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Placebo controlled?
Double blind?
Size (>100)?
Drop out rate (<20%)?
Primary outcome positive?
Effect size (d, SMD)  or NNT? (NNT < 10 is relevant)

(d: buspirone 0.2, SSRIs 0.3-0.4, benzos 0.5, amphetamine 0.9, average psych 0.5)

Replicated? 
Backed by basic science?





Ketamine vs ECT

Ketamine was more effective in treatment 

resistant depression, but the population 

may explain why



Anand A, Mathew SJ, Sanacora G, et al. Ketamine versus 
ECT for Nonpsychotic Treatment-Resistant Major 
Depression. N Engl J Med. 2023;388(25):2315-2325.



Treatment Resistant 
Depression in Elderly

After two failures, move to augmentation, and 

aripiprazole augmented better than buproprion.



Lenze EJ, Mulsant BH, Roose SP, et al. Antidepressant 
Augmentation versus Switch in Treatment-Resistant Geriatric 
Depression. N Engl J Med. 2023;388(12):1067-1079. 



Final doses of aripiprazole & bupropion

• Aripiprazole 2, 5, 10mg

• Bupropion 300-450mg



Haloperidol in Delirium

If you “have to do something,” try something else*

*Sleep regulation (melatonin, ramelteon, orexin antagonists), 
family support, regular orientation to a stable unchanging 
environment



Andersen-Ranberg NC, Poulsen LM, Perner A, et al. 
Haloperidol for the Treatment of Delirium in ICU Patients. 
N Engl J Med. 2022;387(26):2425-2435.



Non-pharm 
mgt of delirium
Grover S, Avasthi A. Clinical Practice Guidelines for 
Management of Delirium in Elderly. Indian J Psychiatry. 
2018 Feb;60(Suppl 3):S329-S340. 

Free online
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5840908/



Antipsychotics in Mood 
Disorders

4. Cariprazine advances by a small degree in MDD

5. Lumateperone shows strength for bipolar I and II

depression and for mixed features

6. Iloperidone scores its first RCT in mania



Bottom line

• A well-tolerated antipsychotic with FDA approval in schizophrenia (1.5-6 mg), unipolar 

depression augmentation (1.5 mg), bipolar mania (3-6 mg), and bipolar depression (1.5 mg)

• However, the effect size is small in unipolar and bipolar depression

Cariprazine (Vraylar) aug in MDD



Lumateperone (Caplyta) in Bipolar Dep/Mixed

Bottom line

• A well-tolerated, sedating antipsychotic with low dopamine D2 blockade

• FDA approval in schizophrenia (42 mg) and bipolar depression (42 mg) with effect sizes that compare 

well to other agents, but unknown if anti-manic

• Joins lurasidone (Latuda) as a monotherapy option for unipolar mixed features



Iloperidone (Fanapt) in Bipolar Mania

Bottom line

• A branded option with no evidence in the depressed phase makes this a last resort



Off-label Atypicals in Mania



Lithium and Mortality

Lower risk of suicide and mortality with mood 

stabilizers in bipolar, particularly lithium 

(antipsychotics not examined)



Chen PH, Tsai SY, Chen PY, et al. Mood stabilizers and risk of all-cause, 
natural, and suicide mortality in bipolar disorder: A nationwide cohort 
study. Acta Psychiatr Scand. 2023;147(3):234-247.



Any MS        Lithium            VPA                LTG                CBZ



Long-term 
Methylphenidate

Reassuring results from a 2 year study in 

children, and a longer one in primates



Man KKC, Häge A, Banaschewski T, et al. Long-term safety of methylphenidate 
in children and adolescents with ADHD: 2-year outcomes of the Attention 
Deficit Hyperactivity Disorder Drugs Use Chronic Effects (ADDUCE) study. 
Lancet Psychiatry. 2023;10(5):323-333.



Zhang X, Berridge MS, Apana SM, Slikker W Jr, 
Paule MG, Talpos J. Discontinuation of 
methylphenidate after long-term exposure in 
nonhuman primates. Neurotoxicol Teratol. 
2023;97:107173. doi:10.1016/j.ntt.2023.107173

No difference in primate brain after long-
term methylphenidate high- and normal-dose

• 12 years (child to 
adolescence)

• High (5-10x) and 
normal dose groups

• Brain imaging 
(microPET/CT)



Pro- and Pre-biotics for 
Antipsychotic Weight 

Both helped, but the combination worked best: 

11 lbs over 3 months



Huang J, Liu C, Yang Y, et al. The effects of probiotics plus dietary fiber 
on antipsychotic-induced weight gain: a randomized clinical trial. Transl
Psychiatry. 2022;12(1):185.



Memantine in 
Trichotillomania

Joins another glutamatergic (NAC) as an option 

for compulsive hair-pulling and skin-picking



Grant JE, Chesivoir E, Valle S, Ehsan D, Chamberlain 
SR. Double-Blind Placebo-Controlled Study of 
Memantine in Trichotillomania and Skin-Picking 
Disorder. Am J Psychiatry. 2023;180(5):348-356.





Driving on 
Cannabis

Impairments are just shy of a DUI, even 

though the driver feels safe



Marcotte TD, Umlauf A, Grelotti DJ, et al. Driving 
Performance and Cannabis Users' Perception of Safety: 
A Randomized Clinical Trial. JAMA Psychiatry. 
2022;79(3):201-209.



SUMMARY



Auvelity
(dextro-

methorphan-
bupropion) for 

MDD

SAINT TMS
for treatment 

resistant MDD

9 10

Adderall 
Shortage

11

Vraylar
(cariprazine) for 
antidepressant 
augmentation

12 1 2 3 4 5 6 7

Rykindo
risperidone LAI

Leqembi
lecanemab for 

Alzheimer’s 
dementia (IgG1 

amyloid antibody) 

Uzedy
risperidone LAI

q1-2 mth

Asimtufii
aripiprazole LAI

q2 mth

Rebyota
first fecal 

microbiota 
approval, for C 

difficile, opening 
door for psychiatric 

approvals

Warnings
1. CBD in food 

products
2. Xylazine (high 
potency opioid) 

contamination of 
illicit drugs

Stimulant
warnings updated 

in PDR

Austedo XR
deutetrabenazine

for TD

ReVive OTC
naloxone opioid 

antagonist 

Opioid Warning
hyperalgesia added

Rexulti brexpiprazole) 
for agitation in 

Alzheimer’s dementia

Escitalopram
GAD age lowered to 7

Opvee
nalmefene IN 

opioid antagonist

Brixadi
buprenorphine XR INJ 

for opioid MAT 

Public Health Emerg Ends

X-Waiver
removed for opioid 

MAT therapy

8

FDA Updates Sept 2022 – Aug 2023


