A Diverse Phase 2 Pipeline of Alzheimer’s Drugs
Promises New Innovations and New Challenges

Alzheimer’s Phase 2 Pipeline Requires New Approaches and Increased Attention

Summary of the Analysis
As a follow up to the Phase 3 Pipeline report, ResearchersAgainstAlzheimer's performed a detailed analysis of the Phase 2 Alzheimer’s drug pipeline.
Our analysis found 57 drug compounds in this stage of development. Nearly twice as many mechanisms of action are being tested in
Phase 2 than in Phase 3. This diverse pipeline is important as it will give physicians, persons with Alzheimer’s and their loved ones new
ways to combat the disease in the future. Additionally, 22 of the Phase 2 medications listed are either repurposed drugs or nutritional supplements.

As the development of these compounds moves forward and the science behind Alzheimer’s drug development
continues to advance, policy makers, clinical researchers, drug developers and other Alzheimer’s drug partners must build
new clinical trial infrastructure and designs and develop innovative ways of testing viable treatments.
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1. RA2 defined Phase Il drugs as drugs that are in Phase 2, Phase 2/3 and Phase 1/2
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Are We Ready?

What Must Happen to Speed These Drugs to Patients

Robust biomarkers — i.e., a measurable indicator of the presence, severity or
progression of a disease — that are able to identify individual pathological
profiles and target personalized treatment options.
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New endpoints for trials: many of the clinical
trial scales used in today’s Alzheimer’s clinical
trials are not sufficiently sensitive or specific in
people in early stages of the disease.

A standing clinical trial infrastructure that
allows for rapid testing, consistent
high-quality data, and prompt data disclosure.

INNOVATIVE CLINICAL
TRIAL DESIGN
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Innovative clinical trial
designs that increase
flexibility for drug
developers, including
adaptive trials, trials
that are modified
based upon patient
outcomes, and trials
for combination
treatments.
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INFORMATION
SHARING

Proactive information
sharing mechanisms
and practices by which
clinicians and
researchers
communicate to others
in the research
community what
treatments work best
with certain patient
populations.

SEPTEMBER 2016 | 2



The Alzheimer’s Fight Requires Innovative Partnerships

INCREASED RESOURCES: PUBLIC, PRIVATE AND PHILANTHROPIC

In 2014, the National Institutes of Health, U.S. Food and Drug Administration, pharmaceutical companies, and
O non-profit organizations launched the Accelerating Medicines Partnership, to expedite the identification of new

targets for Alzheimer's and other major diseases. To date, the partnership has invested $92.5 million in

research funding for Alzheimer’s alone.!

In 2015, the Dementia Discovery Fund (DDF), a nimble venture capital partnership among the public, private
and philanthropic sectors, launched to fund innovative dementia research companies and projects to bring
novel drugs to market more quickly. DDF hopes to invest $200 million in novel therapies in the next 15 years.?
In Fiscal Year 2016, Congress increased NIH investment in Alzheimer’s and other dementias by 40 percent.

CLINICAL TRIALS: THE GLOBAL ALZHEIMER’S PLATFORM (GAP) FOUNDATION

O O GAP was launched in 2015 to bring together academic researchers, pharmaceutical companies, nonprofit
O O organizations, foundations, and governments around the world in order to reduce the time, cost, and risk of
O Alzheimer’s clinical trials and thereby speed innovative medicines to those with or at risk of Alzheimer's
disease.?

COMBINATION THERAPIES: LESSONS FROM THERAPEUTIC AREAS

In the mid-1990s, researchers discovered that a “cocktail therapy” — a combination of protease inhibitors and
reverse transcriptase inhibitors — provided important treatment in combination for patients with HIV/AIDS,*
another complex, multi-factorial disease like Alzheimer’s. Today, HIV/AIDs is no longer a “death sentence” but
rather a manageable, chronic condition — and this kind of thinking could dramatically change Alzheimer's
treatment types. Imagine a world where Alzheimer's treatment was as effective as it is for AIDS — providing
hope for millions of people across the globe. In the field of oncology, combinations of chemotherapy, radiation
and other treatment approaches have long been used to address cancer.

o ==

1. “Accelerating Medicines Partnership.” National Institutes of Health. https://www.nih.gov/research-training/accelerating-medicines-partnership-amp

2. “Launch of Dementia Discovery Fund — New Fund Raises $100 Million to Deliver Novel Approaches to Treatment of Dementia.” http://www.businesswire.com/news/home/20151020006622/en/Launch-Dementia-Discovery-Fund---Fund-Raises
3. Global Alzheimer's Platform Foundation. http://globalalzplatform.org/

