Dr. Tselios, et al, reply
To the Editor:

We thank De Luca and colleagues! for their interest in our paper?. We agree
with the authors that the pathophysiologic mechanisms for abnormal cardiac
biomarkers in systemic lupus erythematosus (SLE) are many and may
include both inflammatory and ischemic causes among others. We also agree
that these conditions may present subclinically. In the paper, we reported
that even in the patients who presented with no symptoms at all, further
investigations (instigated by the incidental finding of abnormal cardiac
biomarkers) revealed myocarditis (n = 1), coronary artery disease (n = 1),
uncontrolled systemic hypertension (n = 1), or even pulmonary hypertension
(n=2).

Regarding the 6 patients with antimalarial-induced cardiomyopathy
(AMIC), the diagnosis was confirmed by endomyocardial biopsy (EMB) in
three. The other 3 were characterized as “possible” based on structural
(septal and left ventricular hypertrophy) and functional (diastolic dysfunc-
tion) abnormalities compatible with AMIC. Moreover, other causes were
excluded by echocardiography, coronary angiography, and cardiac magnetic
resonance (CMR) imaging. They had no concomitant clinical or serological
activity that might have indicated active SLE, and antimalarial withdrawal
led over time to a significant decrease or normalization of the cardiac
biomarkers along with regression of the left ventricular hypertrophy.

Concerning the other 5 patients for whom a definitive diagnosis could
not be made, they are closely monitored and no changes (clinical,
biochemical, or echocardiographical) have been observed after 18 months
of followup. Regarding the potential implication of antiphospholipid-related
thrombotic microangiopathy, none of these 16 patients was positive for
anticardiolipin antibodies or lupus anticoagulant at the time of the study.

Should EMB be performed in these patients and should it be mandatory
in all patients with systemic autoimmune diseases and elevated cardiac
biomarkers? The answer is probably not straightforward. Traditional
(echocardiography, coronary angiography) and modern diagnosing
techniques (CMR with T1/T2 mapping, positron emission tomography)
would suffice in the majority of patients. In addition, the issues of feasibility
and sampling error of the EMB should be considered in certain settings. For
example, in our recent report on lupus myocarditis (reporting on 147 patients
with clinically overt disease), normal pathology findings were reported in
5/8 patients with severely compromised left ventricular systolic function?.
This implies that myocardial damage in this condition is patchy and not
diffuse, thus limiting the value of EMB. Despite the well-established
prognostic significance of these biomarkers*, EMB provided a diagnosis in
25.5% and changed clinical course in 22.7% of 851 patients with
unexplained heart failureS. Further, Yoshida, et al showed that a combination
of clinical data, echocardiography, and CMR achieved better sensitivity and
specificity than EMB in 136 patients with hypertrophic cardiomyopathy®.

Nevertheless, heart biopsy is a powerful tool in patients for whom the
diagnosis remains elusive, and it represents the gold standard for the precise
diagnosis of AMIC in particular. However, in that context, we believe that
antimalarial withdrawal (the only available intervention apart from
supportive treatment) should not be delayed if there is a strong clinical
suspicion.

We agree with De Luca and colleagues that these findings!'”7 deserve
further research to elucidate the relevant pathophysiologic mechanisms and

their clinical significance in patients with systemic autoimmune diseases. In
the interim, screening with cardiac biomarkers for subclinical AMIC should
be carried out in patients using antimalarials for 5 or more years.
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