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Dear editor
We have read, reviewed and appreciated the work performed by Xie et al regarding the integrated network pharmacology 
and experimental approaches in order to investigate the mechanisms of Stigmasterol, the active components of 
Sinomenium acutum used in arthritis treatment.1 Based on their results, 5 main differentially expressed genes involved 
in osteoclast differentiation, the major mediators of bone destruction, including NCF4, NFKB1, CYBA, IL-1β and NCF1 
were determined to be targeted by the through protein–protein interaction (PPI) network. Sinomenium acutum (Thumb.) 
Rehd. et Wils. (Menispermaceae, SA) was known as a Chinese herbal medicine with various active chemical compo
nents, mainly alkaloid sinomenine.2 The pharmacological profile of this herb includes immunosuppression, rheumatoid 
arthritis relief, anti-inflammatory, and protection against by lipopolysaccharide (LPS) induced hepatitis.2 The study and 
drug design revealed in this article were found interesting and worth to be discussed further.

In this study, the target genes of Sinomenium acutum active components related to rheumatoid arthritis were screened 
by heatmap and volcano map of dataset in Batman-TCM website which then was imported into Cytoscape software. 
Here, a question could be raised that the in silico prediction should be confirmed firstly by an in vitro experiment. 
However, based on the network pharmacology analysis, the authors identified and defined the active compounds of 
Sinomenium acutum, including Stigmasterol, Sinactine and GammaSitosterol where Stigmasterol targets IL-1β, Sinactine 
targets NCF4, NCF1, and CYBA, and Gamma-Sitosterol targets NFKB1 based on the KEGG analysis performed. Even 
though the final results reported in this study were fascinating, the preliminary in vitro experiment is important enough to 
be skipped or excluded in order to define the bioactivity of a compound.3,4 Therefore, further in vitro study could be 
considered for other bioactive compounds which were excluded in this particular study in order.

In addition, the promising effect or physiological outcome of Stigmasterol treatment was obtained from the treatment 
of high dosage Stigmasterol (STG-H) 200 mg/kg, which slightly still lower than the effect caused by Indomethacin. 
Indomethacin itself is a non-steroidal anti-inflammatory drug commonly used to treat inflammatory arthritis which has 
been well established as an inhibitor of AKR1C3.5 However, the significant effect on arthritis index (AI) obtained from 
STG-H 200 mg/kg was still lower than the AI effect obtained from Indomethacin 1 mg/kg. This dosage gap could be 
a site where authors should pay attention to in their future study.

Drug Design, Development and Therapy 2023:17 837–838                                                 837
© 2023 Rinendyaputri and Panjaitan. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www. 
dovepress.com/terms.php and incorporate the Creative Commons Attribution – Non Commercial (unported, v3.0) License (http://creativecommons.org/licenses/by-nc/3.0/). 

By accessing the work you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is 
properly attributed. For permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).

Drug Design, Development and Therapy                                               Dovepress
open access to scientific and medical research

Open Access Full Text Article

Received: 9 March 2023
Accepted: 15 March 2023
Published: 20 March 2023

D
ru

g 
D

es
ig

n,
 D

ev
el

op
m

en
t a

nd
 T

he
ra

py
 d

ow
nl

oa
de

d 
fr

om
 h

ttp
s:

//w
w

w
.d

ov
ep

re
ss

.c
om

/
F

or
 p

er
so

na
l u

se
 o

nl
y.

http://orcid.org/0000-0002-7527-4079
http://orcid.org/0000-0002-9503-7505
http://www.dovepress.com/permissions.php
https://www.dovepress.com/terms.php
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/3.0/
https://www.dovepress.com/terms.php
https://www.dovepress.com


Acknowledgments
All authors would like to acknowledge Dr. Sunarno and all researchers in Center for Biomedical Research BRIN for the 
continuous support.

Disclosure
All authors report no conflicts of interest in this communication.

References
1. Xie W, Hua Y, Chun G, Rui X, Guoliang Y, Yifu L. Integrated network pharmacology and experimental validation approach to investigate the 

mechanisms of stigmasterol in the treatment of rheumatoid arthritis. Drug Des Devel Ther. 2023;17:691–706. doi:10.2147/DDDT.S387570
2. Zhao XX, Peng C, Zhang H, Qin LP. Sinomenium acutum: a review of chemistry, pharmacology, pharmacokinetics, and clinical use. Pharm Biol. 

2012;50(8):1053–1061. doi:10.3109/13880209.2012.656847
3. Bu H, Tang S, Liu G, et al. In silico, in vitro and in vivo studies: dibutyl phthalate promotes prostate cancer cell proliferation by activating Forkhead 

Box M1 and remission after Natura-α pretreatment. Toxicology. 2023;488(488):153465. doi:10.1016/j.tox.2023.153465
4. Tiwari R, Mishra AR, Mikaeloff F, et al. In silico and in vitro studies reveal complement system drives coagulation cascade in SARS-CoV-2 

pathogenesis. Comput Struct Biotechnol J. 2020;18:3734–3744. doi:10.1016/j.csbj.2020.11.005
5. Armstrong CM, Gao AC. Dysregulated androgen synthesis and anti-androgen resistance in advanced prostate cancer. Am J Clin Exp Urol. 2021;9 

(4):292–300. Available from: http://www.ncbi.nlm.nih.gov/pubmed/34541028%0Ahttp://www.pubmedcentral.nih.gov/articlerender.fcgi?artid= 
PMC8446765.

Dove Medical Press encourages responsible, free and frank academic debate. The contentTxt of the Drug Design, Development and Therapy ‘letters to the editor’ section does not 
necessarily represent the views of Dove Medical Press, its officers, agents, employees, related entities or the Drug Design, Development and Therapy editors. While all reasonable steps 
have been taken to confirm the contentTxt of each letter, Dove Medical Press accepts no liability in respect of the contentTxt of any letter, nor is it responsible for the contentTxt and 
accuracy of any letter to the editor.  

Drug Design, Development and Therapy                                                                                           Dovepress 

Publish your work in this journal 
Drug Design, Development and Therapy is an international, peer-reviewed open-access journal that spans the spectrum of drug design and development 
through to clinical applications. Clinical outcomes, patient safety, and programs for the development and effective, safe, and sustained use of medicines 
are a feature of the journal, which has also been accepted for indexing on PubMed Central. The manuscript management system is completely online 
and includes a very quick and fair peer-review system, which is all easy to use. Visit http://www.dovepress.com/testimonials.php to read real quotes 
from published authors.  

Submit your manuscript here: https://www.dovepress.com/drug-design-development-and-therapy-journal

DovePress                                                                                                  Drug Design, Development and Therapy 2023:17 838

https://doi.org/10.2147/DDDT.S411784

Rinendyaputri and Panjaitan                                                                                                                                       Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.2147/DDDT.S387570
https://doi.org/10.3109/13880209.2012.656847
https://doi.org/10.1016/j.tox.2023.153465
https://doi.org/10.1016/j.csbj.2020.11.005
http://www.ncbi.nlm.nih.gov/pubmed/34541028%0Ahttp://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=PMC8446765
http://www.ncbi.nlm.nih.gov/pubmed/34541028%0Ahttp://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=PMC8446765
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
https://www.dovepress.com
https://www.dovepress.com

	Dear editor
	Acknowledgments
	Disclosure

