
    

    Skip to content

    
    
        
            
                

            
        
    
    

    
    
            














    
    
    
        
        
            


    
        
        Should you have institutional access?
        Here's how to get it ...
    




        
        
        
            

    
    
        [image: De Gruyter]
    

            
                

        
    
    
        
            
                
                
                    
                

            

        

    


    

                
                
                    
                    
                        
                            
                        
                        
                            € EUR - Euro

                            £ GBP - Pound

                            $ USD - Dollar

                        

                    

                    
                    
                        
                        EN
                        
                        
                        
                            
                            English
                            
                        
                            
                            Deutsch
                            
                        
                        

                    

                    
                    


    



    
    0


                    
                    

                

            

        
        
        
            







    
    
    
        Subjects
    

    
        Skip section

        
            Browse Publications By Subject
        
        

        
            
                
                    	
                                
                                    Architecture and Design
                                
                            
	
                                
                                    Arts
                                
                            
	
                                
                                    Asian and Pacific Studies
                                
                            
	
                                
                                    Business and Economics
                                
                            
	
                                
                                    Chemistry
                                
                            
	
                                
                                    Classical and Ancient Near Eastern Studies
                                
                            
	
                                
                                    Computer Sciences
                                
                            
	
                                
                                    Cultural Studies
                                
                            
	
                                
                                    Engineering
                                
                            
	
                                
                                    General Interest
                                
                            


                

            
                
                    	
                                
                                    Geosciences
                                
                            
	
                                
                                    History
                                
                            
	
                                
                                    Industrial Chemistry
                                
                            
	
                                
                                    Islamic and Middle Eastern Studies
                                
                            
	
                                
                                    Jewish Studies
                                
                            
	
                                
                                    Law
                                
                            
	
                                
                                    Library and Information Science, Book Studies
                                
                            
	
                                
                                    Life Sciences
                                
                            
	
                                
                                    Linguistics and Semiotics
                                
                            
	
                                
                                    Literary Studies
                                
                            


                

            
                
                    	
                                
                                    Materials Sciences
                                
                            
	
                                
                                    Mathematics
                                
                            
	
                                
                                    Medicine
                                
                            
	
                                
                                    Music
                                
                            
	
                                
                                    Pharmacy
                                
                            
	
                                
                                    Philosophy
                                
                            
	
                                
                                    Physics
                                
                            
	
                                
                                    Social Sciences
                                
                            
	
                                
                                    Sports and Recreation
                                
                            
	
                                
                                    Theology and Religion
                                
                            


                

            
        

    

    
    
    
        For Authors
    

    
        Skip section

        
            
                For Journal Authors
            
            

            	
        Publish your article
    
	
        The role of authors
    
	
        Promoting your article
    
	
        Abstracting & indexing
    
	
        Publishing Ethics
    


        

        
            
                For Book Authors
            
            

            	
        Why publish with De Gruyter
    
	
        How to publish with De Gruyter
    
	
        Our book series
    
	
        Our subject areas
    


        

        
            
                For Database Authors
            
            

            	
        Your digital product at De Gruyter
    
	
        Contribute to our reference works
    


        

    

    
    
    
        Services
    

    
        Skip section

        
            
                For Librarians
            
            

            	
        Product information
    
	
        Tools & resources
    
	
        FAQs
    
	
        Contacts
    


        

        
            
                For Book Sellers & Library Suppliers
            
            

            	
        Product Information
    
	
        Promotional Materials
    
	
        Orders and Inquiries
    
	
        FAQ for Library Suppliers and Book Sellers
    


        

        
            
                Rights & Permissions
            
            

            	
        Repository Policy
    
	
        Free access policy
    


        

    

    
    
    
        Publications
    

    
        Skip section

        
        
            
                Open Access
            
            

            	
        Books
    
	
        Articles
    
	
        Open Access agreements
    


        

        
        
            
                Publication types
            
            

            	
                    Books
                
	
                    Journals
                
	
                    Databases
                
	
        Database portals
    


        

        
        
            
                
                    
                        Subjects we publish
                    
                    

                

            

            
                
                    
                        	Architecture and Design
	Arts
	Asian and Pacific Studies
	Business and Economics
	Chemistry
	Classical and Ancient Near Eastern Studies
	Computer Sciences
	Cultural Studies
	Engineering
	General Interest


                    

                
                    
                        	Geosciences
	History
	Industrial Chemistry
	Islamic and Middle Eastern Studies
	Jewish Studies
	Law
	Library and Information Science, Book Studies
	Life Sciences
	Linguistics and Semiotics
	Literary Studies


                    

                
                    
                        	Materials Sciences
	Mathematics
	Medicine
	Music
	Pharmacy
	Philosophy
	Physics
	Social Sciences
	Sports and Recreation
	Theology and Religion


                    

                
            

        

    

    
    
    
        About
    

    
        Skip section

        
        
            
                
                    
                        Contact
                    
                    

                

            

            
                
                    	
        For Authors
    
	
        Customer service
    
	
        People + Culture
    
	
        Press
    
	
        Sales
    
	
        Journal Management
    


                

                
                    	
        Partner Publishers
    
	
        Open Access
    
	
        Advertising
    
	
        Review Copies
    
	
        Inspection Copies
    
	
        Legal
    


                

            

        

        
        
            Career
            

            	
        How to join us
    
	
        Vacancies
    
	
        Working at De Gruyter
    


        

        
        
            
                About De Gruyter
            
            

            	
        Mission & Vision
    
	
        Imprints
    
	
        History
    
	
        De Gruyter Foundation
    
	
        De Gruyter Ebound
    
	
        Locations
    
	
        Our Responsibility
    


        

        
        
            
                Partnerships
            
            

            	
        Partner publishers
    
	
        Press
    
	
        FAQs
    


        

    



        
    

    
    
        
            
                
                    
                        
                    
                
            
            
                
                    
                    [image: De Gruyter]
                
            
            
                
                


    



    
    0


                
                    
                    
                
            
            

        
    
    
        
            
                
                
                    
                

            

        

    


    

            
                
                    

                    
                    
                

            

        
    


    
    
        
            
                
                    [image: De Gruyter]
                    
                        
                    
                

                
                    
                    
                        
                        
                            
                                
                                    
                                        SUBJECTS
                                    

                                
                            

                            
                                
                                    
                                        Browse Publications By Subject
                                    
                                    	
                                                    
                                                        Architecture and Design
                                                    
                                                
	
                                                    
                                                        Arts
                                                    
                                                
	
                                                    
                                                        Asian and Pacific Studies
                                                    
                                                
	
                                                    
                                                        Business and Economics
                                                    
                                                
	
                                                    
                                                        Chemistry
                                                    
                                                
	
                                                    
                                                        Classical and Ancient Near Eastern Studies
                                                    
                                                
	
                                                    
                                                        Computer Sciences
                                                    
                                                
	
                                                    
                                                        Cultural Studies
                                                    
                                                
	
                                                    
                                                        Engineering
                                                    
                                                
	
                                                    
                                                        General Interest
                                                    
                                                
	
                                                    
                                                        Geosciences
                                                    
                                                
	
                                                    
                                                        History
                                                    
                                                
	
                                                    
                                                        Industrial Chemistry
                                                    
                                                
	
                                                    
                                                        Islamic and Middle Eastern Studies
                                                    
                                                
	
                                                    
                                                        Jewish Studies
                                                    
                                                
	
                                                    
                                                        Law
                                                    
                                                
	
                                                    
                                                        Library and Information Science, Book Studies
                                                    
                                                
	
                                                    
                                                        Life Sciences
                                                    
                                                
	
                                                    
                                                        Linguistics and Semiotics
                                                    
                                                
	
                                                    
                                                        Literary Studies
                                                    
                                                
	
                                                    
                                                        Materials Sciences
                                                    
                                                
	
                                                    
                                                        Mathematics
                                                    
                                                
	
                                                    
                                                        Medicine
                                                    
                                                
	
                                                    
                                                        Music
                                                    
                                                
	
                                                    
                                                        Pharmacy
                                                    
                                                
	
                                                    
                                                        Philosophy
                                                    
                                                
	
                                                    
                                                        Physics
                                                    
                                                
	
                                                    
                                                        Social Sciences
                                                    
                                                
	
                                                    
                                                        Sports and Recreation
                                                    
                                                
	
                                                    
                                                        Theology and Religion
                                                    
                                                


                                

                            

                        

                        
                        
                            
                                
                                    FOR AUTHORS
                                
                            

                            
                                
                                    
                                        
                                            For Journal Authors
                                        
                                        	
        Publish your article
    
	
        The role of authors
    
	
        Promoting your article
    
	
        Abstracting & indexing
    
	
        Publishing Ethics
    



                                        
                                            For Book Authors
                                        
                                        	
        Why publish with De Gruyter
    
	
        How to publish with De Gruyter
    
	
        Our book series
    
	
        Our subject areas
    



                                        
                                            For Database Authors
                                        
                                        	
        Your digital product at De Gruyter
    
	
        Contribute to our reference works
    


                                    

                                

                            

                        

                        
                        
                            
                                
