———————————————————————————————————————————————————————————— VPSCZPPCPEASZA=P EEINEPIESADGA 40
MFPSSGPGERDTSSSYAEREEDRKDGEEQEE/ZRGKEERQEPSTTARKVGRPGRKRKHPPVESEDTPKDPAVLISKSPSMAQDSGRSEL L PNGDL EKRSEREE]
bt P SSGPGRRIDTSSSAAEREZEDRKNGEEQEEFRGKEERQEPSTTARKVGRPGRKRKHPPVESEDTPKDPAVIISKSPSMAQDEGESEL L PNGDL EKRSEReL]

AKEERQEPSTTARKVGRPGRKRKHPPVESSDTPKDPAVTSKS{ESMAQDSGPSELPNGDLEKRSE;
| PSSGPGRRIDTSSS PEREEDRKEGEEQEEnRGKEERQEPSTEARKVGRPGRKRKHPPVESSDTPKDPEVTSKSPSMAQDSGESELLPNGDLEKRSE
———MPSSGPG——DTSﬂSSLEREDDRKEGEEQEENRGKEERQEPSMTARKVGRPGRKRKHPPVESSDTPKDPAVTEKSQPT‘QDSGPS LLPNGDLEKRSE|
———MPSSGPG——DTSSSSLEREDDRKEGEEQEENRGKEERQEPSaTARKVGRPGRKRKHPPVESSDTPKDPAVT“KSQPMAQDSGPS LLPNGDLEKRSE]
DNSSSE{IERDI=DRKEEEEMEESHGKEERQDPES TRIIRKVGRPGRKRKHPIVENSDTPKENART SKAPSMAQDIGPSEL LPNGDYEKESE
=S EPKKDVITPLLFEPPMPPTPETPPMQ----QQPPQ 44

QWKGTEEGGASP{SEREEEDETESLADGETGRAL SN EREarIC=E] DINZADEEEL APSDPQKKRGRRKLLEATEKSKEEEENNFDSIL I SEREIBRElEl® 140
PQPEEGSPAGGQKGGAPAEGEGRVAETMPEASRAVENGCCTPKEGRGAP A Gl e e e e e e e e e e KEQKEGTN I ESMKMEGSRGRLRGGL gmirg:3
PQPEEGSPAGGQKGGAPAEGEGAETIBPEASRAVENGCCTPKEGRGAP A S Gl e e e e ey KEQKEGTN I ESMKMEGSRGRLRGGLNgH

KEQKERGTN I ESMKMEGSRGRLRGGL]

v WADAY
AEMNAVEENQGEGESQKVEEASPPAVQQPTDPASPTVATTPEPVGEDAGDKNA

GWESSLRQRPMPRLTFQAGDPYY I SKRKRDEWL ARWKREAEKKAKYV I AGMNAVEENQGGE SQKVEEASPPAVQQPTDPASPTVATTPEPVGEDAGDKNA

------------------------------------------------- MNAMEENQGSiESQKVEEASPPAVQQPTDPASPTVATTPEPVGADAGDKNA

GWESSLRQRPMPRLTFQAGDPYY I SKRKRDEWLARWKREAEKKAKV I AVMNAVEENQGSGERQKVEEASPPAVQQPTDPASPTVATTPEPVGADAGDKN
GWESSLRQRPMPRLTFQAGDPYY I SKRKRDEWLARWKREAEKKAKYV I AVMNAVEESQRSGESQKVEEASPPAVQQPTDPASPTVATTPEPVGADAGDKNA|
GWESSLRQRPMPRLTFQAGDPYY I SKRKRDEWLARWKREAEKKAKY I AVMNAVEENQASGESQKVEEASPPAVQQPTDPASPTVATTPEPVGEDAGDKNA
GWESSLRQRPMBRLTFQAGDPYY I SKRKRDEWLARWKREAEKKAKV 1 AVMNIVEENQGRGERQKVEEASPPIIEQQPTDPASPTVATTPEPVGADAGDKN

