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Gail-human BSA -m = i m o= m = i = mvem EDKAAVERSKMIDRNEBREDGEKAAREVE YKAVVYSHTIQS! Al | REMGREK - 92
Gai2-human VSA---cmmneaaaannn EDKAAAERSKMUIDKNEREDGEKAAREVK YRAVVYSNT 1 QS I MA | VKAMGN[EQ - 92
Gai3-human LSAcrccnmmencnnnann EDKAAVERSKMIDRN YKVVVYSNT 1QSI I Al | RAMGREK - 92
Gat-bovine -G ASA--c-cciciaannnan EEK- - - - HSRELEKK K FIAILIYGNTLQSILAIVRAMTTEN- 88
Gas-human -LGNS-K-TEDQRN------ncuemmmann EEKAQREANKKIEKQ NGFNGEGGEEDPQAARSNSDGEKATKVQD | KNNLKEA | ET | VAAMSNEVP 115
Gao-human LSA-secmmeanenanann EERAALERSKAJEKN KLELLLGAGESGKST | VKAMKIMIHIEDGF SGEDVKQ- - = = = = = = = = = = = = - YKPVVYSNT IQSLAA | VRAMDTIEG - 92
Golf-human -LGGNSKTTEDQGV- - - - == =csemmnnn- DEKERREANKK/BEKQEQKERLAYKATHREEELEAGESGKST | VKAMR L HVNGFNPEEKKQ- - - - - - - - KILDIRKNVKDAIVTIVSAMST I | P102
Gag-human e EAKEARR | NDE[JERQ) KELLLEGTGESGKSTF | KAMRIPHGSGY SDEDKRG- - - - - - - - FTKLVYQN I FTAMQAMI| RAMDTIBK - 98
Gaz-human QSS----mm e EEKEAARRSRR[IIDRH KELLLGT SNSGKST | VKOMKINIHISGGFNLEACKE - - - - - - - - YKPLIIYNAIDSLTRI IRALAAER - 92
Gat1-human £ EVKESKR | NAEJJEKQERRDKRDARRE L KEELEGTGESGKST F | KAMR IPHGAGY SEEDKRG- - - - - - - - FTKLVYQN | FTAMQAM | RAMET K - 98
Ga12-human LPAEAGGARERRAGSGARDAEREARRRSRDJIIDALEARERRAVRRLVK | EEEGAGESGKST F L KAMR IFIHGREFDQKALLE- - - - - - - - FRDT | FDN | LKGSRVLVDARDKEG- 116

LI I SGEAEQQRKSKEDKCIESREKTYVKRLVK | EEEGAGESGKSTF L KAMRIFFHGQDFDQRAREE - - - - - - - - FRPTIYSNV I KGMRVLVDAREKEH - 107
LSA- - ---mem i EEKESQR | SAE[RERQ) KECLEGTGESGKST F | KAMRISFHIGSGY SDEDRKG- - - - - - = - - - - - - - - FTKLVYQN | FTAMQAMI| RAMDTER - 94

Ga15-human LTE----cccmmanaanannn DEKAAARVDQENR | LEQKKQDRGEL --------------- FRPLVYQNI FVSMRAMI| EAMEREQ- 101
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Gai1-human - IDFGDSARADDARQLFVLAGAAE- - - - - - - - - EGFMTAELAGV I KR SAANYENDLDR I AQPN il TFKDLHFKMF | FCVALSDYDLV 233
Gai2-human - IDFADPSRADDARQLFALSCTAEE-----=--- QGVLPDDLSGVIRR SAANYENDLER I AQSD il TFKDLHFKMF | FCVALSAYDLV 234
Gai3-human - I DFGEAARADDARQLFVLAGSAE--------- SASYYLNDLDR I SQSN! ilj TFKDLYFKMF | FCVALSDYDLV 233
Gat-bovine - I QYGDSARQDDARKLMHMADT IE- - - - - - - - - SAGYYLESDLERLVTPG ilj SFKDLNFRMF | F1AALSAYDMV 229
Gas-human PVELANPENQFRVDY | LSV- - MNVP CAQYFIEDK 1DV I KQAD Si QVDKVNFHMF K| | FVVASSSYNMV 256
Gao-human -lEYGDKERKADAKMVCDVVSRMED SAKXYEDSLDR I GAAD:! i TFKNLHFRLF K | ECVALSGYDQV 234
Golf-human PVPLANPENQFRSDY | KSI - -APIT-------- DFEYSQEFFDHVKK CAQX/FEERIDSVSLVD S QVDKVNFHMF K I YVAACSSYNMV 243
Gag-human - | PYKY EHNKAHAQLVREV- - DVEK- - - - - - - - VSAFENPYVDAIKS STKNYLENDLDRVADPA ] DLQSVIFR MF LVALSEYDQV 238
Gaz-human - IDFHNPDRAYDAVQLFALTGPAES----- - - - KGE | TPELLGVMRR NAANYENDLER I AAAD ilj TFKELTFKMV| | FCVELSGYDLK 234
