
 



Home About the Journal Editorial Board Author's Guidelines Submit Manuscript Contact Users Online: 1315

Current Issue

Volume: 11, Issue: 1, January, 2021   Rss Feed

Review Article: Marine macroalgae: A source of chemical compounds with
photoprotective and antiaging capacity—an updated review
Yonadys Luna-Perez, Miguel Angel Puertas-Mejia, Juan Camilo Mejia-Giraldo

DOI: 10.7324/JAPS.2021.110101    Pages: 001-011

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Review Article: Soybean (Glycine max L.) isoflavones: Chemical composition and its
chemometrics-assisted extraction and authentication
Florentinus Dika Octa Riswanto, Abdul Rohman, Suwidjiyo Pramono, Sudibyo Martono

DOI: 10.7324/JAPS.2021.110102    Pages: 012-020

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Review Article: Marine Sponge-Derived Fungi: Fermentation and Cytotoxic Activity
Putu Oka Samirana, Yosi Bayu Murti, Riris Istighfari Jenie, Erna Prawita Setyowati

DOI: 10.7324/JAPS.2021.110103    Pages: 021-039

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Novel hydroxycinnamamide from morpholine and pyrrolidine:
Synthesis, characterization, docking study, and anticancer activity against P388
leukemia murine cells
Firdaus, Nunuk Hariani Soekamto, Syadza Firdausiah, Herlina Rasyid, Nur Asmi, Muzdalifah Waelulu

DOI: 10.7324/JAPS.2021.110104    Pages: 040-048

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Plant nanocellulose and its composite hydrogel membranes-based
polyvinyl alcohol/hyaluronic acid for biomedical applications: Extraction,
characterization, and in vitro bioevaluation
Yasmein Hussein, Elbadawy A. Kamoun, Samah A. Loutfy, Rehab Amen, Tarek H. Taha, Ahmed S.
Mansour, Ahmed I. Abdel-Salam, Mahmoud Amer

DOI: 10.7324/JAPS.2021.110105    Pages: 049-060

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Effect of β-oxidation stimulant against metabolic syndrome of
saccharin in rat: A behavioral, biochemical, and histological study
Kadry Abd-El kader Moktar El-bakry, Mohammad Hamed Bahnasawy Ayesh, Hekmat Lotfy El-
Gammal, Omar Abdel- Hamed Ahmed-Farid, Barga Abou-khzam farag Abou-khzam

DOI: 10.7324/JAPS.2021.110106    Pages: 061-071

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Factors associated with disease progression among hormone receptor-positive breast
cancer patients treated with endocrine therapy: A 5-year cross-sectional, retrospective follow-up study
Nurul Sahida Rani, Mohd Shahezwan Abd Wahab, Hanis Hanum Zulkifly, Siti Hartinie Mohamad

DOI: 10.7324/JAPS.2021.110107    Pages: 072-077

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Apoptosis on non-small lung cancer cells and DPPH radical

CURRENT ISSUE
January, 2021
 

ARCHIVES
READ MORE

     Follow us

https://www.japsonline.com/index.php
https://www.japsonline.com/about-japs.php
https://www.japsonline.com/japs-editorial-board.php
https://www.japsonline.com/authors-guidelines.php
https://www.japsonline.com/submit-manuscript.php
https://www.japsonline.com/contact-japs.php
https://www.japsonline.com/rss.php?sts=current
http://dx.doi.org/10.7324/JAPS.2021.110101
https://www.japsonline.com/counter.php?aid=3268
https://www.japsonline.com/admin/php/uploads/3268_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3268
http://dx.doi.org/10.7324/JAPS.2021.110102
https://www.japsonline.com/counter.php?aid=3269
https://www.japsonline.com/admin/php/uploads/3269_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3269
http://dx.doi.org/10.7324/JAPS.2021.110103
https://www.japsonline.com/counter.php?aid=3270
https://www.japsonline.com/admin/php/uploads/3270_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3270
http://dx.doi.org/10.7324/JAPS.2021.110104
https://www.japsonline.com/counter.php?aid=3271
https://www.japsonline.com/admin/php/uploads/3271_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3271
http://dx.doi.org/10.7324/JAPS.2021.110105
https://www.japsonline.com/counter.php?aid=3272
https://www.japsonline.com/admin/php/uploads/3272_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3272
http://dx.doi.org/10.7324/JAPS.2021.110106
https://www.japsonline.com/counter.php?aid=3273
https://www.japsonline.com/admin/php/uploads/3273_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3273
http://dx.doi.org/10.7324/JAPS.2021.110107
https://www.japsonline.com/counter.php?aid=3274
https://www.japsonline.com/admin/php/uploads/3274_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3274
https://www.japsonline.com/current-issue.php
https://www.japsonline.com/past-issue.php
https://www.facebook.com/JournalOfAppliedPharmaceuticalScience
https://twitter.com/#!/Editor_JAPS


scavenging activity of the crude ethyl acetate extract of a soil bacterial species FEAI-1
Most. Farida Khatun, Md. Uzzal Haque, Abu Syed Md Anisuzzaman, Md. Anwar Ul Islam

DOI: 10.7324/JAPS.2021.110108    Pages: 078-083

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Productivity of L-DOPA in in vitro shoots of Mucuna pruriens var.
utilis enhanced by gamma radiation
Detmontree Wachisunthon, Sorrapetch Marsud, Subhadhcha Poonsatha, Suwimol Jetawattana,
Worapan Sitthithaworn

DOI: 10.7324/JAPS.2021.110109    Pages: 084-088

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Antibacterial efficacy of Streptomyces maritimus SACC-E6 against
carbapenem-resistant Klebsiella pneumoniae ATCC BAA-1705
Radhakrishnan Manikkam, Vijayalakshmi Ganesan, Manigundan Kaari, Gopikrishnan Venugopal,
Suresh Arumugam, Jerrine Joseph

DOI: 10.7324/JAPS.2021.110110    Pages: 089-094

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Topical administration of Curcuma longa L. extract gel increases M2
macrophage polarization and collagen density in skin excision
Afiat Berbudi, Hendi Anshori, Andromeda Andromeda, Alexander Kwarteng, Almahitta Cintami Putri,
Nur Atik

DOI: 110.7324/JAPS.2021.110111    Pages: 095-100

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: The potential of leaf extract of Pangium edule Reinw as HIV-1
protease inhibitor: A computational biology approach
Sefren Geiner Tumilaar, Fatimawali Fatimawali, Nurdjannah Jane Niode, Yunus Effendi, Rinaldi Idroes,
Ahmad Akroman Adam, Ahmed Rakib, Talha Bin Emran, Trina Ekawati Tallei

DOI: 10.7324/JAPS.2021.110112    Pages: 101-110

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Use of integrative bioinformatics to identify targets of sinensetin and
its mechanisms to overcome colorectal cancer resistance
Adam Hermawan, Herwandhani Putri

DOI: 10.7324/JAPS.2021.110113    Pages: 111–120

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Synthesis of 2-styrylchromones: In vitro and in silico anticancer
activity evaluation
Brilliana Via Safitri, Alfinda Novi Kristanti, Hery Suwito, Kautsar Ul Haq, Dicky Hendriyanto

DOI: 10.7324/JAPS.2021.110114    Pages: 121-128

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Application of response surface methodology to optimize the
extraction of essential oil from Rosmarinus officinalis using microwave-assisted
hydrodistillation
Majda Elyemni, Bouchra Louaste, Faiçal El Ouadrhiri, Abdelhak Bouia, Noureddine Eloutassi

DOI: 10.7324/JAPS.2021.110115    Pages: 129-136

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Preventive effect of jicama (Pachyrhizus erosus) fiber against
diabetes development in mice fed with high-fat diet
Putra Santoso, Rita Maliza, Siti Jamalul Insani, Qonitah Fadhila, Resti Rahayu

