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Disclaimer

* NO CONFLICT OF INTEREST

Learning Objectives

Incorporate the cultural
formulation tools as
apart of assessment of
children and
adolescents

Utilize Evidence Based
Treatment for EOS; and

monitor as well as treat
metabolic side effects
from the antipsychotics




Early Onset Schizophrenia
(EOS)

* onset: before age 18;
« rare before age 12 (VEOS/COS)

* WHO:8™ leading cause of disability(15-
44) ;DALYs: rising since 2005

* prevalence world-wide: 0.5%
C0S:0.04%

usually associated with chronic
morbidity and functional impairment

effectiveness of antipsychotics : variable

need for identification of specific
neurodevelopmental and genetic factors

Signs and Symptoms (Mayo Clinic)

Thinking : problem w/ thinking and reasoning

bizarre ideas or speech

confusing dreams or television for reality
Behavior: withdrawal

trouble sleeping

lack of motivation

ADLs not met

bizarre or violent behavior

drug or nicotine use
Emotions:irritability or depressed mood

lack of emotions

strange anxiety or fear

excessive suspicion of others
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MASTER CLINICIAN REVIEW

Psychosis in Children and Adolescents
Jon McClellan, MD

Psychosis is characterized by overt disruptions in thought, perceptions, and behavior. Complex syndromes presenting with psychosis, including
schizophrenia spectrum disorders, mood disorders, and medical illnesses, are differentiated by characteristic patterns of symptom presentation and course
ofillness. Accurate diagnosis is important to guide treatment and o avoid inaceurate labeling, because most youth reporting psychoric-like experiences
do not have a true psychotic disorder.

Key words: psychosis, ic medications

J Am Acad Child Adolesc Psychiatry 2018;57(5):308-312. @) I
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Challenge in
the You

is it really

psychosis??

Case #1

Challenge in
the Youth: is it
really
psychosis?

Case #2

DJ, 8 y.o boy, poor impulse control, anger
problems; mom states child c/o hearing a voice
telling him to hurt her after a severe outburst;
assessment shows normal growth, thinking and
behavior; he drew a picture of demon like face
with fiery eyes, “Desperado”, who always tells
him not to listen to any other voice and not to
hurt anyone; DJ not confused nor concerned
about the voice; he elaborates with further
discussion that explains his behavior; mom’s
concern of him developing Schizophrenia as her
own brother has dx of this condition
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17 yr girl, in residential treatment for self harm &
suicidal behavior; c/o seeing a tall man w/curly
brown hair & wearing Wranger-sunglasses; he
sometimes talk to her; used to be supportive but
recently says “ugly and should commit suicide”;
sees more when upset / angry , alone / at night
before falling asleep;

Otherwise, organized thoughts, no sign of
responding internal stimuli or thought dis;

In therapy, she mentioned that she started
seeing this man when her stepfather was
sexually abusing her; initially was hopeful of
that the man would rescue her later on the
images reminded of her of abuse

Differential Dx

Psychotic mood
d/o(Bi-Polar | w/
psychosis ; psychotic
depression)

CNS auto-immune
infection

delirium

ASD and other Sec. to general
developmental d/o medical conditions

Genetic (vcf syn.) Meds. (steroids) Neoplasm

Toxins; substance of
abuse




* Psycho-pharmacotherapy

* Psycho-education
Treatment * Family inte.rvention B
i h + CB strategies
mOdalItleS In * Social skills training
YOUth W/ EOS * Problem solving skills

* Specialized educational
program (in some cases)

* Vocational training
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www.elsevier.com/locate/euroneuro

REVIEW

Efficacy, acceptability, and tolerability of »
antipsychotics in children and adolescents
with schizophrenia: A network meta-analysis
Marc Krause™"*, Yikang Zhu®, Maximilian Huhn?,

Johannes Schneider-Thoma®, Irene Bighelli®, Anna Chaimani®®¢,
Stefan Leucht®
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Figure 1 Network plot of eligible comparisons for overall
change in symptoms. The size of the circles is weighted
according to the number of trials available for each treatment.



Summary of
above NMA:

Primary out-come:
efficacy as
measured by
overall change

Secondary out-
comes: pos and dropouts
neg sx response

Soc.functioning

sedation prolactin
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Predicting antipsychotic-induced weight gain in
first episode psychosis — A field-wide systematic
review and meta-analysis of non-genetic
prognostic factors

: Fitzgerald 1, Sahm LI,
 O°Connell J, Ensor J, Ni Dhubhlaing C,
YDwyer S, Crowley EK (2023). Predicting
intipsychoticnduced weight gain in first
pisode psychosis — A field-wide systematic
eview and meta-analysis of non-genetic
wognastic factors. European Psychiatry,

6(1), 042, 1-13
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Summary of review: AIWG

Category

1. Measurement of prognostic factors evaluated Insufficient evidence

prior to medication

2. Clinical variables previously thought to be
prognostic influence on AIWG (e.g age and
antipsychotic treatment response)

3. Prognostic value of Antipsychotic prescription

4. Early increase in BMI

‘ Conclusion

analysis did not provide conclusive evidence
significantly impact AIWG

The prescribed medication remains the mostimp
variable but no conclusive evidence dose impacting
AIWG prognosis

Increase in first 12 weeks by > 5% in base line body wt.
has worse long-term prognosis
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REVIEW ARTICLE

Comparative Efficacy and Tolerability of Antipsychotics for
Juvenile Psychotic Disorders

