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The Multidisciplinary Group of Viral Coinfection HIV/Hepatitis (COVIHEP) is a multidisciplinary research group where virologists, clinicians, immunologists, biochemists, biologists, bioinformaticians and statisticians work together and in a coordinated manner to achieve a better understanding of the prognosis of HIV infection in patients exposed to chronic viral hepatitis. 
Contributors by alphabetical order of institutions and authors within each institution:
· Hospital Universitario 12 de octubre (Madrid-Spain): Laura Bermejo-Plaza; Otilia Bisbal; Lourdes Domínguez-Domínguez; María Lagarde; Mariano Matarranz; Federico Pulido; Rafa Rubio; Mireia Santacreu. 
· Hospital Universitario Infanta Leonor (Madrid-Spain): Guillermo Cuevas; Victorino Diez-Viñas; Pablo Ryan; Jesús Troya.
· Hospital Universitario La Paz (Madrid-Spain): Juan Miguel Castro-Álvarez; Marta Gálvez-Charro; Luz Martín-Carbonero; Mario Mayoral-Muñoz.
· Hospital Universitario La Princesa (Madrid-Spain): Ignacio de los Santos; Lucio García-Fraile; Jesús Sanz-Sanz.
· Instituto de Salud Carlos III Majadahonda (Madrid-Spain): Sonia Arca-Lafuente; Verónica Briz; Celia Crespo-Bermejo; Andrés Deza; Amanda Fernández-Rodríguez; Sergio Grande-García; Violeta Lara-Aguilar; Manuel Juan Llamas-Adán
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1. Exclusion criteria of the participants enrolled
Exclusion criteria were pregnancy, individuals below 18 years old, advanced liver fibrosis (>F3), clinical evidence of hepatic decompensation, active drug or alcohol addiction, alcohol-induced liver injury, Hepatitis B virus (HBV) active infection, opportunistic infections, and other concomitant diseases such as diabetes, neoplasia, autoimmune disease, among others. 
2. Flow cytometry analysis
Activation and terminal exhaustion/senescence levels were assessed in different subpopulations of CD4+ and CD8+ T memory cells from cryopreserved PBMCs stained with a viability dye (eBioscienceTM Fixable Viability Dye eFluor 455UV, ThermoFisher) during 30 min at 4°C. After washing with PBS 1X, non-specific staining was avoid using the Human TruStain FcX (Biolegend) for 10 min at room temperature. Then, PBMCs were washed and stained during 30 min at 4°C with the combination of the anti-human antibodies presented in the table below. After washing, cells were fixed with PFA2%+PBS and analysed by flow cytometry using an Aurora Spectral Flow Cytometer (Cytek Biosciences). Data were analysed with FlowJo v10 software (Tree Star). 

Fluorescently-conjugated antibody 
	Markers
	Antibodies

	Viability
	Fixable Viability Dye eFluor 

	T-cell development
	CD3

	
	CD4

	
	CD8

	
	CCR7

	
	CD45RA

	
	CD27

	
	CD28

	
	FOXP3

	
	CD127

	Activation
	CD25

	
	HLA-DR

	
	CD38

	Terminal exhaustion and senescence
	CD57

	
	PD1





3. Characterization of oxidative stress levels in plasma
To characterize oxidative-stress level, we measured the plasma concentration of reactive oxygen species (ROS) markers levels, total antioxidant capacity, glutathione reductase enzyme and telomere shortening.


3.1. ROS markers
Ros damage:
· At DNA level: We measured the 8‐hydroxydeoxyguanosine (8‐OHdG) DNA levels which reflect the DNA damage response (DDR), with the DNA Damage Competitive ELISA kit (Thermo Fisher Scientific).
· At protein level: We determined the carbonyl content by the derivatization of protein carbonyl groups with 2,4‐dinitrophenylhydrazzine (DNPH) leading to the formation of stable dinitrophenyl (DNP) hydrazine adducts, with the protein carbonyl content (PCC) assay kit (Sigma‐Aldrich) and Pierce BCA Protein Assay Kit (Thermo Fisher Scientific).
· At lipid level: We evaluated lipid peroxidation, with the Lipid Peroxidation (MDA) Assay Kit (Sigma‐Aldrich), which measured the formation of malondialdehyde (MDA) combined with thiobarbituric acid (TBA) by absorbance. Manufacturer’s instructions were followed with slightly differences, as butanol was removed by overnight evaporation at room temperature.
Oxidant molecules:
We assessed nitrate levels by the Nitric Oxide Assay Kit (Thermo Fisher Scientific).
3.2. Antioxidant capacity
The total non-enzymatic antioxidant capacity (TAC) was evaluated with the Total Antioxidant Capacity Assay Kit (Sigma-Aldrich) without Protein Mask, which account for lipid-soluble (tocopherols, carotenes, vitamin A) and water-soluble (glutathione) antioxidants indicative of their ability to counteract oxidative stress-induced damage in cells.
The reduced glutathione (GSH) and oxidized glutathione (GSSG) were determined by the GSH Colorimetric Detection Kit (Thermo Fisher Scientific).
3.3. Telomere shortening
Telomeres are DNA repeated sequences (TTAGGG) located at the end of the chromosome, which protect the terminal region of the chromosome and ensure its integrity.  They become slightly shorter after each cell division cycle, process that is exacerbated along cellular ageing and several diseases, making it an index of disease progression. Quantification of relative telomere length (RTL) from PBMCs was performed by Monochromatic Multiplex Real-Time Quantitative PCR (MMqPCR) as previously described (Molina-Carrion S et al, 2020). Briefly, single-copy gene β-globin (S) was used to normalise the number of telomere copies/sample (T). The RTL was used as a measure of replicative senescence, and it was expressed as the ratio of the telomere amplification product (T) to the single copy gene (S).


[bookmark: _Toc172277126][bookmark: _Toc177131031][bookmark: _Toc204695213]Supplementary Data 3. Characterization and gating strategy for identification of cell populations
I. Immunophenotypic characterization of subpopulation CD4+ and CD8+ T cells
	Population 
	Markers
	Ref

	CD4+
	CD4+
	

	CD4+ Naïve
	CD4+/CD45RA+/CCR7+/CD27+/CD28+
	

	CD4+ CM
	CD4+/CD45RA-/CCR7+/CD27+/CD28+
	

	CD4+ TEMRA
	CD4+/CD45RA+/CCR7-
	[1]

	CD4+ TEMRA pE1
	CD4+/CD45RA+/CCR7-/CD28+/CD27+
	

	CD4+ TEMRA Effector
	CD4+/CD45RA+/CCR7-/CD28-/CD27-
	

	CD4+ EM
	CD4+/CD45RA-/CCR7-
	

	CD4+ EM Th0/Th1
	CD4+/CD45RA-/CCR7-/CD28+/CD27+
	[2]

	CD4+ EM Th1
	CD4+/CD45RA-/CCR7-/CD28-/CD27-
	

	CD4+ EM Th1/Th2
	CD4+/CD45RA-/CCR7-/CD28+/CD27-
	

	CD8+ 
	CD8+
	

	CD8+ Naïve
	CD8+/CD45RA+/CCR7+/CD27+/CD28+
	

	CD8+ CM
	CD8+/CD45RA-/CCR7+/CD27+/CD28+
	

	CD8+ EM
	CD8+/CD45RA-/CCR7-
	

	CD8+ EM1
	CD8+/CD45RA-/CCR7-/CD28+/CD27+
	

	CD8+ EM2
	CD8+/CD45RA-/CCR7-/CD28-/CD27+
	

	CD8+ EM3
	CD8+/CD45RA-/CCR7-/CD28-/CD27-
	[3]

	CD8+ EM4
	CD8+/CD45RA-/CCR7-/CD28+/CD27-
	

	CD8+ TEMRA
	CD8+/CD45RA+/CCR7-
	

	CD8+ TEMRA pE1
	CD8+/CD45RA+/CCR7-/CD28+/CD27-
	

	CD8+ TEMRA pE2
	CD8+/CD45RA+/CCR7-/CD28-/CD27+
	

	CD8+ TEMRA Effector
	CD8+/CD45RA+/CCR7-/CD28-/CD27-
	

	
	
	

	CD4+ Treg
	CD4+/FOXP3+/CD25+/CD127lo
	[4]

	
	
	

	Additional markers for CD4+ or CD8+ subpopulations
	

	Terminal exhaustion and senescence
	PD1+/CD57+
	[4]

	Late activation
	CD38+/HLADR+
	

	Middle activation
	CD25+/HLADR+
	

	
	
	



References: 
1. Koch S, Larbi A, Derhovanessian E, Özcelik D, Naumova E, Pawelec G. 2008 Multiparameter flow cytometric analysis of CD4 and CD8 T cell subsets in young and old people. Immun. Ageing 5, 1–12. 
2. Okada R, Kondo T, Matsuki F, Takata H, Takiguchi M. 2008 Phenotypic classification of human CD4+ T cell subsets and their differentiation. Int. Immunol. 20, 1189–1199. 
3. Romero P, Zippelius A, Kurth I, Pittet MJ, Touvrey C, Iancu EM, Corthesy P, Devevre E, Speiser DE, Rufer N. 2007 Four functionally distinct populations of human effector-memory CD8+ T lymphocytes. J Immunol. 178, 4112-9. 
4. Yero A, Shi T, Farnos O, Routy JP, Tremblay C, Durand M, Tsoukas C, Costiniuk CT, Jenabian MA. 2021 Dynamics and epigenetic signature of regulatory T-cells following antiretroviral therapy initiation in acute HIV infection. EBioMedicine 71.

II. Gating strategy
[image: ]
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Notes: Differential expression of CD45RA, CCR7, CD27 and CD28 cell surface molecules on total CD4+ and CD8+ T cells from participants acquired on a Spectral Flow Cytometry Instrument (Cytek Biosciences). A, the FSC-Height (H) vs. Side scatter (SSC)-H is used to gate lymphocytes population. The FSC-H vs. FSC-A and SSC-H vs. SSC-A are used to gate on single cells and to exclude doublets. Next, the eFluor 455 UV-negative vs. FSC-H are used to gate alive cells, and subsequently FSC-A and CD3 are used to select CD3+ lymphocytes. Finally, live CD4+ and CD8+ lymphocytes were selected. B, CD4+ gated cells were separated into four subsets based on CD45RA and CCR7 labelling: Naïve (CCR7+CD45RA+), CM (CCR7+CD45RA-), EM (CCR7-CD45RA-), and TEMRA (CCR7-CD45RA+). C, Each CD4+ subset was analyzed for CD27 and CD28 co-expression, deriving in seven CD4+ T cell subpopulations: Naïve (CD27+CD28+), CM (CD27+CD28+), EM Th0 and Th1 (CD27+CD28+), EM Th1 (CD27-CD28-) and EM Th1 and Th2 (CD27-CD28+), TEMRA pE1 (CD27+CD28+) and TEMRA effector (CD27-CD28-). D, CD8+ gated cells were divided into four subsets based on CD45RA and CCR7 labelling: Naïve (CCR7+CD45RA+), CM (CCR7+CD45RA-), EM (CCR7-CD45RA-), and TEMRA (CCR7-CD45RA+). E, Each CD8+ subset was analyzed for CD27 and CD28 co-expression, distinguishing nine CD8+ T cells subpopulations: Naïve (CD27+CD28+), CM (CD27+CD28+), EM1 (CD27+CD28+), EM2 (CD27+CD28-), EM3 (CD27-CD28-), EM4 (CD27-CD28+), TEMRA pE1 (CD27+CD28+), TEMRA pE2 (CD27+CD28-) and TEMRA effector (CD27-CD28-). Additionally, the profile of middle activation (CD25+HLADR+), late activation (HLADR+CD38+), and terminal exhaustion and senescence (PD1+CD57+) were analyzed on all CD4+ T and CD8+ T subpopulations. Abbreviations: CM, central memory; EM, effector memory; Th, T helper, TEMRA pE1, pre-terminally differentiated effector memory RA+ type 1; TEMRA pE2, pre-terminally differentiated effector memory RA+ type 2; TEMRA effector, terminally differentiated effector memory RA+.
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	Marker
	Official gene symbol
	Official Protein Full Name

	
	Th1/Th2
	 
	 

	SASP
	GM-CSF
	CSF2
	Colony stimulating factor 2

	
	IFN gamma
	IFNG
	Interferon gamma

	
	IL-1 beta
	IL1B
	Interleukin 1 beta

	
	IL-2
	IL2
	Interleukin 2

	
	IL-6
	IL6
	Interleukin 6

	
	IL-8
	CXCL8
	Interleukin-8

	
	IL-13
	IL13
	Interleukin 13

	
	IL-18
	IL18
	Interleukin 18

	
	TNF-alpha
	TNF
	Tumor necrosis factor

	
	IL-12p70
	IL12B
	Interleukin 12B

	
	IL-4
	IL4
	Interleukin 4

	
	IL-5
	IL5
	Interleukin 5

	
	Th9/Th17/Th22/Treg
	 
	 

	
	IL-9
	IL9
	Interleukin 9

	
	IL-10
	IL10
	Interleukin 10

	
	IL-17A
	IL17A
	Interleukin 17A

	
	IL-21
	IL21
	Interleukin 21

	
	IL-22
	IL22
	Interleukin 22

	
	IL-23
	IL23A
	Interleukin 23 subunit alpha

	
	IL-27
	IL27
	Interleukin 27

	
	Inflammatory cytokines
	 

	SASP
	IL-1 alpha
	IL1A
	Interleukin 1 alpha

	
	IL-1RA
	IL1RN
	Interleukin 1 receptor antagonist protein

	
	IL-7
	IL7
	Interleukin 7

	
	IL-15
	IL15
	Interleukin 15

	
	TNF-beta
	LTA
	Lymphotoxin alpha

	
	IFN alpha
	IFNA1
	Interferon alpha 1

	
	IL-31
	IL31
	Interleukin 31

	
	Chemokines
	 
	 

	SASP
	Eotaxin
	CCL11
	Eotaxin

	
	GRO alpha
	CXCL1
	Growth-regulated alpha protein

	
	IP-10
	CXCL10
	C-X-C motif chemokine 10

	
	MCP-1
	CCL2
	C-C motif chemokine 2

	
	RANTES
	CCL5
	C-C motif chemokine 5

	
	SDF-1 alpha
	CXCL12
	Stromal cell-derived factor 1

	
	MIP-1 alpha
	CCL3
	C-C motif chemokine 3

	
	MIP-1 beta
	CCL4
	C-C motif chemokine 4

	
	Growth factors
	 
	 

	SASP
	EGF
	EGF
	Epidermal growth factor

	
	FGF-2
	FGF-2
	Fibroblast growth factor 2

	
	HGF
	HGF
	Hepatocyte growth factor

	
	NGF beta
	NGF
	Nerve growth factor

	
	PlGF-1
	PGF
	Placenta growth factor

	
	SCF
	KITLG
	KIT ligand

	
	BDNF
	BDNF
	Brain-derived neurotrophic factor

	
	LIF
	LIF
	Leukemia inhibitory factor

	
	PDGF-BB
	PDGFB
	Platelet-derived growth factor subunit B

	
	VEGF-A
	VEGFA
	Vascular endothelial growth factor A

	
	VEGF-D
	VEGFD
	Vascular endothelial growth factor D
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	CHC
	SC
	HIV

	
	CC
	CT/TT
	p
	CC
	CT/TT
	p
	CC
	CT/TT
	p

	Nº
	14
	31
	
	29
	9
	
	18
	17
	

	Sex
	3 (21.43)
	15 (48.39)
	0.111
	13 (44.83)
	3 (33.33)
	0.706
	10 (55.56)
	8 (47.06)
	0.740

	Age (years)
	50.00
[44.25-54.00]
	49.00
[45.00-52.50]
	0.641
	52.00
[48.00-55.00]
	51.00
[48.00-52.00]
	0.294
	51.00
[42.75-56.25]
	48.00
[41.00-55.00]
	0.792

	BMI (kg/m2, n=96)
	24.21
[21.06-26.23]
	22.35
[20.31-24.73]
	0.234
	24.73
[23.53-27.27]
	22.09
[21.69-27.42]
	0.683
	24.91
[22.15-28.95]
	24.23
[22.61-26.06]
	0.661

