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O00D0DO Xiao et al. (2003) Nature 421:652-60 0O O O O H3-K4melO O O H3-K4me2
O0O0000DO0o0DO0DO0oooOovY25A0 00 00000OWITD0DODO0DO0OO0ODOOODOoODOOC(C
0000007000050 0000000EZH20YR410 0 0000000 OODOO
0O0O0D0DDO0ODO0D0DO0O00O00SET//9 Y2450 00 0000000000000 OO0O0OAO
OO0O000o0D0DO0Do0D0DO0o00DOo0DO0ooDO0oDO0Oo00oDO0OD; 0000SET7/90 Y245F0 O 0O 0O O
0000000000000 O00D00DU0Oo0DD0DO0OO0O0DO0OD0O0ODOO0OaOaDOoe90 H3-KIO
ocooooooU0oooDOoooooOoooDUOooDoODO0ooOoO0ooDUoDDUOooDoDooDUooDUODoDaOo
O0O0ODDGoal 00001067 (EZH20 Y41 D O O HOD DD OO0 ODODODODODODDODOOOOO
0000000000 O0OH3-KIOU OO OOODOO0OO0OoODODOooOOODdOwu, Ho et al. (2010
) PLOS One 5, e8570, doi: 10.1371/journal.pone.0008570)0
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OCO0OEZH20 OO OO OO0OO0DODDODO0DODOOODODDODODODODOOODOOODODAOChen et al

(1996) Genomics 38:30-7 [7460 0 O O ]; Swiss-Protd 0 0 0 00O O O O Q15910 [746
0O0DO0O07]; GenBankD 0 00O O OO O NM_0044560 0 O NP_ 004447 (D D OO OO Oa [7
510 000]); 00 O00GenBankD 00 0000 OO NM_1529980 O O NP_694543 (O O O
OO0O0O0Ob[7070 000 DOODOODONDOCOODONOOODONOOOODODOOODOOOOOOO
000000000000

OO0EZH20 0O 0 OO0 O (Swiss-Protd 00 00 0O O O Q15910) (SEQ ID NO: 1)

MGQOTGKKSEKGPVCWRKRVKSEYMRLROQLKRFRRADEVKSMESSNROQKILERTETILNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDEFPTQVIPLKTLNAVASVPIMYSWSPLQONE
MVEDETVLHEHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGFINDEIFVELVNALGO
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKEFPSDKIFEAISSMEPDKGTAEEL
KEKYKELTEQQLPGALPPECTPNIDGPNAKSVOREQSLHSFHTLFCRRCFKYDCFLHPFH
ATPNTYKRKNTETALDNKPCGPQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRRGRLPN
NSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCOTPIKM
KPNIEPPENVEWSGAEASMFRVLIGTYYDNFCAIARLIGTKTCRQVYEFRVKESSITIAPA
PAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPROQPCDSSCPCVIAQ
NEFCEKFCQCSSECONREFPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCGAADHWDSKNVS
CKNCSIQRGSKKHLLLAPSDVAGWGIEFIKDPVQRNEFISEYCGEIISQDEADRRGKVYDK
YMCSFLENLNNDEVVDATRKGNKIRFANHSVNPNCYAKVMMVNGDHRIGIFAKRAIQTGE
ELFFDYRYSQADALKYVGIEREMEIP

