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Placebo controlled?

Double blind?

Size (100-300)?

Drop out rate (<20%)? Intent to treat?
Primary outcome positive?

Other: Enriched sample, randomization not
concealed, cross-over trial

Effect size (average = 0.3-0.5) OF NNT? (average = 5-10)
(Effect size: buspirone 0.2, SSRIs 0.3-0.4, benzos 0.5, amphetamine 0.9)

Replicated?
Backed by basic science?



v’ Placebo control

v Double blind

v Effect size = medium

v Replicated (in healthy subjects)
v Backed by basic science



v’ Placebo control

v Double blind

X Size (60)

X Drop outs unaccounted (12%)

X Primary outcome not positive
Bonferroni: divide p cut-off by tests: 0.05/6 = 0.0083
v Effect size = medium

v’ Replicated (in healthy subjects)

v/ Backed by basic science
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Saffron in Subclinical
Depression

Low-cost herb effective in its largest trial to date



Lopresti AL et al. An Examination into the
Effects of a Saffron Extract (Affron) on
Mood and General Wellbeing in Adults
Experiencing Low Mood: A Randomized,
Double-Blind, Placebo-Controlled Trial. J
Nutr. 2025:50022-3166(25)00306-2.



Saffron in Subclinical Depression



800 BCE: Persia

Saffron used for melancholy

Antioxidant
Anti-inflammatory
Increases melatonin

Modulates:

Stress hormones (HPA-axis)
Dopamine

Glutamate

Opioid



Saffron

Randomized trials in psychiatry

Depression (mild): 22 RCTs involving 1,620 subjects
Including adolescents (12-18) and elderly

Deepens sleep quality in large placebo RCTs

Improves sexual function in men and women in small trials

OCD: 2 small trials compared to SSRIs
ADHD: 2 small trials compared to methylphenidate
Opioid Use D/O: 1 small trial (augmented MAT)

Dold M et al, Eur Arch Psychiatry Clin Neurosci. 2023;273(7):1615-1628



Affron
Proprietary extract

chrisaikenmd.com/supplements



Pramipexole in Treatment
Resistant Depression

Large effect size sustained over 48 weeks for this
dopaminergic D3-selective agonist



Functional unblinding

Browning M et al, Pramipexole
augmentation for the acute phase of
treatment-resistant, unipolar depression:
a placebo-controlled, double-blind,
randomised trial in the UK. Lancet
Psychiatry, 2025.



Pramipexole Augmentation in TRD



Large effect in RCTs of unipolar (4) and bipolar (2)
depression

Pramipexole

Prefer for anhedonia, inflammation, bipolar spectrum,

Target 1-3 mg h 1.5 :
arget 1-3 mg hs (average 1.5) comorbid restless leg syndrome

Start 0.125-0.25 mg, .
raise by 0.125-0.25mg q3-7 days, Tolerability

raise faster after 0.75 mg Nausea. sedation
V4
No weight/sexual/cognitive

Risks

Hedonistic dysregulation (approx. 1-3%)
Hallucinations (rare at dose < 2 mg)
Hypotension




Psychodynamic Therapy in
Depression

A brief Dynamic Interpersonal Therapy is comparable
to CBT but with more lasting effects



Dynamic Interpersonal Therapy in Depression
Design Randomized unblinded comparator trial (no placebo)
Size 240 adults with moderate MDD, in Iran
(94% retention at 12 mth)
Intervention 16 weeks of
« Dynamic Interpersonal Therapy (DIT)
« CBT
« Antidepressant
Duration 16 weeks treatment, 12 months follow-up
Primary outcome HAM-D 17 (therapist rated)
Result All equal at 16 weeks, but DIT more sustained at 12 months
DIT also superior at 12 mth on secondary measures of

» Sleep quality
« Cognition (Stroop test)

Funding None

No placebo
No blinding

Yari-Renani H, Zare T. Advancing depression
treatment: a multi-center randomized
controlled trial of dynamic interpersonal
therapy versus CBT and pharmacotherapy
on symptoms, sleep, and cognition.
Psychiatry Res. 2025;354:116775.



DIT vs CBT vs Antidepressant



Attachment
Relationship patterns
Transference
Resistance
Mentalization



GLP-1 Agonists in Alcohol Use

A mix of positive and negative data
challenges the hype



Semaglutide in Alcohol Use Disorder

Design Randomized double-blind, placebo controlled trial
Size 48 with moderate alcohol use disorder, mean BMI 32
Intervention Semaglutide
(0.25 mg/wk x4 wks, 0.5 mg/wk x4 wks, then 1mg/wk) Small Sample
Duration 9 weeks Not treatment-seeking
Primary outcome Alcohol self-administration in lab Not real-world outcome

(they could earn money to delay time to drinking)

Result Reduction in
« Alcohol use in lab (medium to large effect size)
* Drinks per day, heavy drinking days, cravings
» Cigarettes

* Not in average drinks per day or number of drinking days

Funding Government (National Institute on Alcohol Abuse and Alcoholism)

Hendershot CS et al, Once-Weekly
Semaglutide in Adults With Alcohol Use
Disorder: A Randomized Clinical Trial. JAMA
Psychiatry. 2025;82(4):395-405.



