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[bookmark: _Supplementary_Data_1:][bookmark: _Toc110956063]Additional file 1: Multidisciplinary Group of viral coinfection HIV/Hepatitis (COVIHEP)

Hospitals of the multidisciplinary group of HIV/Hepatitis viral coinfection (COVIHEP) that have collaborated in the study [In alphabetical order of institutions and authors within each institution]:
· 12 de octubre University Hospital (Madrid-Spain): Laura Bermejo-Plaza; Otilia Bisbal; Lourdes Domínguez-Domínguez; María Lagarde; Mariano Matarranz; Federico Pulido; Rafa Rubio; Mireia Santacreu
· Infanta Leonor University Hospital (Madrid-Spain): Guillermo Cuevas; Victorino Diez-Viñas; Pablo Ryan; Jesús Troya.
· La Paz University Hospital (Madrid-Spain): Juan Miguel Castro-Álvarez; Marta Gálvez-Charro; Luz Martín-Carbonero; Mario Mayoral-Muñoz.
· La Princesa University Hospital (Madrid-Spain): Ignacio de los Santos; Lucio García-Fraile; Jesús Sanz-Sanz.
· Puerta de Hierro University Hospital (Majadahonda, Spain): Alfonso Ángel-Moreno; Sara de la Fuente Moral


[bookmark: _Supplementary_Data_2:][bookmark: _Toc110956064][bookmark: _Hlk118110200]Additional file 2: Senescence-Associated Secretory phenotype (SASP) biomarkers.
	[bookmark: _Hlk86049902]Target Name
	Full description

	EGF
	Epidermal Growth Factor

	Eotaxin
	Eosinophil chemotactic protein

	Gro-alpha (CXCL1)
	Growth-regulated oncogene-alpha

	GM-CSF
	Granulocyte Macrophage Colony-Stimulating Factor

	IFN gamma
	Interferon-gamma

	IL-1 beta
	Interleukin-1 beta

	IL-1 alpha
	Interleukin-1 alpha

	IL-1RA
	Interleukin-1 receptor antagonist

	IL-2
	Interleukin-2

	IL-6
	Interleukin-6

	IL-7
	Interleukin-7

	IL-8 (CXCL8)
	Interleukin-8

	IL-13
	Interleukin-13

	IL-15
	Interleukin-15

	IL-18
	Interleukin-18

	IP-10 (CXCL10)
	C-X-C motif chemokine ligand 10

	MCP-1 (CCL2)
	C-C motif chemokine ligand 2

	RANTES (CCL5)
	C-C motif chemokine ligand 5

	SDF-1 alpha (CXCL12)
	Stromal cell-derived factor 1-alpha

	FGF-2
	Fibroblast growth factor 2

	HGF
	Hepatocyte growth factor

	NGF
	Nerve growth factor

	PIGF-1
	Placental growth factor

	PD1
	Programmed Death protein 1

	PD-L1
	Programmed Death-ligand 1

	PD-L2
	Programmed Death-ligand 2

	SCF
	Skp, cullin, F-box containing complex

	TNF-alpha
	Tumor necrosis factor-alpha

	TNF-beta
	Tumor necrosis factor-beta

	TIM-3 (HAVCR2)
	Hepatitis A virus cellular receptor 2



[bookmark: _Supplementary_Data_3:][bookmark: _Toc110956065]Additional file 3: Epidemiological and clinical characteristics of the study population
	
	Total
	HIV
	SC
	CHC
	p-valuea
	p-valueb
	p-valuec
	p-valued

	No. 
	116
	35
	36
	45
	--
	--
	--
	--

	Gender (female)
	52 (44.8%)
	18 (51.4%)
	16 (44.4%)
	18 (40.0%)
	0.594
	0.556
	0.308
	0.687

	Age (years)
	50 (45-54)
	49 (41-56)
	52 (48-55)
	50 (45-53)
	0.372
	0.333
	0.903
	0.156

	BMI (kg/m2)
	23.68 (21.29-26.26)
	24.61 (22.34-27.26)
	24.72 (22.05-28.04)
	22.48 (20.81-25.72)
	0.042
	0.933
	0.037
	0.035

	HIV infection (years)
	19.84 (8.83-26.06)
	17.13 (5.67-22.22)
	22.98 (11.63-28.01)
	21.34 (9.59-27.06)
	0.065
	0.025
	0.089
	0.470

	Transmission route
	
	
	
	
	
	
	
	

	IVDU
	47 (45.6%)
	0 (0.00%)
	21 (65.6%)
	26 (61.9%)
	<0.001
	<0.001
	<0.001
	0.834

	IVDU + sexual
	2 (1.9%)
	0 (0.00%)
	1 (3.1%)
	1 (2.4%)
	
	
	
	

	Sexual
	53 (51.5%)
	29 (100%)
	10 (31.3%)
	14 (33.3%)
	
	
	
	

	Vertical
	1 (1.0%)
	0 (0.00%)
	0 (0.00%)
	1 (2.4%)
	
	
	
	

	HIV clinical stage
	
	
	
	
	
	
	
	

	A
	57 (53.3%)
	22 (68.8%)
	13 (40.6%)
	22 (51.2%)
	0.204
	0.072
	0.218
	0.562

	B
	20 (18.7%)
	5 (15.6%)
	8 (25.0%)
	7 (16.3%)
	
	
	
	

	C
	30 (28.6 %)
	5 (15.6%)
	11 (34.4%)
	14 (32.6%)
	
	
	
	

	IFNL4 genotype 
	
	
	
	
	
	
	
	

	CC
	59 (50,9%) 
	18 (51,4%) 
	27 (75,0%) 
	14 (31,1%)
	0.001
	0.026
	0.087
	<0.001

	CT
	47 (40,5%) 
	16 (45,7%) 
	6 (16,7%) 
	25 (55,6%)
	