OO0EzH20 00000000010 mRNAD O (GenBankd 0 0 0 O 0 O O O NM_004456) (SEQ
ID NO: 2)
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ggcggcgcttgattgggctgggggggccaaataaaagcgatggcgattgggetgecgegt
ttggcgctcggteccggtegegtcececgacaccecggtgggactcagaaggcagtggageeccg
gcggcggcggcggceggegegegggggcgacgegcgggaacaacgegagteggegegegygyg
acgaagaataatcatgggccagactgggaagaaatctgagaagggaccagtttgttggeg
gaagcgtgtaaaatcagagtacatgcgactgagacagctcaagaggttcagacgagctga
tgaagtaaagagtatgtttagttccaatcgtcagaaaattttggaaagaacggaaatctt
aaaccaagaatggaaacagcgaaggatacagcctgtgcacatcctgacttctgtgagcete
attgcgcgggactagggagtgttcggtgaccagtgacttggattttccaacacaagtcat
cccattaaagactctgaatgcagttgcttcagtacccataatgtattecttggtetceect
acagcagaattttatggtggaagatgaaactgttttacataacattccttatatgggaga
tgaagttttagatcaggatggtactttcattgaagaactaataaaaaattatgatgggaa
agtacacggggatagagaatgtgggtttataaatgatgaaatttttgtggagttggtgaa
tgcccttggtcaatataatgatgatgacgatgatgatgatggagacgatcctgaagaaag
agaagaaaagcagaaagatctggaggatcaccgagatgataaagaaagccgcccacctcg
gaaatttccttctgataaaatttttgaagccatttcecctcaatgtttccagataagggcac
agcagaagaactaaaggaaaaatataaagaactcaccgaacagcagctcccaggcgcact
tcectectgaatgtacecceccaacatagatggaccaaatgctaaatcectgttcagagagagea
aagcttacactcctttcatacgcttttctgtaggcgatgttttaaatatgactgecttect
acatcgtaagtgcaattattcttttcatgcaacacccaacacttataagecggaagaacac
agaaacagctctagacaacaaaccttgtggaccacagtgttaccagcatttggagggagce
aaaggagtttgctgctgctctcaccgctgageggataaagaccccaccaaaacgtceccagg
aggccgcagaagaggacggcttcecccaataacagtagcaggceccagcacccecaccattaa
tgtgctggaatcaaaggatacagacagtgatagggaagcagggactgaaacggggggaga
gaacaatgataaagaagaagaagagaagaaagatgaaacttcgagctcctctgaagcaaa
ttctcggtgtcaaacaccaataaagatgaagccaaatattgaacctcctgagaatgtgga
gtggagtggtgctgaagcctcaatgtttagagtecctcattggcacttactatgacaattt
ctgtgccattgctaggttaattgggaccaaaacatgtagacaggtgtatgagtttagagt
caaagaatctagcatcatagectccageteccgctgaggatgtggatactectceccaaggaa
aaagaagaggaaacaccggttgtgggctgcacactgcagaaagatacagectgaaaaagga
cggctcecctctaaccatgtttacaactatcaaccctgtgatcateccacggcagecttgtyga
cagttcgtgcccecttgtgtgatagcacaaaatttttgtgaaaagttttgtcaatgtagtte
agagtgtcaaaaccgctttccgggatgeccgectgcaaagcacagtgcaacaccaagcagtg
ccecgtgctacctggetgtecgagagtgtgaccectgacctetgtettacttgtggagecge
tgaccattgggacagtaaaaatgtgtcctgcaagaactgcagtattcagecggggctccaa
aaagcatctattgctggcaccatctgacgtggcaggctgggggatttttatcaaagatcce
tgtgcagaaaaatgaattcatctcagaatactgtggagagattatttctcaagatgaage
tgacagaagagggaaagtgtatgataaatacatgtgcagctttctgttcaacttgaacaa
tgattttgtggtggatgcaacccgcaagggtaacaaaattecgttttgcaaatcattcecggt
aaatccaaactgctatgcaaaagttatgatggttaacggtgatcacaggataggtatttt
tgccaagagagccatccagactggecgaagagetgttttttgattacagatacagccagge
tgatgccctgaagtatgtecggcatcgaaagagaaatggaaatceccttgacatectgetace
tcctecececectectetgaaacagetgecttagettcaggaacctecgagtactgtgggceaa
tttagaaaaagaacatgcagtttgaaattctgaatttgcaaagtactgtaagaataattt
atagtaatgagtttaaaaatcaactttttattgccttctcaccagectgcaaagtgttttyg
taccagtgaatttttgcaataatgcagtatggtacatttttcaactttgaataaagaata
cttgaacttgtccttgttgaatc

EZzZHR20 0D OO0 O0O0O0ab 00000 (GenBankd O OO O OO O O NP_004447) (SEQ ID NO

3)

