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Written Statement for FDA Advisory Committee Meeting on Drug Development for Treating Psychiatric Disturbances Associated with Dementias

Submitted by Jeffrey L. Cummings, M.D., Director, Alzheimer’s Disease Center; UCLA School of Medicine

I. Introduction

The Food and Drug Administration (FDA) Division of Neuropharmacological Drug Products (DNDP) provided an issues paper (March 9, 2000) framing the discussion for the meeting of the Psychopharmalogic Drugs Advisory Committee on the Various Psychiatric and Behavioral Disturbances Associated with Dementia.  The issues paper focuses on the information necessary for drug approval; specifically that: 1) the condition be identified and defined unambiguously; 2) appropriate instruments be used for assessment and measurement of the condition; and 3) appropriately designed clinical trials demonstrate efficacy and effectiveness.  The current meeting of the Advisory Committee will emphasize the first of these --- to promote clear and unambiguous definitions of psychiatric and behavioral disturbances associated with dementia that may be appropriate targets for drug therapy.  

In this response, a series of related points are made that lead to recommendations regarding the definitions of major neuropsychiatric symptoms of dementia.  Responses to the concept of Behavioral and Psychological Symptoms of Dementia (BPSD) and to the recent editorial by Dr. Jeste and Finkel (Am J of Geriatric Psychiatry 2000; 8:29-34) suggesting diagnostic criteria for psychosis of Alzheimer’s disease are offered.

II. Summary of the Current State of Development of the Field

· Identity of the pathophysiologic mediation of similar neuropsychiatric symptoms in different conditions is likely but not proven.  Thus, psychoses in schizophrenia and Alzheimer’s disease likely share some pathophysiologic aspects but this is not proven.  

· Pharmacotherapy depends on knowledge of shared pathophysiology if the conclusions from one condition (psychosis of schizophrenia) is to be confidently extended to another (psychosis of Alzheimer’s disease).

· A shared pathophysiology must be proven to warrant use of drugs across syndromes.  Without certain knowledge of shared pathophysiology extrapolation is undetermined and clinical trials in each syndrome or symptom must be executed.

· Given the similarity of symptoms across disease states and the possibility of shared pathophysiologic mechanisms, it is reasonable to implement clinical trials with agents known to be useful for the treatment of a symptom in one condition (e.g., psychosis in schizophrenia) in clinical trials of conditions with similar symptoms (e.g., psychosis in AD).

· In some cases the pathophysiology of a symptom may differ sufficiently in different disease states to warrant different treatment (e.g., agitation in mania may require different treatments from agitation in AD). This further justifies the requirement for separate trials of symptoms in different conditions.  

III.  Behavioral Signs and Symptoms in Dementia

Behavioral Signs and Symptoms in Dementia (BPSD) has been proposed as one means of categorizing neuropsychiatric symptoms in behavioral disturbances occurring in AD and other dementias.  This approach is useful to the extent that it acknowledges that there are a variety of neuropsychiatric symptoms and behavioral disorders occurring in AD and other dementing conditions.  However, this classificatory approach is not useful from a therapeutic or drug approval standpoint.  To facilitate the use of appropriate agents by practitioners it is imperative that each symptom that is a proper target for pharmacotherapy be defined individually.  Thus, anti-psychotics may be proven to be useful for psychosis and agitation but are not likely to be useful for depression or apathy.  Thus, specific definitions for each target symptom must be developed and used as entry criteria for clinical trials devoted to assessing treatment of that individual symptom.

IV. Use of Rating Scales in Clinical Trials

A variety of rating scales have evolved to assess the presence of psychological or neuropsychiatric symptoms and  behavioral disturbances in patients with AD and other dementias.  These are useful for quantitating the severity of the behavioral disturbances and for allowing demonstration of a reduction in severity following pharmacologic intervention since complete elimination of symptoms is uncommon.  Rating scales are optimally used following clear and unambiguous definition of a syndrome such as the criteria for psychosis provided by Jeste and Finkel or the draft criteria for psychosis, agitation and depression provided below.

V. Jeste and Finkel Criteria for Psychosis of Alzheimer’s Disease

The recently proposed criteria for psychosis of AD (Jeste and Finkel ) are useful and are an important step forward.  They identify a symptom complex that can be the basis for inclusion of subjects in a clinical trial.  The criteria are specific and require a defined severity level.  

Two potential shortcomings are evident in this proposal that require additional consideration.  First, psychosis is defined by the characteristic symptoms of hallucinations and delusions.  Without further explication of delusions and hallucinations in AD this is essentially a circular definition with psychosis being defined as the presence of psychotic symptoms.  The criteria provide too little information to operationalize the concept of psychosis.  Second, the Jeste and Finkel criteria suggest that disruption of “other’s functioning” is sufficient to define a symptom as severe.  This is potentially problematic in that it could lead to treatment of a patient’s symptoms because another individual such as family members or nursing staff find the patient’s behavior distressing.  This is inconsistent with the usual approach of psychopharmacology where administration of drugs and the attendant risk of side effects are warranted only if the patient himself/herself requires treatment.

VI. Proposal for Diagnostic Criteria and Entry Into Clinical Trials

It is recommended that drug approval hinge on clinical trials in which the patients have met specific entry requirements of defined symptoms.  Below are draft definitions of three symptoms commonly encountered in AD and likely to be the subject of clinical trials.

