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LNVPSQSFPAPRSQQRVASEEREKVPLKOGRSLMDW GKDLTGL human Ncb5or
IES SREN.QSNLSSQPKSSIKP KVPFIKGYSQMDW LT HPDLAGL rice RLF

LSVAHPAISSPLHMPMSKSS KPLVR.KIRL PGHSAIDWHSLTSNPANYYTKFVSLQLIQDLLDDPVFQKDNFKESPSGLKNGLLVQKIPLY yeast IRC21

R DS = = = = = - |

KGRLIE WEEEEBKKH NKK cw1 GFVYNISPYMEIHPGGEDELMIAAGSDGT ELFDOVHRWVNYESMLKECLVGRMATIKPAVLK. human Ncb5or
KGQLNRREISLEEVKQH KTGDS YNIAPYMKFHPGGVD LMKAAGKDST ALFNKYHAWVNEEFLLEKCLVGFEDPNE * rice RLF
KIMPPLRINR KIVKKHCKGE CVIN YDISSYIKFHPGGTD LEKHRNSDDLITYFNKYHQWVNYEKLLQVCFEGVMCE * yeast IRC21

Figure 3
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Sequence alignment of N-terminal region and cytochrome b5 domain of known
Ncb5or proteins.

Figure S1



[—=————————- N-terminal

*hkk_—k * kk_k hhkkk_

MLNVPSQSEFPAPRSQORVASG
MLNVPSQSFPAPRSQQORVASG
MLNVPSQSEFPAPRSQORVASG
MLNVPSQSEFPAPSSQORVASG
MLNVPSQAFPAPGSQORVSSO
MLNVPSQAFPAPGSQORVASO
MLNVPSQSFPGPSSQQRVASG
MLNVPSQSEFPAPSSQORVVAG
MLNVPSQSEFPGPSSQORVASG
MLNVPSQSEFPGPRSQORVASG
MLNVPSQSEFPAPSSQORAASG
MLNVPSQSFPGPSSQQRVASG
MLNVPSQSEFPAPSSQQORVASG
MLNVPSQSEFPAPSSQORVASG
MLNVPSQSEFPAPSSQQORVSSE
MLNVPSQSEFPAPSSQORVASG
MLNIPSQSFPASSSQQORVASG
MLNVPSQAFPAPGSQORAASG
MLNVPAQAFPAAGSQQORAAPP

|W37
—k_kkkkk hhkkkkkkkk__*
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWFRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLSK
GRSKVPLKPGRSLMDWIRMTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
GRSKVPLKQGRSLMDWIRLTK
ARTKVPLKKGRSLMDWIRLTK

———————— | ---b5--
*k_k—_—_%k% —k—kk_k—
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGGLIEVT
SGKDFTGL KGGLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIDVT
SGKDLTGL KGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLTGL RGRLIEVT
SGKDLTGL KGRLIEVT
SGKDLSGL RGRLIEVT

