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Table S1: Crystal data collection and refinement statistics. 

 

  Pks13-TE:50 Pks13-TE:33 Pks13-TE:14 
PDB ID  8Q0T 8Q0U 8Q17 

Data Collection     
Space group  P21212 P21212 P21212 
Cell dimensions     
a, b, c (Å)  88.3, 110.2, 57.9 87.6, 108.6, 57.5 88.4, 109.8, 57.6 
, ,  ()  90, 90, 90 90, 90, 90 90, 90, 90 
Resolution (Å)  88.27-1.80 (1.84-1.80) 68.17 - 1.8 (1.84 - 1.8) 84.51 - 1.71 (1.77 - 1.71) 
Total reflections  364265 (22465) 344236 (18163) 112784 (6923) 
Unique reflections  51471 (3078) 48490 (3026) 56541 (3520) 
Redundancy  7.1 (7.3) 7.1 (6.0) 11.6 (7.5) 
Completeness (%)  97.1 (99.9) 93.8 (100) 92.0 (54.5) 
I/I  12.6 (1.6) 4.1 (1.3) 12.6 (1.1) 
Wilson B-factor  23.3 21.42 24.131 
Rmerge  0.096 (1.109) 0.301 (1.128) 0.112 (1.991) 
Rmeas  0.11 (1.281) 0.349 (1.352) 0.118 (2.140) 
CC ½  0.999 (0.625) 0.93 (0.540) 0.995 (0.764) 
        
Refinement        
Resolution (Å)  1.80 1.80 1.71 
No. of reflections  48824 (3627) 45754 (3565) 55847 (3500) 
No. of reflections as Rfree  2565 (202) 2430 (195) 2724 (195) 
Rwork / Rfree (%)  18.6 / 22.4 18.9 / 23.5 19.53 / 23.87 
No. of non-hydrogen
atoms  

   

Protein  4298 4323 4351 
Ligand  60 68 118 
Water  301 444 340 
B-factors (Å2)     
Average  32.106 30.259 34.15 
Protein  32.05 29.69 33.40 
Ligand  26.81 43.44 45.41 
Water  34.09 39.17 38.29 
R.M.S. deviations     
Bond lengths (Å)  0.0183 0.0179 0.0196 
Bond angles ()  1.80 1.86 1.97 
Clashscore  N/A 5.14 2.98 
Ramachandran Plot     
Favoured (%)  98.33 97.94 97.8 
Allowed (%)  1.48 1.87 2.0 
Outliers (%)  0.19 0.19 0.19 
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Supplemental Figure 1: Pks13 binding pocket overlays for compounds 50, 14 & 33. 
Superimposition of the crystal structures of Pks13‐50 (PDB ID 8Q0T: yellow and green) and 14 (PDB ID 8Q17: cyan) showing the carbonyl 

oxygen of the azetidine making an extra direct hydrogen bond interaction (dashed red line) between the side chain of His1664, replacing a 

water molecule previously bound in the 50 structure (A). A similar binding mode is seen in the crystal structure comparison of Pks13‐33 

(PDB ID 8Q0U: purple), with an additional hydrogen bond formed between the cyano group and side chain of Asn1640 (B). 

 

 

 

Supplemental Figure 2: Dose response curves for compounds 50, 14, 15 & 33 tested against a tet‐

regulated Pks13 strain 
Growth in the presence of anhydrotetracycline (ATc) results in modest transcriptional overexpression of pks13 while removal of ATc results 

in transcriptional repression of pks13 expression.  Growth in the presence of compounds is shown relative to DMSO treated samples.  Data 

are representative of two independent experiments. 
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HPLC Traces 

In‐vivo compounds 
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Representative In‐vitro compounds 
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