	
	
	

	TT
	10 (8,6%) 
	1 (2,9%) 
	3 (8,3%) 
	6 (13,3%)
	
	
	
	

	ART regimen
	
	
	
	
	
	
	
	

	INSTIs
	47 (40.9%)
	17 (48.6%)
	12 (33.3%)
	18 (40.9%)
	0.453
	0.145
	0.806
	0.530

	PIs
	10 (8.7%)
	2 (5.7%)
	3 (8.3%)
	5 (11.4%)
	
	
	
	

	NRTIs
	3 (2.6%)
	2 (5.7%)
	0 (0%)
	1 (2.3%)
	
	
	
	

	NNRTIs
	36 (31.3%)
	7 (20%)
	17 (47.2%)
	12 (27.3%)
	
	
	
	

	Bitherapy
	15 (13%)
	6 (17.1%)
	3 (8.3%)
	6 (13.6%)
	
	
	
	

	Monotherapy
	4 (3.5%)
	1 (2.9%)
	1 (2.8%)
	2 (4.5%)
	
	
	
	

	Lymphocyte count
	
	
	
	
	
	
	
	

	CD4+ T (cell/mm3)
	760.40 (595-1013)
	818 (674.7-1046.4)
	732.7 (559.8-926.1)
	712 (530-1047.6)
	0.081
	0.040
	0.061
	0.917

	CD8+ T (cell/mm3)
	863 (650-1150)
	942 (792-1368)
	871 (598-1141)
	790 (634-1048)
	0.479
	0.407
	0.232
	0.794

	CD4/CD8 ratio 
	0.87 (0.64-1.17)
	1.02 (0.64-1.24)
	0.99 (0.74-1.18)
	0.81 (0.56-1.00)
	0.412
	1.000
	0.306
	0.220

	CD4 T nadir
	216 (142-302)
	257 (180-324)
	205 (89-240)
	215 (100-324)
	0.099
	0.024
	0.342
	0.239

	HCV genotype
	
	
	
	
	
	
	
	

	1
	3 (2.6%)
	--
	--
	3 (6.7%)
	
	
	
	

	2
	--
	--
	--
	--
	<0.001
	--
	--
	<0.001

	3
	1 (0.9%) 
	--
	--
	1 (2.2%)
	
	
	
	

	4
	12 (10.3%)
	--
	1 (2.8%)
	11 (24.4%)
	
	
	
	


Statistics: values are expressed as the absolute numbers (%) and median (interquartile range). P-values were estimated by Kruskal-Wallis and Mann-Whitney U test for continuous variables and chi-squared or Fisher´s exact test for categorical variables. Statistically significant values are highlighted in bold. a: comparison between all the three groups enrolled in this study; b: comparison between HIV and SC groups; c: comparison between HIV and CHC groups; d: comparison between SC and CHC groups. Abbreviations: BMI: body mass index; IVDU, intravenous drug user; ART: Antiretroviral therapy; INSTIs: integrase inhibitors; PIs: protease inhibitors; NRTIs: nucleoside analogue reverse transcriptase inhibitors; NNRTIs: non-nucleoside reverse transcriptase inhibitors.















Additional file 4: Metabolic characteristics of all group of patients enrolled in this study.
	
	Total
	HIV
	SC
	CHC
	p-valuea
	p-valueb
	p-valuec
	p-valued

	No. 
	116
	35
	36
	45
	--
	--
	--
	--

	Lipid profile
	
	
	
	
	
	
	
	

	Glu (mg/dL)
	92 (86-99)
	93 (86-97)
	97 (89-103)
	88 (86-95)
	0.089
	0.134
	0.454
	0.037

	Glu≥110 (mg/dL)
	11 (12.10%)
	2 (7.70%)
	5 (17.90%)
	4 (10.80%)
	0.495
	0.267
	0.678
	0.415

	TC (mg/dL)
	190 (171-209)
	185 (172-205)
	192 (178-223)
	186 (166-203)
	0.330
	0.522
	0.435
	0.140

	TC ≥200 (mg/dL)
	33 (37.50%)
	10 (38.50%)
	11 (40.70%)
	12 (34.30%)
	0.867
	0.865
	0.737
	0.602

	LDL (mg/dL)
	112 (97-133)
	116 (100-146)
	115 (100-133)
	108 (82-130)
	0.325
	0.918
	0.229
	0.195

	LDL≥130 (mg/dL)
	25 (31.30%)
	9 (37.50%)
	6 (28.60%)
	10 (28.60%)
	0.732
	0.526
	0.471
	1.000

	HDL (mg/dL)
	49 (40-57)
	46 (37-55)
	51 (45-57)
	50 (40-61)
	0.594
	0.362
	0.383
	0.926

	TG (mg/dL)
	126 (93-181)
	116 (93-184)
	131 (118-182)
	126 (79-180)
	0.222
	0.294
	0.436
	0.099

	TG≥200 (mg/dL)
	15 (17.90%)
	5 (20.80%)
	6 (24.00%)
	4 (11.40%)
	0.412
	0.791
	0.324
	0.198

	LDL/HDL
	2.43 (1.88-2.92)
	2.43 (2.10-2.99)
	2.42 (1.91-2.95)
	2.22 (1.64-2.86)
	0.461
	0.649
	0.267
	0.383

	AI (TC/HDL)
	3.86 (3.29-4.63)
	3.95 (3.63-5.14)
	4.00 (3.36-4.60)
	3.83 (3.02-4.43)
	0.377
	0.657
	0.200
	0.343

	Low Risk
	63 (78.80%)
	17 (70.80%)
	17 (81%)
	29 (82.90%)
	0.519
	0.431
	0.274
	0.857