human
monkey
monkey Old World
guinea pig

mouse

rat

cow

horse

sheep

pig

dog

minke whale
ferret

squirrel

bat (Molossus)
bat (Pteropus)
brown bat
opossum
platypus




|H89 H112| |W1l14 --—-————- p5-—=====

khkkk Khhkkhkkk_kkkkkkkk *hhkkkkkkkkkkkkkkkkkkkkxx kAhkhkhkhkk_—_khkhkhkhkhkhkhkhkhkhkhkhkhkhkhkhkhkhkk_% * -
EEELKKHNKKDDCWICIRGFVYNVSPYMEYEPGGEDELMRAAGSDGTELFDQVERWVNYESMLKECLVGRMAIKP AVLKDYR. .
FEELKKHNKKDDCWICTIRGFVYNVSPYMEYHPGGEDELMRAAGS DGTELFDQVHRWYNYESMLKECLVGRMATKP AVLKDYR. .
FEEELKKHENKKDDCWICTIRGFVYNVSPYMEYHPGGEDELMRAAGS DGTELFDOVHRWYNYESMLKECLVGRMATKP AVLKDYR. .
EEELKKHNKKDDCWICIRGEFVYNVSPYMEYHPGGEDELMRAAGSDGTDLENQVHRWVNYESMLKECLVGRMAVKP AVPKECD. .
EEELKKHNKKEDCWICIRGEVYNVSPYMEYHPGGEDELMRAARADGTDLENEVHRWVNYESMLKECLVGRMAVKP AVPKDCH. .
EEELKKHNKKDDCWICIRGEVYNVSPYMEYHPGGEDELMRAAGADGTDLENEVHRWVNYESMLKECLVGRMAVKP AVPKDCH. .
FEELKKHENKKDDCWICTIRGFVYNVSPYMEYHPGGEDELMRAAGS DGTDLFDQVHRWYNYESMLKECLVGRMAMKP ALPKDYH. .
FEEELKKHDKKDDCWICIRGFVYNVSPYMEYHPGGEDELMRAAGS DGTDLFDOVHRWYNYESMLKECLVGRMAVKP AAPKDYH. .
EEELKKHNKKDDCWICIRGEFVYNVSPYMEYHPGGEDELMRAAGSDGTDLEDQVHRWVNYESMLKECLVGRMAMKP ALPKDYH. .
EEELKKHNKKDDCWICIRGEFVYNVSPYMEYHPGGEEELMRAAGSDGTDLEDQVHRWVNYESMLKECLVGRMAIKP ALPKDYR. .
EEELKRHNTKDDCWICIRGEVYNVSPYMEYHPGGEDELMRAAGSDGTDLEDQVHRWVNYESMLKECLVGRMAIKP TIPKDYH. .
FEELKKHENKKDDCWICTIRGFVYNVSPYMEYHPGGEEELMRGAGS DGTDLFDQVHRWYNYESMLKECLVGRMAVKP AFPKDYH. .
FEEELKKHENKKDDCWICTIRGFVYNVSPYMEYHPGGEDELMRAAGS DGTDLFDOVHRWYNYESMLKECLVGRMATKP AVSKDYH. .
EEELKKHNKKEDCWICIRGEFVYNVSSYMEFHPGGEDELMRAAGSDGTDLEDQVHRWVNYESMLKECLVGRMAVKP AVLKDYR. .
EEELKKHNKKDDCWICIRGCVYNVSPYMEYHPGGEDELMRAAGSDGTDLEDQVHRWVNYESMLKECLIGRMAVKP TVPKDYH. .
EEELKKHNKKDDCWICIRGEVYNVSPYMEYHPGGEDELMRAAGSDGTDLEDQVHRWVNYESMLKECLVGRMAVKS AVPKDYH. .
FEELKKHENKKDDCWICTIRGFVYNVSPYMEYHPGGEDELMKAAGS DGTDLFDQVHRWYNYESMLKECLVGRMAVKP AVPKDYH. .
FEELTRENKKDDCWVCIRGLVYNVSPYMEYHPGGEDELMRAAGS DGTDLFDQVHRWVNYESMLKECLVGRMAVK PVAVAKDLKNH .
EEELAKHNKKDDCWVCIRGLVYNVSPYMEYHPGGEDELMRAAGTDGTDLEDQVHRWVNYESMLKECLTIGRMAAKPVAAAKENL. .

EEELKKHNTRNDCWTCIRGMVYNVSAYMDFHPGGEEELMRAAGIDSTDLEDQVHRWVNYESMLKECLVGRMAVKPNPALQAQTEK. .
EDELKKHNTKKDCWTCIRGMVYNLSAYMDFHPGGEEELMRAAGIDSTDLEFDEVHRWVNYESMLKECLVGRMAVKPSPALQAHTEK. .
EDELKKHNTRNDCWTCIRGMVYNVSAYMDFHPGGEAELMRAAGIDGTDLEDQVHRWVNYESMLKECLVGRMAVKLASAPQAQTEK. .

EAELARHNLRDDCWTCIRGLVYNVTAYMEYHPGGEEELMKAAGVDGTELFEQVHRWVNFESMLKECLVGRMAISLPIP. .
PEELAKHKEKTDCWICIRGMVYNVTPYLEYHPGGEDELMRGAGADATELEFDQIHSWVNYDSILKECLVGRMTSKPEFPVAKASYV. .
EEELOKHNTRHDCWTCIRGMVYNVSPYMDFHPGGEEELMKAAGIDGTDLEDQVHRWVNYESMLKECLVGRMAVKASTALKAQS. .
QEELOKHNTRDDCWTCIRDMVYNVTPYMDYHPGGEEELMKAAGRDGTDLEFDQVHRWVNYESMLKECLVGRMATKATTA. .
QEELQKHNTRDDCWTCIRGMVYNVTPYMDYHPGGEDELMKAAGVDGTELFDQVHRWVNYESMLKECLVGRMATATIKA. .
QEELRKHNNRDDCWTCIRGLVYNVTPYMDYHPGGEDELMKAAGIDGTDLEDQVHRWVNYESMLKECLVGRMATTTKA. .
QEELRKHNNRDDCWTCIRGLVYNVTPYIDYHPGGEDELMKAAGIDGTDLEDQVHRWVNYESMLKECLVGRMATTTKA. .
QEELORHNTRNDCWTCIRGMVYNVTPYMDYHPGGEEELMKAAGIDGTDLEFDQVHRWVNYESMLKECLVGRMATAVIKA. .
QEELQKHNSRDDCWTCIRGMVYNVTPYMDYHPGGEEELMKAAGIDGTDLEFDQVHRWVNYESMLKECLVGRMATKATT. .
QEELQKHNTRDNCWICIRGLVYNVTPYMDYHPGGEEELMKAAGIDGTDLEDQVHRWVNYESMLKECLVGRMATKATAA. .
HEELQKHNTRNDCWTCIRGMVYNVTPYMDYHPGGEDELMKAAGIDGTDLEDQVHRWVNYESMLKECLVGRMATKPNT . .
PEELEKHNRRDDCWTCIRGMVYNVTPYIDYHPGGEDELMKAAGIDGTDLEDQVHRWVNYESMLKECLVGRMALKTPAAVKGVT. .
PEELKKHNSRDDCWTCIRGMVYNVTPYMDYHPGGGDELMKAAGLDGTDLEDQVHRWVNYESMLKECLVGRMALKTTA. .

