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Letter in response to the 2019 update of the 
EULAR recommendations for the management 
of systemic lupus erythematosus by Fanouriakis 
et al

We read with great interest the 2019 update of the European 
League Against Rheumatism (EULAR) recommendations for 
the management of systemic lupus erythematosus (SLE) by 
Fanouriakis et al.1 We believe that these recommendations may 
help to improve the management of SLE patients and the authors 
should be congratulated for their efforts. We disagree, however, 
on an important point. The authors state in the abstract and the 
recommendations that hydroxychloroquine (HCQ) is recom-
mended for all patients with SLE (1b/A), unless contraindicated, 
at a dose not exceeding 5 mg/kg/real body weight (3b/C). We fully 
agree with the first part of the sentence, since HCQ prevents 
flares, is much cheaper than other drugs widely used for SLE, 
protects against the occurrence of thrombotic events, diabetes, 
dyslipidaemia and overall damage accrual, and also appears to 
prolong survival. In contrast, we believe that the second part 
of the sentence, recommending less than 5 mg/kg is misleading 
for clinicians. We believe that two conditions should be present 
before recommending such a reduction of the prescribed dose of 
HCQ. First, this lower dose should have equal efficacy, which is 
largely unknown. Second, this dose should have been demon-
strated to be safer, which is also not the case. Importantly, this 
dose of 5 mg/kg is based on an ophthalmological study by Melles 
and Marmor2 of nearly 2500 patients, mostly with rheumatoid 
arthritis and older than 50 years, who were known from phar-
macy records to have used HCQ continuously for more than 
5 years. The overall prevalence of toxicity, defined with visual 
fields and modern imaging technique was 7.5%, suggesting that 
with new ophthalmologic tests, HCQ toxicity may not be so rare 
among long-term HCQ users.2 The authors also found that daily 
HCQ intake below 5 mg/kg of regular body weight was associ-
ated with a low risk of toxicity, <2% within the first 10 years 
of use.2 Since their study was based on pharmacy refill informa-
tion, their estimates represent actual HCQ intake rather than 
prescribed dose. The authors estimated that in their population, 
this cut-off of 5 mg/kg corresponded to a prescribed dose of 
approximately 6 mg/kg real weight.2 In other words, although 
most of the patients were prescribed a daily dose of 6 mg/kg, they 
were actually consuming close to 5 mg/kg. In other populations, 
the disparity between the prescribed and actual drug dosage is 
known to be much larger, especially in young SLE patients.3 4 
For instance, among 10 406 Medicaid SLE patients who started 
on treatment with HCQ, the overall mean±SD proportion of 
day covered (which represented the proportion of days a patient 
had HCQ available during 1 year) was only 42%±29%. The 
implication is that, in this population, the cut-off of 5 mg/kg 
actually collected would correspond to a prescribed dose of 11.1 
mg/kg.4 Since it is well known that adherence declines further 
over the years, this gap between the prescribed and actual intake 

dose may increase during the follow-up. Accordingly, the revised 
recommendations on screening for HCQ retinopathy published 
in 2016 clearly state that because of varying adherence and body 
habitus, 5 mg of HCQ/kg used corresponds with present medical 
prescription practices.5 It is, thus, difficult to recommend a 
maximum dose of 5 mg/kg without specifying that it refers to the 
true intake and that in reality, it means that we need to prescribe 
the same dose as the one we have been using for decades. Under-
standing this is important since some patients may require higher 
prescribed dose than 5 mg/kg to have therapeutic blood HCQ 
levels as well as clinical efficacy.3 6
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