DOI: 10.7324/JAPS.2021.110116    Pages: 137-143

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

http://dx.doi.org/10.7324/JAPS.2021.110108
https://www.japsonline.com/counter.php?aid=3275
https://www.japsonline.com/admin/php/uploads/3275_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3275
http://dx.doi.org/10.7324/JAPS.2021.110109
https://www.japsonline.com/counter.php?aid=3276
https://www.japsonline.com/admin/php/uploads/3276_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3276
http://dx.doi.org/10.7324/JAPS.2021.110110
https://www.japsonline.com/counter.php?aid=3277
https://www.japsonline.com/admin/php/uploads/3277_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3277
http://dx.doi.org/110.7324/JAPS.2021.110111
https://www.japsonline.com/counter.php?aid=3278
https://www.japsonline.com/admin/php/uploads/3278_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3278
http://dx.doi.org/10.7324/JAPS.2021.110112
https://www.japsonline.com/counter.php?aid=3279
https://www.japsonline.com/admin/php/uploads/3279_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3279
http://dx.doi.org/10.7324/JAPS.2021.110113
https://www.japsonline.com/counter.php?aid=3280
https://www.japsonline.com/admin/php/uploads/3280_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3280
http://dx.doi.org/10.7324/JAPS.2021.110114
https://www.japsonline.com/counter.php?aid=3281
https://www.japsonline.com/admin/php/uploads/3281_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3281
http://dx.doi.org/10.7324/JAPS.2021.110115
https://www.japsonline.com/counter.php?aid=3282
https://www.japsonline.com/admin/php/uploads/3282_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3282
http://dx.doi.org/10.7324/JAPS.2021.110116
https://www.japsonline.com/counter.php?aid=3283
https://www.japsonline.com/admin/php/uploads/3283_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3283
ASUS
Highlight



Research Article: Reproductive safety assessment of Thymus vulgaris L. extract and
quantification of thymol sulfate in pregnant rats and fetuses using a validated LC/MS
method of analysis
Zaineh Q. Tafesh, Kenza A. Mansoor, Nidal A. Qinna, Feras D. El-Hajji, Tawfiq A. Arafat, Luay F. Abu-
Qatouseh, Bayan Y. Ghanim, Iman A. Basheti, Eyad M. Mallah

DOI: 10.7324/JAPS.2021.110117    Pages: 144-151

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Research Article: Evaluation of antioxidant and diuretic activities of Clitoria ternatea
leaf extracts in Wistar albino rats
M K Jayanthi, K Aswathi, K L Krishna, Ramith Ramu

DOI: 10.7324/JAPS.2021.110118    Pages: 152-157

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

Short Communication: Isolation of catechins from Cycas armstrongii Miq. of an
Egyptian origin
Ahmed Ismail, Mohamed M. Radwan, Hossam M. Hassan, Abeer S. Moawad, Mona H. Hetta

DOI: 10.7324/JAPS.2021.110119    Pages: 158-162

[Abstract]    [Full Text PDF]     [XML: Abstract + References]

© 2021 Open Science Publishers LLP, unless otherwise stated.
By using this website, you agree to our Terms and Conditions, Privacy statement and Cookies policy.
                                                                                        

http://dx.doi.org/10.7324/JAPS.2021.110117
https://www.japsonline.com/counter.php?aid=3284
https://www.japsonline.com/admin/php/uploads/3284_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3284
http://dx.doi.org/10.7324/JAPS.2021.110118
https://www.japsonline.com/counter.php?aid=3285
https://www.japsonline.com/admin/php/uploads/3285_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3285
http://dx.doi.org/10.7324/JAPS.2021.110119
https://www.japsonline.com/counter.php?aid=3286
https://www.japsonline.com/admin/php/uploads/3286_pdf.pdf
https://www.japsonline.com/downloadxml.php?article_id=3286
https://www.japsonline.com/termsconditions.php
https://www.japsonline.com/termsconditions.php
https://www.japsonline.com/termsconditions.php


Home About the Journal Editorial Board Author's Guidelines Submit Manuscript Contact Users Online: 1076

Editor-in-Chief

Prof. Srinivas Mutalik
Department of Pharmaceutics,
Manipal College of Pharmaceutical Sciences,
Manipal Academy of Higher Education, Manipal, India. [View Profile]
Email: editor@japsonline.com

Immediate Past Editor-in-chief

Dr. Pinaki Sengupta 
Department of Pharmaceutical Analysis,
National Institute of Pharmaceutical Education
and Research - Ahmedabad, Gandhinagar, India. [View Profile]

Associate Editor

Paras Sharma
Department of Pharmacognosy
BVM College of Pharmacy, Gwalior, India.

Advisory Board

Prof. B. G. Shivananda
Registrar, Karnataka State Pharmacy Council,
Bangalore (Karnataka), India.

Prof. Imran Ali
Department of Chemistry, Jamia Millia Islamia,
New Delhi, India. [View Profile]

Prof. Vinod Kumar Gupta
(Former Vice-Chancellor, Dr. Ram Manohar
Lohia Awadh University, Faizabad, India)
Distinguished Professor, King Abdulaziz University,
Jeddha, Saudi Arabia. [View Profile]

Dr. K. Husnu Can Baser
Professor of Pharmacognosy,
Near East University, Faculty of Pharmacy,
Head of the Department of Pharmacognosy,
Lefkoşa (Nicosia) N. Cyprus. [View Profile]

Prof. Guoyin Kai
Director, Laboratory of Medicinal Plant Biotechnology
College of Pharmaceutical Sciences
Zhejiang Chinese Medical University
Zhejjiang Province, China. [View Profile]

Prof. A. N. Kalia
Director, Herbal Drug Research,
Department of Pharmacognosy,
ISF College of Pharmacy, Moga, India.

Dr. Shamarez Ali Mohammed
Associate Director, DR.REDDY’s Laboratories,
New Jersey, U.S.A.

Prof. (Dr) Mainul Haque
National Defense University of Malaysia,
Malaysia. [View Profile]

Dr. Kirankumar Hullatti
Professor and Vice Principal,
Cauvery College of Pharmacy,
Mysore, India. [View Profile]

Prof. Shao Hong-Bo
Qingdao University of Science & Technology,
Qingdao, China.

Prof. Saber A. Sakr
Faculty of Science,
Menoufia University, Egypt. [View Profile]

Dr. Khalid Akhter Ansari
Research Scientist, Syngene International Ltd,
Bangalore, India. [View Profile]

.

Editorial Board

Dr. Wenyi Kang
Director, National R & D Center for
Edible Fungus Processing Technology,
Henan University, Kaifeng, China. [View Profile]

Dr. Teerapol Srichana
Faculty of Pharmaceutical Sciences
Prince of Songkla University,
Hat Yai, Songkla, Thailand. [View Profile]

Dr. Emad Mohamed Abdallah
Qassim University, Al-Rass,
Saudi Arabia. [View Profile]

Dr. Subrata Shaw
Vanderbilt University School of Medicine,
Nashville, United States. [View Profile]

Editorial Board
CURRENT ISSUE
January, 2021
 

ARCHIVES
READ MORE

     Follow us

https://www.japsonline.com/index.php
https://www.japsonline.com/about-japs.php
https://www.japsonline.com/japs-editorial-board.php
https://www.japsonline.com/authors-guidelines.php
https://www.japsonline.com/submit-manuscript.php
https://www.japsonline.com/contact-japs.php
https://manipal.pure.elsevier.com/en/persons/srinivas-mutalik
https://scholar.google.co.in/citations?user=_uVKW6oAAAAJ&hl=en
https://scholar.google.co.in/citations?user=ukpmKoQAAAAJ&hl=en
https://scholar.google.com/citations?user=0mc0D7wAAAAJ&hl=en
http://www.khcbaser.com/
https://orcid.org/0000-0001-7586-9067
https://scholar.google.com/citations?hl=sv&user=OBtxL8MAAAAJ&view_op=list_works&sortby=pubdate
https://scholar.google.co.in/citations?user=wKLM2TkAAAAJ&hl=en
https://scholar.google.com/citations?user=HMcGA40AAAAJ&hl=en&oi=sra
https://scholar.google.co.in/citations?user=qQAInNsAAAAJ&hl=en
https://www.researchgate.net/profile/Wenyi_Kang
http://dds.pharmacy.psu.ac.th/index.php/staffs/101-staff01.html
https://www.researchgate.net/profile/Emad_Abdallah3
https://scholar.google.com/citations?user=5C8XbG8AAAAJ&hl=en
https://www.japsonline.com/current-issue.php
https://www.japsonline.com/past-issue.php
https://www.facebook.com/JournalOfAppliedPharmaceuticalScience
https://twitter.com/#!/Editor_JAPS


Dr. Qingwen Zhang
University of Macau, Macau, China.

