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Participants: Sanjay Batra, Kishore Mohan, PP Yadav, Niti Kumar (CDRI, India); Ram Singh (DTU, India); Atanu 
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Giannangelo (Monash University, Australia); Martine Keenan (Epichem, Australia); Clinton Veale (University of 
Kwazulu Natal, South Africa); Gloria Serra (University of Uruguay); Robert Jacobs, Jeremy Burrows, Dominique 

Beeson, and Kirandeep Samby (MMV) 
 

 

 

Discussion points: 
 

Status of action items from 8th  project meeting held on 10
th March: 

 

 

 
Action Items from April meeting 
 

Action Item Responsible group/ scientist 

Mechanism of actions studies 
 
 
 
 
 
 

Carlo will initiate metabolomics experiment with 
aryl imidazole and aryl piperazine exemplars this 
month 
Screening results of MMV1804317 in barcoded 
resistant cell lines will be shared in the next 
project meeting 
Screen MMV1804508 and MMV1804743 in 
DHODH enzyme assay  
Post meeting: MMV1804508 and MMV1899468 
were sent to Meg Philips, UTSA 
 

Blood stage specificity assay Shailja will do a dose response experiment to 
confirm the IC50 in ring stage and will use the 
range used by Carlo in trophozoite assay as a 
reference. Carlo will share the details with 
Shailja. 
Post meeting notes: Carlo has shared the details  
 
 



 

Minimum inoculum required for resistance 
generation (MIR) 

Shailja to initiate the assay as tool compounds are 
awaited. Kiran will follow up with Melanie to 
confirm the shipment of tool compounds 
 
 

Funding opportunities Teams to look into the Team Science Award rules and 
in 2 weeks’ time to have a separate discussion to 
start preparing for proposals. Kiran will check the 
BRICS STI when the call is out. 

 
Carlo shared the growth inhibition data of trophozoite stage of exemplars from all the three scaffolds. 
These compounds show time dependent activity against trophozoites. Metabolomic studies with these 
compounds will be initiated (slides 4-9). Bob suggested to check the metabolite levels at a time point 
later than 10hrs but then it was decided that a 10hour time point is appropriate. Based on the activity 
data, it will be long enough to detect drug specific metabolite perturbations, and at a later time point it 
may not be possible to rule out nonspecific changes due to cell death. 
 
Shailja has screened MMV024406, MMV024408 and MMV1804508 at 1uM in all three blood stages. 
Some activity is observed with the compounds in ring stage which is contradictory to the fact that the 
latter two compounds show slow rate of kill so dose response will be carried out to confirm the 
observation. 
 
Dd2 data for aryl imidazole compounds was discussed and two compounds show around 8-10-fold shift 
as compared to 3D7. The team will continue screening potent compounds in Dd2 assay to check 
structural and IC50 shift correlation. 
 
Aryl piperazine (cyclopropyl amide): MMV1804508 and MMV1804743 are hypersensitive to atovaquone 
resistant strain, TM90C2B and active in ELQ resistant cell lines indicating that these compounds may be 
inhibiting bc1 by binding at a different site. MMV1804508 was also screened in barcoded resistant cell 
lines at Sanger- and showed no growth in any cell lines (the data will be shared separately and discussed 
in next project meeting). Jeremy suggested to screen these compounds in DHODH and bc-1enzyme 
assays to deconvolute the target. Shailja will initiate the screening of these compounds in MIR assay 
once the assay is on board in her lab. 
Post meeting: Since MMV1804743 is no longer available in stock, MMV1804508 and MMV1899468 were 
sent to Meg Philips for screening in DHODH assay 
 
Aryl piperazine (phenyl amide): Proposed designs (slide 17-20) were discussed. Bob appreciated the 
rigidification strategy of the central core(3-chloropyridine) to explore additional chemical space to 
enhance potency. Kiran highlighted that imidazopyridine is well explored based on internal DB, Science 
cloud. She will prepare a generic structure of the modifications already done and confirm if there is any 
chemical space for the proposed modifications. Chandrashekhar was of the opinion that doing such 
modifications may lead to compounds with a totally different SAR and probably different mode of action. 
He was of the opinion of exploring the LHS region of the molecule. It was decided that drastic 
modifications are required to overcome the activity plateau and simultaneously a few modifications on 
slide 19 may be tried to check if there is any potential of improving the activity by these modifications. 
Modifications suggested in the LHS region on slide 18 were deprioritised based on the current SAR. It 
was proposed that it will be worth making NMe amide to understand the role of amidic NH. Kishore 
suggested to go ahead with the isoxazole compound.  
Ram will send the structures and have a discussion at the next meeting. 
The virtual screening strategy followed by Andre Godoy, using MMV024406 as reference was broadly 
discussed and it was suggested that he present in the next meeting. Kiran highlighted that a few diverse 
compounds from this activity will be purchased and screened. 
 



Funding opportunities were discussed. Kiran proposed to the teams to look into the Team Science Award 
rules and in 2 weeks’ time to have a separate discussion to start preparing for proposals. Kiran will check 
the BRISC STI when the call is out.  

 


