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Primary Sjögren’s syndrome and high type I
interferon signalling in a kindred with C2
deficiency

DEAR EDITOR, Deficiencies of early components of the

classical complement pathway are associated with an

increased risk of SLE. There is a hierarchy of disease

susceptibility and severity according to the position of

the deficient protein in the classical complement path-

way. SLE penetrance in C1q deficiency is 90%, and

patients generally present with severe disease, whereas

only 10–20% of C2-deficient patients develop SLE, with

a disease severity comparable to sporadic SLE [1, 2].

C1q inhibits type I IFN (T1IFN) release, and its deficiency

is associated with upregulated T1IFN signalling [3, 4].

Increased T1IFN signalling in C1q deficiency is pro-

posed to explain the association with SLE [3]. It is un-

known whether T1IFN signalling is also increased in

other, more common early complement deficiencies,

such as C2 deficiency (estimated prevalence in

European population 1 in 20 000) [2]. We identified only

one C2-deficient patient in the literature for whom T1IFN

signalling was assessed [4]. In the present report, we in-

vestigate the association between C2 deficiency, T1IFN

signalling and autoimmunity in a kindred with C2 defi-

ciency and primary SS (pSS). The UZ/KU Leuven ethics

committee approved this study (S52653).

The index patient was born to consanguineous

parents of Moroccan descent (Fig. 1A
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