Dr. Radhesh Manduva
Scientist, Lloyd, Inc., Shenandoah, IA, USA.

Dr. Oluwafemi Omoniyi Oguntibeju
Department of Biomedical Sciences,
Faculty of Health & Wellness Sciences,
Cape Peninsula University of Technology,
Bellville, South Africa. [View Profile]

Dr. Dinesh Kumar Mishra
Indore Institute of Pharmacy, Indore, India.
[View Profile]

Dr. Mohd Nazir Khan
Department of Orthopaedics,
School of Medicine, Emory University,
57 Executive Park South, Atlanta, GA. [View Profile]

Prof. Abdul Rohman
Department of Pharmaceutical Chemistry,
Faculty of Pharmacy, Gadjah Mada University, 
Yogyakarta, Indonesia. [View Profile]

Dr. Mrinmoy Saha
Laboratory of Bioorganic Chemistry,
NIDDK National Institute of Health, Bethesda, USA.
[View Profile]

Dr. Dipak S. Pisal
CDER, Food and Drug Administration,
Silver Spring, MD, USA.

Dr. Shalley N. Kudalkar
Associate Research Scientist, Yale University,
New Haven, CT, USA. [View Profile]

Prof. Oluwatoyin A. Odeku
Dean, Faculty of Pharmacy,
University of Ibadan,
Ibadan, Nigeria. [View Profile]

Dr. Bappaditya Chatterjee
Dept. of Pharmaceutical Technology,
International Islamic University, Malaysia.

Dr. Sonam Bhatia
Faculty of Health Science,
Sam Higginbottom University of Agriculture,
Technology and Sciences, Allahabad, India. [View Profile]

Dr. Sanjay Bhivasan Patil 
Shri Neminath Jain Brahmacharyashram’s
Shriman Sureshdada Jain College of Pharmacy,
Chandwad, India.

Dr. Amit D. Kandhare 
Manager, Scientific Affairs,
Indus Biotech, Pune, India.
[View Profile]

Dr. Abdulhadi ALJAWISH
Polytech Lille, Institut Charles Viollette,
Université de Lille1, France. [View Profile]

Dr. Mrs. Karimunnisa S. Shaikh
Modern College of Pharmacy,
Nigdi, Pune, India. [View Profile]

Dr. Aysu YURDASIPER
Faculty of Pharmacy, Pharmaceutical Technology Department,
Ege University, Izmir, Turkey.

Dr. Sai Prachetan Balguri
ORISE Fellow at U.S. FDA CDER/OPQ/OTR,
New Hampshire Avenue Silver spring, MD, USA.

Dr. Shazia Qasim Jamshed
Department of Pharmacy Practice,
Kulliyyah of Pharmacy,
International Islamic University, Malaysia.

Dr. Sureshbabu Nagarajan
Louisiana State University,
Woodrow Street Shreveport, LA.

Dr. Shireesha Boyapati 
Vaagdevi College of Pharmacy, Warangal, India.

Dr. Nipapan Malisorn
Thammasat University, Pathumthani, Thailand.

Dr. Elvis Adrian Fredrick Martis
Bombay College of Pharmacy,
Kalina, Mumbai. [View Profile]

Dr. Sanjoy Kumar Das
Institute of Pharmacy, Jalpaiguri, India.
[View Profile]

Dr. Pranav Kumar Prabhakar
Lovely Faculty of Applied Medical Sciences,
Lovely Professional University, Phagwara, Punjab, India.
[View Profile]

Dr. Anoja Priyadarshani Attanayake
Department of Biochemistry,
Faculty of Medicine, University of Ruhuna, Sri Lanka.

Dr. Thirumal Kumar D
Department of Bioinformatics
Saveetha Institute of Medical and Technical Sciences
Chennai, Tamil Nadu, India.

[View Profile]

Dr. Muhammad Akram 
Department of Eastern Medicine,
Directorate of Medical Sciences,
Faculty of Science and Technology, Government 
College University Faisalabad, Pakistan. [View Profile]

Dr. Subrahmanya Bhat K
Department of Chemistry, Manipal Institute of Technology,
Manipal Academy of Higher Education, Manipal, India.
[View Profile]

Dr. Gurinder Singh
Department of Pharmaceutics,
Al-Ameen College of Pharmacy, Bangalore, India.

Dr. R. N. Gupta 
Birla Institute of Technology
Mesra, India. [View Profile]

Dr. Kondawar M. S.
Appasaheb Birnale College of Pharmacy
Sangli, India.

Dr. Jone Stanley
College of Veterinary Medicine & Biomedical Sciences,
Texas A&M University, Texas, USA. [View Profile]

Dr. Narendar Dudhipala 
Department of Pharmaceutics and Drug Delivery,
School of Pharmacy, University of Mississippi, USA.
[View Profile]

https://scholar.google.com/citations?user=M1jn-GkAAAAJ&hl=en
https://scholar.google.co.in/citations?user=m7bToOEAAAAJ&hl=en
https://scholar.google.com/citations?user=pE5d_o8AAAAJ&hl=en
https://scholar.google.com/citations?user=x69pkFAAAAAJ&hl=en
https://www.researchgate.net/profile/Mrinmoy_Saha
https://medicine.yale.edu/intranet/facultybydept/shalley_kudalkar.profile
https://scholar.google.com/citations?hl=en&user=Ti-T_nsAAAAJ&view_op=list_works&sortby=pubdate
https://scholar.google.co.in/citations?user=keJKmD8AAAAJ&hl=en
http://orcid.org/0000-0003-1523-2050
https://www.researchgate.net/profile/Abdulhadi_Aljawish
http://www.japsonline.com/admin/php/uploads/2493_pdf.pdf
https://scholar.google.co.in/citations?user=jp8zahYAAAAJ&hl=en
https://www.researchgate.net/profile/Sanjoy_Das10
https://scholar.google.co.in/citations?user=BDnsk00AAAAJ&hl=en
https://scholar.google.co.in/citations?user=Qsg3bNEAAAAJ&hl=en
https://scholar.google.com/citations?hl=en&user=gxjm8QsAAAAJ
http://orcid.org/0000-0002-7948-8621
https://scholar.google.co.in/citations?user=OWv6f-oAAAAJ&hl=en
https://scholar.google.co.in/citations?user=GIPtqjoAAAAJ&hl=en
https://www.researchgate.net/profile/Narendar_Dudhipala


Dr. A. Lakshmana Rao
V.V. Institute of Pharmaceutical Sciences
Gudlavalleru, India.

Dr. Qian Zhong
Koch Institute of Integrative Cancer Research,
Massachusetts Institute of Technology, Cambridge, MA.

Dr. Emad Shalaby
Cairo University,
Cairo, Egypt. [View Profile]

Dr. J. R. Gadag
Karnatak University,
Dharwad, India.

