
Notes of Malaria Libre 10th project meeting 
 

19th May 2021; 13:30 -14:30 (Indian Standard Time) 
 

Participants: Sanjay Batra, PP Yadav, Niti Kumar (CDRI, India); Ram Singh (DTU, India); Atanu 
Ghoshal (TCGLS); Chandrashekhar (FNDR, India); Carlo Giannangelo (Monash University, 

Australia); Martine Keenan (Epichem, Australia); Andre Godoy (USP, Brazil); K.D. De Villers 
(University of Stellenbosch, South Africa); R. Venkatraman (EDDC, Singapore); Jeremy Burrows, 

Dominique Beeson, Anna Sulakova, Elodie Chenu, Stephen Brand and Kirandeep Samby (MMV) 
 

 

 

Discussion points: 
 

Status of action items from 9th  project meeting held on 14
th April: 

 

 

 
Action Items from May meeting 
 

Action Item Responsible group/ scientist 

Mode of actions studies 
 
 
 
 
 
 

Carlo to continue with metabolomic studies. 
MMV1804317(aryl imidazole) will be screened at 
STPH in the resistant cell lines. Exemplars in aryl 
imidazole series with low Dd2/3D7 shift will be 
screened in Sanger multiplex assay. 
MMV1900786 will be profiled in Pf Dd2 assay.  
MMV1804508 and MMV1899468 (cyclopropyl amide) 
will be screened in Pf bc1 assays. 
 
 
 

Proposed modifications to MMV024406 Based on the results of virtual screening, team will 
discuss the modifications around MMV024406 in 2 
weeks’ time. Sanjay will share the literature with 
Venkat.  
 



 Screening of aryl piperazine compounds 
in silico hemozoin adsorption model 

Data to be shared by Katherine in next project 
meeting 

 

 

Kiran mentioned that work at CDRI and JNU is stopped due to the pandemic and may resume by 
June.   
 
Mode of action studies: MMV1803899 (phenyl amide), MMV1804508(cyclopropyl amide) and 
MMV1804317(aryl imidazole) were screened in the barcoded multiplex assay to understand the 
mechanism of resistance. MMV1803899 and MMV1804508 don’t show growth in any cell lines in 
the pool after 14 days of 3 x IC50 drug pressure while MMV1804317 showed growth in multiple 
cell lines. It was discussed that the inconclusive result may be because of low activity in Dd2 strain. 
MMV1804317 will be screened in STPH cross Resistance panel and MMV1900786 will be screened 
in a Dd2 assay. Exemplars with low Dd2/3D7 ratio will be taken up in the barcoded multiplex 
assay.   
While the yDHODH data is awaited, MMV1804508 was screened in a Pf DHODH enzyme assay 
and the compound doesn’t show inhibition at concentrations up to 100uM. Since the parasitology 
(PRR and crossR) profile indicates that it may be a bc-1 inhibitor it will be sent to Akhil Vaidya, 
University of Drexel to profile in bc-1 assays.   
 
Results of various modifications in aryl imidazole scaffold were discussed (slides 7-9) and it was 
agreed that central core rigidification will be prioritised for the next few months to evaluate the 
impact on Pf3D7 activity.  
 
Results of a similarity search of MMV024406 central core modifications proposed in the last 
meeting were shared. It was discussed that though the proposed new structure (slide 20) is not 
specifically explored, 6,5 ring systems are extensively explored and the substitution pattern on 
the imidazopyridine determines the mode of action. This target should therefore be low priority.  
Jeremy commented that though it is encouraging to see the team trying to generate novel 
chemical space by major modifications, it needs to be remembered that such modifications may 
lead to an MOA switch. He suggested that such compounds should be evaluated in various assays 
to understand the phenotype and genotype.  
 
Andre Godoy presented the results of virtual screening done using MMV024406 as a template. 
Screening against the FDA approved library identified compounds like Crizotinib and Astemizole. 
It was decided that the team will meet in 2 weeks’ time to decide the next set of molecules for 
synthesis based on this information. Katherine mentioned that many tyrosine kinase inhibitors 
show antiplasmodial activity through inhibition of hemozoin formation. She will have the results 
of MMV024406 analogs in a hemozoin adsorption model by next meeting. 
 
Post meeting note: Akhil will screen exemplars from the cyclopropyl amide series in glu-gal 
cytotoxicity assays and also generate an MIR for MMV1804508 
 



 

 
 