                                SERVICES
                                
                            

                            
                                
                                    
                                        
                                            For Librarians
                                        
                                        	
        Product information
    
	
        Tools & resources
    
	
        FAQs
    
	
        Contacts
    



                                        
                                            For Book Sellers & Library Suppliers
                                        
                                        	
        Product Information
    
	
        Promotional Materials
    
	
        Orders and Inquiries
    
	
        FAQ for Library Suppliers and Book Sellers
    



                                        
                                            Rights & Permissions
                                        
                                        	
        Repository Policy
    
	
        Free access policy
    


                                    

                                

                            

                        

                        
                        
                            
                                
                                    PUBLICATIONS
                                
                            

                            
                                
                                    
                                        
                                            Open Access
                                        
                                        	
        Books
    
	
        Articles
    
	
        Open Access agreements
    



                                        
                                        Publication types
                                        
                                        	
                                                Books
                                            
	
                                                Journals
                                            
	
                                                Databases
                                            
	
        Database portals
    



                                        
                                            Subjects we publish
                                        
                                        
                                            	Architecture and Design
	Arts
	Asian and Pacific Studies
	Business and Economics
	Chemistry
	Classical and Ancient Near Eastern Studies
	Computer Sciences
	Cultural Studies
	Engineering
	General Interest


                                        
                                            	Geosciences
	History
	Industrial Chemistry
	Islamic and Middle Eastern Studies
	Jewish Studies
	Law
	Library and Information Science, Book Studies
	Life Sciences
	Linguistics and Semiotics
	Literary Studies


                                        
                                            	Materials Sciences
	Mathematics
	Medicine
	Music
	Pharmacy
	Philosophy
	Physics
	Social Sciences
	Sports and Recreation
	Theology and Religion


                                        
                                    

                                

                            

                        

                        
                        
                            
                                
                                    ABOUT
                                
                            

                            
                                
                                    
                                        
                                            Contact
                                        
                                        	
        For Authors
    
	
        Customer service
    
	
        People + Culture
    
	
        Press
    
	
        Sales
    
	
        Journal Management
    



                                        
                                            Career
                                        
                                        	
        How to join us
    
	
        Vacancies
    
	
        Working at De Gruyter
    



                                        
                                            About De Gruyter
                                        
                                        	
        Mission & Vision
    
	
        Imprints
    
	
        History
    
	
        De Gruyter Foundation
    
	
        De Gruyter Ebound
    
	
        Locations
    
	
        Our Responsibility
    



                                        
                                            Partnerships
                                        
                                        
	
        Partner publishers
    



                                            	
        Press
    



                                            	
        FAQs
    


                                        
                                    

                                

                            

                        

                    


                    
                        
                        
                            Change language
                        
                        
                            
                                
                                    English
                                
                            
                                
                                    Deutsch
                                
                            
                        


                        
                        
                            Change currency
                        
                        
                            € EUR
                            £ GBP
                            $ USD
                        

                    

                

            

        

    

    

    



        
    
    [image: ]



    
    



    
        
            
                
                    
                
                
        Your purchase has been completed.  Your documents are now available to view.

        
            
        

    
            

        

    





    
        


    
    

        





        
        

            
            



  
    







     [image: journal: Open Medicine] 


    
      
        Impact Factor: 2.1
      
    
  




            
            
                
                
                    


        
        
                
                    
                        [image: BY 4.0 license]
                    
                
            
        
        Open Access
    

                    
                        
                            Published since 
    March 1, 2006

                        
                    
                

                
                Open Medicine

                
                
                
                
                    ISSN:
                    2391-5463
                

                
                
                    


    




    
            
                
                    Editor-in-chief: Vittorio Calabrese
                
            

        




    




    




    




    




    




    




    



                

                
                
                    
                        
                            Submit manuscript
                        

                    
                
            

        


        
        
            

                
                
                    
                        	
                                
                                    Overview

                                .
                            
	
                                    
                                        Latest issue

                                    
                                
	
                                    
                                        Issues

                                    
                                
	
                                
                                    Ranking

                                
                            
	
                                    
                                        Submit

                                    
                                
	
                                
                                    Editorial

                                
                            


                    

                    
                    

                        
                        
                            Overview

                            
                            
                                

    
        
            About this journal

        
        
            Open Medicine is a journal that provides free, instant, and continued access to all content worldwide. The journal's primary goal is to maintain the high quality of its published content with a strong focus on translational research. Its mission is to facilitate the exchange of ideas between biomedical researchers from different disciplines and countries. Papers connected to all fields of medicine and public health are welcomed. Open Medicine accepts submissions of research articles, reviews, case reports, letters to the editor and book reviews. 
 Aims and Scope 
 The journal aims to promote knowledge directly relevant to all fields of biomedical science. Subject areas suitable for publication include, but are not limited to, the following: 
 Anesthesiology, Cardiology, Neurology, Psychiatry, Clinical Biochemistry, Clinical Pathology, Oncology, Surgery, Orthopedics, Internal Medicine, Clinical Microbiology and Infectious Diseases, Metabolic diseases, Nutrition, Endocrinology, Gastroenterology, Gerontology, Geriatry, Gynecology, Immunology, Otolaryngology, Nephrology, Urology, Pediatric and Neonatology, Dental Medicine, Dermatology, Public Health. 
 Open Medicine also publishes original work in Medical Genetics, Molecular and Experimental Medicine. Early molecular explorations and implementation research of innovations with high technology readiness are brought together in the journal. 

        

    



                            

                            
                                

    
        
            Your Benefits

        
        
             Why submit 
  As an Author of Open Medicine, You benefit from 
 	 fast, fair and constructive peer review 
	 quick online publication of accepted papers (continuous publication model) 
	 language-correction services upon acceptance for authors from non-English speaking regions 
	 no limitations on colour figures and word count in published articles 
	 all articles are freely available to the academic community worldwide without any restrictions 
	 extensive promotion of all articles 
	 distribution to open access directories (such as DOAJ) and thousands of libraries worldwide 
	 liberal policies on copyrights (authors retain copyright) and on self-archiving (no embargo periods) 
	 secure archiving by De Gruyter and the independent archiving service Portico 

  Article Processing Charges 
  In order to sustain the publishing process, each article accepted for publication in Open Medicine is subject to an Article Processing Charge of €2000. This fee is used to cover the costs of the peer-review process, professional typesetting and copyediting, as well as online hosting, long-term preservation, and extensive promotion to potential readers. There is no submission fee. Information regarding payment of the charge will be provided following acceptance for publication. For more information please go to Article Processing Charges All authors can apply for a discount or a waiver during the submission process. 
  
  Publication Ethics and Editorial Policies 
  Detailed information on Editorial Policy, Publication Ethics, Instructions for Authors etc. can be found in the Supplementary Materials section. 
  For more information on De Gruyter Publishing Ethics, please see the De Gruyter Guidelines online here. 
  
  
  Topical/Special Issues: 
 	 The evolving saga of RNAs from bench to bedside 
	 Computational Intelligence Methodologies Meets Recurrent Cancers 
	 Clinical and Research value of Cancer Stem Cells 


        

    



                            

                            
                                


                            

                            
                                


                            

                            
                                


                            

                            
                                

    
        
            Abstracting and Indexing

        
        
             








 Open Medicine is covered by the following services:
 	AGRICOLA (National Agricultural Library)
	Arianta
	Baidu Scholar
	Cabells Journalytics
	CABI (over 50 subsections)
	Chemical Abstracts Service (CAS) - CAplus
	Chemical Abstracts Service (CAS) - SciFinder
	Chronos Hub
	CNKI Scholar (China National Knowledge Infrastructure)
	CNPIEC - cnpLINKer
	Dimensions
	DOAJ (Directory of Open Access Journals)
	EBSCO (relevant databases)
	EBSCO Discovery Service
	EMBASE
	Genamics JournalSeek
	GoOA
	Google Scholar
	Index Copernicus
	Indextra (Medical Library)
	Japan Science and Technology Agency (JST)
	J-Gate
	Journal Citation Reports/Science Edition
	JournalGuide
	JournalTOCs
	KESLI-NDSL (Korean National Discovery for Science Leaders)
	MyScienceWork
	Naver Academic
	Naviga (Softweco)
	POL-index
	Polish Medical Bibliography/Polish Medical Library
	Polish Scientific Journals Database
	Primo Central (ExLibris)
	ProQuest (relevant databases)
	Publons
	PubMed
	PubMed Central
	QOAM (Quality Open Access Market)
	ReadCube
	Reaxys
	Scilit
	SCImago (SJR)
	SCOPUS
	Semantic Scholar
	Sherpa/RoMEO
	Summon (ProQuest)
	TDNet
	Text Mining
	Ulrich's Periodicals Directory/ulrichsweb
	WanFang Data
	Web of Science - Science Citation Index Expanded
	WorldCat (OCLC)
	X-MOL
	Yewno Discover


        Supplementary Materials

        	
                    
                        
                        Article Processing Charges
                        
                    
                
	
                    
                        
                        Authors Statements
                        
                    
                
	
                    