A Systematic Review and Network Meta-Analysis

Caitlin . Yee, MD,"? Anees Bahji, MD, CISAM, FRCPC,* Maria Lolich, PhD;*
Gustavo H. Vazquez, MD, PhD, FRCPC,"? and Ross J. Baldessarini, MD>®
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Pairwise « Pairwise MA ( also known as PW-
Meta-analysis MA,PMA) involves analysis of RCTs of
Vs two agents/treatments

Network
Meta-analysis

* Network Metanalysis (NMA) gives a
global estimate of treatment effects for
a set of multiple interventions, > 3,
combining direct and indirect evidence,
especially when pairwise evidence are

available
A Efficacy vs. Placebo B Tolerability vs. Placebo
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Yee etal Journal of Clinical Psychopharmacology s Volume 42, Number 2, March/April 2022

FIGURE 2. Network treatment efficacy an

of d from short-term
(left) and long-term (right) trials. Widith of lines is proportional to the number of trials comparing pairs of treatments.
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Psychopharmacologic
Treatment of Schizophrenia
in Adolescents and Children

Esther S. Lee, mo*, Hal Kronsberg, mp, Robert L. Findling, mo, mea
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Table 1
Summary of prescribing information for second-generation antipsychotic agents
FDA Approval for
Adolescent
Medication _Schi i Dosages _Available Strengths i for Agents
Clozapine  No. ‘General warnings/precautions
Risperidone  Yes (13-17y)  Initial: 0.5mg Tablets: 0.25, 0.5, 1, 2.3, 4mg « Neuroleptic malignant syndrome
Target: 3 mg Oral solution: 1 mg/mL « Tardive dyskinesia
Effective range: 1-6mg  Orally disintegrating « Hyperglycemia and diabetes mellitus
Maximum: 6 mo/d tablets: 05,1,2,3,4mg  « Hyperprolactinemia (higher risk with risperidone)
Olanzapine  Yes(13-17y) Initial: 2.5:5 mg Tablets (not scored): 2.5, 5, » Orthostatic hypotension
Target: 10 mg/d 75,10,15,20mg « Leukopenia, neutropenia, and
Maximum: 20 mg/d Orally disintegrating tablets:  agranulocytosis (elevated risk with dlozapine)
10,15, 20 mg « Suicidalit
Intramuseular injection: « Hyperlipidemia (higher risk with clozapine,
g vial ‘olanzapine in adult studies)
Quetiapine  Yes (13-17y) Initial: 25 mg bid Tablets: 25, 50, 100, « Weight gain (higher risk with clozapine,
Target: 400-800 mg/d 200, 300, 400 mg olanzapine in adult studies)
Max: 800 mg/d « Cardiovascular changes (higher risk of QTc
Aripiprazole Yes (13-17y)  Initial: 2 mg Tablets 2,5, 10, 15,20, 30mg  prolongation with ziprasidane, higher risk of
Target: 10 mg/d myocarditis with clozapine)
Maximum: 30 mg/d « Seizure (dozapine associated with greatest
risk increase)
« Potential for cognitive and motor impairment
« Hypothyroidism (observed with quetiapine)
« Cataracts (observed with long-term quetiapine use)
Paliperidone Yes (12-17y) Initial: 3 mg Tablets: 1.5,3,6,9 mg General monitoring recommendations.
Target: 3.6 mg/d (<51 ko), Baseline
312 mg/d (>51 kg) « Detailed personal, family, and lifestyle history.
Maximum: 6 mo/d (t0 be updated regularly)
(<51 k), 12 mg/d « Parkinsonism, akathisi
Cs « Tardive dyskine:
* Tablet must be. « Height, weight (every visit)
swallowed whole « Blood pressure, pulse
(continued on next page)
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Table 1
(continued)
FDA Approval for.
jolescent

A
Medication _Schizophrenia Dosages _ Available Strengths

Lurasidone  Yes (13-17y) __ nitial: 40 mg Tablets: 20, 40, 60, 60, 120 mg
Target 40-80 mg/d
Maximum: 80 mo/d
* Tablet should be
taken with for
(at least 350 calories)
Ziprasidone
Asenapine
lioperidone  No.
Cariprazine  No

3%

« Electrolytes, complete blood count, renal, and lver
function

« Fasting blood glucose and lipids

< Liver function tests

At3mo

« Parkinsonism, akathisia

« Tardive dyskinesia

3
H

< Parkinsonism, akathisia

« Tardive dyskinesia

« Blood pressure, pulse

« Electrolytes, complete blood count, renal and liver
function (monitor more frequently with clozapine)
« Fasting blood glucose and lipids (every 6 mo)

Liver function tests

« Prolactin: obtain if symptomatic

« Electrocardiogram: obtain at baseline for ziprasidone
(als0 during titration and at maximum dose) and
clozapine

« Thyrotropin and free Ta: baseline and
follow-up measures recommended with quetiapine

« Eye cxamination: recommended at baseline and 6-mo
intervals with quetiapine

* Denotes important med administration considerations.
Data from Refs. "®
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Table 2
Summarization of selected second-generation antipsychotic studies

Study Design, P
Medication _publication __ Duration N Age (y) Target Dose (ma/d)

rimary Efficacy Effectiveness/
indings

easure/Purpose Noteworthy AEs

Clozapine  Kumra etal”  Randomized DB trial 21 617 Flexible dosing
T Lgainst haioperidol clozapine up
& benztropine, 10 525 mg/d (mean
6wk 176 ma/d),
haloperidol up to
27 m/d (mean
16 ma/d)

BPRS, Bunney. statistically salivation higher in
Hamburg Psychosis  significant

Rating Scal improvement over

Children’ Global  haloperidol on all
Assessment Scale,  measures of
Scale for psychosis
Assessment of