4. “Frontline: The Age of AIDS.” PBS. http://www.pbs.org/wgbh/pages/frontline/aids/virus/fighting.html

Methodology

This analysis was constructed through extensive research and interviews, including interviews with company
executives about publicly available information, SEC filings, company reports, presentations at medical conferences,
and media coverage. Additionally, academic research experts and select ResearchersAgainstAlzheimer's (RA2)
members provided input and review of the analysis. However, the responsibility for the content of this report belongs
solely to UsAgainstAlzheimer's, the convener of RA2, and not to any other organization or individual. Information
presented in this analysis includes Alzheimer’s drugs that are in Phase 2, Phase 1/2, Phase 2/3, and Phase 3. This
information is subject to change given the nature of clinical trials and drug development. Our intention is to provide
regular updates on the status of drug development in Alzheimer’s, and we welcome input and corrections.
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PHASE 2

AADvac1

« ResearchersAgainstAlzheimer’s Analysis.

« “24 Month Safety and Efficacy Study of AADvac1 in Patients With Mild
Alzheimer’s Disease (ADAMANT) ClinicalTrials.gov. https:/clinicaltrials.
gov/ct2/show/NCT02579252?term=alzheimer&recr=Open&no_
unk=Y&rank=118

Adenosine Triphosphate

« "ATP in Alzheimer Disease.” ClinicalTrials.gov. https://clinicaltrials.gov/
ct2/show/NCT02279511?term=alzheimer&no_unk=Y&rank=238

« Coskuner, O. & Murray, I.V. (2014). Adenosine triphosphate (ATP)
reduces amyloid-b protein misfolding in vitro. Journal of Alzheimer’s
Disease, 41(2), 561-74. dio:10.3233/JAD-132300

AGB 101 (Levetiracetam)

- AGB101. AlzForum. http://www.alzforum.org/therapeutics/agb101

- “Levetiracetam for Alzheimer’s Disease-Associated Network
Hyperexcitability (LEV-AD)." ClinicalTrials.gov. https://clinicaltrials.gov/
ct2/show?term=Levetiracetam+alzheimer%27s&rank=1

« ResearchersAgainstAlzheimer’s Analysis.

« Sanchez, P.E., Zhu, L., Verret, L., Vossel, K. A,, Orr, A. G,, Cirrito, J. R,
Devidze, N.; Ho, K., Yu, G-Q, Palop, J.J., & Mucke, L. (2012). Levetiracetam
suppresses neuronal network dysfunction and reverses synaptic and
cognitive deficits in an Alzheimer’s disease model. Proceedings of the
National Academy of Sciences, 109(42). doi:10.1073/pnas.1121081109
Anavex 2-73

« “An Extension Study of ANAVEX2-73 in Patients With Mild to Moderate
Alzheimer’s Disease.” ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=anavex+2-73+alzheimer%27s&rank=2

« Lahmy, V., Meunier, J., Malmstrom, S., Naert, G., Givalosi, L.,

Kim, S.H., Villard, V., Vamvakides, A., & Maurice, T. Blockade

of Tau hyperphosphorylation and AB;_4, generation by the
aminotetrahydrofuran derivative ANAVEX2-73, a mixed muscarinic and
0, receptor agonist, in a nontransgenic mouse model of Alzheimer’s
disease. Neuropsychopharmacology,38(9), 1706-23. doi: 10.1038/
npp.2013.70

« "Phase 2a Dose Finding, PK/PD and 12 Month Exploratory Efficacy
Study of ANAVEX2-73 in Patients With Alzheimer’s Disease (ANAVEX)."
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show?term=anavex+2-
73+alzheimer%27s&rank=1

« ResearchersAgainstAlzheimer’s Analysis.

BAC

« “BAC in Patient With Alzheimer’s Disease or Vascular

Dementia.’ ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT02467413?term=alzheimer&recr=Open&no_unk=Y&rank=36

« ResearchersAgainstAlzheimer’s Analysis.

BAN2401

« “A Study to Evaluate Safety, Tolerability, and Efficacy of BAN2401

in Subjects With Early Alzheimer’s Disease.” ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show?term=BAN+24018&rank=2

- BAN2401. Alzforum. http://www.alzforum.org/therapeutics/ban2401
« ResearchersAgainstAlzheimer’s Analysis.

Benfotiamine

« “Benfotiamine in Alzheimer’s Disease: A Pilot Study

(Benfotiamine).” ClinicalTrials.gov. https://clinicaltrials.gov/
ct2/show/NCT02292238?term=alzheimer&recr=Open&no_
unk=Y&rank=7&submit_fld_opt=

« Company Interview.

