RING BRCT

BRCA1 (1863 aa)

y e —
100 aa

_
/f/ §
/
‘J:' Q/\‘( C’) g\ Q;P
@ 23 FSFIFF RS c?’ob@?
B Pathogenic mutation / $/f )‘
B Neutral mutation
» A O S > N\
\3’@&?’% & @%%\thq’%i‘bcg)b‘bqe@g «Q&@q’@'\é&\@v« /\%\’ /\Q’ & A '\’\<° /\“Q’ /\‘bq’ §><z> cz?’q’v%
W P AA @"’Q}/ O P g > V”Q'Q'\’@\’ 0\/4'\,4'\, DY

S1 Fig. Position of the BRCA1 missense mutations selected

RING domain (amino acid 8-96); BRCT, BRCA1 C-terminal domains (amino acid 1646-1736 and 1760-1855). Pathogenic and neutral
mutations are in red and blue, respectively. Fourteen mutations (3 neutral and 11 pathogenic) map within the RING domain. An
additional neutral mutation, N132K, flanks the Cter part of this domain, resulting in 15 mutations located in the Nter extremity of
BRCAT1. Twenty-five mutations (11 neutral and 14 pathogenic) lie in the BRCT domain, at the Cter extremity of the protein. Of note,
the RING domain suffers from a lack of neutral missense mutations classified by genetic/epidemiological methods, explaining why
only 3 neutral mutations from our selected panel, lie in this domain. Moreover, no pathogenic missense mutations, between the
amino acids 65 and 1684, are documented in the BRCAT mutation databases (S2 Table). Therefore, this study was restricted to the

RING and BRCT domains of BRCA1.



