A Path to Prevention:
GHR's Alzheimer's Initiative

By 2025, GHR Foundation aims to help develop a therapy to prevent Alzheimer’s
Disease. Since setting this goal in 2012, GHR has worked with a consortium of
government, industry, academic research and other philanthropists to help launch
the first-ever Alzheimer’s prevention trials. GHR continues to track progress in the
field, help adjust existing trials, and launch new trials as the science evolves.
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GHR currently supports four of the leading efforts across the field:

The Dominantly Inherited Alzheimer’s Network (DIAN) is a group of families who
carry rare genetic mutations that cause early-onset Alzheimer’s Disease. In the PI’O gress
DIAN Trials, Dr. Randy Bateman from Washington University is leading research
to test a wide range of potential prevention therapies on those families.
GHR'’s partners have made remarkable progress since launching the initiative in 2012.

= The DIAN trial was launched in 2013 as the first-ever Alzheimer’s prevention trial. The

Research led by Dr. Eric Reiman from the Banner Alzheimer’s Institute is testing first wave results are expected in early 2020
potential prevention therapies in patients at high genetic risk of developing = The A4 trial was launched in 2014 as the first-ever Alzheimer’s prevention trial for the
Alzheimer’s Disease. This research includes a large-scale genetic screening general population; this trial is fully enrolled and on track for completion in 2022

capability that could be used globally.
° / & / = The Generation trial was launched in 2015 to test a large-scale genetic screening and

prevention program; to date, more than 55,000 people have volunteered for
screening and have been genetically tested

Research led by Dr. Reisa Sperling from Harvard University is testing potential " Asecond wave of the DIAN trial was launched in 2016 to test new experimental
plaque screening and prevention therapies for the general population. The lead therapies that recently became available
study in the series is Ad—Anti-Amyloid therapy for Asymptomatic Alzheimer’s. = The A4 trial protocol was modified in 2017 with endorsement by the National Institute

on Aging and approval by the FDA to reflect recent learning from the field and improve
the odds of success

= The Mayo Clinic Study of Aging has contributed to a new research framework adopted
by the National Institute of Aging in 2018; the framework fundamentally defines
Alzheimer’s Disease based on its underlying pathology rather than symptoms

Led by Dr. Ron Petersen of the Mayo Clinic, this long-term observational study
is redefining Alzheimer’s Disease by identifying biomarkers that can be used
for early diagnosis, long before symptoms emerge.

Our Strategy

1. Fully investigate the use of experimental anti-plaque drugs as
prevention therapy, with future trials testing:

a. Earlier interventions
b. More potent therapies
c. Combination therapies

Monitor the progress of experimental drugs for new targets,
such as tangles and inflammation

. Support transition from symptomatic to pathologic diagnosis
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