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Side Effects Non-adherence ' Relapse

e 80% of e Increased risk * Increased risk
patients of 1.2 of 2
report at least e ED visits e Self harm
1 side effect! e Hospital e School/work

: As.,sociated admissions interruption
with non- e Relapse e Disease
adherence! progression

\_ / - /

Relapse is bad!

2;12:20. 2. Emsley R, et al. BMC Psychiatry. 2013;13:50.
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, receptors, but with different affinities and

high affinity D, antagonists
As

: lower affinity D, antagonists, 5-HT,,

nists: D, agonists (low dopamine), D,
ine)
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Antipsychotic

Medication

4 Dopamine-2 (D,) antagonism
e Motor side effects (EPS)
e Hyperprolactinemia
Alpha-1 antagonism
e Hypotension

Histamine-1 (H1) antagonism

e Sedation
e Weight gain

Muscarinic antagonism

e Anticholinergic side effects
(including cognition)

WWW.MGHCME.ORG
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Maintain a high level of
suspicion- presentations
can be atypical

), leukocytosis
starting antipsychotic, rapid progression

ic infections, serotonin syndrome, malignant
perthermia

chotic, send to ED



MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

e Pointes

e, low Mg or K, age!

one, iloperidone

e, personal & family history of cardiac disease
ultiple QT prolonging meds need closer monitoring
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tility
mic bowel disease - obstruction, toxic megacolon,

rience antipsychotic-induced constipation?
high risk

lly)

otic laxatives, stimulant laxatives
ts

237-244.
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approved for treatment-resistant

with lower all-cause mortality
chotics?

2):315-329.
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[1. Agranulocytosis

[2. Myocarditis

KG, weekly CRP, troponin x 8 weeks

s

3. Seizures

\

ted, therapeutic drug monitoring

4. Orthostatic hypotension

\

tion

[5. Increased mortality in elderly

ning

WWW.MGHCME.ORG
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ed with a 20-year decrease in life
crease in mortality?

ting wider over time?

ue to cardiovascular disease (#1), respiratory
ancers 34

We MUST be part of closing the mortality gap

604. 2. Revier CJ, et al. J Nerv Ment Dis. 2015;203(5):379-386. 3. Ward MC, et al.
n M, et al. JAMA Psychiatry. 2015;72(12):1172-1181.
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show weight gain after extended use?
nced in antipsychotic-naive patients?
ndent- individual antipsychotics have their own dose-

lateaus over time (6 months-1 year)?
ity & lipid changes develop rapidly (2-4

22:116-128. 2. Bak M, et al. PLoS One. 2014;9(4):e94112. 3. Sabe M, et al. J
, et al. J Psychiatr Res. 2020;129:265-271. 5. Zhang Y, et al. J Clin Psychiatry.
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Metabolically lowest-risk antipsychotic
e Baseline monitoring: BMI, waist circumference, glucose, HbA1c, lipids
Universal Ongoing monitoring: weight, HbAlc and lipids .
SOINS 5 S > Practice

universal and

Therapeutic lifestyle interventions selective
e Metformin prevention

Selective .
simultaneously

Switch to metabolically lower risk antipsychotic

Indicated Weight loss medications

WWW.MGHCME.ORG
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etabolic Effects of Antipsychotics?

* Clozapine e Risperidone e Aripiprazole e Lurasidone
* Olanzapine e Paliperidone e Cariprazine e Ziprasidone
e Quetiapine e Asenapine e Lumateperone?

