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(pimavanserin

)

Capsule

Tablet

NUPLAZID® |Treatment of hallucinations and delusions associated with Parkinson’s 1
disease psychosis

See package insert for FDA prescribing information: https://dailymed.nlm.nih.gov/dailymed/index.cfm

CLINICAL RATIONALE

Parkinson's Disease

Parkinson’s disease (PD) is a chronic, progressive neurodegenerative disease
characterized by bradykinesia, hypokinesia, rest tremor, and/or rigidity. In addition to
these typical motor features, patients with PD may experience honmotor symptoms
related to the disease itself or to the medications used to treat it. A frequent nonmotor
complication of PD is psychosis, characterized mainly by visual hallucinations and
delusions which are often paranoid in nature. Hallucinations are the most common
manifestation and can affect up to 40% of patients with PD, particularly those at an
advanced stage of illness. Underlying dementia predisposes to hallucinations and
delusions, and psychosis is a risk factor for nursing home placement and mortality.(2-
4)

Management of PD psychosis (PDP) involves identifying and treating the underlying
causes and contributory factors, thus requiring a multidisciplinary team to be involved
(e.g., psychiatrists and other mental health professionals, neurologists).(3) Psychosis
may be triggered by infection, delirium, dementia, or medications. Anticholinergics can
contribute to confusion and exacerbate psychosis in PD. Psychoactive medications,
including sedatives, anxiolytics, and antidepressants, are potential culprits and should
be reduced or stopped if possible. The adverse effects of antiparkinsonian medications,
the dopamine agonists in particular, are probably the most important cause of
psychosis in patients with PD. Stopping all potentially offending antiparkinsonian drugs
is usually not an option, although dose reduction can frequently be accomplished with
the amelioration of hallucinations and little loss of drug-related benefit.
Antiparkinsonian drugs may be reduced or stopped in an order that balances their
potency and their likelihood of exacerbating disabling hallucinations. The suggested
sequence begins with anticholinergic drugs, followed by amantadine, dopamine
agonists, monoamine oxidase type B (MAO B) inhibitors, and catechol-O-methyl
transferase (COMT) inhibitors. Levodopa, usually combined with a peripheral
decarboxylase inhibitor (e.g., carbidopa-levodopa), should be the last of a drug
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combination to be reduced, since it is the most effective antiparkinsonian agent and
least likely to cause psychosis.(2-4)

For refractory hallucinations or delusions treatment options are scarce, in part because
many antipsychotics are known to worsen motor symptoms or are not effective.
Quetiapine is the most widely prescribed despite evidence of efficacy in PD patients
being mixed. Clozapine has demonstrated the highest efficacy of the second-
generation antipsychotics in this setting but is underutilized because of the
burdensome requirement of hematologic monitoring (agranulocytosis).(2-4) A recent
expert panel recommends NUPLAZID as the first-line medication for the treatment of
PDP.(5)

Efficacy

In 2016, NUPLAZID became the first antipsychotic FDA labeled to treat PDP.
NUPLAZID is a second-generation antipsychotic that acts as a selective serotonin 5-
HT2A receptor inverse agonist. NUPLAZID's efficacy in hallucinations and delusions
associated with PDP was studied in a 6-week, randomized, placebo-controlled,
parallel-group study with 199 patients. NUPLAZID was statistically significantly
superior to placebo in decreasing the frequency and/or severity of hallucinations and
delusions in patients with PDP as measured by central, independent, and blinded
raters using the PD-adapted Scale for the Assessment of Positive Symptoms (SAPS-
PD) scale. An effect was seen on both the hallucinations and delusions components of
the SAPS-PD scale. Notably, NUPLAZID did not negatively impact motor function, as
measured by the Unified Parkinson’s Disease Rating Scale (UPDRS). Initial concerns of
higher rates of mortality were shown to be no higher than those in this already frail
patient group.(1,4)

Safety

NUPLAZID contains the following boxed warnings: (1)

e Elderly patients with dementia-related psychosis treated with antipsychotic
drugs are at an increased risk of death.

e NUPLAZID is not approved for the treatment of patients with dementia-related
psychosis unrelated to the hallucinations and delusions associated with
Parkinson’s disease psychosis.