—— PWWP domain PUa——
ISKSADDEPEYEDGRG(EG | GELVWGKLRGFSWWPGR 1VSWWMTGRSRAAEGTRWYMWFGDGKFSVVCVEKL{EPLSSFESAFHQATYNKQPMYRKATYEVLQ)
TKQEDDEPEYEDGRGFGIGELVWGKLRGFSWWPGRIVSWWMTGRSRAAEGTRWVMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKAIYEVLQ

TKAEDDEPEYEDGRGFG 1 GELVWGKLRGFSWWPGR 1VSWWMTGRSRAAEGTRWVMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKATYEVLQ
TKEADDEPEYEDGRGFG I GELVWGKLRGFSWWPGR I VSWWMTGRSRAAEGTRWVMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKAIYEVLQ
[TKAADDEPEYEDGRGFG I GELVWGKLRGFSWWPGR I VSWWMTGRSRAAEG TRWWMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKAIYEVLQ
[TKAADDEPEYEDGRGFG I GELVWGKLRGFSWWPGR I VSWWMTGRSRAAEG TRWWMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKAI YEVLQ
TKAADDEPEYEDGRGFG 1 GELVWGKLRGFSWWPGR 1VSWWMTGRSRAAEGTRWVMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKATYEVLQ
[TKAADDEPEYEDGRGFG I GELVWGKLRGFSWWPGR I VSWWMTGRSRAAEG TRWWMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKAI YEVLQ
AKASDDEPEYEDGRGFG I GELVWGKLRGFSWWPGR I VSWWMTGRSRAAEGTRWVMWFGDGKFSVVCVEKLMPLSSFCSAFHQATYNKQPMYRKAI YEVLQ
S KV YEDGRGFG IJEL VWGKLRGYSWWPGRGVSWRMTRRSEAAEGTRWVIIWFGDGKFSVVCVEKLEPL SSFRIVAFHQERTYNKQPMYEKAIFEVLQ)

ASSRAGK|IFPACE=\NDELIIDTSKYVELIQNKQM I ENALGGFQPSGPKGLEPPEEERNPYKEVYT=M 436
VASSRAGKLFP“CHDSDESDTAKAVEVQNK MIEWALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 471
ASSRAGKLFPVCHDSDESDTAKAVEVQNK MIEWALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 468
ASSRAGKLFPYCHDDESDTAKAVEVQNKQM I ENALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 248
ASSRAGKLFPCHDSDESDTAKAVEVQNKQM I ENALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 447
ASSRAGKLFPACHD[J[DESDTAKAVEVQNKQM I ENALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 468
VASSRAGKLFPACHDSDESD TIgKAVEVQNKQM I EWALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 467
ASSRAGKLFPACHDSDESDE{EKAVEVQNKQM I EWALGGFQPSGPKGLEPPEEEKNPYKEVYTDM 467
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DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARSE]S]
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFWGGMCQNCKNCFLECAYQYDDDGYQSYCTICCGGREVLMCGNNNCCRCFCVECVDLLVGPGA 571
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFGGMCQNCKNCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARSISI]
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT ICCGGREVLMCGNNNCCRCFCVECVDLLVGPGAREZE]
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARSY:¥g
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARRSISI]
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARSIX
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT ICCGGREVLMCGNNNCCRCFCVECVDLLVGPGARSINg
DERTRERLVYEVRQKCRNIEDICISCGSLNVTLEHPLFIGGMCQNCKNCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARY#A

NCFLECAYQYDDDGYQSYCT I CCGGREVLMCGNNNCCRCFCVECVDLLVGPGARRESE]

——» DNA Methylase domain
AQAAITKEDPWNCYMCGHKG){YGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDS I TXI8)
AQAA I KEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDS I Tix4"
QAAIKEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDS I T51:]
AQAAI KEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDS I Tzt
AQAAIKEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDS I TRZ:Y4




AQAA I KEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDSIT|
QAAIKEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDSI T
AQAA I KEDPWNCYMCGHKGTYGLLRRREDWPSRLQMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDSIT]
AQAAI KEDPWNCYMCGHKGTYGLLRRRIEDWPSRLOMFFANNHDQEFDPPKVYPPVPAEKRKP IRVLSLFDGIATGLLVLKDLGIQVDRY IASEVCEDSIT]
AQAA I KEDPWNCYMCGIEKI \%

