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Figure 1: PRDM14 promoter, coding sequence, CpG rich sequence of
intron 1 and 3’UTR

>hgl9_knownGene_uc003xym.3 range=chr8:70963886-70984562 5'pad=0 3'pad=0
strand=- repeatMasking=none
cccecgccagcetttagggactcectggeggegtcectettagecgggtagatgtte
ctcectttecctetetetteccaagecgetgecaggecgggggtgaggetyge
acctcagtcttcagccccgaaggcecgegeccggggecgggtegeteccecat
tcagctaagaggaagcagcggccggggggcaggcgaggaacctgtcececgyg
ctcacccggcaagactgegtttcccceccacceccteggegettetttetgtyga
atgtgaatggaactaagcgttcctttctcetecctcaatggeccggecgagga
gaattcaaatgcggtctttgggcgctcggtatgggtctggaccttggttt
tcagagcctgcgcegtccaaggtegectagectttcecccgaaggaagtgacag
ctgcggcggcgcgggaggcccatceccteggtegtttaaagecacttaagga
ataaaagcccccgagagagcaaaacgaccacccgaaacctecggaagegte
gggggtgccgggcccaacgctcecccacgtgtcactgecggggactcgecgayg
gcgaagcttcccagcgctcaaggcecgcetceccgectegtecccaggtatcag
gaacagacacccaccaggtccaccagcgggtcagacgccgecttcecgggea
ggctgggatcttccgaactgggagcggagagtaaggggctcgacceccggyg
acgcgagtccggcecttctggactceccggttcagggtgtgtgtgecgegecgga
ggggcttatctgggggccctgggtagcacacgtgttecggtttttttctee
ccgactccgcacgcectggageggcaatactgectgecctagaaggceccage
ggcgagtgctcgccactagggtcccagggagggtttggaaaactgatgag
ttaagtgagcgaccccaggggacagagggcgagtcgagagtcggccaatyg
gctgcggtgggcggggagaagacgacgeggggatctgegtgggecgggte
AATTCCCTACCCTCGACCTIGICGATGCCCCGCGGLCCCCGCCCGCCCICTT
AAGCCTGGCTCAGCCCTCAGGGCCCGCCCGAAGTCTACCGAGCCCGAGTG
GCCTACCGAGCCCGAGTGGCCCCGCAGCGTCCAGGAGGLCGCCCGCTCCGC
GCGTGGCGCTCTIGCGAGGTIGGTGTCGGAGgtaggcacgggacaggacgcgce
ctggggcccggggcggtggtcttccagggecgttggggagggcggcagea
ctcgctggcecgcagttegttttggatggtegttctgecctectegggggett
tgaatcccaagttgcagatccecctgaggtcggaggaggctaggagaagggce
gcetttggaggatcgggaggagacgggcecgectgectgtgtegtggcetgac
ctcttcectectgaccecegtgttectttaatttcectgagtcatgaccctgettyg
gttttcttattgggctcattgatctcaagacccgccggecctgaagggygce
ttcattcttcagcctecggtgaacttgetgectgtctattaaaacgccate
ctttcececggcecggtgcgggggcgggaggactggcagtcgecgaggetcette
gctcccacctggceccagggctegtccacgeggectecccgaggggctaccceccea
ggccccaatagtcecctggtagaatgattggagtttccgaggaacccgggga
atgtggcggacgctgcccgcgagggaaaagaggttcaggecggcegecatect
agggcagccaaaagtggcgcgcccctcececctgecgggcagtcaggaccgec
aggacccgcggggtcacaccgctgggceccagagcaggtcecgeggggtcecectyg
gacctgcccgggggctctgggagegegtcectceccatctgecgeggtgegaccce
agggtcctcggcectcttcecceccteccagecgagggeccaggagegectggage
tgtcgcttgctccattgceccctecgaccgectgegetecggetececggecca
gccceccgaggttggcagggecceccgeggcecteccacagaccctaccaacgagt
tttgtaggactgagaagaaggaaggaaagggaacttcaatgggttttgca
ggaaccgggttgggggccgaaagcggagagcegggtgtgggaaggcggecyg
ggcttagggaaggggtgcttggagagggaaggggaaggcaacactaaccc
ggaatttagagtagggcaggatcccggcagatttccgtttggggettttt
tgtgtttgcttctattgctgttttttecgttttgtettaattgtgggageyg
ggctggcgggatcggactgggggcecgtttatcctgttcececttggatctggyg

gctggctggggtggaggaggctggtggggaggcgcgggtcggacccceggg
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aagctcccgegeggtgtectcageggecgeccgettttetgcag. ... ...
