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NUPLAZID

A DRUG FOR TREATING HALLUCINATIONS AND DELUSIONS ASSOCIATED WITH PARKINSON’S DISEASE PSYCHOSIS
Nuplazid (pimavanserin) is a tablet, which has been released for the treatment of hallucinations and delusions associated with Parkinson’s disease psychosis.  The patient must be diagnosed with Parkinson’s disease and they need to have a diagnosis of hallucinations and delusions if present.  The diagnosis of Parkinson’s disease is often not absolutely certain, but there should be a strong suspicion that it is Idiopathic Parkinsons Disease (IPD). More than 50% of the people with IPD will develop some neuropsychiatric difficulty (Parkinson’s disease psychosis- PDP) some time in their disease.  In some studies 70%.  We know that 60% to 80% of patients with Parkinson’s disease by the 8th or 9th year will have cognitive impairments and it probably increases the longer the patient has Parkinson’s disease.  PDP has a fairly unique or distinct clinical picture.  Most of the aspects of the PDP or psychosis are associated with visual symptoms from minor symptoms to more complex visual symptoms.  15% of the patients will also have delusions and a very small percentage of patients will have olfactory or tactile symptoms and very few will have auditory hallucinations and they are often associated with visual symptoms of psychosis.  Olfactory and gustatory symptoms are not very common and often are associated with visual events.  Nuplazid is a selective serotonin inverse agonist, which has no significant binding affinity with any of the other receptor such as dopamine, histamine and muscarinic cholinergic receptors.  The clinical trials definitely show that this drug will decrease the frequency and severity of the hallucinations and delusions and it does not appear as if it makes the clinical features of rigidity, akinesia and tremor worse in Parkinson’s patients.

A great advantage is that the patient can take two 17 mg tablets of Nuplazid together any time a day, they do not need to be titrated and they can be taken with or without food.  There is no need for adjustment of carbidopa and levodopa dose.

Adverse side effects are uncommonly present. It is considered an atypical antipsychotic and has the same adverse side effect profile.  Hence, like Seroquel or quetiapine, there is an increase risk of death mainly due to vascular complications, cardiac or stroke.  It is important to point out that Nuplazid is not indicated for any type of dementia related psychosis other than that are associated with Parkinson’s disease.

Other safety concerns are that of a QT interval prolongation.  This side effect warning is present in all atypical antipsychotics.  It is specially a concern when the patient is on drugs that are known to cause QT prolongation and when they are taking other drugs that caused QT interval prolongation such as antiarrhythmics or other antipsychotic medications and some certain antibiotics.  Nuplazid should be not used in patients who have a history of cardiac arrhythmias and there is a concern about an increased risk of sudden death or increased risk of symptomatic bradycardia, hypokalemia or hypomagnesia.
Adverse reactions with this drug that are most common are peripheral edema, usually in the feet, ankles and sometimes hands; nausea, increased confusion, hallucinations, constipation and some gait disturbance.

Drug interactions are considered to be a concern for drugs that are CYP3A4 inhibitors such as a ketoconazole, which increases the Nuplazid concentration.  In drugs like that, there should be reduction in the dose of Nuplazid.  Strong CYP3A4 inducers may reduce the efficiency of Nuplazid.  Hence, we have to be concerned about strong CYP3A4 inhibitors and strong CYP3A4 inducers.  In patients with hepatic impairment, it is felt that Nuplazid should not be used and there are no dosages that need changed for patient with renal impairment.

This drug certainly has a great possibility of benefiting patient with PDP since one of the most common causes of admission to a neuropsychiatric hospital or to care facilities is that of Parkinson patients with uncontrolled hallucinations and delusions.

Obviously, there will be a spectrum of degree and severity of this clinical picture and the family, the caregivers and the doctor will have to monitor the benefit of Nuplazid.  Importantly, in patients with Lewy body disease, there may be early Parkinson’s features and within a few months before or after, the patient may develop hallucinations and delusions.

A differential diagnosis is that of delirium, schizophrenia, major depression with psychosis, some other psychiatric diseases and also any of the other frontotemporal dementias or Alzheimer’s disease.  Importantly, also is that the patient may not have the insight into not only hallucinations and delusions, but also into the issue of dementia and/or Parkinson’s disease.

In patients with PDP, it is important to try to determine how severe the Parkinson’s disease is and if any medications that are treating Parkinson’s disease can be altered or discontinued, especially that of reducing or discontinuing drugs such as amantadine hydrochloride, anticholinergics (Artane or Cogentin), MAO-type-B inhibitor or dopamine agonist at times even considering the reduction in the L-Dopa dosage must be considered. This has always been a difficult consideration. Lowering the L-dopa dose often makes the off time greater or the clinical picture of rigidity, tremor an akinesia worse. This is a major clinical dilemma in PDP.
It is also important to determine the degree of medical comorbidity that can occur in these patients and also to strongly consider whether the patient has a new onset of an infection or some other neurochemical abnormality such as renal failure, diabetic conditions or potassium or sodium electrolyte imbalance.  Difficulties in other areas such as hearing and vision may get worse and hallucinations and delusions with Parkinson’s disease certainly can be more common in patients who are in the less lighted room and hallucinations and delusions are also much more common in latter part of the afternoon or evening (sundowning syndrome).
This drug has been shown to be a benefit and should be tried in patients who have PDP.
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