2023;22:116-128. 2. Mcintyre RS, et al. Am J Psychiatry. 2024;181:26-38.
WWW.MGHCME.ORG
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waist circumference, glucose, HbA1lc, lipids

intervals, particularly early on, annually thereafter

ood enough”
table?!

tive monitoring

9(7):898-905.
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vle Intervention

The STRIDE Weight Loss and Lifestyle Intervention
trol for Individuals Taking Antipsychotic Medications:
A Randomized Trial

110
"nmw | emea- Control

k g 108 « Intervention
107 -
up 2 106

£
t £ 105
S 104 ——
e
102
101

100 -

eekly)

Baseline 6 Months 12 Months
Time

1):71-81.
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e Rare lactic acidosis e Target dose 2000 mg e Significant decrease in
e May be associated TDD weight, BMI, HbA1c?
with B12 deficiency! e Give with food e Significant
improvement in lipid
profiles?

e Most effective prior
to development of
obesity3

6;101(4):1754-61. 2. Zheng W, et al. J Clin Psychopharmacol. 2015;35(5):499-5009.
3M14894.,

WWW.MGHCME.ORG
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The IMPACT Trial

2
g 002
¢
N 004
5
c 006
[
2 008
3]
=
O 01

-0.12

0.14

0 4 8 12 16 20 24
Weeks of treatment
*p<0.005, **p<0.002 == Control =l Metformin + » o » » Switch

0.04

0.02

Correll CU, et al. World Psychiatry. 2020;19:69-80.



MASSACHUSETTS
GENERAL HOSPITAL

C h Ot | CS PSYCHIATRY ACADEMY

tics increase relapse risk?
ng antipsychotics may not increase risk of

tability or high PANSS scores are more likely

cision making

8):614-624. 2. Cai J, et al. Psychiatry Res. 2023;322:115138.
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Liraglutide vs. Placebo

0.5 0.5
0.08

-1 *
* * * P<0.001
i -1.6 B Placebo
I Liraglutide
-3
-4
-4

-5 4.7

Weight (kg) Waist Circumference BMI

Change over 16 weeks

Larsen JR, et al. JAMA Psychiatry. 2017;74(7):719-728.
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Topiramtate? SGLT2 Inhibitors?

GLP/GIP Co-Agonist3 Naltrexone/bupropion®

e 100-200 mg/day e Sodium-glucose co- e Tirzepatide e Mediates food
— | weight/BMI transporter-2 e Improvements in reward
e Cognitive dulling e el e  More research
e I rengl glucose morbidity v frn Sl
excretion e May also improve
» More research attention
needed in SMI e More research

needed in SMI

):e746-e756. 2. Vasiliu O. Experimental Ther Med. 2023;25(3):125. 3. Mclintyre RS,
am M, et al. Obes Res Clin Pract. 2021;15(1):49-57.

WWW.MGHCME.ORG
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Highest risk with high potency FGAs, but can occur with any antipsychotic

Tardive

Parkinsonism Dyskinesia

WWW.MGHCME.ORG
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f starting treatment, almost 100% within 1

lly life threatening

(benztropine or diphenhydramine)
al anticholinergics for 2-3 days

27-viii.
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* Associated with bad outcomes-
non-adherence, suicide attempts?

14

ness with objective physical manifestations
y the subjective component may be present

cy FGAs, aripiprazole, lurasidone, cariprazine?

sychotic agitation, agitated depression,
rome

17;37(2):138-147. 2. Poyurovsky M, et al. Drugs. 2020;80:871-882.
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en while switching)?!

)
epine (low dose)?, trazodone?
ited)?

82. 2. Shams-Alizadeh N, et al. J Clin Psychopharmacol. 2020;40:611-614.
4;38:239-54.
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ease (PD)
toms, psychomotor retardation of

(temporarily)?

2;8:15-21. 2. Vanegas-Arroyave N, et al. CNS Drugs. 2024;38:239-54.
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oreiform movements Prevention is critical- TD is
uth, can occur anywhere often irreversible

ysical, psychological and social domains?

ychotics

ryear’> SGAs: 2.6% incidence per year?
113

2m14694. 2. Carbon M, et al. World Psychiatry. 2018;17:330-340. 3. Carbon
278.
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Modifiable
e Diabetes

* Nicotine use
e Alcohol use
* Anticholinergic medication

* Cumulative antipsychotic
exposure
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Prudent e Clear indication
Antipsychotic e Reassess need
Use e Lowest risk choice

