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                Hydrochlorothiazide (HCTZ) is a thiazide diuretic which has been available for clinical use for more than 5 decades and is still amongst the most frequently prescribed antihypertensive drugs in Europe. The effectiveness of thiazides in preventing all types of cardiovascular morbidities and mortality has been confirmed in randomised controlled trials and meta-analyses [1]. In the UK, it is usually employed as a fixed-dose combination with other blood pressure lowering agents (angiotensin-converting enzyme inhibitors/angiotensin receptor blockers, calcium channel blockers) for the treatment of hypertension or in combination with other diuretics (such as amiloride and spironolactone) for oedema and congestive heart failure.
A recent series of articles from various Danish nationwide demographic and health registries have associated HCTZ use with increased risk of lip and skin cancer [2,3,4,5]. This finding has received much publicity and has caused concerns amongst physicians, and their patients. Regarding melanoma [4], 413 cases were identified among â€œhigh-usersâ€� of HCTZ yielding an adjusted odd ratio (OR) of 1.22 (95% confidence interval (CI): 1.09â€“1.36) compared to controls, with no cumulative doseâ€“response pattern. For non-melanoma skin cancers [3], high use of HCTZ was associated with ORs of 1.29 (95% CI: 1.23â€“1.35) for basal skin cancer and 3.98 (95% CI: 3.68â€“4.31) for squamous cell carcinoma. Use of other diuretics, including thiazides (bendroflumethiazide) and thiazide-like (indapamide), was not associated with increased risk. For lip cancer [2], ever-use of HCTZ was associated with an adjusted OR for squamous cell carcinoma of 2.1 (95% CI: 1.7â€“2.6), increasing to 3.9 (95% CI: 3.0â€“4.9) for use â‰¥25,000â€‰mg. Risk increased with increasing cumulative amount, duration (over 22 years for high dose and 44 years for low dose) and intensity of HCTZ use. At face value, these numbers appear alarming but represent only a relative rather than an absolute risk. In the UK, melanoma accounts for 4% of all new cancer cases and 1% of all cancer deaths [6], while non-melanoma accounts for less than 1% of all cancer deaths [7]. Therefore, these high-relative increases will account for a very small number of cases over the long period. More importantly, conclusions regarding causality cannot be derived from observational data which are not fully adjusted for confounders, as occurs in adequately sized randomised trials. None of the studies took into account ultraviolet (UV) radiation exposure, skin phenotype and tobacco smoking, which are major risk factors for these cancers. These conclusions cannot be easily generalised for ethnic minorities as no data regarding non-white ethnic subjects were provided in the studies.


                
                
                    
                        This is a preview of subscription content, access via your institution

                    

                    
                        
     
    
        
            
                Relevant articles

                
                    Open Access articles citing this article.

                    	
                                
                                    
                                        Adult hypertension referral pathway and therapeutic management: British and Irish Hypertension Society position statement
                                    
                                


                                
                                    	Philip Lewis
	, Jacob George
	 … Ian B. Wilkinson


                                

                                
                                    Journal of Human Hypertension
                                    Open Access
                                    09 January 2024
                                

                            
	
                                
                                    
                                        Impact of angiotensin receptor blocker product recalls on antihypertensive prescribing in Germany
                                    
                                


                                
                                    	Ulrike Maria Rudolph
	, Salka Enners
	 … Martin Schulz


                                

                                
                                    Journal of Human Hypertension
                                    Open Access
                                    14 October 2020
                                

                            


                

            

        
    

                    
                

                

                Access options

                


                
                    
                        
                            

    
        
            
                
                Access through your institution
            
        

        
    



                        

                        

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



                    
                

                
    
    Subscribe to this journal
Receive 12 digital issues and online access to articles
$119.00 per year
only $9.92 per issue

Learn more


Rent or buy this article
Prices vary by article type
from$1.95
to$39.95
Learn more


Prices may be subject to local taxes which are calculated during checkout



  

    
    
        
    Additional access options:

    	
            Log in
        
	
            Learn about institutional subscriptions
        
	
            Read our FAQs
        
	
            Contact customer support
        



    

                
                    
                


                
            

            
                References
	Thomopoulos C, Parati G, Zanchetti A. Effects of blood pressure lowering on outcome incidence in hypertension: 4. Effects of various classes of antihypertensive drugsâ€”overview and meta-analyses. J Hypertens. 2015;33:195â€“211.
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	PottegÃ¥rd A, Hallas J, Olesen M, Svendsen MT, Habel LA, Friedman GD, et al. Hydrochlorothiazide use is strongly associated with risk of lip cancer. J Intern Med. 2017;282:322â€“31.
ArticleÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Pedersen SA, Gaist D, Schmidt SAJ, HÃ¶lmich LR, Friis S, PottegÃ¥rd A. Hydrochlorothiazide use and risk of non melanoma skin cancer: a nationwide case-control study from Denmark. J Am Acad Dermatol. 2018;78:673â€“81.e9.
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	PottegÃ¥rd A, Pedersen SA, Schmidt SAJ, HÃ¶lmich LR, Friis S, Gaist D. Association of hydrochlorothiazide use and risk of malignant melanoma. JAMA Intern Med. 2018;178:1120â€“2.
ArticleÂ 
    PubMedÂ 
    PubMed CentralÂ 
    
