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Figure 2. Dose-dependent antidepressant-like effect and exposure effect in vivo and downstream signaling in vivo
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Figure 2. Dose-dependent brain and plasma concentrations of ACD§"56 (A) and exposure —dependent efficacy in the force swim test (B) in mice following repeat subcutaneous (SC) administration of ACD856. Animals were %reated once daily with a dose of 0.1, 0.3, and 1
mg/kg for 5 days (n=8). Midbrain protein lysates (4.5 mg per group), obtained from pools of equal protein amounts from each individual within a group, were subjected to phospho-kinase array analysis to detect the relative phosphorylation levels (C, D).

Conclusion

ACD856, a novel Trk-PAM in clinical development for Alzheimer’s disease, induces Trk-dependent phosphorylation and exerts dose-, time-, and exposure-
dependent effects on downstream signaling and in vivo efficacy in a preclinical model of depression. The antidepressant effects complements the procognitive
effects of ACD856 and are of relevance as a large number of Alzheimer's patients are on antidepressant treatment.
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