MGOTGKKSEKGPVCWRKRVKSEYMRLROLKRFRRADEVKSMESSNROQKILERTEILNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDFPTQVIPLKTLNAVASVPIMYSWSPLOONE
MVEDETVLHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGEINDEIFVELVNALGQ
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKFPSDKIFEAISSMEPDKGTAEEL
KEKYKELTEQOLPGALPPECTPNIDGPNAKSVQOREQSLHSFHTLFCRRCFKYDCEFLHRKC
NYSFHATPNTYKRKNTETALDNKPCGPQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRR
GRLPNNSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCO
TPIKMKPNIEPPENVEWSGAEASMFRVLIGTYYDNFCATIARLIGTKTCRQVYEFRVKESS
ITAPAPAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPRQPCDSSCP
CVIAQNFCEKFCQCSSECONRFPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCGAADHWD
SKNVSCKNCSIOQRGSKKHLLLAPSDVAGWGIEFIKDPVQKNEFISEYCGEIISQDEADRRG
KVYDKYMCSEFLENLNNDEVVDATRKGNKIRFANHSVNPNCYAKVMMVNGDHRIGIFAKRA
IQTGEELFEFDYRYSQADALKYVGIEREMETIP
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OO0EzH20 00000000020 mRNAD O (GenBankD 0 0 0000 O O NM_152998) (SEQ
ID NO: 4)

ggcggcgcttgattgggctgggggggccaaataaaagcgatggcgattgggcectgecgegt
ttggcgctcggteccggtegegtecgacaccecggtgggactcagaaggcagtggagecececyg
gcggcggcggeggeggegegegggggcgacgegegggaacaacgcegagteggegegeggg
acgaagaataatcatgggccagactgggaagaaatctgagaagggaccagtttgttggeg
gaagcgtgtaaaatcagagtacatgcgactgagacagctcaagaggttcagacgagectga
tgaagtaaagagtatgtttagttccaatcgtcagaaaattttggaaagaacggaaatctt
aaaccaagaatggaaacagcgaaggatacagcctgtgcacatcctgacttectgtgagete
attgcgcgggactagggaggtggaagatgaaactgttttacataacattcecttatatggg
agatgaagttttagatcaggatggtactttcattgaagaactaataaaaaattatgatgg
gaaagtacacggggatagagaatgtgggtttataaatgatgaaatttttgtggagttggt 10
gaatgcccttggtcaatataatgatgatgacgatgatgatgatggagacgatcctgaaga
aagagaagaaaagcagaaagatctggaggatcaccgagatgataaagaaagccgcccacce
tcggaaatttccttctgataaaatttttgaagccatttectcaatgtttccagataaggg
cacagcagaagaactaaaggaaaaatataaagaactcaccgaacagcagctcccaggcgce
acttcctcctgaatgtacccceccaacatagatggaccaaatgctaaatcectgttcagagaga
gcaaagcttacactcctttcatacgcecttttctgtaggcgatgttttaaatatgactgett
cctacatccttttcatgcaacacccaacacttataagcggaagaacacagaaacagcectct
agacaacaaaccttgtggaccacagtgttaccagcatttggagggagcaaaggagtttgce
tgctgctctcaccgcectgagecggataaagaccccaccaaaacgtccaggaggcecgecagaag
aggacggcttcccaataacagtagcaggcccagcacccecaccattaatgtgetggaate
aaaggatacagacagtgatagggaagcagggactgaaacggggggagagaacaatgataa
agaagaagaagagaagaaagatgaaacttcgagctcctcectgaagcaaattectecggtgtca
aacaccaataaagatgaagccaaatattgaacctcctgagaatgtggagtggagtggtge
tgaagcctcaatgtttagagtcecctcattggcacttactatgacaatttectgtgeccattge
taggttaattgggaccaaaacatgtagacaggtgtatgagtttagagtcaaagaatctag
catcatagctccagctceccecgectgaggatgtggatacteccteccaaggaaaaagaagaggaa
acaccggttgtgggctgcacactgcagaaagatacagctgaaaaaggacggctcctectaa
ccatgtttacaactatcaaccctgtgatcatccacggcagecttgtgacagttcgtgece
ttgtgtgatagcacaaaatttttgtgaaaagttttgtcaatgtagttcagagtgtcaaaa
ccgctttececgggatgeccgectgcaaagcacagtgcaacaccaagcagtgecegtgetaccet
ggctgtccgagagtgtgacccectgacctcectgtettacttgtggagecgectgaccattggga
cagtaaaaatgtgtcctgcaagaactgcagtattcagcggggctccaaaaagcatctatt
gctggcaccatctgacgtggcaggctgggggatttttatcaaagatcctgtgcagaaaaa
tgaattcatctcagaatactgtggagagattatttctcaagatgaagctgacagaagagg
gaaagtgtatgataaatacatgtgcagctttctgttcaacttgaacaatgattttgtggt
ggatgcaacccgcaagggtaacaaaattcgttttgcaaatcattcggtaaatccaaactg
ctatgcaaaagttatgatggttaacggtgatcacaggataggtatttttgeccaagagagce
catccagactggcgaagagctgttttttgattacagatacagccaggctgatgcecctgaa
gtatgtcggcatcgaaagagaaatggaaatcccttgacatctgctacctceccectecccecte
ctctgaaacagctgceccttagcecttcaggaacctcgagtactgtgggcaatttagaaaaaga
acatgcagtttgaaattctgaatttgcaaagtactgtaagaataatttatagtaatgagt
ttaaaaatcaactttttattgccttctcaccagctgcaaagtgttttgtaccagtgaatt
tttgcaataatgcagtatggtacatttttcaactttgaataaagaatacttgaacttgtc
cttgttgaatc

