Table 1: Baseline characteristics of study cohort subgrouped by median of HDV RNA levels.
	
	All cohort
	HDV RNA 
<5 log10 IU/mL
	HDV RNA 
≥5 log10 IU/mL
	p-value

	Number (%)
	2,447 (100%)
	1,026 (41.9%)
	1,421 (58.1%)
	<0.001

	Age baseline, median (q1, q3), years
	40.3 (33.5, 49.9)
	40.4 (33.9, 50.0)
	40.3 (33.2, 49.9)
	0.4

	Sex, female
	1,373 (56.1%)
	591 (57.6%)
	782 (55.0%)
	0.2

	BMI, median (q1, q3), kg/m2
	26.0 (23.3, 29.3)
	26.4 (23.5, 29.6)
	25.7 (23.1, 29.0)
	0.001

	   BMI>25 kg/m2
	1,455 (59.5%)
	649 (63.3%)
	806 (56.7%)
	0.001

	Diabetes mellitus
	224 (9.2%)
	102 (9.9%)
	122 (8.6%)
	0.32

	CMRF
	1,518 (62.0%)
	662 (64.5%)
	856 (60.2%)
	0.03

	Alcohol overconsumption
	208 (8.5%)
	100 (9.7%)
	108 (7.6%)
	0.06

	Smoking
	533 (21.8%)
	210 (20.5%)
	323 (22.7%)
	0.2

	Prior NUC
	210 (8.6%)
	81 (7.9%)
	129 (9.1%)
	0.3

	Laboratory parameters

	  ALT, IU/L
	56.4 (34.8, 93.9)
	51.0 (31.0, 85.1)
	61.0 (37.6, 99.7)
	<0.001

	    Elevated ALT
	1,871 (76.5%)
	717 (69.9%)
	1,154 (81.2%)
	<0.001

	  AST, IU/L
	41.5 (29.7, 62.6)
	38.4 (26.9, 58.9)
	43.5 (31.8, 67.0)
	<0.001

	  GGT, IU/L
	38.5 (24.4, 67.6)
	35.4 (23.1, 61.2)
	41.1 (26.0, 70.1)
	<0.001

	    Elevated GGT
	1,042 (42.6%)
	392 (38.2%)
	650 (45.7%)
	<0.001

	  Albumin, g/dl
	41.9 (39.5, 44.3)
	42.2 (39.7, 44.8)
	41.7 (39.3, 44.0)
	<0.001

	  Total bilirubin, mg/dl
	12.6 (9.0, 16.6)
	12.3 (8.8, 16.3)
	12.7 (9.2, 16.7)
	0.13

	  Platelets count, cells*10^9/L
	200.0 (165.0, 237.0)
	205.5 (171.0, 246.0)
	196.0 (162.0, 233.0)
	<0.001

	    Platelets < 150.000 cells /L
	413 (16.9%)
	154 (15.0%)
	259 (18.2%)
	0.036

	AFP, ng/mL
	4.0 (2.7, 6.4)
	3.6 (2.6, 5.9)
	4.3 (2.9, 6.8)
	<0.001

	Virological parameters

	  HBeAg positive 
	914 (37.4%)
	349 (34.0%)
	565 (39.8%)
	0.004

	  HBsAg log10, median (q1, q3) IU/mL
	3.8 (3.4, 4.1)
	3.6 (3.1, 3.9)
	3.9 (3.6, 4.1)
	<0.001

	  HBV DNA log10, median (q1, q3) IU/mL
	2.2 (1.2, 3.1)
	2.2 (1.2, 3.1)
	2.1 (1.2, 3.1)
	0.37

	  HDV RNA log10, median (q1, q3) IU/mL
	5.3 (4.1, 6.1)
	3.8 (2.6, 4.5)
	6.0 (5.5, 6.5)
	<0.001

	Liver disease stage

	  LSM, median (q1, q3) kPa
	7.8 (5.9, 10.7)
	7.2 (5.5, 10.1)
	8.2 (6.2, 11.0)
	<0.001

	    LSM ≥10 kPa
	734 (30.0%)
	273 (26.6%)
	461 (32.4%)
	0.002

	  Baseline cirrhosis
	577 (23.6%)
	223 (21.7%)
	354 (24.9%)
	0.068

	*Cirrhosis=  defined as clinical diagnosis or liver stiffness measurement ≥15.0 or platelets counts <150*109 cells/L.         Number and proportions are presented by column; parameters are presented as n (%) unless stated otherwise. Abbreviations: q1, q3=25th 75th interquartile; BMI= body mass index; CMRF=cardiometabolic risk factor; NUC=nucleotid(s)es analogues; ALT=alanine aminotransferase; AST= aspartate aminotransferase; GGT=gamma glutamyl transferase; AFP=alpha-fetoprotein; ULN= upper limit of normal; q=quantitative; LSM=liver stiffness measurements; kPa= kilopascal
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	Table 2. Predictors of development of composite liver-related events in a cohort with chronic hepatitis D (n=2,447) by Cox regression models.
 