	Moderate Risk
	17 (21.30%)
	7 (29.20%)
	4 (19%)
	6 (17.10%)
	0.519
	0.431
	0.274
	0.857

	AIP log (TG/HDL)
	0.40 (0.27-0.57)
	0.39 (0.30-0.63)
	0.40 (0.32-0.62)
	0.42 (0.13-0.54)
	0.647
	0.838
	0.478
	0.412

	High risk
	63 (78.80%)
	22 (91.70%)
	17 (81%)
	24 (68.60%)
	0.099
	0.292
	0.036
	0.311

	LCI[(TC*TG*LDL)/HDLx103]
	54.93 (33.18-83.74)
	60.0 (35.6-123.3)
	70.2 (44.1-81.3)
	43.3 (23.70-75.70)
	0.230
	0.838
	0.211
	0.114

	Liver function

	AST (mg/dL)
	26 (22-34)
	24 (20-27)
	23 (19-26)
	37 (29-46)
	<0.001
	0.104
	<0.001
	<0.001

	AST≥40 (mg/dL)
	14 (15.60%)
	2 (7.70%)
	--
	12 (32.40%)
	<0.001
	0.142
	0.020
	0.001

	ALT (mg/dL)
	28 (22-45)
	28 (22-33)
	22 (17-25)
	45 (32-55)
	<0.001
	0.006
	<0.001
	<0.001

	ALT≥40 (mg/dL)
	27 (29.70%)
	5 (19.20%)
	--
	22 (59.50%)
	<0.001
	0.015
	0.001
	<0.001

	GGT (mg/dL)
	33 (24-52)
	27 (21-43)
	32 (26-40)
	48 (32-89)
	0.002
	0.264
	0.002
	0.009

	GGT≥50 (mg/dL)
	24 (28.60%)
	5 (20.80%)
	2 (7.7%)
	17 (50%)
	<0.001
	0.181
	0.024
	<0.001

	Albumin
	4.40 (4.00-4.50)
	4.15 (4.00-4.70)
	4.50 (4.40-4.70)
	4.40 (4.00-4.40)
	0.152
	0.301
	0.788
	0.044

	APRI
	0.44 (0.30-0.64)
	--
	0.35 (0.29-0.46)
	0.62 (0.46-0.68)
	0.121
	--
	--
	0.121

	FIB-4
	1.33 (1.21-1.62)
	--
	1.22 (1.15-1.34)
	1.57 (1.36-1.75)
	0.053
	--
	--
	0.053

	ALP
	83 (66-101)
	77 (66-94)
	95 (70-116)
	85 (65-96)
	0.119
	0.064
	0.489
	0.099

	TBIL
	0.47 (0.38-0.60)
	0.42 (0.40-0.57)
	0.40 (0.29-0.55)
	0.50 (0.44-0.62)
	0.054
	0.340
	0.099
	0.029


Statistics: values are expressed as the absolute numbers (%) and median (interquartile range). P-values were estimated by Kruskal-Wallis and Mann-Whitney U test for continuous variables and chi-squared or Fisher´s exact test for categorical variables. Statistically significant values are highlighted in bold. a: comparison between all the three groups enrolled in this study; b: comparison between HIV and SC groups; c: comparison between HIV and CHC groups; d: comparison between SC and CHC groups. Abbreviations: Glu: glucose; TC: total cholesterol; LDL: low-density lipoprotein; HDL: high-density lipoprotein; TG: triglycerides; AI: Atherogenic index (low risk <5% for men and <4.5% for women, moderate risk 5-9 men and 4.5-7 women); AIP: Atherogenic index for plasma (high risk AIP>0.21); AST: Aspartato aminotransferasa; ALT: Alanina aminotransferase; GGT: Gamma glutamil transferasa; APRI: AST/platelets index; FIB-4, fibrosis-4 index; ALP: alkaline phosphatase; TBIL: total bilirubin. 




Additional file 5: Comparison of biomarkers of cellular senescence between SC and HIV.
	
	SC (n=36)
	HIV (n=35)
	p
	AMR (CI95%)
	p
	q
	aAMR (CI95%)
	p
	q

	TAC (nmole/µL)
	5.23 (4.75-5.57)
	4.94 (4.37-6.01)
	0.818
	0.98 (0.88-1.08)
	0.656
	0.931
	1.00 (0.90-1.11)
	0.981
	0.981

	GSH (µM)
	29.10 (26.03-33.73)
	29.95 (27.24-35.40)
	0.253
	0.96 (0.87-1.06)
	0.460
	0.931
	0.92 (0.82-1.02)
	0.092
	0.828

	GSSG (µM)
	17.64 (12.19-31.78)
	17.08 (13.74-26.35)
	0.495
	1.23 (0.82-1.83)
	0.323
	0.931
	1.09 (0.70-1.69)
	0.700
	0.981

	GSH/GSSG
	1.81 (0.91-2.91)
	2.06 (1.11-2.61)
	0.952
	0.74 (0.47-1.15)
	0.177
	0.931
	0.91 (0.57-1.46)
	0.691
	0.981

	Nitrate (µM)
	10.86 (6.70-16.97)
	13.30 (9.03-20.42)
	0.364
	0.85 (0.65-1.13)
	0.261
	0.931
	0.83 (0.63-1.10)
	0.185
	0.833

	LP (nmole/mL) (x103)
	0.73 (0.58-0.90)
	0.85 (0.32-0.99)
	0.721
	0.98 (0.75-1.30)
	0.907
	0.931
	0.91 (0.68-1.23)
	0.540
	0.981