« Pan, X, Gong, N., Zhao, J,, Yu, Z,, Gu, F, Chen, J,, Sun, X,, Zhao, L., Yu,
M., Xu, Z,, Dong, W., Qin,Y.,Fei, G, Zhong, C., & Xu, T. L. (2010). Powerful
beneficial effects of benfotiamine on cognitive impairment and-amyloid
deposition in amyloid precursor protein/presenilin-1 transgenic mice.
Brain, 133(5), 1342-1351. doi:10.1093/brain/awq069

« ResearchersAgainstAlzheimer’s Analysis.

BI 409306

« “Alzheimer Disease Proof of Concept Study With Bl 409306

Versus Placebo! ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=BI+409306+alzheimer%27s&rank=1

« BI409306. Alzforum. http://www.alzforum.org/therapeutics/bi-409306
« ResearchersAgainstAlzheimer’s Analysis.

Bl 425809

« “BI 425809 in Patients With Cognitive Impairment Due to Alzheimer’s
Disease.” ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/
NCT02788513?term=alzheimer&recr=Open&no_unk=Y&rank=54

« ResearchersAgainstAlzheimer’s Analysis.

Bryostatin 1

« “A Study Assessing Bryostatin in the Treatment of Moderately Severe to
Severe Alzheimer’s Disease.” ClinicalTrials.gov. https:/clinicaltrials.gov/
ct2/show?term=bryostatin+alzheimer%27s&rank=3

« “Neurotrope Announces Positive Top-Line Results From Its Phase

2a Study of Bryostatin-1 in Alzheimer’s Disease. Study Meets Primary
Endpoint of Safety and Tolerability.” February 24, 2015. http://www.
neurotropebioscience.com/Welcome_to_Neurotrope_BioScience/
Bryostatin-1.html

« ResearchersAgainstAlzheimer’s Analysis.

« “Study shows bryostatin plays key role in slowing or reversing
Alzheimer’s disease.” News-Medical.Net. August 19, 2014. http://www.
news-medical.net/news/20140819/Study-shows-bryostatin-plays-key-
role-in-slowing-or-reversing-Alzheimers-disease.aspx

RA2 PIPELINE END NOTES

CPC-201

« “A Dose Titration Study of CPC-201 in Patients With Dementia of
Alzheimer’s Type! ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT025491967term=alzheimer&recr=Open&no_unk=Y&rank=161

+ "CPC-201"Chase Pharmaceuticals Corporation. http://www.
chasepharmaceuticals.com/pipeline/cpc-201

+ ResearchersAgainstAlzheimer’s Analysis.

Crenezumab

« “A Study of Crenezumab Versus Placebo in Preclinical

PSEN1 E280A Mutation Carriers to Evaluate Efficacy and

Safety in the Treatment of Autosomal-Dominant Alzheimer

Disease (AD), Including a Placebo-Treated Noncarrier Cohort.”
ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/study/
NCT01998841?term=crenezumab+alzheimer%27s&rank=1

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

Curcumin

« Curcumin. Alzforum. http://www.alzforum.org/therapeutics/curcumin
« “Curcumin and Yoga Therapy for Those at Risk of Alzheimer’s
Disease. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=curcumin+alzheimer%27s&rank=2

+ ResearchersAgainstAlzheimer’s Analysis.

DAOIB

+ “DAOIB for the Treatment of Cognitive Function and

Behavioral and Psychological Symptoms of Dementia.”
ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/
NCT02103673?term=alzheimer&recr=Open&no_unk=Y&rank=230

+ ResearchersAgainstAlzheimer’s Analysis.

E2609

« “Dose-Finding Study to Evaluate Safety, Tolerability, and Efficacy of
E2609 in Subjects With Mild Cognitive Impairment Due to Alzheimer’s
Disease (Prodromal Alzheimer’s Disease) and Mild to Moderate
Dementia Due to Alzheimer’s Disease.” ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show?term=E2609+alzheimer%27s&rank=1

+ E2609. Alzforum. http://www.alzforum.org/therapeutics/e2609

+ ResearchersAgainstAlzheimer’s Analysis.

Exenatide (Exendin-4)

« "A Pilot Clinical Trial of Exendin-4 in Alzheimer’s Disease.” ClinicalTrials.
gov. https://clinicaltrials.gov/ct2/show/NCT01255163?term=exendin-
4+alzheimer%27s&rank=1

+ ResearchersAgainstAlzheimer’s Analysis.