PEELAKHDKEGDVWTAIRGKVYNVTAYAEYHPGGAEELMRAAGKDGTDLENEVHRWVNYESMLESCLVGRLRTTLNVAPNSGATK. .

NDELARHNTETDAWTCIRGKVYNITPYMKFHPGGIDELMRSVGCDGTDLFDEIHRWVNVESMLAKCLVG. .
MEELAKHNTRDDAWMAIRGYVENVTRYMEYHPGGESELMRGVGKDATSLFEEVHRWVNFESMLKACEIG. .

LEELANHNTVKDCWTAIRGKVYNITPYLEFHPGGIEELMKSAGIDATTIFDQVHRWVNIESMLAKCYLGPLKVNIEKYLTIEDFES. .
FEELDKHTSEEDCWIAIRG VYNLTPYLEYHPGGIPEIMKGAGKDGTOLEDEVHKWVNAESMMEKCEIGPLVGVPOMGPPRTGSR. .
WDELSKHNTEHDCWMSVRGKVYNITPYLEYHPGGIPEIMKGAGKDGTALFDEIHKWVNAESMLEKCEFIGPLDTSTMMPPPRPGSN. .

EEELAKHNKIDDGWLATIRGQVYNVTPYMEYHPGGAEELMKGLGIDATDLENEVHRWVNVESMLEKCHIGPLOKGDPLAFFK. .
EEELAKHNKIDDGWLATIRGKVYNVTPYMEYHPGGAEELERGLGKDATDLENEVHRWVNVESMLEKCHIGSLOKADPMAVFK. .

HEELMKHNQRDDCWVHIFGQVYDVTSYLEFHPGGIPELMRAAGTDATDLENQFHAWVNYENMLKSCLVGRFTGDLSKLPQPGP. .
HEELMKHNKONDCWIHIFGOQVYDVTSYLEFHPGGIPELMRAAGTDGTDLENQIHAWVNYENMLKSCLVGRFTGDLSKLPKPGP. .
.YDSMLKSCLVGRFTGDLSKLPQPGP. .
HVELMKHNTKDDCWVHLEGIVYDVTKYLDFHPGGIPELLRGAGRDATPLENQYHAWVNYESMLKACVVGPFIGDLTKLPSPLP. .
TEMLKDHSTPDDLWILLDGKVYNITHYLRFHPGGSEALINAIGKDG KPAVQCHIWVNCHSILERCLVGYFVDQPSSNEGKPN. .
AKDLREHSTADNLWILLDGRVYNVTHYLPFHPGGRDALLIFIGQODG APAYQYHPWVNCHSVLERCLVG. .
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Figure S2 (cont’d)
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Sequence alignment of N-terminal region of human Ncb5or against RLF in plants.

Figure S3



MLNVPSQSEFPAPRSQQ
. SVLSRENTQSNLSSQPKS
. SVIGGENAQSNLSSQPKP

. PKSSRESVQLNVPPEPKP
.PSSSGESVQPNVSGQPKP
. PTSSGESVQSNVSAQPKP
.PTSSGESVQSNV AQPKP
.PTSSGESVQSNVLAQPKP
.ETSKG AESNIQSQPKP
.QTSGG AESNVSSQAKP
.QTSGG AESNVSSQTKS
.QTSSE EESNVPSQGES
.QTSSG AESNVPSQGEP
.QTSGG AESNVSSQAKP
.QTSGG AESNVPSQAKR
.HTGSG AESNVPLQAKR
.AKDS PQKLSEQKS
.APGKANNLSSKLPEEKN
. ITSKDNNLSSKLPEEKN
.PSKAKELLSKLPEEKN

. STEMQETTAKGSTFKQPV
. LMEKTGHAQEGVQEKKP
. IGSRAVGNLKIKEPV
.RDFGDSFLDAQDEKT
.KPDGEADDLAQKQKA
.DLVTGSQEQKPV

. VGKSGLSVNEPTQKKP
.ASGDAGTSV NIEQKI
.ASKEVGTSVKKSQETKI
.AV DVGSSVDTSQRPKI
.QKQAGKPLKDPAEQKP

. PKQAGNSVKDPADQKP
.QEGAGSSSKASVELKA

. SGNIKTPVKASQGPIN
.SLDVGTSVTNSKGQKP

. STNVGASAGVPQEQKT

. TSVKV

.VIGDSG
.GGSNVGSSKETKS
.AHEGATSSAKAPSEQKS
.GQGVAGSSNKASPETKT
. TNEVPGGSTIKASQAQKT
.GDVGAPAKNAEKPKI
.ASGDADASGKKAEKPKI
. SVDAGAPAMKSEKARS
.ASKDGVFSVQTSQKQIK
.ASKDGVFSVQTSQKQIK
.SRDGGSSVTVSKEQIK
.SRDGGFSVTVSKEQIK
.SRVSGSSVTVSKEQIK

