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Quetiapine for the Management of Tardive Dyskinesia
in Schizoaffective Disorder Comorbid With Diabetes Mellitus

and Chronic Kidney Disease

Shayanth Manche Gowda, MD, DNB?*; S. Madhupreetha, MBBS?; and Vijay Kumar KG, MD?

The prevalence of tardive dyskinesia (TD) is reported
to be around 30% in those taking antipsychotic
medication.! Risk factors include elderly age, prior history of
acute extrapyramidal symptoms, diabetes mellitus, structural
brain damage, smoking, and use of typical antipsychotics.?
Of the atypical antipsychotic medications, clozapine and
olanzapine are known to have the least risk of causing TD.?
These 2 antipsychotic medications have been utilized in the
management of patients with psychosis who have developed
TD.*> However, these medications are known to worsen
glycemic status,® which limits their use in patients with
concomitant diabetes. Hence, there is a need for exploration
of safer options while managing TD in patients with
psychosis and comorbid diabetes and renal complications.
In contrast, quetiapine has less potential to worsen glycemic
status. Quetiapine has also been effectively utilized in the
management of tardive phenomenon in patients with
psychosis.”~'* However, its safety for long-term use situations
of compromised renal function is scarcely reported.

In this report, we describe the successful management of
TD in a middle-aged man diagnosed with schizoaffective
disorder with comorbid diabetes mellitus with renal and
neurologic complications as well as primary hypothyroidism
and essential hypertension.

Case Report

Mr A, a 55-year-old married man with an illness duration
of 12 years and on treatment for the last 11% years, presented
with exacerbation of depressive and psychotic symptoms
for 2 months in January 2019. The precipitating factor was
noncompliance with his prescription of tablet risperidone 6
mg/d for 2 months prior to the date of presentation due to
nonavailability in his hometown. However, he was compliant
with other medications since 2016: tablet sodium valproate
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1,200 mg/d, escitalopram 10 mg/d, tenepride 10 mg/d,
thyroxine 50 mcg/d, aspirin 75 mg/d + atorvastatin 10 mg/d,
and injection human mixtard insulin 20 units/d. The patient
had been prescribed risperidone 6 mg/d for 18 months prior
to presentation with which initially he had experienced
extrapyramidal symptoms in the form of bilateral cogwheel
rigidity and bilateral postural tremors. Thus, he had been
taking tablet trihexyphenidyl 4 mg/d since then.

Detailed physical examination revealed involuntary,
repetitive, irregular hyperkinetic movements of the jaw and
tongue and choreoathetoid movements of the right upper
limb, which was reported to be present for nearly a year. A
trial of tablet diazepam 10 mg/d had been tried for a period
of 3 months with no improvement in TD.

Mr A had been using nicotine in a dependence pattern for
the past 20 years by smoking around 20 cigarettes per day. He
was diagnosed with type 2 diabetes mellitus 10 years earlier
and essential hypertension 6 years ago and had suffered a
cerebrovascular accident 6 years earlier. He also had been
diagnosed with chronic kidney disease and hypothyroidism
4 years earlier. Following the cerebrovascular accident, he had
left-sided hemiparesis. Considering his clinical condition, Mr
A was managed as an inpatient.

Mr A scored 22 on the Abnormal Involuntary Movement
Scale (AIMS)" at admission. His relevant blood investigations
were fasting blood glucose: 214 mg/dL, postprandial blood
glucose: 202 mg/dL, HbA c: 10.8%, serum creatinine: 2.9
mg/dL, urea: 48 mg/dL, and serum valproate: 69 mcg/
mL. Ultrasound of the abdomen revealed bilateral renal
parenchymal disease. Routine blood investigations,
electrocardiogram (EKG), and computed tomography
of the brain revealed no abnormality. Endocrinology
comanagement was sought for diabetes mellitus, and doses of
hypoglycemic agents were optimized (tenepride 20 mg/d and
injection human mixtard 10-0-20 units/d). Repeat glycemic
parameters after 5 days showed a fasting blood glucose level
of 122 mg/dL and a postprandial blood glucose level of 156
mg/dL.

