Important PINK1 residues

A

Src_Homo_sapiens_255-524
CDK2_Homo_sapiens._4-286

CDPK1_ Toxoplasma_gondi_51-309
Casein_kinase._Il_subunit_ajpha_Homo_sapiens_40-324
PINK-1_Hormo_sapiens_ 156-512
PINK-1_Mus_musculus_ 156-511
PINK-1_Macaca_mulatta_126-482
PINK-1_Salmo_salar_142-499
PINK-1_Danio_rerio_143-494
PINK-1_Caenorhabditis_elegans_137-483

Conservation

Consensus

Src_Homo_sapiens_255-524
CDK2_Homo_sapiens_4-266
CDPK1_ Toxoplasma_gon:
Casein_kinase._I|_subunit_ajpha_Homo_sapiens_40-324
PINK-1_Homo_sapiens._156-512
PINK-1_Mus_musculus_ 156-511
PINK-1_Macaca_mulatta_126-462
PINK-1_Salmo_salar._142-499

PINK-1_Danio_rerio_ 143-494
PINK-1_Caenorhabaltis_elegans._137-483

Conservation

Consensus

Src_Homo_sapiens_255-524

CDK2_Homo_sapiens 4-286

CDPK1_ Toxaplasma_gondii 51-309
Casein_kinase_Il_subunit_ajpha_Homo._sapiens_40-324
PINK-1_Homo_saplens. 156-512
PINK-7_Mus_musculus_ 156-511

PINK-7_Macaca. mulatta._ 126-482
PINK-1_Salmo_salar. 142-499
PINK-1_Danio_rerio._143-494
PINK-1_Caenorhabditis_elegans_ 137-483

Conservation

Consensus

Src_Homo_sapiens_255-524
CDK2_Homo_sapiens._4-286

CDPK1_ Toxoplasma_gondi_51-309
Casein_kinase._Il_subunit_ajpha_Homo_sapiens_40-324
PINK-1_Hormo_sapiens_ 156-512

PINK-1_Mus_musculus_ 156-511
PINK-1_Macaca_mulatta_126-482
PINK-1_Salmo_salar_142-499
PINK-1_Danio_rerio_143-494
PINK-1_Caenorhabditis_elegans_137-483