	PCC (nmole/mg
	0.15 (0.07-0.26)
	0.14 (0.05-0.28)
	0.952
	1.05 (0.68-1.62)
	0.837
	0.931
	1.01 (0.64-1.60)
	0.955
	0.981

	DNA damage (pg/mL) (x103)
	3.87 (2.98-5.84)
	4.15 (3.01-5.48)
	0.908
	1.02 (0.82-1.28)
	0.845
	0.931
	1.03 (0.83-1.28)
	0.820
	0.981

	RTL
	0.27 (0.23-0.32)
	0.29 (0.23-0.32)
	0.958
	1.01 (0.90-1.13)
	0.931
	0.931
	0.99 (0.89-1.11)
	0.905
	0.981


Statistics: Values are expressed as median (interquartile range). The AMR values were obtained using a generalized linear model and multivariate analysis was performed with the most significant variables. Abbreviations: SC, PLWHIV who spontaneously clarify HCV; HIV, PLWHIV control group; AMR, arithmetic median ratio; aAMR, adjusted arithmetic median ratio; q, corrected level of significance by false discovery rate; TAC, total antioxidant capacity; GSH, reduced glutathione; GSSG, oxidized glutathione; LP, lipid peroxidation; PCC, protein carbonyl content; RTL, relative telomere length.

[bookmark: _Supplementary_Data_4:][bookmark: _Toc110956066]Additional file 6: Comparison of senescence-associated secretory phenotype (SASP) between SC and HIV.
	[bookmark: _Hlk112842733]
	SC (n=36)
	HIV (n=35)
	p
	AMR (CI95%)
	p
	q
	aAMR (CI95%)
	p
	q

	Th1/Th2
	
	
	
	
	
	
	
	
	

	GM-CSF
	18.00 (14.24-21.43)
	20.26 (15.08-26.75)
	0.245
	0.91 (0.79-1.05)
	0.180
	0.468
	0.89 (0.78-1.03)
	0.108
	0.333

	IFN-γ
	30.84 (24.70-45.49)
	28.52 (23.77-55.29)
	0.934
	0.83 (0.64-1.08)
	0.173
	0.468
	0.85 (0.64-1.12)
	0.237
	0.474

	IL-1β
	14.27 (10.85-19.23)
	17.75 (14.07-23.80)
	0.044
	0.86 (0.71-1.02)
	0.089
	0.463
	0.87 (0.72-1.04)
	0.124
	0.333

	IL-2
	18.00 (14.44-21.91)
	19.88 (14.59-25.40)
	0.306
	0.91 (0.77-1.08)
	0.288
	0.606
	0.89 (0.75-1.06)
	0.190
	0.449

	IL-6
	20.25 (15.74-25.88)
	23.00 (19.00-27.53)
	0.237
	0.87 (0.73-1.04)
	0.134
	0.468
	0.87 (0.73-1.04)
	0.128
	0.333

	IL-8
	60.00 (52.80-71.80)
	60.00 (54.81-75.02)
	0.435
	0.95 (0.84-1.06)
	0.334
	0.606
	0.94 (0.84-1.06)
	0.335
	0.546

	IL-13
	15.73 (13.09-18.62)
	17.00 (12.33-21.99)
	0.668
	0.99 (0.83-1.19)
	0.940
	0.940
	0.93 (0.77-1.12)
	0.420
	0.575

	IL-18
	94.55 (64.29-302.68)
	94.23 (47.31-241.45)
	0.585
	0.77 (0.49-1.22)
	0.269
	0.606
	0.79 (0.49-1.27)
	0.336
	0.546

	TNF-α
	14.78 (12.50-21.51)
	18.59 (15.94-24.62)
	0.020
	0.84 (0.71-0.99)
	0.035
	0.273
	0.83 (0.70-0.98)
	0.029
	0.247

	Inflammatory cytokines
	
	
	
	
	
	
	
	
	

	IL-1α
	49.95 (42.38-61.59)
	48.70 (43.49-55.64)
	0.647
	1.32 (1.06-1.65)
	0.014
	0.195
	1.31 (1.04-1.64)
	0.022
	0.247

	IL-1RA
	30.87 (21.50-44.50)
	29.78 (22.09-50.06)
	0.916
	0.95 (0.70-1.29)
	0.741
	0.876
	0.95 (0.68-1.32)
	0.746
	0.815

	IL-7
	20.07 (17.00-22.75)
	21.98 (19.00-27.61)
	0.093
	0.88 (0.79-0.99)
	0.042
	0.273
	0.87 (0.77-0.98)
	0.025
	0.247

	IL-15
	20.00 (17.09-25.39)
	22.00 (19.25-27.16)
	0.217
	0.89 (0.75-1.04)
	0.138
	0.468
	0.87 (0.74-1.03)
	0.110
	0.333

	TNF-β
	71.18 (60.93-89.90)
	73.88 (59.00-96.85)
	0.435
	0.92 (0.77-1.10)
	0.373
	0.606
	0.91 (0.75-1.09)
	0.293
	0.544

	Chemokines
	
	
	
	
	
	
	
	
	

	Eotaxin
	125.91 (71.53-156.07)
	101.70 (59.69-161.30)
	0.404
	1.04 (0.79-1.38)
	0.777
	0.878
	1.01 (0.76-1.34)
	0.935
	0.935

	Gro-α
	48.32 (41.48-57.97)
	48.93 (40.50-58.34)
	0.930
	1.03 (0.91-1.16)
	0.660
	0.842
	1.02 (0.91-1.15)
	0.752
	0.815

	IP-10
	114.49 (93.86-146.36)
	119.27 (82.72-209.16)
	0.605
	0.84 (0.65-1.09)
	0.179
	0.468
	0.77 (0.60-0.99)
	0.038
	0.247

