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% any Sl
TRD Measure  Response Remission baseline Sl Post
>4 failed trials QIDS 11.4% 74% 61%
Not reported QIDS 30%
.58 change
>2 failed trials  QIDS 13% 87% (sig)
TAY 9%; Tay 38%; GA
GA 8% 54% not reported
Mean
2 trials 15%
42% no
longer Sl at
29% 73% post

80% failed >2
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50 of initial




MASSACHUSETTS
GENERAL HOSPITAL

: what are my chance

g to keta m | ne ? PSYCHIATRY ACADEMY

ractory patients, at our site lower

Patients expect usually a 100% of “success”*
process

E A PLAN B ready from the evaluation visit,
extremely treatment refractory MDD and SI

well...



MASSACHUSETTS
GENERAL HOSPITAL

CO m m e nts ces PSYCHIATRY ACADEMY

e in our clinic appears significantly
blished from RCT

arent’ low level of improvement is
ng ketamine treatment, despite side

stance of our population

t of complex intervention — therapy,
T, rehab, MI for SUD etc

life events, medical illness (COVID)

e chronic illness stopping the ketamine
ed with relapse



. MASSACHUSETTS
is the treatment”? GENERAL HOSPITAL

PSYCHIATRY ACADEMY

3 beside registry on Esketamine, case series
Emory

adical conditions

ittent disease and long intervals between
ely short course (?) and pause, until they

ronically ill for >5 ys (most of the patients in
they stop ketamine, usually withi :

ontinue

WWW.MGHCME.ORG



MASSACHUSETTS

rm ed conse nt : GENERAL HOSPITAL
ermss | d e effe CtS ? PSYCHIATRY ACADEMY

, presented to FDA reassuring in
years)

nd addiction over long term?

long-term possible side effec
h dose IN




uicidal Ideation CENERAL HOSPITAL

PSYCHIATRY ACADEMY

MDD reported S|
is >70%
lly evaluated for use in this population

in patients with major depressive
idal ideation or behavior are the first
nts considered at imminent risk of

roved for use in patients with depression at
chiatric emergency in the US and Europe



MASSACHUSETTS
GENERAL HOSPITAL

vy VS EFFECTIVENESS ¥

PSYCHIATRY ACADEMY

NOW IF IT “WORKS”?
“works” MEAN?)

e, published RCTs, FDA approval

Ts on ketamine

of real-world effectiveness of ketamine
ditional antidepressant treatments

ince a clinical committee?
endpoint?



BIPOLAR DISORDERS

AN INTERNATIONAL OURNAL OF PSYCHIATRY AND NE ROSCI MASSQCHUSETTS

ORIGINAL ARTICLE GENERAL HOSPITAL
Real-world effectiveness of repeated ketamine infusions for retros pective PSYCHIATRY ACADEMY
treatment-resistant bipolar depression A ]

Farhan Fancy, Nelson B. Rodrigues, Joshua D. Di Vincenzo, Edmond H. Chau, Rickinder Sethi, re I at Ive Iy h Ig h N

Muhammad I. Husain, Hartej Gill, Aniga Tabassum, Andrea Mckenzie, Lee Phan ... See all authors v

First published: 14 December 2022 | https://doi.org/10.1111/bdi.13284 | Citations: 5

Read the full text > T PDF A TOOLS <« SHARE
Abstract Clinical Effectiveness of Intravenous Racemic
Background Ketamine Infusions in a Large Community Sample of

Patients With Treatment-Resistant Depression,

Clinical trials have demonstrated rapid antidepressant effects with intravenous (IV)

ketamine for major depressive disorder, with relatively less research specifically for SUICldal Ideatlon, and Generahzed Anxlety

bipolar depression. Herein, we describe the real-world effectiveness of repeated S . A R . Ch R .

ketamine infusions for treatment-resistant bipolar depression. ymptoms’ etrOSpeCtIVC art EVIEW

Methods Patrick A. Oliver, MDY Andrew D. Snyder, MDP¢; Richard Feinn, PhD9; Stanislav Malov, MD®; Gray

. . L , , , McDiarmid, BSc®; and Albert J. Arias, MD, MSP«€:*
This study was conducted in a community clinic in Mississauga, Ontario (Canadian Rapid

Treatment Centre of Excellence; Braxia Health). In this observational study Published: September 12, 2022
(NCT04209296), patients with treatment-resistant bipolar I/1l depression (n = 66) received
four sub-anesthetic doses of IV ketamine (0.5-0.75 mg/kg) over a two-week period.

E Focus on Suicide

ABSTRACT

Introduction: Few studies have been published to date exploring the effectiveness of ketamine for
treatment-resistant depression (TRD) in large clinical samples. We report on the clinical outcomes
of a large cohort treated with ketamine as part of clinical practice.

