
Calmare therapy: Scrambler therapy (Calmare®
therapy) is highly effective in the treatment of pain and has
long-lasting effects, which is an important benefit for both
physicians and their patients.

Clinical studies have shown that the technology successfully
reduces pain in over 80% of treated patients without the
adverse side effects commonly associated with drugs,
therefore providing patients with a markedly improved
quality of life and pain relief.

Calmare is an FDA-cleared device proven to reduce pain in
80% of patients in clinical trials. It's non-invasive and
drug-free, with no known side effects of opioid drugs and
other drugs often prescribed for pain.

The Calmare® device uses a biophysical rather than a
biochemical approach. A 'no-pain' message is transmitted to
the nerve via disposable surface electrodes applied to the
skin in the region of the patient's pain. The perception of pain
is canceled when the no-pain message replaces that of pain,
by using the same pathway through the surface electrodes in
a non-invasive way. Regardless of pain intensity, a patient's
pain can be completely removed for immediate relief.
Maximum benefit is achieved through follow-up treatments.
The patient may be able to go for extended periods of time
between subsequent treatments while experiencing
significant pain control and relief. The period of time between
treatments depends on the underlying cause and severity of
the pain in addition to other factors.
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toe, by attaching scrambler patches around the ankle.
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In conclusion, our preliminary data suggest that ST appears to be beneficial
for the treatment of painful DPN. A small cohort of patients who have not
previously responded to pharmacotherapy respond to ST with short-term pain
relief. Although further studies with a larger patient sample are needed to
validate our preliminary findings and long-term efficacy, ST may be a
treatment option in patients who do not respond to “primary treatment” for
painful DPN. In addition, further research is needed to investigate the
mechanism of action of ST, which may provide further data on the
pathophysiology of DPN.



Scrambler Technology Life Changing for
Many Patients with Neuropathic Pain
The Scrambler device disrupts this pain cycle. Using electrodes similar to
the ones used for EKG that are carefully placed near the area(s) of pain, the
device produces small electrical currents. The currents activate C fibers,
producing non-pain signals that override native pain-generating signals.
Over the course of multiple treatments, the brain becomes accustomed to
experiencing the non-pain signals instead of the pain signals.

“The therapy essentially retrains the brain to feel new signals created by
the device instead of feeling pain signals,” explains Renato Samala, MD of
Cleveland Clinic Cancer Institute’s Palliative and Supportive Care
department. “This can really improve a patient’s quality of life."

Differential response to scrambler therapy by
neuropathic pain phenotypes
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Scrambler therapy is a noninvasive electroanalgesia technique designed to
remodulate the pain system. Despite growing evidence of its efficacy in
patients with neuropathic pain, little is known about the clinical factors
associated with treatment outcome. We conducted a prospective, open-label,
single-arm trial to assess the efficacy and safety of scrambler therapy in
patients with chronic neuropathic pain of various etiologies. A post-hoc
analysis was performed to investigate whether cluster analysis of the
Neuropathic Pain Symptom Inventory (NPSI) profiles could identify a



subgroup of patients regarding neuropathic pain phenotype and treatment
outcome. Scrambler therapy resulted in a significant decrease in the pain
numerical rating scale (NRS) score over 2 weeks of treatment (least squares
mean of percentage change from baseline, − 15%; 95% CI − 28% to − 2.4%;
p < 0.001). The mean score of Brief Pain Inventory (BPI) interference
subdimension was also significantly improved (p = 0.022), while the BPI pain
composite score was not. Hierarchical clustering based on the NPSI profiles
partitioned the patients into 3 clusters with distinct neuropathic pain
phenotypes. Linear mixed-effects model analyses revealed differential
response to scrambler therapy across clusters (p = 0.003, pain NRS;
p = 0.072, BPI interference subdimension). Treatment response to scrambler
therapy appears different depending on the neuropathic pain phenotypes,
with more favorable outcomes in patients with preferentially paroxysmal pain
rather than persistent pain. Further studies are warranted to confirm that
capturing neuropathic pain phenotypes can optimize the use of scrambler
therapy.
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