Supplementary Table S1. Chromosomal location of IL2RA studied regions.

	Amplicon
	Chromosomal Location (hg19)
	Demethylation after CD4 activation

	IL2RA.1_PRRVI
	chr10:6112619-6112899
	Yes

	IL2RA.2_PRRV
	chr10:6111690-6111909
	No

	IL2RA.3_PRRIII
	chr10:6108048-6108314
	No

	IL2RA.4_PRRIII
	chr10:6107882-6108070
	No

	IL2RA.5_PRRI_II_NRE
	chr10:6104593-6104819
	No

	IL2RA.6_PRRI_II_NRE
	chr10:6104150-6105187
	No

	IL2RA.7_PRRIV (CpG+3502)
	chr10:6100730-6100897
	Yes
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Supplementary Table S2. PCR and pyrosequencing conditions for methylation study of IL2RA and IL2 locus.

	IL2RA LOCUS

	CpGs
	Primers sequences
	Polymerase
	Program

	CG     -8564
           -8482
           -8476
           -8452
	IL2RA.1_PRRVI

F-AAGGGTTAGATAGATTTGGGATTTAG
R-Biot-ATACTCCCCCTCCTCTAAACTATTC
	Amplicon : 281 pb
With EpiMark® Hot Start Taq DNA Polymerase (NEB)
	95°C          30s
      95°C    30s
      54°C    30s     x45
      68°C    30s
68°C           5min

	For Pyro
	1F-GATTTGGGATTTAGATATGAT
	Read : ATTATTTTTGA-8564YGAATTATGTGA

	
	2F-ATATGGAAATAGTGATGGT
	Read : ATGT-8482YGGTTT-8476YGTTAGATTGTTGTGAGAAGTTAG-8452YGGTAGAGA

	CG     -7591
          -7494

	IL2RA.2_PRRV

F-Biot-GTGAGGGAAGTTAGTTGAAAAGT
R-CAAAACTCCCTAACCACTTCTAT	
	Amplicon : 220 pb
With EpiMark® Hot Start Taq DNA Polymerase (NEB)
	95°C          30s
      95°C    30s
      55°C    30s     x45
      68°C    30s
68°C          5min

	For Pyro
	1R-CCAACACTAATAAATTACCA
	Read : ATAAC-7494RACCCAA

	
	2R-AACATACTTATATCACATT
	Read : TTATCTAAAC-7591RTCTATACAACT

	CG      -3970
           -3946
           -3851
           -3789

	IL2RA.3_PRRIII

F-TTTTTATTTTTGGTTAATTATGGATTATAT
R-Biot-TCCTAAAAAAAACTACTCAAAACAAC
	Amplicon : 267 pb
With EpiMark® Hot Start Taq DNA Polymerase (NEB)
	95°C          30s
      95°C    30s
      52°C    30s     x45
      68°C    30s
68°C          5min

	For Pyro
	1F-TTTAGGAATTATTTATTAAG
	Read : GT-3970YGTATTTATTTTTTAAGGATAATA-3946YGTGGGT

	
	2F-ATTATTAGTATTTATTTTAT
	Read : TGTA-3851YGTTTAGAAAGAA

	
	3F-GTTTAGGTTAGAAATTTGTT
	Read : GTT-3789YGTT

	CG       -3691
	IL2RA.4_PRRIII

F-GTTTTGAGTAGTTTTTTTTAGGA
R-Biot-ATCTAAATAACATTAATAAATTAAATTC
	Amplicon : 189 pb
With EpiMark® Hot Start Taq DNA Polymerase (NEB)
	95°C          30s
      95°C    30s
      50°C    30s     x45
      68°C    30s
68°C          5min

	For Pyro
	1F-GAAGTGAGATTTAGTTTGTAT
	Read : TGTTGAT-3691YGGTTGTTTT

	CG       -459
            -456
            -373
	IL2RA.5_PRRI_II_NRE

F-TTAGGGTATTGTGGTGAAATGAT
R-Biot-ACACTTCATAAACTAAATCCTCCC
	Amplicon : 227 pb
With Taq’Ozyme HS (Ozyme)
	95°C         1min
      95°C    15s
      57°C    15s     x45
      72°C    30s
72°C          5min

	For Pyro
	1F-GAATTTTTAGGATTTTTTAGT
	Read : T-459YGT-456YGTATT

	
	2F-TTTATTTTAGGTGGTT
	Read : T-373YGGTTGATT

	CG     -356
          -272
	IL2RA.6.1_PRRI_II_NRE

F-GTTTTTTTATTTTAGGTGGTTT
R-Biot-AAATTAAACTTCATTTATAAATCCT
	Amplicon : 192 pb
With MethylTaq DNA polymerase (Diagenode)

	95°C          10min
      95°C    30s
      50°C    1min     x45
      72°C    1min
72°C           5min

	For Pyro
	1F-GTTGATTTTTGAGGA
	Read : -356YGTTATAGTT

	
	2F-TGTTTATTTTATTTTTA
	Read : A-272YGGTAGGGGAATT

	CG    -241
	IL2RA.6.2_PRRI_II_NRE

F-Biot-GTTTTTTTATTTTAGGTGGTTT
R-AAATTAAACTTCATTTATAAATCCT
	Amplicon : 192 pb
With MethylTaq DNA polymerase (Diagenode)