. SANAAGLVTNSGKQKS
.NEYSQFPKKVPSGDGG
.NRKSELPKQPSSGGAG
.KKKSEVPKQLKSGDAG
.ASGGTGDSVNKIQERT
.ASGDAGGSVNEFQEQT
.ATKDAGSSVKVPQKS
.ASLDVGTSVTNSQGQKS
.ASGNAGTSAKNFDEKKV
.ASKDSGKSVNSSQQQKA
. VSVDAGSSVKISQEQKG
.AKNSSQKSSEQKN
.PSDSONSIQKSPGQKN

. PSGANNLPMELPEQKN

. PSGVNNLPVKSPGQRN

. PTQANNSSLKSPAQKN
.PTOQANISSLKSPAQKN

. PSEANNLPLKLPEQRN
.PGDARTSATNPQELKA

-- N-terminal --------------—--—-—-- |======== b5--------

* kk%k * *k —_—k__kk__ *k kk_% [p——

RVASGGRSKVPLKQGRSLMDWIRLTKSGKDLTGLKGRL IEVTEEELKKHNK.
SKKPAARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQLNRRLISLEEVKQHKT .
SKKPSVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISLEEVKQHKT .
.TDSSSSKKQSNESSETFKTPARKPITRTKVPFEKGY SQMDWLKLTRTHPDLAGLKGESNKRLIPMDEVKKHRT .
TKKPAARAKVPFEKGFSPMDWLKLTRTHPDLAGLKGQTNRRLISLEEVKQHKT .
SKKSAVRAKVPFEKGFSPMDWLKLTRTHPDLAGLKGQSNRRLISLEEVKQHKT .
LKKSAVRAKVPFEKGEFSPMDWLKLTRTHPDLAGLRGQSNRRLISLEEVKQHKT .
VKKSAVRAKVPFEKGFSPMDWLKLTRTHPDLAGLKGQSNRRLISLEEVKQHKT .
LKKSAVRAKVPFEKGFSPMDWLKLTRTHPDLAGLKGQSNRRLISLEEVKQHKT .
SLKKPAARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLITLEEVKQHKT .
SAKKPAVRKKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISLEEVKQHKT .
SSKKPAVRKKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISLEEVKQHKT .
SSKKPVARAKVPFEKGYSQMNWLKLTRTHPDLAGLKGHSNRRLISLEEVKQHKT .
SSKKPVVRAKVPFEKGYSQOMDWLKLTRTHPDLAGLKGHSNRRLISLEEVKQHKT .
SSKKPAVRKKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNRRLISLEEVKQHKT .
SSKKPAARAKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNRKLISLEEVKQHKA .
SSKKPAARAKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNRRLISLEEVKQHKA.
SVKKPTVRAKVPFEKGYSQOMDWLKLTRTHPDLAGLKGQSNRRLISMDEVRKHKT .
SAKKPTVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMDEVRKHKT .
SAKKPTVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMDEVRKHKT .
STKKPTVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISIDEVRKHKT .
STAKPVRRAKVPFEKGYSQMDWLKLTQTHPDLAGLKGSSNRRLISMDEVKQHKS .
TVKKPAARAKVPFEKGYSQMDWLKLTRTDPDLAGLRGRSNRRLISLDEVKQHKT .
VIAKPKLRAKVPFEIGYSPMDWMKLNRTHPDLAGLKGQTNRRPISLAEVKQHKS .
VTKKPIARQKVPFEKGFSQMDWLKVTRTHSDLAGLRGQSNRRFISLDEVKQHKT .
KVKNPVGRTKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNQRLISMDEVKQHKT .
IKKSTVKRSKVPFEKGYSQMDWLKLTRTHPDLAGLEGQSNRRLISMDEVRQHKT .
LAKKPAARAKVPFEKGYSQMDWLKLTRTDPDLAGLKGRPNRQLISMDEVKQHKTT .
SARKTVPRAKVPFEKGY SQMDWMKLTRTHPDLAGLKGQSNKRLISMKEVKQHQT .
SARKPAARAKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNKRLISINEVKQHQS .
VAKKPASRAKVPFQIGYSHMDWLKLTRTHPDLAGLKGQSNKRLISLAEVKQHQT .
VAKKPAARAKVPFEKGYSPMDWVKLTRTHPDLAGLNGQSNRRLIPLSEVKQHQS .
VAKKPAARAKVPFEKGYSPMDWLKLTRTHPDLAGLNGQSNRRLISMSEVKQHQT .
PSRKPATRTKVPFEKGYSOMDWLKLTRTHPDLAGLKGQSNKRLISLNEVKQHQS .
SARKPAPRAKVPFEKGYSQOMDWLKLTTTHPDLAGLKGHSNRRLISINEVKQHQS .
SARKPAARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMNEVKQHQS .
VNRKPVARAKVPFEKGFSQVDWLRLTNTHPDLAGLKGKSNKRLISMEEVKQHQT .
ASRKPASRAKVPFEKGYSQVDWLRLTQTHPDLAGLKGQSNKRLITMDEVKQHQS .
KLKKPVARAKVPFEKGYSQMDWLRLTQTHPDLAGLKGQSNRRLISMNEVKQHRQ .
AVKKPATRAKVPFQIGYSHMDWLKVTRTHPDLAGLKGQSNKRLIPLSEVKLHNT .
PVRKSTPRVKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISLNEVKQHQS .
PARKSAPRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISLNEVKQONQS .
PSKKPVQRAKVPFEKGHSQMDWLKLTRMHPDLAGLKGQSNKRLVSLNEVKQNQS .
STRKPAPRTKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNRRLISMSEVKQNQA .
STRKPAPRTKVPFEKGYSQMDWLRLTQTHPDLAGLKGQSNRRLISMSEVKQNQT .
STRKSAPRTKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNRRLVSMSEVKQNQK.
PARKPVVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMVEVKEHQN .
SARKPVVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMVEVKEHQN .
PARKSAARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISINEVKQHQON .
PARKSAARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISINEVKQHQN .
PGRKPAARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRKLISINEVKQHQON.
AGRKAAPRAKVPFEKGYSQMDWMKLTRTHPDLAGLKGQSNRRLISMEEVKQHQL.
KSVKPAPRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMNEVKQHOK .
KSVKPVTRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISINEVKQHOK.
KSVKPATRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISLNEVKQHOQK .
VARKPAPRAKVPFEKGYSQMDWLKLTRTHPDLADLKGQSNKRLISMNEVKQHOQOK.
VAKKPAPRAKVPFEKGYSQMDWLKLTRTHPDLAGLNGQSNKRLISMNEVRQHRE .
ATRKPVARAKVPFEKGYSQMDWLKLTQTHPDLAGLNGQSNKRLISMNEVKQHRM.
SARKPAARTKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNKRLISMNEVKQHQN .
SARKPVARSKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISMDEVKQHQT .
PARKPAPRAKVPFEKGYSQMDWLKLSRTHPDLAGLKGQSNKRLISLNEVKQHQT .
PARKPKPRAKVPFEKGHSQMDWLKLTQTHPDLAGLEGQSNKRLISLSEVKQHQT .
SVKKPTVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISMAEVKKHQT .
SSTKPKARAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISIHEVKKHQT .
PNKKPPVRAKVPFEKGYSQMDWLKLTRSHPDLAGLKGQSNRRLISLDEVRKHQA .
SAKKPTVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNKRLISVDEVRKHQT .
SVKKPTVRAKVPFEKGYSOMDWLKLTQTHPDLAGLKGQSNKRLISMDEVRKHQT .
SVKKPTVRAKVPFEKGYSQMDWLKLTQTHPDLAGLKGQSNKRLISMDEVRKHQT .
SAKKPTVRAKVPFEKGYSQMDWLKLTRTHPDLAGLKGQSNRRLISMDEVRKHQT .
GGKKPAARAKVPFEKGYSQMDWLKLTRMHPDLAGLKGQSNRRLISMNEVKEHRM.

NP_057314,Human (Ncb5or)

NP 001059238.1,0ryza (RLF)

XP _006657577,0ryza b.
NP_196530.1,Arabidopsis

XP 003580032, Brachypodium
BAJ85812, Hordeum
VAI62358,Triticum

VAI50862, Triticum
XP_020148719,Aegilops
TVU02026,Eragrostis
RLN35912, Panicum

PUZ69075, Panicum h.
XP_025793114,Panicum h.

XP 004981424/TKV90817,Setaria
XP 004955848 TKW31251,Setaria
0QU88741, Sorghum
XP_008667419, Zea