« Xu,W, Yang,Y., Yuan, G., Zhu, W., Ma, D., & Hu, S. (2015). Exendin-4, a
glucagon-like peptide-1 receptor agonist, reduces Alzheimer disease-
associated tau hyperphosphorylation in the hippocampus of rats with
type 2 diabetes. Journal of Investigative Medicine, 63(2), 267-272.
doi:10.1097/jim.0000000000000129

Formoterol

« “Improving Beta-2 Adrenergic Signaling in Alzheimer’s

Disease.” ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT02500784?term=alzheimer&recr=Open&no_unk=Y&rank=130

« “Research Grants 2013 Alzheimer’s Association Research Center.
http://www.alz.org/research/alzheimers_grants/for_researchers/
overview-2013.asp?grants=2013salehi

+ ResearchersAgainstAlzheimer’s Analysis.

Insulin Glulisine (Glulisine)

« Freiherr, J.,, Hallschmid, M., Frey, W. H., Briinner, Y. F,, Chapman, C. D.,
Holscher, C., Craft, S., Felice, F.G., & Benedict, C. (2013). Intranasal Insulin
as a treatment for Alzheimer’s disease: A review of basic research and
clinical evidence. CNS Drugs, 27(7), 505-514. doi:10.1007/540263-013-
0076-8

« “Intranasal Glulisine in Amnestic Mild Cognitive Impairment and

Probable Mild Alzheimer’s Disease.” ClinicalTrials.gov. https://clinicaltrials.

gov/ct2/show?term=Insulin+Glulisine+alzheimer%27s&rank=2

+ ResearchersAgainstAlzheimer’s Analysis.

Liraglutide

« “Evaluating Liraglutide in Alzheimer’s Disease

(ELAD)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=liraglutide+alzheimer%27s&rank=1

+ Femminella, G. D., & Edison, P. (2014). Evaluation of neuroprotective
effect of glucagon-like peptide 1 analogs using neuroimaging.
Alzheimer’s & Dementia, 10(1). doi:10.1016/j,jalz.2013.12.012

+ ResearchersAgainstAlzheimer’s Analysis.

Lithium

« “Lithium Drug Treatments”” Alzheimer’s Drug Discovery Foundation.
May 1, 2015. https://alzdiscovery.org/cognitive-vitality/condition/
lithium-drug-treatments

+ ResearchersAgainstAlzheimer’s Analysis.

« “Treatment of Psychosis and Agitation in Alzheimer’s Disease.”
ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/NCT02129348

« Wong, Y.W., Tam, S,, So, K. F, Chen, J.Y,, Cheng, W. S., Luk, K. D., Tang,
S.w., & Young, W. (2010). A three-month, open-label, single-arm trial
evaluating the safety and pharmacokinetics of oral lithium in patients
with chronic spinal cord injury. Spinal Cord, 49(1), 94-98. doi:10.1038/
5¢.2010.69 (cited on their clinical trials page)

LY3202626 (NAVIGATE)

« “A Study of LY3202626 on Disease Progression in Participants

With Mild Alzheimer’s Disease Dementia (NAVIGATE-

AD)" ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT027911917term=alzheimer&recr=Open&no_unk=Y&rank=45

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

M A

Grap d Extract (Meg I-Az® GSPE)

«+ Ho, L, Yemul, S.,, Wang, J., & Pasinetti, G.M. (2010). Grape see
polyphenolic extract as a potential novel therapeutic agent in
taupathies. Journal of Alzheimer’s Disease, 16(2), 433-439.

« “Phase 2 Study to Examine Grape Seed Extract as an
Anti-Oligomerization Agent in Alzheimer’s Disease (AD)"
ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/
NCT020339417term=alzheimer&recr=Open&no_unk=Y&rank=56

« ResearchersAgainstAlzheimer’s Analysis.

Metformin

« "Effect of Insulin Sensitizer Metformin on AD

Biomarkers. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=metformin+alzheimer%27s&rank=2

« ResearchersAgainstAlzheimer’s Analysis.

« Yarchoan, M., & Arnold, S. E. (2014). Repurposing Diabetes Drugs for
Brain Insulin Resistance in Alzheimer Disease. Diabetes, 63(7), 2253-2261.
doi:10.2337/db14-0287

Methylthioninium Chloride (Methylene Blue)

« “Cognitive and Functional Connectivity Effects of Methylene

Blue in Healthy Aging, Mild Cognitive Impairment and Alzheimer’s
Disease (MB2)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT02380573?term=Methylene+blue+alzheimer%27s&rank=1

« “Et Tu, Methylene Blue? Drug Only Works as Prophylactic” Alzforum.
May 18, 2015. http://www.alzforum.org/news/research-news/et-tu-
methylene-blue-drug-only-works-prophylactic

« Lin, A, Poteet, E., Du, F,, Gourav, R. C,, Liu, R, Wen, Y., Bresnen, A.,
Huang, S., Fox, PT,, Yang, S-H., & Duong, T. Q. (2012). Methylene Blue as
a Cerebral Metabolic and Hemodynamic Enhancer. PLoS ONE, 7(10).
doi:10.1371/journal.pone.0046585

« ResearchersAgainstAlzheimer’s Analysis.

