
Notes of Malaria Libre 3rd project meeting 

11th September 2020; 1500-1600(Indian Standard Time) 

Participants: Sanjay Batra, Kishore Mohan, Saman Habib, Niti Kumar (CDRI, India); Shailja Singh (JNU, 

India); Ram Singh (Delhi Technological University, India); Shruthi Vembar(IBAB, India) R 

Venkatramanan (EDDC, Singapore); Clint Veale (University of KwaZulu-Natal,South Africa); Surajit 

Sadhukhan; Abhijit Kundu (TCGLS); Martine Keenan (EpiChem, Australia) and Kirandeep Samby 

(MMV, India) 

 

Discussion points: 

Status of action items from 2nd project meeting held on 12thAugust: 

 

Project update was presented by Kiran and the main point of discussion revolved around the 

Medicinal Chemistry designs to overcome the challenges associated with current set of compounds. 

Aryl piperazine scaffold:  

It was emphasized that in order to achieve the early lead criteria, in addition to overcoming the 

current challenges, potency of compounds has to be improved by 1 log unit (Pf IC50<100nM). 

MMV1804508 (pyrimidine in place of 3-chloro pyridyl as core) has shown improvement in activity so 

a few compounds will be synthesized and characterized in life stage parasitology assays. 

Clint suggested a few molecules to fill in the SAR gaps and also to understand the effect on potency 

of flipping substitutions at 2nd and 5th position of the scaffold. Venkat had some ideas on compounds 

to support this thought process and will share the structures. 

Venkat also shared his proposal (slide 19 of the presentation) – In relation to fused molecules on the 

RHS, it was clarified that one example was synthesized and was inactive but will be worth 

synthesizing a few more compounds to confirm the effect of rigidification on potency. Clint pointed 

out replacement of piperazine with 1,2 disubstituted cyclopentanes or 1,3 disubstituted 

cyclohexanes will give diastereomeric mixtures. Venkat mentioned that some of these may be 

commercially available so stereochemistry would be known. Kiran captured that TCGLS can 



synthesise these during the course of the project and if interesting activity is observed, can be 

further separated into enantiomers.  

Kiran suggested TCGLS to share list of inhouse substituted cyclic amines which can be used for RHS 

substitution in an array fashion. Sanjay highlighted that CDRI also has such inventory which can be 

shared and they can also do a small array to understand an optimum substituent on RHS. 

 

Niti mentioned as these molecules appear planar, they may be minor groove binders. It is known in 

literature that by increasing the curvature, it is possible to improve the potency. It was clarified that 

due to the presence of a substituted piperazine, the molecule may no longer be planar. Kiran 

suggested Niti to share some literature and check the possibility of some assays to characterize 

them. Niti said some biophysical assays can be done at CDRI, if required.  

 

Aryl imidazole scaffold:  

It was captured that in last month no compounds were synthesized on this scaffold.  

The objective is to improve the potency (Pf IC50<100nM) while addressing challenges associated 

with current set of compounds. It was highlighted that poor metabolic stability is due to dimethyl 

imidazole and various modifications of this group showed improved metabolic stability profile. 

Understanding the role of linker length on RHS of the molecule is important; Kishore highlighted that 

synthesis of a few compounds is complete and characterization is ongoing. Team discussed the 

proposal by Clint and Venkat. 

For synthesis of gem dimethyl ethers, literature was earlier shared with TCGLS and the process will 

be used for synthesis of such compounds. 

The team also agreed to limited exploration of replacement of the central core with azaindoles or 

deazapurine (in lieu of indole suggested by Venkat). 

 

Compound registration criteria in the workflow was discussed. Ram highlighted that though purity 

using HPLC can be done inhouse at DTU, samples for structural characterization (HNMR and MS) are 

sent to JNU or nearby universities/research institutes. CDRI and University of KwaZulu-Natal have 

inhouse instrumentation capabilities so structural characterization of synthesized compounds is not 

a bottle neck. 

Shailja asked if compounds profiled in clinical isolates be taken up for profiling in animal models. It 

was clarified that main purpose of screening in clinical isolates is to understand the inhibitory 

potential of compounds in these strains and check if any cross resistance is observed.  

Project risk assessment slide to be presented in ESAC review was discussed and team agreed to the 

proposal of March 2022 timeline for identification of early lead candidate. 

Kiran requested team members to be on look out for a suitable grant call for the project. It could 

also be a joint Indo-SA call. 

The team was also updated about separate meeting with CDRI biologists. 

Post meeting note: Niti has shared references for minor groove binders 



TCGLS has shared list of amines available in house 

 

 

Action Items 

Action Item Responsible group/ scientist 

Synthesis of compounds  TCGLS: ongoing 
CDRI: 6 compounds will be registered in the 
week of 14th September 
Clint: to initiate synthesis of proposed molecules 
Ram: to take up synthesis of MMV023227 
analogs 42-46 once the students are allowed 
back in the labs 
Gloria: to initiate synthesis of oxazole and 
thiazole analogs of MMV023227 in week of 14th 
September 
 

Template for registration of compounds in 
Science Cloud, MMV database 

Kiran to share by 20th September 

Screening of CDRI inhouse compounds and 
exemplars from both scaffolds (sent by TCGLS) 

Niti to revive the strains in week of 14th 
September and initiate screens 

Screening of MMV1804508 and MMV1803899 
in ring stage morphological assays and clinical 
isolates 

Shailja- shipment awaited (follow up offline) 

Screen exemplars in liver stage and DGFA assays Kiran to coordinate 

Offline meeting with Shruthi to brief her on the 
project 

Kiran and Shruthi to coordinate 

 

 

 

 

 

 


