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Project Details

Project Title
Beyond amyloid plaques and tau tangles: targeting CDK5 with CT-526, a
therapeutic with potential to reverse Alzheimer's and related
neurodegenerative disorders
General focus
Alzheimer’s & Dementia
Movement Disorders

Specific Disease Focus
Alzheimer's disease (AD) and Frontotemporal dementia (FTD)
Project Description
BACKGROUND:
This project is part of a larger joint effort between Cogentis Therapeutics,
NIH/NINDS, Harvard Medical School, and Johns Hopkins University in the
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preclinical validation of CT-526, a novel therapeutic compound targeting
cyclin dependent kinase 5 (CDK5).
CDK5 is a major tau kinase known to promote amyloid plaque formation,
accelerate tau phosphorylation, and activate inflammatory cascades. Post-
mortem brains from patients, as well as animal models of AD and FTD,
were shown to have elevated CDK5 activity. Inhibition of this hyperactivity
has been shown to ameliorate cognitive and motor symptoms in cell and
animal models, however previous efforts from Pharma to inhibit CDK5
targeted the active site and have proven too toxic due to off-target
effects.
Using an alternative approach, CT-526 has been shown to penetrate the
blood-brain barrier and bind to CDK5 away from the enzymatically active
site, stopping aberrant activity while preserving normal function with
exquisite sensitivity and zero signs of toxicity at 100x the effective dose.
Preclinical target engagement data has been published in multiple labs,
demonstrating reduction of tau phosphorylation, amyloid plaque
formation, and amelioration of cognitive and motor signs in multiple
mouse models of AD, including the advanced (1 year old) 5xFAD
Alzheimer's mice.
PROJECT DETAILS:
To investigate the ability of CT-526 to engage the human isoform of CDK5
in human neurons, Cogentis has engaged the Stephen Haggarty Lab at
Harvard Medical School in a collaboration to test our peptide in patient-
derived iPSCs after neuronal induction. These neurons have been
validated in several trials in the literature, utilizing highly-reproducible
quantification of tau phosphorylation, cytoskeletal rearrangements, as well
as susceptibility to toxins such as beta amyloid fibrils as efficacy readouts.
Further, we are developing novel readouts for efficacy that are specific to
CDK5 for changes in localization and activity that will directly measure the
impact of CT-526 on CDK5 function.
We will test 5 escalating doses for 12 and 24 hour periods, using the GE
INCell 6000 confocal, high-density microscope to complete automated
quantification of total tau and phospho-Tau with validated antibodies in
healthy control neurons and neurons from at least one AD and FTD patient
with sufficient replicates (n>3) and benchmarked against known CDK
inhibitors and a potent GSK3 inhibitor. Cell lysis and molecular biology will
follow in the most promising leads to verify CDK5 activity modulation
directly in enzymatic assay and indirectly by evaluating dose-dependent
response in tau phosphorylation.
How will your project contribute to the treatment, prevention or cure of a
neurological disease(s)?
No cure for AD or FTD exists. Many programs have failed, approaching the
downstream end-products of tau or beta amyloid. This is a novel approach
to AD by blocking an aberrant biochemical process but preserving the
normal activity. Animal studies are supportive thus far, but more
preclinical work is needed before this approach can be brought to clinical
trials.
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A key attribute of any therapeutic program is to understand target
engagement and its relationship to efficacy. To this end, we have sought
to characterize the interaction of CT-256 (and related compounds during
the lead-optimization process) in iPS derived neurons from AD and FTD
patients. This data would represent the first test in human tissue for
target engagement. The high-throughput nature of the project will also
allow the testing of related compounds - allowing for lead-optimization.
This maximizes the chances of efficacy while minimizing the waste of
putting a suboptimal compound through the FDA required
pharmacokinetics, pharmacodynamics and toxicity profiling.
Project Budget
Total expense budget
An estimated total is acceptable.

110,000
Value of existing funding or in-kind support
What portion of the above total expense has funding already received or promised?

10,000
Portion to be raised through crowdfunding
How much are you seeking from the crowdfunding platform?

100,000
Attachments and Verifications

Please download, fill out, and upload the Financial Disclosures &
Conflict of Interest form.

Financial Disclosures & Conflicts of Interest Form

CV of Principal Investigator
Kent Werner CV COGENTIS.docx
I understand that the American Brain Foundation will not post approved
projects for crowdfunding until documentation of IRB approval or
exemption is provided.
Yes
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Project Details

Project Title
Beyond amyloid plaques and tau tangles: targeting CDK5 with CT-526, a
therapeutic with potential to reverse Alzheimer's and related
neurodegenerative disorders
Project Start Date
June 01, 2017
Project End Date
September 30, 2018
Disease focus
Alzheimer’s & Dementia
Movement Disorders