	95°C          10min
      95°C    30s
      50°C    1min     x45
      72°C    1min
72°C          5min

	For Pyro
	1R-CATTTATAAATCCTTTCTTCAACT
	Read : AC-241RCCCATAAA

	CG      +3502
	IL2RA.7_PRRIV (CpG+3502)

F-Biot-AAGTTATTATTTAATATGGTAAGGG
R-CAAAATTTCCACAATTCTAAA
	Amplicon : 168 pb
With Taq’Ozyme HS (Ozyme)
	95°C          1min
      95°C    15s
      48°C    15s     x45
      72°C    30s
72°C          5min

	For Pyro
	1R-CTAAAAAAAATACCTTCAAT
	Read : AAC+3502RTACCATATTAAT

	IL2 LOCUS

	CpGs
	Primers sequences
	Polymerase
	Program

	CG     -252
	IL2.CpG -252

F- AAAGAAAATTTTTTGAGTTATTTTTG
R-Biot- AAATATAAATAAAATCCCTCTTTATTACAT
	Amplicon : 148 pb
With EpiMark® Hot Start Taq DNA Polymerase (NEB)
	95°C          30s
      95°C    30s
      54°C    30s     x45
      68°C    30s
68°C           5min

	For Pyro
	1F- AAAAATTGTTTTATATAG
	Read : AAGG-252YGTTAATTG









Supplementary Table S3. CpG +3502 methylation in immune cell populations (Mean  SD, N=7)

	
	CD4+ 
T cells
	CD8+ 
T cells
	Natural killer cells
	B cells
	Monocytes/
Macrophages

	CpG +3502
	23.21 ± 4.9
	28.7 ± 5.1
	33.2 ± 8.7
	47.3 ± 9.7
a**, b**, c*
	76.0 ± 3.4
a**, b**, c**, d**

	CpGs  PRRI/II (6 CpGs)
	31.4 ± 4.5
	32.5 ± 3.3
	35.2 ± 3.6
	36.4 ± 3.8
	38.5 ± 4.63

	CpGs  PRRIII (5 CpGs)
	64.9 ± 5.7
	58.2 ± 9.2
	26.8 ± 5.1
a***, b***
	56 ± 6.2
a*, c***
	8.5 ± 2.4
a***, b***, c***, d***

	CpGs  PRRV (2 CpGs)
	73.3 ± 3
	72.8 ± 1.7
	62.2 ± 2.2
a*, b*
	54 ± 5.9
	57.1 ± 2.3

	CpGs  PRRVI (4 CpGs)
	55.8 ± 2.6
	69.2 ± 2.3
	69.3 ± 4.2
a*
	74.2 ± 6.6
a**
	32.4 ± 5.1
a***, b***, c***, d***


a = vs CD4 + T cells
b = vs CD8 + T cells
c = vs NK cells
d = vs B cells

* 0.005 < p ≤ 0.03 
** 3.10-4 ≤ p ≤ 0.005
*** 10-13 < p < 10-5


Supplementary Table S4. CpG methylation in the IL2RA promoter in naive CD4+ T cells before and after in vitro activation (results are expressed as mean ± SD). P-values were calculated with paired Student’s t-test. CpGs are presented in decreasing demethylation order.

	CpG site
	Activation
	Methylation
(Mean ± SD)
	P-value

	CpG +3502
	-
+
	21.8  ± 5.4
11.3 ± 4.4
	p <2.2e-16

	CpG -8564
	-
+
	33.2 ± 3.6
24.7 ± 3.4
	p <2.2e-16

	CpG -8482
	-
+
	61.7 ± 4.8
53.8 ± 5.7
	p = 3.6e-16

	CpG -8476
	-
+
	87 ± 4.5
66.6 ± 8.2
	p <2.2e-16

	CpG -8452
	-
+
	59.2 ± 4
49.5 ± 5.5
	p <2.2e-16

	CpG -356
	-
+
	4.2 ± 1.7
3.5 ± 1.8
	p =0.02

	CpG -7591
	-
+
	67.7 ± 4.3
68.6 ± 4.1
	ns

	CpG -7494
	-
+
	88.4 ± 2
88.4 ± 2.2
	ns

	CpG -3970
	-
+
	91.1 ± 6.6
90.0 ± 6.3
	ns

	CpG -3946
	-
+
	74.9 ± 4.6
74.9 ± 3.7
	ns

	CpG -3851
	-
+
	83.3 ± 8
82.5 ± 7.7
	ns

	CpG -3789
	-
+
	91.5 ± 7.1
90.0 ± 6.9
	ns

	CpG -3691
	-
+
	78.6 ± 8
77.6 ± 7.3
	ns

	CpG -459
	-
+
	85.4 ± 2.5
86.0 ± 3.2
	ns

	CpG -456
	-
+
	93.7 ± 2.7
92.5 ± 3.3
	ns

	CpG -373
	-
+
	35.2 ± 4.5
35.5 ± 4.5
	ns

	CpG -272
	-
+
	1.0 ± 1.6
           1.08 ± 1.8
	ns

	CpG -241
	-
+
	1.9  ± 1.7
2.3 ± 1.6
	ns
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