
Notes of Malaria Libre 8th project meeting 

10th March 2021; 1400-1530 (Indian Standard Time) 

Participants: Sanjay Batra, Kishore Mohan, PP Yadav, Saman Habib (CDRI, India); R Venkatramanan 

(EDDC, Singapore); Antanu Ghoshal (TCGLS); Carlo Giannangelo (Monash University, Australia); 

Martine Keenan(Epichem, Australia); Clinton Veale (University of Kwazulu Natal, South Africa); 

Ramendra Pati Pandey(SRM, India); Muraleedharan (IIT-M, India);Shruthi Vembar 

S.Thiyagarajan(IBAB, India);Chandrashekhar (FNDR); Robert Jacobs, Jeremy Burrows, Stephen Brand, 

Dominique Beeson, Delphine Baud, Anna Sulakova and Kirandeep Samby (MMV) 

 

Discussion points: 

Status of action items from 7th project meeting held on 10thFebruary: 

 

 

Action Items from March project meeting 

Action Item Responsible group/ scientist 

Synthesis of compounds  TCGLS, CDRI: ongoing;  
Clint: to initiate synthesis of proposed 
molecules, can take up some more molecules 
for synthesis in aryl imidazole template – will 
confirm the targets before the next meeting 
 
Prioritized compounds for synthesis on slides 
13,15 and 22 
 

Discussion on blood stage specificity assays and 
brainstorming session on next set of compounds 
in aryl piperazine series 1c in follow up meetings 
before the next project meeting 

Meeting request will be circulated by Kiran and 
interested groups can join 

Action Item Responsible group/ scientist Status
Synthesis of compounds; TCGLS to carryout 

array synthesis of amides in sub series 1c (aryl 

piperazine)

TCGLS,CDRI, Clint, Gloria, Ram Ongoing, details in the following slides

Array synthesis is complete

QSAR studies with aryl imidazole scaffolds to 

support design of compounds

Thiyaga to generate the QSAR model around aryl 

imidazole scaffold based on 3D7 studies

Follow up meeting was held with Medicinal 

chemists and discussion points captured in  

slide12

Select 2-3 compounds from series1c (aryl 

piperazine) for hERG assay

Kiran
MMV1848301, MMV1848441 were sent in 

January – data in slide 20 

Mechanism of action studies: stage specific 

assays to be performed to identify relevant 

concentration for metabolomics

Carlo(Monash University)

Details on slide 6-9

Send exemplars for pH fingerprinting and y 

DHODH

MMV partners pH fingerprinting data in slide 5,

Screening in yDHODH is ongoing

Send exemplars for multiplex cross resistance 

assay at Sanger institute

Front runners from the three templates were sent Profiling is ongoing

Send a few more compounds from aryl 

piperazine series 1a for DGFA

Kiran to coordinate and line up compounds for 

screening
Sent MMV1899468(series 1a) and 

MMV1899746(aryl imidazole)



Mechanism of action studies (Metabolomics by 
Darren Creek); stage specific assays to be 
performed to identify relevant concentration for 
metabolomics 

Carlo to repeat trophozoite activity assay and 
initiate untargeted metabolomics to identify the 
mode of action of the compounds. 

Screen more compounds from aryl imidazole 
scaffolds in Dd2 strain 

4 compounds were sent to TCGLS for screening 
against Dd2 strain 

QSAR model of aryl imidazole to be fine-tuned 
based on the recommendations on slide 17 

Thiyaga  

 

Project update was presented by Kiran and project members (Prem Prakash, Carlo, Shailja) 

presented the work done/ planned in their labs.  

Key results discussed:  

pH fingerprinting data of exemplars from all the three scaffolds was discussed- none of the 

compounds have MoA that can be detected through this screen (slide 5) 

Carlo discussed about the trophozoite activity assay – there were comments about the experimental 

design and data interpretation and further deliberation is needed, so it was decided to discuss these 

in a follow up meeting. The meeting is scheduled for 25th March. 

Aryl imidazole scaffold: 

Synthesis of tetracyclic compounds (slide 15 and 16) should be on low priority until they can be 

synthesized quickly and don’t involve a long synthetic strategy. Designs based on the QSAR model 

will be taken up for discussion in the next project meetings. 

Aryl piperazine scaffold: 

Results of amide array synthesis of were discussed (slide 21). Since modifications done in the 

different regions of the scaffold haven’t led to improved activity (<100nM) so far, Bob suggested that 

the team should do major modification in this series. The team (Medicinal chemists) will have a 

brainstorming session to draw up a medicinal chemistry plan in this series. 

It was proposed that since cyclopropyl amide (series 1a) have a slow rate of kill and are active in liver 

stage and DGFA activity, work on this series can be reinitiated with focus on TCP4 (causal 

prophylaxis). Jeremy mentioned that the profile of the molecule is very similar to atovaquone so it 

may be a bc-1 inhibitor. He suggested to wait for the yDHODH assay result and cross resistance in 

TM90C2B (atovaquone resistant cell line). The team will synthesize 4-5 focused compounds while 

screening in yDHODH assay is ongoing. 

Post meeting results: MMV1804508 and MMV1804743 are hypersensitive to TM90C2B strain and 

show no cross resistance to other strains in the STPH panel. 

 

 

 

 

 



 