Specific Disease Focus
Alzheimer's disease (AD) and Frontotemporal dementia (FTD)
Project Summary/Abstract
Multiple failed attempts to treat Alzheimer's disease (AD) have targeted
either beta amyloid (Aβ) plaques or neurofibrillary tangles (NT), end-
products of a complicated pathophysiologic cascade. Cogentis
Therapeutics is taking a novel approach to halt and potentially reverse
the neurodegenerative process by targeting a likely source of
neuroinflammation, Aβ and NT's, cyclin dependent kinase 5 (CDK5).
After winning the NINDS NeuroStartup Challenge, Cogentis Therapeutics
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licensed a class of molecules to target CDK5 and will collaborate with
NINDS, Harvard Medical School, and Johns Hopkins to rigorously
evaluate and develop CT-526 for the therapy of Alzheimer's and other
neurodegenerative diseases.
Preclinical success of this novel approach has been published using
multiple mouse models of AD, Lewy body dementia (LBD), and
Frontotemporal dementia (FTD). One of the priorities in our accelerated
path to clinical trials is to demonstrate the ability of CT-526 to engage
its target in human tissue. In collaboration with Harvard Medical School,
our peptide and several variants will be tested in induced pluripotent
stem cells (iPSC) harvested from skin biopsies of healthy volunteers and
patients with dementia after the stem cells are induced to become
neurons. These neurons have been validated in several trials in the
literature. We will test escalating doses of CT-526 and derivatives using
high-throughput, high-density confocal microscopy for automated,
reproducible quantification of various cellular outcomes measures.
Promising leads will be confirmed with biochemical assays, verifying for
the first time that CDK5 activity can be modulated in human tissue.
Project Narrative
Unfortunately, there is no effective therapy for Alzheimer's disease and
related dementias. Dementia is the most common and most expensive
neurodegenerative disease, with a global prevalence of 48 million. The
prevalence of dementia is expected to increase to 76 million in 2030 due
to longer life expectancies and an aging baby boomer population. The
high costs of long-term skilled care make dementia the most expensive
medical condition in the US, with costs expected to surpass $1 trillion by
2050.
Cogentis is developing a novel approach to Alzheimer's disease which, in
animal models, has shown potential to treat and reverse even the
advanced stages of the disease with zero signs of toxicity - even at 100
times the necessary dose {1}. If successful, CT-526 and molecules in its
class, have the potential to treat other neurodegenerative diseases. We
are collaborating with the best minds in the field to bring this drug
through the necessary testing and swiftly deem its safety for clinical
trials within the next five years.
With a team of experts in neuroscience, molecular biology, clinical
neurology, pharmacology, and drug development, Cogentis licensed and
is directing the development of NIH technology, helping the NIH achieve
its mission of bringing discovery to the care of patients. Through
agreements with NIH/NINDS, Harvard Medical School, Johns Hopkins
University School of Medicine, and contract research organizations,
Cogentis will utilize the vast resources already in place to investigate
and develop potential avenues for treating diseases such as AD, LBD and
FTD.
Facilities and Equipment
A virtual company, Cogentis operates by strategic relationships and
partnering. The research in this proposal will be conducted by Cogentis
employees and staff of the laboratory of Dr. Steven Haggarty, at
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Harvard Medical School and Massachusetts General Hospital which
includes within 2,500 square feet: two BL2+ level mammalian cell
culture facilities with 7 laminar flow hoods, 10 incubators, multiple
inverted and dissecting microscopes, liquid nitrogen cryostorage system,
a walk-in cold room and freezer room, several 4C fridges, -20C and -80C
freezers. A fluorescence imaging space includes an inverted upright
Zeiss Axioskop fluorescence microscopes and a departmental supported
Leica confocal microscope on the same floor. The lab contains a semi-
automated platform for robotic pin-transfer of 96-well and 384-well
plates of compounds using a CyBio Vario system and Beckman FX
robotic workstation, along with automated plate fillers (Microfill,
Multidrop, and Matrix WellMate), and plate readouts using absorbance,
fluorescence, luminescence (LJL Biosystems Analyst-AD, Perkin Elmer
Envision Multilabel), and high-content microscopy using an INCell 6000
(GE Healthcare) automated confocal microscope and Axon ImageXpress
Micro (Molecular Devices), along with an Acumen eX3 laser scanning
cytometer (TTP Labtech). Compound storage of a ~10,000 compound
library is within a dedicated -20C freezer. Dr. Haggarty's laboratory has
access to a 6' organic synthesis hood and an accompanying bench within
the adjacent space in the Simches Research Center. This includes fume
hoods, rotovaps, stills, and analytical equipment, including a liquid
chromatography-mass spectrometer. A Varian 400 MHz nuclear
magnetic resonance (NMR) spectrometer is available within the building.
Specific Aims
Validation of target engagement in human tissue: CT-526 in dementia
patients' iPSC-derived neurons
Dysregulated CDK5 hyperphosphorylates tau, amyloid precursor, and
parkin {2-4}. Cogentis is developing CT-526, a peptide that crosses the
blood-brain barrier (BBB), normalizes CDK5 activity in mice, and
reverses the Alzheimer's biochemistry without toxicity at >100x the
required dose {1}. This approach is fundamentally different from
previous failed efforts because it targets upstream of both Aβ and NT
aggregation.
Aim 1: Synthesize CT-526 and 15 derivatives; stability, purity, and
potential metabolites [9 months]. ChemPartner, Inc. will synthesize the
CT-526 peptide as previously reported. Peptide fragment "metabolites"
will be analyzed using mass spectrometry (MS) after incubation in
human plasma, liver, brain lysates, and CSF by Dr. Steiner at NIH/
NINDS. This will inform future pharmacodynamic experiments/
identification of active "metabolites."
Aim 2: Develop CDK5 fluorescent readout in neurons by characterizing
localization and activity in patient/volunteer iPSCs [4 months]. CDK5 has
been shown to localize to the plasma membrane; but during oxidative
stress, perinuclear localization and hyperactivity occurs {2-3}.
Localization and substrate phosphorylation can be automatically
quantified in situ with commercially available antibodies by fluorescence
microscopy. Analogous experiments were standardized by the Haggarty
lab for tau {5}.
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Aim 3: CDK5 target engagement in iPSC's [6 months]. Neurons derived
from iPSCs volunteered from patients with FTD and harboring known tau
mutations such as P301L will be evaluated for CDK target engagement.
Isogenically corrected cell lines serve as controls. Above CDK5
parameters, tau kinetics/localization, and cell susceptibility to Aβ will
serve as efficacy measures.
Research Strategy
Significance, Innovation, Approach, Timeline

