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Supplementary Method 
 

ADA2 activity in serum was assessed using a commercial kit (Diazyme Laboratories) based 

on the deamination of adenosine to inosine according to the manufacturer’s instructions.. For 

patients, sera from two independent samples with 3 month interval were assessed.  

Genomic DNA was extracted from the peripheral blood leukocytes of the patient, using 

standard procedures. The exons 2 to 10 of CECR1 (NM_001282225.1) and their flanking 

intronic sequences were amplified by PCR, using two sets of M13-tailed primers for each 

amplicon. Double strand sequencing was performed with an ABI PRISM Big Dye Terminator 

V3.1 Ready-Reaction Cycle-Sequencing kit (Applied Biosystems). Sequences were analyzed 

on an ABI 3130 XL (Applied Biosystems). Variant were analyzed by in silico analysis (SIFT, 

Polyphen2, MutationTaster). Furthermore, real-time quantitative PCR (qPCR) was performed 

for each coding exon, (LightCycler® 480 SYBR Green I Master, Roche) using a 

LightCycler® 480 (Roche). 

Blood was collected into PAXgene tubes (PreAnalytix, Hombrechtikon, Switzerland) and, 

after being kept at room temperature for between 2 and 72 hours, was frozen at −20°C until 

extraction. Total RNA was extracted from whole blood with a PAXgene (PreAnalytix. 

Hombrechtikon, Switzerland) RNA isolation kit. RNA concentration was assessed by Qubit 

(Invitrogen). Quantitative RT-PCR analysis was performed with the TaqMan Universal PCR 

Master Mix (Applied Biosystems, Paisley, United Kingdom) and a cDNA derived from 40 ng 

of total RNA. TaqMan probes were used for IFI27 (Hs01086370_m1), IFI44L 

(Hs00199115_m1), IFIT1 (Hs00356631_g1), ISG15 (Hs00192713_m1), RSAD2 

(Hs01057264_m1), SIGLEC1 (Hs00988063_m1), IL1B (Hs01555410_m1), IL6 

(Hs00985639_m1), TNFA (Hs99999043_m1), CXCL9 (Hs00171065_m1), IL-10 

(Hs99999035_m1) and IL-12A (Hs01073447_m1). The relative abundance of each target 

transcript was normalized to the expression level of HPRT1 (Hs03929096_g1) and 18S 

(Hs999999001_s1) and assessed with the Applied Biosystems StepOne software (version 2.1) 

and DataAssist software (version 3.01). The median fold change of the six ISGs, when 

compared to the median of 29 healthy controls combined, was used to create an interferon 

score for each patient. RQ is equal to 2-ΔΔCt i.e. the normalized fold change relative to a 

control. The mean interferon score of the controls plus two standard deviations above the 

mean (+2 SD) was calculated. Scores above this value (>2.466) were designated as 

positive.To compare, IFN signature score in patients with classical IFN mediated diseases are 

the following :TREX1 18.19 (9.12-20.46), RNASEH2A 18.47 (7.51-34.62), RNASEH2B 

6.55 (2.32-12.94), RNASEH2C 6.43 (4.54-13.35), SAMHD1 12.81 (10.15-19.57), ADAR1 

23.39 (14.69-36.39).  

 Neutrophil-expressed genes were assessed as above using Taqman probes for MMP8 

(Hs01029057_m1), CEACAM6 (Hs03645554_m1), CRISP3 (Hs00195988_m1), LTF 

(Hs00914334_m1), DEFA4 (Hs01056651_g1) and LCN2 (Hs01008571_m1). Neutrophil-

expressed gene expression in patients was normalized to expression in 4 healthy control 

samples. No neutrophil score could be calculated reported to the limited number of controls. 
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Suppl Fig 1. Expression of cytokines. 

The relative quantification value (RQ-value) for each transcript is equal to the normalized fold 

change relative to a control. 

Expression of  cytokines and chemokines in the blood of patient 1 and 2 before treatment with 

anti-TNFα. Inflammatory cytokines expression, including TNF-alpha, are not statistically 

different. 
 

 