	Transmission route
	
	
	0.859
	
	
	>0.999
	
	
	-

	IVDU
	7/12 (58.33)
	19/30 (63.33)
	
	17/26 (65.38)
	5/8 (62.50)
	
	-
	-
	

	IVDU + sexual
	0/12 (0.00)
	1/30 (3.33)
	
	1/26 (3.85)
	0/8 (0.00)
	
	-
	-
	

	Sexual
	5/12 (41.67)
	9/30 (30.00)
	
	8/26 (30.77)
	3/8 (37.50)
	
	16 (100.00)
	13 (100.00)
	

	Vertical
	0/12 (0.00)
	1/30 (3.33)
	
	-
	-
	
	-
	-
	

	HIV clinical stage
	
	
	0.813
	
	
	0.880
	
	
	0.647

	A
	7/12 (58.33)
	15/31 (48.39)
	
	10/25 (40.00)
	5/9 (55.56)
	
	13/17 (76.47)
	9/15 (60.00)
	

	B
	1/12 (8.33)
	6/31 (19.35)
	
	6/25 (24.00)
	2/9 (22.22)
	
	2/17 (11.76)
	3/15 (20.00)
	

	C
	4/12 (33.33)
	10/31 (32.26)
	
	9/25 (36.00)
	2/9 (22.22)
	
	2/17 (11.76)
	3/15 (20.00)
	

	Lymphocyte count
	
	
	
	
	
	
	
	
	

	CD4+ T (cell/mm3, n=118)
	729.80
[639.05-1188.15]
	668.00
[521.50-1009.95]
	0.309
	793.00
[572.00-945.00]
	603.90
[514.60-806.00]
	0.279
	790.50
[612.75-1043.30]
	848.00
[763.00-1006.00]
	0.438

	CD8+ T (cell/mm3, n=54)
	963.00
[726.25-1365.25]
	650.00
[583.00-906.00]
	0.051
	979.00
[759.00-1243.00]
	624.00
[473.50-792.50]
	0.113
	1102.50
[806.75-1488.00]
	906.00
[812.25-1056.25]
	0.462

	CD4/CD8 ratio (n=51)
	0.80
[0.64-0.91]
	0.83
[0.53-1.08]
	0.772
	0.84
[0.72-1.07]
	1.13
[1.10-1.17]
	0.113
	1.11
[0.51-1.21]
	0.86
[0.76-1.36]
	0.728

	CD4 T nadir (cell/mm3, n=96)
	217.00
[167.00-337.00]
	205.00
[110.50-299.50]
	0.710
	207.50
[104.75-242.25]
	225.00
[77.50-249.00]
	0.925
	203.00
[180.00-281.00]
	301.00
[209.00-388.00]
	0.166

	HIV treatment
	
	
	0.315
	
	
	0.564
	
	
	0.274

	INSTIs
	4/14 (28.57)
	14/30 (46.67)
	
	8/29 (27.59)
	5/9 (55.56)
	
	7/18 (38.89)
	10/17 (58.82)
	

	PIs
	3/14 (21.43)
	2/30 (6.67)
	
	2/29 (6.90)
	1/9 (11.11)
	
	1/18 (5.56)
	1/17 (5.88)
	

	NRTIs
	1/14 (7.14)
	0/30 (0.00)
	
	15/29 (51.72)
	3/9 (33.33)
	
	2/18 (11.11)
	0/17 (0.00)
	

	NNRTIs
	4/14 (28.57)
	8/30 (26.67)
	
	-
	-
	
	3/18 (16.67)
	4/17 (23.53)
	

	Bitherapy
	1/14 (7.14)
	5/30 (16.67)
	
	3/29 (10.34)
	0/9 (0.00)
	
	5/18 (27.78)
	1/17 (5.88)
	

	PI-Monotherapy
	1/14 (7.14)
	1/30 (3.33)
	
	1/29 (3.45)
	0/9 (0.00)
	
	0/18 (0.00)
	1/17 (5.88)
	

	HCV genotype
	
	
	0.074
	
	
	>0.999
	
	
	

	1
	7/12 (58.33)
	20/31 (64.52)
	
	-
	1/2 (50.00)
	
	
	
	

	2
	2/12 (16.67)
	0/31 (0.00)
	
	-
	-
	
	
	
	

	3
	1/12 (8.33)
	1/31 (3.23)
	
	-
	-
	
	
	
	

	4
	2/12 (16.67)
	10/31 (32.26)
	
	1/2 (50.00)
	-
	
	
	
	

	Carga viral VHC (UI/mL)
	2170000.00 [353000.00-6710000.00]
	1790000.00 [445500.00-8483250.00]
	0.571
	
	
	
	
	
	


Note. CHC; chronic hepatitis C; SC: spontaneous clarifier; BMI, body mass index; IVDU, intravenous drug user; INSTIs, integrase inhibitors; NRTIs, nucleoside analogue reverse transcriptase inhibitors; PIs, protease inhibitors; NNRTIs, non-nucleoside reverse transcriptase inhibitors
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	CHC
	SC
	HIV

	 
	CC
	CT/TT
	p
	CC
	CT/TT
	p
	CC
	CT/TT
	p

	Nº
	14
	31
	
	29
	9
	
	18
	17
	

	Lipid profile
	
	
	
	
	
	
	
	
	

	Glu (mg/dL)
	93.00
[90.00-95.00]
	87.00
[85.00-94.75]
	0.166
	96.00
[89.50-102.00]
	96.00
[93.00-103.00]
	0.751
	91.00
[87.00-96.00]
	93.00
[85.00-98.00]
	0.681

	Glu ≥ 110 mg/dL
	0/11 (0.00)
	4/26 (15.38)
	0.296
	4/24 (16.67)
	1/5 (20.00)
	>0.999
	1/13 (7.69)
	1/13 (7.69)
	>0.999

	TC (mg/dL)
	201.50
[185.00-213.50]
	177.00
[166.00-199.00]
	0.149
	192.00
[186.00-224.50]
	203.00
[168.00-220.00]
	0.928
	190.00
[179.00-204.00]
	183.00
[168.00-205.00]
	0.356

	TC ≥ 200 mg/dL
	6/10 (60.00)
	6/25 (24.00)
	0.059
	9/23 (39.13)
	3/5 (60.00)
	0.624
	6/13 (46.15)
	4/13 (30.77)
	0.688

	LDL (mg/dL)
	131.50
[109.00-138.75]
	102.00
[79.00-118.00]
	0.025
	118.00
[100.00-142.00]
	114.00
[109.00-133.00]
	>0.999
	118.00
[110.75-137.75]
	100.00
[84.50-148.00]
	0.141

	LDL ≥ 130 mg/dL
	7/10 (70.00)
	3/25 (12.00)
	0.002
	5/17 (29.41)
	2/5 (40.00)
	>0.999
	5/12 (41.67)
	4/12 (33.33)
	>0.999

	HDL (mg/dL)
	47.50
[42.25-52.75]
	53.00
[40.00-62.00]
	0.306
	54.00
[45.00-59.00]
	48.00
[45.00-48.00]
	0.610
	44.50
[41.25-52.50]
	48.00
[37.25-57.00]
	0.862

	TG (mg/dL)
	128.50
[87.75-142.75]
	110.00
[81.00-180.00]
	0.812
	128.00
[118.00-182.00]
	163.00
[101.00-175.00]
	0.922
	107.50
[88.75-198.00]
	131.00
[105.00-172.50]
	0.644

	TG ≥ 200 mg/dL
	0/10 (0.00)
	4/25 (16.00)
	0.303
	5/21 (23.81)
	1/5 (20.00)
	>0.999
	3/12 (25.00)
	2/12 (16.67)
	>0.999

	LDL/HDL
	2.83
[2.61-3.18]
	2.08
[1.47-2.60]
	0.036
	2.42
[2.00-2.94]
	2.42
[1.79-3.31]
	0.938
	2.55
[2.26-3.24]
	2.34
[2.12-2.68]
	0.326

	AI (TC/HDL)
	4.34
[3.93-4.60]
	3.53
[2.90-4.20]
	0.080
	4.00
[3.51-4.37]
	3.73
[3.21-5.27]
	0.875
	3.90
[3.61-5.37]
	3.96
[3.68-4.56]
	0.862

	Low risk
	7/10 (70.00)
	22/25 (88.00)
	0.322
	15/17 (88.24)
	3/5 (60.00)
	0.210
	8/12 (66.67)
	9/12 (75.00)
	>0.999

	AIP log (TG/HDL)
	0.44
[0.28-0.48]
	0.42
[0.12-0.55]
	0.985
	0.43
[0.34-0.62]
	0.39
[0.32-0.64]
	0.784
	0.33
[0.26-0.67]
	0.45
[0.34-0.58]
	0.470

	High risk
	8/10 (80.00)
	16/25 (64.00)
	0.447
	14/17 (82.35)
	4/5 (80.00)
	>0.999
	11/12 (91.67)
	11/12 (91.67)
	>0.999

	Lipoprotein index
	72.50
[43.29-84.86]
	39.09
[23.77-72.70]
	0.177
	70.22
[48.64-81.22]
	61.82
[28.49-118.94]
	0.906
	46.34
[37.21-127.71]
	67.92
[35.37-82.78]
	0.644

	Liver function
	
	
	
	
	
	
	
	
	

	AST (mg/dL)
	32.00
[30.00-49.00]
	37.00
[27.50-42.50]
	0.739
	23.00
[19.00-26.00]
	23.00
[19.00-27.00]
	0.651
	24.00
[20.00-27.00]
	23.00
[22.00-26.00]
	0.959

	AST ≥ 40 mg/dL
	4/11 (36.36)
	8/26 (30.77)
	>0.999
	23/23 (100.00)
	5/5 (100.00)
	-
	1/13 (7.69)
	1/13 (7.69)
	>0.999

	ALT (mg/dL)
	45.00
[31.50-56.50]
	45.00
[32.50-54.75]
	0.868
	22.00
[18.00-25.00]
	16.00
[13.00-23.00]
	0.271
	28.00
[24.00-34.00]
	24.00
[21.00-29.00]
	0.259

	ALT ≥ 40 mg/dL
	6/11 (54.55)
	16/26 (61.54)
	0.728
	24/24 (100.00)
	5/5 (100.00)
	-
	3/13 (23.08)
	2/13 (15.38)
	>0.999

	GGT (mg/dL)
	35.00
[21.50-47.50]
	63.00
[34.00-101.00]
	0.037
	32.00
[25.25-40.75]
	33.00
[31.00-38.00]
	0.731
	24.50
[21.75-34.75]
	28.50
[18.75-47.25]
	0.908

	GGT ≥ 50 mg/dL
	3/11 (27.27)
	14/23 (60.87)
	0.141
	3/22 (13.64)
	0/5 (0.00)
	>0.999
	2/12 (16.67)
	3/12 (25.00)
	>0.999

	ALP
	90.00
[74.50-101.00]
	82.50
[63.50-92.00]
	0.343
	95.50
[71.00-107.75]
	95.00
[70.00-116.00]
	0.851
	87.00
[66.00-99.00]
	74.00
[66.00-81.00]
	0.238

	TBIL
	0.51
[0.32-0.69]
	0.50 [0.47-0.60]
	0.829
	0.40
[0.26-0.50]
	0.51
[0.40-0.97]
	0.105
	0.40
[0.38-0.57]
	0.43
[0.40-0.54]
	0.354

	Albumin
	4.25
[4.03-4.47]
	4.40
[4.15-4.40]
	>0.999
	4.50
[4.43-4.68]
	-
	-
	4.15
[4.08-4.22]
	4.35
[3.00-4.75]
	0.814

	Liver fibrosis markers
	
	
	
	
	
	
	
	
	

	APRI
	0.68
[0.66-0.75]
	0.46
[0.36-0.53]
	0.050
	0.36
[0.30-0.50]
	0.35
[0.30-0.41]
	0.773
	
	
	

	FIB4
	1.75
[1.56-1.79]
	1.46
[1.31-1.56]
	0.275
	1.15
[1.04-1.31]
	1.26
[1.23-1.31]
	0.309
	
	
	

	Fibroscan score
	
	
	>0.999
	
	
	-
	
	
	-

	F0-F1
	11/12 (91.67)
	25/29 (86.21)
	
	18/18 (100.00)
	6/6 (100.00)
	
	3/3 (100.00)
	3/3 (100.00)
	

	F2
	1/12 (8.33)
	3/29 (10.34)
	
	
	
	
	
	
	

	F3
	0/12 (0.00)
	1/29 (3.45)
	
	
	
	
	
	
	


Note. 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% women); AIP, atherogenic index for plasma (high risk >0.21); Lipoprotein index (TC * TG * LDL)/HDL); AST, aspartate aminotransferase, ALT, alanine aminotransferase; GGT, gamma glutamyl transferase; ALP, alkaline phosphatase; BT, total bilirubin.


[bookmark: _Toc204695217][bookmark: _Toc172277130][bookmark: _Toc177131035]Supplementary Data 7. Comparison of cellular immune populations between CC and CT/TT genotypes in CHC group. Only statistically significant populations for at least one comparison are shown (p<0.05, q<0.15).

	CHC Group

	
	CC
	CT/TT
	p
	AMR
	pa
	qa
	aAMR
	pb
	qb

	CD4+
	
	
	
	
	
	
	
	
	

	Resting
	
	
	
	
	
	
	
	
	

	EM Th0/Th1
	44.80 (26.80-47.80)
	54.00 (44.90-58.10)
	0.059
	0.63 (0.44-0.92)
	0.026
	0.454
	0.58 (0.42-0.81)
	0.004
	0.120

	CD8+
	
	
	
	
	
	
	
	
	

	DEVELOPMENT
	
	
	
	
	
	
	
	
	

	Total
	58.70 (42.50-65.50)
	47.10 (39.90-52.30)
	0.100
	1.62 (1.06-2.46)
	0.036
	0.099
	1.68 (1.12-2.52)
	0.021
	0.063

	EM1
	34.50 (26.90-42.10)
	45.60 (40.90-69.10)
	0.022
	0.47 (0.27-0.81)
	0.012
	0.044
	0.42 (0.26-0.69)
	0.002
	0.012

	EM3
	49.60 (41.80-54.50)
	32.30 (11.10-41.60)
	0.010
	2.65 (1.43-4.90)
	0.005
	0.038
	2.95 (1.67-5.21)
	0.001
	0.012

	EM4
	3.19 (2.37-5.37)
	6.78 (5.15-8.15)
	0.009
	0.55 (0.37-0.81)
	0.007
	0.038
	0.55 (0.37-0.81)
	0.007
	0.028

	ACTIVATION
	
	
	
	
	
	
	
	
	

	CD25+/HLADR+
	
	
	
	
	
	
	
	
	

	EM
	0.93 (0.38-1.49)
	0.21 (0.11-0.55)
	0.018
	2.14 (1.16-3.96)
	0.020
	0.296
	2.14 (1.16-3.96)
	0.020
	0.144

	EM1
	3.71 (1.96-5.57)
	1.23 (0.88-2.55)
	0.041
	1.79 (1.11-2.89)
	0.027
	0.296
	1.79 (1.11-2.89)
	0.027
	0.144

	EM4
	8.69 (5.98-11.70)
	6.55 (2.11-8.11)
	0.049
	1.71 (1.09-2.67)
	0.029
	0.296
	1.71 (1.09-2.67)
	0.029
	0.144

	CD38+/HLADR+
	
	
	
	
	
	
	
	
	

	Total
	18.30 (13.00-33.00)
	14.20 (8.77-20.50)
	0.153
	1.56 (0.92-2.65)
	0.118
	0.309
	1.93 (1.23-3.04)
	0.010
	0.144

	EM
	16.00 (15.00-35.70)
	10.70 (9.81-19.10)
	0.215
	1.46 (0.84-2.53)
	0.193
	0.410
	1.81 (1.10-3.00)
	0.031
	0.144

	Resting
	
	
	
	
	
	
	
	
	

	Total
	22.80 (18.10-39.20)
	36.60 (22.40-48.20)
	0.080
	0.56 (0.32-0.98)
	0.053
	0.296
	0.50 (0.30-0.83)
	0.014
	0.144

