
Notes of Malaria Libre 14th project meeting 

30th September 2021; 16:30-17:30 (Indian Standard 

Time) 

 Attendees: 
Participants: Sanjay Batra, Kishore Mohan, PP Yadav, Niti Kumar (CDRI, India); Atanu Ghoshal (TCGLS); Darren 
Creek, Carlo Giannangelo (Monash University, Australia); Shailja Singh (JNU, India); Venkataramanan Ramadass 

(EDCC, Singapore); Andre Godoy, Caroline Aguiar (USP, Brazil); Natalie Hawryluk (Edgewise Therapeutics); Carolyn 
Friel, Chase Smith(MCPH,US); Clinton Veale(University of Kwazulu-Natal, South Africa); Anna Sulakova, James Duffy, 

Jeremy Burrows, Dom Besson, and Kirandeep Samby (MMV) 
 
 
 

Action items from September meeting 
 

 
Action item Responsible group/scientist 

Design and synthesis of aryl imidazole and aryl amide 
analogs 

CDRI, Clinton, TCGLS, Epichem 

Mechanism of action studies  Carlo/Shailja 

Intra erythrocytic stage specific data compilation for aryl 
amide and cyclopropyl amide compounds 

Shailja 

Follow up meeting with Biologists to discuss the way 
forward for aryl imidazole and phenyl amide 

Kiran to organize 

Propensity to generate resistance with MMV1804508 Akhil Vaidya(ongoing) 

Determination of Pf Dd2 potency of compounds from aryl 
imidazole scaffold in presence of Verapamil 

Caroline Aguiar (Ongoing) 

th 
Status of action items from 13 

th 
project meeting held on 26 

 

August



Discussion points: 
 
Kiran presented the general update followed by discussion on the ongoing scaffolds.  
 
Aryl piperazine 
 
Aryl amides 
 
Modifications done in the core since the last meeting were discussed and none of these compounds showed an improved 
activity. MMV1901684 where pyridyl piperazine is replaced with pyrazolo piperidine, showed similar activity to 
MMV1803899 with an improved physico-chemical profile and profiling in hERG assay is ongoing. The team agreed to the 
proposed modifications in this new direction. Linker modifications ongoing at Epichem are most likely to be completed 
and sent for screening in October.   
Carlo presented the thermal proteomics data of MMV024406 and MMV892556 – though the precise target couldn’t be 
identified, 4 proteins were identified as putative targets. Andre highlighted that Pf 3D7_0509300 & 1310700 are unlikely 
targets due to their structures as reported by alpha fold. Shailja volunteered to do biophysical and biochemical assays 
with the other two proteins. Carlo also suggested that further investigation with mutant generation or protein pulldowns 
may confirm the target. Jeremy suggested to repeat the experiment with lower compound concentration and since the 
compounds also have liver stage activity, to check the proteins are expressed in both these stages. Shailja will consolidate 
the earlier generated intraerythrocytic stage specific data and check if these proteins are expressed at a particular stage. 
 
A follow-up meeting will be held with parasitologists to discuss and finalise the next steps. 
 
Aryl imidazoles 
 
Aryl imidazole strategy was discussed. Core hopping has led to identification of scaffolds with Pf 3D7 IC50 of ~ 200nM 
but these compounds are associated with loss in Dd2 potency. These compounds will also be sent to Carol for checking 
their potential as efflux substrates. 
 
Shailja presented results from stage specificity assay. All the three compounds MMV1900786, MMV1901050, 
MMV1900172 showed highest activity at trophozoite stage and schizont stage in comparison with ring stage within 5-10 
h drug exposure. Except for MMV1900786, where the activity in trophozoite and schizont stage is similar to Pf3D7(72h) 
IC50, other compounds have loss in activity in these stages as compared to a standard 72h assay. A follow up meeting is 
planned to discuss if it is possible to conclude whether all these compounds have same mechanism of action or more 
studies are needed. 
 
SAR update - Team to send their comments and suggestions on next set of compounds to Kiran. Next steps will be 
discussed on next meeting. 
 
 
 
 


