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Dear Editor of Indonesian Journal of Chemistry,

[bookmark: _Hlk34322311]I/We wish to submit an original research article entitled “Ligand Based Pharmacophore Modeling, Virtual Screening, and Molecular Docking Studies of Asymmetrical Hexahydro-2h-Indazole Analogs of Curcumin (AIACs) To Discover Novel Estrogen Receptors Alpha (Erα) Inhibitor” for consideration by Indonesian Journal of Chemistry.
I/We confirm that the written manuscript is original, and no part of it has been published before, nor is any part of it currently under consideration for publication elsewhere.

[bookmark: _heading=h.gjdgxs]The focus of the manuscript on the design of Asymmetrical Hexahydro-2H-Indazole Analogs of Curcumin (AIACs) and their derivatives and screening using Pharmacophore modeling, molecular docking, drug scans and synthesis accesability to discover new ERα inhibitors. This research will increase the efficiency in research to discover a new drug
The significance and novelty of the work is the development of Asymmetrical Monocarbonyl Analogs of Curcumin (AMACs) into AIACs and its derivatives to discover Erα Inhibitor. Several studies reported that structural modification of symmetrical Monocarbonyl Analog of Curcumin (MACs) into symmetrical Hexahydro-2H-Indazole Analog (IAC) exhibited good antioxidant and antitumor activity against Hep G2, WI38, VERO, and MCF-7 cells. Some studies also reported that modified compounds with indazole group formation to show better anticancer activity. However, as far as our knowledge, there were no reports about the development of AMACs into AIACs and its derivatives. I think this research is still within the scope of this journal. 
[bookmark: _Hlk34370821]The article describes the virtual screening of 186 of AIACs, AMACs, intermediates, and Mannich base derivative compounds using Pharmacophore modeling, molecular docking, drug scans and synthesis accesability to discover new ERα inhibitors. A training set of 17 selected ERα inhibitors was used to create 10 pharmacophore models using LigandScout 4.09.1. The pharmacophore models were validated using a test set of the remaining 17 ERα inhibitors and 1,095 decoy ERα. Model 1 found as the best pharmacophore model and consisted of three types of pharmacophore features, viz. one hydrophobic, one hydrogen bond acceptor, and aromatic interactions. It was utilized for ligand-based virtual screening 186 of AIACs, AMACs, intermediates, and Mannich base derivative compounds. The hits obtained were further screened using molecular docking, to be analyzed using drug scan and synthesis accessibility. Fourteen compounds were fulfilled as hits in pharmacophore modeling, 10 hits of them were selected by molecular docking, but only seven hits met Lipinski’s rule of five and had medium synthesis accessibility. In conclusion, seven compounds were suggested to be potentially active as ERα inhibitors and deserve to be synthesized and further investigated.
[bookmark: _GoBack]Nowadays, ERα has been developed and tested as molecular targets for the treatments and prevention of breast cancer. In most countries, the disease was the most commonly diagnosed cancer, so I think reseach to find new cancer drugs is very important and the readership of the journal would be interested in it.

Please find below a list of potential reviewers for this work.
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Please address all correspondence concerning this manuscript to me at [email address].

Your consideration is very much appreciated. We are looking forward to your favorable reply. 
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Hayun Hayun
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