As Mr A had multiple medical comorbidities, the
rule of starting slow and going slow was adapted. He was
initiated on tablet quetiapine 50 mg uptitrated to 150 mg
over a period of 6 days, with which Mr A reported complete
improvement in psychotic as well as affective symptoms by
day 16. He began showing improvement in TD movements
by day 10 after initiation of tablet quetiapine, and on day 45,
his AIMS score was 3. Follow-up at 75 days of quetiapine
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Table 1. Blood Investigations

Fasting Postprandial
Creatinine Urea Blood Sugar  Glucose Test
Variable (mg/dL)  (mg/dL) (mg/dL) (mg/dL)
Baseline 29 48 214 202
6-month follow-up 2.1 38 148 170
12-month follow-up 1.9 34 1M1 146

therapy revealed an AIMS score of zero—tardive movements
had ceased. At 135-day follow-up, he had stopped taking
psychotropic medications, which resulted in worsening of
his psychotic and TD symptoms, with an AIMS score of 21.
Thus, he was reinitiated on quetiapine, and the dose was
titrated up to 150 mg/d over 1 week. He was then followed
up once every 2 months for the next 12 months with the
latest follow-up appointment being in February 2020, at
which he reported maintained improvement in psychotic
and affective symptoms and TD movements (AIMS score
of 0). Mr A tolerated tablet quetiapine well during the entire
1-year period with no adverse effects, including a repeat
EKG that was within normal limits.

Discussion

The mechanisms of action of antipsychotic medications
for the treatment of TD are still unclear. Quetiapine’s kiss
and run mechanism—fast dissociation due to low affinity for
dopamine receptors, which is responsible for lesser propensity
to cause TD, may also explain its role in improvement of TD
movements.””” As quetiapine is metabolized mostly in the
liver, it is considered relatively safe, and dose adjustment
in renal impairments is not routinely recommended.
However, Yamada et al'® reported acute kidney injury
in a 73-year-old man with congestive heart failure and
pulmonary complication. He was prescribed quetiapine
up to 150 mg for managing acute delirium post valvular

repair. Establishing causality is diffieult, as this individual
had complex multisystem dysfunction with several other
concurrent prescriptions.'® He et al'” reported interstitial
nephritis developing during quetiapine use (up to 200 mg)
for psychotic depression. This 27-year-old man redeveloped
features of nephritis after switching over to olanzapine at a
dose of 20 mg/d, implicating dibenzodiazepine derivatives
quetiapine and olanzapine in the development of chronic
interstitial nephritis.!”

In the present case, the patient had multiple risk factors
that might have contributed to the development of TD
such as nicotine dependence syndrome, structural brain
damage, diabetes mellitus, and initial extrapyramidal
symptoms with risperidone, and, interestingly, the patient’s
affective and especially psychotic symptoms resolved with
subtherapeutic doses of quetiapine. We were successful in
managing TD with quetiapine with no worsening of renal
function. A strong temporal correlation was observed,
indicating the role of quetiapine in the management of
TD. When Mr A was taking quetiapine, TD improved
significantly, whereas during the period of nonadherence
to psychotropics including quetiapine due to poor insight,
he experienced worsening of TD. However, reintroduction
of quetiapine during follow-up resulted in improvement of
TD. We are able to report that 12 months of quetiapine use
has shown sustained improvement in TD without worsening
pre quetiapine renal functioning as shown in Table 1. Our
experience in this case leads us to believe that quetiapine
is safe in patients with diabetes mellitus and renal disease,
while being effective in managing TD.

We conclude that quetiapine could be a safer alternative
to clozapine and olanzapine for the management of TD. We
hope that larger studies or those with larger samples will
clarify these findings.
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