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Dear Editor,
We read with great interest the article by Hartmann and

colleagues, which argued that the clinical-radiological para-
dox was a myth in multiple sclerosis (MS).1 This critical
demystification of the clinical-radiological paradox adds a
vital element to our growing understanding of the impor-
tance of each new lesion in MS. It further underscores the
necessity for an aggressive treatment approach to this
disease.

Early use of high-efficacy treatments is associated with
lower disability scores in the long term. For example, ameta-
analysis of large observational studies demonstrated a 30%
lower chance of EDSS progression at five years for patients
who started high-efficacy disease-modifying drugs as first-
line therapy when compared to patients who followed an
escalating approach (starting with moderate efficacy drug
and upscaling to high-efficacy drug when facing disease
activity).2

However, the early use of high-efficacy treatments is
limited by safety and cost concerns. Much like the clinical-
radiological paradox, we believe these concerns are other
myths that drive therapeutic inertia in MS. A combined

analysis of two studies with more than 1,000 patients found
no significant difference in the risk of severe adverse events
in the group that received early high-efficacy treatment
when compared to the escalating strategy.2 Advances in
pharmacovigilance with vaccination, risk stratification for
JC virus infection, and infection prophylaxis may explain this
finding.

Moreover, the reduction of prices, development of generic
drugs, and induction therapies have lowered the cost of high-
efficacy treatments. A previously published EDSS-based
Markov model suggested the cost-effectiveness of first-line
treatment with specific high-efficacy drugs such as natali-
zumab, alemtuzumab, cladribine, fingolimod, and rituxi-
mab.2 However, this model used the price recommended
by the NICE-UK health system, and an analysis using Brazil-
ian disease- and treatment-related costs is necessary.

We were interested in evaluating whether this finding
could be generalized to the context of Brazil. Kobelt et al.
published an EDSS-based description of the direct and indi-
rect costs of MS in Brazil.3 When we applied these values to
the same economic model used for the NICE-UK costs,2 we
discovered that early high-efficacy treatment resulted in a
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decrease of R$2073.00 in non-drug-related costs over 5 years
when compared to escalating strategies, owing to the miti-
gated increase in EDSS. Using the data from the official
Brazilian government-suggested prices4 and the same time
horizon, we found the cost of some high-efficacy drugs fell
within the same range as the escalating strategy utilizing
interferon, glatiramer, teriflunomide, or dimethyl fumarate
(ranging fromR$231,349 to R$368,671). This was the case for
alemtuzumab (R$333.815), cladribine (R$247.968), fingoli-
mod (R$302.038), natalizumab (R$333.815), and rituximab
(R$57.244) (►Figure 1). Furthermore, rituximab emerged as
a cost-effective alternative for treating MS. Despite being an
off-label drug for the treatment of MS in Brazil, previous
experiences in other countries and randomized controlled
trials have shown promising results5

In conclusion, with the growing understanding that even
minor evidence of disease activity can contribute to long-
term disability, the need for aggressive treatment is becom-
ing increasingly apparent. It’s important to note that aggres-
sive treatment may not present more risks or be more costly
than escalating strategies. It is imperative, therefore, to
dismantle the myths that perpetuate therapeutic inertia.
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Abbreviations: EIT, Early Intensive Treatment; ESC, Escalating Approach. Notes: red bars represent non-cost-effective drugs, and green bars
represent cost-effective drugs; the dashed line indicates the average cost for ESC drugs at R$322.613 (range R$231,349 - R$368,671).
Figure 1 5-year cost analysis of EIT and ESC drugs for the treatment of multiple sclerosis.
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