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DISCLOSURE STATEMENT

• • The information contained in this presentation is intended for educational purposes. 

• • Discussion of investigational or emerging therapies will be based on published scientific literature and 
ongoing research. 

• • The presenter has no financial interest in any products, devices, or therapeutic agents discussed in this 
presentation. 

• • The presenter has not received honoraria, gifts, or direct corporate compensation related to this 
presentation. 

• • Opinions expressed are those of the presenter and do not necessarily represent the views of Premier 
Research.



LEARNING 
OBJECTIVES

1. Describe emerging 
scientific models of TRD

2. Recognize psychological 
and functional impact

3. Identify intersections of 
biologics and psychotherapy

4. Apply integrative 
strategies



AUDIENCE POLL

What percentage of patients with Major 
Depressive Disorder eventually develop 

Treatment Resistant Depression?

10% | 20% | 30% | 50%





DEPRESSION: A 
GLOBAL PUBLIC 
HEALTH 
CHALLENGE

280+ million 
people affected 

globally

Leading cause 
of disability 
worldwide

12 billion 
workdays lost 

annually



DEPRESSION IS A 
DISORDER OF FUNCTION

• Recovery involves work, 
relationships, cognition, 
parenting, and quality of life—not 
just symptom reduction.



THE COST OF TREATMENT-RESISTANT DEPRESSION

• Approximately one-third 
of patients with MDD 
develop TRD. 

• TRD drives higher 
healthcare utilization and 
disability.



THE HUMAN COST OF 
REPEATED TREATMENT 

FAILURE

Hope → Disappointment → Demoralization



RETHINKING RESISTANCE 

• The problem isn't the patient; the problem is our standard 
monoamine tools were incomplete.

Resistance often reflects underlying biological 
complexity, not a lack of effort or therapeutic 
engagement.

•Neural network dysfunction 
•Chronic exposure to stress  
•Impaired neuroplasticity 



WHAT 
STAR*D 
TAUGHT 
US
Remission rates decline 
substantially with each 
treatment step.



WHAT IF WE HAVE BEEN ASKING THE WRONG 
QUESTION?

Depression 
Chronic stress → loss of 
neural flexibility → 
reduced synaptic 
connections 
↓ 
Ketamine and new rapid 
acting antidepressants 
Triggers rapid synaptic 
repair and increased 
neuroplasticity 
↓ 
Psychotherapy 
Helps determine how 
those newly flexible 
networks are used and 
reinforced 



THE GABA-GLUTAMATE BALANCE

Glutamate

The primary excitatory driver. In 
depression, synaptic "noise" 
overwhelms clear signaling. New 
treatments act as a reset button.

GABA

The primary inhibitory anchor. It 
provides the "brakes" for the 
brain. Balance here is crucial for 
emotional regulation.

Synaptic Repair

Rapid-acting agents trigger a 
burst of glutamate that literally 
helps dendrites and synapses 
regrow in hours.

Healthy brain function depends on balance between 
excitation and inhibition.



 BRAIN NETWORKS MATTER MORE 
THAN NEUROTRANSMITTERS

Default Mode, Salience, and Executive Networks 
shape depressive experience.



 WHY KETAMINE 
CHANGED EVERYTHING

Rapid antidepressant effects challenged traditional 
models.



 KETAMINE AND SYNAPTIC REPAIR

Rapid-acting treatments promote synaptogenesis.



 THE NEUROPLASTICITY 
WINDOW

Biologic improvement may create opportunity for 
accelerated learning and change.

Stress → Synaptic Loss 
Ketamine → Plasticity 
Therapy → Learning



 WHY PSYCHOLOGISTS 
MATTER MORE THAN 

EVER

Psychotherapy determines what happens during 
periods of enhanced plasticity.



CBT Changes the Depressed Brain

Therapy normalizes abnormal brain activity patterns and produces 
measurable objective changes in brain function that can be seen on 
fMRI scans



 PSYCHOLOGICAL 
CONSEQUENCES OF TRD

• Demoralization  
• Learned Helplessness  
• Shame 
• Loss of agency 
• Treatment Distrust  
• Isolation



 RECOVERY IS MORE 
THAN SYMPTOM 

REDUCTION

Functional recovery should be a primary goal.



 TRANSLATING  
NEUROPLASTICITYIN

TO RECOVERY

• CBT 

• ACT 

• BEHAVIORAL ACTIVATION



 INTEGRATED CARE 
MODEL

Optimal outcomes require collaboration.



FROM INTERVENTION 
TO INTEGRATION 
• Biological Change 

↓ 
Psychological Processing 
↓ 
Behavioral Change 
↓ 
Functional Recovery



 PSYCHEDELIC-ASSISTED THERAPY: A NEW 
MODEL OF CARE

Preparation → 
Dosing Session → 

Integration

Drug + Psychological 
Support + Mindset + 
Setting = Treatment



 READINESS MATTERS: WHO IS PREPARED TO 
BENEFIT?

Eligibility ≠ 
Readiness

Potential 
Factors:

• Openness • Motivation

• Affective 
Tolerance

• Therapeutic 
Alliance



 THERAPEUTIC ALLIANCE: A 
CENTRAL MECHANISM OF 

CHANGE

Trust • Safety • Shared Goals • Collaboration • 
Emotional Containment



 INTEGRATION: 
WHERE LASTING 

CHANGE HAPPENS

Insight → Meaning → Behavior Change → Recovery