XP 013442808,Medicago

XP 027924497,Vigna

XP_ 014490185 017438620,Vigna
XP 007151014, Phaseolus
ADE77709, Picea

XP 020265306,Asparagus

KMZ 64569, Zostera

RWR77736, Cinnamomum

XP 009418486 5,Musa

XP 008791871, Phoenix

XP 020102204/0AY74390,Ananas
GAV59466,Cephalotus

XP 012065594, Jatropha

XP 024983163,Cynara

XP 021739293, Chenopodium

XP_ 021838595, Spinacia
TEY81349,Salvia

XP 031127095, Ipomoea

XP 021638891, Hevea
XP_010257153,Nelumbo

XP _006439075/KD083474,Citrus
XP_024022048,Morus

XP 021996810,Helianthus

XP 011091663, Sesamum

XP 011087944, Sesamum

XP 022869457/0lea

XP_ 022770099, Durio

XP 021277165,Herrania
KJB49187,Gossypium

XP 016538486/PHT94674,Capsium
PHT60531, Capsium

XP 009776784,Nicotiana
XP_019238920,Nicotiana

XP 09630912 016508308,Nicotiana
XP 030547385,Rhodamnia
XP_024169624,Rosa

VVA25167, Prunus

KAB2627536, Pyrus

XP 023910016 030965286, Quercus
XP_ 018817051 8,Juglans
XP_010659437,Vitis
XP_021619057,Manihot
TKR58968, Populus
P3SS09978,Actinidia
KAA8520222,Nyssa
XP_004513673,Cicer
XP_019464874,Lupinus

XP 027355423, Abrus

XP 020234706,Cajanus
XP_028248018 03534395,Glycine
XP 3539832 006591987,Glycine
TKY67970, Spatholobus
PKI62938, Punica



Sequence alignment of N-terminal region of human Ncb5or against IRC21 in fungi.

Figure S4



MLNVPSQSFPAPRSQQRVA
. . KPNVRFAAP
. . SNRGLEFPAVNSAQRAA
. . SNRGLFPAINSAQRAANATTT

. SNRGLEFPLLNSAQRA

. .MFPSPNSSQRVN

. .SANSLEFPPPNSAQRVS
.. .KPPTFPSPFSAQRAAPPITA

. .TLGTLFPSAQSAQRVQ

. TLGTLEFPSAQSAQRVQ

... IFPAPNSAQRTS
. .APGRFPATSSLRVPPPGTGTVGVGG
. .SSLRAPPSCTPAGSKLSSSTLSPLG
. .SSLRAPPSRTPAGSKLSSSTLSPLG
. . STLRVPPGMRPGTTNSNSNSLSPNS
.ASLRVPPG

. SRPASNNTLAPIS
. .ASLRVPP SRAASNNSLAPTQ
.ASLRVPP SSRPTSNSLAPVK
...LSSSTLAPTK
. .SSLCVPV SRGLTSSTLGPAQ
. .ASLRVPL SRGLTSSTLAPVQ
. .STLRAPR PRGLTSSTLAPVH
. .STLRGPL PRGLTSSTLAPIQ
. .STLRGPL LRGLTSSTLAPIQ
. .STLRGPL PRGLTSSTLAPIQ
. .ASLRVPPG SRAASNNSLAPTQ
. .ASLRVPPG SR LTTSTL PVLP
. .QRGLGPPS SGSRLSNSTLAPTQ
. .ATLRNP VTALTTSTLAPSQ
. .SALRAPPA TTNGLTTSTLAPSQ
.LPNRGPPS SSSGGGGSSLEPPP

. . IPNRSPLPNRTPTSSLTAPSLAPPP
.. .LSPAPSRLSPAPARGPGCSTLAPPP
.. .PLPNRGPPT

SNGSLGLPPS
.. .PVPNRGPPS SSLGGGLAPPPT
...IPSRGPP GASSLAPPPT

SGGRSKVPLKQGRSLMDWIRL TKSGKDLTGL.
QRLSVAHPAISSPLHMPMSKSSRKPLVRTKIRLDPGHSALDWHSL TSNPANYYTKE.
GSAVNQRKKVVLQPGHSPLDWAHLNRTQPRHKLRGV .
SSAAANQRKKVILQOPGHSPLDWAQLNRTQPRHKLRGV .
SSASETRKKVHLKPGHSPLDWARINRTEPQYKLRGV.
SSNSSLKIPQRSSGSRRKVVLEPGFSPLDWASLTSKTPKHQLRGV.
GNSSGGGTQRQKVALKPGHSPLDWAHLNSTTPFHILRGV.
SSSSTPQAEARARQKVVLQOPGHSPLDWANLNRNAPKHKLRGV .
SLPDGTKKARRKVELAPGHSPLDWAHLNSTASRGQOMRGV .
SLPDGTKKARRKVELAPGHSPLDWAHLNLTALRGQOMRGV .
RLGIPGNSRERQKVVLSPGHSPLDWANLNSKTPKHVLRGV.