	MCP-1
	129.78 (103.80-206.50)
	143.00 (100.06-245.20)
	0.534
	0.95 (0.75-1.20)
	0.649
	0.842
	0.95 (0.75-1.21)
	0.689
	0.815

	RANTES
	6979.61 (5833.00-8804.84)
	7793.87 (5862.87-9179.33)
	0.394
	0.92 (0.76-1.11)
	0.365
	0.606
	0.92 (0.76-1.12)
	0.396
	0.572

	SDF-1α
	289.75 (257.77-345.20)
	334.766 (303.876-522.206)
	0.301
	1.06 (0.90-1.25)
	0.464
	0.670
	1.08 (0.91-1.29)
	0.364
	0.557

	Growth factors
	
	
	
	
	
	
	
	
	

	EGF
	32.00 (23.50-52.65)
	34.58 (22.67-47.88)
	0.177
	1.06 (0.79-1.43)
	0.680
	0.842
	0.98 (0.74-1.30)
	0.891
	0.927

	FGF-2
	39.50 (34.00-43.53)
	38.25 (32.01-42.50)
	0.622
	1.01 (0.91-1.11)
	0.899
	0.938
	0.98 (0.88-1.08)
	0.661
	0.815

	HGF
	21.50 (15.00-24.61)
	23.50 (16.00-26.33)
	0.318
	0.93 (0.79-1.11)
	0.432
	0.661
	0.90 (0.76-1.07)
	0.235
	0.474

	NGF
	33.80 (29.46-39.00)
	33.83 (29.84-39.70)
	0.883
	0.99 (0.90-1.10)
	0.902
	0.938
	0.98 (0.88-1.09)
	0.714
	0.815

	PIGF-1
	262.27 (204.01-312.03)
	231.17 (189.54-267.21)
	0.242
	1.30 (1.05-1.61)
	0.015
	0.195
	1.25 (1.00-1.56)
	0.053
	0.276

	SCF
	40.00 (34.75-51.50)
	40.65 (36.02-50.22)
	0.488
	0.95 (0.84-1.07)
	0.366
	0.606
	0.91 (0.81-1.02)
	0.108
	0.333


Statistics: Values are expressed as median of fluorescence (interquartile range). The AMR values were obtained using a generalized linear model and multivariate analysis was performed with the most significant variables. Abbreviations: HIV, PLWHIV control group; SC, PLWHIV who spontaneously clarify HCV; AMR. Arithmetic Median Ratio; aAMR, adjusted Arithmetic Median Ratio; q, corrected level of significance by false discovery rate. 

[bookmark: _Supplementary_Data_5:][bookmark: _Toc110956069]Additional file 7: Comparison of biomarkers of cellular senescence between CHC and HIV.
		
	CHC (n=45)
	HIV (n=35)
	p
	AMR (CI95%)
	p
	q
	aAMR (CI95%)
	p
	q

	TAC (nmole/µL)
	5.01 (4.59-5.94)
	4.94 (4.37-6.01)
	0.737
	1.01 (0.91-1.11)
	0.928
	0.962
	1.03 (0.93-1.14)
	0.543
	0.664

	GSH (µM)
	29.29 (28.08-34.61)
	29.95 (27.24-35.40)
	0.834
	0.99 (0.91-1.09)
	0.847
	0.962
	0.97 (0.90-1.07)
	0.563
	0.664

	GSSG (µM)
	19.22 (12.32-40.66)
	17.08 (13.74-26.35)
	0.116
	1.42 (0.98-2.06)
	0.067
	0.302
	1.34 (0.90-1.99)
	0.146
	0.543

	GSH/GSSG
	1.87 (0.70-2.54)
	2.06 (1.11-2.61)
	0.116
	0.74 (0.47-1.17)
	0.197
	0.583
	0.73 (0.46-1.16)
	0.181
	0.543

	Nitrate (µM)
	17.54 (9.90-24.05)
	13.30 (9.03-20.42)
	0.164
	1.34 (1.01-1.77)
	0.041
	0.302
	1.40 (1.07-1.84)
	0.015
	0.135

	LP (nmole/mL) (x103)
	0.73 (0.43-0.95)
	0.85 (0.32-0.99)
	0.615
	0.94 (0.72-1.24)
	0.663
	0.962
	0.89 (0.67-1.17)
	0.384
	0.664

	PCC (nmole/mg) 
	0.11 (0.3-0.30)
	0.14 (0.05-0.28)
	0.422
	1.02 (0.63-1.67)
	0.930
	0.962
	1.01 (0.58-1.75)
	0.972
	0.972

	DNA damage (pg/mL) (x103)
	4.57 (2.85-6.05)
	4.15 (3.01-5.48)
	0.851
	0.99 (0.79-1.26)
	0.962
	0.962
	1.09 (0.85-1.40)
	0.509
	0.664

	RTL
	0.24 (0.21-0.28)
	0.29 (0.23-0.32)
	0.091
	0.93 (0.82-1.06)
	0.259
	0.583
	0.95 (0.84-1.07)
	0.355
	0.664


Statistics: Values are expressed as median (interquartile range). The AMR values were obtained using a generalized linear model and multivariate analysis was performed with the most significant variables. Abbreviations: CHC, PLWHIV chronically infected with HCV; HIV, PLWHIV control group; AMR, Arithmetic Median Rate; aAMR, adjusted arithmetic median rate; q, corrected level of significance by false discovery rate; TAC, total antioxidant capacity; GSH, reduced glutathione; GSSG, oxidized glutathione; LP, lipid peroxidation; PCC, protein carbonyl content; RTL, relative telomere length. 