GMVRHQGKIMYVGDVREVTQKH IQEWGPFDLV IGGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLH=ARPKEGDDRPFFWLFENVVAMGVSDKRD ISR
GMVRHQGKIMYVGDVRSVTQKH IQEWGPFDLV IGGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVAMGVSDKRD ISR
GMVRHQGKIMYVGDVRSVTQKH IQEWGPFDLV IGGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVAMGVSDKRD I SR
GMVRHQGK IMYVGDVRSVTQKH IQEWGPFDLV I GGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVAMGVSDKRD I SR
\VGMVRHQGK IMYVGDVRSVTQKH IQEWGPFDLYV 1GGSPCNDLS I VNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVBEGVSDKRD ISR
GMVRHQGKIMYVGDVRSVTQKH IQEWGPFDLV IGGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVAMGVSDKRD ISR
GMVRHQGKIMYVGDVRSVTQKH IQEWGPFDLV IGGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVAMGVSDKRD I SR
GMVRHQGK IMYVGDVRSVTQKH IQEWGPFDLV I GGSPCNDLS 1VNPARKGLYEGTGRLFFEFYRLLHDARPKEGDDRPFFWLFENVVAMGVSDKRD I SR
VGMVRHQGK IMYVGDVRIVTQKH I QEWGPFDLV IGGSPCNDLS IVNPARKGLYEGTGRLFFEFYRLLH=ARPKEGDDRPFFWLFENVVAMGVSDKRD ISR

RPKEGDYRPFFWLFENVVAMGVSDKRD I SR|

FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR IAKFSKVRT I TTRSNS IKQGKDQHFPVFMNEKED I LWCTEMERVFGFP|
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGRIAKFSKVRT I TTRSNS IKQGKDQHFPVFMNEKED I LWCTEMERVFGFP)
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR IAKFSKVRT I TTRSNS IKQGKDQHFPVFMNEKED I LWCTEMERVFGFP)
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR I AKFSKVRT I TTRSNS | KQGKDQHFPVFMNEKED I LWCTEMERVFGFP
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR IAKFSKVRT I TTRSNS I KQGKDQHFPVFMNEKED I LWCTEMERVFGFP|
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR IAKFSKVRT I TTRSNS IKQGKDQHFPVFMNEKED I LWCTEMERVFGFP|
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGRIAKFSKVRT I TTRSNS IKQGKDQHFPVFMNEKED I LWCTEMERVFGFP)
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR IAKFSKVRT I TTRSNS IKQGKDQHFPVFMNEKED I LWCTEMERVFGFP)
FLESNPVMIDAKEVSAAHRARYFWGNLPGMNRPLASTVNDKLELQECLEHGR IAKFSKVRT I TTRSNS I KQGKDQHFPVFMNEKED I LWCTEMERVFGFP|
FLE®NPVMIDAKEVSAAHRARYFWGNLPGMNRP|STAIIDKL DL QPCLEHGRUAKFEKVRT I TTRSNS 1 KQGKDQHFPVFMNBKED I LWCTEMERVFGFP)

HYTDVSNVMSREARQORELGRSWSVPVIRHEFAPLKEYFACVEESRS YL t- Wl el o] [el Gl TR ReT.N
VHYTDVSNMSRLARQRLLGRSWSVPV IRHLFAPLKEYFACV Rk t- Wl ) V1 E-Ta D\ TR RV
ARV EANGI0) I B el VAEVA G IRSUEIRNTNeN - - 909aa, chimpanzeeDNMT3A
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VHYTDVSNMSRLARQRLLGRSWSVPV IRHLFAPLKEYFACVgEEReIuieE:t- Wl o] g=T=1N\ TR RCTN
HYTDVSNMSRLARQRLLGRSWSVPV IRHLFAPLKEYFACVgEae 01 1= =1 ab]\[ 1} ST
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667
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488

736
771
768
548
747
768
767
767
772
588

836
871
868
648
847
868
867
867
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