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The Reply
We thank Prof. Messerli and his co-authors for their letter
concerning our recent publication on risks of electrolyte
disorders, syncope, and falls in patients taking thiazide
(-like) diuretics.1
By no means did we intend to question the role of thiazides in the treatment of arterial hypertension. In fact, only
recently, a small prospective randomized controlled trial
confirmed the key role of chlorthalidone, a thiazide-like
diuretic, in difficult-to-treat arterial hypertension in patients
with chronic kidney disease.2 Nevertheless, even current
practice guidelines do clearly mention potential unwanted
effects of thiazides and thiazide-like diuretics in patients
treated for arterial hypertension.3 Thiazide-associated and
thiazide-induced electrolyte disorders are well known and a
common problem, especially in vulnerable patient populations such as the elderly or postmenopausal women.4 Furthermore, there is solid evidence that hyponatremia itself is
associated with an increased likelihood of falls, a finding
that is even more significant given the fact that hyponatremia induces osteoporosis and increases risk of fracture.5
This vicious circle consisting of an increased risk of falls
paired with decreased bone mineralization and a higher
fracture risk is especially harmful for the elderly patient.
Moreover, also, hypokalemia was shown to be independently associated with falls.6
We agree that the groups of thiazide and non-thiazide
users differed in their baseline characteristics. Still, the
increased risk of hyponatremia and hypokalemia was not
only significantly more common in the group of thiazide
users—even in the multivariate model correcting for various cofactors—but it was also clearly dose dependent. This
finding implies causality and not a pure association.
In the above-mentioned study on chlorthalidone in
patients with chronic kidney disease and difficult-to-treat
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hypertension, a total of (only) 160 patients were randomized, and a weight loss of 1.2kg was reported in the chlorthalidone group.2 Furthermore, dizziness was significantly
more common and orthostatic hypotension was reported in
10% of patients in the chlorthalidone group.2
All of the evidence listed suggests that thiazide (-like)
diuretics clearly have the potential for unwanted side
effects, ranging from the induction of electrolyte disorders
to an increased likelihood of falls and associated complications. Thus, our conclusion that “a more careful approach
to prescribing thiazides in the older adult seems wise”
appears to be justified and valid.
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