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Background

» Late-life depression (LLD) is a common condition affecting
older adults (prevalence ~10%)

 LLD is frequently associated with psychomotor retardation

* Pre-clinical evidence supports a link between dopaminergic
dysfunction and psychomotor retardation in LLD

» Early clinical evidence suggests that psychomotor retardation
in LLD responds to levodopa (L-DOPA)

* Aims: 1) assess feasibility of administering a L-DOPA
challenge to participants with LLD; 2) measure post-L-DOPA
psychomotor/cognitive/psychiatric changes; 3) explore
association between L-DOPA effects and treatment response

Methods

Main inclusion criteria:

« Qutpatients age 260 years with MDD

* Moderate-severe depressive symptoms (MADRS =15)
* Able to ambulate independently

Main exclusion criteria:

* Major medical or neurological iliness

* Presence of dementia (clinical diagnosis/MMSE <24)
* Psychotic features or active suicidality

L-DOPA challenge:
 Week 1: levodopa/carbidopa 150mg/37.5mg once daily
* Week 2: levodopa/carbidopa 150mg/37.5mg twice daily

Study measures:

» Psychomotor: 4-metre walk test, CORE instrument
» Cognitive: NIH Toolbox Cognitive Battery

» Psychiatric: PHQ-9, MADRS

Significance & Future directions

* First trial to evaluate psychomotor response to L-DOPA as
possible biomarker for LLD treatment response

* Preliminary results suggest clinical effects of L-DOPA in LLD

» Recruitment and post-treatment follow-up is ongoing
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Figure 1. Diagram of overall clinical trial design
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Figure 2 (A-F). Preliminary data from L-DOPA challenge

Lines represent individual participants.

Baseline: before L-DOPA challenge; Week 2: Immediately following challenge; Week 3:
Following 1-week washout period

A: Gait speed (m/s); B. CORE total score (psychomotor dysfunction), C: CORE retardation
sub-score (psychomotor slowing),; D: List Sort task T score (working memory), E: Pattern
Comparison task T score (processing speed); F: MADRS score (depressive symptoms)
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