NUPLAZID is contraindicated in patients with a history of hypersensitivity
to NUPLAZID or any of its components.(1)
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Target Brand Agent(s) |Target Generic Agent(s) |Strength Targeted MSC |Available MSC | Final Age Preferred
Limit Status
Nuplazid pimavanserin tartrate cap |10 MG ; 34 MG ([M;N; O ;Y N
; pimavanserin tartrate tab
POLICY AGENT SUMMARY QUANTITY LIMIT
Target Brand Target Generic Strengt QL Dose Day |Duratio |Addtl QL Allowed Targete
Agent Name(s) Agent Name(s) h Amount| Form | Supply [n Info Exceptions | d NDCs
When
Exclusi
ons
Exist
Nuplazid Pimavanserin 34 MG |30 Capsule |30 DAYS
Tartrate Cap 34 MG s
(Base Equivalent)
Nuplazid Pimavanserin 10 MG 30 Tablets |30 DAYS
Tartrate Tab 10 MG
(Base Equivalent)
CLIENT SUMMARY - PRIOR AUTHORIZATION
Target Brand Agent Name(s) Target Generic Agent Name(s) Strength Client Formulary

Nuplazid

pimavanserin tartrate cap ;
pimavanserin tartrate tab

10 MG ; 34 MG

Commercial ; HIM ;
ResultsRx

CLIENT SUMMARY - QUANTITY LIMITS

Target Brand Agent Name(s) Target Generic Agent Name(s) Strength Client Formulary
Nuplazid Pimavanserin Tartrate Cap 34 MG (Base |34 MG Commercial ; HIM ;
Equivalent) ResultsRx
Nuplazid Pimavanserin Tartrate Tab 10 MG (Base |10 MG Commercial ; HIM ;
Equivalent) ResultsRx

PRIOR AUTHORIZATION CLINICAL CRITERIA FOR APPROVAL

Module

Clinical Criteria for Approval

Length of Approval:

12 months

Target Agent(s) will be approved when ALL of the following are met:

NOTE: Quantity Limit applies, please refer to Quantity Limit Criteria.

1. ONE of the following:
A. The patient has a diagnosis of hallucinations or delusions associated with
Parkinson’s disease psychosis OR
B. The patient has another FDA labeled indication for the requested agent and route
of administration AND
2. The prescriber is a specialist in the area of the patient’s diagnosis (e.g., neurologist,
psychiatrist or other mental health professional), or the prescriber has consulted with a
specialist in the area of the patient’s diagnosis for the requested indication AND
3. The patient does NOT have any FDA labeled contraindications to the requested agent

QUANTITY LIMIT CLINICAL CRITERIA FOR APPROVAL
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Module Clinical Criteria for Approval
Universa |Quantity limit for the Target Agent(s) will be approved when ONE of the following is met:
I QL

1. The requested quantity (dose) does NOT exceed the program quantity limit OR
2. The requested quantity (dose) exceeds the program quantity limit AND ONE of the
following:
A. BOTH of the following:
1. The requested agent does NOT have a maximum FDA labeled dose for the
requested indication AND
2. There is support for therapy with a higher dose for the requested
indication OR
B. BOTH of the following:
1. The requested quantity (dose) does NOT exceed the maximum FDA
labeled dose for the requested indication AND
2. There is support for why the requested quantity (dose) cannot be
achieved with a lower quantity of a higher strength that does NOT exceed
the program quantity limit OR
C. BOTH of the following:
1. The requested quantity (dose) exceeds the maximum FDA labeled dose
for the requested indication AND
2. There is support for therapy with a higher dose for the requested
indication

Length of Approval: up to 12 months
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