
Notes of Malaria Libre 4th project meeting 

14th October 2020; 1500-1600(Indian Standard Time) 

Participants: Sanjay Batra, Kishore Mohan, Niti Kumar (CDRI, India); Shailja Singh, Geeta Kumari, 

Swati Garg, Pijus Sasmal (JNU, India); Shruthi Vembar, S.Thiyagarajan (IBAB, India); R Venkatramanan 

(EDDC, Singapore); Clint Veale (University of KwaZulu-Natal, South Africa); Gloria Serra(Udela R, 

Uruguay), Surajit Sadhukhan; Abhijit Kundu (TCGLS); Martine Keenan (EpiChem, Australia) and 

Kirandeep Samby (MMV, India) 

 

Discussion points: 

Status of action items from 3rd project meeting held on 11thSeptember: 

Project update was presented by Kiran and Niti and Gloria presented the work done in their 

respective labs. 

SYBR green assay synchronization data done at CDRI was discussed by Niti. The compounds have 

similar activity as compared to activity in Pf 3D7 LDH assay. The compounds were also screened in 

VERO assays to check for cytotoxicity. The reason for high selectivity index  in VERO assays as 

compared to HepG2 assay was discussed and post meeting a comparative chart has been made 

 

It was re-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).  



Aryl piperazine scaffold: 

Series 1a: Goal remains to identify activity hot spots by diverse modifications. Martine suggested to 

check if a linker(piperazine) is important on the RHS for activity.  The project agreed to synthesize a 

few biaryls and check the potency. CDRI is synthesizing a few compounds with replacement of the 

aryl piperazines with open chain linkers and cyclic amines.  The team discussed submitting one 

representative compounds for in vivo PK. A few compounds will be synthesized in the pyrimidine 

scaffold and extensive exploration of the LHS, especially replacement of amide with hetero(aryl) to 

improve metabolic stability will be taken up. 

Post meeting notes: Replacement of piperazine with a spirocyclic amine (MMV1848300) has led to 

improvement in rat heps stability (data will be posted on web pages) 

MMV1804508 retains activity in the RLK-9 strain (chloroquine resistant Indian clinical isolate) 

 Series 1c: Move away from hidden anilines or screen representative compound in an AMES assay. 

Optimum replacement of aryl piperazine will be explored. 

It was suggested that Sanjay may want to synthesise a few compounds where in open chain linkers 

are replaced with fused amines to reduce flexibility and this may help improve the potency. 

Post meeting notes: 

MMV1803899 has shown a loss in activity in the RLK-9 strain, the study will be repeated with more 

analogs to confirm if it is a compound or class effect. 

 

Aryl imidazole scaffold:  

SAR of the new set of compounds synthesized in the month of September and future plans were 

discussed. 

Gloria presented the work done in her lab (replacement of dimethyl imidazole with substituted 

oxazoles). It was suggested that she should also submit the intermediates with >90% purity for 

screening. 

PremP is synthesizing a few compounds where the phenyl ring is replaced with an indole and these 

will be ready for submission in coming weeks. 

 

A few intermediates in the aryl piperazine scaffold which can support new members to quickly 

synthesise compounds to have a better SAR understanding were discussed. Decision will be taken 

based on the feedback received from the team in the next meeting.  

Thiyaga of IBAB was introduced to the group – he mentioned that QSAR studies can be initiated and 

he is on the lookout for interns to help with these studies. This activity can help in the design of 

better compounds. Kiran will share the SMILES and activity of compounds from both scaffolds with 

Thiyaga. 

 

Ram asked about possibility of getting HNMR done at CDRI. Kiran will connect Ram with Sanjay to 

explore further. 

 



 

 

 

Action Items 

Action Item Responsible group/ scientist 

Synthesis of compounds  TCGLS: ongoing 
CDRI: ongoing in both the aryl piperazine and 
aryl imidazole scaffolds 
Clint: to initiate synthesis of proposed molecules 
Gloria: synthesis ongoing; intermediated with 
>90% purity will be submitted for screening 
In aryl piperazine scaffold, a few more 
compounds with pyrimidine as a replacement of 
3-chloropyridy core will be synthesized by TCGLS 

QSAR studies with both aryl piperazine and aryl 
imidazole scaffolds to support design of 
compounds 

Kiran to share SMILES and activity of both 
scaffolds and Thiyaga to initiate 

Screening of MMV1804508 and MMV1803899 
in ring stage morphological assays and lab 
adapted clinical isolates (carried out at JNU) 

This activity is ongoing and will be 
supplemented with screening of more 
compounds. Post meeting 8 compounds from all 
the series were shipped to JNU-MMV024406, 
MMV690095, MMV692137, MMV690872, 
MMV024408, 
MMV892566, MMV1804317, MMV8933209 

In vivo PK of representative compounds from 
each scaffold 

Aryl imidazole series: The current focus is 
improving 3D7 potency and in vitro metabolic 
stability, generation of in vivo PK after 
identifying potent compounds 
Aryl piperazine series: Identify 1-2 compounds 
for generation of in vivo PK  

 

 

 

 

 

 