Negative

iptoms, Scale for
Assessment of
Positive Symptoms

Clozapine _ Shaw etal’  Randomized, DB, 25 7-16  Flexible dosing:
2006 head-to-head

trial against 900 mg/d (mean
olanzapine, 6 wk 327 mo/d),

Woderate to large

negative symptoms

Clozapine  Kumra etal'? Randomized. DB, 39 1018 Flexible dosing 66% taking clozapine AE profiles were
2008 d-to-head trial clozapine up to met responder similar between
against high-dose 900 ma/d (mean criteria compared  groups wit
olanzapine, 6 9/, improvement with 33% taking  substantial
olanzapine up to  rating of 1 or 2 olanzapine metabolic effects
30 ma/d (mean and higher levels of
262 mg/d) Sweating and
salivation in the
clozapine aroup
(continued on next page)
Table 2
(continued)
Study Design, Primary Efficacy  Effectiveness/
Medication _Publication __Duration N_Age (y) Target Dose (mg/d) _Measure/Purpose __Findings Noteworthy AEs
Risperidone Haas etal,”  Randomized double. 257 13-17 Flexible dosing: Mean improvement _ Statistically 74.4% in standard.
2009 blind controlled standard dose in PANSS scores significant dose group had an
trial vs lowdose between 1.5 and improvement over  AE, most dose
risperidone, 8 wk 6 mg/d (mean lowdoseandan  adjustments were
4 mg/d), low-dose average reducti nolence
between 0.15 and 0f 23.6inPANSS  (19%). 33% of this
0.6 mg/d (mean scores, effectsize of  group had EPS-
0.4mg/d) 0.9 related AEs, and
56% were
prescribed an
antiparkinsonian
agent. 70% of the
standard-dose
group had prolactin
elevations beyond
the upper limit of
rmal
Risperidone Haas otal,’  RDBPCT, 6 wk 160 1317 Flexible dosing: Mean improvement _ Statistically AEs in 75% low-dose
2009 4 6mgid in PANSS scoresand  significant and 76% high-dose
(mode 6 mg) vs response defined as  improvement over  groups, most often
13mg/d(mode  reduction in PANSS  placebo by both  somnolence, and
3mg/d)vs placebo  of greater or equal  active groups, high  changes in AIMS
1020% doseby128and  were minimal in
lowdose by 120.  both
Overall glucose-related
improvementby  AEs, weight gain
high-dose group  was 1.3 kg in low-
was 237and 23.0in  dose and 1.5kg in
low-dose group h-dose groups
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Risperidone Pandina et al* OLE of the above 390 13-17  Flexible dosing Mean improvement  PANSS scores Serious AEs
2012 trials, G or 12 mo betwe in PANSS scores and  decreased 136 experienced by
6 mg/d (median response defined as  from baseline at  16%, with 86%
mode dose 20% reduction in experiencing any.
38mgidfor6mo  PANSS total score  responseat6mo  AE. Weight gain
group and was reported as a
3.0mg/d for 12-mo treatment AE in
group) 15% with a mean
gain of 4.0 kg
Prolactin related
AEin 9%. 32.3% of
participants
dropped out of the
study, 31%
experienced an £
related AE, an:
27% rep
somnolence
Olanzapine _Kryzhanovskaya RDBPCT, 6 wk 107 1347 Flexible dosing Mean change in BPRS- Significant Significant increases
etal 2009 between25and  C total score improvement with  with olanzapine in
20 ma/d (mean olanzapine over  terms of weight,
1.1 mo/d) placebo (194w prolactin levels,
9.3) starting at sting
k2 wiglycerides, uric
cid, and alanine
aminotransferase
Olanzapine Kempetal,””  RDBPCT, 6 wk, 107 1317 Flexible dosing Study possible Significant weight
2013 post hoc analysis een 2.5 an association ppeared to
of study by 20 mg/d between weight  indicate greater
Kryzhanovskaya gain and treatment  treatment efficacy,
a1 2009 outcome t effect cancels
out once duration is
included as
covariate
(continued on next page)
Table 2
(continued)
study Design, Primary Efficacy  Effectiveness/
Medication _Publication _Duration N_Age (y) Torget Dose (mg/d) _MeasurefPurpose __findings Noteworthy AEs
Quetiapine _Findling ROBPCT, 6 wk. 22 1317 400mgd or Mean change in  Both 400mgidand _ Most common TEAES
etal 2012 800mg/d in PANSS towalscore  800-mgid groups  indluded
divided doses demonstrated somnolence,
sgnificant mean  headache, and
improvement dizziness. Active
mpared with  groups also had
placebo, withlS  inareased weight
mean changes from (2.2 kg or 400 mg/
baseline to d,1.8mgfor

endpointbeing 800 mg/d, 04 kg
213and 2844 for placebo), and
vs placebo (-19.15)

increase in thyroid
stimulating
homone in the
400-mg/d group)
and greater mean
changes i pulse:
rate

Asipiprazole Findiing et al,”" RDBPCT, phase 3,
2008 Gwk

302 1317 10me/dor0maid  Mean ch
Par

ange in

55 total score

Avipiprazole Extrapyramidal
statistically superior
placebo at both
10mard (26.7)
and 30 mgid
(-28.6) vs placebo.
12)

Reipiprazole Correll et 2l RDBPCT, 52 wk a6 1317 1030 mo/d Time from Signincantly longer
2017 randomization o time to
exacerbation of exacerbation for
psyehotic <reatment group
symptoms/ (hazard
impending relapse  ratio = 0.46) and
fewer meeting syndrome, seizures,
criteria for orthostasis, glucose
scerbation levels, or prolactin
(194% v 37.5%)  levels. There was a
comparable
incidence of weight
gain anc
Somnolence

(continued on next page)




