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for the Treatment of Pancreatic Ductal Adenocarcinoma. ACS Medicinal

Chemistry Letters 2023, 14, 41-50. (Impact factor — 4.2)
Conference presentation:

1. Gaurav Sheth, Shailesh R. Shah and Trinadha Rao Chitturi. Development
of potent and selective Malic enzyme 3 inhibitors for the treatment of
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on research and innovation in chemical, pharmaceutical and biological

sciences held at Birla institute of technology, Ranchi on 16-19 Nov 2022.

2. Gaurav Sheth, Shailesh R. Shah and Trinadha Rao Chitturi. Synthesis of
novel irreversible inhibitors of Bruton Tyrosine Kinase (BTK) for
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Abstrace:

It s well documented that overexpressiom of Malic sazyme (ME) iseforms: comrelates with poer
prognosds in diverse cancers [1-7]. ME plays 2 critical rols iz mumer develepment by catalyzing
oxidative decarboxylaticn of L-malate mto pymavate and umultansomsly reducimg NADP+ to
NADPH. Whils pyruvate production helps in generation of cellular buildmg blocks, NADPH is
required for mamtaining redox homeostasis and saergy production [8].

e silico Mnding mode of lead wolecule with ME3 ey

In pancreatic ductal adenccarcimoma (PDAC), tamer suppressor gene SMAD4 is deleted along with
its seighboring gene ME2. Dey er. al, through comopelling iz vito and in vivo experimeats,
demonstrated that in this genetic event ME3 take: over the role of ME2 [8] Heace, targeting ME3
could be a posatial therapentic stategy for PDAC paticats with SMAD4 and ME?2 deletions. Hitherso
20 selective small molecule mhibitor of ME3 has been reported in the comtext of PDAC. Tarough
melecular docking stadies and exploration of stuctwme activity milatiomships, potent and selective
ME3 inhshitors were desigmed and synthesized These compound: were capable of engaging with
ME3 in cell Iysates and exhibited growth inhibition of MEY™ PDAC cells viz. BxPC-3.
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Synthesis of novel irreversible inhibitors of Bruton Tyrosine Kinase (BTK) for
treatment of Chronic Lymphocytic Leukemia (CLL)

Gaurav Sheth®", Shailesh R. Shah®, C. T. Rao®

*Department of Chemistry
Faculty of Science, The Maharaja Sayajirao University of Baroda, Vadodara-390002
*Sunpharma Advanced Research Company Ltd., Tandaja, Vadodara-390020

Gayrgy.sheth 1981 @ gmail.com, shailesh-chem @ msubaroda.ac.in,
Chitturi.Rao @ sunpharma com

Bruton's tyrosine kinasc (BTK), a non-receptor tyrosine kinase, is a key downstream
component of B cell receptor (BCR) signalling that functions as an important regulator of cell
proliferation and cell survival in various B cell malignancies like chronic lymphocytic
leukemia (CLL) and mantle-cell lymphoma (MCL) !, Ibrutinib and acalabrutinib are small
molecule BTK inhibitors clinically approved for CLL and MCL. These drugs bind
irreversibly through covalent binding with Cys481 within the ATP-binding pocket of the
BTK enzyme’. Covalent binding of small molecules with Cys481 of BTK provide better
target engagement and hence a sustainable pharmacological response. The present work
describes in silico design and synthesis of novel covalent inhibitors of BTK (targeting
Cys481) based on the dasatinib scaffold.
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