A.  Diagnostic Criteria for Psychosis of Alzheimer’s Disease
The patient must have exhibited at least once per week for the past four weeks false beliefs characterized by active misinterpretation of environmental or interpersonal events and not directly attributable to memory loss or cognitive abnormalities (e.g., the patient gives the wrong date because of disorientation) and manifested by at least one of the following symptoms:

· The patient believes that he/she is in danger or that others are planning to hurt him or her

· The patient believes that others are stealing from him/her

· The patient believes that his/her spouse is having an affair

· The patient believes that unwelcome guests are living in his/her house

· The patient has other false beliefs that represent active misinterpretations and are not the direct product of cognitive impairment.

Or 

· The patient has hallucinations characterized by interacting with others or describing events or sensations not perceived by an observer such as:

· Acting as if he/she hears voices or other sounds

· Talks to people who are not visible to the observer

· Describes seeing things not seen by the observer or behaves as if he/she sees things not seen by the observer (people, animals, lights, etc.)

· Reports smelling odors not smelled by others

· Describes feeling things on his/her skin or acts as if he/she is feeling things crawling or touching him/her that are not visible to the observer

· Describes tastes that have no apparent cause

· Describes other unusual sensory experiences without explanation apparent to the observer

All the criteria for dementia of Alzheimer type are met.

Symptoms have been present only since the onset of the dementia syndrome.

Symptoms are severe enough to cause disruption of the patient’s functioning or are distressing to the patient.

The patient is not suffering from schizophrenia, schizoaffective disorder, delusional disorder or mood disorder with psychotic features.

The disturbance does not occur exclusively during the course of a delirium.

The disturbance is not better accounted for by another medical condition or direct physiological effects of a substance.  

Associated features: 

· With agitation

· With negative symptoms

· With depression

Comment:  In this approach, delusions and hallucinations are given operationalized definitions.  Misidentification syndromes are not included in the listed delusions because their interpretation can be ambiguous.  For example, mirror sign can be a delusion or autoprosopagnosia.  Capgras syndrome can be imitated by prosopagnosia and memory loss.  If the clinician is convinced of the psychotic nature of the misidentification syndrome it can be included under the category of “other false beliefs that represent active misinterpretations”.  

B.  Diagnostic Criteria for Agitation of Alzheimer’s Disease
The patient has exhibited at least once per week for the past four weeks symptoms of agitation including at least one of the following:

· Abnormal and excessive verbal behaviors such as shouting, cursing, threatening or screaming

· Abnormal and excessive physically aggressive behavior such as pushing, shoving, actively resisting care, repeatedly attempting to elope, or excessive threatening gestures

The patient meets all criteria for dementia of the Alzheimer type. 

The symptoms were not present prior to the onset of the dementia syndrome.

The symptoms are severe enough to cause disruption of the patient’s functioning or are distressing to the patient.

The patient does not meet criteria for schizophrenia, bipolar disorder, schizoaffective disorder, delusional disorder, mood disorder, or other Axis I diagnosis.

The disturbance does not occur exclusively during the course of a delirium.

The disturbance is not accounted for by another general medical condition or direct physiological effects of a substance.

Associated features:

· With psychosis

· With depression

· With anxiety


· With irritability

· With disinhibition

Comment:  Note that in this approach a patient could be classified as psychotic with agitation or agitation with psychosis.  This would allow selection of patients for treatment trials of either agitation or psychosis.

C.  Diagnostic Criteria for Depression of Alzheimer’ s Disease
The patient has exhibited at least once per week for the past four weeks symptoms indicative of depression including

· Sadness

· Tearfulness or sobbing that indicates sadness (not pseudobulbar affect)

· Statements that indicate that the patient is sad or in low spirits

· Statements in which the patient puts himself/herself down or describes himself/herself as a failure

· Statements describing himself/herself as a bad person or one deserving punishment

· Statements regarding being discouraged and suggesting that he/she has no future

· Statements that he/she is a burden to the family or that the family would be better without him/her

· Expressions of a wish for death or talks about killing himself/herself

· Other psychological symptoms indicative of depression

All the criteria for dementia of the Alzheimer’s type are met.

The symptoms are sufficiently severe to cause disruption to the patient’s functioning or are distressing to the patient.

The disturbance does not occur exclusively during the course of a delirium.

The disturbance is not better accounted for by another general medical condition or direct physiological effects of a substance.

Associated features: 

· With agitation

· With retardation

· With negative symptoms

· With anxiety

Comment:  Neurovegetative and psychomotor symptoms can occur in dementia without mood changes as well as being manifestations of a mood disorder; these shared manifestations must be separated from core psychological symptoms of depression.

VII. Summary and Conclusions

This statement is offered as a contribution to facilitate the discussion of drug development appropriate to the treatment of neuropsychiatric symptoms in AD and other dementias.  Draft criteria for three syndromes common in AD are provided.   The position is defended that there is currently inadequate information to extrapolate the results of clinical trials of one condition with a symptom (e.g., schizophrenia with a psychosis) to another (e.g., AD with psychosis).  Separate clinical trials are required to demonstrate the utility of specific pharmacologic interventions for unambiguously defined clinical symptoms.
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