Electronic Supplementary Material (ESI) for RSC Medicinal Chemistry.
This journal is © The Royal Society of Chemistry 2022

AKR1C2

AKR1C3

AKRIC2

AKRI1C3

AKR1C2

AKR1C3

AKRI1C2

AKRI1C3

AKRI1C2

AKRIC3

AKRI1C2

AKRI1C3

61

61

121

121

181

181

241

241

301

301

10 20 30 40 50
| | | | I
MDSKYQCVKLNDGHFMPVLGEFGTYAPAEVPKSKALEAVKLAIEAGFHHIDSAHVYNNEEQ
MDSK+QCVKLNDGHFMPVLGEFGTYAP EVP+SKALE KLATIEAGE HIDSAH+YNNEEQ
MDSKHQCVKLNDGHFMPVLGEFGTYAPPEVPRSKALEVTKLAIEAGFRHIDSAHLYNNEEQ
| I | | I |
VGLAIRSKIADGSVEREDIFYTSKLWSNSHRPELVRPALERSLKNLOLDYVDLYLIHFPV
VGLAIRSKIADGSVEREDIFYTSKLWS HRPELVRPALE SLK QLDYVDLYLIH P+
VGLAIRSKIADGSVEREDIFYTSKLWSTFHRPELVRPALENSLKKAQLDYVDLYLIHSPM
| I | | I |
SVKPGEEVIPRKDENGKILFDTVDLCATWEAMEKCKDAGLAKSIGVSNFNHRLLEMILNKP
S+KPGEE+ P DENGE++FD VDLC TWEAMEKCKDAGLAKSIGVSNEFN R LEMILNKP
SLEKPGEELSPTDENGEVIFDIVDLCTTWEAMEKCKDAGLAKS IGVSNFNRROLEMILNEFP
| I | | I |
GLKYKPVCNQVECHPYFNQRKLLDFCKSKDIVLVAYSALGSHREEPWVDPNSPVLLEDPV
GLEYKPVCNQVECHPYEFN+ KLLDFCKSKDIVLVAYSALGS R++ WVDPNSPVLLEDPV
GLEYKEPVCNQVECHPYFNRSELLDFCKSKDIVLVAYSALGSQRDERWVDPNSPVLLEDPV
| I | | I |
LCALAKKHKRTPALIALRYQLORGVVVLAKSYNEQRIRONVOVFEFQLTSEEMKATDGLN
LCALAKKHERTPALIALRYQLORGVVVLAKSYNEQRIRONVOVFEFQLT+E+MKAIDGL+
LCALAKKHERTPALIALRYQLORGVVVLAKSYNEQRIRONVOQVFEFQLTAEDMKATIDGLD
| I
RNVRYLTLDIFAGPPNYPFSDEY 323
RN+ Y D FA PNYP+SDEY
RNLHYFNSDSFASHPNYPYSDEY 323
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Supplemental. Sequence alignment of human AKR1C2 and AKR1C3 using the ‘align two or more sequences’ feature of
protein BLAST (https://blast.ncbi.nlm.nih.gov ). AKR1C3 shares 91% sequence similarity and 87% identity with AKR1C2.
Identical residues are shown in the consensus sequence between the two compared sequences. Similar residues are
marked with a ‘+’. Residues in contact with compound 2 in the structure of AKR1C3:-NADP+-2 are shown in bold and
highlighted in yellow. Of these 11 residues, 3 residues that are different in AKR1C2 are shown in red and highlighted in

yellow.
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