— kX % Kk %%k _

LTQPSGASKAREKVVLQPGYSPLDWAKL

LPGKPQRSSRQ
LAGKPQKSSRQ
VTLKPVKASQR
LTLKPSKAAKK
VTLKPSTTARK
LIAQPSNSSKR
VTAKPSSSSKR
IHGKTQ PSRQ
IHGKTQ PSRQ
VQGKLQ PSRQ
VQGKPQ PSRQ
VQGKPQ PSRQ
VQGKPQ PSRQ
VTLKPSTTAKK
LPGKPQRSSRP
VSLKKSS SRK
RPSRK

RASRK
THSTKPAKPSRA
THNSIPTKPRKK
THSTKPSKPSKA
AGPTQKARGGK
HSAKPNKPSRK
HTNGPAPSRSRL

.. .MKPPHSTVKKPNFGIQPGGEDKLGEKEKSEVSTKKKRAK
.. .MKPPHSTVKKPNFGIQPGGEDKVGEKEKSEVSKKKKRAK
.. .PSSALAPPPQQOSSSSLALPPSTT KPPPKPSKKREK

.. .SSRRPGISSTPGSLAVPLTTS RIPPKPS GRGK

.. .NSLRVPPMRGPPNSSSRKPLLETSLSAPGAGPRRQK
MGYLGRKLAVSNRLRSQREP

VMLEPGHSPLDWAAL
VTLEPGHSPLDWAAL
AVLEPGFSPLDWAAL
AVLEPGFSPLDWAAL
AILEPGYSPLDWAAL
AVLEPGYSPLDWAAL
AVLEPGYSPLDWAAL
VKLEPGHSPLDWAAT
VKLEPGHSPLDWAAT
VVLEPGHSPLDWAAL
VALEPGRSPLDWAAL
VALEPGRSPLDWAAL
VALEPGRSPLDWAAL
ATILEPGYSPLDWAAL
VILEPGHSPLDWAAL
VILEPGFSPLDWAAL
VILGPGHSPLDWATL
VILGPGHSPLDWAAL
VVLTPGHSPLDWARL
VLLTPNHSPLDWARL
VVLTPGHSPLDWARL
VLLSPGHSPLDWAHL
VLLTPGHSPLDWARTI
VALAPGHSPLDWARI
VALTPGHSPLDWARL
VALTPGHSPLDWARL
VALAPGHSPLDWANL
VALAPGHGPLDWANL
IGLKPGHSAMDWAQL
VALAAGHSPLDWARL

—% =

RNSGKNLRGV.
TADPRNNLRGK.
TSDPRNNLRGK.
TSNPNHKLRGA.
TANPNNNLRGA.
TAKPKNNLRGA.
TSNPKNNLRGA.
TSNPNNKLRGA.
SSNPNHKLRGE .
SSNPNHKLRGE .
TSNPNHKLRGD.
TSQPNHKLRGE .
TSQPNHKLRGE.
TSQPNHKLRGE .
TAKPNNNLRGA.
TSNPRNNLRGA.
AANPKNNLRGK.
TKDPRNNLRGA.
TKDPRNNLRGA.
SGHPTADLRGL.
TTSPNSNLRGL.
SGNPSADLRGL.

QKSGKNLSGV.

SGPNADLRGV.

SGPNADLRNL.

TSSGONLRGV .

TSSGONLRGV.

KNSGADLRGV.

KKSGQDLRGV.
KONKGNALKGN.

VASKQNLSGV.

Human, Ncb5or

NP 013789, yeast (IRC21)
XP_002416862,Candida
EEQ42953, Candida

XP 002550312, Candida

XP 002616018,Clavispora
CAG86857, Debaryomyces

XP 001526828, Lodderomyces
EDK41487,Pichia

XP 001482565, Pichia

XP 001384271, scheffersomyces
XP 501731, Yarrowia

XP 001240913,Coccidioides
XP_002542840,Uncinocarpus
XP 661402,Aspergillus

XP 001272797,Aspergillus
XP 749520,Aspergillus

XP 002373662,Aspergillus
XP 001389090,Aspergillus
EEH41743, Paracoccidioides
EEH18593, Paracoccidioides
EEQ92276,Ajellomyces

XP 001536862,Ajellomyces
EER40089,Ajellomyces
EEH04658,Ajellomyces

XP 001260021,Neosartorya
EEQ29684,Microsporum

XP 002562331,Penicillium
XP 002149052, Penicillium
XP 002485125, Talaromyces
XP 959814, Neurospora

XP 001596435,Sclerotinia
XP 001905357, Podospora

XP 001937768, Pyrenophora
XP 389554, Gibberella

XP 364392,Magnaporthe

XP 568744,Cryptococcus

XP 771928,Cryptococcus

XP 001838747,Coprinopsis
XP 002474966, Postia

XP 002493579, Pichia

XP 002173985, schizosac



Sequence alignment of N-terminal region and cytochrome b5 domain of human
Ncb5Sor against cytochrome b5s in parasites and protists.