	EM
	21.30 (20.00-26.60)
	37.30 (26.40-51.20)
	0.049
	0.53 (0.30-0.93)
	0.039
	0.296
	0.48 (0.28-0.81)
	0.012
	0.144

	TEMRA
	11.00 (7.47-14.40)
	18.20 (13.30-30.70)
	0.027
	0.55 (0.31-0.98)
	0.055
	0.296
	0.51 (0.29-0.90)
	0.032
	0.144

	TERMINAL EXHAUSTION AND SENESCENCE
	
	
	
	
	
	
	

	PD1+/CD57+
	
	
	
	
	
	
	
	
	

	Total
	26.10 (23.00-27.90)
	12.60 (7.84-17.60)
	0.009
	2.35 (1.43-3.87)
	0.003
	0.036
	2.60 (1.63-4.16)
	0.001
	0.012

	EM
	36.60 (31.50-43.80)
	21.30 (14.10-23.80)
	0.008
	2.40 (1.48-3.89)
	0.002
	0.036
	2.65 (1.67-4.20)
	0.001
	0.012

	EM2
	42.20 (36.40-53.60)
	30.30 (20.40-38.90)
	0.033
	1.86 (1.13-3.07)
	0.023
	0.114
	1.86 (1.13-3.07)
	0.023
	0.079

	EM3
	39.80 (31.80-58.10)
	26.00 (15.60-48.30)
	0.056
	2.13 (1.07-4.22)
	0.043
	0.115
	2.13 (1.07-4.22)
	0.043
	0.115

	TEMRA
	24.70 (22.40-32.10)
	18.10 (7.16-22.40)
	0.031
	1.97 (1.15-3.40)
	0.023
	0.114
	1.97 (1.15-3.40)
	0.023
	0.079

	TEMRA pE2
	26.80 (20.90-43.30)
	19.00 (8.31-24.10)
	0.071
	2.01 (1.08-3.73)
	0.038
	0.114
	2.01 (1.08-3.73)
	0.038
	0.114

	PD1-/CD57-
	
	
	
	
	
	
	
	
	

	Total
	29.10 (21.60-39.20)
	39.50 (34.80-48.80)
	0.033
	0.54 (0.33-0.90)
	0.027
	0.114
	0.50 (0.32-0.80)
	0.009
	0.072

	EM
	13.90 (6.80-17.00)
	22.60 (18.30-32.40)
	0.010
	0.50 (0.28-0.92)
	0.036
	0.114
	0.48 (0.27-0.86)
	0.023
	0.079

	TEMRA
	16.70 (10.10-20.10)
	27.00 (24.20-31.80)
	0.019
	0.56 (0.34-0.91)
	0.029
	0.114
	0.52 (0.33-0.84)
	0.014
	0.079



Note. Statistics: values are expressed as median of percentage with respect to their reference population (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (p). The AMR values were obtained using a generalized additive model for location, scale, and shape (GAMLSS) and adjusted by the most significant variables (aAMR); p- and q-values were also shown (pa and qa: non-adjusted GAMLSS; pb and qb: adjusted GAMLSS). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate. 

[bookmark: _Toc204695218][bookmark: _Toc172277131][bookmark: _Toc177131036]Supplementary Data 8. Comparison of total expression levels of CD25 and CD38 markers between CC and CT/TT genotypes in CHC group. Only statistically significant populations for at least one comparison are shown (p<0.05, q<0.15).
	

	CHC group

	
	CC
	CT/TT
	p
	AMR
	pa
	qa
	aAMR
	pb
	qb

	CD8+
	
	
	
	
	
	
	
	
	

	EM, CD25+
	2.44 (1.34-2.68)
	0.98 (0.50-1.83)
	0.025
	2.03 (1.23-3.36)
	0.451
	0.637
	2.03 (1.23-3.36)
	0.012
	0.144

	Total, CD38+
	37.50 (19.31-50.00)
	25.17 (15.98-28.24)
	0.153
	1.70 (0.99-2.92)
	0.198
	0.458
	2.10 (1.32-3.33)
	0.005
	0.144

	EM, CD38+
	20.25 (17.83-47.80)
	14.97 (13.03-24.87)
	0.169
	1.70 (0.92-3.14)
	0.020
	0.369
	2.22 (1.28-3.84)
	0.010
	0.144



Note. Statistics: values are expressed as median of percentage with respect to their reference population (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (p). The AMR values were obtained using a generalized additive model for location, scale, and shape (GAMLSS) and adjusted by the most significant variables (aAMR); p- and q-values were also shown (pa and qa: non-adjusted GAMLSS; pb and qb: adjusted GAMLSS). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate. 

[bookmark: _Toc204695219] Supplementary Data 9. Comparison of oxidative stress and immune response biomarkers between CC and CT/TT genotypes within CHC group.
	CHC group

	 
	 
	CC
	CT/TT
	p
	AMR (CI 95%)
	pa
	qa
	aAMR (CI 95%)
	pb
	qb

	Oxidative stress biomarkers
	 
	 
	 
	 
	 
	 
	 
	 
	 

	
	GSH
	28.88 (26.94-32.25)
	30.35 (28.17-34.98)
	0.297
	0.90 (0.79-1.04)
	0.163
	0.267
	0.94 (0.82-1.07)
	0.351
	0.503

	
	GSSG
	13.48 (6.27-24.69)
	31.61 (15.36-41.10)
	0.023
	0.56 (0.35-0.92)
	0.024
	0.081
	0.56 (0.35-0.92)
	0.024
	0.076

	
	DNA damage
	5517.89 (1962.76-6426.09)
	4552.64 (3040.62-5952.51)
	0.859
	1.02 (0.75-1.39)
	0.908
	0.943
	1.02 (0.75-1.39)
	0.908
	0.943

	
	TAC
	5.36 (5.28-6.34)
	4.82 (4.35-5.70)
	0.040
	1.11 (0.96-1.28)
	0.155
	0.267
	1.11 (0.96-1.28)
	0.155
	0.269

	
	LP
	517.73 (306.02-735.66)
	851.84 (494.28-989.10)
	0.053
	0.70 (0.51-0.98)
	0.039
	0.096
	0.70 (0.51-0.98)
	0.039
	0.096

	
	Nitrate
	18.05 (9.81-30.18)
	17.53 (11.51-20.60)
	0.482
	1.43 (0.92-2.25)
	0.128
	0.26
	1.43 (0.92-2.25)
	0.128
	0.260

	
	PCC
	0.10 (0.03-0.16)
	0.11 (0.03-0.36)
	0.428
	0.52 (0.23-1.32)
	0.146
	0.267
	0.52 (0.23-1.32)
	0.146
	0.269

	
	GSH/GSSG
	2.02 (1.21-6.07)
	0.90 (0.68-2.32)
	0.074
	2.39 (1.31-4.61)
	0.010
	0.049
	2.39 (1.31-4.61)
	0.010
	0.049

	
	RTL
	0.22 (0.20-0.24)
	0.26 (0.23-0.32)
	0.028
	0.86 (0.70-1.06)
	0.147
	0.267
	0.86 (0.70-1.06)
	0.147
	0.269

	Immune response biomarkers
	 
	 
	 
	 
	 
	 
	 
	 
	 

	
	Cytokines
	
	
	
	
	
	
	
	
	

	
	Th1/Th2
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	GM-CSF
	22.42 (17.91-29.00)
	19.00 (15.30-22.62)
	0.071
	1.38 (1.08-1.79)
	0.015
	0.062
	1.38 (1.08-1.79)
	0.015
	0.056

	
	IFN gamma
	49.02 (37.30-77.75)
	34.02 (26.99-42.05)
	0.012
	1.35 (0.88-2.11)
	0.18
	0.286
	1.35 (0.88-2.11)
	0.180
	0.295

	
	IL-1 beta
	21.76 (14.55-29.44)
	17.20 (12.89-19.41)
	0.128
	1.47 (1.12-1.95)
	0.008
	0.043
	1.47 (1.12-1.95)
	0.008
	0.045

	
	IL2
	26.00 (19.31-29.72)
	18.00 (15.09-21.18)
	0.005
	1.41 (1.13-1.78)
	0.005
	0.043
	1.41 (1.13-1.78)
	0.005
	0.043

	
	IL-6
	21.40 (19.14-32.53)
	20.25 (17.75-22.07)
	0.141
	1.50 (1.14-2.00)
	0.007
	0.043
	1.50 (1.14-2.00)
	0.007
	0.045

	
	IL-8
	66.25 (63.29-72.06)
	64.00 (57.14-72.72)
	0.291
	1.06 (0.95-1.18)
	0.31
	0.452
	1.06 (0.95-1.18)
	0.310
	0.465

	
	IL-13
	19.02 (17.00-23.20)
	16.54 (12.00-19.74)
	0.079
	1.32 (1.04-1.69)
	0.033
	0.089
	1.32 (1.04-1.69)
	0.033
	0.088

	
	IL-18
	244.99 (100.61-381.96)
	112.31 (86.34-233.17)
	0.176
	1.29 (0.66-2.65)
	0.476
	0.659
	1.29 (0.66-2.65)
	0.476
	0.659

	
	TNF alpha
	19.84 (18.37-27.88)
	17.00 (14.75-20.62)
	0.034
	1.70 (1.25-2.34)
	0.002
	0.027
	1.70 (1.25-2.34)
	0.002
	0.029

	
	IL-12p70
	23.57 (19.37-33.83)
	20.83 (16.05-24.83)
	0.116
	0.73 (0.21-3.22)
	0.647
	0.813
	0.73 (0.21-3.22)
	0.647
	0.813

	
	IL-4
	28.00 (24.71-34.26)
	23.63 (18.50-25.76)
	0.005
	1.34 (1.13-1.61)
	0.002
	0.027
	1.34 (1.13-1.61)
	0.002
	0.029

	
	IL-5
	21.23 (18.88-28.17)
	23.67 (17.88-28.70)
	0.990
	1.12 (0.89-1.42)
	0.354
	0.503
	1.12 (0.89-1.42)
	0.354
	0.503

	
	Th9/Th17/Th22/Treg
	
	
	
	
	
	
	
	

	
	IL-9
	38.10 (33.25-41.74)
	33.75 (30.50-37.92)
	0.162
	1.03 (0.87-1.22)
	0.728
	0.847
	1.03 (0.87-1.22)
	0.728
	0.847

	
	IL-10
	20.48 (19.03-26.75)
	16.00 (13.34-18.52)
	0.007
	1.40 (1.14-1.73)
	0.003
	0.032
	1.40 (1.14-1.73)
	0.003
	0.029

	
	IL-17A
	20.59 (17.06-41.24)
	16.75 (13.50-23.19)
	0.066
	1.56 (1.15-2.15)
	0.008
	0.043
	1.56 (1.15-2.15)
	0.008
	0.045

	
	IL-21
	35.92 (26.96-52.95)
	29.02 (24.88-41.69)
	0.364
	1.36 (0.48-4.52)
	0.587
	0.755
	1.36 (0.48-4.52)
	0.587
	0.755

	
	IL-22
	54.56 (39.66-69.75)
	40.47 (29.77-66.66)
	0.194
	1.52 (0.40-7.57)
	0.567
	0.747
	1.52 (0.40-7.57)
	0.567
	0.747

	
	IL-23
	46.98 (35.99-59.05)
	38.52 (29.67-50.73)
	0.418
	0.98 (0.68-1.45)
	0.936
	0.954
	0.98 (0.68-1.45)
	0.936
	0.954

	
	IL-27
	22.35 (18.26-26.18)
	14.25 (12.50-19.78)
	0.029
	1.40 (1.07-1.84)
	0.018
	0.065
	1.40 (1.07-1.84)
	0.018
	0.062

	
	Inflammatory
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	IL-1 alpha
	57.26 (46.69-80.72)
	54.07 (44.91-66.98)
	0.384
	1.18 (0.47-3.37)
	0.737
	0.847
	1.18 (0.47-3.37)
	0.737
	0.847

	
	IL-1RA
	64.34 (41.38-118.88)
	29.44 (22.31-42.27)
	0.006
	1.89 (1.10-3.38)
	0.030
	0.089
	1.89 (1.10-3.38)
	0.030
	0.088

	
	IL-7
	25.00 (22.03-30.34)
	22.75 (18.80-25.74)
	0.071
	1.24 (1.03-1.50)
	0.032
	0.089
	1.24 (1.03-1.50)
	0.032
	0.088

	
	IL-15
	25.94 (20.41-37.88)
	23.48 (19.62-26.49)
	0.189
	1.47 (1.14-1.91)
	0.006
	0.043
	1.47 (1.14-1.91)
	0.006
	0.044

	
	TNF beta
	72.87 (63.66-83.89)
	76.31 (59.44-90.83)
	0.971
	0.99 (0.84-1.16)
	0.865
	0.934
	0.99 (0.84-1.16)
	0.865
	0.934

	
	IFN alpha
	52.38 (45.02-68.52)
	44.73 (38.23-53.02)
	0.073
	1.20 (0.95-1.52)
	0.13
	0.26
	1.20 (0.95-1.52)
	0.130
	0.260

	
	IL-31
	43.00 (36.75-47.88)
	37.00 (31.50-40.18)
	0.038
	1.21 (1.02-1.44)
	0.039
	0.096
	1.21 (1.02-1.44)
	0.039
	0.096

	
	Chemokines
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	Eotaxin
	175.44 (118.92-236.56)
	93.46 (67.16-145.08)
	0.014
	1.84 (1.28-2.68)
	0.002
	0.027
	1.84 (1.28-2.68)
	0.002
	0.029

	
	GRO alpha
	58.06 (47.87-59.50)
	49.00 (43.98-57.36)
	0.128
	1.05 (0.90-1.22)
	0.527
	0.711
	1.05 (0.90-1.22)
	0.527
	0.712

	
	IP-10
	187.67 (146.21-295.76)
	187.05 (122.91-302.66)
	0.636
	1.04 (0.75-1.48)
	0.804
	0.886
	1.04 (0.75-1.48)
	0.804
	0.886

	
	MCP-1
	239.53 (136.23-359.19)
	122.50 (72.68-175.19)
	0.004
	1.85 (1.10-3.23)
	0.029
	0.089
	1.87 (1.20-2.99)
	0.011
	0.049

	
	RANTES
	7126.65 (5869.7-7678.41)
	6687.67 (5542.86-7610.75)
	0.689
	1.01 (0.85-1.21)
	0.888
	0.94
	1.01 (0.85-1.21)
	0.888
	0.940

	
	SDF-1 alpha
	299.85 (259.33-321.01)
	291.74 (257.03-335.57)
	0.864
	1.07 (0.75-1.57)
	0.707
	0.847
	1.07 (0.75-1.57)
	0.707
	0.847

	
	MIP-1 alpha
	41.44 (30.61-44.22)
	33.37 (29.00-46.36)
	0.524
	2.12 (0.95-5.19)
	0.085
	0.184
	2.12 (0.95-5.19)
	0.085
	0.184

	
	MIP-1 beta
	129.40 (112.44-164.77)
	127.95 (106.35-165.76)
	0.759
	1.14 (0.56-2.52)
	0.730
	0.847
	1.14 (0.56-2.52)
	0.730
	0.847

	
	Growth factors
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	EGF
	36.79 (27.96-71.03)
	30.54 (22.40-44.02)
	0.025
	2.42 (1.50-4.02)
	0.001
	0.027
	2.42 (1.50-4.02)
	0.001
	0.029

	
	FGF-2
	42.63 (36.70-51.78)
	36.60 (33.54-43.12)
	0.062
	1.18 (1.04-1.34)
	0.016
	0.062
	1.18 (1.04-1.34)
	0.016
	0.056

	
	HGF
	25.23 (19.36-33.24)
	21.01 (15.25-26.51)
	0.166
	1.26 (0.98-1.64)
	0.078
	0.176
	1.26 (0.98-1.64)
	0.078
	0.175

	
	NGF beta
	36.94 (33.04-39.53)
	33.35 (30.12-38.04)
	0.193
	1.13 (0.96-1.34)
	0.159
	0.267
	1.13 (0.96-1.34)
	0.159
	0.269

	
	PIGF-1
	275.38 (225.85-319.12)
	235.25 (197.43-309.02)
	0.268
	1.33 (0.82-2.24)
	0.27
	0.405
	1.33 (0.82-2.24)
	0.270
	0.417