Conservation

Consensus

¥ D362 HRD motif

Y G309D PD mutation Y D384 DFG motif

Insert 1 Insert 2

B1 B2 aC

1 SLRLEVK LEQECFGEWMG TWNGT - TR-V - - - TL ----- KPGTMSPEA- - FLQ-EAQVMKK - RE54
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1 ¥Q- LVRKLEREKYSEMFEA INITN-NERV - - - VVRIL----- P-V-KKK- - - -KIKR-EVK | LENLRGG53
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1 ¥V-1GKQIBKECNAAMYEAAAPFA -PP - VESKKCSLVELNPKEAEDDNKKE -EPLRLSASPSFPL| MM - -WN | GAGS - SSDA - | LRSMSMELVPSCPQA - - LRKEQGE - LTLNGHFGAVPKRESAH117
1 YE - FGE FLEGQECNAAMY'SARLANS - DA - -ESSGNTHYGAGFN-EVTN | LAE | PPVSKVAQKKFPLAITKLM- - FNFEHDR - DGDAHLLKSMGNELARYPNAAKLLNGQMG- - - = - - - - - - TFRPLPAKH110
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Insert 3
B4 Y_p5 oD oE \J 7 p8 ¥
— v — ———————————————— —
55 - [ TEYMSKG-Sl- LDFLKGETGKYLR- LPQLVDMAA@BIASBMAYVERMNYV LRAA VCKVA| LARL145
58 FEFLH-Q-Dll- KKFMDASALTG- IPLPLIKSYLF| GLAFCHSHRVL LI LARA148
59 KLYEFEEDKGY - IGEV¥T - GGElBFDE | | SRKRFSE -V - - -DAAR| IRAVESG ! TYMHKNKIV| LI LESKSK-D-ANIRI | LSTH151
54 LIDTVKDPVSKT--- - FEYIN-NTDF-KQLYQI --LTD-F---DIRFYMYEEBKALDYCHSKGIM) V| - -KKERL | LAE F143
117 VLHAFTSSVPLLPGALVDYF‘DV LPS HLHPEGLGHGRTLFL IMKNYP -C - Tl- RQYLCVNTPSP -R- - - LAAMMLL EGVDHLVQQGIA Li IVELDPD - GCPWLV | A| ICCLA2235
116 VFRAFTSSVPLLPGALADYPDMLPP -HYYPEGLGHGRTL FEMMKNYP -C- TlE- RQYLEEQTPSS-R- - - LATMMTLE@LBEGVDHLVQQGIA LI IVEWDSD - GCPWLV | S| ICCLA234
117 VLRAFTSSVPLLPGALVDYPDVLPP-RLHPEGLGHGRTLFLMMKNYP -C - Tl-RQYLRANTPSP -R- - - LATMMMLEALEEGVDHLVQQGI A L VELDPD-GCPWLV | A ICCLA235
120 VFRAFTADVPLLPGAQEEYPDVLPA-RLNPEGLGNNRTLFLMMKNYP -C- Tl-RQYLEVNVPSR-R- - -EGSLMVLEALEEGVDHLYRQGIA LI LEFDSE - GCPRLV I T| ICCLA238
118 VYRAFTAEVPLLPGAREEYPDVLPA -RLNPHGLGSNRTLFEMMKNYP -C- TlE- RQYLEVCVPKR-T- - -QASLMFLELEBEGVDHLCRQNIA LI LEFDNT-GCPREV I T ICCLA236
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m IQTAFEIDSLKVLPDAIERYPDALHTARWYES | ASEPKTMYVMMRRYR - Q- Tl - HEYVWTRHRNY -W- - - TGRV | | A EACTYLHKHKVAQ] LEYDFDDE | PQEVVA ICALA231
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149 FGVP - - - - - V-RTYTHEVVTL - - - WR| ILLGG- - - - -KYYSTAVD | WS LECIIFAEMV TRR - ALIEP - GDSE I DQLFR | FRTLGTPDEVVWPGV TSMPDYK - - - -RQDFSKVV - PP251
152 FEAS - - - - - - - KKMKDK I GTA - - -YY I LH TEVILVI LLSGC - PBIBN - GANEYD | LKKVEKGKY T- - - = - - -« o oo oo e ELEMQ----------------- - KK226
144 YHPA - - - - - - - QEYNVRVASR- - - YFKGPELLVDY - - - - - QMYDYSL| LECMLASMI FRR - EBRFHEQDNYDQLYR| AKVLGTEELYGYLK-KYH | DLD| HFNDI LGQHSRKRWENFIHSENRHLQSA
236 DES | GLQLP FSSWYVDRGEGNG - LM STARPGPRAV I DYSKA VBATAYE | FGLV -N - LBE- - - -
235 DQHVGLRLP FNSSSVERGGNG - STAHSGPSAV IDYSKABTWAVEBAIAYE | FGLA -N -BEM E---
236 DES | GLQLP FSSWYVDRGGNG - STARPGPRAV I DYSKABAWAVBAIAYE | FGLV -N -BALBE - - -
239 QSDSSLQLPFNTMWNRGEGNS - VTAVPGQGVV I NYSKA VBAISYE | FGQA -N -BALPA - - -
237 EDS - GLKLP FSSWWNRGGNS - STAVPGPGVV I DYSKA VEBAIAYELFGQP -N -BALBA- - -
232 CDN- -WQVDYESDEVSLGENA - - -KTK | ATAVPGKNVKVN FEMABTWAABGLSYEV L TRS - NBEY - KL - - - - LDTATYQESEL - - - - - -BALBES - - -
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222 CPESLHDEMCQCWRKEPEE| PTFEYLQAFLEDYFT 256
252 LDEDGRSLLSQMEBHYDPNKR | SAKA) 283
227 MSESAKDL | RKMBTYVPS | SARD] L- DHEWIQ 259
255 MSPEALDLLDKEBRYDHQQRL TAKESMM- - -EHPYF 286
323 VPPDVRQLVRALBQREASKRPSARVAANVEHLS LW 357
322 VPPEARRLVRSLEQREASKRPSARLAANVLHLS LW 356
323 VPPDVRQLVRALEBQREASKRPSARVAANVLHLS LW 357
324 MSADMQLVVKLEBRRNPNKRPSARVAANMLHLS LW 358
318 APDDVQLVVKLEBRKNPHKRPSARVEAN | LHISLW 352
313 UNFVARDV | FDEBMKRDPNERVKPN | BANAENLSLF 347
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Accept N® modified ATP analog?

kinase wt-kinase as-kinase Gatekeeper Reference
(Suppressive)

PINK1 Yes NA NA NA

Fyn No Yes T339G Liu, 1998

vSrc No Yes 1338G Shah, 1997

PKCd No Yes M425A Allen, 2007

CDC5 No Yes L158G Allen, 2007

JNKA1 No Yes M108G(L168A) Allen, 2007

ERK2 No Yes Q103G Allen, 2007

PKA No Yes M120G Koller, 2007

PDK1 No Yes L159G Tamgiiney, 2008

CDK1 No Yes F80G Blethrow, 2008

AMPKo2 No Yes M93G Banko, 2011

AuroraB No Yes L145G(H250Y) Hengevold, 2012

NDR1/2 No Yes M166A(M152L,S229A) Ultanir, 2012

aPKC No Yes 1613A Cibrian Uhalte, 2012

GSK3p No Yes L132A Kaasik, 2013

LKB1 No Yes unpub unpub

AKT No Yes unpub unpub

CLKA1 No Yes unpub unpub

Figure S1: Related to Figure 1