Aripiprazole Findiing etal,** RDBPCT, phase 3,
2008 6wk

302 13-17 10 ma/d or 30 mgld

Mean changein  Aripiprazole
PANSS toral score  statistically

Extrapyramidal

superior  disorder,

Aripiprazole Correll ot a
2017

RDBPCT, 52wk

196 1317 1030 mgd

T
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symptoms/ (hazard
impending relapse  ratio = 046 and  malignant
wer meeting syndrome, seizures,
criteria for orthostasis, glucose
exacerbati levels, or prolactin
19.0% vs 37.5%)  lovels. There was a
comparable
inddence of weight
somnolence
(continued on next page)
Table2
(continued)
Study Design, Primary Efficacy  Effectiveness/
Medication _Publication __Duration N_Age (y) Target D &) Measure/Purpose __Findings Noteworthy AEs
‘RDBPCT, 6 wk 201 12-17 Weightbased, fixed Mean change i Significant for the __ Most common TEAEs

Paliperidone Singh et al,”
2011

Paliperidone Savitz et al,*
2015

OLE trial Singh
etal® 2011, 2y
36 patients
involved in a
6:mo study)

doses ranging from
low (1.5 ma/d),
medium (3 or

6 ma/d), and high
(Gor 12m:

220 1217 Flexible dosing
between 1.5

and 12 mo/d
(6 mgrd most
common dose)

PANSS total score

Primary objective was
to evaluate long.
term safety

relate

TEAEs experienced by
85.3% of patients,

G55
hyperkinesia
Rie
Lurasidone ~ Geldmen RDBRCT, 6 wk 61317 40mgdor8mgd Mesnchangein  ISmeanchange  Lower overal
et 72017 PANSStotalscore  signifcant for beth  incidence of serious
40-my/dand AEs with treatment
8omgldgrops (6% at 0 myic,
(186,183 1.9% at 80 mgid) vs
placebo (-105),  placebo (30%), and

with separztion
apparent starting at
week 1. A greater
proportion of
40-my/dand
80-my/

d partcipants also
met criteria for
response (63.9%
and 65.1% u542.0%
placeba)

noclinially
significant
differences for
body weight, ipid
parameters,
glycemic indices,
and prolacin levels.
Higher incidence of
akathisa (9.1% for
40my/d, 87% for
80my/d,and 18%
for placebo) and
other EPS-related
AE (54% at
40my/d, 38% in
80mgid 1.8% vith
placebo)

(continued on next page)
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Table 2
(continued)
Study Design. Primary Efficacy  Effectiveness/
Medication _Publication __ Duration N_Age (y) Target Dose (mg/d) dings Noteworthy AEs
Ziprasidone Findling et al RDBPCT, 6 wk 283 13-17 _Flexible dosing ‘Mean change in BPRS. In the RCT, no i the RCT,
2013 followed by 26-wk 40-160mgid APANSS, CGIS  sgnificant nolence
open extension (mean modal scores soparation in BPRS. (19.7%) and EPS
dose 129.3 mg/d) r other %) were the
statistically o difference in
sgnificant AIMS and small
improvementin  inarease in Q1
PANSS positive interval corrected
subscale by Fridericia's
formula 3.9 ms to
)
ziprasidone was
generally well
tolerated with
minimal associated
changes in bo
mass index and no
differences in
metabolic AEs
Asenapine _Finding et RDBPCT, wk 306 12-17 Fired doses either  Meanchange in _In the RCT, PANSS I the R
2015 followed by 26-wk Smgdor 10mgld  PANSS score scores did not somnolence,
pen extension separate from sedatio
placebo despite  hypersomnia, and
merical gastrointestinal
improvement In  disorders were most
OLE, 48% hoda  common AEs. In the
30% decreasein  RCT, 10% had >7%
PANSS total weight gain, and in
the OLE, 14.3%
had >7% gain
Table 3
study, Design, ary Efficacy.

Medications _Publication_Duration Age(y) Target Dose (mg/d) __ Measurels Noteworthy AE

Holoperidol _ Sikich __ Randomized 50 8-19 Flexible dosing: ‘Mean change in _ 74% of risperidone, 88% _ Risperidone and olanzapine

Olanzapine  etal™*  double-blind olanzapine 2.5 BPRS.C of olanzapine, 53% of  had higher rates of AEs than

Risperidone 20 controlled 20 mg/d (mean ha in aduits and more than half

trial, 8 wk 12.3 mg/d), nificant symptom of those on atypicals had mild
haloperidol reduction; between t0 moderate EPS; seve
18 mg/d (mean group overall was even higher on
5 mg/d), risperidone comparisons failed to  haloperidol:
16 mg/d significant weigh
4mg/d improvement all groups
differences

Risperidone _ Jensen _ Randomized 30 10-18 Flexible dosing Mean reduction _No statistically significant No significant differences in

Olanzapine  etal®  open-label, lanzapine in PANSS. aif b AMs,

Quetiapine 2008 12wk 5-20 mg/d (mean treatment arms, across all groups.

11.4mgd), although differences
risperidone between

056 mg/d (mean risperidone > quetiapine
28 mg/d), quetiapine approached significance
100-800 mg/d (mean

611 mg/o)

Molindone _ Sikich _ Randomized 116 819 Flexible dosing: Response defined Molindone achieved 50% Weight gain in olanzapine
wit etal™  double-bli lanzapine 2.5- 25 G response, olanzapine > risperidone > molindone.
benztropine) 2008 controlled mgd (mean improvement  achieved 34% response,  Randomization to olanzapine

Olanzapine trial, 8 wk .4mg), score of Tor  and risperidone stopped due to weight gain.