Note: All the above-mentioned editors and editorial board members are serving in their personal capacity and do not represent their
affiliating institutions. Last Updated: 11/12/2020

© 2021 Open Science Publishers LLP, unless otherwise stated.
By using this website, you agree to our Terms and Conditions, Privacy statement and Cookies policy.
                                                                                        

http://scholar.cu.edu.eg/?q=emad-shalaby/biocv
https://www.japsonline.com/termsconditions.php
https://www.japsonline.com/termsconditions.php
https://www.japsonline.com/termsconditions.php


also developed by scimago: SCIMAGO INSTITUTIONS RANKINGS

Scimago Journal & Country Rank

Home Journal Rankings Country Rankings Viz Tools Help About Us

Journal of Applied Pharmaceutical Science
Country India  -  33

H Index

Subject Area and Category Medicine
 Medicine (miscellaneous)

 Pharmacology (medical)
 

Pharmacology, Toxicology and Pharmaceutics
 Pharmacology, Toxicology and Pharmaceutics (miscellaneous)

 
Publisher MediPoeia

Publication type Journals

ISSN 22313354

Coverage 2011-2020

Scope Information not localized

Join the conversation about this journal

Enter Journal Title, ISSN or Publisher Name  

Quartiles

The set of journals have been ranked according to their SJR and divided into four equal groups, four quartiles. Q1 (green)
comprises the quarter of the journals with the highest values, Q2 (yellow) the second highest values, Q3 (orange) the third
highest values and Q4 (red) the lowest values.

Category Year Quartile
Medicine (miscellaneous) 2012 Q3
Medicine (miscellaneous) 2013 Q3
Medicine (miscellaneous) 2014 Q3
Medicine (miscellaneous) 2015 Q3

SJR

The SJR is a size-independent prestige indicator that
ranks journals by their 'average prestige per article'. It is
based on the idea that 'all citations are not created
equal'. SJR is a measure of scienti�c in�uence of
journals that accounts for both the number of citations
received by a journal and the importance or prestige of
the journals where such citations come from It

Citations per document

This indicator counts the number of citations received by
documents from a journal and divides them by the total
number of documents published in that journal. The
chart shows the evolution of the average number of
times documents published in a journal in the past two,
three and four years have been cited in the current year.

2012 2013 2014 2015 2016 2017 2018 2019

Medicine (miscellaneous)

Pharmacology (medical)

Pharmacology, Toxicology and Pharmaceutics (miscellaneous)

https://www.scimagoir.com/
https://www.scimagojr.com/
https://www.scimagojr.com/index.php
https://www.scimagojr.com/journalrank.php
https://www.scimagojr.com/countryrank.php
https://www.scimagojr.com/viztools.php
https://www.scimagojr.com/help.php
https://www.scimagojr.com/aboutus.php
https://www.scimagojr.com/journalrank.php?country=IN
https://www.scimagoir.com/rankings.php?country=IND
https://www.scimagojr.com/journalrank.php?area=2700
https://www.scimagojr.com/journalrank.php?area=3000
https://www.scimagojr.com/journalrank.php?category=2701
https://www.scimagojr.com/journalrank.php?category=2736
https://www.scimagojr.com/journalrank.php?category=3001
https://www.scimagojr.com/journalsearch.php?q=MediPoeia&tip=pub


Metrics based on Scopus® data as of April 2020

measures the scienti�c in�uence of the average article The two years line is equivalent to journal impact factor
™ (Thomson Reuters) metric.

Cites per document Year Value
Cites / Doc. (4 years) 2011 0.000
Cites / Doc. (4 years) 2012 0.711
Cites / Doc. (4 years) 2013 0.665
Cites / Doc. (4 years) 2014 0.659
Cites / Doc. (4 years) 2015 0.808
Cites / Doc. (4 years) 2016 0.918
Cites / Doc. (4 years) 2017 0.791
Cites / Doc. (4 years) 2018 0.767
Cites / Doc (4 years) 2019 0 955

Total Cites Self-Cites

Evolution of the total number of citations and journal's
self-citations received by a journal's published
documents during the three previous years.

 
Journal Self-citation is de�ned as the number of citation
from a journal citing article to articles published by the
same journal.

Cites Year Value
S lf Cit 2011 0

External Cites per Doc Cites per Doc

Evolution of the number of total citation per document
and external citation per document (i.e. journal self-
citations removed) received by a journal's published
documents during the three previous years. External
citations are calculated by subtracting the number of
self-citations from the total number of citations received
by the journal’s documents.

Cit Y V l

% International Collaboration

International Collaboration accounts for the articles that
have been produced by researchers from several
countries. The chart shows the ratio of a journal's
documents signed by researchers from more than one
country; that is including more than one country address.

Year International Collaboration
2011 4.29
2012 8 85

Citable documents Non-citable documents

Not every article in a journal is considered primary
research and therefore "citable", this chart shows the
ratio of a journal's articles including substantial research
(research articles, conference papers and reviews) in
three year windows vs. those documents other than
research articles, reviews and conference papers.

Documents Year Value
N it bl d t 2011 0

Cited documents Uncited documents

Ratio of a journal's items, grouped in three years
windows, that have been cited at least once vs. those
not cited during the following year.

Documents Year Value
Uncited documents 2011 0
Uncited documents 2012 211
Uncited documents 2013 449
Uncited documents 2014 706

← Show this widget in
your own website
 
Just copy the code below
and paste within your html
code:

<a href="https://www.scimag

0.4

0.6

0.8

1

2011 2013 2015 2017 2019

0

500

1k

2011 2013 2015 2017 2019

0

0.5

1

2011 2012 2014 2016 2018

0

6

12

18

2011 2013 2015 2017 2019

0

600

1.2k

2011 2013 2015 2017 2019

0

600

1.2k



Journal of Applied Pharmaceutical Science Vol. 11(01), pp 121-128, January, 2021

Available online at http://www.japsonline.com

DOI: 10.7324/JAPS.2021.110114

ISSN 2231-3354

Synthesis of 2-styrylchromones: In vitro and in silico anticancer 

activity evaluation

Brilliana Via Safitri, Alfinda Novi Kristanti*, Hery Suwito, Kautsar Ul Haq, Dicky Hendriyanto
Department of Chemistry, Faculty of Science and Technology, Universitas Airlangga, Surabaya, Indonesia.

ARTICLE INFO

Received on: 17/08/2020
Accepted on: 21/10/2020
Available online: 05/01/2021

Key words:

2-styrylchromone, aldol 
condensation, molecular 
docking, MTT assay, HeLa 
cell, human kinesin Eg5.

ABSTRACT 

The efforts to obtain cancer drugs are still a topic of many research studies considering that cancer is one of the main 
causes of human death. 2-Styrylchromones are a group of compounds with potential anticancer activity. This research 
was conducted to synthesize some 2-styrylchromones which involved the formation of 2-methylchromone, followed 
by aldol condensation with various benzaldehydes. The compound structures were determined using spectroscopic 
methods, which included ultra violet-visible, Fourier-transform infrared, proton nuclear magnetic resonance, carbon 
nuclear magnetic resonance- attached proton test APT, and high-resolution mass spectrometry. The toxicity test of 
the synthesized compounds was carried out in vitro against Henrietta Lacks cancer cells and in silico by molecular 
docking of the human kinesin Eg5 receptor. The results showed that the synthesized compound substituted with three 
methoxy groups presented the best anticancer activity, both in vitro (inhibition 100%) and in silico tests (grid score 
−41,029 kcal/mol).

INTRODUCTION 

Cancer is one of the leading causes of death worldwide. 
Therefore, research to find new compounds, both natural and 
synthetic, which can be used in cancer treatment, continues. From 
nature, we know vinblastine and vincristine have been used as 
anticancer drugs. Several synthesized compounds, from various 
groups of compounds, were also developed to provide potential 
and promising anticancer agents, including metal complexes 
(Ali et al., 2013), some compounds with heterocyclic nuclei 
(Ali et al., 2015), several classes of imidazoles (Ali et al., 2017), 
styrylcromones (Momoi et al., 2005) and so forth.

Styrylchromone, a compound with a C6-C5-C6 building 
block, is known to have various biological activities, such as 
antioxidant, anti-inflammatory, antimicrobial, antitumor, and 
neuroprotective activities. 2-Styrylchromones have a styryl group 
at position 2 in the chromone ring. Up until 2016, only nine 
derivatives had been isolated from some natural sources, such as 

cryptophycean alga, Chrysophaeum taylori, Imperata cylindrica, 
Chinese eaglewood, Platanus x acerifolia, Juniperus chinensis, 
and Dioscorea bulbifera (Santos and Silva, 2017).

