Basic
residue:

PKBOL
PKBf
PKBY
S6K1
S6K2
RSK1
RSK2
RSK3
RSK4
MBK1
MVBK2
PRK1
PRK2
PRK3
PKCO
PKCBII
PKCY
PKCO
PKCe
PKCN
PKCO
PKC{
PKCl
SGK1
SCK2
SGK3

. S6K
S6K
S6K
S6K

wPOo
T oS

12
vy
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KGGYGKVFQVRK. .
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LYAVKVL KKATI VQ .
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. YSAI KALKKDWLI .
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LYAVKVLKKDVI LL. .
FFAI KALKKDWLM .
| YAMKWKKELVHD. .
. LHSCFQTESR
. FYAVKVL QKKAI LK. .
. FYAVKVL QKKSI LK. .
FYAVKVLQKKI VLN. .

LYAVMKVL KKATLKV.
LYAMKVL KKATLKV.

I YAMKVVKKEL VND.

. YFAMKVLKKASI VT. .
. | FAMKVLQKATI VR. .
. | YAMKVVRKDHI ME. .
. | YALKTMKAHI VSR. .
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LKYSFQTHDR
LKYAFQTHDR
LKYSFQTKDR
LI YAFQTGGK
LAYAFQTGGK

LHYAFQTEGK
LHYAFQTEGK
LHYAFQTETK
LHYAFQTDAK
LFGCFQTPEH
LFACFQTKEH
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LHSCFQTVDR
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LHSTFQTPDR
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LFCCFQTPDR
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LHSCFQTTSR

LHFSFQTADK
LRYSFQTPEK
LHYSFQTTEK

LVYAFQTDGK
LLYAFQTGGK
LKYSFQTKYR
LKFSFQSPGK
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FDEEFTAQMITI TPPDQDDSMECVDSERRPH- - FPQFSY
FDDEFTAQSITI TPPDRYDSLG.LLELDQRTH - FPQFSY
FDEEFTAQTITI TPPEKYDEDGVDCVDNERRPHFEPQFESY

FDSKFTRQTPVD SPDDSTLSESANQV- - - - - - - FLGFTY
FDTRFTRQTPVD SPDDTALSESANQA- - - - - - - FLGFTY
FDTEFTSRTPKDSPA PPSAGAHQL- - - - - - - - FRGESE
FDPEFTAKTPKDSPA PPSANAHQL- - - - - - - - FRGESF
FDPEFTARTPTD SPGVPPSANAHHL - - - - - - - - FRGESE
FDPEFTAKTPKD SPGLPASANAHQL-——————— EKGESE
FAEEFTEVDPTY SPAALPQSSEKL- - - - - - - - - FQGYSE
FAEEFTRLEPVY SPPGSPPPGDPRI - - - - - - - - FQGYSF
FDEEFTGEAPTL SPPRDARPLTAAEQAA- - - - - FLDFDF
FDDEFTSEAPI L TPPREPRI LSEEECQEM - - - - FRDFDY
FEGEFTGLPPAL TPPAPHSLLTARQQAA- - - - - FRDFEDF
FDKFFTRGQPVL TPPDQLVI ANl DQSD- - - - - - FEGESY
FDRFFTRHPPVL TPPDQEVI RNl DQSE- - - - - - FEGESE
FDKFFTRAAPAL TPPDRLVLASI DQAD- - - - - - FQGFTY
FDQEFLNEKARL SYSDKNLI DSMDQSA- - - - - - FAGESF
FDQDFTREEPVL TLVDEAI VKQ NQEE- - - - - - FKGESY
FDPDFIKEEPVL TPl DEGHLPM NQDE- - - - - - FRNESY
FDKEFLNEKPRL SFADRALI NSVDONM - - - - - FRNESE
FDTQFTSEPVQL TPDDEDAI KRI DQSE- - - - - - FEGFEY
FDSQFTNERVQL TPDDDDI VRKI DQSE- - - - - - FEGFEY

FDPEFTEEPVPN S| GKSPDSVLVTASVKEAAEAFL GESY
FDPEFTQEAVSK SI GCTPDTVASSSGASSA- - - ELGESY
FDTAFTEETVPY SVCVSSDYSI VNASVLEADA- FVGESY

FDSKFTRQTPVDSPDDSTL SESANQV- - - - - - - ELGETY
FDARFTKMIPVDSPCETNFSLNGDNP- - - - - - - EVGETY
FDKCWI DMSVL DSPASSPSSDPKANP- - - - - - - ETNETY
FDSEFTSEI PMDSVWADSHLSETVQQR- - - - - - EANVBY

Supplementary Fig. 2. Conservation of the predicted binding site for the tail phosphoSer/Thr in 26
human growth factor-activated AGC kinases and in 4 orthologs of S6K. Partial amino acid sequence
alignment of the kinase domain (A) and tail region (B) of various AGC kinases. Conserved basic residues that
may bind the tail phosphoSer/Thr are shown in blue and labelled basic residue 1 to 4.Phosphorylation
sites/phosphate-mimicking acidic residues are shown in red. The aromatic residues that define the HM are

underlined. The sequence is human if nothing else is indicated.