Naproxen

« Breitner, J. C, Baker, L. D., Montine, T. J., Meinert, C. L., Lyketsos, C. G.,
Ashe, K. H., Brandt, J.,, Craft, S., Evans, D.E., Green, R.C., Ismail,M.S., Martin,
B.K.,Mullan, M.J,, Sabbagh,M., &Tariot, P. N. (2011). Extended results of
the Alzheimer’s disease anti-inflammatory prevention trial. Alzheimer’s &
Dementia, 7(4), 402-411. doi:10.1016/j,jalz.2010.12.014

« “Randomized Trial of Low-dose Naproxen in Cognitively Intact Persons
at Risk of Alzheimer’s Dementia.’ ClinicalTrials.gov. https://clinicaltrials.
gov/ct2/show/NCT02702817?term=alzheimer&no_unk=Y&rank=58
Nasal Insulin

« ResearchersAgainstAlzheimer’s Analysis.

« “Study of Nasal Insulin to Fight Forgetfulness — Long-acting Insulin
Detemir — 120 Days (SL 120) (SL 120)." ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show?term=nasal+insulin+alzheimer%27s&rank=1
Nabilone

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

- “Safety and Efficacy of Nabilone in Alzheimer’s Disease.”
ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/
NCT02351882?term=alzheimer&recr=Open&no_unk=Y&rank=89
ORM-12741

- "Efficacy of ORM-12741 on Agitation/Aggression Symptoms in
Alzheimer’s Disease (Nebula).” ClinicalTrials.gov. https://clinicaltrials.gov/
ct2/show?term=0RM-12741+alzheimer%27s&rank=1

+ “New Add-On Drug May Improve Memory in People with Moderate
Alzheimer’s Disease!” American Academy of Neurology. March 11, 2013.
https://www.aan.com/PressRoom/home/PressRelease/1158

+ ResearchersAgainstAlzheimer’s Analysis.

Perindopril

« ResearchersAgainstAlzheimer’s Analysis.

« “Telmisartan vs. Perindopril in Hypertensive Mild-Moderate Alzheimer’s
Disease Patients (SARTAN-AD)." ClinicalTrials.gov. https://clinicaltrials.
gov/ct2/show/NCT02085265?term=alzheimer&recr=Open&no_
unk=Y&rank=66

Pimavanserin

« "ACADIA Pharmaceuticals Announces Initiation of Phase Il Trial

with Pimavanserin for Alzheimer’s Disease Psychosis” ACADIA
Pharmaceuticals Inc. November 14, 2013. http://iracadia-pharm.com/
phoenix.zhtml|?c=125180&p=irol-newsArticle&lD=1876394

« “A Study of the Safety and Efficacy of Pimavanserin in Patients With
Alzheimer’s Disease Psychosis.” ClinicalTrials.gov. https:/clinicaltrials.gov/
ct2/show/NCT02035553?term=Pimavanserin+alzheimer%27s&rank=1
« ResearchersAgainstAlzheimer’s Analysis.

PQ912

« PQ912. Alzforum. http://www.alzforum.org/therapeutics/pq912

« ResearchersAgainstAlzheimer’s Analysis.

- “Safety and Tolerability of PQ912 in Subjects With Early Alzheimer’s
Disease (SAPHIR)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=PQ912&rank=2

Rasagiline

« Company Interview.

« “Rasagiline Rescue in Alzheimer’s Disease Clinical Trial

(R2)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT02359552?term=alzheimer&recr=Open&no_unk=Y&rank=204

« ResearchersAgainstAlzheimer’s Analysis.

Riluzole (SB-659032)

« ResearchersAgainstAlzheimer’s Analysis.

« Riluzole. Alzforum. http://www.alzforum.org/therapeutics/riluzole

« “Riluzole in Mild Alzheimer’s Disease. ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show?term=Riluzole+alzheimer%27s&rank=1



S47445

- “Efficacy and Safety of 3 Doses of S47445 Versus Placebo in Patients
With Alzheimer’s Disease at Mild to Moderate Stages With Depressive
Symptoms!” ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT02626572?term=alzheimer&recr=Open&no_unk=Y&rank=125

« ResearchersAgainstAlzheimer’s Analysis.

