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A  91 year old white female with a three year history of progressive breast cancer and  metastatic disease to the lung presented to the Hospice Inpatient Unit after several weeks of increasing confusion, weakness and falls, as well as anorexia and worsening fatigue.  Her only medications were zolpidem (Ambien) at bedtime, and escitalopram (Lexapro).  The patient exhibited a poor sleeping pattern, with multiple disruptions of her sleep cycle, agitated confusion and inattention, all consistent with delirium.  Common causes of delirium such as pain, electrolyte abnormalities, sepsis, urinary retention and constipation were ruled out.  She was prescribed oral quetiapine (Seroquel) 50 mg at bedtime, with little beneficial effect.  She was then begun on Haloperidol 4 mg at bedtime and the quetiapine was discontinued.  However, the patient still required multiple breakthrough doses of haloperidol and lorazepam during the night for agitation and confusion.  
Discussion:
Of all the symptoms present at end of life, perhaps none is more distressing for patients and their families than delirium. Delirium is challenging to diagnose or treat. It is a frequent complication of advanced disease and is associated with poorer survival. In addition, delirium is an independent predictor of mortality and can be observed in most patients before death. 
The cruel paradox regarding delirium is that, despite being ubiquitous within the medical setting, it remains poorly recognized and, while treatable, is often untreated.  Despite the numerous instances of delirium, many delirious patients have no clear toxic or metabolic abnormalities. As with physical states of pain, the decision to treat delirium should depend on whether the patient is distressed or suffering from its presence, which may be independent of whether a specific cause for the distress has been identified. 
Whether it’s the cause or the consequence of delirium, the architecture of sleep is usually altered, and management of delirium often requires establishing restorative sleep. Current pharmacologic approaches support the use of dose-limited Haloperidol or atypical antipsychotics in the management of delirium.  However, we are often challenged by patients with fulminant delirium whose distress necessitates a palliative approach to lessen suffering, but whose delirium is refractory to “standard” doses of antipsychotics. In such cases, we have successfully utilized the short acting barbiturate pentobarbital. Initially, our objective was to provide temporizing relief.  Yet, we found that pentobarbital treated patients frequently awoke with intact sensorium and cognition. Moreover, pentobarbital treated patients did not exhibit evidence of drug induced somnolence upon wakening. 

Outcome:
After the failure of Haloperidol and Quetiapine, the patient was started on Pentobarbital 100 mg once at bedtime intramuscularly in an attempt to restore the patient’s normal physiologic sleep cycle. Her sleep was much improved with Pentobarbital and required minimal, if any, breakthrough doses of antipsychotics.  After four days of treatment with Pentobarbital, her sleep was much less fragmented and she became much more alert. Her mood, confusion and orientation improved significantly.  Pentobarbital was discontinued and she was restarted on oral Quetiapine 100 mg at bedtime.  Throughout the rest of her inpatient stay, she was much more socially interactive with no signs of agitation.  She was discharged on oral Quetiapine 100 mg at bedtime.

For questions or comments regarding the “case of the month”, contact Dr. Christopher Kerr at Ckerr@palliativecare.org or Dr. Timothy Holahan D.O. timothy.holahan@yahoo.com 
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