4%)
	15 (75.00%)
	20 (100%)
	0.13

	miR-330
	5 (25.00%)
	5 (25.00%)
	35 (37.23%)
	9 (45.00%)
	10 (50%)
	0.34

	miR-503
	18 (90.00%)
	11 (55.00%)
	73 (77.66%)
	15 (75.00%)
	20 (100%)
	0.008*

	miR-663
	3 (15.00%)
	2 (10.00%)
	4 (4.26%)
	1 (5.00%)
	2 (10.00%
	0.44




Supplementary Table 6. miRNA expression across the spectrum of cirrhosis and HC. A) Results of one-way ANOVA analysis of miRNA expression across cohorts. Results described as mean (SD). B) For miRNA detected in <85% of samples, reanalysis was performed after converting results into detected (1) or undetected (0) using Chi-square test. Statistical significance set after correction for false discovery with the Benjamini-Hochberg procedure (p<0.0344) and designated by *









7A)

	Model
	C-Statistic

	MELD score
	0.69 (0.63-0.75)

	CP score
	0.69 (0.63-0.75)



7B)

	Model
	SHR

	MELD score
	1.01 (0.97-1.05)

	CP score
	1.06 (0.95-1.19)




7C)

	Model
	SHR

	MELD score
	1.12 (1.07-1.17)

	CP score
	1.80 (1.43-2.26)



7D)

	Model
	SHR

	MELD score
	1.12 (1.06-1.19)

	CP score
	1.87 (1.38-2.54)



7E)

	Model
	SHR

	MELD score
	1.10 (1.05-1.18)

	CP score
	1.58 (1.23-2.03)



7F)

	Model
	SHR

	MELD score
	1.14 (1.02-1.27)

	CP score
	1.47 (1.09-1.99)




Supplementary Table 7. Performance of MELD and CP score in discriminating outcomes in each analysis. A) One year death/transplantation. B) One year transplantation. C) One year death. D) Sensitivity analysis in patients with ARLD for one year risk of death. E) Sensitivity analysis in patients with ascites for one year risk of death. F) Sensitivity analysis in patients with dCLD for one year risk of death






8A)
	microRNA
	N
	SHR (95% CI)

	miR-103a
	96
	1.15 (0.90-1.46)

	miR-122
	96
	1.01 (0.98-1.04)

	miR-150
	96
	1.04 (0.99-1.08)

	miR-16-2
	95
	1.03 (0.97-1.10)

	miR-17
	78
	1.02 (0.97-1.07)

	D/ND miR-17
	96
	0.82 (0.28-2.42)

	miR-191
	95
	1.68 (1.15-2.48)

	D/ND miR-200b
	96
	1.46 (0.39-5.47)

	miR-20a
	74
	1.04 (0.93-1.16)

	D/ND miR-20a
	96
	2.69 (0.66-10.98)

	miR-223
	96
	1.19 (0.92-1.54)

	miR-23a
	96
	1.09 (0.88-1.35)

	miR-24
	96
	1.16 (0.97-1.39)

	miR-25
	96
	1.06 (0.98-1.15)

	miR-26a
	96
	0.72 (0.54-0.97)

	miR-27a
	96
	1.02 (0.78-1.34)

	miR-29b
	96
	1.02 (0.96-1.08)

	miR-30a
	96
	1.04 (0.998-1.08)

	miR-330
	34
	1.07 (0.99-1.15)

	D/ND miR-330
	96
	0.69 (0.25-1.94)

	miR-451
	96
	1.05 (0.97-1.14)

	miR-503
	72
	0.97 (0.91-1.04)

	D/ND miR-503
	96
	0.91 (0.34-2.46)

	D/ND miR-663
	96
	0.76 (0.09-6.15)



8B)
	microRNA
	MELD aSHR (95% CI)

	miR-191
	1.88 (1.30-2.72)

	miR-26a
	0.79 (0.59-1.05)




8C)
	microRNA
	CP aSHR (95% CI)

	miR-191
	1.66 (1.13-2.43)

	miR-26a
	0.82 (0.61-1.10)




[bookmark: _Hlk175409863]Supplementary Table 8. Sensitivity analysis including only patients with ARLD of competing risk analysis of microRNA expression in patients who died within one year. A) Competing risk analysis for one year risk of death in patients with ARLD. Total number of deaths = 18 B) MELD adjusted SHR of prevalently expressed microRNA that predicted one year risk of death. miR-191 and MELD model; n=93, Wald Chi2 = 23.76, p<0.001*  C) CP adjusted HR of prevalently expressed microRNA that predicted 1 year risk of death. miR-191 and CP model; n=93, Wald Chi2 =43.37, p<0.001*



9A)
	microRNA
	N
	SHR (95% CI)

	miR-103a
	94
	1.01 (0.85-1.20)

	miR-122
	94
	1.01 (0.98-1.03)

	miR-150
	94
	1.04 (0.997-1.08)

	miR-16-2
	94
	1.01 (0.97-1.06)

	miR-17
	75
	1.00 (0.95-1.05)

