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Extended Data Fig. 1 | 13C-HSQC NMR spectra showing Cα and Cβ chemical 
shifts of L- and D-peptides. A L-H1155-175 and D-H1155-175; B L-ANAC046 and 
D-ANAC046; C L-DREB2A and D-DREB2A; D L-ANAC013 and D-ANAC013;  

E L-PUMA and D-PUMA. All L-peptides displayed in grey and D-peptides in 
orange. For A and E, a line at 35 ppm in the 13C-dimension originates from the 
presence of Tris in the buffer.



Extended Data Fig. 2 | AlphaFold3 models of ANAC046 and ANAC013 
peptides in complex with RST. Peptide models agreeing with experimental 
data colored according to the pLDDT of ANAC046 (A) and ANAC013 (B). RST is 

shown in grey in a representative conformation to ease the comparison of the 
peptide models. The color scheme is shown at the top and matches the scale 
used by Alphafold3. PyMol version 2.6.0a0 was used to visualise the structures.
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Extended Data Fig. 3 | Comparison of NMR peak intensities from binding L- 
and D-enantiomers to RST. Intensity ratios reported for the interactions of 
RST with D- (orange) and L-version (grey) of ANAC046319-338 (top), DREB2A255-272 
(middle), and ANAC013254-274 (bottom). The saturation was in all cases 99% or 
above.







Extended Data Fig. 6 | Cα-CEST profiles of 13C,15N-labeled L-ANAC046319-338 
peptide with 5% RST. A concentration of 1 mM13C,15N-L-ANAC046319-338 with 
50 µM RST was used in the CEST experiment to ensure 5% saturation based on 
the Kd from ITC. The used pulse sequences modulate HSQCs as a function of i−1 
carbon saturation. Hence the HSQC peak of residue e.g. S321 is modulated as a 
function of K320 carbon saturation. The profiles shown correspond to the Cα of 
the residue given at each plot. The pulse sequence used cannot probe the Cα of 

G325 in the peptide. The dots show the experimental data while the line shows 
the fit. The vertical grey dotted, and solid lines correspond to the chemical 
shift given from the fit of the peptide’s unbound and bound states, respectively. 
Residuals are shown above each plot. The additional smaller dips in the CEST 
profile of D328 could not be recaptured in the 15N-CEST or 13C’-CEST profiles, 
suggesting they originate form noise.
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Extended Data Fig. 7 | ZZ-exchange NMR spectroscopy of L-ANAC013 in 
complex with RCD1-RST at 25 °C. The ZZ-exchange spectrum of L-ANAC013 
(100 µM L-ANAC013 + 50 µM RST, grey) is overlayed with L-ANAC013 in its free 

(650 µM L-ANAC013, yellow) and bound form (650 µM L-ANAC013 + 800 µM 
RST, orange). The dashed lines connect the peaks from the free state to those of 
the bound state via ZZ-exchange cross-peaks. Example highlighted for Glu262.



Extended Data Table 1 | CIDER65 analysis of disordered peptides
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Extended Data Table 2 | Thermodynamics and kinetics for L- and D-peptide interactions

*Fixed at N = 1. 
Fixed: Kd from ITC used as a fixed value in the 2D line-shape analysis. 
Errors are standard errors of the mean from three technical replicates.



Extended Data Table 3 | Effects of stereochemistry on interactions
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