[bookmark: _Supplementary_Data_6:][bookmark: _Toc110956070]Additional file 8: Comparison of senescence-associated secretory phenotype (SASP) between CHC and HIV.
	
	CHC (n=45)
	HIV (n=35)
	p
	AMR (CI95%)
	p
	q
	aAMR (CI95%)
	p
	q

	Th1/Th2
	
	
	
	
	
	
	
	
	

	GM-CSF
	20.39 (16.49-23.77)
	20.26 (15.08-26.75)
	0.590
	1.10 (0.94-1.29)
	0.228
	0.659
	1.14 (0.99-1.33)
	0.076
	0.254

	IFN-γ
	37.02 (28.52-62.71)
	28.52 (23.77-55.29)
	0.047
	1.07 (0.82-1.39)
	0.618
	0.739
	1.06 (0.81-1.38)
	0.693
	0.819

	IL-1β
	17.35 (13.00-22.50)
	17.75 (14.07-23.80)
	0.778
	1.05 (0.87-1.25)
	0.625
	0.739
	1.11 (0.94-1.31)
	0.240
	0.520

	IL-2
	19.00 (16.00-23.48)
	19.88 (14.59-25.40)
	0.942
	1.01 (0.86-1.18)
	0.952
	0.958
	1.02 (0.88-1.19)
	0.757
	0.820

	IL-6
	20.25 (17.75-23.00)
	23.00 (19.00-27.53)
	0.262
	0.97 (0.81-1.16)
	0.738
	0.800
	0.97 (0.82-1.15)
	0.755
	0.820

	IL-8
	64.00 (58.75-73.07)
	60.00 (54.81-75.02)
	0.211
	1.03 (0.94-1.13)
	0.532
	0.729
	1.04 (0.94-1.15)
	0.443
	0.606

	IL-13
	17.00 (15.13-21.13)
	17.00 (12.33-21.99)
	0.485
	1.08 (0.91-1.28)
	0.367
	0.729
	1.12 (0.95-1.31)
	0.195
	0.461

	IL-18
	131.75 (87.75-322.32)
	94.23 (47.31-241.45)
	0.098
	0.99 (0.65-1.51)
	0.958
	0.958
	0.99 (0.63-1.55)
	0.948
	0.948

	TNF-α
	18.59 (14.78-21.25)
	18.59 (15.94-24.62)
	0.488
	1.07 (0.89-1.28)
	0.494
	0.729
	1.09 (0.91-1.29)
	0.344
	0.559

	Inflammatory cytokines
	
	
	
	
	
	
	
	
	

	IL-1α
	54.64 (45.20-71.88)
	48.70 (43.49-55.64)
	0.044
	1.85 (1.38-2.47)
	<0.001
	0.023
	1.90 (1.416-2.55)
	<0.001
	0.023

	IL-1RA
	40.04 (24.78-76.45)
	29.78 (22.09-50.06)
	0.150
	1.34 (0.98-1.84)
	0.067
	0.436
	1.35 (0.978-1.86)
	0.068
	0.254

	IL-7
	23.50 (20.07-26.63)
	21.98 (19.00-27.61)
	0.534
	1.05 (0.92-1.19)
	0.488
	0.729
	1.07 (0.946-1.21)
	0.283
	0.526

	IL-15
	24.29 (20.00-28.70)
	22.00 (19.25-27.16)
	0.377
	1.11 (0.94-1.32)
	0.221
	0.659
	1.16 (0.984-1.36)
	0.078
	0.254

	TNF-β
	73.22 (60.93-87.75)
	73.88 (59.00-96.85)
	0.816
	0.95 (0.83-1.10)
	0.506
	0.729
	0.94 (0.820-1.09)
	0.425
	0.606

	Chemokines
	
	
	
	
	
	
	
	
	

	Eotaxin
	105.83 (69.65-179.60)
	101.70 (59.69-161.30)
	0.470
	1.08 (0.82-1.43)
	0.585
	0.739
	1.10 (0.85-1.44)
	0.466
	0.606

	Gro-α
	50.35 (45.25-58.06)
	48.93 (40.50-58.34)
	0.302
	1.07 (0.97-1.18)
	0.173
	0.643
	1.10 (0.99-1.21)
	0.065
	0.254

	IP-10
	187.05 (140.95-297.23)
	119.27 (82.72-209.16)
	0.003
	1.39 (1.10-1.76)
	0.007
	0.061
	1.46 (1.14-1.87)
	0.003
	0.026

	MCP-1
	147.23 (93.80-224.24)
	143.00 (100.06-245.20)
	0.561
	1.11 (0.85-1.45)
	0.447
	0.729
	1.01 (0.79-1.29)
	0.932
	0.948

	RANTES
	6766.18 (5601.85-7644.75)
	7793.87 (5862.87-9179.33)
	0.052
	0.90 (0.78-1.0)
	0.118
	0.511
	0.90 (0.78-1.04)
	0.143
	0.372

	SDF-1α
	292.60 (257.30-331.69)
	334.766 (303.876-522.206)
	0.138
	1.15 (0.98-1.35)
	0.090
	0.468
	1.17 (0.99-1.38)
	0.067
	0.254

	Growth factors
	
	
	
	
	
	
	
	
	