Therefore, 2-styrylchromone is rarely found in nature, 
and the provision of this compound must be carried out through 
the synthesis of organic compounds. One of the oldest approaches 
to the synthesis of 2-styrylchromones consists of base-promoted 
condensation between 2-methylchromones and benzaldehydes 
(Santos and Silva, 2017). Meanwhile, according to Bondge, 
chromones have been prepared from o-hydroxyacetophenones 
in three or more steps via either Allan Robinson’s method or 
modified Kostanecki Robinson’s procedure (Bondge et al., 
2009). 

In our study, we synthesized some 2-strylchromones, 
the structure of which is presented in Table 1. The synthesis 
occurred in two steps: first, the formation of 2-methylchromone 
(3) from 2-hydroxyacetophenone (1) through the formation 
of 2-hydroxy-2-methylchromanone (2), followed by aldol 
condensation with various benzaldehydes. The reaction is shown 
in Figure 1. 

The toxicity test of the synthesized compound was 
carried out by MTT method against Henrietta Lacks (HeLa) 
cancer cells and the in silico test was carried out using the human 
kinesin Eg5 receptor, a potential drug target for the development of 
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Table 1. 2-Styrylchromones synthesized.

Code R
Structure Name of compound  

(International Union of Pure and Applied Chemistry)

4a H (E)-2-styryl-4H-chromen-4-one

4b 4-Cl (E)-2-(4-chlorostyryl)-4H-chromen-4-one

4c 4-Br (E)-2-(4-bromostyryl)-4H-chromen-4-one

4d 2,5-diCl (E)-2-(2,5-dichlorostyryl)-4H-chromen-4-one

4e 2,3-diOCH3 (E)-2-(2,3-dimethoxystyryl)-4H-chromen-4-one

4f 2,5-diOCH3 (E)-2-(2,5-dimethoxystyryl)-4H-chromen-4-one

4g 3,4,5-triOMe (E)-2-(3,4,5-trimethoxystyryl)-4H-chromen-4-one

Figure 1. Reaction of 2-styrylchromones synthesis.
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cancer chemotherapy. The most sophisticated Eg5 targeting agent 
is ispinesib, which exhibits strong anticancer activity (Talapatra 
et al., 2012).

MATERIALS AND METHODS

Materials

Ethyl acetate, sodium, 2′-hydroxyacetophenone, 
HCl 0.5 N, methanol, p-toluene sulfonic acid (pTSA), 
benzaldehyde, 4-chlorobenzaldehyde, 4-bromobenzaldehyde, 
2,5-dichlorobenzaldehyde, 2,3-dimethoxybenzaldehyde, 
2,5-dimethoxybenzaldehyde, 3,4,5-trimethoxybenzaldehyde, 
distilled water, ethanol, and NaOH 40% were used. For 
3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide 
(MTT) assay, MTT reagent, media culture, HeLa cell lines, 
trypan blue, and ethanol 70% were needed.

Apparatus

Three-neck round bottom flasks, reflux, thermometer, a 
set of thin layer chromatography tools, hot plates, stands, clamps, 
micropipettes, Buchner funnels, and Fisher–Johns melting point 
apparatus were used. The instruments used for structural elucidation 
of compounds were ultra violet-visible (UV-Vis) spectrophotometers 
(Shimadzu UV-1800), Fourier Transform Infrared (FTIR) 
spectrophotometer (Shimadzu IR Tracer-100), NMR spectrometer 
(JEOL JNM-ECS 400), and mass spectrometer (JEOL 600H-1).

Synthesis

Synthesis of 2-methylchromone (3)
A solution of 2′-hydroxyacetophenone (1) (3 mmol), 10 

ml of ethyl acetate, and 0.33 g of sodium was put into a three-neck 
round bottom flask and stirred with a magnetic stirrer for 23 hours 
at a temperature of 28°C–30°C. HCl 0.5 N was added dropwise 
for 4.2 ml until a yellow precipitate was formed. This reaction 
yielded two compounds: 4-methylcoumarine (5) and 2-hydroxy-2-
methylchromanone (2). After these two compounds were formed, 
the next step (synthesis of 2-methylchromone) was carried out to 
use the two mixture compounds as reactants. Thus, 356 mg of the 
mixture was reacted with 0.25 mmol of pTSA in 14 ml of methanol 
under stirring and heating at 100°C for 2 hours. The product 
obtained was purified by silica gel column chromatography using 
chloroform-n-hexane mixture as eluent. The product desired was 
eluted by chloroform : n-hexane in a ratio of 3:1. 

Synthesis of 2-styrylchromones (4a–4g)
2-Methylchromone (3) (0.5 mmol) obtained from 

the previous step and various benzaldehydes (0.55 mmol) were 
dissolved in 8 ml ethanol. Then, 0.5 ml of 40% NaOH was added 
drop by drop into the mixture and then stirred with a magnetic 
stirrer for 1 hour below 5°C. After 1 hour, the mixture was stirred 
at room temperature for 3 hours and cold distilled water was then 
added to form a precipitate. The mixture was filtered using a 
Buchner funnel to give a yellow solid.

Cytotoxicity screening on HeLa cells

The synthesized compounds were tested for their 
cytotoxicity against HeLa cancer cells using the MTT method. 
This test was carried out by planting cancer cell cultures incubated 

24 hours into a 96-well plate with a HeLa cell concentration of 6 × 
104 cells/100 µl. The media in the well were removed for further 
addition of 200 µl synthesized compound with a concentration of 30 
µM and incubated for 48 hours at 37°C. In addition to the synthesized 
compound as a test compound, there is also doxorubicin as a positive 
control, a cell control solution consisting of culture media and cells 
as a negative control, and a media control solution consisting of 
culture media as a blank. After incubating for 48 hours, the media 
were removed for further administration of MTT reagents (0.5 mg/
ml) of 200 µl into each well. Subsequently, incubated again for 3–4 
hours, formazan crystals were formed. After the formazan crystals 
from the MTT reduction were formed, the media were removed 
from the plate and dissolved in 100 µl DMSO on each plate to read 
the absorbance value with an ELISA reader at a wavelength of 570 
nm. After absorbance the data were obtained, then the percentage of 
inhibited cells was determined (Essien et al., 2016):

% Inhibition = 100 – OTC – ONC
OPC – ONC × 100

OTC is OD of test compound, ONC is OD of negative 
control, and OPC is OD of positive control.

Docking studies on Eg5 human kinesin protein

The program used in this experiment for docking was 
Dock6. Eg5 protein complex with ispinesib ligand was downloaded 
from the Protein Data Bank (PDB) with 4AP0 access code and 
the A chain was separated using USCF Chimera 1.11.2. RMSD 
obtained in this study was 0.34 Å. The ligand used for docking 
was synthesized compounds (4a–4g). The ligand structure was 
obtained by drawing on the ChemDraw Ultra 12.0 program and 
then stored in *.mol format and opened with Gaussian 09W for 
geometry optimization with the DFT basis set B3LYP/6-31G** 
method (Yadava et al., 2011). After geometry optimization, the file 
was opened in the USCF Chimera 1.11.2 program to add hydrogen 
(add hydrogen) and charge (add charge) and then saved in *.mol 
format.

RESULTS AND DISCUSSION

Synthesis of 2-styrylchromones

In organic chemistry, Allan Robinson’s reaction is the 
chemical reaction of o-hydroxyaryl ketones with an anhydride. 
During the reaction mechanism, a diketone was formed as 
an intermediate. In 2013, Zheng et al. (2013) succeeded in 
synthesizing a compound near-infrared fluorescent probe for 
H2S. In the six steps of that synthesis reaction, there was the 
formation of 2-methylchromone from 2-hydroxyacetophenone. 
This reaction needed dry ethyl acetate, sodium, and diluted HCl. 
The intermediate compound formed in the reaction was a diketone 

1-(2-hydroxyphenyl)butane-1,3-dione. Another probe was 
synthesized by Lu et al. (2016), which wrote the same mechanism 
for the formation of 2-methylchromone.