intron 1....... exon2-14: AGCCGCCGAGCGIGCGGTCCCG
GGATGGCTICTACCCCGGCCAAGTGAGGCCGTGCCTCAGGACAAGGTGIGE
TACCCGCCGGAGAGCAGCCCGCAGAACCTGGCCGCGTACTACACGCCTTT
CCCGTCCTATGGACACTACAGAAACAGCCTGGCCACCGTGGAGGAAGACT
TCCAACCTTTCCGGCAGCTGCGAGGCCGCAGCGTCTGCTGCCCCCGCCATG
CCCCCCTITCCCCTITCCGGATGGCGCCTCCCTTGCTCGAGCCCGGGTCTGGE
CCTACAGAGGGAGCCTICTCTACGATCTGCCCTGGTACAGCAAGCTGCCAC
CGTGGTACCCAATTCCCCACGTICCCCAGGGAAGTGCCGCCCTTCCTGAGC
AGCAGCCACGAGTACGCGGGTGCCAGCAGTGCGAAGATCTIGGGCCACCAAAT
CATTGGTGGCCGACAACGAGAGTGGCCCGTGTTGTGGACCTGACACTTTAA
TTCCACCGCCCCCTGCGGATGCTTCTCTGTTACCTCGAGGGGCTGAGGACC
TCCCAGTITATTACCTTIGCTCACCCAGCAAGCAGTCAGAGGATGGTCCCAA
ACCCTCCAACCAAGAAGGGAAGTCCCCTGCTICGGTTCCAGTITCACGGAGG
AGGACCTGCACTTCGTICTGTACGGGGTCACTCCCAGCCTGGAGCACCCA
GCCAGCCTGCACCATGCGATTTCAGGCCTCCTGGCTCCCCCCAGACAGCTC
TGGATCTGATTCTCTTCCTCAAACTCTGGATAAAGACTCCCTTCAACTTC
CAGAAGGTCTATGCCTCATGCAGACGGTIGTITIGGTGAAGTCCCACATTTT
GGTGTGTTCTGCAGTAGTTTTATCGCCAAAGCGAGTCAGGTTTGGGCCCTT
TCAAGGTAAAGTGGTCAATGCCAGTGAAGTGAAGACCTACGGAGACAATT
CIGTGATGTGGGAGATCTTTGAAGATGGTCATTTGAGCCACTTTATAGAT
GGAAAAGGAGGTACGGGGAACTGGATGTCCTATCTCAACTGTGCCCGCTT
CCCCAAGGAGCAGAACCTAGTTIGCTGTGCAGTIGTICAAGGGCATATATTTT
ATGAGAGCTGCAAAGAGATCCATCAGAACCAAGAGCTCCTITGTGTGGTAT
GGAGACTGCTATGAGAAATTTCTGGATATTICCTGTGAGCCTTCAGGTCAC
AGAGCCGGGGAAGCAGCCATCTIGGGCCCTCTGAAGAGTICTGCAGAAGGCT
ACAGATGTGAAAGATGTGGGAAGGTATTITACCTACAAATATTACAGAGAT
AAGCACCTCAAGTACACCCCCIGTGTGGACAAGGCGCGATAGGAAATTTCC
CIGITCICTCTGCAAACCGATCCTITTIGAGAAGCGGGACCGGCTTCGGATCC
ACATTCTTCATGTTCATGAGAAGCACCGGCCTICACAAGTGTICTACATGT
GGGAAATGTTTICTCTCAATCTTCCAGCCTAAACAAACACATGCGAGTCCA
CICTGGAGACAGACCATACCAGTGTGTGTATTIGTACTAAGAGGTTCACAG
CCTCCAGCATACTCCGCACACACATCAGGCAGCACTCCGGGGAGAAGCCC
TTCAAATGCAAGTACTGTGGTAAATCTTTTGCATCCCATGCTGCCCATGA
CAGCCATGTCCGGCGTTCACACAAGGAGGATGATGGCTGCTCATGCAGCA
TCTGTGGGAAAATCTTCTCAGATCAAGAAACATTCTACTCCCACATGAAG
TTTCATGAAGACTACTAGCCCTGCCAGGCACAATGACTCACGCCTGTAAT
CCCAGCACTTTGGGAGGCAGAGGTGGGTGGATCACTCAAGTCCAGGAGTT
CGAGACCAGCCTGGGCAACATGGTGAAATCCTGTCTCTACCAAAAAAATA
CAAAAATCAGCTGGGGGTGGTGGCACATGCCTGTGGTTICCAGCCACTCAG
