Considerations in Continuing Clozapine 1in an Aging Medically Ill Patient with Treatment Retractory Schizophrenia:
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Background

Clozapine 1s associated with reduced all-cause mortality for
patients with treatment resistant schizophrenia (I'RS)
(Wimberley, 2017). Clozapine 1s underutilized in patients with
treatment refractory schizophrenia and particularly those with
medical multimorbidity (Warnez, 2014). Guidance on managing
specific side effects such as agranulocytosis is available through

clozapine REMS program; however, managing clozapine in an
acutely 1ll patient 1s less described. We describe a case of an
aging veteran on long term clozapine maintenance and
considerations in continuing clozapine during an inpatient
medical hospitalization for cancer treatment.

Case

A 82 year-old male veteran with history of treatment refractory
schizophrenia, stable on clozapine 400mg nightly for over 30
years, with medical comorbidities including hypertension, Type
2 Diabetes Mellitus, Chronic Kidney Disease stage 3, Asthma,
Coronary Artery Disease was admitted for surgical resection of
Squamous Cell Carcinoma of right ear. Patient underwent a
total right auriculectomy, parotidectomy, and neck dissection.

His post operative course was complicated by uncontrolled
hypertension, ileus, delirtum and a fall resulting 1n rib fractures
treated with rib plating, intensive care unit (ICU) admissions for
respiratory failure treated with mechanical ventilation,

tracheostomy and subsequently aspiration pneumonta.

Patient was maintained on clozapine 400 mg nightly upon
admission with a baseline clozapine level of 368 mcg/1L.. After
the development of ileus and in anticipation of interaction with
erythromycin prescribed for gastric motility, clozapine was
lowered to 300 mg po ghs resulting in a level of 176 mcg/L.
Ot note, Patient had a history of psychotic decompensation 2
years prior in the context of clozapine dose reduction to 250
mg nightly with corresponding level of 175 mcg/L during an
inpatient hospitalization for symptomatic COVID-19
pneumonia. ANC ranged from 60k-9k. Patient’s clozapine dose
was gradually increased with close clinical follow up monitoring
daytime sedation, stalorrhea, bowel movement patterns in
correlation with clozapine levels.
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Clozapine-Drug Interactions and Prescription Recommendations :
Medication Examples Recommendation when | Recommendation when
Adding to Clozapine Removing to Clozapine
Strong 1A2 Inhibitor Fluvoxamine, Ciprofloxacin, | Use 1/3 of clozapine dose | Increase clozapine based on
Enoxacin clinical response

Moderate/Weak 1A2 Oral contraceptives, Catfeine| Monitor for SE. Consider | Monitor for lack of etfect.

Inhibitor

Moderate /Weak 3A4
Inhibitor

Moderate/Weak 2D6
Inhibitor

Strong 3A4 Inducer

Moderate 1A2 Inducer

Moderate /Weak 3A4

Inducer

Erythromycin, Diltiazem,
fluconazole, Grapetruit
Juice, Fosamprenavir,
Amprenavit,

Duloxetine

Carbamazepine, Phenytoin,

Phenobarbital, Rifampin

Oxcarbazepine, St. John’s
Wort

reducing clozapine dose

Monitor for SE. Consider
reducing clozapine dose

Monitor for SE. Consider

reducing clozapine dose

Monitor for Decreased
etfect. Consider increasing
clozapine dose

Monitor for Decreased
effect. Consider increasing
clozapine dose

Monitor for Decreased
effect. Consider increasing
clozapine dose

Consider increasing
clozapine dose

Monitor for lack of effect.
Consider increasing
clozapine dose

Monitor for lack of effect.
Consider increasing
clozapine dose

Monitor for SE. Consider
reducing clozapine dose

Monitor for SE. Consider
reducing clozapine dose

Monitor tor SE. Consider
reducing clozapine dose

Discussion

Acute Inpatient hospitalization in a geriatric patient with
multimorbidity presents evolving challenges. This case
demonstrates some of the challenges of managing
clozapine. Beyond monitoring for agranulocytosts,
monitoring for side effects such as gut hypomotility, drug-
drug interactions ranging from QTc prolongation to
effects on clozapine metabolism (Prior, 2003)
anticholinergic burden contributing to delirium, sedation
burden in context of post-surgical pain management, and
aspiration risk are important.

Clinical Considerations

Effects of Tobacco Smoking

Effects of Inflammation or Infection

Myocarditis

Myelosuppression or Neutropenia

lleus/Intestinal Hypomotility

Sialorrhea

Cumulative Anticholinergic Burden

Conclusion

This case demonstrates some of the unique challenges
in continuing clozapine during an inpatient admission.
Through greater tamiliarity with these factors, CL
psychiatrists can ensure ongoing access to a life saving
medication for treatment resistant schizophrenia (TRS).
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