The other chromones’ synthesis reaction is Kostanecki’s 
acylation. The Kostanecki acylation is an acylation reaction of 
o-hydroxyaryl ketones with anhydrides, followed by cyclization. 
This reaction’s mechanism consists of three well-differentiated 
reactions: phenol O-acylation with the formation of a tetrahedral 
intermediate, intramolecular aldol condensation to cyclize, and 
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formation of a hydroxydihydrochromone and elimination of the 
hydroxyl group to form the chromone (or coumarin). 

In our study, when 2′-hydroxyacetophenone was reacted 
with ethyl acetate and sodium, two compounds were formed. After 
elucidating the structures, there were 4-methylcoumarine (5) and 
2-hydroxy-2-methylchromanone (2), the structure of which was 
shown in Figure 2. So, in our study, the reaction mechanism did 
not correspond to what was reported by previous researchers (Lu 
et al., 2016; Zheng et al., 2013). A diketone was not formed, if not 
compound (2) was a major product.

The existence of 4-methylcoumarine was assigned by 
the following signals in the proton nuclear magnetic resonance 
(1H-NMR) spectrum: proton signal of methyl group at δH 2.33 
ppm (s, 3H), vinylic proton signal at δH 6.18 ppm (s, 1H), and four 
aromatic proton signals at 7.40 ppm (ddd, 8.0, 7.1, 1.1 Hz, 1H); 
7.54 ppm (dd, 8.6, 1.1 Hz, 1H); 7.71 ppm (ddd, 8.6, 7.1, 1.7 Hz, 
1H); and 7.94 ppm (dd, 8.0, 1.7 Hz, 1H). Meanwhile, the existence 
of 2-hydroxy-2-methylchromanone was assigned by the following 
signals: proton signal of methyl group at 1.97 ppm (s, 3H), proton 
signal of methylene group at 3.35 ppm (s, 2H), proton signal of 
hydroxyl group at 5.55 ppm, and four aromatic proton signals. 

After these two compounds were formed, the synthesis 
was continued to the next step using the mixture. This can be 
applied because the dehydration reaction occurred only on 
compounds (2), which can be dehydrated under acidic and high 
temperature conditions. Meanwhile, compound (5) did not react. 
Besides, separating the two using chromatography seems difficult 
because they both have almost the same polarity. This dehydration 
reaction used pTSA as a catalyst, which resulted in a faster reaction 
time of 2 hours than hydrochloric acid, which took 30 hours. It 
is because pTSA is a strong organic acid that can dissolve and 
mix perfectly in this reaction condition. The TLC analysis of the 
reaction product showed two spots separated by silica gel column 
chromatography using chloroform-n-hexane mixture as the eluent.

Then, 2-styrylchromones (4a–4g) were synthesized 
using aldol condensation between 2-methylchromone (3) and 
benzaldehyde appropriate. All synthesized compounds have two 
peaks in UV-Vis spectrum, where peak I appeared at a wavelength 
of 220–270 nm, which belonged to the benzoyl group, and peak 
II appeared in 300–390 nm which belonged to the extended 
cinnamoyl peak. On FTIR spectra, the absorption band appeared 
at the wavenumber (ν) 1,610–1,630 cm−1 for the C=C conjugated 
alkene, 1,380–1,390 cm−1 for Caryl–O–Cvinyl in the chromone ring, 
and 1,460–1,560 cm−1 for C=C of benzene. The 1H NMR spectra 
provide information about signals that indicated the formation of 

2-stirylchromone skeleton. Two doublet signals with a coupling 
constant of 16 Hz are the proton trans-ethylenic signals of Hα 

and Hβ, which appeared at 6.75–6.84 ppm and 7.54–7.93 ppm, 
respectively. In ring A, the substituents are in the ortho position 
so that all the synthesized compounds showed the presence of 
four proton signals coupled to each other, producing dd and ddd 
multiplicity. The singlet signal, which was H3 signals on the C 
ring, appeared at δH 6.32–6.55 ppm. At 13C APT spectra, the most 
deshielding signal appeared at δC 170–200 ppm, which belonged 
to the carbonyl group. Analysis with high-resolution mass 
spectrometry (HRMS) provided information on the molecular 
formula according to the structure of the synthesized compounds.

2-Methylchromone (3)

Yellow needle crystals. FTIR (DFR, KBr) ν cm−1: 3,070 
(CH sp2); 2,914, 2,951 (CH sp3); 1,647 (C=O); 1,618 (Cα=Cβ); 
1,477, 1,463, 1,442 (C=C aromatic); 1,371 (Caryl–O–Cvinyl). 

1H 

NMR (400 MHz, CDCl3) δ 8.17 (dd, J = 8.1 Hz, 1.7 Hz, 1H); 7.63 
(ddd, J = 8.5 Hz, 7.1 Hz, 1.7 Hz, 1H); 7.41 (dd, J = 8.5 Hz, 1.1 Hz, 
1H); 7.37 (ddd, J = 8.1 Hz; 7.1 Hz, 1.1 Hz, 1H); 6.18 (q, J = 0.7 
Hz, 1H); 2.38 (d, J =0.7 Hz, 3H). 13C NMR (101 MHz, CDCl3) δ 
20.7; 110.6; 117.1; 123.6; 125.0; 125.7; 129.1; 133.6; 166.4; 178.4.

(E)-2-styryl-4H-chromen-4-one (4a)

Yellow solid; m.p. = 138,3–139,7°C. UV-Vis (EtOH) 
λmax (nm), log ε: 254 (3.64); 330 (4.42). FTIR (DFR, KBr, ν) cm−1: 
3,057, 3,016 (CH sp2); 1,656 (C=O); 1,614 (Cα=Cβ); 1,465, 1,477, 
1,560 (C=C aromatic); 1,386 (Caryl–O–Cvinyl). 

1H NMR (400 MHz, 
CDCl3) δ 8.20 (dd, J = 7.9 Hz, 1.5 Hz, 1H); 7.69 (ddd, J = 8.5 Hz, 
7.4 Hz, 1.5 Hz, 1H); 7.62 (d, J = 16 Hz, 1H); 7.59 (dd, J = 8.1 Hz, 
1.2 Hz, 2H); 7.54 (dd, J = 8.5 Hz, 1.2 Hz, 1H); 7.41 (m, 3H); 7.40 
(ddd, J = 7.9 Hz, 7.4 Hz, 1.2 Hz, 1H); 6.80 (d, J = 16 Hz, 1H); 6.37 
(s, 1H). carbon nuclear magnetic resonance- attached proton test 
(13C NMR APT) (101 MHz, CDCl3) δ 178.6, 161.9, 156.1, 137.2, 
135.0, 133.9, 130.0, 129.1, 127.8, 125.8, 125.1, 124.1, 120.3, 
118.0, 110.7. HRMS (M+•) 248.0817 (C17H12O2).

(E)-2-(4-chlorostyryl)-4H-chromen-4-one (4b)

Yellow solid; m.p. = 214°C–216°C. UV-Vis (EtOH) λmax 

(nm), log ε: 257 (4.05); 331 (4.51). FTIR (DFR, KBr, ν) cm−1: 
3,032, 3,064 (C-H sp2); 1,651 (C=O); 1,624 (C=C); 1,465, 1,475, 
1,560 (C=C aromatic); 1,390 (Caryl–O–Cvinyl); 1,091 (C–Cl). 1H 

NMR (400 MHz, CDCl3) δ 8.19 (dd, J = 8.0 Hz, 1.7 Hz, 1H); 7.68 
(ddd, J = 8.7 Hz, 7.2 Hz, 1.7 Hz, 1H); 7.55 (d, J = 16 Hz, 1H); 
7.52 (m, 1H);  7.51 (d, J = 8.6 Hz, 2H); 7.40 (ddd, J = 8.7 Hz, 7.2 
Hz, 1.0 Hz, 1H); 7.39 (d, J = 8.6 Hz, 2H); 6.75 (d, J = 16 Hz, 1H); 
6.32 (s, 1H). 13C NMR APT (101 MHz, CDCl3) δ 178.5; 161.4; 
156.1; 135.8; 135.5; 133.9; 133.6; 129.4; 128.9; 125.8; 125.2; 
124.2; 120.9; 117.9; 111.0. HRMS (M+•) 282.0456 (C17H11Cl O2).