GAGGTCGAGGTGGCAGGATGCGTTTGAGCACAGGAGACGCGAGGTTIGCTIGTG
AGCTGAGATCGCCCCACTGCTTTTCAACCTGGGTGACAGAACCAGACCCT
GICTCAAAACAAAACAAAACAAAAAAAATGAGTAGCCCTCAAGAGTGTGG
AGACAATGTAAAAACAAGAGATTCGGATTCTCTCTATTTCCTTITTATGGG
TTATAGAAGTCCCTGCAGTTGGCTGTGCIGTGGTGGCTCACGCCT
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Figure 2: FAM19A4 promoter, coding sequence, CpG rich sequence of
part of intron 1 and 3’UTR

>hgl9_refGene_ NM_001005527 range=chr3:68780915-68982761 5'pad=0 3'pad=0
strand=—- repeatMasking=none
agtgttctcaagggaccgctctacgacgccatgectttgcatactaaagag
catggatttactagttacctgtgtaatcttcagtaaacgatttaacttct
ctgtgcttcagttatctcatctataaaatagagatcagatgaactaatcce
cagtaaaatgaataccattaagtgacactgattatcagttacttcacttyg
cggaagagtggagggcatgactaggaatggggtgggaggagggagtcaaa
gaagtcttagctgaattttttttttttttttttttttttttgagacgaag
tctecgcectectgtcgaccaggctggagtgcagtggtgcgatecteggetcact
gcaagctccgceccteccececggttcacgcecattcectectgectcagectceccga
gtagctgggactacaagcacccgccaccacgcectggctaatttttgtatt
tttagtagagacggggtttcaccgtgttagtcaggatggtctcgatctce
cgacctcatgatccacccgectcagectceccaaagtgetgggattacagg
cgtgagcaaccgagcccggceccecagcetgtattttatacattaaaaaagaa
aagtatttaggtattcatacgtgggccgagttttctcctctcectcatacaa
gcacattacacgcgaagccagattagttcatgaatgtgctactgcacggyg
gtggctaagaaatcctgcttgcaaaccgcectttgggtcctgecgtggagaat
ggtttcgagtgagagccgaaccctaaatceccgtcecttcecttatgtggagetce
aacgcgactctcaggtattcaggaagaataccttttgctcagcacctgceyg
gagtggtggccacagcgaggcgetcgggagaggcgectggaggecggcag
tgggggcgcgccgcectgagcaggggtgcggggcggggagaaggccggece
acgtggaccgcggggccaggcagggacaggagcagccgggcggeccggec
AATCAGCGCGTTCCGCGGCGGGCCCGGCCCCTCCTIGGTICAGCGCGCTAGC
TGCGCTCGGCTCCGCACTGCTAGCTGCGCGCCGCCCTGGACGGGGCGCAC
CCGACTGCGCGCGCGGCTGCGGGCAAACATCGGGAGTCCTGCCTCAGCTGC
CGCTITCTICCAGCAGCAGCTTICAGGCTTCTCCCGCAGGAGCTTCGGGCTTIC
TCCTIGGTAGAGACGTGGGAACTTTICTICTCCTGCGCGCAGGCTGCAGAGGT
GATGGGCCGCTCCCGGGGCTCCCGCGGGGAGGCECGCACGgtgagegtect
cgggctccggtgcggcgatcagtacctagttceccggacgecgecggtcecgac
ttggatgccggctctagtcgagtaagaagggttggaagggataaggaggyg
gcgagaggatggggtgggggtggatttggaccctgtatttaggtgctgte
