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To the Editor

We read with great interest the article by Mohr et al.(1) on neurological worsening in
Wilson’s disease(WD) and would like to share our views. In WD, which is a treatable
metabolic disorder, the hepatic symptoms improve typically 2 to 6 months after anti-cooper
treatment is started, but the improvement in neurological symptoms may take up to 3 years (1-
5). Unfortunately, based on our current systematic review up to 21.8% of patients with the
neurological presentation at diagnosis experience a neurological worsening during the first 6
months of treatment(2). This early neurological worsening is sometimes referred to as drug-
related or “paradoxical” although there is no direct evidence to support a casual relationship
between treatment and worsening(1-2,4) (apart high starting dose of d-penicillamine)(3).
Neurological worsening occurring later than 6 months after treatment start (late worsening) is

typically attributed to non-compliance, which occurs in up to 30% of patients with WD(1,5).

In the 1980s, the early neurological worsening was reported in as many as half of all patients
with WD receiving d-penicillamine(3); this observation made physicians reluctant to use the
drug in patients with neurological symptoms. However, later studies, including some with a
prospective design, reported a lower frequency of the early neurological worsening: 11% -
15% among all patients and up to 32% among those with the neurological presentation(2). In
a retrospective chart review, among 128 patients with the neurological presentation of WD,
Mohr, et al. found the early neurological worsening in 26%(1), which is almost in line with
previous work (4) as well as with our systematic review - 21.8%(2). However, Mohr et al.
looked for the early worsening during the first 3 months of treatment compared to 6 months in

most previous studies(1).

It would be easier to compare different studies if we agreed on a definition of the early
neurological worsening in WD. We suggest that the definition should be based on objective

neuroimaging and biochemical markers of brain injury, which could help distinguish between



a treatment-related worsening and a natural course of the disease. Currently, in clinical trials,
the distinction between the two is based on a subjective judgment of the investigator (5). The
available evidence indicates that the change in the concentration of neurofilament light chain
in serum(4) or in the rate of brain atrophy(2) after treatment initiation could help establish an
objective timeframe for the definition of the early neurological worsening in WD. For
example, if these two biomarkers normalize or at least plateau as late as 12 months after
treatment start, should we still regard the cases of worsening occurring before that time as
drug-related or paradoxical? We think not because such evidence would rather support a
natural progression of the disease. Therefore, we need to investigate prospectively if and
when biomarkers of brain injury in WD normalize after treatment start to be able to decide on
when a neurological worsening in WD is drug-related. We suspect that the natural progression
of the disease, regardless of treatment, could explain a substantial proportion of cases of early
neurological worsening because the severity of neurological impairment at treatment start is
the best predictor of such a worsening(2). In addition, judging whether a patient has a
neurological worsening based solely on a subjective judgment is flawed, particularly when
assessed retrospectively. We therefore need to agree on what change in impairment
constitutes a worsening: an increase of at least 4 points on the Unified Wilson’s Disease
Rating Scale part 111, of at least 1 point on part 11(4-5), or more than 20% in the total score (2).
Finding an evidence-based definition of the early neurological worsening is also clinically

relevant because this outcome should be assessed in drug trials in WD(2, 5).
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