TbFPPS

TcFPPS MTAFACFPHSLFYSTRLPFFFFFFCVCVHCCLRYLCLLKCAY 42

LmFPPS

ScFPPS

hFPPS MPLSRWLRSVGVFLLPAP—====———— YWAPRERWLGSLRRPSLVHGYPVLAWHSARCWCQAWT EEPRA 60

TgFPPS MVDAVSLVSCRARHSHSLFAFSLSRRSCIQKYRFFSYVKSFPSSLPSPSRSSSPFTLSPRRRCLPPLVLPLEAAGHLAPALHSGSGISCPRSSSLSLSSSSPMRTPPSFSLSLPPAQPPS 120

PF11_0295

PVX_092040

ScGGPPS

hGGPPS

CpNPPPS ILFHLLKITFIDSIFFALHDN 21

EhGGPPS

TbFPPS MVMQMFMQVYDEIQMFLLEELKLKFDMD---PNRVRYLRKMMDTTCL 44

TcFPPS CCSDKNYFRPLNYFFYCLYLAMASMERFLSVYDEVQAFLLDQLQSKYEID---PNRARYLRIMMDTTCL 108

LmFPPS MAHMERFQKVYEEVQEFLLGDAEKRFEMD---VHRKGYLKSMMDTTCL 45

ScFPPS MASEKE IRRERFLNVFPKLVEELNASLLAYGMPK----EACDWYAHSLNYNTP 49

hFPPS LCsSS LRMNGDQNSDVY - —-AQEKQDFVQHFSQIVRVLTEDEMGHPEIG----DAIARLKEVLEYNAI 120

TgFPPS LCFSPTSRLSAPVFPWSFSRQLSLATLAPLASVSPWKKAAALPKPDGAAAVSDERTSAERADALAGAWRASASHVEDRFKQAFPEVRGTLLNHIAGLDLPASLSARLLSYYARLLDYTCS 240

PF11_0295 MYDRYRDVFINHINDYVLEDDIKIIISKYYKLLFDYNCL 39

PVX_092040 MKETNSEEADSGLAFFRNMYDKYRDAFLSHLNEYSLEEEIKEHISKYYKLLFDYNCL 57

ScGGPPS MTKNKMEAKIDELINNDPVWSSQNESLISKPYNHILLK 38

hGGPPS MEKTQETVQR ILLEPYKYLLQL 22

CpNPPPS YLTPQFIFNKMNDLQIEYDYTDFINYYDKFKVIVYNVLKKLPLNDEIRKPVIEYYLNCIDYNVK 85

EhGGPPS MEQLVLLVEEKLKEIFEEERKRSTCH---QFQAECIDIMEKFVMG 42

INSERT A FPP- CLD\ FARM

TbFPPS GGKYNRGLTVIDVAESLLSLSPNN“"“‘r KDDGﬂRRKRVLHDACVCGWMIEFLQAHYLVEDDIMDNSVTRRGKPCWYR HPGVTVQCAIN 131

TcFPPS GGKYFRGMTVVNVAEGFLAVT } QHDEHTKERILHDACVGGWMIEFLQAHYLVED MDGSVMRRGKPCWYR -FPGVTTQCAIN 189

LmFPPS GGKYNRGLCVVDVAEAMAKDT QMD. ERVLHDACVCGWMIEMLQAHFLVEDDIMDHSKTRRGKPCWYL HPGVTAQVAIN 126

ScFPPS GGKLNRGLSVVDTYAILSKKTVEQLGd EEYEKVAILGWCIELLQAYFLVADDMMDKSITRRGQPCWYK-VPEVGEI-AIN 127

hFPPS GGKYNRGLTVVVAFRELVEP--RKQDA: I DSLQRAWTVGWCVELLQAFFLVADDIMDSSLTRRGQICWYQ KPGVGLD-AIN 196

TgFPPS GGKLTRGILVLYAAAAASHAPVLPPPﬁESPAAAPASSASSVSSSPCSSSLAESERVPGSALSP PPSSFRCLAALGWCVELLQSCFLVMDD!MEHSLTRRGKQCWYR -CDGIGVSNAVN 359
INCNEWEKVACIAWCIEILQASFLVADDIMDKGETRRNKHCWYL LKDVEIKNAVN 115