tcgtgggcagecgectgectcecteggectggtaccgagttaactcagetceggt
gcagctcccectcatcecceccecggetcectcectggggegecggggagagtgectgtyge
tgaggtcggcgtgcaacccgaagttggaaggggcactccgaagtaaggat
gtgtggctggagagaggcagcggccgcttceccagtttcggggttcatgtet
gacagaatccccgggggtgctctgctgatgecggaggaggcecactcecgatga
attggtatagggggtggtgaactcaccgtgagctcttttctggacaagtc
gaccttagcgcttcatccecctttaatctgagectaggatctttcectaggagea
agcaggtgggagccggtcagcgtcccecceccececgeccecccacceccaccctgaaqg
ctctggttgctaggatcttgecttgaagggcgcagcgagecgcettgggaggce
gtcttccagctgggagcecgcaaagecttceccececgeccaagtggagaactggage
gggtctggaagttgcgtctcectttccgecgggaggcatctcagatttgecca
ccaaggtggcatctctacatttctttcgetetttttcccactttgecctyg
ttaatccgctcecctagaagagagggcatccttgaccctacgcaaggagetce
gggagaggattggaactggaaagcttgatctcctgcacctggtgaggetyg
cccaagccagacacagtgceccgctggtgegttttcettctecgaatcagecatce
atttaacgtttaggggctccacggagceccttagtaaagctgtgaatcaget
cctaagcagtatgtacatgcacgggttcacggactcgccgagacctagec
tggtgcccatcccecceccecgtcaccgagattcagggaccceectttggtttaac
s.ointron 1., exon 2-6: GTCTTCTGAGC
TACGATAATTTTTTGGAACGGCAGAAATGATTIGGTTCTAGCAACAGATGG
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GAATTTGGAGTCACTCTGAAATATATCCTGGAATAAGCTGTGTTTIGACTAG
AACCACATCTTATGAGGTCCCCAAGGCATGAGCAGTCTGTGCTAAGTCAGTG
TTCGCTGICGCACTGGCTCTTTCTAGCCTACGTGTTAATGCTIGTGCTGTAA
GCTGATGTCCGCCTCAAGCCAGCACCTCCGGGGACATGCAGGTCACCACC
AAATCAAGCAAGGGACCTGIGAGGTGGTCGCCGTGCACAGGTGCTGCAAT
AAGAACCGCATAGAAGAGCGGTCACAAACGGTCAAGTGCTCTTGCTICCC
GGCACAGGTGGCGGGCACAACTCGGGCTCAACCTICTIGTGTTGAAGCTT
CCATTGIGATTCAGAAATGCGTGGTGTCACATGAATCCGTCTITTGGAAGGA
GAGGATTGTAAAGTGCTGCCAGATTACTCAGGTTIGGTCCTGTAGCAGTGG
CAATAAAGTCAAAACTACGAAGGTAACGCGGTAGCGAAGAGAGAGGTIGTG
CTTCAATCCTGGAGGGGCAGCAGGAGGCGGAGCTCTTTTGCTTGGATTICC
CATCATGGCCCCTITTGCAGAAAATTGTCTAGGATTTCAGCAACTTCATAT
TTGCTATATGTGAGCTGTGAGAGGTGGCATTCACTTAACTGGCCCAGCCCT
CICIGCTITCGTGATTTTATTITCATTGAATTATAACCACAAGCCACCACCC
ATTTGACATCCTCTCTGGATTCCCAAGGAGCATACCTCCAAAATCCGAGA
AGAGCAAATCAGAGTCTITCAAAATGGATCACCACTAAGGGCATGTTCATT
CTTCACTTTCTITICTIGCTTTITACAAAAGAACTTGGATGTATGTTCCAAAG