20

30

EzZH20 D O OOO0OO0OObOOOOODO (GenBankd O 00O O O O O O NP_694543) (SEQ ID NO
: 5)
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MGQTGKKSEKGPVCWRKRVKSEYMRLRQLKRFRRADEVKSMESSNROKIL
ERTEILNQEWKQRRIQPVHILTSVSSLRGTREVEDETVLHNIPYMGDEVL
DODGTFIEELIKNYDGKVHGDRECGFINDEIFVELVNALGQYNDDDDDDD
GDDPEEREEKOKDLEDHRDDKESRPPRKFPSDKIFEAISSMEPDKGTAEE
LKEKYKELTEQQLPGALPPECTPNIDGPNAKSVQOREQSLHSFHTLFCRRC
FKYDCFLHPFHATPNTYKRKNTETALDNKPCGPQCYQHLEGAKEFAAALT
AERIKTPPKRPGGRRRGRLPNNSSRPSTPTINVLESKDTDSDREAGTETG
GENNDKEEEEKKDETSSSSEANSRCOQTPIKMKPNIEPPENVEWSGAEASM
FRVLIGTYYDNFCAIARLIGTKTCRQVYEFRVKESSITIAPAPAEDVDTPP
RKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPRQPCDSSCPCVIA
ONEFCEKFCQCSSECONREPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCG
AADHWDSKNVSCKNCSIQRGSKKHLLLAPSDVAGWGIFIKDPVQKNEEFIS
EYCGEIISQDEADRRGKVYDKYMCSFLFNLNNDEFVVDATRKGNKIRFANH
SVNPNCYAKVMMVNGDHRIGIFAKRAIQTGEELFEDYRYSQADALKYVGI
EREMEIP

goooobooao
ooooDbOO0OO0O0OEBEZH2O0O0O0O0O0ODOOSETODODODODOOOOOOODODDODDOOOOOOGOO
OCOO0000D0ODO0OD0OD0OO0O000EBZH2OSETDO OO OO DO ODOOODOOD Swiss-ProtD OO
OO0OO0ODDDOQE15910 (SEQ ID NO: DO ODODDOOOOe6ID7260 000000000
gooooooooban:

HLLLAPSDVAGWGIFIKDPVOKNEFISEYCGEIISQDEADRRGKVYDKYMCSFLENLNNDEV
VDATRKGNKIRFANHSVNPNCYAKVMMVNGDHRIGIFAKRAIQTGEELEFEDY

(SEQ ID NO:6)

SEQ IDNO: 60 00 0ODDDOOODDDODOODDOO(CY)OOODsSwiss-Prot 0000
0O O Q15910 (SEQ ID NO: 1)0 O O O Tyr641 (Y641)0 0 O O

ooooao

GenBankO 0 O 0O O O O O O NP_004447 (SEQ ID NO: 3O SETO OO0 DO DO OODDODOAO
06180 7310 0 0 OO SEQ ID NO:6O O OO ODOOSEQ IDNO: 60 00O DOODOODOOO
O0OSwiss-Prot0 000 000O00OQ15Q100000VYSR410 0000 O0O0ODODOOOOCGe
nBankDO 0 0O O 0O O O O O NP_004447 (SEQ ID NO: 3)0 O 0O O Tyr646 (Y646)0 O O O
gooooao

O GenBankO O O OO OO OO NP_694543 (SEQ ID NO: 5)0SETO 0D 0D O 0O ODDOOOOO
005740 6870 OO OO SEQ IDNO:60 DO O ODOOSEQ IDNO: 60000000 ODOO
OO0O0OSwiss-Prot0 D OO O0D0OO0OD0OQ1Q1I00000VYKM1I0 00000000 0O00O00ODOCGe
nBankD 0 0O O 0O O O O NP_694543 (SEQ ID NO: 5)0 0O O O Tyr602 (Y602)0 O O O
Oo0oooao