                    Google ScholarÂ 
                

	Pedersen SA, Johannesdottir Schmidt SA, HÃ¶lmich LR, Friis S, PottegÃ¥rd A, et al. Hydrochlorothiazide use and risk for Merkel cell carcinoma and malignant adnexal skin tumors: a nationwide caseâ€“control study. J Am Acad Dermatol. 2019;80:460â€“5.e9.
ArticleÂ 
    CASÂ 
    PubMedÂ 
    
                    Google ScholarÂ 
                

	Cancer Research UK. Melanoma skin cancer statistics. Cancer Research UK, 2016.

	Cancer Research UK. Non-melanoma skin cancer mortality statistics. Cancer Research UK, 2016.

	International Agency for Research on Cancer (IARC). Some Drugs and Herbal products. IARC Monographs on the Evaluation of Carcinogenic Risks to Humans; 2016: vol. 108.

	MHRA. Hydrochlorothiazide: risk of non-melanoma skin cancer, particularly in long-term use. https://www.gov.uk/drug-safety-update/hydrochlorothiazide-risk-of-non-melanoma-skin-cancer-particularly-in-long-term-use ; 2018. Accessed February 12, 2019.

	NICE. Hypertension in adults: diagnosis and management (CG127). https://www.nice.org.uk/guidance/cg127 ;2011. Accessed Feb 12, 2019.


Download references




Author information
Authors and Affiliations
	Department of Clinical Pharmacology, Kingâ€™s College London, London, UK
Luca Faconti,Â Albert Ferro,Â Andrew J. WebbÂ &Â Phil J. Chowienczyk

	School of Life-course Sciences, Kingâ€™s College London, London, UK
J. Kennedy Cruickshank


Authors	Luca FacontiView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Albert FerroView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Andrew J. WebbView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	J. Kennedy CruickshankView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	Phil J. ChowienczykView author publications
You can also search for this author in
                        PubMedÂ Google Scholar





Consortia
on behalf of the British and Irish Hypertension Society



Ethics declarations

              
              
                Conflict of interest

                The authors declare that they have no conflict of interest.

              
            

Additional information
Publisherâ€™s note: Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.


Rights and permissions
Reprints and permissions


About this article
[image: Check for updates. Verify currency and authenticity via CrossMark]       



Cite this article
Faconti, L., Ferro, A., Webb, A.J. et al. Hydrochlorothiazide and the risk of skin cancer. A scientific statement of the British and Irish Hypertension Society.
                    J Hum Hypertens 33, 257â€“258 (2019). https://doi.org/10.1038/s41371-019-0190-2
Download citation
	Received: 18 February 2019

	Accepted: 22 February 2019

	Published: 06 March 2019

	Issue Date: April 2019

	DOI: https://doi.org/10.1038/s41371-019-0190-2


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        








            


            

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    

    
    
        
            
                Associated content

                
                    
                        
                            
                                Collection

                                
                                    The best of the Journal of Human Hypertension 2018 - 2019
                                

                            
                        

                    
                        
                            
                                Collection

                                
                                    BIHS Annual Scientific Meeting 2019
                                

                            
                        

                    
                    
                
            
        

        
    

    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    Reviews & Analysis
                                
                            
	
                                
                                    News & Comment
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Collections
                                
                            


                	
                            Follow us on Twitter
                            
                        
	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Announcements
                                
                            
	
                                
                                    Journal Information
                                
                            
	
                                
                                    Open access publishing
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    About the Partners
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    For Advertisers
                                
                            
	
                                
                                    Subscribe
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors & Referees
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

        	Explore articles by subject
	Find a job
	Guide to authors
	Editorial policies


    





        
    
        
            

            
                
                    Journal of Human Hypertension (J Hum Hypertens)
                
                
    
    
        ISSN 1476-5527 (online)
    
    


                
    
    
        ISSN 0950-9240 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	Protocol Exchange
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

                	Reprints & permissions
	Research data
	Language editing
	Scientific editing
	Nature Masterclasses
	Research Solutions


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

                	Nature Africa
	Nature China
	Nature India
	Nature Italy
	Nature Japan
	Nature Korea
	Nature Middle East


            


        

    

    
        	Privacy
                Policy
	Use
                of cookies
	
                Your privacy choices/Manage cookies
                
            
	Legal
                notice
	Accessibility
                statement
	Terms & Conditions
	Your US state privacy rights


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    











    [image: ]







[image: ]