GGTICCTCATICTGTTCCTICTITITGAACTTTTICCTITTTGTCCTTGTATTAA
AGTGGTTTTAAAGGGGCTICTAAAAAGATTTTGCGGCAAAACATATTTGCAGAT
GTAGATTAGCTGGTGAAGAAAATTACTGCTAGAGATCAACTGATTAACTG
GTAAAGAACGTTTATTTTATAACCCTTGAAGAATAGAAGGACATAGTTGG
ATTATTGTGTIGTIGCATTIGTATTTTTACTTCTATTTTTITTTITGCTTTICCA
TTTTCCAGTTAGCAGAGATAAAATGAGAGCGTTTTAACTTCAATGTACCA
TTTTACTGAGTGCTAAGGAAGCATATCAATTCCAATATTTTATAACCAAA
GCTCTATCAGAACATATTTATAAAACTTIGTTGGAATTITTACGGCTTITTG
TGCTAGTCATGTAGGTAAATCATTTAAAATATAAAACAATCTCAATTTAGA
TCAAGGGTTATTTICTTAGATCAAATTTATGCCAATTATATGAAAAGATTT
TAACTCCGAGACAGGAGTCTTICAGTGCTGAATTTTTAGACTGTAAATGA
GITCTTCTTAACTTAGCTGITICCCTACTTICTGTGACTTCIGTGTTAGCC
ATCTTATTTCTTTAAAATCTGAGTCCTGATTGGCTITAATGATTTTGCAGC
AGACATGTCTCCACATATTCTCAAATGCTGTCATGCCGAAACGTATGAAA
CAGATGAAGAATGACTGACCCAGATTTTAGATGTATAATGTITGTTAAAGT
ACATACTACTGTAAAAATATGGGATGAATTTTATATATTAAGAAATGCCA
AAAACATAGTTTCTGCACCAAGTTAATTATCCCTGTICCTTTICACATTTAT
AGGGGGAAAATAAATACTTTAATGTTGTTTATAGCCTAACAGTTATTTGA
TTTTATTICTTIGCAGAGGGAATGGAAAGGAATGGAAAGATTTIGTIGGCGTA
ATTTTTGAATATTTGTTATGATCATATGAATAAGCGTAAAAAAATTCATCCT
GCTGATGGCATA



WO 2014/058321 PCT/NL2013/050729

5/8

Figure 3:
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Figure 4. Effects of ectopic PRDM 14 expression in SiHa, CaSki and 93VU147T cells. (A) The percentage of
GFP~ cells declines in the PRDM 14-transfected cells, compared to the empty vector cells, 24, 48 and 72
hours post-transfection. (B) Flow cytometry analysis of cells double labeled with Annexin V and PI shows an
increase in both early (AnnexinV™/PI') and late (AnnexinV*/PI") apoptotic cells in the PRDM 14 expressing
cell population.
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Figure 5:
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Figure 6:
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Figure 6: PRDM14 and FAM19A4 methylation levels in hrHPV-positive head and neck tissue specimens
(HNSCC: Head-and-Neck SCC). Methylation levels are significantly increased in carcinomas compared to
controls.