OGenBankD 0 0 OO OOODONPO044470 SETO 0D 000D ODDODODODODODODOODOODODDO
catctattgctggcaccatctgacgtggcaggctgggggatttttatcaaagatcctgtgceca

O0Ooo0oooao

gaaaaatgaattcatctcagaatactgtggagagattatttctcaagatgaagctgacagaa
gagggaaagtgtatgataaatacatgtgcagctttctgttcaacttgaacaatgattttgtg
gtggatgcaacccgcaagggtaacaaaattcgttttgcaaatcattcggtaaatccaaactyg
ctatgcaaaagttatgatggttaacggtgatcacaggataggtatttttgccaagagagcca
tccagactggcgaagagctgttttttgattac

(SEQ ID NO: 7)
Jdo0ooobooysMMl0OUDODODODO0DDODOODO0ODODODUODODODOO

oooooao
OO0O0ODDOO0O0OO0O0O0OEZHR20D0 D O O O OY6410 O Swiss-ProtD O OO OO DO O O Q159
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iotoobtvye4dlDODODOOOoGOoOoOOODODOOODODOOOOODODDODOODOOOOOODDOGO
O
Y6410 O EZH20 O O O O O O O (SEQ ID NO: 8)

MGQTGKKSEKGPVCWRKRVKSEYMRLROLKRFRRADEVKSMESSNROKILERTEILNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDFPTQVIPLKTLNAVASVPIMYSWSPLOONE
MVEDETVLHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGEFINDEIFVELVNALGQ
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKFPSDKIFEAISSMEFPDKGTAEEL
KEKYKELTEQQLPGALPPECTPNIDGPNAKSVOREQSLHSFHTLFCRRCFKYDCEFLHPEFH
ATPNTYKRKNTETALDNKPCGPOQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRRGRLPN
NSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCQTPIKM
KPNIEPPENVEWSGAEASMFRVLIGTYYDNFCATIARLIGTKTCRQVYEFRVKESSIIAPA
PAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPRQPCDSSCPCVIAQ
NECEKFCQCSSECONREPGCRCKAQCNTKOCPCYLAVRECDPDLCLTCGAADHWDSKNVS
CKNCSTQRGSKKHLLLAPSDVAGWGIFIKDPVQKNEFISEXCGEIISQDEADRRGKVYDK
YMCSFLENLNNDEVVDATRKGNKIRFANHSVNPNCYAKVMMYNGDHRIGIFAKRAIQTGE
ELFFDYRYSQADALKYVGIEREMEIP
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Y641F (SEQ ID NO: 9)
MGOTGKKSEKGPVCWRKRVKSEYMRLROLKRFRRADEVKSMESSNROKILERTEILNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDEFPTQVIPLKTLNAVASVPIMYSWSPLOQONE
MVEDETVLHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGFINDEIFVELVNALGQ
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKEPSDKIFEAISSMEPDKGTAEEL
KEKYKELTEQQLPGALPPECTPNIDGPNAKSVQREQSLHSFHTLFCRRCFKYDCFLHPFH
ATPNTYKREKNTETALDNKPCGPQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRRGRLPN
NSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCQTPIKM
KPNIEPPENVEWSGAEASMFRVLIGTYYDNFCAIARLIGTKTCRQVYEFRVKESSIIAPA
PAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPRQPCDSSCPCVIAQ
NEFCEKFCQCSSECONRFPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCGAADHWDSKNVS
CKNCSIQRGSKKHLLLAPSDVAGWGIFIKDPVQKNEFISEECGEIISQDEADRRGKVYDK
YMCSELENLNNDEVVDATRKGNKIRFANHSVNPNCYAKVMMYVNGDHRIGIFAKRAIQTGE
ELFFDYRYSQADALKYVGIEREMEIP
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Y641H (SEQ ID NO: 10)