	
	SCF
	49.92 (37.77-55.72)
	40.65 (33.50-49.89)
	0.169
	1.14 (0.96-1.37)
	0.153
	0.267
	1.14 (0.96-1.37)
	0.153
	0.269

	
	BDNF
	1588.60 (1061.72-2172.87)
	1630.68 (943.79-2160.80)
	0.932
	1.01 (0.73-1.41)
	0.975
	0.975
	1.01 (0.73-1.41)
	0.975
	0.975

	
	LIF
	23.97 (15.65-26.67)
	17.38 (15.25-23.56)
	0.332
	1.45 (1.10-1.92)
	0.012
	0.054
	1.45 (1.10-1.92)
	0.012
	0.051

	
	PDGF-BB
	466.05 (254.98-662.67)
	215.38 (119.18-432.10)
	0.08
	1.39 (0.82-2.44)
	0.246
	0.38
	1.39 (0.82-2.44)
	0.246
	0.391

	
	VEGF-A
	32.66 (26.75-68.2)
	31.15 (25.27-44.83)
	0.234
	1.51 (1.01-2.31)
	0.054
	0.127
	1.51 (1.01-2.31)
	0.054
	0.127

	
	VEGF-D
	35.00 (28.75-39.13)
	37.73 (30.52-43.36)
	0.551
	0.97 (0.81-1.17)
	0.767
	0.863
	0.97 (0.81-1.17)
	0.767
	0.863



Note. Statistics: values are expressed as median (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (p). The AMR values were obtained using a generalized linear model (GLM), and adjusted by the most significant variables (aAMR); p-values were also shown (pa and qa: non-adjusted GLM; pb and qb: adjusted GLM). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate; GSH, reduced glutathione (µM); GSSG, oxidized glutathione (µM); DNA damage (pg/mL); TAC, total antioxidant capacity (nmole/µL); LP, lipid peroxidation (nmole/mL); Nitrate, (µM); PCC, protein carbonyl content (nmole/mg); RTL, relative telomere length; Immune response biomarkers are expressed as fluorescence intensity units.
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	SC group

	 
	 
	CC
	CT/TT
	p
	AMR (CI 95%)
	pa
	qa
	aAMR (CI 95%)
	pb
	qb

	Oxidative stress biomarkers
	 
	 
	 
	 
	 
	 
	 
	 

	
	GSH
	29.19 (25.76-34.30)
	27.57 (27.12-29.75)
	0.881
	1.07 (0.87-1.30)
	0.508
	0.776
	1.07 (0.87-1.30)
	0.508
	0.698

	
	GSSG
	17.81 (13.21-32.48)
	13.58 (7.16-21.20)
	0.273
	1.64 (0.72-3.30)
	0.210
	0.776
	1.51 (0.68-2.95)
	0.279
	0.698

	
	DNA damage
	3890.46 (2861.08-5995.99)
	3855.16 (3701.65-4957.65)
	0.914
	1.11 (0.77-1.57)
	0.578
	0.778
	1.11 (0.77-1.57)
	0.578
	0.710

	
	TAC
	5.18 (4.83-5.64)
	5.28 (4.70-5.44)
	0.826
	0.98 (0.84-1.14)
	0.800
	0.939
	0.98 (0.84-1.14)
	0.800
	0.882

	
	LP
	765.09 (606.25-965.16)
	636.36 (313.42-849.59)
	0.192
	1.39 (0.97-1.95)
	0.075
	0.776
	1.39 (0.97-1.95)
	0.075
	0.698

	
	Nitrate
	10.57 (6.62-17.97)
	11.46 (7.60-15.74)
	0.815
	1.21 (0.76-1.87)
	0.408
	0.776
	1.21 (0.76-1.87)
	0.408
	0.698

	
	PCC
	0.17 (0.06-0.29)
	0.14 (0.09-0.20)
	0.592
	1.38 (0.66-2.65)
	0.365
	0.776
	1.38 (0.66-2.65)
	0.365
	0.698

	
	GSH/GSSG
	1.81 (0.90-2.62)
	2.34 (1.33-4.61)
	0.373
	0.58 (0.22-1.26)
	0.216
	0.776
	0.57 (0.22-1.25)
	0.209
	0.698

	
	RTL
	0.27 (0.23-0.32)
	0.26 (0.24-0.30)
	0.723
	1.05 (0.87-1.27)
	0.591
	0.778
	1.09 (0.90-1.31)
	0.395
	0.698

	Immune response biomarkers
	 
	 
	 
	 
	 
	 
	 
	 
	 

	
	Cytokines
	
	
	
	
	
	
	
	
	

	
	Th1/Th2
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	GM-CSF
	18.00 (15.19-21.43)
	16.75 (13.57-20.52)
	0.584
	1.06 (0.82-1.35)
	0.668
	0.859
	1.10 (0.85-1.40)
	0.470
	0.698

	
	IFN gamma
	27.52 (24.70-44.87)
	39.09 (26.99-43.18)
	0.762
	1.08 (0.71-1.59)
	0.725
	0.892
	1.08 (0.71-1.59)
	0.725
	0.836

	
	IL-1 beta
	14.12 (11.13-17.71)
	16.00 (9.75-22.50)
	0.940
	0.99 (0.68-1.42)
	0.974
	0.974
	0.99 (0.68-1.42)
	0.974
	0.974

	
	IL2
	19.12 (14.75-21.81)
	15.74 (13.00-21.91)
	0.395
	1.18 (0.85-1.61)
	0.326
	0.776
	1.18 (0.85-1.61)
	0.326
	0.698

	
	IL-6
	20.71 (16.50-25.18)
	17.75 (14.12-27.64)
	0.610
	1.09 (0.80-1.46)
	0.576
	0.778
	1.16 (0.88-1.52)
	0.288
	0.698

	
	IL-8
	61.93 (53.49-71.90)
	59.83 (50.56-61.48)
	0.299
	1.06 (0.89-1.25)
	0.504
	0.776
	1.06 (0.89-1.25)
	0.504
	0.698

	
	IL-13
	17.00 (13.82-22.22)
	13.83 (13.09-17.00)
	0.151
	1.30 (0.94-1.78)
	0.115
	0.776
	1.30 (0.94-1.78)
	0.115
	0.698

	
	IL-18
	91.15 (68.92-284.16)
	110.50 (57.58-275.59)
	0.692
	1.13 (0.53-2.21)
	0.736
	0.892
	1.13 (0.53-2.21)
	0.736
	0.836

	
	TNF alpha
	15.77 (12.68-22.33)
	14.78 (12.50-15.94)
	0.533
	1.12 (0.82-1.52)
	0.474
	0.776
	1.12 (0.82-1.52)
	0.474
	0.698

	
	IL-12p70
	19.33 (16.50-23.84)
	22.07 (15.86-25.83)
	0.664
	1.87 (0.24-8.79)
	0.471
	0.776
	1.87 (0.24-8.79)
	0.471
	0.698

	
	IL-4
	23.19 (18.78-28.56)
	23.63 (19.63-24.75)
	0.985
	0.99 (0.75-1.30)
	0.953
	0.971
	0.99 (0.75-1.30)
	0.953
	0.971

	
	IL-5
	21.23 (16.69-26.42)
	18.68 (17.34-23.00)
	0.509
	1.16 (0.87-1.53)
	0.316
	0.776
	1.16 (0.87-1.53)
	0.316
	0.698

	
	Th9/Th17/Th22/Treg
	
	
	
	
	
	
	
	

	
	IL-9
	33.75 (27.75-41.57)
	30.50 (29.00-32.28)
	0.308
	1.09 (0.89-1.32)
	0.411
	0.776
	1.09 (0.89-1.32)
	0.411
	0.698

	
	IL-10
	17.13 (14.18-19.97)
	15.00 (13.46-19.14)
	0.521
	1.07 (0.85-1.33)
	0.578
	0.778
	1.07 (0.85-1.33)
	0.578
	0.710

	
	IL-17A
	17.10 (14.25-20.80)
	16.26 (10.50-16.75)
	0.113
	1.31 (0.92-1.83)
	0.130
	0.776
	1.31 (0.92-1.83)
	0.130
	0.698

	
	IL-21
	27.48 (23.50-32.24)
	25.61 (25.50-28.81)
	0.692
	2.01 (0.75-4.72)
	0.141
	0.776
	2.01 (0.75-4.72)
	0.141
	0.698

	
	IL-22
	32.09 (29.50-47.36)
	38.28 (29.58-41.37)
	0.985
	3.05 (0.72-9.84)
	0.093
	0.776
	3.05 (0.72-9.84)
	0.093
	0.698

	
	IL-23
	32.03 (23.66-49.59)
	40.00 (33.63-48.85)
	0.199
	0.87 (0.63-1.18)
	0.397
	0.776
	0.87 (0.63-1.18)
	0.397
	0.698

	
	IL-27
	15.41 (12.28-20.50)
	16.00 (14.00-18.02)
	0.734
	1.11 (0.80-1.52)
	0.517
	0.776
	1.11 (0.80-1.52)
	0.517
	0.698

	
	Inflammatory
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	IL-1 alpha
	49.07 (42.38-64.41)
	49.65 (44.25-58.75)
	0.970
	1.49 (0.74-2.80)
	0.248
	0.776
	1.49 (0.74-2.80)
	0.248
	0.698

	
	IL-1RA
	28.82 (21.53-44.20)
	43.46 (24.08-45.89)
	0.533
	1.07 (0.50-2.12)
	0.847
	0.940
	0.89 (0.48-1.58)
	0.700
	0.836

	
	IL-7
	20.34 (18.37-24.44)
	19.62 (17.00-21.25)
	0.508
	1.07 (0.88-1.28)
	0.516
	0.776
	1.07 (0.88-1.28)
	0.516
	0.698

	
	IL-15
	20.00 (17.29-25.39)
	18.08 (14.48-22.17)
	0.345
	1.18 (0.87-1.58)
	0.285
	0.776
	1.18 (0.87-1.58)
	0.285
	0.698

	
	TNF beta
	72.68 (65.67-90.44)
	65.38 (53.07-85.77)
	0.282
	1.19 (0.89-1.57)
	0.249
	0.776
	1.19 (0.89-1.57)
	0.249
	0.698

	
	IFN alpha
	45.49 (35.67-55.52)
	38.98 (36.25-52.52)
	0.985
	1.06 (0.76-1.45)
	0.743
	0.892
	1.06 (0.76-1.45)
	0.743
	0.836

	
	IL-31
	34.88 (28.78-44.06)
	34.52 (30.00-43.32)
	>0.999
	1.01 (0.77-1.32)
	0.920
	0.955
	1.01 (0.77-1.32)
	0.920
	0.955

	
	Chemokines
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	Eotaxin
	121.87 (69.26-186.13)
	132.88 (123.00-149.67)
	0.446
	0.96 (0.61-1.46)
	0.853
	0.940
	0.96 (0.61-1.46)
	0.853
	0.922

	
	GRO alpha
	48.28 (43.02-57.38)
	51.51 (41.48-52.48)
	0.865
	1.02 (0.82-1.27)
	0.835
	0.940
	1.07 (0.86-1.32)
	0.531
	0.700

	
	IP-10
	116.88 (98.57-144.29)
	113.46 (93.86-140.43)
	0.925
	0.96 (0.55-1.59)
	0.874
	0.944
	0.80 (0.55-1.15)
	0.250
	0.698

	
	MCP-1
	129.36 (110.27-202.71)
	140.13 (103.07-197.96)
	>0.999
	0.85 (0.54-1.28)
	0.448
	0.776
	0.85 (0.54-1.28)
	0.448
	0.698

	
	RANTES
	6974.44 (6279.21-8661.69)
	7054.75 (5681.70-8868.60)
	0.955
	1.02 (0.76-1.34)
	0.917
	0.955
	1.02 (0.76-1.34)
	0.917
	0.955

	
	SDF-1 alpha
	295.60 (266.81-347.03)
	273.32 (257.77-310.88)
	0.417
	1.16 (0.84-1.58)
	0.355
	0.776
	1.16 (0.84-1.58)
	0.355
	0.698

	
	MIP-1 alpha
	32.90 (27.17-39.41)
	32.50 (30.25-35.25)
	0.821
	1.13 (0.82-1.53)
	0.455
	0.776
	1.17 (0.88-1.53)
	0.284
	0.698

	
	MIP-1 beta
	117.34 (111.03-129.27)
	118.15 (108.72-143.50)
	0.985
	1.50 (0.69-2.98)
	0.280
	0.776
	1.50 (0.69-2.98)
	0.280
	0.698

	
	Growth factors
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	EGF
	32.00 (23.50-50.73)
	29.39 (23.75-32.00)
	0.597
	1.50 (0.52-3.71)
	0.418
	0.776
	1.58 (0.82-2.89)
	0.168
	0.698

	
	FGF-2
	39.50 (35.00-42.30)
	34.02 (31.99-41.72)
	0.369
	1.09 (0.92-1.28)
	0.309
	0.776
	1.09 (0.92-1.28)
	0.309
	0.698

	
	HGF
	21.50 (16.00-26.62)
	19.54 (12.96-24.31)
	0.375
	1.20 (0.89-1.60)
	0.225
	0.776
	1.20 (0.89-1.60)
	0.225
	0.698

	
	NGF beta
	33.09 (29.66-39.08)
	35.25 (29.46-39.00)
	0.940
	1.05 (0.87-1.26)
	0.575
	0.778
	1.05 (0.87-1.26)
	0.575
	0.710

	
	PIGF-1
	264.76 (207.45-335.26)
	231.87 (162.35-288.30)
	0.305
	1.45 (0.71-2.75)
	0.281
	0.776
	1.45 (0.71-2.75)
	0.281
	0.698

	
	SCF
	42.53 (34.75-52.52)
	37.75 (34.75-41.10)
	0.212
	1.15 (0.94-1.39)
	0.188
	0.776
	1.15 (0.94-1.39)
	0.188
	0.698

	
	BDNF
	1433.01 (1061.23-2020.88)
	1287.95 (603.71-1412.35)
	0.326
	1.25 (0.83-1.84)
	0.283
	0.776
	1.34 (0.88-1.98)
	0.169
	0.698

	
	LIF
	17.06 (12.68-18.75)
	16.44 (11.52-19.00)
	0.416
	1.17 (0.88-1.53)
	0.271
	0.776
	1.17 (0.88-1.53)
	0.271
	0.698

	
	PDGF-BB
	238.13 (160.05-627.18)
	310.08 (164.91-431.62)
	0.734
	1.27 (0.64-2.36)
	0.477
	0.776
	1.27 (0.64-2.36)
	0.477
	0.698

	
	VEGF-A
	36.34 (28.25-46.91)
	23.19 (21.52-28.27)
	0.041
	1.39 (1.01-1.88)
	0.044
	0.776
	1.39 (1.01-1.88)
	0.044
	0.698

	 
	VEGF-D
	35.50 (29.02-41.62)
	33.50 (30.60-38.07)
	0.509
	1.08 (0.88-1.31)
	0.465
	0.776
	1.08 (0.88-1.31)
	0.465
	0.698


 

Note. Statistics: values are expressed as median (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (pa). The AMR values were obtained using a generalized linear model (GLM) adjusted by the most significant variables, p-values were also shown (pa and qa: non-adjusted GLM; pb and qb: adjusted GLM). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate; GSH, reduced glutathione (µM); GSSG, oxidized glutathione (µM); DNA damage (pg/mL); TAC, total antioxidant capacity (nmole/µL); LP, lipid peroxidation (nmole/mL); Nitrate, (µM); PCC, protein carbonyl content (nmole/mg); RTL, relative telomere length; Immune response biomarkers are expressed as fluorescence intensity units.