Risperidone risperidone 2and 220%  achieved 46% response.  More changes i lipids and

056 mg/d (mean reductionin o statistically liver function test
28 mg/d), molindone  PANSS significant differences  olanzapine group,
10-140 mg/d (mean ore akathisia in molindone
59.9 mg/d) group
(continued on next page)
Table 3
{continued)
study, Design, primary Efficacy
Medications _Publication Duration Age (y) Target Dose (mg/d)
Molindone _ Findling DB extension 54 819 Flexible dosing (as _ Response defined PANSS scores varied lite _All groups had statistically
ith etal  of above): olanzapine a5 CGI during the maintenance  significant weight gains
benziropine) 2010 etal” 2008 mean 8.6 ma/d, improvement  period but olanzapine > molindone
Olanzapine study; up to fisperidone mean  scoreof 1 or for several weight related
Risperidone aawk 9 mg/d, molindone  and >20% measures. Onl
mean 76.5 mgid reduction in participants completed the
PANSS. me medication
they started and only 26%
completed the extension tral
Quetiapine _ Swadi _ Openlabel, 22 <19 ithough
Risperidone  etal®® 6wk quetiapine a530% or more  in reduction of significant, greater weight
2010 100-800 m/d reduction in ut o h quetiapine
(mean607mg/),  PANSS,BPRS,  risperidone performed and more anticholinergic
risperidone and CGI§ most outcome  coadministration for
155mgdmean  scores measures management of EPS with
29 mgd) risperidone
Paliperidone _ Savitz __ RDBTagainst 228 12-17 _Flexible dosing for __ Mean change in _ Similar improvement for _ Higher frequency of TEAEs for
Aripiprazole  etal®®  aripiprazole, paliperidone (3,6, 0 PANSStotal  paliperidone ERand  paliperidone ER compared
e aripiprazole at day 56 with
aripiprazole (5, 10, or (-193vs -19.8)and day  aripiprazole (77.0% vs 66.7%);
mgd) 182(-256vs -268.  most common TEAEs were
Paliperidone ER and akathisia, headache,
aripiprazole alsoshowed  somnolence,
similar rates of response  tremor, and weight gain.
(67.9% and 76.3% atday  Incidence of dystonia and
56,76.8% and 81.6% at  hyperkinesia for paliperidone
day 182) ER was higher (-2%) and also
demonstrated more frequent
TEAES related to prolactin
@4% vs 0.9%)
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Pharmacological Treatment of Early-Onset Schizophrenia:
A Critical Review, Evidence-Based Clinical Guidance and Unmet
Needs

CIOICIC]

Authors
Javier-David Lopez-Morinigo'-2, Stefan Leucht?", Celso Arango'-2*

34

First Publi- | Artide | Num- | N Average | Primary outcome(s) Secondary outcome(s)
Author | cation | type er of follow-up
year studies (weeks)
Pagsberg | 2017 | NVA | 12 2158 | 7 Efficacy: Safety ~ WG:
1. ARLPAL RIS, QUET,OLZ MOL | 1. MOL>ARI>ZIPRA>
2. ASE ZIPRA 2. PAL>RIS,0LZ
Safety ~ EPs:
1. ASEOLZ>
2. ZIPRA, PAL,RIS, ARI, PAL, RIS, QUET>
3. MoL
Acceptability:
1. 0Lz, PAL, QUE, RiS>all others
Druyts 2016 | R n 2 |6 Safety - PRL_

1. ARI, CLOZ, QUET
2. Ri5,0LZ, PAL

Harvey | 2016 | NVMA | 11 714 | 6 Effcacy: Safety - WG:

1. HALand MOL> 1. HAL, MOL, ZIPRA
2. OLZ,ARI, RIS, PAL 2. RIS, PAL ARI
QUET>ZIPRA 3. QUE
4. oz
Acceptability:
1. HAL

2. QUET
3. MOL, ZIPRA, RIS, PAL, OLZ, ARI

Krause 2015 | NwA | 28 3305 |6 Efficacy: Acceptability:
1z T PAL MOL. RIS, OLZ
KIS, OLZ, ARIP, LUR, ASE 2 A
3 HAL ZIPRA.
Safety - WG
1. MOL>ZIPRA>LUR>ARI ASE> QUET.
RIS, PAL

2. _az.owz.oue
Safety -sedation: QUE=LOX, ASE, CLZ.

Safety  PRL:
1 AR
2 ASE
5 WR
4. QUE.RIS. HAL and PAL

Sofety LPS: 1AL, MOL LOX and RIS worse
than the others.

Social Functioning:

T RIS, ARL LUR:

QoL NMIA nor feasible due to dara
unavailability.

Arango | 2020 | NmA | 13 210 |6 Eficacy: Safety - WG:
1. IUR=CI7,017,QUFT, 7IPRA, | 1. 1UR=>
ARIP, ASE. 2. PAL>ASE>RIS>QUE>OLZ