MGQOTGKKSEKGPVCWRKRVKSEYMRLRQLKRFRRADEVKSMESSNROKILERTEILNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDEFPTQVIPLKTLNAVASVPIMYSWSPLQONE
MVEDETVLHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGEFINDEIFVELVNALGQ
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKEFPSDKIFEATISSMEPDKGTAEEL
KEKYKELTEQQLPGALPPECTPNIDGPNAKSVQOREQSLHSFHTLECRRCFKYDCFLHPFH
ATPNTYKRKNTETALDNKPCGPQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRRGRLPN
NSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCQTPIKM
KPNIEPPENVEWSGAEASMFRVLIGTYYDNFCAIARLIGTKTCRQVYEFRVKESSITIAPA
PAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGS SNHVYNYQPCDHPRQPCDSSCPCVIAQ
NECEKFCQCSSECONREFPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCGAADHWDSKNVS
CKNCSIQRGSKKHLLLAPSDVAGWGIFIKDPVQKNEFISEHCGEI ISQDEADRRGKVYDK
YMCSFLENLNNDEVVDATRKGNKIRFANHSVNPNCYAKVMMVNGDHRIGIFAKRAIQTGE
ELFFDYRYSQADALKYVGIEREMETIP
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Y641N (SEQ ID NO: 11)

MGOTGKKSEKGPVCWRKRVKSEYMRLROLKREFRRADEVKSMESSNROKILERTE I LNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDEPTQVIPLKTLNAVASVPIMYSWSPLOONE
MVEDETVLHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGEFINDEIFVELVNALGQ
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKFPSDKIFEAISSMEPDKGTAEEL
KEKYKELTEQQLPGALPPECTPNIDGPNAKSVQOREQSLHSFHTLECRRCFKYDCFLHPEH
ATPNTYKRKNTETALDNKPCGPOQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRRGRLPN
NSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCQTPIKM
KPNIEPPENVEWSGAEASMFRVLIGTYYDNEFCAIARLIGTKTCROQVYEFRVKESSIIAPA
PAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPRQPCDSSCPCVIAQ
NFCEKFCQCSSECONRFPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCGAADHWDSKNVS
CKNCSTIQRGSKKHLLLAPSDVAGWGTIFIKDPVOKNEFTISENCGETITISQDEADRRGKVYDK
YMCSEFLENLNNDEVVDATRKGNKIRFANHSVNPNCYAKVMMYNGDHRIGIFAKRAIQTGE
ELFFDYRYSQADALKYVGIEREMEIP
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Y641S (SEQ ID NO: 12)

MGOTGKKSEKGPVCWRKRVKSEYMRLROLKREFRRADEVKSMESSNROQKILERTEI LNQEW
KORRIQPVHILTSVSSLRGTRECSVTSDLDFPTQVIPLKTLNAVASVPIMY SWSPLOONFE
MVEDETVLHNIPYMGDEVLDODGTFIEELIKNYDGKVHGDRECGFINDEIFVELVNALGQ
YNDDDDDDDGDDPEEREEKQKDLEDHRDDKESRPPRKEFPSDKIFEAISSMEPDKGTAEEL
KEKYKELTEQOLPGALPPECTPNIDGPNAKSVOREQSLHSFHTLFCRRCEFKYDCFLHPEH
ATPNTYKRKNTETALDNKPCGPQCYQHLEGAKEFAAALTAERIKTPPKRPGGRRRGRLPN
NSSRPSTPTINVLESKDTDSDREAGTETGGENNDKEEEEKKDETSSSSEANSRCQTPIKM
KPNIEPPENVEWSGAEASMEFRVLIGTYYDNFCAIARLIGTKTCROQVYEFRVKESSIIAPA
PAEDVDTPPRKKKRKHRLWAAHCRKIQLKKDGSSNHVYNYQPCDHPRQPCDSSCPCVIAQ
NEFCEKFCQCSSECONRFPGCRCKAQCNTKQCPCYLAVRECDPDLCLTCGAADHWDSKNVS
CKNCSIQRGSKKHLLLAPSDVAGWGIFIKDPVOKNEFTISESCGETITSQDEADRRGKVYDK
YMCSFLENLNNDEVVDATRKGNKIRFANHSYVNPNCYAKVMMVNGDHRIGIFAKRAIQTGE
ELFFDYRYSQADALKYVGIEREMETIP
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US2011/051258

A. CLASSIFICATION OF SUBJECT MATTER

GOLN 33/50(2006.01)i, GOIN 33/68(2006.01}i, GOIN 33/53(2006.01)i, AGIK 38/17(2006.01)t, CO7D 473/34(2006.01}i,
A6IP 35/00¢20006.01)i

