
A 53-year-old woman comes to the office due to persistent fatigue. The patient says, "I feel so tired for no 

reason. I could take a nap at my desk every day, and I worry because I'm getting more and more behind at 

work." She adds, "I am also very thirsty and can't go for more than a few hours without needing to 

urinate." The patient works as a human resources analyst and is afraid her boss will notice her tired 

appearance and frequent trips to the bathroom. Medical history is significant for asthma, anxiety, and 

treatment-resistant depression. Over the last year, she has been hospitalized twice, once for asthma 

exacerbation and once for depression. The patient smokes a pack of cigarettes a day and drinks alcohol 

occasionally. She has a history of cocaine abuse but does not use illicit drugs at present. Family history is 

significant for bipolar disorder in her mother; the patient's father died of prostate cancer. The patient is not 

allergic to any medications. Blood pressure is 143/78 mm Hg and pulse is 79/min. BMI is 29 kg/m2 • 

Physical examination is unremarkable. Laboratory evaluation shows a serum creatinine of 1.0 mg/dL and 

fasting blood glucose of 211 mg/dL. HbA 1 c is 7.5%. Which of the following medications most likely 

contributed to this patient's current condition? 

A. Lithium (47%) 

✓ ~ B. Second-generation anti psychotic (36%) 

C.Selective serotonin reuptake inhibitor (4%) 

D.Tricyclic antidepressant (8%) 

:) E. Valproate (2%) 
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• Hyperglycemia (including new-onset diabetes) 

Highest-risk drugs 
• Clozapine 

• Olanzapine 

Baseline & regular follow-up 

• BMI 

Monitoring guidelines • Fasting glucose & lipids 

• Blood pressure 

• Waist circumference 

This patient's history of treatment-resistant depression, new symptoms of fatigue and increased thirst, and 

elevated glucose and H BA 1 c levels suggest that she may have developed new-onset diabetes mellitus due 

to treatment with a second-generation antipsychotic (eg, olanzapine). These medications are commonly 

used to augment antidepressants in treatment-resistant depression (defined as nonresponse to 2 trials of 

antidepressant monotherapy). As a class, second-generation antipsychotics are associated with weight 

gain and metabolic effects, including development of diabetes. Side effect profiles of individual 

antipsychotic drugs vary; olanzapine and clozapine are associated with the greatest risk. A baseline 

metabolic panel, including fasting glucose and lipids, as well as BMI, waist circumference, and blood 

pressure, should be checked prior to beginning treatment and monitored periodically thereafter. 

(Choice A) Lithium is used in bipolar disorder and as an augmentation agent in treatment-resistant 

depression. It can cause nephrogenic diabetes insipidus, which typically presents with polyuria, nocturia, 

and polydipsia. However, lithium would not cause this patient's hyperglycemia and elevated HbA 1 c. 

(Choice C) Common adverse effects of selective serotonin reuptake inhibitors (SSRls) include sexual 

dysfunction, insomnia, jitteriness, and gastrointestinal symptoms. Weight gain can also be seen with 

SSRls, but other metabolic effects (eg, hyperlipidemia, hyperglycemia) occur more commonly with second

generation antipsychotics. 

(Choice D) Tricyclic antidepressants cause anticholinergic side effects such as dry mouth, blurred vision, 

constipation, confusion, and urinary retention, but are not commonly associated with metabolic effects. 

(Choice E) Valproate, an anticonvulsant used as a mood stabilizer in bipolar disorder, can cause weight 

gain but does not typically cause metabolic effects. Rarely, valproate is associated with hepatoxicity and 

thrombocytopenia. 

Educational objective: 

Second-generation antipsychotics such as olanzapine are often used to augment antidepressants in 

patients with treatment-resistant depression. Their side effects include weight gain and metabolic effects 

that can contribute to new-onset diabetes mellitus. 

References 

• Augmentation treatments with second-generation antipsychotics to antidepressants in treatment

resistant depression. 

• Metabolic syndrome and obesity among users of second generation antipsychotics: a global challenge 

for modern psychopharmacology. 

Psychiatry 

Subject 

Psychiatric/Behavioral & Substance Abuse 

System 

Anti psychotics 

Topic 

Copyright© UWorld. All rights reserved. 