Semaglutide in Alcohol Use Disorder? Maybe

(3 out of 5 of real-world outcomes positive)



Semaglutide in Weight Loss? Definitely



GLP-1 Score Card in Alcohol Use Disorder

Outcome Med Grade

Negative Exenatide Moderate 8/10

Positive Semaglutide Moderate 7/10

Positive Dulaglutide Low 5/10 (secondary smoking trial)

Klausen MK et al, JCI Insight 2022;7(19):e159863
Probst L et al, JCI Insight 2023;8(22):e170419



Lithium-GLP1 Interaction

Levels can double with GLP-1s, particularly
semaglutide, though unclear how often and
who is at risk



Al-Soleiti M et al, ] Clin Psychopharmacol.
2025;45(6):613-618; Arriola-Montenegro | et
al, ] Am Soc Neph, 2025;36(10S); Onggo S et
al, ] Clin Psychopharmacol 2025;45(4):393-
395



When to use GLP-1’s for antipsychotic weight

BMI cut off Population

30 Any patient (FDA indicated)

27.5 South Asian, Chinese, other Asian, Middle Eastern, Hispanic, Black African,
or African-Caribbean descent

27 At least one component of metabolic syndrome: Hypertension,
dyslipidemia, excess abdominal fat (waist circumference > 102 cm in men
or > 88 cm in women), diabetes or borderline diabetes)

24.5 Ethnic background as above with at least one component of metabolic
syndrome

McCutcheon RA, Pillinger T, Varvari |, et al.
INTEGRATE: international guidelines for the
algorithmic treatment of schizophrenia. Lancet
Psychiatry. 2025;12(5):384-394.



TRD: Quetiapine vs Lithium

The antipsychotic took the lead in a one year trial of
Treatment Resistant Depression



No placebo
High drop out
Not blinded

Cleare AJ et al, Clinical and cost-
effectiveness of lithium versus
guetiapine augmentation for
treatment-resistant depression: a
pragmatic, open-label, parallel-group,
randomised controlled superiority
trial in the UK. Lancet Psychiatry.
2025;12(4):276-288.



Quetipine vs Lithium Aug in TRD



Mentalization Therapy
in Antisocial PD

Counters the myth that group therapy just lets
antisocials teach each other how to be more cunning



Mentalization Therapy in Antisocial

Design
Size

Intervention

Duration

Primary outcome

Result

Funding

Randomized assessor-masked vs probation as usual

313 men with ASPD who committed recent crime

12 months of Mentalisation-based treatment (MBT) tailored for

antisocial personality disorder
Weekly group (75 min)
Monthly individual (50 min)

12 months treatment, 36 months follow-up

Aggression at 12 mth (OAS-M)

Reduced aggression (effect size 0.74)

Improvements in secondary outcomes: violent behaviors,
communication skills, mentalising

No change in alcohol use and drug use, self-harm, or suicidal
behavior

National Institute for Health Care Research (UK)

Inactive comparison
Single blind

High drop out
(41-45% @ 1 yr))

Fonagy P, et al. Mentalisation-based
treatment for antisocial personality disorder
in males convicted of an offence on
community probation in England and Wales
(Mentalization for Offending Adult Males,
MOAM): a multicentre, assessor-blinded,
randomised controlled trial. Lancet
Psychiatry. 2025;12(3):208-219.



Mentalization vs Parole as Usual

Manual

Google “mentalization
therapy for antisocial
personality manual pdf”



Amphetamines,
Psychosis, and Mania

Risk rises with amphetamine dose
No risk for methylphenidate



Observational

Case-control (looks
backward)

But dose-response
Backed by other studies

Moran LV et al. Risk of Incident
Psychosis and Mania With Prescription
Amphetamines. Am ] Psychiatry. 2024
;181(10):901-909.



Risk by dextroamphetamine dose

M

Dextroamphetamine 15 30

Vyvanse 38 75

Adderall 18 36



Psychosis risk double with amphetamines vs
methylphenidate

after 2 mth use in 221,000 age 13-25 with ADHD



Adderall Dose-Response



Stimulant Prescriptions

From 2019 to 2023:

* 24% increase in ADHD scripts
* Rise mainly in adults

* 11in 4 scripts by NP/PA

Huskamp HA et al, Psychiatr Serv. May 28, 2025.



Stimulant Prescription Misuse

* 25% report misuse of Rx
e 9% have stimulant use
disorder on Rx

From survey of 83,762 adults

Han B et al, JAMA Psychiatry.
2025;82(6):572-581



Cannabis-Induced Psychosis

1in 3 developed independent psychosis
1in 2 developed a 2"d cannabis-psychosis
And antipsychotics prevented both



Observational
(but large, prospective)

Mustonen A et al. Real-world effectiveness of antipsychotic
medication in relapse prevention after cannabis-induced psychosis.
Br J Psychiatry. 2025 May 6:1-7.



