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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.
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PKBα   GTFG VILVKE..YYAMKIL KEVIVA..LKYSFQTHD
PKBβ   GTFG VILVRE..YYAMKIL KEVIIA..LKYAFQTHD
PKBγ   GTFG VILVRE..YYAMKIL KEVIIA..LKYSFQTKD
S6K1 GGYG VFQVRK..IFAMKVL KAMIVR..LIYAFQTGG
S6K2 GGYG VFQVRK..IYAMKVL KAKIVR..LAYAFQTGG
RSK1 GSFG VFLVRK..LYAMKVL KATLKV..LHYAFQTEG
RSK2 GSFG VFLVKK..LYAMKVL KATLKV..LHYAFQTEG
RSK3 GSYG VFLVRK..LYAMKVL KATLKV..LHYAFQTEG
RSK4 GSFG VFLVRK..LYAMKVL KASLKV..LHYAFQTEG
MSK1   TGAYG VFLVRK..LYAMKVL KATIVQ..LHYAFQTET
MSK2   TGAYG VFLVRK..LYAMKVL KAALVQ..LHYAFQTDA
PRK1 GHFG VLLSEF..LFAIKAL KGDIVA..LFGCFQTPE
PRK2 GHFG VLLAEY..MFAIKAL KGDIVA..LFACFQTKE
PRK3 CHFG VLLVQF..YYAIKAL KQEVLS..LLVCFQTSS
PKCα   GSFG VMLADR..LYAIKIL KDVVIQ..LHSCFQTVD
PKCβII GSFG VMLSER..LYAVKIL KDVVIQ..LHSCFQTMD
PKCγ   GSFG VMLAER..LYAIKIL KDVIVQ..LHSTFQTPD
PKCδ   GSFG VLLGEL..YSAIKAL KDVVLI. LICTFQTKD.
PKCε   GSFG VMLAEL..VYAVKVL KDVILQ..LYCCFQTKD
PKCη   GSFG VMLARV..LYAVKVL KDVILL..LFCCFQTPD
PKCθ   GSFG VFLAEF..FFAIKAL KDVVLM..MFCTFQTKE
PKCζ   GSYA VLLVRL..IYAMKVV KELVHD..LHSCFQTTS
PKCι   GSYA VLLVRL..IYAMKVV KELVND..LHSCFQTES
SGK1   GSFG VLLARH..FYAVKVL KKAILK..LHFSFQTAD
SGK2 GNYG VLLAKR..FYAVKVL KKSILK..LRYSFQTPE
SGK3   GSFG VLLAKR..FYAVKVL KKIVLN..LHYSFQTTE
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       FDEEFTAQMITI PPDQDDSMECVDSERRPH-- PQF F Y
       FDDEFTAQSITI PPDRYDSLGLLELDQRTH-- PQF F Y
       FDEEFTAQTITI PPEKYDEDGMDCMDNERRPH PQF F Y
S6K1   FDSKFTRQTPVD PDDSTLSESANQV------- LGF F Y
S6K2   FDTRFTRQTPVD PDDTALSESANQA------- LGF F Y
RSK1   FDTEFTSRTPKD PGIPPSAGAHQL-------- RGF F F
RSK2   FDPEFTAKTPKD PGIPPSANAHQL-------- RGF F F
RSK3   FDPEFTARTPTD PGVPPSANAHHL-------- RGF F F
RSK4   FDPEFTAKTPKD PGLPASANAHQL-------- KGF F F
MSK1   FAEEFTEMDPTY PAALPQSSEKL--------- QGF Y F
MSK2   FAEEFTRLEPVY PPGSPPPGDPRI-------- QGF Y F
PRK1   FDEEFTGEAPTL PPRDARPLTAAEQAA----- LDF F F
PRK2   FDDEFTSEAPIL PPREPRILSEEEQEM----- RDF F Y
PRK3   FEGEFTGLPPAL PPAPHSLLTARQQAA----- RDF F F
PKCα   FDKFFTRGQPVL PPDQLVIANIDQSD------ EGF F Y
       FDRFFTRHPPVL PPDQEVIRNIDQSE------ EGF F F
       FDKFFTRAAPAL PPDRLVLASIDQAD------ QGF F Y
       FDQEFLNEKARL YSDKNLIDSMDQSA------ AGF F F
       FDQDFTREEPVL LVDEAIVKQINQEE------ KGF F Y
PKCη   FDPDFIKEEPVL PIDEGHLPMINQDE------ RNF F Y
       FDKEFLNEKPRL FADRALINSMDQNM------ RNF F F
       FDTQFTSEPVQL PDDEDAIKRIDQSE------ EGF F Y
       FDSQFTNERVQL PDDDDIVRKIDQSE------ EGF F Y
SGK1   FDPEFTEEPVPN IGKSPDSVLVTASVKEAAEA LGF F Y
SGK2   FDPEFTQEAVSK IGCTPDTVASSSGASSA--- LGF F Y
SGK3   FDTAFTEETVPY VCVSSDYSIVNASVLEADA- VGF F Y
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D.m. S6K    FDSKFTRQTPVD PDDSTLSESANQV------- LGF F YT
C.e. S6K    FDARFTKMTPVD PCETNFSLNGDNP------- VGF F Y
A.t. S6K    FDKCWTDMSVLD PASSPSSDPKANP------- TNF F Y
S.p. S6K    FDSEFTSEIPMD VVADSHLSETVQQR------ ANF W Y
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