Ga11-human - | LYKYEQNKANALLIREV--DVEK-----=--- VTTFEHQYVSAI KT SAKNYLETDVDRIATLG il DLENI | FRMV| MF LVALSEYDQV 238
Ga12-human - | PNQY SENEKHGMF LMAF - - ENKAGL - - - - PVEPATFQLYVPALSA GESVK¥FEDNLDRIGQLN Ki V1 KKIPFKI DG TSHLFMVSSSEYDQV 260
Ga13-human - | PNGDNSNQQHGDKMMSF - - DTRAPMAAQGMVETRVFLQYLPA | RA| GESVKNFIEDNLDKLGEPD Ki E 1 KNVPFKMV] DSVTSIELFELVSSSEFDQV 255
Gal4-human - | QYVCEQNKENAQI IREV- - EVDK=- - = = - - - - VSMLSREQVEA | KQ S'SAK YLETDIDRIATPSFV| i} DLENI | FRMV] K| ESVMTSIEI FLVALSEYDQV 234
Ga15-human - | PFSRPESKHHASLVMSQ- -DPYK- - - - - - - - LDSAVXY) SHLERITEEG.V i \Y ENMIALIYLASLSEYDQC 241
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Gai1-human |BA IK--KSPETICYPEYAGSNTYEE- -« -----=---- AAAY K- -RKDTKEIXT K | KNNEKDCGEF 354
Gai2-human |BA IT--HSPLTICEPEYTGANKYDE - - === =====--- AASY K- -RKDTKEIXT K| | KNNEKDCGEF 355
Gai3-human BA IK--RSPLTICYPEYTGSNTYEE------------- AAAY R- -RKDTKEI¥T K | KNNEKECGRY 354
Gat-bovine |V IK--KAHLSICEPDYNGPNTYED- - - - --------- AGNY M- - RRDVKE ¥ S Q) | KENEKDCGEF 350
Gas-human | R VLAGKSK| EDYFPEFARYTTPEDATPEPGEDPRVTRAKYF TASGDGRHYCY P, E} QRMHERQYEEL 394
Gao-human [lH IK- -KSPHTICEPEYTGPNTYED- - - - --------- AAAY R--S-PNKEIYC N | ANNERGCGRY 354
Golf-human | R EKVLAGKSKI| EDYFPEYANYTVPEDATPDAGEDPKVTRAKFF TATGDGKHYCYP E QRMHEKQYEEL 381
Gag-human EKIM- - YSHLVDYFPEYDGPQRDAQA- - - - = = - = - = - - AREF P--D-SDKI I¥S E LQLNEKEYNEYV 359
Gaz-human KIR--RIPLTICFPEYKGQNTYEE------------- AAVY R- -NKETKEI¥S S IQNNEKY IGEC 355
Gafl1-human IL--YSHLVDYFPEFDGPQRDAQA- - - - - - - - - - -- AREF P--D-SDKII¥S E LQLNEKEYNEV 359
Ga12-human EKVK- -TVS| KKHFPDFRGDPHRLED- - - - -------- VQRYLVQCF R--N-RSKPLFH E} LQENEKD IMEQ 381
Ga13-human VQ- - |VSIKDYFLEFEGDPHCLRD- - - - - - - - - - - - VQKFLVECE R- -DQQQKPLYH E LHDNEKQLMEQ 377
Gafl4-human IM--YSH%ISY PEYTGPKQDVRA- - - - -------- ARDFILKLYQDQN ----------- P--D-KEKVI¥S D LQLNEREFNEY 355
Ga15-human KIP--TSHLATYEPSFQGPKQDAEA- - - - -------- AKRF Q) SVLARYEDEINEL 374
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F1. Multiple Sequence alignment of Ga subunit. Sequence alignment was performed with Jalview software (Waterhouse, A. M., et al. (2009). "Jalview Version 2--a
multiple sequence alignment editor and analysis workbench." Bioinformatics 25(9): 1189-1191, www.jalview.org) based on Clustal algorithm. The conservation of
residues is highlighted by blue: the darker the color, the more conserved the residues. The residues which are involved in activation cluster | and
stabilisation cluster Il of GTPase domain are indicated as light coral and yellow triangle, respectively. The residues which are involved in stabilisation cluster
[Il of HD domain and inter-domain interface are indicated as cyan triangle and green triangle.



