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Tratamiento de pacientes con atrofia muscular
espinal 5q: hacia un nuevo protocolo

Dear Editor:

In recent years, significant advances have been made in
the treatment of spinal muscular atrophy (SMA) through
the development of disease-modifying treatments."' The first
treatment available in clinical practice is nusinersen, an
anti-sense oligonucleotide that increases production of the
SMN protein by the SMN2 gene, and should be administered
intrathecally. The drug was approved based on the results of
2 pivotal trials: ENDEAR, for type 1 SMA,% and CHERISH, for
type 2 and 3 SMA.? In 2018, the Spanish Ministry of Health
published a pharmacological and clinical protocol for the
use of nusinersen to treat patients with muscular atrophy,
based on a therapeutic positioning report gathering the evi-
dence available until 2017.# This protocol has been used as
a guideline to establish an efficient and equitable approach

* Please cite this article as: Gdmez-Andrés D, Martinez-Moreno

M, Vazquez-Costa JF. Tratamiento de pacientes con atrofia
muscular espinal 5q: hacia un nuevo protocolo. Neurologia.
2021;36:636—637.

within the Spanish National Health System, both in terms of
access to treatment and proper monitoring.

However, more accurate information on the long-term
effects of this treatment has been obtained over the past
3 years,>® as well as information from populations not ini-
tially included in the pivotal trials, such as presymptomatic
and adult patients.”® We also now have further information
on the natural history of the condition, particularly on the
development of motor assessment scales for type 2 and 3
SMA.°~"? Furthermore, new treatments including risdiplam'3
and onasemnogene abeparvovec (Zolgensma®) will become
available in the coming months.'

It is therefore particularly important to review the cur-
rent therapeutic positioning, from the perspective of clinical
practice and from that of the healthcare system. On the
one hand, the review should address the clinical criteria
for, among other things, favouring earlier treatment onset
(when treatment is more efficacious), including during the
presymptomatic stage of the disease; adapting therapeutic
objectives to the functional status of each patient; better
defining the indications in adolescent and adult patients;
and monitoring the simultaneous use of other treatments.
On the other hand, follow-up protocols should focus on
improvements in patients’ functional status and quality of
life, beyond the observable changes in the motor scales
used in every visit. Furthermore, this follow-up should be
adjusted in line with the increasing evidence on the low
frequency of some adverse effects, avoiding unnecessary
and especially invasive tests in some populations, such as
infants with type 1 SMA, and the possible occurrence of
events associated with the neophenotypes resulting from
treatment (for example, scoliosis). Finally, treatment with-
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drawal criteria should be adjusted according to new data
on the natural history of the condition, considering the
objectives established for each patient based on their clin-
ical situation prior to treatment onset. In summary, the
new protocol should follow a patient-oriented approach
enabling the personalisation of therapeutic objectives and
the assessment of risks in consensus with the patient, within
a pre-established framework. A multidisciplinary group of
Spanish paediatric neurologists, neurologists, and rehabil-
itation physicians with experience in SMA, together with
patients’ representatives, is currently working on a consen-
sus document providing recommendations on inclusion and
exclusion criteria and assessment of the response to new
treatments in patients with SMA. We hope that these recom-
mendations will be of assistance in designing a new protocol
that maximises the benefit and minimises the risks of the
new treatments.
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