PF11_0295 GGKNNRGILVILIYEYVKNRD
PVX_092040 GGKNNRGILVILIYEYVKNRD

hNSSEWEKAACLAWCIEILQAAFLVADDIMDKGETRRNKYCWYL LKDVETKNAVN 133

|
SCGGPPS PGKNFRLNLIVQINRVMNLPK X DQLAIVSQIVELLHNSSLLIDDIEDNAPLRRGQTTSHL-IFGVPST--IN 106
hGGPPS PGKQVRTKLSQAFNHWLKVPE | I DKLQIITEVTEMLHENASLLIDDIEDNSKLRRGFPVAHS-IYGIPSV—-IN 90
CpNPPPS KGKHIRGKILVLISSLSSAYS } | -NIKRDSIYLLGWVVEAIQALILIADDIMDSGKFRRGAPCWYI-VHGQSNAINDI 159
EhGGPPS PGKRLRPLSLLLFFIGGGGKIE . 4 EQKNIIRTACAMELLHDSTLAHDDIMDEDEMRRNAPTIVKTFYDKYIERNKE 116
INSERT B INSERT C
TbFPPS DGLLLKSWTHMMAMHFFADRPFLQDLLCRFNRVDYTTAVGQLYDVTSMEDS NKLOPDVSQPTTTDFAEFTL 201
TCFPPS DGIILKSWIQIMAWHYFADRPFLKDLLCLFQKVDYATAIGOMYHVTSMCDS NKLOPEVAQPMTTDFAEFT} 259
LmFPPS DGLILLAWATQMALHYFADRPFLAEVLRVFHEDVDLTTTIGQLYQVTSMVDS AKLDAKVAHANTTDYVEY T} 196
SCFPPS DAFMLEAATYKLLKSHFRNEKYYIDITELFHEVTFQTELGQLM EITAPEDKVDLSKF“ 186
hFPPS DANLLEACIYRLLKLYCREQPYYLNLIELFLQSSYQTEIGQTLI JLrraroenvDLVRETH 255
TgFPPS DSLVLEAAVYRVLREYLGDHPAYAQLODLLLGNTFTTLIGQHLOSEDALAALSEASONLESROSEDNSSASSATAAGSSILRDASLSDKDF THHSYVSSSLSSSRSSPSLSASSLPSSEV 479
PF11_0295 DVFLLYNAIYKLLDVYLRNDNCYLDLITSFREATLKTIVGQHLDINIFSDKYS- HIDKDIDVN%INISQENKININMLN 193
PVX_092040 DVLLLYNSIYKLIEIYLRNESCYVDVIATFRDATLKTIIGQHLI{INIFSDKYS- DAHREIDVNNINVPEQPVININMIN 211
ScGGPPS TANYMYFRAMQLVSQLTTKEPLYHNLITIFNEELINLHRGQGL - TYWRDFLPET TPTO} 164
hGGPPS SANYVYFLGLEKVLTLD-———— HPDAVKLFTRQLLELHQGQGL, IYWRDNY--TCPTE 141
CpNPPPS FFLKMLSLSLIFELSSVFGNDIVMKIQKIYNESIFFTVLGQHL lLsyrprskapk: 216
EhGGPPS DVKTEKFLFMSRGTTYASSLAIMTGNILYSMAQRLCLESGTNIAEMVLELFS 4 VLNYGOILDMSGLNE 182
KT SARM
TbFPPS - —JLSNYKRIVKYKTAYYTYLLPLVMGLIVSEALPT -VDMGVTEELAMLMGEYFQVQDDVMDCFTPPERLGK~-VGTDIQDAKCSWLAVTFLAKAS SAQIAEFKAN-~--YGSGDSEKVA 311
TCFPPS - ATYKRIVKYKTTFYTYLLPLVMGLLVSEAAAS-VEMNLVERVAHLIGEYFQVQDDVMDCFTPPEQLGK-VGTDIEDAKC SWLAVTFLGKANAAQVAEFKAN---YGEKDPAKVA 369
LmFPPS --—---PFNHRRIVVYKTAYYTYWLPLVMGLLVSGTLEK~-VDKKATHKVAMVMGEYFQVQDDVMDCFTPPEKLGK~IGTDIEDAKCSWLAVTFLTTAPAEKVAEFKAN-~~YGSTDPAAVA 306
SCFPPS ———— JLKKHSFIVTFKTAYYSFYLPVALAMYVAGITDE-KDLKQARDVLIPLGEYFQIQDDYLDCFGTPEQIGK~IGTDIQODNKCSWVINKALELASAEQRKTLDEN-~~YGKKDSVAEA 296
hFPPS ————JFKRYKSTVKYKTAFYSFYLPIAAAMYMAGIDGE-KEHANAKK I LLEMGEFFQIQDDYLDLFGDPSVTGK-IGTDIQDNKCSWLVVQCLQRATPEQYQTLKEN-~~YGQKEAEKVA 365