Al App Screens for TD

The free app outperformed trained psychiatric clinicians



Sterns AA et al, Detecting Tardive
Dyskinesia Using Video-Based
Artificial Intelligence. J Clin Psychiatry.
2025 May 28;86(3):25m15792.



tdscreen.ai






Al Therapy

* 49% of people with psychiatric
disorders use Chat-GPT for
therapy

« 3 trials found benefit with Al
therapy, though human therapist
superior

« Al therapy app Woebot closed

Spytska L, BMC Psychol. 025;13(1):175

https://sentio.org/ai-blog/ai-survey



Non-Medical Ketamine & Psilocybin

« Ketamine use rose 37% in NYC nightclubs from 2017-2024
* Recent psilocybin use rose 44% (age 18-29) and 188% (age > 30), 2019-23

* 1in 8 US adults report lifetime psilocybin use

Palamar JJ, Int J Drug Policy. 2025;140:104825.
Rockhill KM et a, Ann Intern Med. April 22, 2025.



Accidental Exposures in Children

» Accidental cannabis ingestion is rising in children, causing fatigue,
nausea, and in worst case respiratory depression and seizures

» Psilocybin poison calls rose 723% in children 2019-2023

Rockhill KM et a, Ann Intern Med.
April 22, 2025.



Autism Diagnosis in Children

Shaw KA, CDC Surveillance Summaries, April 17, 2025, 74(2);1-22
https://www.cdc.gov/mmwr/volumes/74/ss/ss7402al.htm



Bipolar Diagnosis in Children

Mojtabai R, Olfson M. J Am Acad Child
Adolesc Psychiatry. August 28, 2024.



Antipsychotic Overuse in Non-Whites

* Schizophrenia: Blacks and hispanics prescribed...
More older antipsychotics (30-50%)
Less clozapine (55-60%) and newer-but-generic second generations (50%)

» Mood Disorders: Black, hispanics, and asians prescribed...
More antipsychotics (30-50%)
Less mood stabilizers (45-63%)

From 224,212 in Mount Sinai Health System EHR

Medina C et al, Schizophrenia
(Heidelb). 2024;10(1):48.






Brexpiprazole Rejected in PTSD

Conflicting results

Trial designs that don’t translate well to real-world



Brexpiprazole in PTSD (aug / mono) (phase Il)

n = 80 per arm
28% drop out

Hobart M et al. Brexpiprazole in Combination With Sertraline and as Monotherapy in
Posttraumatic Stress Disorder: A Full-Factorial Randomized Clinical Trial. J Clin Psychiatry.
2025;86(1):24m15577.



Brexpiprazole augmentation in PTSD (phase Ill)

n=416
40% Drop out

Davis LL, Behl S, Lee D, et al. Brexpiprazole and
Sertraline Combination Treatment in Posttraumatic
Stress Disorder: A Phase 3 Randomized Clinical
Trial. JAMA Psychiatry. 2025;82(3):218-227.



Brexpiprazole augmentation in PTSD (phase Ill)

n =553
30% Drop out

Davis LL et al. Fixed-Dose Brexpiprazole and Sertraline
Combination Therapy for the Treatment of
Posttraumatic Stress Disorder: A Phase 3, Randomized
Trial. J Clin Psychopharmacol. 2025;45(6):580-589.



Results do not generalize. Exluded were...

* Depression and comorbidities

« Disability

 Trauma before age 16 (or more than 9 years ago)
* Ongoing trauma

« Limitation of combat-related trauma to 20%

« Placebo-responders

Also most participants treatment-naive



Small
Scale
Hope



Large
Scale
Failures



Antidepressants in Pregnancy
Advisory panel recommends stricter warnings

(9/10 members have anti-med bias) Lumateperone
Tirzepatide Clozapine (Caplyta)
(Zepbound) Manda’Fory REMS FDA Adopts Al Tonmya Approved in
Approved for sleep reporting ended To speed scientific  Cyclobenzaprine SL unipolar
apnea with obesity reviews

for fibromyalgia

augmentation

Alcohol-Cancer

Esketamine Zulresso Brexpiprazole Il-el'co'vo”%
Warning (Spravato) Brexanolone Rejected in PTSD ? 'tr;'cdafc'
recommended by approved as discontinued by FDA advisory LIS I(?r
Surgeon General monotherapy in panel [ RIOAEL R
TRD autism
KetaRx
Suzetrigine Alzheimer’s Blood Test Ketamine IM Accelerated
(Journavx) Lumipulse for B-amyloid appl’f)VTd for Deep TMS
non-addictive surgical pain 4
erda
alternative to er')otocoY
opioids NRX-101 cleared for

Ketamine IV fast-
tracked for
depression, approval
decision expected
by 1/2026

depression

FDA Updates Q025



Daily updates (@ChrisAikenMD)

LinkedIn, X, Facebook, Threads, or BlueSky