                        
                        CFP Clinical and Research value of Cancer Stem Cells
                        
                    
                
	
                    
                        
                        CFP Computational Intelligence Methodologies Meets Recurrent Cancers
                        
                    
                
	
                    
                        
                        CFP The evolving saga of RNAs from bench to bedside
                        
                    
                
	
                    
                        
                        Data Sharing Policy
                        
                    
                
	
                    
                        
                        Editorial Policy
                        
                    
                
	
                    
                        
                        Guidelines for Reviewers
                        
                    
                
	
                    
                        
                        Instruction for Authors
                        
                    
                
	
                    
                        
                        Open Access License
                        
                    
                
	
                    
                        
                        Privacy Statement
                        
                    
                
	
                    
                        
                        Publication Ethics and Publication Malpractice
                        
                    
                


    


 
                            
                            

    
        Topics

        	
                    
                        Clinical Medicine
                    
                
	
                    
                        Clinical Medicine, other
                    
                
	
                    
                        Medicine
                    
                


    



                            
                            
    
    
        
            External Links

            	Journal Archive
	Online Submission of Manuscripts


        

    

                        

                        
                        
                                
                                    Latest issue

                                    
                                        
                                            Volume 19 Issue 1

                                        

                                        
                                            
                                                
    January 2024


                                            

                                        
                                    

                                     
Research Articles











    Unable to retrieve citations for this document

    
        
            
                
                
                
                    
                    

                    Retrieving citations for document...
                

            

        

    






    
        
            
            Open Access
            January 4, 2024
            
                
                    EDNRB inhibits the growth and migration of prostate cancer cells by activating the cGMP-PKG pathway

                    
                
            

            
                
                    Xun Li, Bide Liu, Shuheng Wang, Qiang Dong, Jiuzhi Li

                
                
    
            Article number: 20230875
        


            

        

        

            
                    
                        
                            [image: Teaser image from the article]
                        
                    

                        
        

        
            
                
                    More
                    
                
            
            



    Cite this



            

    
        
                
                
                    

    Download PDF


                
            
    


        

        
            
                
                    
                        Abstract

                        
                            Prostate cancer (PCa) represents a substantial global health concern and a prominent contributor to male cancer-related mortality. The aim of this study is to explore the role of B-type endothelin receptor (EDNRB) in PCa and evaluate its therapeutic potential. The investigation employed predictive methodologies encompassing data acquisition from the GEO and TCGA databases, gene screening, enrichment analysis, in vitro experiments involving PCR, Western blotting, wound healing, and Transwell assays, as well as animal experiments. Analysis revealed a significant downregulation of EDNRB expression in PCa cells. Overexpression of EDNRB demonstrated inhibitory effects on tumor cell growth, migration, and invasion, likely mediated through activation of the cGMP-Protein Kinase G pathway. In vivo experiments further confirmed the tumor-suppressive properties of EDNRB overexpression. These findings underscore the prospect of EDNRB as a therapeutic target for PCa, offering novel avenues for PCa treatment strategies.
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                            Serine/threonine kinase 11 (STK11), a tumor suppressor gene, exhibits frequent mutations in lung adenocarcinoma (LUAD). However, the specific molecular mechanisms by which STK11 mutations exert an influence on the biosynthesis of monounsaturated fatty acids (MUFAs) and subsequently affect ferroptosis in LUAD remain indistinct. In this study, bioinformatic analysis was employed to probe into the linkage between STK11 and key inhibitory genes of ferroptosis, namely SLC7A11 and SCD1, in LUAD tissues. Quantitative reverse transcription polymerase chain reaction was employed to assess the expression of STK11 in both wild-type and mutant STK11 LUAD cells, cell counting kit-8 to assess cell viability, and flow cytometry to detect apoptosis. A transmission electron microscope was utilized to observe mitochondrial morphology, and Western blot to ascertain the protein expression of STK11, ferroptosis-related proteins, and the enzyme SCD1 involved in MUFA synthesis. Oil red O staining was employed to test the distribution of lipid droplets in cancer cells, and a lipid quantification method to measure the content of MUFAs. Commercial kits were employed to assess the levels of lipid reactive oxygen species, malondialdehyde, glutathione, and Fe 2+ in cells. The result revealed a negative correlation between STK11 and SLC7A11 as well as SCD1, with STK11 expression downregulated in mutant STK11 LUAD cells. Furthermore, STK11 mutations were found to suppress ferroptosis in LUAD cells by affecting MUFA synthesis. Subsequent rescue assays demonstrated that STK11 mutations hindered ferroptosis by impacting the synthesis of MUFAs in LUAD cells. This study provided evidence that STK11 mutations suppressed ferroptosis in LUAD cells by promoting MUFA synthesis, thus offering a novel research direction in the management of LUAD.
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                        Abstract

                        
                            Kashin-Beck disease (KBD) is an endemic osteochondropathy. A specific gene called SRY-box transcription factor 6 ( SOX6 ) is important for forming cartilage. This study aims to explore the potential correlation between SOX6 single nucleotide polymorphisms (SNPs) and KBD risk for the first time. In the case–control study, 735 unrelated Chinese Han individuals were enrolled. The four mutation sites of the SOX6 gene (rs4539287 G/A, rs3203295 C/A, rs7928675 C/A, and rs10832681 A/G) were screened and genotyped on the Agena MassARRAY platform. The correlation between SOX6 SNPs and KBD risk was explored based on logistic regression analysis. The interaction between SNP and SNP was analyzed based on the multi-factor dimensionality reduction (MDR) method. Overall analysis revealed a remarkable correlation between rs7928675 and rs10832681 and the reduction of KBD risk ( p < 0.05). Subgroup analyses further indicated that these two SNPs have a significant protective effect on KBD risk among participants aged ≤65 years, males, and non-smokers ( p < 0.05). MDR displayed a marked interaction between rs3203295 and rs10832681. Our study revealed that SOX6 rs7928675 and rs10832681 are markedly correlated with a reduced risk of KBD in the Chinese Han population, providing a new direction for the prevention, diagnosis, and treatment of KBD.
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                            Background Dedifferentiated liposarcoma (DDL), a member of malignant mesenchymal tumors, has a high local recurrence rate and poor prognosis. Pyroptosis, a newly discovered programmed cell death, is tightly connected with the progression and outcome of tumor. Objective The aim of this study was to explore the role of pyroptosis in DDL. Methods We obtained the RNA sequencing data from The Cancer Genome Atlas (TCGA) and Genotype-Tissue Expression databases to identify different pyroptosis-related genes (PRGs) expression pattern. An unsupervised method for clustering based on PRGs was performed. Based on the result of cluster analysis, we researched clinical outcomes and immune microenvironment between clusters. The differentially expressed genes (DEGs) between the two clusters were used to develop a prognosis model by the LASSO Cox regression method, followed by the performance of functional enrichment analysis and single-sample gene set enrichment analysis. All of the above results were validated in the Gene Expression Omnibus (GEO) dataset. Results Forty-one differentially expressed PRGs were found between tumor and normal tissues. A consensus clustering analysis based on PRGs was conducted and classified DDL patients into two clusters. Cluster 2 showed a better outcome, higher immune scores, higher immune cells abundances, and higher expression levels in numerous immune checkpoints. DEGs between clusters were identified. A total of 5 gene signatures was built based on the DEGs and divided all DDL patients of the TCGA cohort into low-risk and high-risk groups. The low-risk group indicates greater inflammatory cell infiltration and better outcome. For external validation, the survival difference and immune landscape between the two risk groups of the GEO cohort were also significant. Receiver operating characteristic curves implied that the risk model could exert its function as an outstanding predictor in predicting DDL patients’ prognoses. Conclusion Our findings revealed the clinical implication and key role in tumor immunity of PRGs in DDL. The risk model is a promising predictive tool that could provide a fundamental basis for future studies and individualized immunotherapy.
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                        Abstract

                        
                            Abstracts Overexpression of methyltransferase-like 3 (METTL3) is significantly correlated with the malignancy of lung cancer (LC). In the present study, we demonstrated that METTL3 had higher levels in LC tissues relative to normal tissues. METTL3 showed superior sensitivity and specificity for diagnosis and identification of LC functions. In addition, silencing METTL3 resulted in enhanced ferroptosis sensitivity, whereas overexpression of METTL3 exhibited the opposite effect. Inhibition of METTL3 impeded LC growth in cell-derived xenografts. Further exploratory studies found that METTL3 stimulated the low expression of transferrin receptor (TFRC), which was critical for ferroptosis sensitization in LC cells induced by silenced METTL3, as silencing of TFRC caused a decrease in negative regulators of ferroptosis (FTH1 and FTL) in METTL3 knockdown A549 and PC9 cells. Finally, we confirmed that METTL3 attenuation effectively maintained the stability of TFRC mRNA. In conclusion, we reported a novel mechanism of METTL3 desensitization to ferroptosis via regulating TFRC, and an appropriate reduction of METTL3 might sensitize cancer cells to ferroptosis-based therapy.
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                        Abstract