TgFPPS LAQKLADRQATVARLKTSHYSFYLPTALGMTYGGLTDP-ALMAQAKELCLAIGEYFQVQDDYLDCFSDPKISGK-IGSDIQEKKCCWLFVQAVRRASREDLAQLLRV-~~YGQPE-~YVD 592
PF11_0295  ----JFKVYQNIIIHKTAYYSFFLPIVCGMQMGGISLDNLLYKKVENIAILMGEYFQVHDDYIDTFGDSKKTGK-VGSDIQNNKLTWPLIKAFELCSQPEKEDIIRN---YGKDNVTCIK 304
PVX_092040 —-——JFGVYKNIVIHKTAYYSFFLPIVCGMLLAGIAVDNLIYKKIEDI SMLMGEYFQIHDDYLDIFGDSTKTGK-VGSDIQNNKLTWPLIKTFELCSEPDKIKIVKN-~—YGKNNLACVK 322
ScGGPPS - —]:EMYLNMVMNKTGG———LFRLTLRLMEALSPSS HHGHSLVPFINLLGIIYQTRDDYLNLKDFQMSSEKGFAEDITEGKLSFPIVHALNFTKTKGQTEQHNEILRILLLRTSDKD 274
hGGPPS ----J-EEYKAMVLOKTGG-~--LFGLAVGLMQLFS-~~--DYKEDLKPLLNTLGLFFQIRDDYANLHSKEYSENKSFCEDLTEGKF SFPTIHAT-WSRPESTQVON -~~~ ILRORTENID 242
CpNPPPS -———} ERYFSMVEMKTSRYTF YMPVFFGLTLSEIQVSSAQLNLIEAILYKLGEFYQVHNDVSDYLENDS ————— NADDICRFKLTWPLOKSFEIADEEMKLKISEN---YGKNS----S 318
EhGGPPS ----TVEEYNLNIIMKTAT---FFKTTASIGLTLAGRSEHDIELGKEWGEHF GIAFQMRDDLLDIDPLNGKLRK~MGSDIKEGKKTAVVWTALKEGVLSKEEKEFVEG=~= ===~ ILK 285
TbFPPS TVRRLYEEADLQEDYVAYEAAVAEQVKELTIEKLRLCS-— - PGFAASVETLWGKTYKRQK—— 367
TCFPPS VVKRLYSKANLQADFAAYEAEVVREVESLIEQLKVKS- - PTFAESVAVVWEKTHKRKK- 425
LmFPPS VIKQLYTEQNLLARFEEYEKAVVAEVEQLIAALEAQN—— - AARFAASVKVLWSKTYKRQK—— 362
SCFPPS KCKKIFNDLKIEQLYHEYEESTAKDLKAKISQVDESR-- ~GFKADVLTAFLNKVYKRSK-— 352
hFPPS RVKALYEELDLPAVFLQYEEDSYSHIMALIEQYAAP--— --LPPAVFLGLARKIYKRRK—— 419
TgFPPS WVKDLYRRLDLTSLYFQYEEETLAKLRRSVSSFPHDG—— - - -MKAFFGLVLGRLHKRQK————————— 646
PF1l_0295 FINDIYEHYNIRDHYVEYEKKQKMKILEYRICLEIRN--— -GHFVYRRLRDNNLNNFCLNMIKFKKKKK 369
PVX_092040 VIDSLYEQYKIRKHYESYEKAQKAKILSAINELHHEG 375
SCGGPPS IKLKLIQILEFDTNSLAYTKNFINQLVNMIKNDNENKYLPDLASHSDTATNLHDELLYIIDHLSEL~ - 340
hGGPPS TKKYCVHYLE-DVGSFEYTRNTLKELEAKAYKQIDAR-—————GGNPELVALVKHLSKMFKEENE— - 300
CpNPPPS LVKDCYNLLKINEHYLEYQRNALDYLIKLVKDITDDSLOKVFIHLIHQISELITNSRSNADSNNSL- - 384
EhGGPPS LNEKAFDNQEAFTKFLNILRGKPSEVVRQEIKEHHQK- - ---ALDALKQLOLKEDGFSYLKQITDLLLH- 349

Fig. S1 Sequence alignment of FPPS and GGPPS from various organisms. In all Plasmodium species, there is
only one protein homologous to human FPPS and GGPPS (PF11 0295 in P. falciparum and PVX 092040 in P.
vivax).



