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Figure S1. Inhibitory dose-response curves of all active peptides against sPHGDH. For all data, error bars 

represent SEM (n=3). 
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Figure S2. The affinity dose-response curves of additional tested cyclic peptides with sPHGDH in the 

MST binding assay in addition to Figure 2. 

Figure S3. Backbone RMSD plots from the starting structure of peptide cyc2-1 (a) and peptide cyc1-9 (b) 

throughout the three independent MD simulations respectively.  
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Figure S4. Inhibitory dose-response curves of all active peptides in the full-length PHGDH assays. For all 

data, error bars represent SEM (n=3). 
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Figure S5. SPR sensorgrams of PD1-PDL1, RXRα-PPARα, and RXRα-FXR with and without the presence 

of the cyclic peptides. (a). SPR dose-response curves of PDL1 to PD1 in the absence or presence of 5 µM 

cyc2-1 or cyc2-3. (b). SPR dose-response curves of PPARα to RXRα in the absence or presence of 5 µM 

cyc2-1 or cyc2-3. (c). SPR dose-response curves 

of FXR to RXRα in the absence or presence of 5 µM cyc2-1 or cyc2-3. 
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Figure S6. LC-MS data of peptides used in the PHGDH activity assays. All runs were from 5-95% at 
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1.0ml/min, with A = 0.1% TFA in 100% Acetonitrile, B = 0.1% TFA in 100% Water. The spectra were 

collected at 220 nm. Source data are provided in Source Data file.  
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Table S1. Inhibitory activity of the constrained peptides against the full-length PHGDH activity  

Peptide ID Sequence IC50 value (μM) 

Cyc1-2 C1TPQA TLSMK DGKWE EKKC19 20.1 ± 2.6 µM 

Cyc1-5 C1TPQA TASML DGKWE WKKC19 37.1 ± 1.7 µM 

Cyc1-6 C1TPDA TLSMK DGKWE EKKC19 24.6 ± 2.3 µM 

Cyc1-7 C1TPQA TLTMK DGKWE EKKC19 23.5 ± 2.0 µM 

Cyc1-9 C1TPQA TASMK NGSWQ EKKC19 56.1 ± 3.4 µM 

Cyc1-11 C1TPQA TLTMK NGSWE EKKC19 16.2 ± 1.6 µM 

Cyc2-12 C1TPQA TLSMK NGSWE QKKC19 20.3 ± 2.1 µM 

Cyc2-1 C1TPQA TAC8MK DGKWC15 RKKC19 37.3 ± 2.1 µM 

Cyc2-2 C1TPQA TAC8ML DGKWC15 RKKC19 32.9 ± 4.0 µM 

Cyc2-3 C1TPQA TAC8MR DGKWC15 RKKC19 53.1 ± 3.6 µM 

Cyc2-6 C1TPQA TAC8ML DGKWC15 EKKC19 47.1 ± 5.2 µM 

 

 




