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Supplementary Table S1: Primers for gene amplification and cloning.
	Primer name
	Sequence (5'-3')

	AtCYP18-3_for
	GATCCATATGGCGTTCCCTAAGGTATAC

	AtCYP18-3_rev
	GATCCTCGAGCTAAGAGAGCTGACCACAATC

	AtCYP19-3_for
	GATCCATATGGCGAATCCTAAAGTCTTC

	AtCYP19-3_rev
	GATCCTCGAGTTATGAACTTGGGTTCTTGAGC

	BnCYP18-4_for
	GATCCATATGGCGTTTCCTAAAGTTTTC

	BnCYP18-4_rev
	GATCCTCGAGCTAAGAGAGCTGACCAC

	BnCYP19-1_for
	GATCCATATGGCAAACCCGAAGGTC

	BnCYP19-1_rev
	GATCCTCGAGCTATTCCTTGTTTGAAACTTCTG



Supplementary Table S2: SAXS data collection and processing software.
	Data collection parameters

	Instrument
	EMBL beamline P121

	Wavelength (nm)
	0.124

	Sample to detector distance (m)
	3.1

	s-Range (nm−1)
	0.03–4.8

	Exposure time (s)
	0.05 × 20

	Concentration range (mg ml−1)
	1.8-7.7

	Temperature (K)
	283

	Software employed

	Primary data reduction and processing
	SASFLOW pipeline2

	Basic analysis: Guinier plot, P(r) function
	PRIMUSqt3

	Ab initio modelling
	DAMMIF4

	Further data evaluation
	CRYSOL5



Supplementary Table S3: List of hydrogen bonds and ionic interactions between BnCYP19-1 and its ligands.
	BnCYP19-1 residue/atom
	Ligand name, residue/atom
	Distance (Å)

	Arg 62/NH1
	CsA, Mle10/O
	3.1

	Arg 62/NH2
	CsA, Mle10/O
	3.0

	Gln70/NE2
	CsA, Bmt1/O
	3.0

	Asn109/O
	CsA, Aba2/N
	3.1

	Ser110/OG
	CsA, Aba2/O
	2.9

	Trp128/NE1
	CsA, Mle9/O
	2.9

	Leu53/O
	Mg2+
	2.6
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Supplementary Figure S1: Sequence comparison of single domain plant CYPs with HsCYPA. Single residues experimentally studied and reported to be associated with PPIase activity (HsCYPA Arg55, Phe60, His1266) are marked in grey and with CsA binding (HsCYPA Trp1216) in red. Four cysteine residues are conserved among plant CYPs (yellow) and two of them are reported to form a disulphide bond (CsCYP Cys40 and Cys1687).
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Supplementary Figure S2: PPIase assay normalised raw data of BnCYP18‑5, BnCYP19‑1, AtCYP19‑3 from activity (a, c, e) and inhibition (b, d, f) experiments.
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[bookmark: _GoBack]Supplementary Figure S3: Full size gels showing the redox-dependent migration pattern of (a) BnCYP18‑4, (b) BnCYP18‑5, (c) BnCYP19‑1, and (d) AtCYP19‑3. C = untreated control.
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Supplementary Figure S4: DLS size distribution profiles. All investigated proteins were subjected to DLS prior to SAXS. The size distributions show the monodispersity and purity of all four protein samples.
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Supplementary Figure S5: Active site of BnCYP19-1 occupied by Suc-AAPF as investigated in silico. Amino acids involved in putative hydrogen bonds are labelled. The phenylalanine of the substrate peptide is forming a hydrogen bond via its backbone carbonyl oxygen independent of the phenyl side chain. The extended shape of the binding cleft strongly suggests the capability to recognise and bind longer substrates (dashed line).
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Supplementary Figure S6 (cross-eye stereo): Experimental 2Fo-Fc electron density map at 1.98 Å resolution showing a part of BnCYP19-1 binding to CsA (carbon atoms in purple). The stick representation of the protein is showing carbon atoms in green, nitrogen in blue and oxygen in red. The quality of these data ensured the correct assignment and positioning of the ligand with high confidence for further interpretation.
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