Prevention Limit e Lowest dose
is CRITICAL Exposure e Shortest time

Decrease .
e Avoid

Additional . | |
Rlislclzna anticholinergics'2

WWW.MGHCME.ORG
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AIMS*
No gum, no candy, no mask
Tremor doesn’t count
Must be in person

ed assessment?!
rt, visual observation, brief psychomotor exam

onths) if high risk

r diagnosis?
in 2 areas or 3+in 1 area

It with neurology

):19¢s12983. 2. Schooler and Kane. Arch Gen Psychiatry. 1982;39:486-487.



tiapine or

ibitors
benazine

hotic slowly

8:79(6):17r11852.
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VMAT = Vesicular monoamine transporter

Dopagiine
=~ ~Monoamine
VMAT2 oxidase
Synaptic \
&veswle oo
Presynaptic
membrane ~ ——I'Dop/a e

V transporter
Postsynaptic
membrane DOPSm*ﬂG
receptor

Harriot ND, et al. Prog Med Chem. 2018(57):87-111.
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e Deutetrabenazine IR and ER
« BID (IR) & QD (ER) dosing
e Monitor QTc if risk factors

* Lower dose for poor
rugs at metabolizers/inhibiting drugs at
CYP2D6

VMAT-2 inhibitors do not reverse TD
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am)!3 — but risk of harm

Sl

europathy

revent further decline?

| TD, orofacial TD, tardive dystonia

for tardive dystonia or treatment refractory TD

-23. 2. Artukoglu BB, et al. J Clin Psychiatry. 2020;81(4):19r12798. 3. Ricciardi L, et al.
eurother. 2020;17(4):1694-1712.
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Increase prolactin

ibiting FGAs,

. risperidone,
0 increased paliperidone
r prolactin

Aripiprazole, all
partial agonists,
clozapine,
guetiapine,
iloperidone

Prolactin-Sparing
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Men:

e Decreased Libido

* GQynecomastia

* Galactorrhea

* Infertility

e Erectile dysfunction

rosis & fractures?
cer (OR 1.47)?

fl4790. 2. Solmi M, et al. Schizophr Bull. 2024. doi:10.1093/schbul/sbae058.
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k early on, serially thereafter
rly

ilagnosis, consult with endocrine

ith the patient

mptomatic hyperprolactinemia)
ipsychotic (aripiprazole)
g antipsychotic

(22):3279-3297. 2. Labad J, et al. Schizophr Res. 2020;222:88-96.
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5-HT,,
smia, erectile dysfunction (ED)

muscarinic receptor antagonism

schizophrenia have sexual dysfunction?

ctin-sparing antipsychotic
sterase inhibitors

23-630. 2. Downing L, et al. J Psychiatry Neurosci. 2019; 44(4):287-288.
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ment from negative symptoms

nzapine, quetiapine?!

t dose

lapse3)

8-147. 2. APA: Practice Guideline on the Treatment of Patients With
, et al. J Clin Psychopharmacol. 2015;35(6):667-671.
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itoring

onitoring to

onitoring rates

rates, what are

ory and good

alth. 2022;15:101035.
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@ MASSACHUSETTS

At Each Visit Q 6months-Annually

Weight HbAlc
Motor exam Lipid panel

Constipation Prolactin level

Sedation AIMS
Hyperprolactinemia BP, pulse
Sexual side effects Vaccines

Smoking, alcohol, Preventive health Care

drugs

Infectious disease
screening

Exercise
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rst Perfect is the enemy of good
registry? enough
ing nurse3

becomes a “problem” to monitor at each visit
eight, recent labs & when due next, weight loss

rmonal Effects, Sedation....

2;37:668-673. 2. Manguarian C, et al. Psychiatr Serv. 2022;73(8):942-945. 3.
2022;15:101035.



MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

, We must intervene
principal connection patients have to the

tarts in the psychiatric clinic

sychiatric care

ge, preventive (not reactive) care, treatment
ltation & referral when needed

hysical health outcomes?'?

(3):271-278. 2. Manguarian C, et al. Psychiatr Serv. 2022;73(8):942-945.
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“Prevention is better than cure.”
Desiderius Erasmus
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