Methods: Deidentified electro ~

infusion clinic for 424 patients with TRD seen from November 9, 2017, to May 4, 2021. Ketamine
infusions were administered at a starting dose of 0.5 mg/kg/40 minutes for 6 infusions within 21
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Real-world effectiveness of ketamine
in treatment-resistant depression: A
systematic review & meta-analysis

Roger C.M. Ho © f, Hartej Gill 9, Kayla M. Teopiz ° Bing Cao ® 9, Yena Lee ¢,

Roger S. McIntyre ¢ bcd joshua D. Rosenblat ®? o =

Show more v/

+ Add to Mendeley <« Share 33 Cite

https://doi.org/10.1016/j.jpsychires.2022.04.037 A Get rights and content 71

Abstract

Ketamine is a promising therapeutic option in treatment-resistant depression
(TRD). The acute efficacy of ketamine in TRD has been demonstrated in
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the effect varies considerably among patientS’syCHIATRY ACADEMY
- more treatment-resistant cases remit less
often (p < 0.01), but no difference in response

> EClinicalMedicine. 2023 Aug 3:62:102127. doi: 10.1016/j.eclinm.2023.102127.

eCollection 2023 Aug.

Ketamine for the treatment of major depression: a
systematic review and meta-analysis

Stevan Nikolin 7 2, Anthony Rodgers 3, Andreas Schwaab 4, Anees Bahji ® ©, Carlos Zarate Jr 7, 49 RCTS, N =3 299

Gustavo Vazquez 7, ColleenLoo 1 2 3

Affiliations + expand

PMID: 37593223 PMCID: PMC10430179 DOI: 10.1016/j.eclinm.2023.102127 H

Free PMC artcle ' Effect size for response
Abstract and remission

Background: Intranasal esketamine has received regulatory approvals for the treatment of n u m e r | Ca I Iy g re ate r fo r K

depression. Recently a large trial of repeated dose racemic ketamine also demonstrated efficacy in
severe depression. However, uncertainties remain regarding comparative efficacy, dosage, and the
time course of response.

Methods: In this systematic review and meta-analysis, we searched Embase, Medline, Pubmed, H |g h e r d Oses m O re
PsycINFO, and CENTRAL up to April 13, 2023, for randomised controlled trials (RCTs) investigating
ketamine for depression. Two investigators independently assessed study eligibility and risk of bias effe Ct |Ve

and extracted the data on depression severity scores, response and remission rates, and all-cause
dropouts. Multivariable mixed-effects meta-regressions incorporated drug formulation (racemic
(Rac) or esketamine (Esket)) and dose (Low or High) as covariates. Treatment effects were
assessed: immediately following the first dose, during further repeated dosing, and follow-up after
the final dose of a treatment course. This study is registered with PROSPERO (CRD42021221157).

Findings: The systematic review identified 687 articles, of which 49 RCTs were eligible for analysis,
comprising 3299 participants. Standardised mean differences (95% confidence intervals)
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KETAMINE VS ECT RCT (ANAND, 2023

200 ket/203 ECT

Resp 55.4% K vs 41.2% ECT (difference, 14.2% 95% Cl, 3.9
to 24.2; P<0.001)
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Randomized Controlled Trial > Am J Psychiatry. 2021 Apr 1;178(4):352-362.
doi: 10.1176/appi.ajp.2020.20010018. Epub 2021 Mar 3.

Efficacy of Intravenous Ketamine in Adolescent
Treatment-Resistant Depression: A Randomized
Midazolam-Controlled Trial

Jennifer B Dwyer 1, Angeli Landeros-Weisenberger 1, Jessica A Johnson 7,
Amalia Londono Tobon ', José M Flores ', Madeeha Nasir 1, Kevin Couloures ',
Gerard Sanacora ', Michael H Bloch '

Affiliations + expand
PMID: 33653121 DOI: 10.1176/appi.ajp.2020.20010018

Abstract

Objective: Adolescent depression is prevalent and is associated with significant morbidity and
mortality. Although intravenous ketamine has shown efficacy in adult treatment-resistant
depression, its efficacy in pediatric populations is unknown. The authors conducted an active-
placebo-controlled study of ketamine's safety and efficacy in adolescents.

Methods: In this proof-of-concept randomized, double-blind, single-dose crossover clinical tria
17 adolescents (ages 13-17) with a diagnosis of major depressive disorder received a single
intravenous infusion of either ketamine (0.5 mg/kg over 40 minutes) or midazolam (0.045 mg/kg
over 40 minutes), and the alternate compound 2 weeks later. All participants had previously trie:
least one antidepressant medication and met the severity criterion of a score >40 on the Childre
Depression Rating Scale-Revised. The primary outcome measure was score on the Montgomery
Asberg Depression Rating Scale (MADRS) 24 hours after treatment.

Results: A single ketamine infusion significantly reduced depressive symptoms 24 hours after
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in the ED?
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mine clinic staff available 24/7?
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