« "S47445 (formerly CX1632)." Biocentury Online Intelligence. http://
www.biocentury.com/products/s47445

SUVN-502

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

+ “SUVN-502 With Donepezil and Memantine for the Treatment

of Moderate Alzheimer’s Disease- Phase 2a Study.” ClinicalTrials.

gov. https:/clinicaltrials.gov/ct2/show/NCT02580305?term=SUVN-
502+alzheimer%27s&rank=1

« “Suven Presented Positive Phase-1 Clinical Data of SUVN-502 for
Alzheimer’s Disease at ICAD 2009, Vienna, Austria”” Suven Life Sciences.
July 27, 2009. http://suven.com/news_July2009_27.htm

Saracatinib (AZD0530)

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

« Saracatinib. Alzforum. http://www.alzforum.org/therapeutics/
saracatinib

Sargramostim (Leukine)

« ResearchersAgainstAlzheimer’s Analysis.

« Sargramostim. Alzforum. http://www.alzforum.org/therapeutics/
sargramostim

- “Safety Study of Sargramostim in Treating Patients With Mild Cognitive
Impairment Due to Alzheimer’s Disease.” ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show?term=Sargramostim+alzheimer%27s&rank=2
« “Study of the Safety and Efficacy of Leukine in the Treatment of
Alzheimer’s Disease.” ClinicalTrials.gov. https://clinicaltrials.gov/ct2/
show?term=Sargramostim+alzheimer%27s&rank=1

Simvastatin + L-Arginine + Tetrahydrobiopterin

« “Endothelial Facilitation in Alzheimer’s Disease” ClinicalTrials.gov.
https://clinicaltrials.gov/ct2/show/NCT01439555?term=Simvastatin+%2
B+L-Arginine+%2B+Tetrahydrobiopterin&rank=1

+ ResearchersAgainstAlzheimer’s Analysis.

STA-1

« Froestl,W., Pfeifer, A., & Muhs, A. (2014). Cognitive enhancers
(nootropics). Part 3: Drugs interacting with targets other than receptors
or enzymes. Disease-modifying drugs. Update 2014. Journal of
Alzheimer’s Disease, 42, 1079-1149.

+ ResearchersAgainstAlzheimer’s Analysis.

« “Study of STA-1 as an Add-on Treatment to Donepezil.” ClinicalTrials.
gov. https:/clinicaltrials.gov/ct2/show/NCT01255046?term=STA-
1+alzheimer%27s&rank=1

T-817MA

« “Efficacy and Safety of T-817MA in Patients With Mild to Moderate
Alzheimer’s Disease (US202)." ClinicalTrials.gov. https://clinicaltrials.gov/
ct2/show?term=T-817MA+alzheimer%27s&rank=1

+ ResearchersAgainstAlzheimer’s Analysis.

« T-817MA. Alzforum. http://www.alzforum.org/therapeutics/t-817ma
T3D-959

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

« T3D-959. Alzforum. http://www.alzforum.org/therapeutics/t3d-959
Telmisartan

+ ResearchersAgainstAlzheimer’s Analysis.

« “Telmisartan vs. Perindopril in Hypertensive Mild-Moderate Alzheimer’s
Disease Patients (SARTAN-AD)." ClinicalTrials.gov. https:/clinicaltrials.
gov/ct2/show/NCT02085265?term=alzheimer&recr=Open&no_
unk=Y&rank=67

UB 311

« Company Interview.

« “Evaluate the Safety, Tolerability, Inmunogenicity and Efficacy of UB-
311 in Mild Alzheimer’s Disease (AD) Patients.” ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show?term=UB+311+alzheimer%27s&rank=2

+ ResearchersAgainstAlzheimer’s Analysis.

VX-745

« “A PET Study of the Effects of p38 MAP Kinase Inhibitor, VX-

745, on Amyloid Plaque Load in Alzheimer’s Disease (AD).
ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show?term=VX-
745+alzheimer%27s&rank=1

« Company Interview.

+ ResearchersAgainstAlzheimer’s Analysis.

Xanamem

« “A Phase Il Study to Assess Safety, Tolerability and Efficacy of Xanamem
in Subjects With Mild Dementia Due to AD (XanADu).” ClinicalTrials.gov.
https://clinicaltrials.gov/ct2/show/NCT02727699

« Company Interview.

« Ketelbey, Dr. Bill. “Developing Xanamem for Alzheimer’s Dementia."
Investor Presentation. April 2015. http://actinogen.com.au/wp-content/
uploads/2016/02/Investor-Presentation-13-Apr-2015.pdf

+ ResearchersAgainstAlzheimer’s Analysis.