(E)-2-(4-bromostyryl)-4H-chromen-4-one (4c)

Yellow solid; m.p. = 210°C–211°C. UV-Vis (EtOH) λmax 

(nm), log ε: 253 (3.89); 334 (4.53). FTIR (DFR, KBr, ν) cm−1: 3,032, 
3,062 (CH sp2); 1,649 (C=O); 1,624 (C=C); 1,465, 1,473, 1,566 
(C=C aromatic); 1,390 (Caryl–O–Cvinyl); 1,070 (C–Br). 1H NMR (400 
MHz, CDCl3) δ 8.19 (dd, J = 7.9 Hz, 1.7 Hz, 1H); 7.68 (ddd, J = 8.6 
Hz, 7.0 Hz, 1.7 Hz, 1H); 7.54 (d, J = 8.5 Hz, 2H); 7.53 (d, J = 16 Hz, 
1H); 7.52 (dd, J = 8.1 Hz, 2.8 Hz, 1H); 7.44 (d; J = 8.5 Hz; 2H); 7.40 Figure 2. Structure of 4-methylcoumarine and 2-hydroxy-2-methylchromanone.
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(ddd; J = 8.1 Hz, 7.9 Hz, 1.2 Hz; 1H); 6.77 (d, J = 16 Hz, 1H); 6.33 
(s, 1H). 13C NMR APT (101 MHz, CDCl3) δ 178.5; 161.3; 156.0; 
135.6; 134.0; 133.9; 132.3; 129.1; 125.8; 125.2; 124.2; 124.1; 121.0; 
117.9; 111.0. HRMS (M+•) 325.9936 (C17H11Br O2).

(E)-2-(2,5-dichlorostyryl)-4H-chromen-4-one (4d)

Yellow solid; m.p. = 197°C–198°C. UV-Vis (EtOH) λmax 

(nm), log ε: 248 (4.12); 325 (4.44). FTIR (DFR, KBr, ν) cm−1: 
3,066 (C-H sp2); 1,647 (C=O); 1,635 (C=C); 1,465, 1,469, 1,560 
(C=C aromatic); 1,388 (Caryl–O–Cvinyl); 1,095 (C–Cl). 1H NMR 

(400 MHz, CDCl3) δ 8.19 (dd, J = 8.0 Hz, 1.7 Hz, 1H), 7.91 (d, J 

= 16 Hz, 1H), 7.70 (ddd, J = 8.5 Hz, 7.2 Hz, 1.7 Hz, 1H), 7.67 (d, 
J = 2.4 Hz, 1H), 7.56 (dd, J = 8.5 Hz, 1.0 Hz, 1H), 7.40 (ddd, J 

= 8.0 Hz, 7.2 Hz, 1.7 Hz, 1H), 7.37 (d, J = 8.6 Hz, 1H), 7.27 (dd, 
J = 8.6 Hz, 2.4 Hz, 1H), 6.77 (d, J = 16 Hz, 1H), 6.38 (s, 1H). 
13C NMR APT (101 MHz, CDCl3) δ 178.5; 160.8; 156.0; 134.7; 
134.1; 133.3; 132.8; 131.5; 131.4; 130.5; 127.0; 125.8; 125.3; 
124.1; 124.0; 118.1; 111.9. HRMS (M+•) 316.0051 (C17H10Cl2 O2).

(E)-2-(2,3-dimethoxystyryl)-4H-chromen-4-one (4e)

Yellow solid; m.p. = 162°C–163°C. UV-Vis (EtOH) λmax 

(nm), log ε: 243 (4.09); 335 (4.81). FTIR (DFR, KBr, ν) cm−1: 
3,043, 3,066 (CH sp2); 2,831, 2,935, 2,991 (CH sp3), 1,653 (C=O); 
1,631 (C=C); 1,465, 1,477, 1,579 (C=C aromatic); 1,392 (Caryl–O–
Cvinyl); 1,271 (Caryl–O–Calkyl). 

1H NMR (400 MHz, CDCl3) δ 8.19 
(dd, J = 7.9 Hz, 1.5 Hz, 1H); 7.93 (d, J = 16 Hz, 1H); 7.68 (ddd, J = 
8.5 Hz, 7.1 Hz, 1.5 Hz, 1H); 7.57 (dd, J = 8.5 Hz, 1.1 Hz, 1H); 7.39 
(ddd, J = 8.5 Hz, 7.9 Hz, 1.1 Hz, 1H); 7.23 (dd, J = 8.0 Hz, 1.2 Hz, 
1H); 7.10 (t, J = 8.0 Hz, 1H); 6.95 (dd, J = 8.0 Hz, 1.2 Hz, 1H); 6.84 
(d, J = 16 Hz, 1H); 6.35 (s, 1H); 3.92 (s, 3H); 3.91 (s, 3H). 13C NMR 

APT (101 MHz, CDCl3) δ 178.6; 162.1; 156.1; 153.2; 148.2; 133.8; 
131.7; 129.3; 125.7; 125.1; 124.4; 124.2; 121.7; 118.8; 118.1; 113.6; 
110.7; 61.5; 56.0. HRMS (M+•) 308.1037 (C19H16O4).

(E)-2-(2,5-dimethoxystyryl)-4H-chromen-4-one (4f)

Yellow solid; m.p. = 158°C–159°C. UV-Vis (EtOH) 
λmax (nm), log ε: 261 (3.98); 321, (4.26); 380 (4.14). FTIR (DFR, 
KBr, ν) cm−1: 3,003 (CH sp2); 2,831, 2,904, 2,937 (CH sp3); 
1,641 (C=O); 1,631 (C=C); 1,465, 1,492, 1,560 (C=C aromatic); 
1,390 (Caryl–O–Cvinyl); 1,222 (Caryl–O–Calkyl). 

1H NMR (400 MHz, 
CDCl3) δ 8.19 (dd, J = 8.0 Hz, 1.8 Hz, 1H), 7.89 (d, J = 16 Hz, 
1H), 7.67 (ddd, J = 8.5 Hz, 7.2 Hz, 1.8 Hz, 1H), 7.55 (dd, J = 8.5 
Hz, 1.2 Hz, 1H), 7.38 (ddd, J = 8.0 Hz, 7.2 Hz, 1.2 Hz, 1H), 7.11 
(d, J = 2.7 Hz, 1H), 6.91 (dd, J = 8.7 Hz, 2.7 Hz, 1H), 6.87 (d, J 

= 8.7 Hz, 1H), 6.84 (d, J = 16 Hz, 1H), 6.33 (s, 1H), 3.90 (s, 3H), 
3.83 (s, 3H). 13C NMR APT (101 MHz, CDCl3) δ 178.6; 162.4; 
156.1; 153.7; 152.6; 133.7; 132.2; 125.7; 125.0; 124.6; 124.2; 
121.0; 118.1; 116.6; 112.8; 112.5; 110.5; 56.2; 55.9. HRMS (M+•) 
308.1050 (C19H16O4).

(E)-2-(3,4,5-trimethoxystyryl)-4H-chromen-4-one (4g)

Yellow solid; m.p. = 201°C–202°C. UV-Vis (EtOH) 
λmax (nm), log ε: 251 (4.33); 357 (4.61). FTIR (DFR, KBr, ν) 
cm−1: 3,005 (CH sp2); 2,827, 2,845, 2,941, 2,974 (CH sp3), 1,631 
(C=O); 1,614 (Cα=Cβ); 1,462, 1,504, 1,579 (C=C aromatic); 
1,382 (Caryl–O–Cvinyl); 1,128 (Caryl–O–Calkyl). 

