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Direct central action of
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Botulinum toxin has been clinically used
for a variety of conditions ranging
from cosmetic applications to post-stroke
spasticity. Its potential central versus
peripheral site of action has been a matter
of debate, particularly as regards health and
safety for the more indiscrimate cosmetic
uses (Caleo & Schiavo 2009). Several animal
studies indicated its direct central action
after central (Akaike et al. 2013) or peri-
pheral application of the toxin (Caleo &
Schiavo, 2009). It is now becoming clear
that some of its clinical benefits cannot be
explained without assuming direct central
effects (Filipovic et al. 2012). Most of the
pain-relieving effects of the peripherally
applied toxin have been interpreted as
suppressing central sensitization. Its central
action is plausible because botulinum toxin
shares biological characteristics with tetanus
toxin, which is widely recognized to have
mainly central actions after peripheral
application.

In this issue of The Journal of Physiology,
Marchant-Pauvert et al. (2013) provided
physiological evidence that the toxin has
direct central actions after intramuscular
injection in post-stroke patients. They
investigated the spinal recurrent Renshaw
inhibition, which is known to be di-synaptic
and would not have been affected by the

injection without assuming a retrograde
central effect.

This paper has dual significance. First,
it convincingly showed the first evidence
of the direct central action in humans
using a physiological technique. Secondly,
their findings have an important clinical
implication in treating stroke patients
with botulinum neurotoxin A (BoNT-A),
because of the importance of the premotor
circuit involved (Renshaw cell) and because
of the possibility of locally modulating the
pattern of its connections.

Recent clinical trials have witnessed
drastic regaining of the active function
of the limbs in some patients using a
functional outcome measure (disability
rating scale) (Marchand-Pauvert et al.
2013). In this issue of The Journal of Physio-
logy, Marchand-Pauvert et al. (2013) show
that the muscle paralysing agent BoNT-A
increased the grasp power after injections
into finger flexors followed by intensive
rehabilitation of the treated limbs. This
paradox, which has not been explained
before, is now better understood by
assuming a direct central action of BoNT-A,
as revealed in their study.

Spasticity is a syndrome of motor
dysfunction caused by loss of upper
motor neurons and maladaptive plasticity,
involving massive synaptic reorganization
at the spinal cord level. This may increase
the deep tendon reflexes in late stages
after stroke. Intensive rehabilitation after
stroke has been the mainstay in treating
the motor deficit, possibly enhancing the
efficacy of indirect descending pathways
from the unaffected cortices including the
premotor area. However, the beneficial
effect of rehabilitation is known to plateau
around 6 months after stroke. One
interpretation of this limitation is that
abnormal spinal plasticity makes it
impossible for the newly developed

descending pathway to gain access to
the lower motor neuron pools. It is
plausible that direct spinal action of
BoNT-A results not only in motor terminal
degeneration but also in central synaptic
reorganization after retrograde transport, so
that the supraspinal descending pathways
may re-establish contacts with lower motor
neurons and their vicinity.

Although this view needs to be
tested in further animal and clinical
studies, the technique of intramuscular
BoNT-A injection followed by intensive
rehabilitation may bring about a clinical
means of central synaptic modification
and a solution to the major healthcare
burden to stroke survivors. Thus far, no
serious adverse events have been reported in
spasticity treatment with BoNT-A, despite
its presumed direct central action.
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