                        
                            Purpose This study identified subtypes and prognostic signature of stage I and stage II gastric cancer based on neutrophil extracellular trap (NET)-related genes. Methods The gene expression data associated with stage I and stage II gastric cancer were downloaded from The Cancer Genome Atlas (TCGA) and Gene Expression Omnibus (GEO) databases. NET-related genes were obtained from previous reference. Differentially expressed NET-related genes were selected by consensus cluster analysis. The differences in immune infiltration between two subtypes were analyzed. Prognosis-related genes were further screened by univariate Cox regression analysis. Gene Set Enrichment Analysis (GSEA) of prognostic signatures was conducted with clusterprofiler. Finally, a miRNA–mRNA–transcription factor (TF) network was constructed. Results Total 43 differential NET-related genes were obtained and two subtypes were obtained based on these genes. Patients of cluster 2 had a better prognosis compared to cluster 1. Eight types of immune cells were differential in infiltration level between two subtypes. Following univariate Cox regression analysis, two genes of CXC chemokine receptor 4 ( CXCR4 ) and nuclear factor, erythroid 2-like 2 ( NFE2L2 ) significantly related to patient survival were selected. GSEA of single gene revealed that CXCR4 was associated with allograft rejection and NFE2L2 was associated with drug metabolism-cytochrome P450. A network with 421 miRNA–mRNA–TF regulatory pairs was constructed. Conclusion The present study identified two subtypes and a prognostic signature for stage I and stage II gastric cancer based on NET-related genes.
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                            This study aimed to compare the postoperative analgesic efficacy and motor recovery of a novel lumbar plexus block (LPB) with that of a femoral nerve block (FNB) after total knee arthroplasty (TKA). Forty patients who underwent TKA were randomised equally into an lumbar plexus and sciatic nerve (LS) group (receiving novel LPB) and an femoral and sciatic nerves (FS) group (receiving FNB). The assessed variables were the onset time of pain, time to the first analgesic request, pain scores, motor block at 6, 12, and 24 h after TKA, and the number of patients receiving successful blockade for each branch of the lumbar plexus. In the LS group, the femoral, lateral femoral cutaneous, genitofemoral, iliohypogastric, ilioinguinal, and obturator nerves were blocked in 18, 20, 16, 18, 15, and 19 patients. Compared to the FS group, the LS group had a significantly shorter onset time of pain and time to the first analgesic request, a significantly larger total postoperative dose of sufentanil, significantly higher numeric rating scale scores for both rest and dynamic pain at 6, 12, and 24 h, and faster motor recovery. Novel ultrasound-guided LPB has a high blocking success rate and provides inferior postoperative analgesia, but faster motor recovery after TKA than FNB.
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                        Abstract

                        
                            This study investigated the relationship between ATP-binding cassette sub-family B member 1 (ABCB1) and OLIG2 single nucleotide polymorphism (SNP) and neurological injury severity and outcome in cerebral infarction (CI). The neurological injury severity of 298 CI patients was evaluated by the National Institutes of Health Stroke Scale. The prognosis of CI patients at 30 days after admission was evaluated by the modified Rankin Scale. And 322 healthy people were selected as the control group. The SNPs of the ABCB1 gene (rs1045642) and OLIG2 gene (rs1059004 and rs9653711) were detected by TaqMan probe PCR, and the distribution of SNPs genotype was analyzed. SNP rs9653711 was correlated with CI. Recessive models of rs1045642 and rs9653711 were correlated with CI. The genotypes of rs1045642 and rs9653711 and genetic models were associated with CI severity. rs1045642 had no correlation with CI prognosis, while rs9653711 had less correlation. The genotype distribution and recessive model were associated with CI prognosis. SNP rs1059004 was not associated with CI severity and prognosis. Alcohol consumption, hypertension, diabetes, hyperlipidemia, and high levels of homocysteine (HCY) were independent risk factors for CI, while hypertension, hyperlipidemia, and HCY were associated with poor prognosis of CI. ABCB1 rs1045642 and OLOG2 rs9653711 are associated with CI severity.
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                            Purpose To compare target area delineation schemes in intensity-modulated radiotherapy (IMRT) effect on patients with locally advanced nasopharyngeal carcinoma (NPC). Methods A total of 88 NPC patients received IMRT and were assigned into control group ( n = 44) and observation group ( n = 44) based on MRI and CT imaging. In the control group, the treatment range was determined as the clinical target volume (CTV) as the gross tumor volume (GTV) + 5 mm. In the observation group, high-risk target areas CTVp1 was GTVp + 5 mm, lymphatic drainage area CTVn1 was GTVn + 5 mm, medium-risk CTVp2 was CTVp1 + 5 mm margin + the whole nasopharyngeal area, CTVn2 was CTVn1 + 5 mm. Radiotherapy treatment course was 6–8 weeks, four times a week. Results The observation group had higher total effective rate, with fewer complications. Neutrophil lymphocyte ratio (NLR), interleukin (IL)-6, and tumor necrosis factor (TNF)-α levels were lower after radiotherapy in both groups compared to before radiotherapy, with the observation group demonstrating lower levels than the control group. The effective group exhibited lower serum NLR, IL-6, and TNF-α compared to the non-effective group. T stage, target location, serum NLR, IL-6, and TNF-α were risk factors for the effect of radiotherapy. Conclusions Serum NLR, IL-6, and TNF-α have predictive significance for radiotherapy effect.
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                            Catecholaminergic polymorphic ventricular tachycardia (CPVT) is a hereditary heart disease characterized by bidirectional or polymorphic ventricular tachycardia and an increased risk of sudden cardiac death. Although trans-2,3-enoyl-CoA reductase like ( TECRL ) is a newly reported pathogenic gene leading to CPVT that can influence intracellular calcium regulation, the unidentified mechanism underlying the pathogenesis of TECRL deficiency-mediated CPVT remains mainly elusive. In the present study, Tecrl knockout (KO) mice were established and the differentially expressed genes (DEGs) were investigated by RNA-sequencing from the heart tissues. In addition, 857 DEGs were identified in Tecrl KO mice. Subsequently, a weighted gene co-expression network analysis was conducted to discern the pivotal pathways implicated in the Tecrl -mediated regulatory network. Moreover, pathway mapping analyses demonstrated that essential metabolism-related pathways were significantly enriched, notably the fatty acid metabolic process and calcium regulation. Collectively, the data suggested a synergistic relationship between Tecrl deficiency and cardiometabolic and calcium regulation during the development of CPVT. Therefore, further studies on the potential function of TECRL in cardiac tissues would be beneficial to elucidate the pathogenesis of CPVT.
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                        Abstract

                        
                            Aflatoxin B 1 (AFB 1 ) is a subsidiary poisonous metabolite, archetypally spawned by Aspergillus flavus and A. parasiticus, which are often isolated in warm or tropical countries across the world. AFB 1 is capable of disrupting the functioning of several reproductive endocrine glands by interrupting the enzymes and their substrates that are liable for the synthesis of various hormones in both males and females. In men, AFB 1 is capable of hindering testicular development, testicular degeneration, and reduces reproductive capabilities. In women, a direct antagonistic interaction of AFB 1 with steroid hormone receptors influencing gonadal hormone production of estrogen and progesterone was responsible for AFB 1 -associated infertility. AFB 1 is potentially teratogenic and is responsible for the development of malformation in humans and animals. Soft-tissue anomalies such as internal hydrocephalus, microphthalmia, cardiac defects, augmented liver lobes, reproductive changes, immune modifications, behavioral changes and predisposition of animals and humans to neoplasm development are AFB 1 -associated anomalies. Substances such as esculin, selenium, gynandra extract, vitamins C and E, oltipraz, and CDDO-Im are potential therapies for AFB 1 . Thus, this review elucidates the pivotal pathogenic roles of AFB 1 in infertility, fetal deformities, and potential therapies because AFB 1 toxicity is a key problem globally.
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                        Abstract

                        
                            We aimed to investigate the changes in the levels of high-molecular-weight (HMW) adiponectin, adiponectin receptors, and cytokines in patients with chronic obstructive pulmonary disease (COPD), as well as their potential relationships. Forty-one patients who underwent lobectomy for lung lesions and had a clear postoperative pathological diagnosis were divided into the non-COPD ( N = 23) and COPD ( N = 18) groups. HMW adiponectin, cytokine, and T-cadherin levels in serum and tissues were detected by enzyme-linked immunosorbent assay. The levels of HMW adiponectin and cytokine (interleukin [IL]-6, IL-10, surfactant protein D, 4-hydroxynonenal, tumor necrosis factor-α, and C reactive protein) in the serum and tissues increased in the COPD group compared to those in the non-COPD group. Patients with COPD exhibited AdipoR1 upregulation and AdipoR2 downregulation. Although T-cadherin did not differ significantly between patients with and those without COPD, its expression was elevated during the progression from COPD with benign lung lesions to combined lung cancer. Furthermore, the HMW adiponectin levels were significantly correlated with the cytokine levels and the clinical characteristics of COPD. HMW adiponectin and its receptors affect the inflammatory process in COPD and may further contribute to the progression of the disease to malignancy.
                        

