€
Schulich

MEDICINE & DENTISTRY



Schulich School of Medicine and Dentistry

Use of clozapine for the
management of treatment-
resistant aggression in an
adolescent with fetal alcohol
spectrum disorder: A case report

and framework
October 20, 2026

Ahmed J. Habib't, Sara C. Pender't, Cameron Harrigan?, Calum Hoekstra?, Kelly
Finlayson?, Joy Abramson?3, Mohamed Adil Shah Khoodoruth?3

T Co-first authors

G.@
2 e,
@&, . 'v . , "~
6 Schulich Cones one Chlierstosptl ) Western &



Background

« FASD is a common neurodevelopmental
condition

 Aggression can be a significant clinical
challenge

 Evidence supporting pharmacological
management is limited

 Clozapine may be an option in selected cases of

treatment-resistant aggression
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Objectives

« Identify current pharmacological options for
managing aggression in FASD.

« Describe considerations for operationalizing
treatment-resistant aggression in FASD

« Discuss key considerations for Pediatric
clozapine use including dose-titration, and
adverse-effect monitoring
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Case Presentation

« Pediatric patient diagnosed with FASD

Severe persistent aggression requiring
multiple prolonged inpatient hospitalizations

 Behavioural interventions and multiple
psychotropics trialed

« Significant safety concerns requiring frequent
restraint and PRN medications
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Treatment Course
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Discussion — Evidence Gap &
Clozapine

Evidence Gap:

. Guiding pharmacological management of severe
aggression in FASD

. Frameworks don’t define treatment-resistant aggression or
a pathway to clozapine

Clinical Implications:

. Clozapine has demonstrable anti-aggression effects in
neurodevelopmental and psychiatric disorders

. May warrant use in carefully selected individuals following
iInadequate response to conventional treatment
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STEP 1
Confirm diagnosis and
comprehensive assessment as per
National/Canadian guidelines;
medical, psychiatric, developmental
and environmental contributors;
functional behavior assessment

STEP 5
Pre-Clozapine Work-up
PGx testing where available
Enrol in monitoring programs
such as GenCAN
Baseline metabolic/
anthropometric parameters
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STEP 6
Clozapine trial - start low, go slow
Initiate 12.5 mg; titrate 12.5 mg
weekly; target guided by response
and therapeutic drug monitoring
(serum clozapine/norclozapine);
proactive side-effect management
(bowel protocol, hydration, orthostatic
vitals); weight management plan;
consider metformin co-prescription in
_____ high-risk youth
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KEY SAFETY SIGNALS
ANC < threshold —

STEP 2

First-line: psychosocial
intervention + treat comorbidities
+ regular team case conferences.

Structured routine, firm

boundaries, function-informed
behavioral plan; optimize
caregiver supports and
placement

STEP 4
Multidisciplinary checkpoint before
clozapine
Confirm operational definition of
refractoriness; optimize psychosocial
factors; document risk-benefit;
patient/guardian consent; ethics/
institutional oversight as required

STEP 7
Monitoring and outcome tracking
ANC weekly — monthly per
registry; myocarditis and
metabolic surveillance; R-MOAS
plus restraint/PRN counts,
privileges and passes; regular
MDT review

.

osed Clozapine Framewor

STEP 3
Conventional pharmacotherapy
(adequate trials)

SGA (non-clozapine)

26 weeks at therapeutic dose;
adjuncts as indicated
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YES
<+

Treatment-refractory?
22 failed adequate
antipsychotic trials +
persistent severe
aggression (R-MOAS/
restraint-PRN burden)

Continue/optimize
current regimen

Adequate
response
& tolerable

safety?
)

VYES

THROUGHOUT ALL STEPS
Objective measurements
(R-MOAS); trauma-

interrupt per registry;

Reassess: adherence, serum
level, confounders, ultrarapid
metabolizer, cigarette smoking
Consider discontinuation and
alternative disposition

Maintain clozapine at lowest
effective dose; ongoing
registry monitoring; periodic
re-evaluation; pursue
disposition/rehabilitation

myocarditis screen (CRP/

troponin if symptomatic);

constipation; orthostasis;
weight/metabolic drift
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informed,
developmentally
appropriate care; family
engagement
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