According to International Patent Classification (IPC) or fo both national classification and TPC
B. FIELDS SEARCHED
Minimum documentation searched {classification system followed by classification symbaols)
GO1N 33/50; C12N 5/00; AOLK 67/00; C12N 5/06; A61K 31/7105; AS1K 31/35; A61K 48/00, C12Q) 1/68

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Korean utility models and applications for utility models
Japanese utility models and applications for utility models

Electranic data base consulted during the international search (name of data base and, where practicable, search terms used)
eK OMPASS(KTPO internal) & Kevwords: cancer, dimethylation level, H3-K27, Y641, EZH2, mutant, and inhibitor

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A U3 2008-0222741 Al (CHINNAIYAN, ARUL M.) 11 September 2008 13,21-27,30
See abstract; paras. 9-16; claims 6-8,16,21-22.

A MIRANDA, TINA B. et al., “DZNep is a global histone methylaticn inhibitor 13,21-27,30
that reactivates developmental genes not silenced by DNA methylation.®
Mol Cancer Ther. published OnlineFirst 09 Jume 2008, Vol. 8, No. 6,
pages 1579-1588

See abstract; page 1579, col. 2, para. 5 — page 1587, col. 1, para. 4.

A US 2005-0266473 Al (ZHANG, YI et al.) 01 December 2005 13,21-27,30
See abstract; paras. 10-15,60,72; claims 1,38,41.

A US 2009-0012031 Al (CHINNAIYAN, ARUL M. et al.) 08 January 2009 13,21-27,30
See abstract; paras. 9-11,75,103-104,115; claims 1-6.

A WO 2009-124137 A2 (MOUNT SINAI SCHOOL OF MEDICINE OF NEW YORK UNIVERSITY) 08 13,21-27,30
October 2008
See abstract; page 743, col. 2, para. 2 — page 747, col. 1, para. 2.

g Further decuments are listed in the continuation of Box C. g See patent family annex.
* Special categories of cited documents: "T" later document published after the international filing date or priority
"A"  document defining the general state of the art which is not considered date and ot in conflict with the application but cited to understand
0 be of particular relevance the principle or theory underlying the invention
"E"  earlier application or patent but published on or after the international  *X" document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
"L"  documnent which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited ta establish the publication date of citation or other "Y" document of particular relevance; the claimed invention canmot be
special reason (as specified) considered to involve an inventive step when the document is
"O"  document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents,such combination
means being obvious to a person skilled in the art
"P"  document published prior to the international filing date but later "&" document member of the same patent family
than the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report
17 APRIL 2012 (17.04.2012) 18 APRIL 2012 (18.04.2012)
Name and mailing address of the ISA/KR Autherized officer
Korean Intellectual Property Office
Government Complex-Dagjeon, 189 Cheongsa-ro, BYUN, SUNG CHEAL
; Seo-gu, Daejeon 302-701, Republic of Korea
Facsimile No. 82-42-472-7140 Telephane No.  82-42-481-8262
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Category* Citation of document, with indieation, where appropriate, of the relevant passages Relevant to claim No.
PA

YAP, DAMIAN B. et al., “Somatic mutations at BZHZ Y641 act dominantly 13,21-27,30
through a mechanism of selectively altered PRCZ catalytic activity, to
increase H3-K27 trimethylation.” Blood. Prepublished online 29 December 2010,
VYol. 117, No. 8, pages 2451-2459.

See abstract: page 2452, col. 1, para. 1 — page 2454, col. 2, para. 2.
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Box Ne. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international scarch report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. |Z Claims Nos.: 1-12,14-20
because they relate to subject matter not required to be searched by this Autherity, namely:
Claims 1-12 and 14-20 pertain to methods or diagnostic methods for treatment of human body by surgery or therapy, and thus
relate to a subject matter which this Intemnational Searching Authority is not required to search under Article 17(2)(a)i) and
Rule 39.1(v) PCT.

2. Claims Nos.: 29
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful internaticnal search can be carried out, specifically:

The claim refers to a multiple dependent claim that refers to other multiple dependent claims. Therefore, the meaning of the
technical feature to which they refer is vague and unclear.

3. @ Claims Nos.: 16-17,20,28
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. ITI  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. I:l As all required addtional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. |:| A all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. |:| As only some of the required additional search foes were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. I:l No required additional search fees were timely paid by the applicant. Consequently, this international search report is
testricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest El The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee,
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
I:l No pratest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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