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Methamphetamine (MA) use disorder is a growing global health 
concern with no approved pharmacotherapies and limited efficacy of existing psychosocial treatments. Psilocybin-assisted psychotherapy (PAT) has emerged as a promising intervention for substance use disorders. The Psi-MA pilot program, conducted at St Vincent’s Hospital Sydney, represents the world’s first clinical evaluation of PAT in people with MA use disorder. 15 participants received preparatory psychotherapy, a single 25 mg oral psilocybin dose in a supportive therapeutic setting, and integration sessions. Safety and feasibility were established, with no serious adverse events. Quantitative findings demonstrated reduced frequency of MA use, cravings, depression, anxiety, and stress over 90 days post-treatment. Neuroimaging sub-studies revealed reorganisation of large-scale functional networks, including increased connectivity between attentional, salience, and executive circuits, and reduced synchrony in reward-related regions, correlating with improvements in clinical outcomes. Complementary qualitative analysis highlighted participant narratives of confronting and resolving “psychological obstacles,” leading to reduced salience of MA use and new insights into self and relationships. 
In parallel, the TRIP-D study investigates PAT for treatment-resistant depression (TRD) in patients maintained on concurrent antidepressants, addressing an important translational gap given that most prior psilocybin trials have excluded participants on psychotropic medications. TRIP-D is an open-label, single-centre pilot study with dose-titration (15–45 mg) followed by a final therapeutic dose, combined with structured psychotherapy. Primary outcomes assess feasibility, safety, and acceptability; secondary outcomes examine mood, quality of life, cognition, and connectedness. TRIP-D provides the first evidence on safety, tolerability, and efficacy of psilocybin in real-world clinical contexts where medication discontinuation is impractical or unsafe.
