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Supplementary Figure 1: Predic'ng DDGbind on single PPIs. Correla'on between experimental 

and predicted DDGbind values when training and tes'ng is performed on a single PPI: (A) a 

complex between Ovomucoid and Alpha-Chymotrypsin (PDB ID 1CHO), (B) a complex 

between Ovomucoid and Human Leukocyte elastase (PDB ID 1PPF), (C) a complex between 

Ovomucoid and sub'lisin carlsberg (PDB ID 1R0R),  (D) a complex between Ovomucoid and 

sub'lisin Proteinase b (PDB ID 3SGB). The blue line represents the best linear fit of the data 

with the Person correla'on R-value given on each graph. The yellow lines represent one 

standard devia'on above and below the fiRed line. 
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Supplementary Figure 2: Influence of Noise on experimental data. Correla'on between 

experimental DDGbind values and the same values with noise added according to the standard 

devia'on measured for each data point. (data for colicin/DNAse complexes (PBD ID 2WPT and 

1EMV). 
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Supplementary Figure 3: Predic'ng DDGbind for single muta'ons. Correla'on between 
experimental and predicted DDGbind values a[er the model was trained on the whole dataset 
excluding the data for the PDB file under evalua'on (A) a complex between Ovomucoid and 
sub'lisin carlsberg (PDB ID 1R0R), (B) a complex between Ovomucoid and Human Leukocyte 
elastase (PDB ID 1PPF), (C) a complex between Ovomucoid and Alpha-Chymotrypsin(PDB 
1CHO),  (D) a complex between BPTI and Trypsin (PDB ID 3OTJ), (E) a complex between BPTI 
and Chymotrypsin (PDB ID 1CBW ). (F) Non serine protease/inhibitor complexes (PDB IDs : 
1CSE, 1CT2, 1EMV, 1S1Q, 1SBB, 1SGD, 1CT2). The blue line represents the best linear fit of the 
data. (G) A complex between Angiotensin-conver'ng enzyme 2 (ACE2) and Spike protein S1 
(PDB ID 6M0J). The yellow lines represent one standard devia'on above and below the fiRed 
line. 
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Supplementary Figure 4: Predic'ng DDGbind for double muta'ons (A) Correla'on between 

experimental and predicted DDGbind when model was trained on double muta'ons belonging 

to the BPTI /Chymotrypsin complex (PDB ID 1CBW) and tested on double muta'ons belonging 

to the BPTI/bovine Trypsin complex (PDB ID 3OTJ). (B) Correla'on between experimental and 

predicted DDGbind when model was trained on the whole dataset of double mutants and 

tested on double muta'ons belonging to the BPTI/ bovine Trypsin complex (PDB ID 3OTJ). The 

blue line represents the best linear fit of the data. The yellow lines represent one standard 

devia'on above and below the fiRed line. The points are colored according to their local 

density, with the color bar indica'ng the density scale. Higher density areas (yellow color) 

represent regions where data points are more concentrated." 
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Supplementary Figure 5: Training data vs CorrelaBon. Graph illustrates the impact of 

increasing the percentage of training data on the R value between experimental and predicted 

DDGbind.  
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Supplementary Figure 6: Analysis of the outliers for the six PDBs (A) PDB ID 1R0R, (B) PDB ID 1PPF, (C) PDB 
1CHO), (D) Muta5on posi5ons in the complex between BPTI and Trypsin (PDB ID 3OTJ. (E) PDB ID 1CBW, (F) PDB 
ID 3SGB. ProBASS was trained on the whole dataset excluding the test PDB file and predic5ons were made. The 
blue line represents the best liner fit to the data and the yellow lines correspond to one standard devia5ons from 
the fiRed line. The muta5ons lying above and below the one-standard-devia5on line were numbered and 
analyzed in the context of the structure. See Supplementary data for muta5on descrip5on, where muta5ons 
predicted to be overly disrup5ve to the complex are colored in red and muta5ons predicted overly stabilizing for 
the PPI are colored in cyan. Outliers. Xlxm file is available in the ProBASS repository: 
(hRps://github.com/sagagugit/ProBASS). 
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