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PKCa NGLSDPYVKLKLIP —-——————-— KNESKQKTKTIRST RRLSVEIWDWDRTTR--
PKCf NGLSDPYVKLKLIP - —————-—-— KSESKQKTKTIKCS RRLSVEIWDWDLTSR--
PRCy NGLSDPYVKLKLIP —-—-—————- RNLTKQKTRTVKAT RRLSVEVWDWDRTSR--
synI C2A GGTSDPYVKVFLLP-———————— DKKKKFETKVHRK KTLVMAVYDFDRFSK--
Typel syn I C2B GGLSDPYVKIHLMQ —-—-—-———- KRLKKKKRRIKKQ VQVVVTVLDYDKIGK--
Rabphilin 3A C2A NGLADPYVKLHHLP ——-—-——-—- SKSNKLRTKTLRN KTLRISVCDEDKFGH--
Rabphilin 3A C2B NGYSDPFVKLWLKP —————-—-— GKKAKHKTQIKKKT KSLDISVWDYDIGKS--
Doc2alpha C2A NGLADPYVKLHLLP —-—-—-—---- CKANKLKTKTQRNT KVLRISVCDEDKLSH--
Doc2alpha C2B NGYSDPYVKTYLRP ——-———-- DKKSKHKTCVKKKT KTLEVTVWDYDIGKS--
RIM1 C2A GRPRNPYVKMYFLPD-—--- ——-DKSKRRTKTVKKLL RMLEITVWDQPRVQDEE
RIM1 C2B KSTPAPYVKVYLLEN —-—-————-— CIAKKKTRIARKTL KVLQVIVWGDYGRMDH-
Type Il cPLA,a @ -DTPDPYVELFISTTP-----—--DS likk_'fliﬁ:f‘_l\igb_l """"" -NVLEITLMDANYVM-—
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Fig. S1. Sequence alignment of the f3-groove region from various C2 domains including
type I and II topologies. The C2 domain of PKCo was used to perform the sequence
alignment. Residues for Type I topology C2 domains that have been shown to bind
phosphoinositides, particularly PI(4,5)P, are shown in bold. For cPLA,a residues that are
conserved with the purported PI(4,5)P, binding residues are shown in bold, residues that are
distinct from PI(4,5)P, binding residues are highlighted in red, and CI1P binding residues
including those involved in nonspecific electrostatics are shown in blue.