[bookmark: _Toc204695221]Supplementary Data 11. Comparison of oxidative stress and immune response biomarkers between CC and CT/TT genotypes within HIV control group.
	HIV group

	 
	 
	CC
	CT/TT
	p
	AMR (CI 95%)
	pa
	qa
	aAMR (CI 95%)
	pb
	qb

	Oxidative stress biomarkers
	 
	 
	 
	 
	 
	 
	 
	 
	 

	
	GSH
	30.68 (27.92-35.56)
	29.41 (27.23-35.24)
	0.494
	1.01 (0.87-1.18)
	0.907
	0.942
	1.01 (0.87-1.18)
	0.907
	0.924

	
	GSSG
	23.68 (15.73-27.13)
	14.88 (11.67-24.79)
	0.254
	1.37 (0.85-2.20)
	0.208
	0.562
	1.37 (0.85-2.20)
	0.208
	0.563

	
	DNA damage
	5032.47 (3952.70-6903.69)
	3350.54 (2951.31-4246.42)
	0.014
	1.49 (1.13-1.98)
	0.009
	0.243
	1.49 (1.13-1.98)
	0.009
	0.231

	
	TAC
	4.96 (4.46-6.12)
	4.94 (4.37-5.59)
	0.883
	0.98 (0.83-1.16)
	0.836
	0.927
	0.98 (0.84-1.14)
	0.785
	0.903

	
	LP
	829.52 (327.51-928.09)
	906.75 (440.41-1029.62)
	0.369
	0.84 (0.58-1.22)
	0.374
	0.721
	0.84 (0.58-1.22)
	0.374
	0.721

	
	Nitrate
	19.79 (9.64-22.00)
	11.48 (9.05-15.04)
	0.084
	1.54 (1.08-2.18)
	0.023
	0.277
	1.54 (1.08-2.18)
	0.023
	0.274

	
	PCC
	0.15 (0.11-0.32)
	0.09 (0.05-0.22)
	0.262
	1.51 (0.84-2.70)
	0.175
	0.556
	1.51 (0.84-2.70)
	0.175
	0.556

	
	GSH/GSSG
	1.50 (1.09-2.00)
	2.30 (1.84-3.26)
	0.093
	0.59 (0.25-1.41)
	0.234
	0.566
	0.59 (0.25-1.41)
	0.234
	0.565

	
	RTL
	0.26 (0.24-0.34)
	0.30 (0.22-0.30)
	0.753
	1.04 (0.88-1.24)
	0.633
	0.857
	1.04 (0.88-1.24)
	0.633
	0.857

	Immune response biomarkers
	 
	 
	 
	 
	 
	 
	 
	 
	 

	
	Cytokines
	
	
	
	
	
	
	
	
	

	
	Th1/Th2
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	GM-CSF
	20.99 (19.10-27.00)
	15.53 (14.00-22.25)
	0.048
	1.25 (1.03-1.52)
	0.032
	0.277
	1.25 (1.03-1.52)
	0.032
	0.274

	
	IFN gamma
	31.71 (24.55-51.30)
	26.03 (23.77-51.50)
	0.741
	1.05 (0.59-1.85)
	0.867
	0.936
	1.05 (0.59-1.85)
	0.867
	0.918

	
	IL-1 beta
	20.79 (17.92-25.02)
	15.06 (12.22-17.35)
	0.019
	1.25 (0.98-1.60)
	0.086
	0.464
	1.25 (0.98-1.60)
	0.086
	0.465

	
	IL2
	20.88 (18.00-24.20)
	17.35 (14.59-25.40)
	0.268
	1.11 (0.86-1.42)
	0.429
	0.749
	1.11 (0.86-1.42)
	0.429
	0.746

	
	IL-6
	24.28 (20.94-29.07)
	21.00 (18.52-23.00)
	0.098
	1.11 (0.83-1.50)
	0.487
	0.768
	1.11 (0.83-1.50)
	0.487
	0.769

	
	IL-8
	61.94 (55.98-76.74)
	59.83 (55.95-68.75)
	0.520
	1.05 (0.88-1.26)
	0.581
	0.848
	1.05 (0.88-1.26)
	0.581
	0.848

	
	IL-13
	18.56 (15.13-22.00)
	15.25 (10.63-18.32)
	0.121
	1.16 (0.89-1.51)
	0.279
	0.628
	1.16 (0.89-1.51)
	0.279
	0.627

	
	IL-18
	104.50 (52.20-226.16)
	87.91 (47.31-241.45)
	0.869
	1.20 (0.47-3.05)
	0.701
	0.880
	1.20 (0.47-3.05)
	0.701
	0.880

	
	TNF alpha
	21.72 (17.47-24.52)
	17.00 (14.78-23.50)
	0.321
	1.06 (0.84-1.32)
	0.635
	0.857
	1.06 (0.84-1.32)
	0.635
	0.857

	
	IL-12p70
	24.22 (20.84-26.49)
	18.25 (15.86-25.50)
	0.209
	1.15 (0.94-1.41)
	0.192
	0.562
	1.15 (0.94-1.41)
	0.192
	0.563

	
	IL-4
	26.02 (22.16-28.98)
	21.75 (17.02-22.27)
	0.030
	1.18 (0.96-1.44)
	0.128
	0.532
	1.18 (0.96-1.44)
	0.128
	0.532

	
	IL-5
	25.96 (18.95-29.41)
	19.78 (16.50-22.33)
	0.033
	1.26 (1.04-1.52)
	0.022
	0.277
	1.26 (1.04-1.52)
	0.022
	0.274

	
	Th9/Th17/Th22/Treg
	
	
	
	
	
	
	
	

	
	IL-9
	35.19 (29.15-41.70)
	33.75 (28.87-39.25)
	0.620
	1.01 (0.81-1.25)
	0.949
	0.967
	1.01 (0.81-1.25)
	0.949
	0.949

	
	IL-10
	20.44 (17.76-22.38)
	16.00 (13.74-18.99)
	0.095
	1.18 (0.97-1.44)
	0.107
	0.482
	1.18 (0.97-1.44)
	0.107
	0.480

	
	IL-17A
	18.00 (15.00-22.02)
	16.01 (12.24-22.56)
	0.381
	0.97 (0.65-1.44)
	0.891
	0.942
	0.97 (0.65-1.44)
	0.891
	0.924

	
	IL-21
	25.61 (23.50-32.28)
	24.23 (21.75-32.94)
	0.632
	0.96 (0.72-1.29)
	0.802
	0.927
	0.96 (0.72-1.29)
	0.802
	0.903

	
	IL-22
	35.69 (32.19-40.14)
	33.16 (26.25-39.50)
	0.458
	0.71 (0.29-1.71)
	0.442
	0.749
	0.71 (0.29-1.71)
	0.442
	0.746

	
	IL-23
	38.67 (25.54-46.31)
	30.39 (23.19-41.84)
	0.262
	1.29 (0.88-1.88)
	0.201
	0.562
	1.29 (0.88-1.88)
	0.201
	0.563

	
	IL-27
	18.10 (15.25-23.00)
	17.92 (14.00-22.75)
	0.704
	0.92 (0.76-1.12)
	0.402
	0.749
	0.92 (0.76-1.12)
	0.402
	0.746

	
	Inflammatory
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	IL-1 alpha
	49.86 (44.76-55.42)
	46.44 (43.00-55.64)
	0.438
	0.97 (0.77-1.22)
	0.799
	0.927
	0.97 (0.77-1.22)
	0.799
	0.903

	
	IL-1RA
	33.53 (24.01-39.65)
	23.00 (21.62-50.06)
	0.235
	1.01 (0.55-1.84)
	0.980
	0.980
	1.10 (0.62-1.95)
	0.742
	0.890

	
	IL-7
	23.12 (20.59-29.61)
	21.68 (18.30-23.50)
	0.354
	1.12 (0.93-1.34)
	0.240
	0.566
	1.12 (0.93-1.34)
	0.240
	0.565

	
	IL-15
	24.98 (20.31-27.59)
	20.00 (15.83-23.48)
	0.062
	1.15 (0.87-1.51)
	0.334
	0.694
	1.15 (0.87-1.51)
	0.334
	0.694

	
	TNF beta
	73.88 (62.45-99.24)
	78.38 (59.00-89.98)
	0.921
	0.97 (0.75-1.25)
	0.828
	0.927
	0.97 (0.75-1.25)
	0.828
	0.909

	
	IFN alpha
	47.71 (38.20-53.24)
	46.50 (35.39-50.50)
	0.692
	0.93 (0.71-1.22)
	0.608
	0.857
	0.93 (0.71-1.22)
	0.608
	0.857

	
	IL-31
	36.28 (31.06-42.87)
	34.19 (27.53-40.12)
	0.355
	1.07 (0.89-1.30)
	0.458
	0.749
	1.07 (0.89-1.30)
	0.458
	0.749

	
	Chemokines
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	Eotaxin
	97.58 (68.63-168.57)
	110.29 (52.62-150.91)
	0.483
	1.28 (0.79-2.07)
	0.329
	0.694
	1.28 (0.79-2.07)
	0.329
	0.694

	
	GRO alpha
	52.97 (44.73-62.40)
	44.50 (39.80-51.51)
	0.064
	1.17 (1.01-1.36)
	0.041
	0.277
	1.17 (1.01-1.36)
	0.041
	0.274

	
	IP-10
	125.69 (93.59-262.21)
	109.66 (82.25-158.00)
	0.241
	1.49 (0.98-2.26)
	0.070
	0.420
	1.49 (0.98-2.26)
	0.070
	0.422

	
	MCP-1
	131.82 (100.34-213.75)
	154.92 (112.56-259.30)
	0.351
	0.90 (0.66-1.22)
	0.498
	0.768
	0.90 (0.66-1.22)
	0.498
	0.769

	
	RANTES
	7847.54 (6519.83-9427.50)
	7665.11 (4921.98-8259.57)
	0.245
	1.15 (0.95-1.39)
	0.157
	0.556
	1.15 (0.95-1.39)
	0.157
	0.556

	
	SDF-1 alpha
	276.12 (240.66-320.02)
	255.01 (231.84-339.31)
	0.832
	0.93 (0.72-1.18)
	0.542
	0.813
	0.93 (0.72-1.18)
	0.542
	0.812

	
	MIP-1 alpha
	33.56 (27.70-42.32)
	35.25 (30.08-42.89)
	0.488
	0.45 (0.15-1.33)
	0.151
	0.556
	0.45 (0.15-1.33)
	0.151
	0.556

	
	MIP-1 beta
	124.43 (108.64-151.13)
	108.13 (102.48-124.75)
	0.192
	1.06 (0.83-1.35)
	0.658
	0.867
	1.06 (0.83-1.35)
	0.658
	0.866

	
	Growth factors
	 
	 
	 
	 
	 
	 
	 
	 
	 

	SASP
	EGF
	36.95 (27.87-50.02)
	34.52 (30.18-41.78)
	0.704
	1.21 (0.80-1.83)
	0.361
	0.721
	1.21 (0.80-1.83)
	0.361
	0.721

	
	FGF-2
	42.01 (35.69-48.25)
	34.75 (29.63-38.31)
	0.008
	1.20 (1.07-1.36)
	0.005
	0.243
	1.20 (1.07-1.36)
	0.005
	0.231

	
	HGF
	24.80 (20.07-27.32)
	18.64 (14.50-24.61)
	0.055
	1.29 (1.03-1.61)
	0.032
	0.277
	1.29 (1.03-1.61)
	0.032
	0.274

	
	NGF beta
	34.48 (32.26-41.34)
	30.39 (28.75-37.08)
	0.129
	1.10 (0.96-1.25)
	0.174
	0.556
	1.10 (0.96-1.25)
	0.174
	0.556

	
	PIGF-1
	228.67 (193.05-266.33)
	244.83 (192.05-279.78)
	0.908
	1.02 (0.84-1.23)
	0.841
	0.927
	1.02 (0.84-1.23)
	0.841
	0.909

	
	SCF
	43.67 (39.97-49.93)
	38.76 (33.08-47.50)
	0.160
	1.09 (0.95-1.25)
	0.241
	0.566
	1.08 (0.95-1.24)
	0.239
	0.565

	
	BDNF
	1611.38 (1021.37-2149.78)
	1306.25 (1080.03-1793.46)
	0.386
	1.11 (0.85-1.46)
	0.446
	0.749
	1.12 (0.85-1.46)
	0.434
	0.746

	
	LIF
	20.75 (15.50-23.07)
	16.44 (11.35-20.92)
	0.215
	1.12 (0.65-1.92)
	0.693
	0.880
	1.12 (0.65-1.92)
	0.693
	0.880

	
	PDGF-BB
	350.96 (198.22-442.23)
	283.40 (151.71-505.13)
	0.708
	1.09 (0.68-1.72)
	0.722
	0.886
	1.09 (0.68-1.72)
	0.722
	0.886

	
	VEGF-A
	38.84 (29.33-46.99)
	27.92 (21.40-34.52)
	0.017
	1.28 (0.96-1.71)
	0.104
	0.482
	1.28 (0.96-1.71)
	0.104
	0.480

	 
	VEGF-D
	37.66 (31.00-44.46)
	30.03 (28.99-37.21)
	0.027
	1.18 (1.01-1.38)
	0.039
	0.277
	1.18 (1.01-1.38)
	0.039
	0.274



Note. Statistics: values are expressed as median (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (p). The AMR values were obtained using a generalized linear model (GLM) adjusted by the most significant variables, p-values were also shown (pa and qa: non-adjusted GLM; pb and qb: adjusted GLM). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate; GSH, reduced glutathione (µM); GSSG, oxidized glutathione (µM); DNA damage (pg/mL); TAC, total antioxidant capacity (nmole/µL); LP, lipid peroxidation (nmole/mL); Nitrate, (µM); PCC, protein carbonyl content (nmole/mg); RTL, relative telomere length; Immune response biomarkers are expressed as fluorescence intensity units.


[bookmark: _Toc204695222]Supplementary Data 12. Descriptive data of cellular immune populations among infection groups carrying CC genotype. Only statistically significant populations for at least one comparison by GAMLSS are shown.

	CC Genotype

	
	CHC
	SC
	HIV
	pa
	pb
	pc

	
	9
	20
	13
	
	
	

	CD4+
	
	
	
	
	
	

	DEVELOPMENT
	
	
	
	
	
	

	Total
	38.50 (25.80-52.90)
	47.90 (39.98-53.57)
	48.15 (45.75-54.95)
	0.144
	0.065
	0.559

	CM
	13.50 (9.64-16.65)
	17.89 (14.86-20.16)
	16.13 (12.65-17.63)
	0.048
	0.356
	0.087

	EM Th0/Th1
	63.20 (53.90-72.00)
	86.00 (75.85-89.48)
	75.65 (62.38-85.12)
	0.005
	0.213
	0.018

	EM Th1
	18.50 (4.18-31.90)
	2.50 (0.62-7.46)
	11.44 (3.35-19.70)
	0.048
	0.477
	0.064

	EM Th1/Th2
	18.10 (12.70-20.00)
	10.46 (7.94-14.35)
	12.90 (10.04-16.00)
	0.024
	0.177
	0.425

	TEMRA
	9.46 (7.50-9.85)
	6.86 (4.79-8.30)
	6.20 (5.48-9.78)
	0.059
	0.477
	0.559

	TEMRA effector
	14.00 (4.38-34.50)
	1.58 (0.09-5.51)
	13.85 (1.14-29.13)
	0.027
	0.522
	0.064

	TEMRA pE1
	62.50 (58.00-88.10)
	95.00 (88.15-97.23)
	79.15 (61.27-96.88)
	0.024
	0.434
	0.110

	ACTIVATION
	
	
	
	
	
	

	CD38+/HLADR+
	
	
	
	
	
	

	TEMRA
	12.00 (7.17-15.60)
	5.63 (4.64-8.89)
	7.45 (5.49-11.27)
	0.030
	0.201
	0.227

	Resting
	
	
	
	
	
	

	TEMRA pE1
	14.00 (12.88-19.25)
	12.15 (9.51-13.68)
	12.70 (10.90-16.12)
	0.047
	0.316
	0.414

	TERMINAL EXHAUSTION AND SENESCENCE
	
	
	
	

	PD1+/CD57+
	
	
	
	
	
	

	Total
	6.18 (4.14-13.30)
	3.46 (1.34-5.06)
	5.80 (1.67-11.27)
	0.077
	0.619
	0.259

	EM
	8.74 (7.23-16.90)
	4.03 (2.38-8.11)
	9.14 (3.37-17.03)
	0.043
	0.477
	0.094

	TEMRA
	11.80 (3.61-19.30)
	2.08 (0.80-5.96)
	7.40 (1.09-13.32)
	0.028
	0.434
	0.186

	TEMRA pE1
	2.46 (1.17-3.32)
	1.14 (0.69-2.16)
	1.18 (0.79-2.71)
	0.084
	0.396
	0.785

	PD1-/CD57-
	
	
	
	
	
	

