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An Approved Treatment in Periodic Paralyses: 
Diclorphenamide

Periodic paralyses (PP) are autosomal inherited muscle diseases 
that are directly associated with changes in serum potassium 
levels. Classified as channelopathies, PP are often triggered by 
exercise. Hyperkalemic periodic paralysis (HYP) is associated with 
mutations in SCN4A gene, and hypokalemic periodic paralysis 
(HOP) is associated with mutations in a calcium channel gene 
called CACNA1S and a sodium channel gene called SCN4A. PP 
becomes symptomatic in the first decade of life. The frequency 
of attacks in this group of diseases, which present with attacks, 
can be reduced by carbonic anhydrase inhibitors (acetazolamide 
and diclorphenamide) or potassium-sparing diuretics (1). Sansone 
et al. (2) showed in their randomized, multi-center, double-
blind, placebo-controlled trial that diclorphenamide can be used 
in the treatment of PP with an evidence level of class 1. Forty-
four patients with HYP and 21 with HOP were included in the 
trial. Two randomized, double-blind, placebo-controlled trials 
lasted 9 weeks, followed by a 1-year extension phase in which 
all participants received dichlorphenamide (DCP). The median 
attack rate, frequency of severe attacks, and the duration of attacks 
were lower in ptients with HYP on DCP. The median attack rate 
was also lower in patients with HOP on DCP compared with 
placebo, but without reaching statistical significance. There were 

no significant effects of DCP on muscle strength or muscle mass 
in either trial. The most common adverse events were paresthesia, 
confusion, cognitive decline, and kidney stones. The median 
attack rate and frequency of severe attacks were increased in one 
patient with HOP on DCP with the NaV1.4pR222W mutation 
who had not previously used a carbonic anhydrase inhibitor; DCP 
treatment was stopped and the patient was excluded from the trial. 
The main shortcomings of these trials mentioned by the authors 
were the lack of comparison between DCP and acetazolamide and 
the limited number of participants, which precluded analysis by 
genetic subgroup. Finally, the Food and Drug Administration 
approved the use of DCP in HYP and HOP in August 2015.
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