	EGF
	33.00 (23.50-48.19)
	34.58 (22.67-47.88)
	0.342
	1.09 (0.83-1.45)
	0.533
	0.729
	1.06 (0.83-1.37)
	0.636
	0.787

	FGF-2
	37.25 (34.52-45.73)
	38.25 (32.01-42.50)
	0.673
	1.05 (0.95-1.15)
	0.353
	0.729
	1.08 (0.99-1.18)
	0.097
	0.280

	HGF
	22.50 (16.00-27.50)
	23.50 (16.00-26.33)
	0.988
	1.03 (0.87-1.22)
	0.708
	0.800
	1.07 (0.91-1.27)
	0.395
	0.604

	NGF
	35.00 (30.39-39.00)
	33.83 (29.84-39.70)
	0.680
	1.05 (0.95-1.16)
	0.350
	0.729
	1.05 (0.95-1.16)
	0.338
	0.559

	PIGF-1
	253.90 (199.18-323.60)
	231.17 (189.54-267.21)
	0.192
	1.35 (1.10-1.65)
	0.004
	0.052
	1.36 (1.11-1.67)
	0.003
	0.026

	SCF
	42.18 (34.75-51.34)
	40.65 (36.02-50.22)
	0.775
	1.05 (0.94-1.17)
	0.363
	0.729
	1.06 (0.95-1.18)
	0.280
	0.526


Statistics: Values are expressed as median of fluorescence (interquartile range). The AMR values were obtained using a generalized linear model and multivariate analysis was performed with the most significant variables. Abbreviations: CHC, PLWHIV chronically infected with HCV; HIV, PLWHIV control group; AMR, Arithmetic Median Ratio; aAMR, adjusted Arithmetic Median Ratio; q, corrected level of significance by false discovery rate.

[bookmark: _Supplementary_Data_7:][bookmark: _Toc110956067]Additional file 9: Comparison of biomarkers of cellular senescence between SC and CHC.
	
	CHC (n=45)
	SC (n=36)
	p
	AMR (CI95%)
	p
	q
	aAMR (CI95%)
	p
	q

	TAC (nmole/µL)
	5.01 (4.59-5.94)
	5.23 (4.75-5.57)
	0.900
	1.03 (0.94-1.13)
	0.552
	0.957
	1.05 (0.95-1.16)
	0.327
	0.809

	GSH (µM)
	29.29 (28.08-34.61)
	29.10 (26.03-33.73)
	0.314
	1.03 (0.94-1.13)
	0.539
	0.957
	[bookmark: OLE_LINK1]1.00 (0.90-1.11)
	0.949
	0.983

	GSSG (µM)
	19.22 (12.32-40.66)
	17.64 (12.19-31.78)
	0.478
	1.16 (0.80-1.68)
	0.441
	0.957
	0.96 (0.58-1.57)
	0.865
	0.983

	GSH/GSSG
	1.87 (0.70-2.54)
	1.81 (0.91-2.91)
	0.527
	1.01 (0.66-1.54)
	0.957
	0.957
	1.19 (0.76-1.87)
	0.452
	0.809

	Nitrate (µM)
	17.54 (9.90-24.05)
	10.86 (6.70-16.97)
	0.015
	1.57 (1.18-2.10)
	0.002
	0.018
	1.73 (1.27-2.35)
	<0.001
	0.008

	LP (nmole/mL) (x103)
	0.73 (0.43-0.95)
	0.73 (0.58-0.90)
	0.713
	0.96 (0.75-1.23)
	0.731
	0.957
	0.91 (0.68-1.23)
	0.539
	0.809

	PCC (nmole/mg
	0.11 (0.3-0.30)
	0.15 (0.07-0.26)
	0.549
	0.98 (0.59-1.61)
	0.925
	0.957
	0.77 (0.41-1.43)
	0.404
	0.809

	DNA damage (pg/mL) (x103)
	4.57 (2.85-6.05)
	3.87 (2.98-5.84)
	0.877
	0.97 (0.78-1.22)
	0.809
	0.957
	1.00 (0.78-1.30)
	0.983
	0.983

	RTL
	0.24 (0.21-0.28)
	0.27 (0.23-0.32)
	0.094
	0.93 (0.82-1.05)
	0.213
	0.957
	0.91 (0.81-1.03)
	0.144
	0.648


Statistics: Values are expressed as median (interquartile range). The AMR values were obtained using a generalized linear model and multivariate analysis was performed with the most significant variables. Abbreviations: SC, PLWHIV who spontaneously clarify HCV; CHC, PLWHIV chronically infected with HCV; AMR, Arithmetic Median Rate; aAMR, adjusted Arithmetic Median Rate; q, corrected level of significance by false discovery rate; TAC, total antioxidant capacity; GSH, reduced glutathione; GSSG, oxidized glutathione; LP, lipid peroxidation; PCC, protein carbonyl content; RTL, relative telomere length.

[bookmark: _Supplementary_Data_8:][bookmark: _Toc110956068]Additional file 10: Comparison of senescence-associated secretory phenotype (SASP) between SC and CHC.
	
	CHC (n=45)
	SC (n=36)
	p
	AMR (CI95%)
	p
	q
	aAMR (CI95%)
	p
	q

	Th1/Th2
	
	
	
	
	
	
	
	
	

	GM-CSF
	20.39 (16.49-23.77)
	18.00 (14.24-21.43)
	0.245
	1.21 (1.04-1.41)
	0.016
	0.083
	1.30 (1.10-1.52)
	0.002
	0.010

	IFN-γ
	37.02 (28.52-62.71)
	30.84 (24.70-45.49)
	0.934
	1.29 (1.03-1.61)
	0.027
	0.100
	1.33 (1.05-1.71)
	0.017
	0.047

	IL-1β
	17.35 (13.00-22.50)
	14.27 (10.85-19.23)
	0.044
	1.22 (1.01-1.48)
	0.037
	0.120
	1.30 (1.07-1.58)
	0.009
	0.029