	EM
	45.20 (32.00-45.80)
	50.30 (44.95-56.50)
	41.90 (37.95-50.40)
	0.022
	0.394
	0.062

	EM Th0/Th1
	36.70 (33.20-41.00)
	41.05 (38.57-48.33)
	39.50 (36.47-45.30)
	0.073
	0.356
	0.403

	TEMRA
	54.50 (42.00-73.30)
	84.00 (71.33-88.43)
	69.20 (60.05-85.00)
	0.017
	0.227
	0.161

	TEMRA pE1
	77.55 (67.03-82.03)
	85.55 (76.12-88.42)
	81.30 (74.83-89.40)
	0.042
	0.247
	0.559

	CD8+
	
	
	
	
	
	

	DEVELOPMENT
	
	
	
	
	
	

	Total
	58.70 (42.50-65.50)
	47.75 (41.30-53.45)
	46.45 (36.55-48.17)
	0.120
	0.033
	0.321

	EM
	56.10 (52.40-62.40)
	59.80 (52.90-66.05)
	45.40 (36.40-52.88)
	0.409
	0.011
	0.001

	EM1
	34.50 (26.90-42.10)
	51.30 (39.80-61.05)
	50.25 (43.33-59.42)
	0.034
	0.017
	0.741

	EM3
	49.60 (41.80-54.50)
	27.50 (15.03-37.00)
	29.40 (19.08-42.55)
	0.009
	0.028
	0.800

	EM4
	3.19 (2.37-5.37)
	6.89 (4.34-11.30)
	6.14 (4.23-9.84)
	0.007
	0.030
	0.508

	TEMRA
	25.60 (20.40-31.60)
	17.20 (11.62-24.83)
	26.55 (15.75-49.30)
	0.077
	0.619
	0.062

	TEMRA effector
	76.30 (70.10-81.60)
	60.80 (49.83-73.77)
	63.55 (58.60-70.80)
	0.081
	0.060
	0.599

	TEMRA pE1
	11.60 (6.10-18.70)
	19.30 (12.20-25.57)
	16.65 (14.47-22.32)
	0.066
	0.188
	>0.999

	ACTIVATION
	
	
	
	
	
	

	CD25+/HLADR+
	
	
	
	
	
	

	TEMRA effector
	0.03 (0.01-0.08)
	0.14 (0.03-0.29)
	0.13 (0.03-0.36)
	0.094
	0.126
	>0.999

	CD38+/HLADR+
	
	
	
	
	
	

	Total
	18.30 (13.00-33.00)
	14.95 (5.92-22.98)
	13.90 (9.37-19.52)
	0.164
	0.136
	0.953

	EM
	16.00 (15.00-35.70)
	14.10 (7.02-21.12)
	13.20 (11.60-14.55)
	0.157
	0.065
	0.654

	EM3
	31.70 (22.50-54.70)
	24.20 (13.37-37.20)
	18.95 (15.55-24.65)
	0.157
	0.039
	0.350

	TEMRA
	35.70 (23.70-46.90)
	24.45 (9.28-35.15)
	24.15 (20.17-28.40)
	0.099
	0.135
	0.938

	TEMRA effector
	37.80 (30.90-56.00)
	29.90 (12.90-49.20)
	30.45 (26.15-34.67)
	0.120
	0.102
	0.876

	TEMRA pE2
	24.60 (19.90-46.30)
	19.00 (11.35-28.85)
	21.75 (17.83-25.45)
	0.144
	0.286
	0.785

	TERMINAL EXHAUSTION AND SENESCENCE
	
	
	
	

	PD1+/CD57+
	
	
	
	
	
	

	Total
	26.10 (23.00-27.90)
	16.10 (14.08-24.10)
	14.40 (10.78-18.85)
	0.063
	0.007
	0.167

	EM
	36.60 (31.50-43.80)
	25.55 (19.88-32.73)
	23.80 (19.40-31.45)
	0.038
	0.021
	0.572

	TEMRA
	24.70 (22.40-32.10)
	20.80 (13.70-25.00)
	15.70 (15.05-24.62)
	0.131
	0.088
	0.654

	TEMRA pE2
	26.80 (20.90-43.30)
	24.15 (15.15-31.05)
	20.90 (12.45-28.82)
	0.322
	0.227
	0.436

	PD1-/CD57-
	
	
	
	
	
	

	Total
	29.10 (21.60-39.20)
	36.50 (27.92-44.20)
	41.15 (31.68-45.18)
	0.125
	0.065
	0.586

	EM
	13.90 (6.80-17.00)
	22.90 (17.52-33.32)
	24.10 (18.50-31.25)
	0.021
	0.039
	0.922

	EM3
	2.99 (1.38-4.76)
	7.35 (4.84-9.29)
	6.92 (4.30-10.75)
	0.006
	0.039
	0.907

	TEMRA
	16.70 (10.10-20.10)
	25.60 (18.62-28.35)
	22.60 (17.68-24.55)
	0.021
	0.065
	0.228

	TEMRA pE2
	15.70 (14.40-30.20)
	22.30 (14.57-32.38)
	27.80 (23.45-36.55)
	0.604
	0.155
	0.199



Note. Statistics: values are expressed as median of percentage with respect to their reference population (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (pa, CHC vs SC; pb, CHC vs HIV; pc, SC vs HIV). Significant p-values (p<0.05) are resalted in bold. 

[bookmark: _Toc204695223]Supplementary Data 13. Comparison of cellular immune populations between CHC individuals and SC or HIV control groups carrying CC genotype. Only statistically significant populations for at least one comparison are shown (p<0.05, q<0.15).
	
	CC Genotype

	
	CHC vs SC
	CHC vs HIV

	
	AMR
	pa
	qa
	aAMR
	pb
	qb
	AMR
	pa
	qa
	aAMR
	pb
	qb

	CD4+
	
	
	
	
	
	
	
	
	
	
	
	

	DEVELOPMENT
	
	
	
	
	
	
	
	
	
	
	

	Total
	0.53 (0.32-0.90)
	0.026
	0.062
	0.53 (0.32-0.90)
	0.026
	0.039
	0.69 (0.51-0.92)
	0.021
	0.252
	0.70 (0.55-0.89)
	0.011
	0.132

	CM
	0.63 (0.44-0.91)
	0.020
	0.060
	0.63 (0.44-0.91)
	0.020
	0.034
	0.90 (0.73-1.10)
	0.310
	0.744
	0.89 (0.74-1.09)
	0.277
	0.665

	EM Th0/Th1
	0.38 (0.22-0.66)
	0.002
	0.024
	0.38 (0.22-0.66)
	0.002
	0.008
	0.81 (0.59-1.11)
	0.214
	0.642
	0.82 (0.62-1.08)
	0.174
	0.522

	EM Th1/Th2
	1.53 (1.12-2.10)
	0.014
	0.056
	1.57 (1.16-2.12)
	0.008
	0.018
	1.14 (0.94-1.38)
	0.203
	0.642
	1.17 (0.98-1.40)
	0.108
	0.432

	TEMRA
	1.34 (0.98-1.82)
	0.080
	0.120
	1.42 (1.12-1.80)
	0.009
	0.018
	1.04 (0.80-1.36)
	0.754
	0.939
	1.03 (0.82-1.30)
	0.801
	0.972

	TEMRA effector
	2.21 (0.92-5.34)
	0.090
	0.120
	4.16 (1.99-8.70)
	0.001
	0.006
	1.02 (0.62-1.67)
	0.939
	0.939
	1.00 (0.65-1.53)
	0.990
	0.990

	TEMRA pE1
	0.41 (0.18-0.93)
	0.043
	0.086
	0.22 (0.12-0.39)
	<0.001
	<0.001
	0.86 (0.54-1.39)
	0.560
	0.939
	0.89 (0.60-1.32)
	0.571
	0.990

	ACTIVATION
	
	
	
	
	
	
	
	
	
	
	

	CD38+/HLADR+
	
	
	
	
	
	
	
	
	
	
	

	TEMRA
	1.78 (1.10-2.89)
	0.027
	0.330
	2.18 (1.49-3.19)
	0.001
	0.030
	1.20 (0.92-1.57)
	0.200
	0.586
	1.26 (1.04-1.52)
	0.035
	0.440

	TERMINAL EXHAUSTION AND SENESCENCE
	
	
	
	
	
	
	
	

	PD1+/CD57+
	
	
	
	
	
	
	
	
	
	
	

	Total
	1.72 (0.90-3.29)
	0.116
	0.290
	2.16 (1.21-3.86)
	0.016
	0.053
	1.09 (0.74-1.62)
	0.668
	0.976
	1.09 (0.74-1.62)
	0.668
	0.961

	EM
	2.14 (1.18-3.88)
	0.020
	0.133
	2.14 (1.18-3.88)
	0.020
	0.067
	1.14 (0.79-1.63)
	0.504
	0.976
	1.14 (0.79-1.63)
	0.504
	0.916

	TEMRA
	2.00 (0.95-4.22)
	0.082
	0.273
	4.18 (2.58-6.77)
	<0.001
	<0.001
	1.19 (0.78-1.81)
	0.433
	0.976
	1.17 (0.84-1.63)
	0.382
	0.916

	TEMRA pE1
	1.59 (0.84-3.02)
	0.170
	0.378
	1.95 (1.06-3.58)
	0.044
	0.126
	1.16 (0.79-1.69)
	0.456
	0.976
	1.45 (0.99-2.11)
	0.080
	0.627

	PD1-/CD57-
	
	
	
	
	
	
	
	
	
	
	
	

	EM
	0.56 (0.38-0.80)
	0.005
	0.100
	0.55 (0.39-0.77)
	0.003
	0.020
	0.86 (0.68-1.07)
	0.188
	0.976
	0.86 (0.68-1.07)
	0.188
	0.627

	EM Th0/Th1
	0.69 (0.47-1.02)
	0.077
	0.273
	0.68 (0.47-0.99)
	0.059
	0.148
	0.90 (0.77-1.04)
	0.165
	0.976
	0.90 (0.77-1.04)
	0.165
	0.627

	TEMRA
	0.38 (0.18-0.78)
	0.015
	0.133
	0.27 (0.16-0.45)
	<0.001
	<0.001
	0.76 (0.50-1.17)
	0.236
	0.976
	0.78 (0.56-1.06)
	0.141
	0.627

	TEMRA pE1
	0.54 (0.30-0.96)
	0.046
	0.230
	0.45 (0.28-0.73)
	0.004
	0.020
	0.81 (0.56-1.17)
	0.279
	0.976
	0.74 (0.54-1.03)
	0.097
	0.627

	CD8+
	
	
	
	
	
	
	
	
	
	
	
	

	DEVELOPMENT
	
	
	
	
	
	
	
	
	
	
	

	Total
	1.49 (1.00-2.23)
	0.062
	0.186
	1.49 (1.00-2.22)
	0.062
	0.186
	1.35 (1.09-1.66)
	0.013
	0.048
	1.36 (1.14-1.62)
	0.005
	0.030

	EM
	0.90 (0.64-1.27)
	0.544
	0.544
	0.90 (0.64-1.26)
	0.544
	0.544
	1.31 (1.10-1.56)
	0.007
	0.048
	1.29 (1.11-1.50)
	0.005
	0.030

	EM1
	0.58 (0.34-0.99)
	0.058
	0.186
	0.59 (0.36-0.95)
	0.042
	0.168
	0.70 (0.54-0.92)
	0.021
	0.050
	0.71 (0.54-0.92)
	0.021
	0.050

	EM3
	2.41 (1.26-4.63)
	0.014
	0.084
	2.41 (1.26-4.63)
	0.014
	0.084
	1.61 (1.15-2.25)
	0.014
	0.048
	1.61 (1.15-2.25)
	0.014
	0.048

	EM4
	0.53 (0.35-0.79)
	0.005
	0.060
	0.53 (0.35-0.79)
	0.005
	0.060
	0.75 (0.61-0.93)
	0.016
	0.048
	0.75 (0.61-0.93)
	0.016
	0.048

	ACTIVATION
	
	
	
	
	
	
	
	
	
	
	

	CD25+/HLADR+
	
	
	
	
	
	
	
	
	
	
	

	TEMRA effector
	0.57 (0.28-1.17)
	0.138
	0.478
	0.57 (0.28-1.17)
	0.134
	0.478
	0.70 (0.47-1.04)
	0.094
	0.483
	0.55 (0.39-0.79)
	0.004
	0.048

	CD38+/HLADR+
	
	
	
	
	
	
	
	
	
	
	

	Total
	1.75 (1.03-2.98)
	0.051
	0.478
	1.90 (1.17-3.10)
	0.017
	0.331
	1.31 (1.00-1.71)
	0.066
	0.475
	1.44 (1.15-1.81)
	0.006
	0.054

	EM
	1.66 (1.00-2.75)
	0.063
	0.478
	1.82 (1.14-2.89)
	0.019
	0.331
	1.34 (1.03-1.74)
	0.044
	0.405
	1.51 (1.21-1.89)
	0.002
	0.036

	EM3
	1.61 (0.96-2.70)
	0.084
	0.478
	1.70 (1.06-2.72)
	0.038
	0.331
	1.44 (1.10-1.88)
	0.018
	0.405
	1.56 (1.24-1.97)
	0.002
	0.036

	TEMRA
	1.89 (1.04-3.44)
	0.048
	0.478
	1.94 (1.11-3.40)
	0.030
	0.331
	1.31 (1.03-1.67)
	0.045
	0.405
	1.36 (1.10-1.68)
	0.012
	0.086

	TEMRA effector
	1.70 (0.94-3.06)
	0.091
	0.478
	1.72 (0.99-2.97)
	0.066
	0.339
	1.28 (1.04-1.57)
	0.035
	0.405
	1.31 (1.08-1.60)
	0.015
	0.090

	SENESCENCIA
	
	
	
	
	
	
	
	
	
	
	

	PD1+/CD57+
	
	
	
	
	
	
	
	
	
	
	

	Total
	1.51 (0.99-2.32)
	0.068
	0.272
	1.52 (1.00-2.32)
	0.068
	0.233
	1.37 (1.11-1.70)
	0.011
	0.216
	1.43 (1.19-1.71)
	0.002
	0.048

	EM
	1.67 (1.09-2.55)
	0.026
	0.156
	1.67 (1.09-2.55)
	0.026
	0.156
	1.37 (1.08-1.74)
	0.018
	0.216
	1.42 (1.15-1.77)
	0.006
	0.072

	TEMRA pE2
	1.31 (0.85-2.02)
	0.227
	0.495
	1.31 (0.85-2.02)
	0.227
	0.495
	1.21 (0.95-1.53)
	0.144
	0.346
	1.25 (1.03-1.52)
	0.040
	0.137

	PD1-/CD57-
	
	
	
	
	
	
	
	
	
	
	
	

	Total
	0.65 (0.44-0.97)
	0.048
	0.230
	0.65 (0.44-0.97)
	0.048
	0.216
	0.76 (0.60-0.97)
	0.044
	0.230
	0.75 (0.60-0.94)
	0.023
	0.110

	EM
	0.54 (0.35-0.83)
	0.010
	0.152
	0.54 (0.35-0.83)
	0.010
	0.152
	0.72 (0.55-0.94)
	0.029
	0.230
	0.72 (0.55-0.94)
	0.029
	0.116

	TEMRA pE2
	0.87 (0.56-1.36)
	0.554
	0.780
	0.87 (0.56-1.36)
	0.554
	0.780
	0.83 (0.66-1.03)
	0.117
	0.312
	0.79 (0.67-0.94)
	0.016
	0.110


Note. Statistics: The AMR values were obtained using a generalized additive model for location, scale, and shape (GAMLSS) adjusted by the most significant variables (aAMR); p- and q-values were also shown (pa and qa: non-adjusted GAMLSS; pb and qb: adjusted GAMLSS). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate. 


[bookmark: _Toc204695224]Supplementary Data 14. Descriptive data of total expression levels of CD25 and CD38 markers among infection groups carrying CC genotype. Only statistically significant populations for at least one comparison by GAMLSS are shown.

