


Table 1: Table summarizing refined computational coformer screening rankings.  
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Additional comments 

1 Thiabendazole 10 0.017 0.617 0.12 0.318 0.219 Pass A:B 0.28

Excellent complementarity and very high multi-component score is indicative of cocrystal formation, 

despite lower donor count. 

2 Genistine 10 0.265 0.759 0.122 0.199 0.02 Pass A:B 0.06

Exceptionally similar polarity to API and good geometries with a high chance of heterosynthon 

formation. High donor count and strong possibility of forming a 6 membered ring with API makes this 

an excellent candidate for cocrystallization. However, low aqueous solubility is a cause for concern 

however. 

3 L-Tyrosine 10 0.028 2.14 0.004 3.806 0.074 Pass B:A 0.05

Other than slightly higher dipole moment, coformer exhibits excellent complementarity, with very 

similar geometries to API and heterosynthon formation likely.

4 Nicotinamide 10 0.015 1.184 0.077 2.174 0.269 Pass A:B 0.05

Close to exceeding the N/O fraction limit, but otherwise shows good complementarity and high 

likelihood of heterosynthon formation. Has many acceptor and donor sites close together which is 

indicative of robust dimer forming ability. 

5 L-Tryptophan 10 0.059 1.834 0.055 3.101 0.12 Pass B:A 0.03

Other than slightly higher dipole moment, coformer exhibits excellent complementarity and 

heterosynthon formation likely

6 Ethylparaben 10 0.212 0.632 0.106 2.598 0.141 Pass B:A 0.02

Good complementarity and high likelihood of heterosynthon formation. Donor groups not easily 

accessible, which could cause issues due to APIs high Acceptor count. 

7 Hesperitin 10 0.007 2.169 0.085 0.55 0.199 Pass A:B 0.01

Awkward S axis, but otherwise coformer shows fantastic complementarity with API across all 

conformations. Despite showing 2nd highest complementarity with API, its shows a lower propensity 

to form H-bonds, though still trends towards heterosynthon formation.

8 Apigenin 10 0.134 2.417 0.128 1.316 0.141 Pass B:A 0.01

Good complementarity, and trends towards heterosynthon formation, however, practical insolubility 

in water and pH buffer raises concerns on cocrystal suitability

9 Biotin 10 0.037 2.679 0.007 4.654 0.241 Pass B:A/B:B 0

Shows remarkably similar geometries to API, but larger differences in the polarities. Many easily 

accessible donor sites are available owing to its complementary geometries, but HBP screening 

indicates the coformer is just as likely to form homosynthons with like molecules as it is to form 

heterosynthons with API molecules. 

10 Pamoic Acid 10 0.014 0.487 0.039 1.251 0.171 Pass B:B -0.05

Excellent geometry match and passed complementarity across all conformations, but will likely 

promote API Homo bonding. Molecule has multiple COOH groups encouraging dimer formation and 

has the possibility of forming 6 member rings with API. However, molecule is large and complex, 

which could lead to complications during screening and production (high energy required to break 

down bonds). 

11 Sorbic Acid 10 0.12 1.76 0.154 2.685 0.058 Pass B:B -0.05

Shows very similar FNV to the API, complementarity is great, but coformer is more likely to form 

homosynthons. 

12 Monobutyrin 10 0.202 0.697 0.171 4.738 0.141 Pass B:B -0.09 Good complementarity but is more likely to form a homosynthons than heterosynthons

13 Alitame 10 0.034 1.979 0.009 0.364 0.036 Pass B:B -0.12

Passed complementarity and has lower dipole moment than other coformers, but trends towards 

homosynthons formation over hetero bonding 

14 L-Epicatechin 10 0.106 1.954 0.016 1.383 0.076 Pass B:B -0.15 Good complementarity but is more likely to form a homosynthons than heterosynthons

15 Cholic Acid 10 0.14 0.491 0.035 2.562 0.115 Pass B:B -0.15 Good complementarity but is more likely to form a homosynthons than heterosynthons

16 DL-Mandelic Acid 6 0.068 0.528 0.119 6.814 0.035 Fail A:B 0.51

Only passed complementarity in 6 out of 10 conformations. Average dipole moment falls outside 

limit. What sets this coformer apart however, is its extremely high propensity for forming 

heterodimers with API, almost doubling the Multi-component score of the next highest scoring 

coformer.  