	D/ND miR-17
	94
	0.67 (0.29-1.56)

	miR-191
	91
	1.45 (1.03-2.04)

	D/ND miR-200b
	94
	0.87 (0.24-3.20)

	miR-20a
	68
	1.01 (0.91-1.12)

	D/ND miR-20a
	94
	3.33 (0.996-11.15)

	miR-223
	94
	1.13 (0.90-1.43)

	miR-23a
	94
	1.14 (0.96-1.34)

	miR-24
	94
	1.12 (0.98-1.27)

	miR-25
	94
	1.02 (0.97-1.09)

	miR-26a
	94
	0.84 (0.66-1.06)

	miR-27a
	94
	1.05 (0.87-1.28)

	miR-29b
	94
	1.02 (0.97-1.07)

	miR-30a
	94
	1.02 (0.98-1.06)

	miR-330
	30
	1.07 (0.98-1.17)

	D/ND miR-330
	94
	0.61 (0.24-1.52)

	miR-451
	94
	1.03 (0.96-1.09)

	miR-503
	66
	0.98 (0.93-1.03)

	D/ND miR-503
	94
	1.28 (0.56-2.93)

	D/ND miR-663
	94
	1.02 (0.98-1.06)



9B)
	microRNA
	MELD aSHR (95% CI)

	miR-191
	1.91 (1.37-2.65)



9C)
	microRNA
	CP aSHR (95% CI)

	miR-191
	1.59 (1.16-2.19)



[bookmark: _Hlk175409843]Supplementary Table 9. Sensitivity analysis including only patients with ascites of competing risk analysis of microRNA expression in patients who died within one year. A) Competing risk analysis for 1 year risk of death in patients with ascites. Total number of deaths = 26 B) MELD adjusted SHR of prevalently expressed microRNA that predicted 1 year risk of death. miR-191 and MELD model = n=89, Wald Chi2=27.52, p<0.001*. C) CP adjusted SHR of prevalently expressed microRNA that predicted 1 year risk of death. miR-191 and CP model; n=89, Wald Chi2=31.99, p<0.001*







10A)
	microRNA
	N
	SHR (95% CI)

	miR-103a
	94
	0.92 (0.62-1.35)

	miR-122
	94
	1.01 (0.96-1.06)

	miR-150
	94
	1.06 (0.999-1.13)

	miR-16-2
	94
	1.06 (1.00-1.12)

	miR-17
	80
	1.01 (0.95-1.06)

	D/ND miR-17
	94
	0.63 (0.18-2.20)

	miR-191
	92
	1.51 (0.83-2.73)

	miR-20a
	69
	1.05 (0.92-1.19)

	D/ND miR-20a
	94
	2.19 (0.47-10.21)

	miR-223
	94
	1.18 (0.81-1.74)

	miR-23a
	94
	1.59 (0.89-2.84)

	miR-24
	94
	1.42 (1.05-1.91)

	miR-25
	94
	1.06 (0.97-1.16)

	miR-26a
	94
	0.86 (0.57-1.29)

	miR-27a
	94
	1.22 (0.88-1.69)

	miR-29b
	94
	1.08 (0.998-1.16)

	miR-30a
	94
	1.03 (0.96-1.10)

	miR-330
	35
	1.05 (0.96-1.14)

	D/ND miR-330
	94
	0.96 (0.32-2.88)

	miR-451
	94
	1.08 (0.99-1.18)

	miR-503
	73
	1.04 (0.96-1.12)

	D/ND miR-503
	94
	0.52 (0.18-1.51)



10B)
	microRNA
	MELD aSHR (95% CI)

	miR-16-2
	1.08 (1.01-1.15)

	miR-24
	1.40 (1.04-1.90)



10C)
	microRNA
	CP aSHR (95% CI)

	miR-16-2
	1.06 (0.996-1.13)

	miR-24
	1.36 (1.01-1.82)



Supplementary Table 10. Sensitivity analysis including only patients with dCLD of competing risk analysis of microRNA expression in patients who died within one year. A) Competing risk analysis for one year risk of death in patients with dCLD. Total number of deaths = 14 B) MELD adjusted SHR of prevalently expressed microRNA that predicted one year risk of death. miR-16-2 and MELD model; n=93, Wald Chi2 = 8.70, p=0.01*. miR-24 and MELD model; n=93, Wald Chi2 = 11.68, p=0.002* C) CP adjusted SHR of prevalently expressed microRNA that predicted one year risk of death. miR-24 and CP model; n=93, Wald Chi2 = 11.17, p=0.004*







SUPPLEMENTARY FIGURES
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Supplementary Figure 1. Results from quality control experiments

[image: ]
Supplementary Figure 2. Results from haemolysis experiments



 
		A)        						B)




C)   							D)



E) 							F)



		G)							H)



		I)

Supplementary Figure 3. Post-hoc analyses of differences between cohorts where significant variation in microRNA expression were shown in Supplementary Table 6A. Results of Tukey’s multiple comparisons tests demonstrated. See supplementary Table 6A for specific microRNA expression data.
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