	
	CHC
	SC
	HIV
	pa
	pb
	pc

	CD4+
	
	
	
	
	
	

	Naïve, CD25+
	9.23 (4.45-11.97)
	14.98 (11.21-18.15)
	11.74 (5.73-15.87)
	0.120
	0.619
	0.259

	Naïve, CD38+
	92.44 (75.85-94.32)
	94.46 (91.95-96.85)
	92.62 (88.78-94.88)
	0.637
	0.943
	0.586

	CD8+
	
	
	
	
	
	

	CM, CD25+
	9.42 (7.28-13.83)
	13.36 (10.48-20.08)
	22.67 (15.22-24.44)
	0.073
	0.016
	0.186

	Total, CD38+
	37.50 (19.31-50.00)
	22.29 (14.79-31.70)
	25.20 (18.94-34.62)
	0.056
	0.201
	0.484

	CM, CD38+
	28.40 (22.24-38.27)
	20.24 (16.93-24.27)
	20.95 (17.39-28.20)
	0.125
	0.177
	0.697

	EM, CD38+
	20.25 (17.83-47.80)
	18.18 (9.52-24.56)
	17.64 (13.39-24.80)
	0.109
	0.155
	0.969

	TEMRA, CD38+
	46.34 (28.01-61.70)
	27.25 (15.62-38.39)
	29.73 (25.07-38.75)
	0.030
	0.076
	0.697



Note. Statistics: values are expressed as median of percentage with respect to their reference population (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (pa, CHC vs SC; pb, CHC vs HIV; pc, SC vs HIV). Significant p-values (p<0.05) are resalted in bold. 

[bookmark: _Toc204695225]Supplementary Data 15. Comparison of total expression levels of CD25 and CD38 markers between CHC individuals and SC or HIV control groups carrying CC genotype. Only statistically significant populations for at least one comparison are shown (p<0.05, q<0.15).

	
	CHC vs SC
	CHC vs HIV

	
	AMR
	pa
	qa
	aAMR
	pb
	qb
	AMR
	pa
	qa
	aAMR
	pb
	qb

	CD4+
	
	
	
	
	
	
	
	
	
	
	
	

	Naïve, CD25+
	0.55 (0.35-0.87)
	0.017
	0.245
	0.51 (0.32-0.81)
	0.008
	0.080
	0.81 (0.48-1.39)
	0.456
	0.796
	0.88 (0.52-1.47)
	0.630
	0.806

	Naïve, CD38+
	0.58 (0.36-0.96)
	0.043
	0.245
	0.54 (0.34-0.86)
	0.016
	0.120
	0.71 (0.40-1.26)
	0.259
	0.730
	0.71 (0.40-1.26)
	0.259
	0.708

	CD8+
	
	
	
	
	
	
	
	
	
	
	
	

	CM, CD25+
	0.65 (0.42-1.02)
	0.071
	0.393
	0.65 (0.42-1.02)
	0.071
	0.300
	0.50 (0.31-0.79)
	0.010
	0.324
	0.50 (0.31-0.79)
	0.010
	0.065

	Total, CD38+
	1.87 (1.11-3.13)
	0.026
	0.370
	2.05 (1.36-3.09)
	0.002
	0.048
	1.69 (0.94-3.05)
	0.099
	0.509
	2.06 (1.28-3.32)
	0.010
	0.065

	CM, CD38+
	1.36 (0.88-2.12)
	0.184
	0.601
	1.50 (1.02-2.21)
	0.053
	0.264
	1.30 (0.79-2.14)
	0.315
	0.755
	1.58 (1.10-2.27)
	0.027
	0.130

	EM, CD38+
	2.09 (1.19-3.70)
	0.018
	0.324
	2.46 (1.54-3.91)
	0.001
	0.048
	2.06 (1.08-3.95)
	0.044
	0.324
	2.87 (1.68-4.88)
	0.001
	0.036

	TEMRA, CD38+
	2.14 (1.21-3.77)
	0.015
	0.324
	2.22 (1.38-3.59)
	0.004
	0.072
	2.01 (1.14-3.57)
	0.029
	0.324
	2.24 (1.38-3.65)
	0.006
	0.062



Note. Statistics: The AMR values were obtained using a generalized additive model for location, scale, and shape (GAMLSS) adjusted by the most significant variables (aAMR); p- and q-values were also shown (pa and qa: non-adjusted GAMLSS; pb and qb: adjusted GAMLSS). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate. 


[bookmark: _Toc204695226]Supplementary Data 16. Descriptive data of oxidative stress and immune response biomarkers between each group of infection within individuals carrying CC genotype.
	
	
	
	CC Genotype
	
	
	
	

	 
	 
	CHC (n=14)
	SC (n=27)
	HIV (n=18)
	pa
	pb
	pc

	Oxidative stress biomarkers
	
	
	
	
	
	

	
	GSH
	28.88 (26.94-32.25)
	29.19 (25.76-34.30)
	30.68 (27.92-35.56)
	0.875
	0.203
	0.322

	
	GSSG
	13.48 (6.27-24.69)
	17.81 (13.21-32.48)
	23.68 (15.73-27.13)
	0.155
	0.247
	0.983

	
	DNA damage
	5517.89 (1962.76-6426.09)
	3890.46 (2861.08-5995.99)
	5032.47 (3952.70-6903.69)
	0.955
	0.679
	0.352

	
	TAC
	5.36 (5.28-6.34)
	5.18 (4.83-5.64)
	4.96 (4.46-6.12)
	0.214
	0.215
	0.982

	
	LP
	517.73 (306.02-735.66)
	765.09 (606.25-965.16)
	829.52 (327.51-928.09)
	0.028
	0.338
	0.590

	
	Nitrate
	18.05 (9.81-30.18)
	10.57 (6.62-17.97)
	19.79 (9.64-22.00)
	0.112
	0.527
	0.169

	
	PCC
	0.10 (0.03-0.16)
	0.17 (0.06-0.29)
	0.15 (0.11-0.32)
	0.175
	0.097
	0.676

	
	GSH/GSSG
	2.02 (1.21-6.07)
	1.81 (0.90-2.62)
	1.50 (1.09-2.00)
	0.244
	0.427
	0.982

	
	RTL
	0.22 (0.20-0.24)
	0.27 (0.23-0.32)
	0.26 (0.24-0.34)
	0.012
	0.016
	0.991

	Immune response biomarkers
	
	
	
	
	
	

	
	Cytokines
	
	
	
	
	
	

	
	Th1/Th2
	
	
	
	
	
	

	SASP
	GM-CSF
	22.42 (17.91-29.00)
	18.00 (15.19-21.43)
	20.99 (19.10-27.00)
	0.039
	0.595
	0.047

	
	IFN gamma
	49.02 (37.30-77.75)
	27.52 (24.70-44.87)
	31.71 (24.55-51.30)
	0.004
	0.042
	0.848

	
	IL-1 beta
	21.76 (14.55-29.44)
	14.12 (11.13-17.71)
	20.79 (17.92-25.02)
	0.025
	0.985
	0.003

	
	IL2
	26.00 (19.31-29.72)
	19.12 (14.75-21.81)
	20.88 (18.00-24.20)
	0.026
	0.246
	0.277

	
	IL-6
	21.40 (19.14-32.53)
	20.71 (16.50-25.18)
	24.28 (20.94-29.07)
	0.262
	0.909
	0.145

	
	IL-8
	66.25 (63.29-72.06)
	61.93 (53.49-71.90)
	61.94 (55.98-76.74)
	0.086
	0.246
	0.466

	
	IL-13
	19.02 (17.00-23.20)
	17.00 (13.82-22.22)
	18.56 (15.13-22.00)
	0.112
	0.371
	0.474

	
	IL-18
	244.99 (100.61-381.96)
	91.15 (68.92-284.16)
	104.50 (52.20-226.16)
	0.074
	0.168
	0.750

	
	TNF alpha
	19.84 (18.37-27.88)
	15.77 (12.68-22.33)
	21.72 (17.47-24.52)
	0.044
	0.732
	0.058

	
	IL-12p70
	23.57 (19.37-33.83)
	19.33 (16.50-23.84)
	24.22 (20.84-26.49)
	0.067
	0.834
	0.058

	
	IL-4
	28.00 (24.71-34.26)
	23.19 (18.78-28.56)
	26.02 (22.16-28.98)
	0.032
	0.224
	0.201

	
	IL-5
	21.23 (18.88-28.17)
	21.23 (16.69-26.42)
	25.96 (18.95-29.41)
	0.570
	0.676
	0.110

	
	Th9/Th17/Th22/Treg
	
	
	
	
	

	
	IL-9
	38.10 (33.25-41.74)
	33.75 (27.75-41.57)
	35.19 (29.15-41.70)
	0.239
	0.342
	0.756

	
	IL-10
	20.48 (19.03-26.75)
	17.13 (14.18-19.97)
	20.44 (17.76-22.38)
	0.029
	0.436
	0.090

	
	IL-17A
	20.59 (17.06-41.24)
	17.10 (14.25-20.80)
	18.00 (15.00-22.02)
	0.079
	0.171
	0.729

	
	IL-21
	35.92 (26.96-52.95)
	27.48 (23.50-32.24)
	25.61 (23.50-32.28)
	0.054
	0.015
	0.667

	
	IL-22
	54.56 (39.66-69.75)
	32.09 (29.50-47.36)
	35.69 (32.19-40.14)
	0.028
	0.006
	0.624

	
	IL-23
	46.98 (35.99-59.05)
	32.03 (23.66-49.59)
	38.67 (25.54-46.31)
	0.070
	0.246
	0.459

	
	IL-27
	22.35 (18.26-26.18)
	15.41 (12.28-20.50)
	18.10 (15.25-23.00)
	0.022
	0.128
	0.170

	
	Inflammatory
	
	
	
	
	

	SASP
	IL-1 alpha
	57.26 (46.69-80.72)
	49.07 (42.38-64.41)
	49.86 (44.76-55.42)
	0.197
	0.106
	0.971

	
	IL-1RA
	64.34 (41.38-118.88)
	28.82 (21.53-44.20)
	33.53 (24.01-39.65)
	0.006
	0.013
	0.575

	
	IL-7
	25.00 (22.03-30.34)
	20.34 (18.37-24.44)
	23.12 (20.59-29.61)
	0.012
	0.342
	0.109

	
	IL-15
	25.94 (20.41-37.88)
	20.00 (17.29-25.39)
	24.98 (20.31-27.59)
	0.026
	0.568
	0.046

	
	TNF beta
	72.87 (63.66-83.89)
	72.68 (65.67-90.44)
	73.88 (62.45-99.24)
	0.966
	0.718
	0.694

	
	IFN alpha
	52.38 (45.02-68.52)
	45.49 (35.67-55.52)
	47.71 (38.20-53.24)
	0.072
	0.154
	0.711

	
	IL-31
	43.00 (36.75-47.88)
	34.88 (28.78-44.06)
	36.28 (31.06-42.87)
	0.079
	0.106
	0.830

	
	Chemokines
	
	
	
	
	

	SASP
	Eotaxin
	175.44 (118.92-236.56)
	121.87 (69.26-186.13)
	97.58 (68.63-168.57)
	0.123
	0.106
	0.841

	
	GRO alpha
	58.06 (47.87-59.50)
	48.28 (43.02-57.38)
	52.97 (44.73-62.40)
	0.133
	0.704
	0.390

	
	IP-10
	187.67 (146.21-295.76)
	116.88 (98.57-144.29)
	125.69 (93.59-262.21)
	<0.001
	0.084
	0.397

	
	MCP-1
	239.53 (136.23-359.19)
	129.36 (110.27-202.71)
	131.82 (100.34-213.75)
	0.025
	0.044
	0.990

	
	RANTES
	7126.65 (5869.70-7678.41)
	6974.44 (6279.21-8661.69)
	7847.54 (6519.83-9427.50)
	0.600
	0.059
	0.237

	
	SDF-1 alpha
	299.85 (259.33-321.01)
	295.60 (266.81-347.03)
	276.12 (240.66-320.02)
	0.966
	0.357
	0.352

	
	MIP-1 alpha
	41.44 (30.61-44.22)
	32.90 (27.17-39.41)
	33.56 (27.70-42.32)
	0.103
	0.270
	0.685

	
	MIP-1 beta
	129.40 (112.44-164.77)
	117.34 (111.03-129.27)
	124.43 (108.64-151.13)
	0.387
	0.447
	0.765

	
	Growth factors
	
	
	
	
	

	SASP
	EGF
	36.79 (27.96-71.03)
	32.00 (23.50-50.73)
	36.95 (27.87-50.02)
	0.169
	0.506
	0.383

	
	FGF-2
	42.63 (36.70-51.78)
	39.50 (35.00-42.30)
	42.01 (35.69-48.25)
	0.173
	0.543
	0.395

	
	HGF
	25.23 (19.36-33.24)
	21.50 (16.00-26.62)
	24.80 (20.07-27.32)
	0.222
	0.761
	0.135

	
	NGF beta
	36.94 (33.04-39.53)
	33.09 (29.66-39.08)
	34.48 (32.26-41.34)
	0.245
	0.569
	0.403

	
	PIGF-1
	275.38 (225.85-319.12)
	264.76 (207.45-335.26)
	228.67 (193.05-266.33)
	0.799
	0.115
	0.219

	
	SCF
	49.92 (37.77-55.72)
	42.53 (34.75-52.52)
	43.67 (39.97-49.93)
	0.156
	0.447
	0.624

	
	BDNF
	1588.60 (1061.72-2172.87)
	1433.01 (1061.23-2020.88)
	1611.38 (1021.37-2149.78)
	0.812
	0.896
	0.991

	
	LIF
	23.97 (15.65-26.67)
	17.06 (12.68-18.75)
	20.75 (15.50-23.07)
	0.097
	0.239
	0.232

	
	PDGF-BB
	466.05 (254.98-662.67)
	238.13 (160.05-627.18)
	350.96 (198.22-442.23)
	0.294
	0.319
	0.878

	
	VEGF-A
	32.66 (26.75-68.20)
	36.34 (28.25-46.91)
	38.84 (29.33-46.99)
	0.702
	0.761
	0.914

	
	VEGF-D
	35.00 (28.75-39.13)
	35.50 (29.02-41.62)
	37.66 (31.00-44.46)
	0.975
	0.458
	0.364


Note. Statistics: values are expressed as median (interquartile range). Comparison between continuous variables: two-sample Wilcoxon test (pa, CHC vs SC; pb, CHC vs HIV; pc, SC vs HIV). Significant p-values are resalted in bold. Abbreviations: GSH, reduced glutathione (µM); GSSG, oxidized glutathione (µM); DNA damage (pg/mL); TAC, total antioxidant capacity (nmole/µL); LP, lipid peroxidation (nmole/mL); Nitrate, (µM); PCC, protein carbonyl content (nmole/mg); RTL, relative telomere length; Immune response biomarkers are expressed as fluorescence intensity units.
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[bookmark: _Toc204695227]Supplementary Data 17. Comparison of oxidative stress and immune response biomarkers by generalized linear model (GLM) between each group of infection within individuals carrying CC genotype.
	CC Genotype

	 
	 
	CHC vs SC
	CHC vs HIV

	 
	 
	AMR (CI95%)
	pa
	qa
	aAMR (CI95%)
	pb
	qb
	AMR (CI95%)
	pa
	qa
	aAMR (CI95%)
	pb
	qb

	Oxidative stress biomarkers

	
	GSH
	0.94 (0.81-1.10)
	0.461
	0.579
	0.94 (0.81-1.10)
	0.461
	0.593
	0.96 (0.90-1.02)
	0.178
	0.413
	0.96 (0.90-1.02)
	0.178
	0.409

	
	GSSG
	0.69 (0.40-1.24)
	0.211
	0.308
	0.72 (0.42-1.30)
	0.270
	0.373
	0.88 (0.65-1.20)
	0.425
	0.530
	0.88 (0.65-1.20)
	0.425
	0.531

	
	DNA damage
	0.96 (0.68-1.37)
	0.824
	0.856
	0.96 (0.68-1.37)
	0.824
	0.856
	0.92 (0.76-1.12)
	0.416
	0.530
	0.92 (0.76-1.12)
	0.416
	0.531

	
	TAC
	1.11 (0.97-1.27)
	0.132
	0.244
	1.11 (0.97-1.27)
	0.132
	0.244
	1.04 (0.97-1.12)
	0.259
	0.413
	1.04 (0.97-1.11)
	0.270
	0.442

	
	LP
	0.69 (0.52-0.93)
	0.016
	0.086
	0.69 (0.52-0.93)
	0.016
	0.072
	0.89 (0.74-1.08)
	0.248
	0.413
	0.87 (0.72-1.07)
	0.185
	0.409