                    
                

            

        
















    Unable to retrieve citations for this document

    
        
            
                
                
                
                    
                    

                    Retrieving citations for document...
                

            

        

    






    
        
            
            Open Access
            February 7, 2024
            
                
                    METTL3-mediated methylation of CYP2C19 mRNA may aggravate clopidogrel resistance in ischemic stroke patients

                    
                
            

            
                
                    Quandan Tan, Le Yang, Shanshan Yuan, Danni Zheng, Yapeng Lin, Kejie Chen, Ying He, Shuntian Chen, Junli Hao, Jin Dai, Song He, Fengkai Mao, Xinyi Leng, Haisong Jiang, Jie Yang

                
                
    
            Article number: 20240899
        


            

        

        

            
                    
                        
                            [image: Teaser image from the article]
                        
                    

                        
        

        
            
                
                    More
                    
                
            
            



    Cite this



            

    
        
                
                
                    

    Download PDF


                
            
    


        

        
            
                
                    
                        Abstract

                        
                            Background N6-methyladenosine (m 6 A) is the most frequently occurring interior modification in eukaryotic messenger RNA (mRNA), and abnormal mRNA modifications can affect many biological processes. However, m 6 A’s effect on the metabolism of antiplatelet drugs for the prevention of ischemic stroke (IS) remains largely unclear. Methods We analyzed the m 6 A enzymes and m 6 A methylation in peripheral blood samples of IS patients with/without clopidogrel resistance (CR), and the peripheral blood and liver of rat models with/without CR. We also compared the effect of m 6 A methylation on the expression of the drug-metabolizing enzymes (CYP2C19 and CYP2C6v1) in CR and non-CR samples. Results Methyltransferase-like 3 (METTL3), an m 6 A enzyme, was highly expressed in the peripheral blood of patients with CR, and in both the peripheral blood and liver of rats with CR. This enzyme targets CYP2C19 or CYP2C6v1 mRNA through m 6 A methylation, resulting in low expression of CYP2C19 or CYP2C6v1 mRNA. Consequently, this leads to decreased clopidogrel metabolism and CR. Conclusion The METTL3-mediated methylation of CYP2C19 mRNA may aggravate CR in IS patients.
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                            Advances in lung cancer research applying machine learning (ML) technology have generated many relevant literature. However, there is absence of bibliometric analysis review that aids a comprehensive understanding of this field and its progress. Present article for the first time performed a bibliometric analysis to clarify research status and focus from 2010 to 2021. In the analysis, a total of 2,312 relevant literature were searched and retrieved from the Web of Science Core Collection database. We conducted a bibliometric analysis and further visualization. During that time, exponentially growing annual publication and our model have shown a flourishing research prospect. Annual citation reached the peak in 2017. Researchers from United States and China have produced most of the relevant literature and strongest partnership between them. Medical image analysis and Nature appeared to bring more attention to the public. The computer-aided diagnosis, precision medicine, and survival prediction were the focus of research, reflecting the development trend at that period. ML did make a big difference in lung cancer research in the past decade.
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                            Objective Hospital-acquired pressure ulcers are an important indicator of the quality of care. Most pressure ulcers are avoidable with a robust protocol for prevention, but prevention activities often have a low priority for senior management because the true costs to the hospital are not visible. Our aim was to raise awareness of the value of pressure ulcer prevention by estimating the excess length of inpatient stay associated with hospital-acquired pressure ulcers, and by assessing whether additional costs are covered by increased reimbursement. Methods National activity data for hospitals in Germany are available through the InEK Data Browser. Data were extracted covering discharges from German hospitals between January 1 and December 31, 2021. Cases were selected according to the presence of a pressure ulcer diagnosis using ICD-10-GM codes L89.0–L89.3. Information was extracted for the ten most common German Diagnosis-Related Group (G-DRG) codes in patients with a secondary pressure ulcer diagnosis on mean length of stay and average reimbursement. Ulcer-associated excess length of stay was estimated by comparing cases within the same G-DRG with and without a pressure ulcer diagnosis. Results Mean length of stay was higher in patients with a pressure ulcer than in patients with no ulcer by between 1.9 (all ages) and 2.4 days (patients aged ≥65) per case. In patients aged ≥65 years, 22.1% of cases with a pressure ulcer had a length of stay above the norm for the DRG. In the German system length of stay above the norm is not normally reimbursed. Excess length of stay between 1.9 and 2.4 days leads to a potential cost to a hospital of between 1,633€ and 2,074€ per case. Conclusion Hospital-acquired pressure ulcers represent an important source of cost for a hospital which highlights the potential value of effective prevention.
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                            This study investigated how Metformin (Met) combined with L -carnitine (L-car) modulates brown adipose tissue (BAT) to affect obesity. High-fat-induced obese rats received daily oral gavage with Met and/or L-car, followed by serum biochemical analysis, histopathological observation on adipose tissues, and immunochemistry test for the abdominal expression of BAT-specific uncoupling protein 1 (UCP1). Mouse-embryonic-fibroblast cells were induced into adipocytes, during which Met plus L-car was added with/without saturated fatty acid (SFA). The role of nuclear factor erythroid 2-related factor 2 (Nrf2) in adipocyte browning was investigated by gene silencing. Mitochondria biogenesis in adipocytes was inspected by Mitotracker staining. Nrf2/heme oxygenase-1 (HO-1)/BAT-related genes/proinflammatory marker expressions in adipose tissues and/or adipocytes were analyzed by Western blot, qRT-PCR, and/or immunofluorescence test. Met or L-car improved metabolic disorders, reduced adipocyte vacuolization and swelling, upregulated levels of BAT-related genes including UCP1 and downregulated proinflammatory marker expressions, and activated the Nrf2/HO-1 pathway in adipose tissues of obese rats. Met and L-car functioned more strongly than alone. In adipocytes, Met plus L-car upregulated BAT-related gene levels and protected against SFA-caused inflammation promotion and mitochondria degeneration, which yet was attenuated by Nrf2 silencing. Met plus L-car enhances BAT activity and white adipose tissue browning via the Nrf2/HO-1 pathway to reduce lipid accumulation and inflammation in obese rats.
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                        Abstract

                        
                            The purpose of this study was to investigate whether doxorubicin nanobubbles (DOX-NB) combined with diagnostic ultrasound (DUS) irradiation could downregulate the expression of carbonic anhydrase IX (CAIX) in mouse xenograft nasopharyngeal carcinoma (NPC) model. In this study, the prepared DOX-NB was round and well dispersed. The average diameter of DOX-NB was 250.9 ± 50.8 nm, with an average polydispersity of 0.321 ± 0.05. The cumulative release of DOX in the DOX-NB + DUS group was significantly higher compared with that of the DOX-NB group ( p < 0.05). DOX-NB combined with DUS irradiation could significantly inhibit cell viability ( p < 0.05). The expression of CAIX and microvessel density (MVD) in the xenografted tumors was the lowest in the DOX-NB + DUS group compared with that of other groups ( p < 0.05). In conclusion, DOX-NB combined with DUS irradiation could improve DOX-NB drug release and synergistically inhibit NPC cell activity. DOX-NB combined with DUS irradiation can downregulate the expression of CAIX in mouse xenograft NPC model. This may be due to the synergistic effect of DUS combined with DOX-NB in reducing MVD in NPC.
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                            In the study of TAVR, 3-dimensional (3D) printed aortic root models and pulsatile simulators were used for simulation training and teaching before procedures. The study was carried out in the following three parts: (1) experts were selected and equally divided into the 3D-printed simulation group and the non-3D-printed simulation group to conduct four times of TAVR, respectively; (2) another 10 experts and 10 young proceduralists were selected to accomplish three times of TAVR simulations; (3) overall, all the doctors were organized to complete a specific questionnaire, to evaluate the training and teaching effect of 3D printed simulations. For the 3D-printed simulation group, six proceduralists had a less crossing-valve time (8.3 ± 2.1 min vs 11.8 ± 2.7 min, P < 0.001) and total operation time (102.7 ± 15.3 min vs 137.7 ± 15.4 min, P < 0.001). In addition, the results showed that the median crossing-valve time and the total time required were significantly reduced in both the expert group and the young proceduralist group (all P <0.001). The results of the questionnaire showed that 3D-printed simulation training could enhance the understanding of anatomical structure and improve technical skills. Overall, cardiovascular 3D printing may play an important role in assisting TAVR, which can shorten the operation time and reduce potential complications.
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                            Previous studies have found that miR-335 is highly expressed in type II diabetes mellitus (T2DM) models and is related to insulin secretion, but there are few studies on the regulatory effects of miR-335-3p on insulin resistance and macrophage polarization in T2DM patients. This study aims to explore the effects of miR-335-3p on insulin resistance and macrophage polarization in T2DM patients. Blood glucose (insulin tolerance tests, glucose tolerance tests) and body weight of the T2DM model were measured; macrophages from adipose tissue were isolated and cultured, and the number of macrophages was detected by F4/80 immunofluorescence assay; the Real-time quantitative polymerase chain reaction (qPCR) assay and Western blot assay were used to detect the miR-335-3p expression levels, insulin-like growth factor 1 (IGF-1), M1-polarizing genes (inducible nitric oxide synthase [iNOS] and TNF-α) as well as M2-polarizing genes (IL-10 and ARG-1). The targeting link between miR-335-3p and IGF-1 was confirmed using bioinformatics and dual luciferase assay. The results showed that miR-335-3p expression level in adipose tissue of the T2DM model was significantly decreased, and the mice’s body weight and blood glucose levels dropped considerably, miR-335-3p inhibited the number of macrophages, inhibiting the iNOS and TNF-α relative mRNA expression levels, and up-regulated the IL-10 and ARG-1 relative mRNA expression levels, miR-335-3p negatively regulated target gene IGF-1, IGF-1 significantly increased the iNOS and TNF-α mRNA and protein expression levels, decreasing the IL-10 and ARG-1 mRNA and protein expression levels, indicating that miR-335-3p could affect the T2DM process by regulating macrophage polarization via IGF-1.
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                        Abstract

