
Notes of Malaria Libre 12th project meeting 
 

29th July 2021; 16:30-17:30 (Indian Standard Time) 
 

Attendees: 
Participants: Sanjay Batra, Kishore Mohan, PP Yadav, Niti Kumar (CDRI, India); Atanu Ghoshal (TCGLS); 

Chandrashekhar (FNDR, India); Shailja Singh (JNU, India); Venkataramanan Ramadass (EDCC, Singapore); Andre 
Godoy (USP, Brazil); Katherine De Villers (University of Stellenbosch, South Africa); Natalie Hawryluk (Edgewise 

Therapeutics); Takeshi Yura, Jeremy Burrows, Didier Leroy, Anna Sulakova, and Kirandeep Samby (MMV) 
 
 

Action items from July meeting  
 

 

Status of action items from 11
th  

project meeting held on 24
th June 

 

 
 
 
 

 
Kiran presented the general update highlighting following points: yDHODH data indicates that MMV1804508 and 
MMV1804743 are Pf bc-1 inhibitors (post meeting: MMV1804508 has IC50 of 256nM in Pf mitochondrial extract) and 
will hold separate medicinal chemistry brainstorming sessions (details in slide 4 of the presentation) 
 
Discussion points 

Action item Responsible group/scientist 

Design and synthesis of analogs in the aryl imidazole & 
aryl piperazine scaffolds 

CDRI, TCGLS, Martine & other team members 

Blood stage specificity assays of diverse compounds 
from aryl imidazole scaffold & study morphological 
changes 

Shailja, following post meeting discussion sent 
MMV1900172, MMV 1900786 and MMV1901050 for 
profiling 

Continuation of other ongoing activities for determining 
the MoA 

Carlo/Katherine/Akhil 

In silico studies to determine the putative binding mode 
of cyclopropyl amide compounds 

Andre 

Circulate draft of ESAC presentation for 
feedback/comments 

Kiran 



 
Aryl imidazole: 
The parasitology and medicinal chemistry strategy were described. The Dd2/3D7 shift observed with some compounds 
was highlighted, with the limited data available, there is no correlation between the shift and TPSA or cLog P, though 
the ratio appears to increase by insertion of ionisable centre. Though compounds with fused bicyclic amines (slide 11) 
have improved invitro ADME profile they have Dd2/3D7 ratio >5. Kiran mentioned that there may be a MoA shift based 
on the developing SAR and cross resistance profile. Jeremy suggested to check the phenotype of compounds with 
varied Dd2/3D7 ratio, this work will be taken up by Shailja. Prem mentioned that the synthesis of compounds with 
modified cores is complete (slide 7) and will be submitted for activity. 
Jeremy also suggested to check if there is any correlation between permeability & log D or TPSA 
A few structural modifications were suggested to improve Dd2/3D7 ratio by Chandra and Venkat. Natalie also 
suggested to profile exemplars in hERG assays 
 
Post meeting notes: Takeshi highlighted that in chloro isoindoline, combining of two features that improved the activity 
independently have not shown a cumulative effect and if it is a single example or a general trend. Kiran explained that 
only one such compound has been synthesised and it was a surprise to see that activity has plateaued. He pointed out 
that there may be polypharmacology involved as the compounds don’t completely lose activity and neither are very 
potent. In such a case, it will be difficult to build an SAR. There was an agreement that based on the result of 3D7 
activity, a STOP/GO decision will be taken in phenyl amide scaffold. A separate slide set was shared with the team to 
clarify points raised by Takeshi. 
 
Aryl piperazine  
 
Cyclopropyl amides 
 
The ongoing parasitology activities for MMV1804508 were discussed. A decision to initiate Medicinal Chemistry efforts 
around the scaffold will be taken based on the mammalian bc1 selectivity. In 3-4 MMP, pyrimidine in place of 3-
chloropyridine, showed 2-fold improvement in activity but MMV1901272 didn’t show that trend, in fact it showed a 
10-fold loss in potency. The compound has been resubmitted for activity. 
Andre will take up insilico work to identify the putative binding mode of these compounds using structural information 
available in literature and recently released predicted protein structures by Deepmind.   
 
Phenyl amides  
 
Current focus is on whether the pyridine can be replaced by other groups which can provide a handle on dialling out 
hERG liability while improving activity & exploring other unexplored regions for modifications, which may provide a 
vector to improve activity (slide 16-17). This information will help take a decision around this template over the next 
2-3 months. 
 
AOB 
 
Prem commented that he will take up synthesis of new target molecules once the work around central scaffold in aryl 
imidazole series is completed.  
Natalie and Jeremy suggested that compounds should be profiled in CEREP panel at the time of approaching early lead 
 
 
 


