Figure S2. Structure-based multiple sequence alignment of the complete sequences of NApe,
NExo, HAP1 and Exolll sequences. Positions in the alignment are colour coded in darker blue
according to the number of identical residues at that position. Residues involved in metal binding,
catalysis and abasic ribose binding are coloured pink, green and yellow respectively, and the NExo
sequence numbers are indicated under the sequence. The secondary structure is indicated in red for

a-helices and red green for (3-strands.
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Annotation
NEXxo ----MRUTT VNSLNVRLP-QVQNLLADNPP ILVEBELRLDQDKFPAAALQMME - 51
Exolll - - - -MKF VSF .INGLRARPH-QLEAIVEKHQF’ VIGLAQETKVHDDMFPLEEVAKLE- 51
HAP1 KPATL I':C'Sj VDGLRAWI KKKGLDWVKEEAPD I LCLAETKCSENKLPAELQELPGL 114
NApe ---MLKIl | SANVNG | RSAYKKGFYEY | AASGAR I VCVRELKAQEADL SADMKNPHE- 53
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Annotation N9 E34
NExo WHCVWSGQ - - - KT¥NBWA | VSRS VBQDMHFEL PAL PDBIPQRRVITAATVS - - - -GVRV 101
Exolll YNVFYHGQ---KGIHY ALLTKETPR I AMRRGF PGDDEEAQR INIMAE I PSLLGNVTM 105
HAP1 SH:QYWSAPSDKEG_YS GLLSRQCPLKMSY | GDEEHDQEGR|VIIVAEFD - - - -SFVL 167
NApe MHGHWHC AE - KRGY S VYSKRKEBDN |B@MG | EEFDREGRIFVRCDFG- - - -RLSVM 105
Sec. Structure
Annotation
NEXxo 1INV CVNG_EA—LDSPKFKYKEQWFAALTEFV.RDEMTR"HGKLV’LL DFNIAPADABICY 157
Exolll INGYFPQGESRDHP | KFPAKAQFYQNLQNYLETELKRDNPVL IMEGDMNISPTDLB|I G 162
HAP1 VTA V‘_PNAGR--GLVRLEYRQRWDE-AFRKFLKGLASR-KPLVLC DLNVAHEEIBLR 221
NApe IISL¥LPSGSS - - AEERQQVKYRFLDAFYPMLEAMKNEGRD | MVCEGDWN I AHQN | BILK 160
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Annotation D146 N148
NExo ----DPEKWHE- -KIHCSSV WFQNLLD -LGLTESL VHPEEGA - FYTWFDYRGA 206
Exolll | GEENRKRWLRTGKCSFLPE EWMDRLMS -WGL VBT FRHAN QTADRFSWFDYRSK 218
HAP1 ----N_PKGNKK--NAGFTPQ GFGELLQAVPLABSFRHLYPNTPYAYTFWTYMMN 272
NApe - - - -NWKGNQK- -NSGFLPEEREWIGKV IHKLGWTEMWRITLYPDVP - GYTWWSNRGQ 210
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Annotation W162 H167 w200
NEXxo MFQRKLGL IDHIL.,VSPAMAAALKDVRVDLETRALERP VTAEFDW- - - 256
Exolll GFDDNRGLR IDLLLASQPLAECCVETGIDYEIRSMEKP VWATFRR - - - 268
HAP1 ARSKNVGWRLDYFLLSHSLLPALCDSKIRSKAL ----G ITLYLAL - - - 318
NApe AYAKDVEGWR I DYQMVTPELAAKAVSAHVYKDEK----F LVVEYDYAAE 259
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Annotation L214 1216 D217 H247