                        
                            Causal mutations in the MCPH1 gene have been associated with disorders like microcephaly, and recently congenital hearing impairment. This study examined the MCPH1 DNA repair machinery and identified genetic variations of interest in gnomAD database to discuss the biological roles and effects of rare variants in MCPH1-related diseases. Notably, MCPH1 coordinates two of the seven known mechanisms of DNA repair which confirmed its roles in neurogenesis and chromatin condensation. A pathogenic missense variant in MCPH1 p.Gly753Arg, and two pathogenic frameshifts MCPH1 p.Asn189LysfsTer15 and p.Cys624Ter identified in this study, already had entries in ClinVar and were associated with microcephaly. A pathogenic frameshift in MCPH1 p.Val10SerfsTer5 with a loss-of-function flag and a pathogenic stop gained p.Ser571Ter variants with ultra-rare allele frequency (MAF ≤ 0.001) were identified but have not been linked to any phenotype. The predicted pathogenic ultra-rare variants identified in this study, warranty phenotypic discovery, and also positioned these variants or nearby deleterious variants candidate for screening in MCPH1-associated rare diseases.
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                        Abstract

                        
                            Photothermal therapy (PTT) of nanomaterials is an emerging novel therapeutic strategy for breast cancer. However, there exists an urgent need for appropriate strategies to enhance the antitumor efficacy of PTT and minimize damage to surrounding normal tissues. Piezo1 might be a promising novel photothermal therapeutic target for breast cancer. This study aims to explore the potential role of Piezo1 activation in the hyperthermia therapy of breast cancer cells and investigate the underlying mechanisms. Results showed that the specific agonist of Piezo1 ion channel (Yoda1) aggravated the cell death of breast cancer cells triggered by heat stress in vitro . Reactive oxygen species (ROS) production was significantly increased following heat stress, and Yoda1 exacerbated the rise in ROS release. GSK2795039, an inhibitor of NADPH oxidase 2 (NOX2), reversed the Yoda1-mediated aggravation of cellular injury and ROS generation after heat stress. The in vivo experiments demonstrate the well photothermal conversion efficiency of TiCN under the 1,064 nm laser irradiation, and Yoda1 increases the sensitivity of breast tumors to PTT in the presence of TiCN. Our study reveals that Piezo1 activation might serve as a photothermal sensitizer for PTT, which may develop as a promising therapeutic strategy for breast cancer.
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                        Abstract

                        
                            Pancreatic adenocarcinoma (PAAD) is a prevalent and aggressive malignancy in the digestive tract, requiring accurate prediction and effective treatment strategies. Recently, the discovery of disulfidptosis, a novel form of programmed cell death characterized by abnormal disulfide accumulation, has sparked interest in its role in PAAD. In this study, we aimed to investigate the involvement of disulfidptosis-related genes (DRGs) in PAAD. Using publicly available databases, we conducted a comprehensive analysis exploring the complex relationships between DRGs and important aspects of PAAD, including gene expression, immune response, mutation, drug sensitivity, and functional enrichment. Notably, we observed significant heterogeneity among different disulfidptosis subclusters and identified specific differentially expressed genes in PAAD. Through machine learning techniques, we identified SLC7A11, S100A4, DIAPH3, PRDX1, and SLC7A7 as the most relevant hub genes. We further validated their significance in PAAD by considering their expression patterns, prognostic value, diagnostic potential, diagnostic model, and immune infiltration. This study presents exciting opportunities and challenges in unraveling the underlying mechanisms of PAAD prognosis. It also establishes a foundation for personalized cancer care and the development of innovative immunotherapeutic strategies. By shedding light on the role of DRGs, particularly hub genes, we enhance our understanding and management of PAAD.
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                        Abstract

                        
                            This study aimed to investigate the changes of serum carbohydrate antigen 125 (CA125) and prostaglandin E2 (PGE2) in patients with adenomyosis before and after treatment with high-intensity focused ultrasound (HIFU) combined with gonadotropin-releasing hormone agonist (GnRH-a). One hundred and sixty-five patients with adenomyosis who received HIFU combined with GnRH-a were selected as case group. Sixty-five healthy women who underwent physical examination at the same time were taken as normal control group. At the end of follow-up 6 months after treatment, the case group were divided into effective subgroup and ineffective subgroup according to clinical efficacy. Changes of serum CA125 and PGE2 were analyzed. Serum CA125 and PGE2 levels in the case group were higher than those in the normal control group before treatment (both P < 0.001). Serum CA125 and PGE2 levels in the case group 6 months after treatment were lower than those before treatment (both P < 0.001). There was no difference in serum CA125 and PGE2 levels between effective subgroup and ineffective subgroup before treatment ( P = 0.351, 0.284, respectively). Serum CA125 and PGE2 levels in the effective subgroup were lower than those in the ineffective subgroup 6 months after treatment (both P < 0.001). Serum CA125 and PGE2 may be involved in the development of adenomyosis, and their expression levels may be related to the prognosis of patients. Levels of serum CA125 and PGE2 in patients with adenomyosis decrease after treatment with HIFU combined with GnRH-a. The detection of serum CA125 and PGE2 may be used as an index to diagnose adenomyosis and evaluate the therapeutic effect of HIFU combined with GnRH-a.
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                        Abstract

                        
                            The role of hepatic venous pressure gradient (HVPG) measurement in risk stratification before liver resection is an ongoing area of debate. This study examines the impact of preoperative HVPG levels on overall survival (OS)/time to recurrence (TTR) and postoperative complications after hepatic resection of hepatocellular carcinoma (HCC). Thirty-eight HCC patients undergoing HVPG measurement before liver resection at Cambridge University Hospitals NHS Foundation Trust between January 2014 and April 2022 were retrospectively analysed. Statistical analysis comprised univariable/multivariable Cox/logistic regression to identify risk factors of reduced OS/TTR or 90-day post-resection complications and Kaplan–Meier estimator, log-rank, chi-squared, Fisher's exact, and Mann–Whitney U test, or Student's t -test for survival/subgroup analysis. The median HPVG was 6 (range: 0–14) mmHg. The HVPG was an independent risk factor for poorer TTR in the overall cohort (cut-off: ≥7.5 mmHg (17.18/43.81 months; P = 0.009)). In the subgroup analysis of cirrhotic patients ( N = 29 (76%)), HVPG was additionally an independent risk factor for lower OS (cut-off: ≥8.5 mmHg [44.39/76.84 months; P = 0.012]). The HVPG had no impact on OS/TTR in non-cirrhotic patients ( N = 9 (24%)), nor was it associated with postoperative complications in any cohort. In conclusion, preoperative HVPG levels are useful predictors for TTR and OS in cirrhotic HCC patients undergoing hepatic resection.
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                        Abstract

                        
                            As there are no predictive models for pulmonary embolism (PE) in patients with suspected PE at cardiology department. This study developed a predictive model for the probability of PE development in these patients. This retrospective analysis evaluated data from 995 patients with suspected PE at the cardiology department from January 2012 to December 2021. Patients were randomly divided into the training and validation cohorts (7:3 ratio). Using least absolute shrinkage and selection operator regression, optimal predictive features were selected, and the model was established using multivariate logistic regression. The features used in the final model included clinical and laboratory factors. A nomogram was developed, and its performance was assessed and validated by discrimination, calibration, and clinical utility. Our predictive model showed that six PE-associated variables (age, pulse, systolic pressure, syncope, D-dimer, and coronary heart disease). The area under the curve – receiver operating characteristic curves of the model were 0.721 and 0.709 (95% confidence interval: 0.676–0.766 and 0.633–0.784), respectively, in both cohorts. We also found good consistency between the predictions and real observations in both cohorts. In decision curve analysis, the numerical model had a good net clinical benefit. This novel model can predict the probability of PE development in patients with suspected PE at cardiology department.
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                        Abstract