	IL-2
	19.00 (16.00-23.48)
	18.00 (14.44-21.91)
	0.306
	1.10 (0.94-1.29)
	0.244
	0.444
	1.20 (1.02-1.42)
	0.026
	0.061

	IL-6
	20.25 (17.75-23.00)
	20.25 (15.74-25.88)
	0.237
	1.11 (0.93-1.33)
	0.245
	0.444
	1.18 (0.99-1.41)
	0.059
	0.107

	IL-8
	64.00 (58.75-73.07)
	60.00 (52.80-71.80)
	0.435
	1.09 (1.00-1.19)
	0.048
	0.125
	1.11 (1.01-1.22)
	0.029
	0.063

	IL-13
	17.00 (15.13-21.13)
	15.73 (13.09-18.62)
	0.688
	1.09 (0.92-1.29)
	0.339
	0.490
	1.21 (1.01-1.44)
	0.039
	0.078

	IL-18
	131.75 (87.75-322.32)
	94.55 (64.29-302.68)
	0.585
	1.28 (0.88-1.85)
	0.195
	0.423
	1.31 (0.86-1.98)
	0.206
	0.247

	TNF-α
	18.59 (14.78-21.25)
	14.78 (12.50-21.51)
	0.020
	1.27 (1.05-1.54)
	0.016
	0.083
	1.42 (1.17-1.72)
	<0.001
	0.006

	Inflammatory cytokines
	
	
	
	
	
	
	
	
	

	IL-1α
	54.64 (45.20-71.88)
	49.95 (42.38-61.59)
	0.647
	1.40 (1.01-1.94)
	0.046
	0.125
	1.64 (1.16-2.32)
	0.005
	0.019

	IL-1RA
	40.04 (24.78-76.45)
	30.87 (21.50-44.50)
	0.916
	1.41 (1.04-1.92)
	0.027
	0.100
	1.57 (1.16-2.13)
	0.004
	0.017

	IL-7
	23.50 (20.07-26.63)
	20.07 (17.00-22.75)
	0.093
	1.18 (1.05-1.34)
	0.007
	0.061
	1.26 (1.10-1.43)
	<0.001
	0.006

	IL-15
	24.29 (20.00-28.70)
	20.00 (17.09-25.39)
	0.217
	1.26 (1.07-1.49)
	0.006
	0.061
	1.40 (1.18-1.65)
	<0.001
	0.006

	TNF-β
	73.22 (60.93-87.75)
	71.18 (60.93-89.90)
	0.435
	1.03 (0.90-1.19)
	0.644
	0.761
	1.05 (0.90-1.23)
	0.535
	0.556

	Chemokines
	
	
	
	
	
	
	
	
	

	Eotaxin
	105.83 (69.65-179.60)
	125.91 (71.53-156.07)
	0.404
	1.04 (0.80-1.35)
	0.783
	0.824
	1.13 (0.87-1.48)
	0.365
	0.413

	Gro-α
	50.35 (45.25-58.06)
	48.32 (41.48-57.97)
	0.930
	1.04 (0.94-1.16)
	0.437
	0.563
	1.05 (0.94-1.18)
	0.393
	0.426

	IP-10
	187.05 (140.95-297.23)
	114.49 (93.86-146.36)
	0.605
	1.66 (1.33-2.08)
	<0.001
	0.023
	1.71 (1.34-2.20)
	<0.001
	0.006

	MCP-1
	147.23 (93.80-224.24)
	129.78 (103.80-206.50)
	0.534
	1.17 (0.88-1.56)
	0.275
	0.447
	1.25 (0.94-1.68)
	0.130
	0.185

	RANTES
	6766.18 (5601.85-7644.75)
	6979.61 (5833.00-8804.84)
	0.394
	0.98 (0.82-1.16)
	0.792
	0.824
	0.97 (0.80-1.18)
	0.786
	0.786

	SDF-1α
	292.60 (257.30-331.69)
	289.75 (257.77-345.20)
	0.301
	1.08 (0.91-1.29)
	0.376
	0.515
	1.13 (0.93-1.38)
	0.209
	0.247

	Growth factors
	
	
	
	
	
	
	
	
	

	EGF
	33.00 (23.50-48.19)
	32.00 (23.50-52.65)
	0.177
	1.03 (0.75-1.41)
	0.870
	0.870
	1.26 (0.95-1.68)
	0.116
	0.185

	FGF-2
	37.25 (34.52-45.73)
	39.50 (34.00-43.53)
	0.622
	1.04 (0.94-1.14)
	0.455
	0.563
	1.08 (0.98-1.20)
	0.124
	0.185

	HGF
	22.50 (16.00-27.50)
	21.50 (15.00-24.61)
	0.318
	1.11 (0.93-1.32)
	0.256
	0.444
	1.20 (0.99-1.45)
	0.062
	0.107

	NGF
	35.00 (30.39-39.00)
	33.80 (29.46-39.00)
	0.883
	1.06 (0.95-1.18)
	0.329
	0.490
	1.09 (0.97-1.23)
	0.140
	0.185

	PIGF-1
	253.90 (199.18-323.60)
	262.27 (204.01-312.03)
	0.242
	1.04 (0.81-1.33)
	0.774
	0.824
	1.22 (0.94-1.59)
	0.142
	0.185

	SCF
	42.18 (34.75-51.34)
	40.00 (34.75-51.50)
	0.488
	1.11 (0.98-1.26)
	0.101
	0.239
	1.17 (1.03-1.34)
	0.018
	0.047


Statistics: Values are expressed as median of fluorescence (interquartile range). The AMR values were obtained using a generalized linear model and multivariate analysis was performed with the most significant variables. Abbreviations: SC, PLWHIV who spontaneously clarify HCV; CHC, PLWHIV chronically infected with HCV; AMR, Arithmetic Median Ratio; aAMR. adjusted Arithmetic Median Ratio; q, p-value corrected by false discovery rate.

