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C.armatus SETH~~~~~~v~v~v~vvv v v v v v v v e :

Human RESK~ A~~~ ~v~v v v v v v v N N N N : 503
KAJ3609750 IHFKICQTISCSAPVSRRPRPSSPAAATGTTVMEDEERQKKLEAGKAK : 536
XP 030203989 : SEAR~~~~~v v~ v v e e e e : 497
XP 056438121 : SIHAH~ ~ v v e e : 497
KAK0136477 : SIET P v v v v s v v e e : 496
NP 001001730 : TRENTQPQQ~ ~ v v v v v s v v v e e e : 499
XP 029591193 : RIFIQH~ ~ v v v v v v e e e e : 502
XP 036948155 : KIS T Qv v v v v v v v v e e : 500
XP 010739985 : KIST Qv e v v v e v v v s e e : 497
KAF3707363 i KISHKQ~ v v v v v v v v e e e : 497
QQL94751 1 : RIFK P~~~ v v v v v v v e e : 499
XP 039976906 : REKQ~~~~~~v~vvvmvmvvvvv v v v v v v v : 499
XP 034066366 : REAQ~~~~~~~v~v~vmv v v v v v v v v : 499
XP 033950401 : RITAQ ~ ~ v v v v s v v v s e e e : 499
XP 037650187 : RIFKQ~ ~ v mvv v v v e e : 499
XP 031722207 : QRIFKQ ~ v v v v s v v v e : 498

Figure S1. Multiple sequence alignment of CYP51 proteins from fish and human.

KAJ3609750: Muraenolepis orangiensis (135 - 860 m); XP_030203989: Gadus morhua (up to 500-600m);
XP_056438121: Gadus chalcogrammus (30-1300m); KAKO0136477: Merluccius polli (50-910m);
NP_001001730: Danio rerio; XP_029591193: Salmo trutta; XP_036948155: Acanthopagrus latus;
XP_010739985: Larimichthys crocea; KAF3707363: Channa argus; QQL94751: Lateolabrax maculatus;
XP_039976906: Xiphias gladius;  XP_034066366: Gymnodraco  acuticeps;  XP_033950401:
Pseudochaenichthys georgianus; XP_037650187: Sebastes umbrosus; XP_031722207: Anarrhichthys
ocellatus.
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Figure S2. Spectral changes in C. armatus CYP51 in response to the addition of azoles. A. Absolute
absorbance spectra. Black line - ligand-free, blue line - azole-bound protein sample. P450 concentration ~8
uM. B. Difference absorbance spectra upon titration (type Il spectral response). P450 concentration 0.5
pM, titration step 0.1 pM.
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Figure S3. Helix | and the heme bulge in human CYP51 Alpha-Fold model AF-Q16850-F1 (green).
Superimposed with human CYP51 (8SBI, plum) and C. armatus CYP51 (9BAT, grey).
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Figure S4. Absolute (A) and CO-binding difference (B) absorption spectra of the dissolved C. armatus CYP51
crystals (left panel), compared to the corresponding spectra of the protein sample used for crystallization
(right panel).
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