Figure S5



Babesia/GFE55910.1 MDASSHGNRR-ERAP

Plasmodium/XP_002808938.1 MKENDKNKLNVESAQ-——-—-————— NEKSEKSSRT-ERRT
Hepatocystis/VWU48363.1 MEPDKNKLKPVTPQ-—---———-— RDD-DLINKS-NRKP
Dictyostelium/XP 643535.1 MMMTDKEQLNNNVQFQQLSTEMKEAIKSIMVSPTEQE-—-—-————— IEDKKNGKRK-RKVP
Trypanosoma/XP_845676.1 MSLPDGGNPESPNELSTDSEKEAFSQNPSTAGRSADDEP
Human Ncb5or/NP 057314.2 MLNVPSQSFPAPR-—————————— SQORVASGGR-SKVP
Giardia/XP_001708782.1 MSEHHGRPSG--VAFLMQHRRIKGVP---AHVAANTNYTANQVYEH
Giardia/XP_001704041.1 MASHGRVHRATQEFLDLYSSAKIPT---KQELAANPITPEEVLRH
Giardia/XP_001708389.1 MKGGTIAQRRDAMMRAHILSKVRQRT---DAEINSTFYTPEEIASH
Trichomoniasis/XP 001310855.1 MDVYERRREMOKQWRENA--KQCEWIGDITIEEVMKH
Babesia/GFE55910.1 o mmmme— SNNPVLGSAQFRFAQLMDSNKDSV----VQRATGPIDITEVAKH
Plasmodium/XP_002808938.1 = ———----————————- PNEP----NQLGYINASEDFKNSI-—---- IKSDKPITKEEVAKH
Hepatocystis/VWU48363.1 = —————mmm—mmm LNSA----NQMVYVNLSESLKKNT----- SDKKKIFTREEVKKH
Dictyostelium/XP 643535.1 = ——------oo——oooo——o LPHGHSQLDWMKK-QSAAQPCEF--DTSGNGGKITIQELKKH
Trypanosoma/XP 845676.1 FRMEVTRETLDVMLRAKSSCRAGEFSMVDWGGILQSIWRKMKRETNEKKLPYLSISEIRRH
Human Ncb5or/NP_057314.2 ————————mmmmmm o LKQGRSLMDWIRLTKSGKDLT--~-GLKGRLIEVTEEELKKH
________ .. *
Giardia/XP_OOl708782.1 RSEDDCWVTYRGRVYDITQYLDWHPAGKDILRPFFGYDITEACNVAHSWVGIHKMIEPLH
Giardia/xP_001704041.1 RDVNDCWVSHKGIVYNLTPYLRYHPAGIAPIEDYYGYDITAVTAAVHGEFVQVEQIIAPLA
Giardia/XP_OOl708389.1 ASMDDAWMSYRGKVYDITHYVRYHPGGLQCMQEYMGKDMTHAADSVHKWVNVATMLRPLA
Trichomoniasis/XP _001310855.1 RTPKDCWVIIDGIVYNWTQYVYNHPGGSSHFLGK-NPDITVPFHNFHRGMDI-SEFVEKLK
Babesia/GFE55910.1 TSENDCWTIYKGKVYDITRYLDMHPGGROQHLLDYAGMDITEEFSDIHPWVNAEFLLKSLY
Plasmodium/XP_002808938.1 NKKDDAWVIYENKVYEVTHYLKYHPGGKRILLGKSGKDITKYVKKMHPWVNIEEILKHSE
Hepatocystis/VWU48363.1 NTYEDAWVIYENKVYNITHYFKYHPGGEDVLLEYAGQDITMKVAEQHSYVNVKLILENSY
Dictyostelium/XP 643535.1 NNENDAWTVYKGRVYNITDYFQFHPGGKIELLRAAGNDCTOQMFEFTHSWVNFEAMMLKY L
Trypanosoma/XP_845676.1 NTPDDLWIVIGSVVYDCTKFQHFHPGGERMLOQLCGGRDATELEFNYYHRWVSCESMLQPFA
Human Ncb5or/NP 057314.2 NKKDDCWICIRGEVYNVSPYMEYHPGGEDELMRAAGSDGTELEFDQVHRWVNYESMLKECL
Lk % Lo kk. o LA : . * . H
Giardia/XP_001708782.1 IGMLOGPPRLLQGYDYDALRTRDLRRGSPA*
Giardia/XP_001704041.1 VGVLNGDPCVPPEKKLKVE-TGVLRRRY *
Giardia/XP_001708389.1 IGTVKTHVDNSNAFSCLPTIAEVAEEENNKDAS*
Trichomoniasis/XP 001310855.1 IGRLVSSKYLYS*
Babesia/GFE55910.1 VGELKSEDVATDLPPTKGTAPDN*
Plasmodium/XP_ 002808938.1 IGYVEV*
Hepatocystis/ViWU48363.1 LGDVED*
Dictyostelium/XP 643535.1 VGYLSIEDN*
Trypanosoma/XP 845676.1 VGLVKPEDEERGEREKEKEKGPG*

Human Ncb5or/NP 057314.2 VGRMAIKPAVLKDYR. .
. % .

14
29
27
51
39
27

41
42
43
35
54
64
62
89
99
65

101
102
103
93

114
124
122
149
159
125

131
129
136
105
137
130
128
158
182
140