	
	Nitrate
	1.86 (1.19-2.98)
	0.012
	0.081
	1.86 (1.19-2.98)
	0.012
	0.063
	1.18 (0.92-1.53)
	0.204
	0.413
	1.18 (0.92-1.53)
	0.204
	0.409

	
	PCC
	0.54 (0.27-1.18)
	0.107
	0.214
	0.54 (0.27-1.18)
	0.107
	0.214
	0.71 (0.50-1.02)
	0.065
	0.295
	0.77 (0.54-1.11)
	0.161
	0.409

	
	GSH/GSSG
	1.94 (1.04-3.81)
	0.053
	0.135
	1.99 (1.09-3.80)
	0.039
	0.117
	1.33 (0.85-2.06)
	0.221
	0.413
	1.33 (0.85-2.06)
	0.221
	0.412

	
	RTL
	0.82 (0.69-0.98)
	0.035
	0.122
	0.82 (0.69-0.98)
	0.035
	0.117
	0.91 (0.81-1.01)
	0.082
	0.311
	0.91 (0.81-1.01)
	0.082
	0.329

	Immune response biomarkers

	
	Cytokines

	
	Th1/Th2

	SASP
	GM-CSF
	1.48 (1.14-1.93)
	0.007
	0.081
	1.48 (1.14-1.93)
	0.007
	0.059
	1.11 (0.96-1.28)
	0.167
	0.410
	1.11 (0.96-1.28)
	0.167
	0.409

	
	IFN gamma
	1.54 (1.08-2.22)
	0.024
	0.108
	1.54 (1.08-2.22)
	0.024
	0.098
	1.13 (0.89-1.44)
	0.335
	0.489
	1.13 (0.89-1.44)
	0.335
	0.488

	
	IL-1 beta
	1.57 (1.11-2.25)
	0.015
	0.086
	1.57 (1.11-2.25)
	0.015
	0.072
	1.10 (0.94-1.30)
	0.252
	0.413
	1.10 (0.94-1.30)
	0.252
	0.439

	
	IL2
	1.32 (1.00-1.77)
	0.060
	0.135
	1.32 (1.00-1.77)
	0.060
	0.135
	1.10 (0.96-1.25)
	0.192
	0.413
	1.10 (0.96-1.25)
	0.192
	0.409

	
	IL-6
	1.41 (1.02-1.99)
	0.050
	0.135
	1.35 (1.00-1.85)
	0.065
	0.140
	1.09 (0.91-1.33)
	0.358
	0.496
	1.09 (0.91-1.33)
	0.358
	0.496

	
	IL-8
	1.12 (0.98-1.28)
	0.120
	0.231
	1.12 (0.98-1.28)
	0.120
	0.231
	1.02 (0.95-1.10)
	0.569
	0.668
	1.02 (0.95-1.10)
	0.569
	0.668

	
	IL-13
	1.23 (0.91-1.66)
	0.190
	0.305
	1.23 (0.91-1.66)
	0.190
	0.296
	1.10 (0.97-1.25)
	0.153
	0.410
	1.10 (0.97-1.25)
	0.153
	0.409

	
	IL-18
	1.46 (0.83-2.68)
	0.206
	0.308
	1.46 (0.83-2.68)
	0.206
	0.301
	1.04 (0.70-1.55)
	0.861
	0.861
	1.04 (0.70-1.55)
	0.861
	0.861

	
	TNF alpha
	1.73 (1.21-2.50)
	0.005
	0.081
	1.73 (1.21-2.50)
	0.005
	0.057
	1.20 (0.99-1.47)
	0.069
	0.295
	1.20 (0.99-1.47)
	0.069
	0.322

	
	IL-12p70
	0.69 (0.19-3.10)
	0.595
	0.714
	0.69 (0.19-3.10)
	0.595
	0.730
	1.06 (0.94-1.21)
	0.349
	0.496
	1.06 (0.94-1.21)
	0.349
	0.496

	
	IL-4
	1.28 (1.02-1.62)
	0.044
	0.132
	1.28 (1.02-1.62)
	0.044
	0.126
	1.08 (0.98-1.20)
	0.116
	0.348
	1.08 (0.98-1.20)
	0.116
	0.369

	
	IL-5
	1.20 (0.90-1.60)
	0.221
	0.314
	1.20 (0.90-1.60)
	0.221
	0.314
	1.04 (0.90-1.19)
	0.601
	0.676
	1.04 (0.90-1.19)
	0.601
	0.676

	
	Th9/Th17/Th22/Treg

	
	IL-9
	1.12 (0.95-1.32)
	0.196
	0.305
	1.12 (0.95-1.32)
	0.196
	0.296
	1.03 (0.95-1.12)
	0.485
	0.582
	1.03 (0.95-1.12)
	0.485
	0.581

	
	IL-10
	1.34 (1.09-1.67)
	0.010
	0.081
	1.34 (1.09-1.67)
	0.010
	0.063
	1.07 (0.95-1.21)
	0.260
	0.413
	1.07 (0.95-1.21)
	0.260
	0.439

	
	IL-17A
	1.51 (1.07-2.16)
	0.026
	0.108
	1.51 (1.07-2.16)
	0.026
	0.100
	1.22 (1.01-1.47)
	0.047
	0.295
	1.22 (1.01-1.47)
	0.047
	0.322

	
	IL-21
	1.47 (0.56-4.23)
	0.453
	0.579
	1.47 (0.56-4.23)
	0.453
	0.593
	1.65 (1.08-2.56)
	0.027
	0.295
	1.65 (1.08-2.56)
	0.027
	0.322

	
	IL-22
	1.26 (0.36-5.30)
	0.732
	0.791
	1.26 (0.36-5.30)
	0.732
	0.790
	1.81 (1.05-3.18)
	0.040
	0.295
	1.81 (1.05-3.18)
	0.040
	0.322

	
	IL-23
	1.34 (1.00-1.80)
	0.059
	0.135
	1.34 (1.00-1.80)
	0.059
	0.135
	1.05 (0.86-1.29)
	0.652
	0.702
	1.05 (0.86-1.29)
	0.652
	0.702

	
	IL-27
	1.38 (1.03-1.87)
	0.039
	0.124
	1.38 (1.03-1.87)
	0.039
	0.117
	1.14 (1.01-1.28)
	0.048
	0.295
	1.14 (1.01-1.28)
	0.048
	0.322

	
	Inflammatory

	SASP
	IL-1 alpha
	1.43 (0.64-3.41)
	0.398
	0.537
	1.43 (0.64-3.41)
	0.398
	0.537
	1.45 (0.99-2.15)
	0.070
	0.295
	1.45 (0.99-2.15)
	0.070
	0.322

	
	IL-1RA
	2.06 (1.12-3.93)
	0.029
	0.112
	2.27 (1.41-3.74)
	0.002
	0.053
	1.41 (1.09-1.84)
	0.016
	0.295
	1.41 (1.09-1.84)
	0.016
	0.322

	
	IL-7
	1.34 (1.11-1.62)
	0.004
	0.081
	1.34 (1.11-1.62)
	0.004
	0.053
	1.07 (0.96-1.20)
	0.251
	0.413
	1.07 (0.96-1.20)
	0.251
	0.439

	
	IL-15
	1.55 (1.13-2.15)
	0.011
	0.081
	1.55 (1.13-2.15)
	0.011
	0.063
	1.16 (0.98-1.37)
	0.098
	0.311
	1.16 (0.98-1.37)
	0.098
	0.329

	
	TNF beta
	0.98 (0.80-1.21)
	0.870
	0.870
	0.98 (0.80-1.21)
	0.870
	0.870
	0.98 (0.89-1.08)
	0.668
	0.702
	0.98 (0.89-1.08)
	0.668
	0.702

	
	IFN alpha
	1.20 (0.92-1.59)
	0.198
	0.305
	1.20 (0.92-1.59)
	0.198
	0.296
	1.12 (1.00-1.25)
	0.057
	0.295
	1.12 (1.00-1.25)
	0.057
	0.322

	
	IL-31
	1.20 (0.95-1.54)
	0.140
	0.244
	1.20 (0.95-1.54)
	0.140
	0.244
	1.10 (1.00-1.22)
	0.067
	0.295
	1.10 (1.00-1.22)
	0.067
	0.322

	
	Chemokines

	SASP
	Eotaxin
	1.53 (1.02-2.32)
	0.049
	0.135
	1.53 (1.02-2.32)
	0.049
	0.131
	1.19 (0.91-1.55)
	0.212
	0.413
	1.19 (0.91-1.55)
	0.212
	0.409

	
	GRO alpha
	1.07 (0.91-1.27)
	0.421
	0.554
	1.06 (0.90-1.25)
	0.493
	0.619
	1.01 (0.95-1.08)
	0.679
	0.702
	1.01 (0.95-1.08)
	0.679
	0.702

	
	IP-10
	1.73 (1.13-2.70)
	0.018
	0.088
	1.96 (1.39-2.79)
	<0.001
	0.023
	1.10 (0.87-1.38)
	0.432
	0.530
	1.10 (0.87-1.38)
	0.432
	0.531

	
	MCP-1
	1.80 (1.26-2.60)
	0.003
	0.081
	1.80 (1.26-2.60)
	0.003
	0.053
	1.31 (1.07-1.61)
	0.014
	0.295
	1.31 (1.07-1.61)
	0.014
	0.322

	
	RANTES
	0.98 (0.80-1.22)
	0.865
	0.870
	0.98 (0.80-1.22)
	0.865
	0.870
	0.92 (0.85-1.00)
	0.049
	0.295
	0.92 (0.85-1.00)
	0.049
	0.322

	
	SDF-1 alpha
	1.10 (0.77-1.58)
	0.620
	0.728
	1.10 (0.77-1.58)
	0.620
	0.737
	1.12 (0.95-1.33)
	0.200
	0.413
	1.12 (0.95-1.33)
	0.200
	0.409

	
	MIP-1 alpha
	2.64 (1.13-6.68)
	0.036
	0.122
	2.64 (1.13-6.68)
	0.036
	0.117
	1.58 (0.94-2.72)
	0.095
	0.311
	1.58 (0.94-2.72)
	0.095
	0.329

	
	MIP-1 beta
	1.10 (0.52-2.47)
	0.813
	0.856
	1.10 (0.52-2.47)
	0.813
	0.856
	1.27 (0.92-1.75)
	0.153
	0.410
	1.27 (0.92-1.75)
	0.153
	0.409

	
	Growth factors

	SASP
	EGF
	1.58 (0.66-4.08)
	0.325
	0.450
	1.64 (0.87-3.25)
	0.149
	0.251
	1.30 (0.91-1.86)
	0.161
	0.410
	1.30 (0.91-1.86)
	0.161
	0.409

	
	FGF-2
	1.13 (0.99-1.30)
	0.083
	0.179
	1.13 (0.99-1.30)
	0.083
	0.172
	1.04 (0.96-1.12)
	0.369
	0.498
	1.04 (0.96-1.12)
	0.369
	0.498

	
	HGF
	1.24 (0.94-1.64)
	0.139
	0.244
	1.24 (0.94-1.64)
	0.139
	0.244
	1.04 (0.90-1.20)
	0.620
	0.683
	1.04 (0.90-1.20)
	0.620
	0.683

	
	NGF beta
	1.13 (0.95-1.35)
	0.175
	0.295
	1.13 (0.95-1.35)
	0.175
	0.286
	1.04 (0.96-1.13)
	0.299
	0.449
	1.04 (0.96-1.13)
	0.299
	0.449

	
	PIGF-1
	1.15 (0.59-2.34)
	0.689
	0.762
	1.15 (0.59-2.34)
	0.689
	0.761
	1.27 (0.97-1.67)
	0.095
	0.311
	1.27 (0.97-1.67)
	0.095
	0.329

	
	SCF
	1.17 (0.98-1.42)
	0.098
	0.204
	1.20 (1.00-1.44)
	0.059
	0.135
	1.05 (0.97-1.14)
	0.224
	0.413
	1.04 (0.97-1.12)
	0.295
	0.449

	
	BDNF
	1.11 (0.81-1.53)
	0.541
	0.664
	1.08 (0.79-1.49)
	0.627
	0.737
	1.05 (0.89-1.22)
	0.586
	0.673
	1.05 (0.89-1.22)
	0.586
	0.673

	
	LIF
	1.58 (1.15-2.18)
	0.008
	0.081
	1.58 (1.15-2.18)
	0.008
	0.062
	1.11 (0.86-1.42)
	0.431
	0.530
	1.11 (0.86-1.42)
	0.431
	0.531

	
	PDGF-BB
	1.13 (0.68-1.93)
	0.654
	0.751
	1.13 (0.68-1.93)
	0.654
	0.751
	1.13 (0.90-1.43)
	0.288
	0.444
	1.13 (0.90-1.43)
	0.288
	0.449

	
	VEGF-A
	1.45 (1.01-2.11)
	0.057
	0.135
	1.45 (1.01-2.11)
	0.057
	0.135
	1.21 (0.99-1.49)
	0.071
	0.295
	1.21 (0.99-1.49)
	0.071
	0.322

	 
	VEGF-D
	1.04 (0.86-1.26)
	0.691
	0.762
	1.04 (0.86-1.26)
	0.691
	0.761
	0.98 (0.89-1.08)
	0.689
	0.702
	0.98 (0.89-1.08)
	0.689
	0.702



Note. Statistics: values are expressed as median (interquartile range). Comparison between continuous variables: AMR values were obtained using a generalized linear model (GLM) adjusted by the most significant variables, p-values were also shown (pa and qa: non-adjusted GLM; pb and qb: adjusted GLM). Significant p- and q-values are resalted in bold. Abbreviations: AMR, arithmetic median rate; aAMR, adjusted AMR; q, corrected p-value by false discovery rate; GSH, reduced glutathione; GSSG, oxidized glutathione; DNA damage; TAC, total antioxidant capacity; LP, lipid peroxidation; Nitrate; PCC, protein carbonyl content; RTL, relative telomere length.


image1.png
Conp-FVD eFlor 4SSUV-A : Viabity

W

S Cete
s
g
[ VMY VU PR
Fscn rsca
o
CD3+
aou %
<
3 g
Alivecets (2 ] H
1om “
y : o
: RN

aou{

204

Single Cets

97

n
O

E

CD8+

o w* W’

Comp-BVS10-A - CD8




image2.png
Gated on CD4+

cD4 ~ < . cDa

Comp-BUVSE3-A : CCRT

CM A Naive

cp4 cp4
EM TEMRA
Ty W

Comp-APC-HT-A :: CD4SRA

Comp-PE-CyT-A: CD28

Comp-PE-CyT-A: CD28

Gated on CD4+ CM Gated on CD4+ Naive
cpacm wd CD4Naive
cD27+CD28+ cp27+CD28+

o
g
N
5wy
3
& oq
04
ot o ot 0 10t o wt w
Comp-BV421-A: CO27
Gated on CD4+ EM Gated on CD4+ TEMRA
CD4EMTh12 | CD4EMThO-1 e CDATEMRA
pE1
o o
<
LS |
CDATEMRA
CD4EMTM o eftector
T ” T . — . .
10 o w w ot o ot 1

Comp-BV421-A:: €027

Comp-BV421-A: €D27





image3.png
Comp-BUVS63-A : CCR7

Gated on CD8+ E

s
o
i cobs cbs Gated on CD8+ CM Gated on CD8+ Naive
CM Naive
10 w0
cbp8CcM CD8 Naive
] Coa7+cD28+ e co27+CD28
§ wd § wd
ks R
3wty g
cbs cDs MR | MR |
w0*q EM TEMRA
T T T T LE| P
,w‘ L] |0‘ llls T v T T T ™ T o2
-0* 0 10t 0° 0* 0 0t 0
Comp-APC-H7-A :: CD4SRA
CompBvA1A CO2T ConpBvA1A CO2T
Gated on CD8+EM Gated on CD8+ TEMRA
10’ w0
cosems cosemt CoBTEMRA
10 10° o P!
R R
[ g
LI LI
CD8TEMRA CD8TEMRA
ot COBEM3 CDBEM2 L4 effector PE2
o 0* 0 0t 0
Conp-BvA1-A CO2T ConpBvA1A CO2T





