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A Global PRospective, Multi-cEnter, ObServational post-markeT Study tO assess shoRt, mid
and long-term Effectiveness and efficiency of VNS Therapy® as adjunctive therapy inreal-
world patlents with diFficult to treat dEpression

The primary outcome of this study is to assess short, mid and long-term clinical outcomes in
patients with difficult to treat depression treated with Vagus Nerve Stimulation (VNS)
Therapy as adjunctive therapy. VNS Therapy consists of intermittent stimulation (typically 30
seconds on, 5 minutes off) of the left cervical vagus nerve delivered via VNS Therapy.

A minimum of 500 patients will be implanted with VNS therapy and up to 80 sites may
participate in the study. Enrolment will take place over 5 years.

The study population is a real world patient population with difficult to treat depression. The
aim of the study is to include patients diagnosed with unipolar disorder or bipolar disorder
with chronic or recurrent depression. Of this patient group the study will include those who
have failed to achieve an adequate response to standard management who are then

referred for treatment with VNS therapy. A diagnosis of depression will be determined based
on the Mini International Neuropsychiatric Interview (MINI).

Data collected during this study will be used to evaluate changes in clinical symptoms over
time in response to adjunctive VNS Therapy. This will be assessed using various validated
measures. Once implanted with the device patients will be followed up for a minimum of 36
months and a maximum of 60 months.

For further information please contact hamish.mcallister-williams @newcastle.ac.uk or
samantha.bulmer@ncl.ac.uk Telephone 0191 208 1393

Study Eligibility
o Aged 18 years +

e Have a documented primary diagnosis of chronic (>2 years) or recurrent (2 or more
prior episodes) major depressive episode that has not adequately responded to an
adequate number of antidepressant treatments, as per local medical standards.

e Currently is receiving at least one antidepressant treatment (i.e., antidepressant
drug, maintenance electroconvulsive therapy, or formal psychotherapy including
supportive psychotherapy) or mood stabilizing treatment for bipolar patients (such
as lithium, anticonvulsants, or atypical antipsychotics).
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