Safety - Motor symptoms: No differences
Safety ~ Dyslipidoemia and Clucose:
[T

R
5 oz

1. LR allothers
Somnolence/sedation: No differences

nozin <

36
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t Artide | Nume | N Average ary outcome(s) Secondary outcome(s)
Author | cation | type | berof follow-up
year studies (weeks)
Sakar& | 2013 | WA 15 95 |6 Efficacy: Tolerability:
e 1z FGA-£PSs
2. PAL OLZRIS, QUE. ARI, HAL, [ 564 (Olanzapine and clozapine) — weight
Ma, AL gain and glucose
Kumar 203 | wa 3 2 |68 Efficacy: Safety — WG
FGA=SGA, with no differences To avoid: OLZ, RIS, CLZ.
FGA: PER, MOL, HAL CHLOR. Safety — GLU and PRL
SGA: RIS, OLZ, QUE: ZIPRA, ARLAML, | 1. Touse ARI
PAL LUR, CLZ.
Cohen 2012 | ma n 4015 | 312 Safety - W
ARI>QUET>RIS>CLZ>0LZ
GLU: 0LZ>RIS
Dyslipidaemia: OLZ>QUET
PRL: ZIPRA>OLZ>RIS
EPS: RIS >ARI> OLZ> ZIPRA
Xia 2018 | MA 8 7 | 85 Efficacy: RIs=0LZ Safety - WG: RIS>0LZ
Safety — Sedation: RIS >0LZ
Safety — Insomnia: OLZ>RIS
Safety — PRL: OLZ>RIS
Safety — EPS: OLZ>RIS
Pringsheim | 2011 | MA 35 2667 | 6-12 Safety ~ WG: ARI>QUET>RIS >0LZ
Safety - Dyslipidaernia: CLZ and OLZ
worse than the others
Safety — GLU: OLZ worse
Safety — EPS: RIS worse than a others
Solmi 200 | &R 17 51108 | NA Safety —any EPS: RIS>ARI> PAL> OLZ
>AMI>MOL > ZIPRA> HAL > LOX
Safety — Asthenia: Ris> HAL
Safety — anorexia: ARI
Safety — Sedation: ARI>HAL>LOX>CLZ
> MOL>PAL> RIS>ZIPRA> OLZ
Safety — Akathisia:
ARI>OLZ>RIS>PAL>MOL
Safety ~ Cholesterol: ARI>QUE>0LZ
Safety — PRL: QUE=HAL> OLZ>PAL
Sofety - WG:
PAL>ARI>QUE>CLZ>0LZ |
Safety — GLU: ASE>RIS>0LZ
Correl 001 | &R % 9778 | 68 Acceptabilty Efficacy:
1. PALRIS,OLZ 1. OLZ>RIS>LUR>ARI>QUE>PAL>ASE
2. LUR, ZIPRA, DU ASE, ARI Tolerabillty: LUR>ZIPRA>RIS>ARI>ASE>Q
UE>0LZ>PAL
AMI: Amisulpride; ARI: Aripiprazole; ASE: Asenapine; CLZ: Clozapine; EPS: Extrapyramidal symptom; HAL: Haloperidol; Lox: Loxapine; LUR: Lurasidone;
MOL: Moli Pairwise is: NMA: N is. OLZ: Olanzapine; PAL: Paliperidone; PRL: Prolactin; QUET: Quetiapine; RIS:
Risperidone; GLU: Glucose. SR Systematic review; UR: Unbrella review; ZIPRA: Ziprasidone.

