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Foreword

Alzheimer’s Disease Neuroimaging Initiative: A decade of progress
in Alzheimer’s disease
Today, more than 5 million people are living with
Alzheimer’s disease in the United States [1]. Every year,
approximately 500,000 of these individuals pass away who
would not otherwise have been expected to die [2]. In addi-
tion to its terrible human toll, Alzheimer’s disease exacts a
dear price from the American economy. The average annual
per-person payments for health care and long-term care are
more than three times greater for Medicare beneficiaries
.65 years with Alzheimer’s or another dementia
($47,752) than for those without Alzheimer’s or another
dementia ($15,115). Total payments for individuals with
Alzheimer’s disease and other dementias will reach $226
billion in 2015, with Medicare and Medicaid accounting
for $153 billion (68%) of that total [1]. Alzheimer’s is
already the costliest disease to society [3] and that is only
expected to worsen over time unless disease-modifying
treatments are found. By 2050, only 35 years from now, it
is expected that nearly 14 million Americans will be living
with Alzheimer’s disease, with total payments for health
care, long-term care, and hospice care estimated to top
$1.1 trillion (in 2015 $) [4]. Worldwide, more than 44
million people are living with dementia, a figure that is pro-
jected to increase to 135 million by 2050 [5].

Although Alzheimer’s disease was described more than a
century ago [6,7], progress in therapy development has
remained elusive. Current therapies only provide
symptomatic relief and do not halt or even slow the
progression of the underlying disease process. The search
for disease-modifying therapies has been hampered by a
lack of knowledge about the course of the disease process.
This gap in knowledge, coupled with the years-long progres-
sion of Alzheimer’s disease from diagnosis to death, and the
lack of measures sensitive enough to detect small but impor-
tant treatment effects, virtually guaranteed that a disease-
modifying treatment would remain elusive.

It was in this context that a decade ago, in 2004, the
Alzheimer’s Disease Neuroimaging Initiative (ADNI) was
born, with the critical goal of improving biomarkers in Alz-
heimer’s disease clinical trials. The study was originally de-
signed to provide longitudinal data on 800 participants from
56 study sites in the United States and Canada. Participants
http://dx.doi.org/10.1016/j.jalz.2015.06.1883

1552-5260/� 2015 Published by Elsevier Inc. on behalf of the Alzheimer’s Assoc
were recruited to three groups—those with normal cognitive
aging, mild cognitive impairment (at that time a relatively
new concept), or early Alzheimer’s disease.

Beginning in the 1980s, the U.S. National Institute on
Aging began establishing a network of Alzheimer’s disease
centers, teams composed of interdisciplinary researchers at
major research institutions [8]. Together, the centers
provided a framework for shared infrastructure and
resources, a framework on which ADNI built. Several
additional efforts by the Alzheimer’s Association (notably
the Workgroup on Neuroimaging), the NIA, and others
were critical in establishing the conceptual framework for
an ADNI-type study [9,10]. ADNI also incorporates
private stakeholders, including pharmaceutical and
biotechnology companies and non-profit organizations, in
both funding and decision-making roles. This model has
set the standard for public-private partnerships in the
national and international research enterprise.

From the standpoint of generating new knowledge about
Alzheimer’s disease, ADNI has been an unmitigated success.
During the past decade, well over 600 articles have been
published by the initiative. These publications have
influenced the field in dramatic ways. For example, ADNI
data influenced the development of what is now the most
widely accepted model of temporal dynamics of biomarkers
in the development and progression of Alzheimer’s disease
[11–13]. This model helped to create a sea change in the
Alzheimer’s disease research landscape, supporting the
deliberations that led to the revised Alzheimer’s disease
criteria recommended by the National Institute on
Aging-Alzheimer’s Association workgroups [14–16], as
well as informing the design of large scale Alzheimer’s
studies that are currently testing methods that may delay or
even completely prevent the onset of dementia symptoms in
individuals whose biomarkers suggest they are in the
presymptomatic phase of the disease [17]. The introduction
and individual articles [18–30] in this special issue of
Alzheimer’s & Dementia: The Journal of the Alzheimer’s
Association highlight many other seminal contributions
of ADNI to the field’s scientific and clinical understanding
of Alzheimer’s disease, including genetics, imaging of
iation.
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Alzheimer’s pathology in the living brain, enhancing the
reliability and validity of cognitive measures, and clarifying
disease prognosis.

The contributions of ADNI have expanded past the
research arena and into clinical practice. In 2004, the new
technology of amyloid imaging using positron emission
tomography (PET) was being explored, allowing researchers
to see for the first time amyloid buildup in the living human
brain [31]. Recognizing the potential for this technology, the
Alzheimer’s Association provided funding to include
amyloid PET imaging in ADNI. The results of the amyloid
PET imaging add-on study prompted the requirement of
amyloid imaging for all participants in subsequent ADNI
renewals. Furthermore, the success of amyloid imaging in
ADNI provided support for the 2012 approval by the U.S.
Food and Drug Administration (FDA) of the first amyloid
PET imaging agent. Three amyloid PET imaging agents
are now approved for clinical use by both the FDA and the
European Medicines Agency. Data from ADNI and related
studies have also been used to develop ethical guidelines
for the disclosure of amyloid status and dementia risk [32].
In the clinic, ADNI has contributed invaluable knowledge
regarding the development and progression of cognitive
and neuropsychiatric signs and symptoms in Alzheimer’s
disease, which in turn has informed diagnosis, prognosis,
and clinical decision making.

A major reason for the success of ADNI is its
commitment, from the very beginning, to open data
sharing. This model allows for the valuable data collected
to be accessed and analyzed by researchers all over
the world. In addition to the original North American
ADNI, this commitment to data sharing has now carried
over to the Alzheimer’s Association-led Worldwide ADNI
(WW-ADNI). WW-ADNI includes initiatives in North
America, Europe, Japan, Australia, Taiwan, Korea, China,
and Argentina [26]. The groundwork for data standardiza-
tion and harmonization laid by ADNI is supporting the
work being done today by WW-ADNI members. ADNI
required the development of new computer architecture for
storing and sharing clinical and biomarker data, which later
spurred the development of a federated network for storing,
sharing, and analyzing data from multiple large Alzheimer’s
data sets—the Global Alzheimer’s Association Interactive
Network (GAAIN; www.gaain.org).

Much of what we now know about Alzheimer’s disease
simply would not yet be known without ADNI. Looking
to the future, ADNI data and the ADNI model will
continue to be used to inform strategies for clinical trial
design, and we will soon begin to see results from preven-
tion studies built around the framework of knowledge that
ADNI has provided [15]. WW-ADNI will continue to
expand, collecting clinical and biomarker data from
around the globe and making it freely available to
researchers. In addition to amyloid imaging, tau imaging
is now becoming a reality and may be included in the
next iteration of ADNI. Given evidence suggesting that
tau-based neurofibrillary tangles closely approximate the
cognitive decline seen in Alzheimer’s disease, the
addition of tau imaging to ADNI may provide crucial
information on its potential value as a surrogate
biomarker in clinical trials, perhaps bringing effective
treatments to the clinic faster than ever.
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