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1. D-Sulfono-γ-AApeptides 

1.1 HPLC Trace 

 
 

 
1 

HRMS (ESI) ([M+H]+) Calcd. for C77H127ClN17O24S7: 1932.6973, found: 967.8494 

[M+2H]2+, 989.8296 [M+2Na]2+. 

 

 

 

 

 

2 

HRMS (ESI) ([M+H]+) Calcd. for C79H128ClN18O24S7: 1971.7082, found: 987.3563 

[M+2H]2+, 1008.3370 [M+2Na]2+. 
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3 

HRMS (ESI) ([M+H]+) Calcd. for C80H125ClN17O24S7: 1966.6817, found: 984.8426 

[M+2H]2+, 1006.8241 [M+2Na]2+, 1022.7915 [M+2K]2+. 

 

 

 

 

4 

HRMS (ESI) ([M+H]+) Calcd. for C82H126ClN18O24S7: 2005.6926, found: 1004.3481 

[M+2H]2+, 1026.3316 [M+2Na]2+. 
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5 

HRMS (ESI) ([M+H]+) Calcd. for C61H105N16O22S7: 1637.5634, found: 819.2843 

[M+2H]2+. 

 

 

 

 

6 

HRMS (ESI) ([M+H]+) Calcd. for C44H90N15O22S7: 1404.4430, found: 702.7242 [M+2H]2+, 

724.7053 [M+2Na]2+. 

 

 

 

 

1-FITC 

HRMS (ESI) ([M+H]+) Calcd. for C99H143ClN19O29S8: 2352.7753, found: 1176.8810 

[M+2H]2+. 
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2-FITC 

HRMS (ESI) ([M+H]+) Calcd. for C101H144ClN20O29S8: 2391.7862, found: 1196.3865 

[M+2H]2+. 

 

 

 

 

3-FITC 

HRMS (ESI) ([M+H]+) Calcd. for C102H141ClN19O29S8: 2386.7597, found: 1193.8731 

[M+2H]2+. 
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4-FITC 

HRMS (ESI) ([M+H]+) Calcd. for C104H142ClN20O29S8: 2425.7706, found: 809.2550 

[M+3H]3+. 

 

 

 

5-FITC 

HRMS (ESI) ([M+H]+) Calcd. for C83H121N18O27S8: 2057.6414, found: 1029.3132 

[M+2H]2+. 
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6-FITC 

HRMS (ESI) ([M+H]+) Calcd. for C66H106N17O27S8: 1824.5210, found: 912.7547 

[M+2H]2+, 934.7352 [M+2Na]2+. 

 

Figure S1. HPLC spectra of D-sulfono-γ-AApeptides 

 

1.2 HPLC Purities and Retention Time of Pure Peptides. 

Table S1. HPLC purities and retention time of D-sulfono-γ-AApeptides.a 

Peptide Name 
Purity trace after HPLC 

purification (%) 
Retention Time (min) 

1 99.56% 24.211 

2 100.00% 22.054 

3 98.86% 24.784 

4 99.10% 23.255 

5 100.00% 21.426 

6 100.00% 14.484 

1-FITC 98.71% 25.021 

2-FITC 96.66% 23.312 

3-FITC 100.00% 25.476 

4-FITC 98.96% 29.723 

5-FITC 99.10% 29.021 

6-FITC 100.00% 18.391 

a The gradient eluting method of 5% to 100% of solvent B (0.1% TFA in acetonitrile) in A 

(0.1% TFA in water) over 50 min was performed.  
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2. Fluorescence Polarization Assay  
 

 

 

 
 
 

Figure S2. The Kd data of regular p53 and D-sulfono-γ-AApeptides 1-5. 

3. 15N-1H HSQC NMR of Lead Peptide 4 in Complex with MDM2 

Methods 

Protein Purification for NMR 

15N-labeled human MDM2 residues 17–125 was expressed and purified as described in [2]. 

NMR Data Collection and Analysis 
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Experiments for 200 µM MDM217-125 in the presence and absence of stochiometric 

equivalent of peptide 4 were carried out at 25 °C on a Varian VNMRS 800-MHz 

spectrometry with a triple resonance pulse field Z-axis gradient cold probe at 30 °C. 1H-

15N heteronuclear single-quantum coherence spectroscopy experiments were performed on 

15N-labeled samples in 90% H2O/ 10% D2O. Buffer for peptide 4 and MDM217-125 

experiments was 50 mM NaH2PO4, 50 mM NaCl, 1 mM EDTA, 2 mM DTT, 5% DMSO, 

and 0.02% NaN3 at pH 6.8. Data were acquired in the 1H and 15N dimension using 9689.92-

Hz (t2) x 2430.26-Hz (t1) sweep widths and 1024 (t2) x 128 (t1) complex data points. Bound 

spectra were collected in a molar equivalent of the peptide 4.  

Resonance assignments for apo MDM217-125 were previously made [2]. Bound chemical 

shifts were inferred based on the overlap of resonances in parallel titrations (Figure S3). 

Using this method, the bound resonances for 99 residues were assigned. For the nine 

unassignable residues, four were prolines which are not detected, two residues, S17 and 

Q18, were near the N-terminus, and the remaining three were D46, L81, and N106 were 

not assigned in apo MDM217-125 [2]. In addition, residue Y67 experienced line broadening 

during titration and the bound peak was not observed. 

The combined average chemical shifts were calculated from the formula Δave = [((Δ1HN)2 

+ (Δ15N/5)2)/2)]1/2. All NMR spectra were processed with NMRFx and analyzed using 

NMRViewJ software [3, 4]. 

 

 

Figure S3. NMR titration results and resonance assignments of MDM217-125 interacting 

with 4. a. Overlay of 1H -15N HSQC spectra for MDM217-125 before (blue) and after the 

addition of increasing concentrations of 4 (see legend for molar ratios of titration points). 



S11 
 

For clarity residue labels are shown for resonances with chemical shift changes greater than 

0.032 ppm. b. Chemical shifts of F91 during the titration show clear overlap of free and 

bound resonances. c. Chemical shifts of S22 during the titration show clear overlap of free 

and bound resonances. 
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5. HRMS Spectra of Building Blocks 1a-j and D-Sulfono-γ-AApeptides 

 

HRMS spectra of 1a 
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HRMS spectra of 1b 

 

 

HRMS spectra of 1c 
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HRMS spectra of 1d 

 

 

 

HRMS spectra of 1e 
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HRMS spectra of 1f 

 

 

HRMS spectra of 1g 
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HRMS spectra of 1h 

 

 

 

HRMS spectra of 1i 
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HRMS spectra of 1j 

 

 

HRMS spectra of 1 
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HRMS spectra of 2 

 

 

 

HRMS spectra of 3 
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HRMS spectra of 4 

 

 

HRMS spectra of 5 
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HRMS spectra of 6 

 

 

HRMS spectra of 1-FITC 
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HRMS spectra of 2-FITC 

 

 

HRMS spectra of 3-FITC 
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HRMS spectra of 4-FITC 

 

 

HRMS spectra of 5-FITC 
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HRMS spectra of 6-FITC 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



S23 
 

6. The 1H and 13C NMR Spectra of D-Sulfono-γ-AApeptide Building Blocks 1a-j 
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