                        
                            LncRNA XLOC_032768 is reported to prevent renal tubular epithelial cells from cisplatin-induced apoptosis, suggesting its involvement in the development of kidney injury. The present study aimed to explore the role of XLOC_032768 in diabetic nephropathy (DN). The present study enrolled a total of 140 healthy controls (Control group) and 140 patients with type 2 diabetes (Diabetes group). Expression of XLOC_032768 in plasma from these participants was analyzed by performing RT-qPCR. The 140 diabetic patients were followed up for 5 years to monitor the occurrence of diabetic complications. The role of XLOC_032768 in predicting the occurrence of diabetic complications, including DN, diabetic cardiomyopathy (DC), diabetic retinopathy (DR), and diabetic foot (DF) were analyzed by plotting receiver operating characteristic curves and complication-free curves. On the day of admission, plasma levels of XLOC_032768 were not significantly different between Control and Diabetes groups. During follow-up, a total of 22, 15, 13, and 15 cases were diagnosed as DN, DC, DR, and DF, respectively. On the day of diagnosis, plasma levels of XLOC_032768 were only decreased in DN group, but not in other groups, compared to plasma levels of XLOC_032768 on the day of admission. Using plasma levels of XLOC_032768 on the day of admission as a biomarker, potential DN patients were effectively separated from patients with other potential complications and diabetic patients without complications. The 140 diabetic patients were grouped into high and low XLOC_032768 level groups. It was observed that low XLOC_032768 level group showed increased occurrence of DN, but not other complications, compared to high XLOC_032768 level group. Therefore, the downregulation of lncRNA XLOC_032768 in diabetic patients may predict the occurrence of DN.
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                        Abstract

                        
                            Circular RNAs (circRNAs) are key regulators of cervical cancer (CC) progression. This study aimed to elucidate the role and mechanism of circ_0051428, a novel circRNA, in CC tumorigenesis. Quantitative real-time polymerase chain reaction and western blotting analyses confirmed that circ_0051428 and matrix metalloprotein-2 (MMP2) were overexpressed in CC, whereas the microRNA miR-885-3p was poorly expressed. After performing a series of in vitro and in vivo experiments, circ_0051428 knockdown was shown to repress CC cell invasion and proliferation in vitro , and hamper tumor formation in vivo . Dual-luciferase reporter and RNA-binding protein immunoprecipitation experiments verified that circ_0051428 interacts with miR-885-3p to regulate the target gene MMP2 of miR-885-3p in CC. In addition, miR-885-3p knockdown offset the anticancer effects of circ_0051428 or MMP2 knockdown on CC cell malignancy. Overall, this study revealed that circ_0051428 executes a tumor-promoting function in CC pathogenesis by modulating the miR-885-3p/MMP2 axis. Our findings provide a novel approach for CC treatment.
                        

                    
                

            

        
















    Unable to retrieve citations for this document

    
        
            
                
                
                
                    
                    

                    Retrieving citations for document...
                

            

        

    






    
        
            
            Open Access
            March 13, 2024
            
                
                    Effectiveness of ginkgo diterpene lactone meglumine on cognitive function in patients with acute ischemic stroke

                    
                
            

            
                
                    Meini Zhang, Xiao Hu, Tao Wang, Xianghong Liu

                
                
    
            Article number: 20240908
        


            

        

        

            
                    
                        
                            [image: Teaser image from the article]
                        
                    

                        
        

        
            
                
                    More
                    
                
            
            



    Cite this



            

    
        
                
                
                    

    Download PDF


                
            
    


        

        
            
                
                    
                        Abstract

                        
                            Objective To explore the efficacy of ginkgo diterpene lactone (GDLM) on cognitive function in patients with acute ischemic stroke (AIS). Methods A total of 126 patients with AIS in Shaanxi Provincial People’s Hospital from July 2019 to December 2020 were collected and randomly divided into the control group and treatment group ( n = 63). All patients received conventional treatment, on which 25 mg/day GDLM was administered in the treatment group. Coagulation and inflammation indexes, National Institutes of Health Stroke Scale (NIHSS) and activities of daily living scale (ADL) scores were measured before and 14 days after treatment. NIHSS and ADL scores were performed again after 3 months. Cognitive function was assessed by Montréal Cognitive Assessment (MoCA) score, Mini-Mental State Examination (MMSE) score, and potential P300. Results After 14 days of treatment, all biochemical indices were lower than before treatment ( P < 0.05). The NIHSS and ADL scores of the treatment group were significantly better than those of the control group after treatment ( P < 0.05). The MoCA and MMSE scores of the treatment group improved more significantly compared with the control group ( P < 0.05). After treatment, the P300 indexes of both groups were significantly better than before treatment ( P < 0.05). Conclusion Conventional treatment of AIS combined with GDLM can effectively improve the cognitive function of patients, which is worthy of clinical recommendation.
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                            Backgrounds Glioma is a highly malignant brain tumor with a grim prognosis. Genetic factors play a role in glioma development. While some susceptibility loci associated with glioma have been identified, the risk loci associated with prognosis have received less attention. This study aims to identify risk loci associated with glioma prognosis and establish a prognostic prediction model for glioma patients in the Chinese Han population. Methods A genome-wide association study (GWAS) was conducted to identify risk loci in 484 adult patients with glioma. Cox regression analysis was performed to assess the association between GWAS-risk loci and overall survival as well as progression-free survival in glioma. The prognostic model was constructed using LASSO Cox regression analysis and multivariate Cox regression analysis. The nomogram model was constructed based on the single nucleotide polymorphism (SNP) classifier and clinical indicators, enabling the prediction of survival rates at 1-year, 2-year, and 3-year intervals. Additionally, the receiver operator characteristic (ROC) curve was employed to evaluate the prediction value of the nomogram. Finally, functional enrichment and tumor-infiltrating immune analyses were conducted to examine the biological functions of the associated genes. Results Our study found suggestive evidence that a total of 57 SNPs were correlated with glioma prognosis ( p < 5 × 10 −5 ). Subsequently, we identified 25 SNPs with the most significant impact on glioma prognosis and developed a prognostic model based on these SNPs. The 25 SNP-based classifier and clinical factors (including age, gender, surgery, and chemotherapy) were identified as independent prognostic risk factors. Subsequently, we constructed a prognostic nomogram based on independent prognostic factors to predict individualized survival. ROC analyses further showed that the prediction accuracy of the nomogram (AUC = 0.956) comprising the 25 SNP-based classifier and clinical factors was significantly superior to that of each individual variable. Conclusion We identified a SNP classifier and clinical indicators that can predict the prognosis of glioma patients and established a prognostic prediction model in the Chinese Han population. This study offers valuable insights for clinical practice, enabling improved evaluation of patients’ prognosis and informing treatment options.
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                            Introduction Although the correlation between childhood obesity and coronavirus disease 2019 (COVID-19) has been explored, the causality of these remains uncertain. Thus, we conducted a two-sample Mendelian randomization (MR) analysis to identify the causal association. Methods Instrumental variables of childhood obesity were selected from genome-wide association study involving 61,111 Europeans. Besides, we collected summary statistics of different COVID-19 outcomes (susceptibility, hospitalization, and severity) from genome-wide association study including more than 2 million Europeans. The inverse-variance weighted was applied to assess the causality of childhood obesity with COVID-19. Furthermore, we replicated the above association based on another study. Results Inverse-variance weighted results suggested that childhood obesity promoted the COVID-19 susceptibility but has not been validated in other approaches. For hospitalization and severity of COVID-19, we found that childhood obesity, respectively, increased 30 and 38% risk ( P < 0.001), which were consistent in other MR approaches. Discussion Our study provides evidence for a causal relationship between childhood BMI and COVID-19 which is consistent with previous studies. Though these explanations are biologically plausible, further studies are warranted to elucidate the role of these. Conclusions Our study suggests the potential causal associations of childhood obesity with COVID-19, especially hospitalization and severity of COVID-19.
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                        Abstract

                        
                            The effect of the lactate dehydrogenase to albumin ratio (LAR) on the survival of patients with acute heart failure (AHF) is unclear. We aimed to analyze the impact of LAR on survival in patients with AHF. We retrieved eligible patients for our study from the Monitoring in Intensive Care Database III. For each patient in our study, we gathered clinical data and demographic information. We conducted multivariate logistic regression modeling and smooth curve fitting to assess whether the LAR score could be used as an independent indicator for predicting the prognosis of AHF patients. A total of 2,177 patients were extracted from the database. Survivors had an average age of 69.88, whereas nonsurvivors had an average age of 71.95. The survivor group had a mean LAR ratio of 13.44, and the nonsurvivor group had a value of 17.38. LAR and in-hospital mortality had a nearly linear correlation, according to smooth curve fitting ( P < 0.001). According to multivariate logistic regression, the LAR may be an independent risk factor in predicting the prognosis of patients with AHF (odd ratio = 1.09; P < 0.001). The LAR ratio is an independent risk factor associated with increased in-hospital mortality rates in patients with AHF.
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                            Background Lipid metabolism disorders lead to lipotoxicity. The hyperlipidemia-induced early stage of renal injury mainly manifests as podocyte damage. CD36 mediates fatty acid uptake and the subsequent accumulation of toxic lipid metabolites, resulting in podocyte lipotoxicity. Methods Male Sprague-Dawley rats were divided into two groups: the normal control group and the high-fat diet group (HFD). Podocytes were cultured and treated with palmitic acid (PA) and sulfo- N -succinimidyl oleate (SSO). Protein expression was measured by immunofluorescence and western blot analysis. Boron-dipyrromethene staining and Oil Red O staining was used to analyze fatty acid accumulation. Results Podocyte foot process (FP) effacement and marked proteinuria occurred in the HFD group. CD36 protein expression was upregulated in the HFD group and in PA-treated podocytes. PA-treated podocytes showed increased fatty acid accumulation, reactive oxygen species (ROS) production, and actin cytoskeleton rearrangement. However, pretreatment with the CD36 inhibitor SSO decreased lipid accumulation and ROS production and alleviated actin cytoskeleton rearrangement in podocytes. The antioxidant N-acetylcysteine suppressed PA-induced podocyte FP effacement and ROS generation. Conclusions CD36 participated in fatty acid-induced FP effacement in podocytes via oxidative stress, and CD36 inhibitors may be helpful for early treatment of kidney injury.
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                        Abstract