« “Xanamem.” Actinogen Medical. http://actinogen.com.au/
products/#xanamem

PHASE 1/2

Medium Chain Triglycerides

« Cunnane, S. C,, Courchesne-Loyer, A., Vandenberghe, C,, St-Pierre, V.,
Fortier, M., Hennebelle, M., Croteavu, E., Bocti, C., Fulop, T., & Castellano,
C.(2016). Can ketones help rescue brain fuel supply in later life?
Implications for cognitive health during aging and the treatment of
Alzheimer’s disease. Frontiers in Molecular Neuroscience, 9. doi:10.3389/
fnmol.2016.00053

« “Medium Chain Triglycerides and Brain Metabolism in Alzheimer’s
Disease (MCT-MA)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT027093567term=alzheimer&recr=Open&no_unk=Y&rank=53

« ResearchersAgainstAlzheimer’s Analysis.

Neurostem

+ "NEUROSTEM - Mode of Action.” MediPost. http://www.medi-post.
com/portfolio-item/neurostem-action-mechanism/

« ResearchersAgainstAlzheimer’s Analysis.

- “Safety and Exploratory Efficacy Study of NEUROSTEM

Versus Placebo in Patients With Alzheimer’s Disease.”

ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/
NCT02054208?term=alzheimer&recr=Open&no_unk=Y&rank=106
RPh201

«+ “A Randomized SAD and MAD Study Evaluating the Safety and
Tolerability of RPh201 in Healthy Subjects and in Adults With Alzheimer’s
Disease ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT01513967?term=alzheimer&recr=Open&no_unk=Y&rank=120

« ResearchersAgainstAlzheimer’s Analysis.

«+ "RPh201: Our Leading Product.” Regenera Pharma Ltd. http://www.
regenerapharma.com/?pname=RPh201&Ing=heb

UCMSCs (Human Umbilical Cord-Derived Mesenchymal Stem Cells)
« ResearchersAgainstAlzheimer’s Analysis.

- “Safety and Exploratory Efficacy Study of UCMSCs in Patients With
Alzheimer’s Disease (SEESUPAD). ClinicalTrials.gov. https:/clinicaltrials.
gov/ct2/show/NCT02672306?term=alzheimer&recr=Open&no_
unk=Y&rank=3&submit_fld_opt

« Yang, H., Yang, H., Xie, Z., Wei, L., & Bi, J. (2013). Systemic
Transplantation of Human Umbilical Cord Derived Mesenchymal Stem
Cells-Educated T Regulatory Cells Improved the Impaired Cognition in
ABPPswe/PS1dE9 Transgenic Mice. PLoS ONE, 8(7). doi:10.1371/journal.
pone.0069129

PHASE 2/3

AC-1204

« AC-1204. Alzforum. http://www.alzforum.org/therapeutics/ac-1204

« "AC-1204 26 Week Long Term Efficacy Response Trial With Optional
Open-label Ext (NOURISH AD)! ClinicalTrials.gov. https:/clinicaltrials.
gov/ct2/show/NCT01741194

« ResearchersAgainstAlzheimer’s Analysis.

Albumin + globulin (G \

« “A Study to Evaluate Albumin and Immunoglobulin in Alzheimer’s
Disease (AMBAR)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT01561053

« Company Interview.

« ResearchersAgainstAlzheimer’s Analysis.

CAD106

« “A Study of CAD106 and CNP520 Versus Placebo in Participants at Risk
for the Onset of Clinical Symptoms of Alzheimer’s Disease (Generation).”
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT02565511

« CAD106. Alzforum. http://www.alzforum.org/therapeutics/cad106

« ResearchersAgainstAlzheimer’s Analysis.

Coconut oil

« Company Interview.

« ResearchersAgainstAlzheimer’s Analysis.

« “Study to Evaluate Coconut Oil for Alzheimer’s Disease! ClinicalTrials.
gov. https://www.clinicaltrials.gov/ct/show/NCT01883648

CNP520

« “A Study of CAD106 and CNP520 Versus Placebo in Participants at Risk
for the Onset of Clinical Symptoms of Alzheimer’s Disease (Generation).”
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT02565511

« CNP520. Alzforum. http://www.alzforum.org/therapeutics/cnp520

« ResearchersAgainstAlzheimer’s Analysis.

Icosapent Ethyl (IPE)

- Dacks, P. A., Shineman, D. W., &Fillit, H. M. (2013). Current evidence for
the clinical use of long-chain polyunsaturated N-3 fatty acids to prevent
age-related cognitive decline and Alzheimer’s disease. The Journal of
Nutrition, Health & Aging, 17(3), 240-251. d0i:10.1007/512603-012-0431-
3

« “Impact of Icosapent Ethyl on Alzheimers Disease Biomarkers in
Preclinical Adults.” ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT027193277term=alzheimer&recr=Open&no_unk=Y&rank=47

« ResearchersAgainstAlzheimer’s Analysis.