Continent | Country | Title Author Publica- | Abbreviation and Pharmacological treatment
tiondate | reference i
Europe
Germany 2019 1. ARL QUE. PAL RIS, CLZ (TR)
3 2. HALOLZ.
Psychotherapy and Psychlatry. Psycho.
Psychosomatics therapy and
P 2019)
K The Maudsley Editors: Taylor 2018 Maudsley (Taylor 1. ARI, QUE, PAL RIS, OLZ, CLZ
Presciibing Barnes, Young al., 2019) (only for TR, OLZ should be tried
Guidelines in fust)
Psychiarry, 13th 2. ASL,ZIPRA (less efficacious than
ion. the above drugs)
3. FGAs should be avoided due to
extrapyramidal adverse effects
Oceania [
Australla | Australian Clinical Orygen, The National | 2016 Orygen (Australian 1. ARLOLZ RIS, QUE
Culdelines for Early | Centre of Excellence Clinical Guidelines for | 2. CLZ (TR)
Psychosis In Youth Mental Early Psychosls, 2016)
Health
Nortlr
A Us Practice Parameter | American Academy | 2013 AACAP (McClellanet | 1. RIS, ARI, QUE, PAL.
for the Assessment | of Child and al. 2013) 2. OLZ ZIPRA. HAL.
and Treatment of Adolescent 3. cLzamw)
Children and Psychlatry
Adolescents With
Schizophrenia
Canada | Canadian Cuidelines | Abidi, et al 2017 CSC (Abidi et al., No clear recommendations, but:1
for schizophrenia 2017) SGAs (rather than [GAS
017, only as second-line option
due to metabolic side effects.
3. CLz (only TR cases)
ARz Arlpiprazole. PAL: Pallperidone. RI: Risperidone. QUE: Quetiapine. OLZ: Olanzapine. MOL: Mollndone. ASE: Asenapine. ZIPRA: Ziprasidone. CLZ:
Clozapine. HAL: Haloperidol. ASE: Asenaplne. Lox: Loxapine. LUR: Lurasidone. AMI: Amisulpride.
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> Tabled Evidence-based . approval
Outcomes Studies Treat- | EB | EVA | FDA | DGPPN | Maudsley | AACAP | CSG | Ory-
(proportion) ments gen
"Acceptabiity | (Arango et al., 2020; Correllet al. 2021 |_AMI 05 [ NA_[NA | WK R R NR_| NR
(5/12) Harvey et al, 2016; Krause et al, 2018; | ARI 35 | A A [® R R R[R
Pagsberg et al., 2017) = o A M R & r TR
HAL s [N A |R NR R NR | R
1R B [A [A = NR R NR | R
MOl |25 [NA |A | W NR R NR | R
oz |45 A A [® R R R [®
PAL 55 A [A R 3 R R W
QE_ |45 A A [R R R R [®
RIS 55 A [A R R 3 R[®
Efficacy (8/12) | (Arango et al, 2020; Correl et al., 2021; | AWI N [ W R NR MR R
Harvey et l. 2016; g 1 A A |® ® ® R R
Kumar et al. 2013; Pagsberg et al., = a s T e 5 = S
2017; Sarkar and Grover, 2013; Xia et l,
2018) WAL 47 |[NA A [R R 3 NR | R
WR B A (A = R NR NR | MR
MO |47 |[NA |A | W R NR NR | MR
oz [s&s A |A [®r [ [ R [®
PAL 57 A A R R R R MW
QE [67 [A A [R R 3 R [®
RS s [A A R 3 R R |R
40
Tolerability (Correll et al., 2021; Sarkar dd Grover, | AMI 02 [Na [Na W NR R NR [ NR
2013) ARI 22 | A AR R R R|R
az 02 [A NA [ R R R R[R
HAL o2 [na [a [ NR R NR [ R
LR n A A [w NR [ NR | NR
MoL o2 [NA A | W NR R NR [ NR
oz o2 [ A A [r R R R[R
PAL 12 | A A [r R R R [\
QUE 12 | A A [r R R R[R
RIS 22 [A A [r R R R[R
Motor AE (7/12) | (Arango et al,, 2020; Cohen et al,, 2012; | AMI 26 [N [NA R NR NR NR [ NR
Krause et al, 2018; Pagsberg et al., R 56 | A Y R ® R IR
2017; Sarkar and Grover, 2013; Sl et | 6 A TR 2 i -
al., 2020; Xia et al., 2018)
HAL o6 [Na [A W NR R NR [ NR
LR B |A AW NR NR NR [ R
wmor o [na [A W NR NR NR [ NR
oz 67 [ A A [r R R R[R
PAL 36 | A A [r R R R [ MW
Qe 45 [A [a [r R R R[R
RIS 37 A [Aa [R R R R[R
41
> Tabled Continued
Outcomes Studies Treat- | EB | EVA | FDA | DGPPN | Maudsley | AACAP | C5G | Ory-
(proportion) ments gen
Metabollc AE | (Arango et al., 2020; Cohen et al., 2012; | AMI 19 [ NA [ NA [ R R NR N | W
(10/12) Harvey et al., 2016; Krause et al, 2018; | gy 7 [A A | R R R ®
Kumar et al, 2013; Pagsberg et a., = 5% A T w = ~— i
2017; Pringsheim et al., 2011; Sarkar
and Grover, 2013; Solmi et al., 2020; Xia | HAL 39 |NA A R NR R NR__| NR
etal, 2018) LUR B A A | = R R N | W
Mol |29 na A W R NR NR | NR
oz oA (A (W= R NR N R
PAL 59 A [A [® R R R W
QUE 39 [A A |® R R R |R
RIS s0]a [A [® R R R [®
Hyperprolacti- | (Cohen et al, 2012; Druyts et al., 2016; | AMI o5 [Na [N W R NR N | W
naemia (6/12) | Krause etal., 2018; Kumar etal. 2013; [ Ay 35 A A R 3 R i
Solmi et al, 2020; Xia et al., 2018) e A T T® 5 B 5 i
HAL 5 [N [A [R NR R NR| MR
LR W2 A (A [w R R N | MR
Mol |o5 [na [A [ W [ NR NR | NR
oz 36 |A_|A |® R R R |R
PAL o5 [A A [®r R R R W
QUE |25 A |A [r ;3 R R |R
RIS o6 A A [® R R R[R

3/13/2024
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Cognition (Arango et al, 2020; Krause et al., AV o3 [NA [ NA [N NR NR NR_ | NR
@n2) 2018; Solmi et al., 2020; Xia et al., AR 25 A & R R R R |®
o) az 3 A NA | R ® ® R

HAL W [ A R R R NR | NR
WR ERE A NR NR R NR_ | NR
moL 13 [N | A NR NR R Ne | NR
oz 4 A A R R ® k|
PAL R A R R R R W
QuE [EEE A R R R R [R
RIS 2a | A A R R R R

Functioning | (Krause et al., 2018) 3 n A A ® ® ® R

anz) ARI A A R R ® R |®
WR [ Na A NR NR NR NR | MR

Quality of Life

©12)

Suicidal

behaviour

©12)

Mortality (0]12)

Services use

©12)

Cost Effective.

ness (012)

: i Basec EWA: Curopesn Wisdiines Aqencys O P ard Drgs Admkstatlon DGPP: G Assockton for Prychity Poychotheray
of Child and ; CSG: Canadian Guidelines; A: Approved: NA:

AR Arlprazole. PAL Pliperidoné: RIS Risperdone: GUE: Quetapine. OL7. lanaapine; MOL:

Cenapine SPEA:Siraidone (L7 Clopine WAL Helependsl AS: Asenepine: o Loxapines LUF: Lirascone At Amtsapride.

43

RESEARCH REPORT

Metformin add-on vs. antipsychotic switch vs. continued antipsychotic
treatment plus healthy lifestyle education in overweight or obese
youth with severe mental illness: results from the IMPACT trial
Christoph U. Covre\l” Linmarie Sikich*, Gloria Reeves . Jacqueline Johnson®, Courtney Keeton’, Marina Spanos®, Sandeep Kapoor! 4

Kristin Bussell, Leslie Mille’ Tara Chandrasekhar", Eva M. Sheridan’, Sara Pirmohamedr’, Shauna P. Reinblatg"”. Cheryl Alderman’.
Abigail Scheer*,Irmgard Borner Terrence C. Bethea™'®, Sarah Edwards", Robert M. Hamer' !, Mark A. Riddle’

