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Supplementary Figure 1: Bioinformatics pipeline identifying clinically relevant variants following whole genome sequencing: lllumina 150bp
paired-end reads were mapped to hs37d5 using Stampy (V1.0.23) and duplicate reads were marked with Picard (V1.111). Variants were called
across both samples simultaneously with Platypus (V0.8.1) using default settings, except for minFlank=0-. Filtering was performed using
Ingenuity VA (see www.giagenbioinformatics.com/products/ingenuity-variant-analysis)
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Supplementary Figure 2: Remaining variants following cross referencing to genes associated with encephalitis in Ingenuity Knowledge Base:
Variants in complement factor | are highlighted in red



P64 Q88

Cow ENSBTAT00000048867.4 Y K - TR TY K€
Cat ENSFCAT00000000105.5 Y K - T TY K €
Human NM 000204 Y K - T TY K &
Chimp_ENSPTRT00000060070.4 Y K - T TY K €
Mouse ENSMUST00000077918.6 Y R - T TY K &
Rat ENSRNOT00000086245.1 Y K - T TH K
GuineaPiq Y K - T TY K &
Doq ENSCAFT00000018226.4 Y K-DGT TY K €
Xenopus ENSXETT00000052014.2 Y RNATT TH K €

Supplementary Figure 3: Protein sequence alignment of CFl across taxa: The P64 residue and Q88 residue, variants of which were
identified in Patient B are highlighted and are highly conserved across taxa.
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Supplementary Table 1: Results of immunological investigations in patient A and B

Patient A Patient B
C3 (mg/dl) 21.0 (65-190) 43.0 (75-175)
C4 (mg/dl) 26.9 (14-40) 16.0 (14-54)
CH50 27% normal 876 (1000-2000)
AP50 20% normal Failed to reach 50% of normal
control
Terminal complement complex 2340 (0-80) 331 (0-80)
(ng/ml)
C5 (mg/L) 46.5 (90-172) N.D.
C6 (mg/L) 81.6 (45-96) N.D.
C7 (mg/L) 56.1 (55-85) N.D.
C8 (mg/L) 103 (40-80) N.D.
C9 (mg/L) 246 (50-250) N.D.
Factor H (mg/L) 211 (345-590) N.D.
Factor I (mg/L) <2.4 (38-58) <5.6 (38-58)
Factor B (mg/L) 29.7 (295-400) N.D.
Serotype specific anti pneumococcal |4/12 at baseline N.D.
antibodies 9/12 post Prevenar
(protective titer defined as > booster
0.35mcg/ml)
Haemophilus influenza B antibodies | Protective post N.D.
Menitorix booster
Tetanus antibodies Protective N.D.
Serum electrophoresis Absent 2 peak Normal

N.D. - not determined.

Normal ranges are provided in parenthesis