1H NMR (400 MHz, 
CDCl3) δ 8.19 (dd, J = 8.0 Hz, 1.5 Hz, 1H); 7.68 (ddd, J = 8.6 Hz, 

7.1 Hz, 1.5 Hz, 1H); 7.54 (d, J = 16 Hz, 1H); 7.52 (dd, J = 8.6 Hz, 
1.0 Hz, 1H); 7.39 (ddd, J = 8.0 Hz, 7.1 Hz, 1.0 Hz, 1H); 6.81 (s, 
2H); 6.69 (d, J = 16 Hz, 1H); 6.36 (s, 1H); 3.94 (s, 6H); 3.90 (s, 
3H). 13C NMR APT (101 MHz, CDCl3) δ 178.5; 161.9; 156.0; 
153.6; 139.9; 137.2; 133.9; 130.6; 125.8; 125.1; 124.1; 119.6; 
117.9; 110.5; 104.9; 61.1; 56.3. HRMS (M+•) 338.1161 (C20H18O5) 

Cytotoxicity screening on HeLa cells

Screening the cytotoxicity of synthesized compounds 
against HeLa cancer cells was carried out by the MTT method. 
This screening test was carried out at a concentration of 30 µM. 
The results were obtained with a single assay and are shown in 
Table 2. In the cytotoxicity screening, percent inhibition below 
50% is declared as an inactive compound. Based on the results, 
there are some active compounds. The highest percentage of 
inhibition is held by compound 4g, which had three methoxy 
substituents, increasing its activity against cancer cells. Previous 
research has explained that 2-styrylchromone compounds that 
have methoxy groups tend to be more active (Uesawa et al., 2019).

Docking studies on Eg5 human kinesin protein

Nowadays, many studies have stated that Eg5 is a 
potential drug target for the development of cancer chemotherapy. 
The human kinesin Eg5 is responsible for bipolar spindle 
formation during early mitosis. Inhibition of Eg5 triggers the 
formation of monoastral spindles, leading to mitotic arrest that 
eventually causes apoptosis. There is increasing evidence that 
Eg5 constitutes a potential drug target for the development of 
cancer chemotherapeutics. The most sophisticated Eg5 targeting 
agent is ispinesib, which exhibits strong anticancer activity 
(Talapatra et al., 2012). The selection of Eg5 protein in this study 
was based on the structure of ispinesib (Fig. 3). The two rings in 

Table 2. Percent inhibitions result of cytotoxicity screening on HeLa cells.

Compound % Inhibition

4a 91.4

4b 47.1

4c 71.6

4d 35.5

4e 87.6

4f 3.6

4g 100.1

Doxorubicin 101.2

Figure 3. Structure of ispinesib.
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the ispinesib structure are similar to the two rings A and C in the 
2-styrylchromones structure.

 In this study, molecular docking of synthesized 
compounds on the human kinesin Eg5 protein was carried out. The 
active side of the Eg5 protein is shown in Figure 4. Topological 
areas in red indicate hydrophobic regions, while topological areas 
in blue indicate hydrophilic regions.

Based on the figure, the binding cleft of the receptor 
tends to be hydrophobic residues. This can be seen from the 
amount of red around the ligand. Besides, it can be seen that 
ispinesib occupies the active side as a whole to carry out 
strong hydrophobic interactions with amino acid residues on 
the active site (Fig. 3b). This reasoning can also explain why 
the grid score (ΔG) of ispinesib is very low (−80.883560 
kcal/mol). Meanwhile, the 2-styrylchromones showed the 
grid score values (ΔG) around −36 to −41 kcal/mol (Table 3). 
Table 3 presents the 2-styrylchromones-receptor interactions 
that occurred (3D visualization). Although the forming energy 
of 2-styrylchromones-receptor complexes is still higher than 
ispinesib receptor, negative and fairly low ΔG values indicate 
that complex formation can still occur spontaneously.

Table 2 and 3 show that compound 4g was the most 
active among the synthesized compounds. However, it was less 
active when compared to the standard used (doxorubicin and 
ispinesib). Table 3 shows that compound 4g does not fill the 
active side space of Eg5. This resulted in a weak interaction of the 

compound with the receptor. Figure 5 shows the 2D visualization 
of this interaction. 

Momoi et al. (2005) established that compound 4g 

showed higher cytotoxic activity against human tumor cell lines 
(squamous cell carcinoma HSC-2, HSC-3, submandibular gland 
carcinoma hysterosalpingogram, and promyelocytic leukemia HL-
60) than against normal oral human cells (gingival fibroblast human 
gingival fibroblast, pulp cell human pulp cell, and periodontal 
ligament fibroblast human periodontal ligament fibroblasts). This 
compound induced internucleosomal DNA fragmentation in HL-
60 cells which produced large DNA fragment in HSC-2 cells 
and enhanced the enzymatic activity to cleave the substrates for 
caspases 3, 8, and 9, suggesting the activation of both extrinsic and 
intrinsic apoptosis pathways.

The compound 4g also exhibited significant potency 
against gastric carcinoma, HeLa, ovarian carcinoma (OVCA), 
hepatocellular carcinoma (SKHep), and H460 (large lung 
carcinoma) cell lines. The growth inhibition value shown by 
compound 4g was always smaller than all synthesized compounds 
except for OVCA and SKHep cells, demonstrated by one 
substituted methoxy 2-styrylchromones. Compounds 4a, 4b, and 
4c were also synthesized in this study. According to the results 
in this study, the research conducted by Lin et al. (2013) also 
showed that compounds 4a, 4b, and 4c exhibited lower activity 
than 4g. However, compound 4g was less active than doxorubicin, 
the same as shown in the results of this study. 

Table 3. The results of docking experiments of target molecules as ligands with Eg5 protein. 

Ligan Gridscore (kcal/mol) Hydrogen bonding Intermolecular interaction (Ligplot+) Docking pose

Compound 4a −38.701 Arg99 (2,81Å) Arg99, Tyr191, Glu96, Ser212, Thr92, Arg201, Glu98, Gly97, Trp107

Compound 4b −36.802 – Leu140, Glu96, Pro117, Arg99, Tyr191, Glu195, Leu194, Ala198, Arg201

Figure 4. Binding cleft of Eg5 protein receptor (a) without ligand (b) with ispinesib ligand.

Continued
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CONCLUSION

2-Styrylchromone derivatives can be synthesized using 
2′-hydroxyacetophenone to produce 2-methylchromone, which 
formed 2-hydroxy-2-methylchromanone as an intermediate, 
followed by aldol condensation with benzaldehyde derivatives. 
The synthetic pathways obtained in this study were not the 
same as those previously reported. Between seven synthesized 
compounds, the most active compound was 2-stryrylchromone 
substituted by three methoxy groups, which was shown by both 
in vitro and in silico evaluations. 2-Styrylchromones substituted 
by more methoxy groups could be synthesized for further study to 
improve their anticancer activity.

ACKNOWLEDGMENTS

The authors acknowledge the H.E.J. Research Institute 
of Chemistry, International Centre for Chemical and Biological 
Sciences, University of Karachi, Pakistan, for cytotoxicity 
screening on HeLa cells and HRMS analysis.

Figure 5. The 2D visualization of Eg5–compound 4g interaction.

Ligan Gridscore (kcal/mol) Hydrogen bonding Intermolecular interaction (Ligplot+) Docking pose

Compound 4c −37.805 – Leu140, Glu96, Pro117, Ile116, Arg99, Leu194, Arg201

Compound 4d −37.406 – Leu194, Pro117, Trp107, Tyr191, Gly97, Arg99, Glu98, Glu96

Compound 4e −37.635 Arg99 (2,89Å) Leu194, Pro117, Tyr191, Trp107, Gly97

Compound 4f −38.676 – Leu194, Pro117, Ala113, Arg99, Glu98, Gly97, Glu96, Arg201, Tyr191, Glu195

Compound 4g −41.029 – Leu194, Pro117, Trp107, Tyr191, Gly97, Arg99, Glu98, Glu96

Doxorubicin −53.367 Tyr191 (3,11Å) Leu194, Glu195, Ala198, Ala199, Thr202, Glu98, Gly97

G7X 

(Ispinesib)
−80.883 - Arg99, Tyr191, Gly197, Arg201, Leu151, Leu140, Leu194, Ile116, Glu96, Pro117, 

Trp107, Gly97, Val190, Glu98, Asp 110.
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