	
	
	Univariable
	Multivariable 

	Predictor
	Term
	HR
	LCI
	UCI
	p-value
	aHR
	LCI
	UCI
	p-value

	Age, years
	Continuous
	1.06
	1.05
	1.07
	<0.001
	1.05
	1.04
	1.06
	<0.001

	Sex
	male vs female
	0.92
	0.73
	1.17
	0.49
	
	
	
	

	BMI
	Continuous
	1.00
	0.97
	1.02
	0.91
	
	
	
	

	DM
	Yes, vs no
	1.19
	0.83
	1.72
	0.34
	
	
	
	

	Alcohol overconsumption
	Yes, vs no
	0.77
	0.48
	1.22
	0.27
	
	
	
	

	Smoking
	Yes, vs no
	1.83
	1.30
	2.58
	0.001
	1.75
	1.22
	2.49
	0.002

	CMRF
	Yes, vs no
	0.89
	0.70
	1.13
	0.34
	
	
	
	

	Prior NUC
	Yes, vs no
	1.51
	1.05
	2.19
	0.03
	
	
	
	

	Elevated ALT > ULN
	Yes, vs no
	2.27
	1.60
	3.22
	<0.001
	1.43
	1.00
	2.06
	0.06

	Elevated AST > ULN
	Yes, vs no
	2.75
	1.99
	3.79
	<0.001
	1.15
	0.78
	1.69
	0.47

	Elevated GGT > ULN
	Yes, vs no
	3.66
	2.84
	4.72
	<0.001
	2.09
	1.58
	2.76
	<0.001

	Albumin < 35 g/dl
	Yes, vs no
	3.01
	2.07
	4.37
	<0.001
	1.80
	1.22
	2.65
	0.003

	Total bilirubin >17 μmol/L
	Yes, vs no
	1.40
	1.07
	1.82
	0.001
	1.00
	0.76
	1.33
	0.99

	Platelets count <150.000 cells /µL
	Yes, vs no
	3.73
	2.95
	4.73
	<0.001
	2.02
	1.58
	2.59
	<0.001

	HBeAg +
	Yes, vs no
	1.37
	1.16
	1.73
	<0.001
	1.29
	1.10
	1.63
	<0.001

	HBsAg log10 IU/mL
	Continuous
	0.90
	0.77
	1.01
	0.09
	
	
	
	

	HBV DNA log10 IU/mL
	Continuous
	0.90
	0.83
	0.98
	0.01
	0.88
	0.82
	0.97
	0.04

	HDV RNA log10 IU/mL
	Continuous
	1.16
	1.07
	1.25
	<0.001
	1.14
	1.06
	1.26
	<0.001

	   HDV RNA ≥ 3 log10 IU/mL
	Yes, vs no
	2.81
	1.72
	4.59
	<0.001
	2.40
	1.46
	3.93
	<0.001*

	   HDV RNA <2 log10 IU/mL
	vs <2-3log
	0.57
	0.20
	1.63
	0.29
	0.55
	0.19
	1.56
	0.26

	   HDV RNA 3-<4 log10 IU/mL
	vs <2-3log
	1.87
	1.04
	3.73
	0.04
	1.46
	1.01
	2.92
	0.007*

	   HDV RNA 4-<5 log10 IU/mL
	vs <2-3log
	2.52
	1.36
	4.67
	<0.001
	2.09
	1.12
	3.89
	0.002*

	   HDV RNA ≥5 log10 IU/mL
	vs <2-3log
	2.32
	1.29
	4.15
	<0.001
	1.61
	1.26
	2.90
	0.01*

	LSM kPa
	Continuous
	1.08
	1.07
	1.09
	<0.001
	1.03
	1.02
	1.05
	0.01

	Baseline cirrhosis
	Yes, vs no
	4.48
	3.55
	5.65
	<0.001
	2.60
	2.02
	3.35
	<0.001

	Bold=statistical significance. Italic=tested in separate model. Abbreviations: HR=hazard ratio; aHR=adjusted hazard ratio; sHR=sub-distribution hazard ratio; UCI=upper confidence interval; LCI= lower confidence interval; BMI= body mass index; DM= diabetes mellitus;  CMRF=cardiometabolic risk factor; NUC=nucleotid(s)es analogues; ALT=alanine aminotransferase; AST= aspartate aminotransferase; GGT=gamma glutamyl transferase; ULN= upper limit of normal; LSM=liver stiffness measurements. 