44

Change in BMI z-score

0 4 8 12 16 20 24
Weeks of treatment

*p<0.005, **p<0.002 —4—Control  —@—Metformin ++s-+Switch

core over time

[Figure 1 Estimated change in body mass index (BMI) z-

45
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S Unmet needs: (Research-Gaps)

Cost effectiveness: longterm

Dosing (age- dosing in EOS)

Tools to Craft a Cultural
Formulation

Sarah H. Arshad, mp®*, Jaclyn Chua, o®', Stacy-Ann Wayne, mp®?,
Jamesha Lewis Bryant, po, ms“3, Cheryl S. Al-Mateen, mp-e#
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Table 1

OCF Elements DSM-IV (APA

Outline for cultural formulation elements

OCF Elements DSM-5-TR

1994) (APA 2022) <
Cultural identity of the Cultural identity of the This emphasizes the need
individual individua

to include any “socially
and culturally defined
characteristics that may
influence interpersonal
relationships, access to
resources, and
developmental and
current challenges,
conflicts, or
predicaments” (p. 861),
including the aspects
prioritized by the
individual and the impact
of intersectionality.

Cultural explanations of
the individual’s illness

Cultural concepts of distress

Further normalizes the
potential for differences
between cultures by
changing the phrasing
from “cultural reference
groups” to “cultural
background.”

Cultural factors related to
the psychosocial
environment and
functioning

Psychosocial stressors and

cultural features of
vulnerability and
resilience

Specifically identifies the
need to identify social
determinants of mental
health, such as access to

3/13/2024

resources and
opportunities such as
housing, transportation,
education, employment,
and exposure to
individual or structural
racism and structural
violence. Online
interactions are included
as stressors or supports.

Continues to expand the
understanding of the
potential for previous

Cultural elements of the
relationship between the
individual and the

Cultural features of the
relationship between the
individual and the

clinician. clinician, treatment team experiences of
and institution (text in discrimination to impact
italics is new in DSM-5- the clinical encounter,
TR) affecting rapport, and
development of an
effective clinical alliance
(p. 862)
(continued on next page)
Table 1
(continued)

OCF Elements DSM-IV (APA OCF Elements DSM-5-TR

1994) (APA 2022)

Overall cultural assessment
for diagnosis and care

Comments

Overall cultural assessment Essentially unchanged, this
summarizes the
implications of the four
elements for differen:
diagnosis, management,
and treatment.

Data from American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition. American Psychiatric Association; 1994 (p.843-844); American Psychiatric Associa-
tion. Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, Text Revision. American
Psychiatric Association; 2022.p.861.
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Adapted from cerweb.&

Fig. 1. Wheel of

3 Size

o
@sylviaduckuorth

. Duckworth s. Wheel.

Table 3

Cultwral Influences (ADDRESSING
Frameworl

Use of ADDRESSING for Christian (case 2)

Clinical Information

Age and generational influences

Christian was an adolescent who appeared easily.
distracted and active on two electronic devices in
addition Lo his PlayStation

Developmental disabilities

There may have been a concern for distractibility and
inattention as Christian was not fully engaged and
had noticeable difficulty sitting stll, but he had no
tormal diagnoses

Disabilities acquired later in life

Christian was diagnosed with cystic fibrosis in
including 't hepatic Failure

Religion and spiritual orientation

Uncertain

Fthnic and racial identity

Christian is an African American, who appeared to
engender subsequent implicit bias by the primary
team that he would be “difficult”

Socioeconomic status

Christian was raised by a single African American
mother with little financial means and limited
support

Sexual orientation

Christian identifies himself as heterosexual

Indigenous heritage

Uncertain

National origin

US citizen

Gender

Male

Data from Hays PA.
Cultures: The Helper’s Toolkit. Sage Publi

Connecting Across Cultu,

ires: The Helper's Toolkit. In: Connecting Acrass
i cations: 20131123, Nitps//do1.org/10. 1037/ 14801000,

Table 4
Use of RESPECTFUL for Andrew (Case 1)

Cultural Influences (RESPECTFUL
Framework)

Clinical Information

Religion/spiritual identity

Atheist

Economic class background

Middile class; two-parent

Sexual identity

Previously gay male; exploring gender
identity

Psychological maturity

Appropriate for age

Ethnidracial identity Caucasian, Irish, and Scandinavian origins
Chronologi challenges None

Trauma and threats lo well-being

Experienced bullying for small stature
throughout middle school that resuilted in
physical abuse

Family background

Fourth-generation Irish immigrant family;
‘within the United States; \the Mormon
faith

Unique physical characteristics

Thin, petite, ruddy skin with freckles, blue
eyes, and dark brown hair; wears glasses

Location of residence and language
differences

Resides in Virginia; Fnglish-speaking

Data fromD*Andrea M, Daniels J. Before You Get Started. In: lvey AE, D’Andrea M, Ilvey MB, Simek-

Morgan L, eds. Theories of Counseling and
Allyn & Bacon; 2002:456; pages xvii xxiv.

Psychotherapy - A Multicultural Perspective. Fifth Edit
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CLINICS CARE POINTS

3/13/2024

Cultural assessmentshould be used in all encounters but can be especially helpful in difficult
di. i limited and adh e, or disagreement between

clinician and patient

Cultural formulation is a dynamic process and should continue as a clinician longitudinally
works with a patient, including gathering information from appropriate collateral sources

Use tools such as the Qutline for Cultural Formulation and Cultural Formulation Interview,
including its Supplementary Modules

There are also frameworks in psychology literature, such as ADDRESSING and RESPECTFUL, to
help guide clinicians in their cultural formulations

Aim to be patient centered and allow the patient to narrate their own symptoms in their
own experiential, cultural context

Interdisciplinary case discussions can be helpful in crafting a more nuanced cultural
formulation
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