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The Discovery of
Disease

Alois Alzheimer, in 1906,
described a middle-aged
female patient who
experienced progressive
dementia that affected
U anguage, memory, and
74 pehavior. After her death,
| f ne described neuritic
nlaques and neurofibrillary
tangles in the neocortex
and other brain regions.




But When Di d A
DI sease nReall
Al zheil mer 6s D

1977

And | was present at the
creation.



Brain Atrophy 1In
| BRAIN ATROPHY VISUAL STANDARDS |

GRADE = 1 (NONE, NL FOR AGE)

frontal horns  body/temporal horns - trigone

Controversy as to whether whole brain atrophy is as predictive
as atrophy of the hippocampus and entorhinal cortex
(mesotemporal lobe)



Neuritic Plagues







Diagnostic Criteria for Dementia of
t he Al zhel me rl\d)s

1 The development of multiple cognitive deficits
manifested by both

I Memory impairment (impaired ability to learn new
iInformation or recall previously learned information)

I One (or more) of the following domains of cognitive
function:

1Aphasia

1 Apraxia (inability to carry out motor activities, despite
Intact motor function

1Agnosia (failure to recognize or identify objects, despite
Intact sensory function)

1Disturbance in executive function (e.g., planning,
organizing)



Diagnostic Criteria for Dementia of

t he Al zhel mer 0s

1 Cognitive deficits above cause significant
Impairment in social or occupational
function and represent a significant decline
from previous levels of function.

1 The course Is characterized by gradual
onset and continuing cognitive decline.

1 Other conditions are ruled out (such as
vascular dementia and brain tumor)



Al zhel mer as Di
Demographics and Trends

1 An estimated 4.5 million Americans have
Al zhel mer 0s DI sease.

1 The number will continue to grow T between 11
and 16 million people by 2050.

1 A person with AD will live an average of eight
years and as many as 20 years or more from the
onset of symptoms.

1 From the time of diagnosis, people with AD
survive about %2 as long as those of similar age
without AD.

1 The annual cost of caring for AD patients in the
US is approximately $100 billion dollars.



Al zhel mer as Di
Demographics and Trends

1 More than 7 In 10 people with AD live at
home, where almost 75% of their care Is
provided by family and friends. The
remainder of personal care is paid care,
averaging $19,000 per year (families pay
almost all of that out of pocket).

1 One-half of nursing home residents have AD
or a related disorder.

1 The average lifetime cost of care for an
individual with AD i1s $174,000.



Al zhel mer as Di
Demographics and Trends

1 Medicare costs for beneficiaries with AD are
expected to increase 75% from $91 billion in
2005 to $160 billion in 2010.

1 Medicaid expenditures on residential
dementia care will increase 14% from $21
billion in 2005 to $24 billion in 2010.

1 Finding a treatment that delayed onset by
five years could reduce number of people
with AD by nearly 50% after 50 years.



So What I1s Happening
iIn DSM-57



Background

E Increasingly, individuals are seeking care for
cognitive Impairment that is not severe or
di sabling enough to be
(e.g., they notice a subjective change in their
memory).

E Evolving clinical, epidemiological,
radiological, pathological, and biomarker
research data suggest that it is possible to

identify the subgroup of individuals with

elevated risk of progression to dementia.

E The relative size of this subgroup depends on
the setting and heterogeneity of the
population.




Mild Cognitive Impairment
MCI

1 The concept of MCI has become very
popular with investigators.

1 It Is unclear whether the concept is of
clinical value (though it probably will be part
of DSM-V . | t0s 1 ncluded
DSM-IV-T R a s naunocogndive
di sorder o) .

1 The public has little understanding of the
concept.



Mild Cognitive Impairment

Cognitive complaint

Not normal for age

Not demented
Cognitive decline
Essentially normal functional activities

MCI
[

Yes I Memory impaired? I No

Amnestic MCI Non-Amnestic MCI
[ 1
Memory Single non-memory
Yes [ : -1 No Yes cognitive domain No
Impairment only” impaired?

Amnestic MCI Amnestic MCI

Non-Amnestic MCI

Non-Amnestic MCI

Courtesy of Ron Petersen

(Petersen, R. J Int Med, 2004) cri203447-4



What Is the Incidence of MCI?

1 Individuals in the Mayo Clinic Study of
Aging (a study launched in 2004 that is
following 1,786 who were 70- 89 year-
olds from Olmsted County, Minnesota)
developed mild cognitive impairment at
a rate of about 5.3% per year.

1 The older the person, the higher the
rate

(Peterson et al, International Conference on
Alzheimer's Disease 2008, oral presentation)



Neurocognitive Disorders
and DSM-5:

What Has Happened to Dementia?

A DI gressi one
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Disclaimer

1| speak for myself, not the work
group or the APA

1 These are criteria that have been
posted publically but are still in
progress.



How the Work Gets Done

1 The Neurocognitive Disorders Work Group of
t he Ameri can Psychi at
DSM-5 Task Force

I Began work: April 2008

| Task: proposing revisions to criteria for disorders
referred to in DSM-IV as Delirium, Dementia,
Amnestic and Other Cognitive Disorders.

I One of many groups on general areas of
psychopat hol ogy (e. g. ,
also cross-cutting groups (e.g., life cycle factors)



How the Work Gets Done

1 Over the past three years we have, among
ourselves and with input from outside
consultants and advisors, worked to
develop a working draft that was posted
on t he APAwwsdsmbdrhial t e
February 2010.

1 This draft contained both an overview /
rationale for the approach we have taken
to date and preliminary criteria for the
broadly defined disorders.