                        
                            Cardiovascular diseases are the leading cause of mortality and morbidity globally. Clinicians must know cutaneous signs of cardiovascular disease, including petechiae, macules, purpura, lentigines, and rashes. Although cutaneous manifestations of diseases like infectious endocarditis and acute rheumatic fever are well established, there is an indispensable need to evaluate other important cardiovascular diseases accompanied by cutaneous signs. Moreover, discussing the latest management strategies in this regard is equally imperative. This review discusses distinctive skin findings that help narrow the diagnosis of cardiovascular diseases and recommendations on appropriate treatment.
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                            Endometrial carcinoma’s (EC) etiology is complex and involves DNA repair gene polymorphisms like XRCC1-Arg399Gln and hOGG1-Ser326Cys, but their association with the disease is unclear. Following PRISMA, we conducted a systematic review and meta-analysis, collecting data from four databases. The studies needed to be population-based case–control studies examining the association between the named polymorphisms and EC. Quality was assessed with the Newcastle-Ottawa Scale. Pooled odds ratios (OR) and 95% confidence intervals (CI) were calculated, and subgroup analyses were conducted based on ethnicity. Seven studies were included. Both polymorphisms were found to significantly increase EC risk, particularly in Caucasians. XRCC1-Arg399Gln showed a dominant model OR of 1.14 (95% CI: 1.01–1.29) and a homozygous model OR of 1.59 (95% CI: 1.12–2.25). The heterozygote model OR for hOGG1-Ser326Cys was 1.29 (95% CI: 1.02–1.63), and the allele OR was 1.31 (95% CI: 1.07–1.60). XRCC1-Arg399Gln and hOGG1-Ser326Cys may increase EC risk, primarily in Caucasian women, emphasizing the role of DNA repair in disease susceptibility. More extensive studies are needed to validate these findings in diverse ethnicities and investigate other DNA repair gene polymorphisms.
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                        Abstract

                        
                            Studies showed that the respiratory is not the only system affected by coronavirus 2, while cardiovascular, digestive, and nervous systems, as well as essential organs such as the kidneys, can be affected by this virus. In this review, we have studied the epidemiology, clinical, and laboratory findings on COVID-19 infection renal involvement, mortality, physiopathology, remaining renal sequels after recovery, underlying renal disease, and renal injury due to its treatment. Also, protective measures for kidney injury are explained in three levels. Evidence of viral particles and genome in the urine and renal tubular cells and signs of damage such as microangiopathy, hypercoagulopathy, and fibrosis are found in COVID-19 patients. The result of this study showed, in hospitalized COVID-19 patients, that the rate of acute kidney injury (AKI) was up to 46%, with a mortality ranging from 11 to 96%. A considerable proportion of patients with AKI would remain on renal replacement therapy. Proteinuria and hematuria are observed in 87 and 75% patients, and increased Cr and glomerular filtration rate (GFR) <60 ml/min per 1.73 m 2 are observed in 29.6 and 35.3% of the patients, respectively. Remedsivir is considered to have adverse effects on GFR. COVID-19 patients need special attention to prevent AKI. Those with underlying chronic kidney disease or AKI need proper and explicit evaluation and treatment to improve their prognosis and decrease mortality, which should not be limited to the hospitalization period.
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                        Abstract

                        
                            Introduction In the realm of organ transplantation, particularly heart transplantation, angioedema presents a significant challenge. This clinical condition ranges from minor facial edema to life-threatening swelling of vital structures. Its multifactorial etiology involves various factors and mechanisms, including C1 esterase inhibitor deficiency, food allergen hypersensitivity, and adverse drug reactions, notably involving angiotensin-converting enzyme (ACE) inhibitors and mechanistic target of rapamycin inhibitors (mTOR-Is). We present a rare case of sirolimus potentiated angioedema in a patient with long-standing ACE inhibitor therapy. Case A 52-year-old male with a history of heart transplant developed severe upper and lower lip edema. The patient had been on Lisinopril without any adverse events. However, sirolimus was recently added to his drug regimen. Sirolimus potentiated angioedema was suspected. Intervention Intravenous methylprednisolone, famotidine, and diphenhydramine were initiated, and both lisinopril and sirolimus were discontinued. The patient showed improvement and was discharged with oral antihistamines. Lessons Transplant physicians should be aware of the life-threatening interaction between ACE inhibitors and mTOR-Is like sirolimus. Consideration should be given to switching from an ACE inhibitor to an angiotensin-receptor blocker when initiating patients on mTOR-Is.
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                        Abstract

                        
                            Infection following inguinal hernia repair (IHR) is uncommon. Rational use of antibiotics can significantly improve the prognosis of patients. However, accurately identifying the pathogen involved is usually challenging. This case report describes a patient who developed intermittent fever after undergoing open preperitoneal tension-free repair of a bilateral inguinal hernia. The scrotal fluid specimen was cultured and subjected to metagenomic next-generation sequencing (mNGS). Culture revealed the presence of Enterococcus faecalis (a facultative anaerobe). However, mNGS detected E. faecalis along with multiple anaerobic bacteria including Bacteroides thetaiotaomicron , Parabacteroides distasonis , and Levyella massiliensis . The patient was finally diagnosed with a mixed infection of E. faecalis and multiple anaerobes, and his condition was effectively controlled after timely adjustment of the antibiotic regimen. Treating postoperative infections with multiple concurrent conditions can be challenging. mNGS is valuable for the accurate diagnosis and treatment of infections, as it not only can further verify the culture results, but also assist clinicians in ruling out pulmonary infection caused by hematogenous dissemination after IHR in patients.
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                        Abstract

                        
                            Multicentric Castleman disease (MCD) is a heterogeneous, life-threatening disease. A subgroup of HIV-negative and HHV-8-negative MCD is defined as idiopathic MCD (iMCD) with a poor prognosis. Here we report an unusual case of a 47-year-old male patient with iMCD who experienced multiple treatment regimens such as chemotherapy, immunomodulatory therapy, and targeted therapy, all of which were considered ineffective. Subsequently, he was started on bortezomib in combination with dexamethasone for six cycles and he was in complete remission. The patient has survived nearly 13 years to date – the longest survival of any iMCD patient treated with bortezomib in combination with dexamethasone. Bortezomib combined with dexamethasone may be an effective salvage strategy for severe and refractory iMCD.
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                        Abstract

                        
                            Hepatitis A virus (HAV) infection can cause extra-hepatic manifestations like myocarditis. An 8-year-old female with HAV infection presented with fever, abdominal pain, vomiting, and icterus. She developed viral myocarditis with complete AV dissociation on ECG and was treated with a temporary pacemaker, but her condition worsened, and she died. Hepatitis A viral infection can be associated with viral myocarditis and complete heart block that can lead to cardiogenic shock and death eventually.
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                        Abstract

                        
                            Papillary thyroid carcinoma (PTC) is the most common type of thyroid cancer and belongs to the category of malignant tumors of the thyroid gland. Autophagy plays an important role in PTC. The purpose of this study is to develop a novel diagnostic model using autophagy-related genes (ARGs) in patients. In this study, RNA sequencing data of PTC samples and normal samples were obtained from GSE33630 and GSE29265. Then, we analyzed GSE33630 datasets and identified 127 DE-ARGs. Functional enrichment analysis suggested that 127 DE-ARGs were mainly enriched in pathways in cancer, protein processing in endoplasmic reticulum, toll-like receptor pathway, MAPK pathway, apoptosis, neurotrophin signaling pathway, and regulation of autophagy. Subsequently, CALCOCO2, DAPK1, and RAC1 among the 127 DE-ARGs were identified as diagnostic genes by support vector machine recursive feature elimination and least absolute shrinkage and selection operator algorithms. Then, we developed a novel diagnostic model using CALCOCO2, DAPK1, and RAC1 and its diagnostic value was confirmed in GSE29265 and our cohorts. Importantly, CALCOCO2 may be a critical regulator involved in immune microenvironment because its expression was related to many types of immune cells. Overall, we developed a novel diagnostic model using CALCOCO2, DAPK1, and RAC1 which can be used as diagnostic markers of PTC.
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