« University of Wisconsin School of Medicine and Public Health.
Department of Medicine. https://www.medicine.wisc.edu/people-
search/people/staff/451/Carlsson_Cynthia

JNJ-54861911

« “An Efficacy and Safety Study of JNJ-54861911 in Participants Who Are
Asymptomatic at Risk for Developing Alzheimer’s Dementia (EARLY).
ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT02569398

« Company Interview.

« ResearchersAgainstAlzheimer’s Analysis.

Solanezumab DIAN-TU

« Company Interview.

« “Dominantly Inherited Alzheimer’s Network Trial: An Opportunity to
Prevent Dementia. A Study of Potential Disease Modifying Treatments in
Individuals at Risk for or With a Type of Early Onset Alzheimer’s Disease
Caused by a Genetic Mutation. (DIAN-TU)." ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show/NCT01760005?term=Solanezumab&rank=>5
« ResearchersAgainstAlzheimer’s Analysis.

PHASE 3 UPDATES

AZD3293 (aka LY3314814) AMARANTH

« “An Efficacy and Safety Study of LY3314814 in Early Alzheimer’s Disease
(AMARANTH)! ClinicalTrials.gov. https:/clinicaltrials.gov/ct2/show/
NCT02245737

« AZD3293. Alzforum. http://www.alzforum.org/therapeutics/azd3293
« Company Interview.

« ResearchersAgainstAlzheimer’s Analysis.

AZD3293 (aka LY3314814) DAYBREAK-ALZ

« “A Study of LY3314814 in Participants With Mild Alzheimer’s Disease
Dementia (DAYBREAK-ALZ)." ClinicalTrials.gov. https://clinicaltrials.gov/
ct2/show?term=AZD3293&rank=13

« Company Interview.

« ResearchersAgainstAlzheimer’s Analysis.

Belsomra (Suvorexant, MK-4305)

« Company Interview.

« ResearchersAgainstAlzheimer’s Analysis.

- “Safety and Efficacy of Suvorexant (MK-4305) for the Treatment

of Insomnia in Participants With Alzheimer’s Disease (MK-4305-

061)." ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/
NCT02750306?term=suvorexant&rank=3

E2609

« “U.S. FDA Confirms Sufficient Data to Advance Investigational BACE
Inhibitor E2609 for Treatment of Early Alzheimer’s Disease to Phase III"
Eisai Co,, Ltd. August 9, 2016. http://www.eisai.com/news/news201659.
html

ITI-007

« “Intra-Cellular Therapies Announces Initiation of ITI-007-201

Phase 3 Clinical Trial for the Treatment of Agitation in Patients with
Dementia, Including Alzheimer’s Disease.” Intra-Cellular Therapies,

Inc. June 28, 2016. http://irintracellulartherapies.com/releasedetail.
cfm?ReleaselD=977299

« “ITI-007 for the Treatment of Agitation in Patients With Dementia,
Including Alzheimer’s Disease.” ClinicalTrials.gov. https://clinicaltrials.
gov/ct2/show/NCT02817906?term=iti-007&rank=6

« ResearchersAgainstAlzheimer’s Analysis.

cnt b ExpeditionPR

« “A Study of Solanezumab (LY2062430) in Participants With Prodromal
Alzheimer’s Disease (ExpeditionPRO)." ClinicalTrials.gov. https://
clinicaltrials.gov/ct2/show/NCT02760602?term=Solanezumab&rank=2
« ResearchersAgainstAlzheimer’s Analysis.
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Researchers4dgainst
Alzheimer’s

ResearchersAgainstAlzheimer’s (RA2) is a network of more than 400
Alzheimer’s researchers established by UsAgainstAlzheimer’s to advocate
for federal research funding and policy reform in order to stop Alzheimer’s
disease. RA2 believes that an effective treatment for Alzheimer’s is within

reach if governments, industry, and citizens are willing to commit the

resources and institute the policy changes that are necessary.

Usdgainst
Alzheimer’s

UsAgainstAlzheimer’s (USA2) is an innovative non-profit organization
demanding — and delivering — a solution to Alzheimer’s. Driven by the
suffering of millions of families, UsAgainstAlzheimer’s presses for greater
urgency from government, industry and the scientific community in the
quest for an Alzheimer’s cure — accomplishing this through effective
leadership, collaborative advocacy, and strategic investments.



Our intention is to provide regular updates on the status of drug
development in Alzheimer’s, and we welcome input and corrections.
Contact: ymiller@highlanterngroup.com
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