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Clinical question
Does hydrochlorothiazide (HCTZ) increase the risk of
squamous cell carcinoma (SCC)?

Bottom line

Observational data suggest an association between
HCTZ and the risk of SCC. Risk appears to consistently
increase with dose and duration of use (eg, 5 years
increases risk 3 to 4 times). Baseline incidence of
SCC is less than 0.1% annually. The same risk has not
been established with thiazidelike diuretics. The ben-
efit of switching from HCTZ to another agent should
be weighed against the risk of changing medications.

Evidence
Evidence is statistically significant unless otherwise stated.

In a systematic review' of 2 cohort and 7 case-control
studies (N=395789), SCC was associated with taking
thiazide diuretics (odds ratio [OR] of 1.9).

-Subgroup analysis found HCTZ and HCTZ combinations
increased SCC risk (OR=2.0), and long-term HCTZ use
(=4.5 years) was associated with higher risk (OR=3.3).
-Limitations: potential unmeasured confounders;
recall and detection bias; and multiple comparisons.
In a large case-control study,? 80162 SCC cases in
Denmark were matched with 1603345 controls.

-A cumulative HCTZ dose of 50000 mg or greater (about
6 years’ use) was associated with SCC risk (OR=4.0).

-A consistent dose-response relationship was observed
for SCC (OR=7.4) with a cumulative HCTZ dose of
200000 mg or greater (about 20 years’ use).

Use of HCTZ is associated with risk of SCC of the lip®:
-A dose-response effect was observed (OR=7.7) with
a cumulative dose of 100000 mg or greater.

Another systematic review* reported no effect with
thiazides but did not include studies of HCTZ alone.
Increased risk of basal cell carcinoma is very small
(OR=1.2 to 1.3), if real.!?

Context

Baseline SCC risk varies with ethnicity, age, sex, and
location. A recent UK cohort study reported an incidence
of 77 cases per 100000 (<0.1%) per year.® Metastatic
SCC developed in 1.1% to 2.4% of SCC patients.®

Non-randomized studies might overestimate benefi-
cial and harmful effects and cannot prove causation.
Thiazide and thiazidelike agents reduce morbidity and
mortality in RCTs and are recommended as first-line
therapy in hypertension.”

One hypertension society recommends thiazidelike
diuretics as the preferred initial option for hypertension,
although it suggests continuing HCTZ in stable patients.®

Implementation

Physicians might counsel patients about the potentially
small increased risk of SCC from baseline with HCTZ.
Patients already at increased risk might want to avoid
HCTZ. Patients taking HCTZ should be counseled about
surveillance for new or changing moles and sun safety.
Thiazidelike diuretics are an option and appear at least as
good or better than HCTZ for blood pressure and clinical
outcomes.’® Side effects such as electrolyte abnormalities
should be considered. Online cardiovascular risk calcula-
tors might assist in reviewing the benefits of hypertension
treatment and aid in shared informed decision making.'o%

Dr O'Neill is Assistant Professor in the Department of Family and Community Medicine at the
University of Toronto in Ontario. Dr Moe is Clinical Evidence Expert for the College of Family
Physicians of Canada in Mississauga, Ont. Dr Korownyk is Associate Professor with the PEER Group
in the Department of Family Medicine at the University of Alberta in Edmonton.

Competing interests
None declared

The opinions expressed in Tools for Practice articles are those of the authors and do not necessar-
ily mirror the perspective and policy of the Alberta College of Family Physicians.

References

1

2.

Shin D, Lee ES, Kim J, Guerra L, Naik D, Prida X. Association between the use of thiazide diuretics and
the risk of skin cancers: a meta-analysis of observational studies. J Clin Med Res 2019;11(4):247-55.
Pedersen SA, Gaist D, Schmidt SAJ, Hélmich LR, Friis S, Pottegard A. Hydrochlorothiazide use and
risk of nonmelanoma skin cancer: a nationwide case-control study from Denmark. J Am Acad
Dermatol 2018;78(4):673-81.€9.

Pottegard 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(4):322-31.

Gandini S, Palli D, Spadola G, Bendinelli B, Cocorocchio E, Stanganelli |, et al. Anti-hypertensive drugs
and skin cancer risk: a review of the literature and meta-analysis. Crit Rev Oncol Hematol 2018;122:1-9.
Venables ZC, Nijsten T, Wong KF, Autier P, Broggio J, Deas A, et al. Epidemiology of basal and cutane-
ous squamous cell carcinoma in the U.K. 2013-15: a cohort study. Br ] Dermatol 2019;181(3):474-82.
Venables ZC, Autier P, Nijsten T, Wong KF, Langan SM, Rous B, et al. Nationwide incidence of
metastatic cutaneous squamous cell carcinoma in England. JAMA Dermatol 2019;155(3):298-306.
Wright JM, Musini VM, Gill R. First-line drugs for hypertension. Cochrane Database Syst Rev
2018;(4):CD001841.

. Faconti L, Ferro A, Webb AJ, Cruickshank JK, Chowienczyk PJ; British and Irish Hypertension

Society. Hydrochlorothiazide and the risk of skin cancer. ) Hum Hypertens 2019;33(4):257-8.
Allan GM, Ivers N, Padwal RS. Best thiazide diuretic for hypertension. Can Fam Physician 2012;58:653.

. McCormack J, Pfiffner P. The absolute CVD risk/benefit calculator. Vancouver, BC: Best Science Medi-

cine; 2017. Available from: http://chd.bestsciencemedicine.com/calc2.html. Accessed 2019 Nov 13.

This article is eligible for Mainpro+ certified Self-Learning credits. To earn
credits, go to www.cfp.ca and click on the Mainpro+ link.

La traduction en francais de cet article se trouve a www.cfp.ca dans la
table des matiéres du numéro de février 2020 a la page e53.

Tools for Practice articles in Canadian Family Physician are adapted from articles published on the Alberta College of Family Physicians (ACFP) website, summarizing
medical evidence with a focus on topical issues and practice-modifying information. The ACFP summaries and the series in Canadian Family Physician are coordinated
by Dr G. Michael Allan, and the summaries are co-authored by at least 1 practising family physician and are peer reviewed. Feedback is welcome and can be sent to

toolsforpractice@cfpc.ca. Archived articles are available on the ACFP website: www.acfp.ca.

116 canadian Family Physician | Le Médecin de famille canadien » Vol 66: FEBRUARY | FEVRIER 2020