-Significance: Dementia is the most common and expensive
neurodegenerative illness with a prevalence of 48 million, expected to
increase to 76 million by 2030. The high costs of long-term skilled care
make dementia the most expensive medical condition in the US, with
costs expected to surpass $1 trillion by 2050. Yet no disease-modifying
therapy exists despite significant efforts targeting the key pathological
proteins, tau and amyloid-beta. Human CDK5 is a major tau kinase
known to promote amyloid plaque formation, accelerate tau
phosphorylation, and activate inflammatory cascades. Post-mortem
brains from patients, as well as animal models of AD and FTD, were
shown to have elevated CDK5 activity.
Innovation.
CT-526 introduces a novel pharmacological paradigm centered around
targeting the underlying cause of enzyme dysfunction, rather than
targeting the dysfunctional enzyme. CDK5 was previously an attractive
target throughout Pharma, however their approach was to inhibit the
enzyme at the active site, proving too toxic due to off target effects, and
possibly due to over-inhibition. CT-526 preserves CDK5 activity levels by
targeting an aberrant protein-protein interaction that occurs in the aging
brain.
-Approach to Neurodegeneration: Cogentis is utilizing peptide analogs
derived from the NIH invention targeting aberrant CDK5 activity in
patients with neurodegenerative disease. Brain penetrability and efficacy
studies in mouse models of beta-amyloid, tau, and Lewy body pathology
have been published {1,6-8}.
-Approach to drug development in this proposal: A key attribute of any
therapeutic program is rigorous target engagement verification tied to
robust efficacy. We will investigate target engagement in patient tissue
utilizing an innovative, reproducible, high-throughput platform
developed by our collaborator, Dr. Steven Haggarty, that uses pre-
established iPSC neuron precursors stably transfected with inducible
transcription factors from genetically-characterized patients and control
cells genetically corrected via clustered regularly interspaced short
palindromic repeats (CRISPR). Measurement of CDK5 activity and
localization with commercially available antibodies for total tau and
phospho-tau quantification will benchmark tau dynamics and amyloid
toxicity against various known CDK isoform and GSK3 inhibitors. This
step will enable us to optimize CT-526, screening candidates in patient-
derived neurons. Target engagement is an essential driver for
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optimization activities for accelerating a clinical candidate towards
human trials.
Advantages to our approaches include 1) the innovation of iPSC neuron
differentiation to see effects of CT-526 in tissue from patients with a
genetically characterized dementia without exposing patients,
themselves. 2) the high-throughput nature of neuronal stem-cell culture
with established norms for tau/phosphotau dynamics as well as toxicity
measures from treatment with Aβ, 3) disease modification by
normalizing rather than inhibiting enzyme function via targeting of CDK5
interaction with p25. Early characterization enables our ability to target
upstream events in neurodegenerative pathophysiology (inflammation,
Aβ, and NT), and 4) the absence of observed toxicity conferred by the
specificity of peptide biochemistry and the preservation of baseline
target enzyme function {9, 10}.
Disadvantages of our approach include 1) the in vitro iPSC-derived
neuron environment and tau pathophysiology may be different from that
of the in situ human neuron in its three dimensional milieu of glia, blood
vessels, and supporting immune cells. This may be accommodated with
confirmation of target engagement and possibly in vivo efficacy in aged
cynomolgus monkeys prior to advancing to human studies. 2) Due to
failed endosomal escape after crossing into the brain, mouse model
doses are fairly high (40 mg/kg) albeit feasible by modern peptide
pharmacology standards. Mitigation includes using the in vitro high-
throughput system to screen CT-526 analogs fused to proprietary novel
cell-penetration peptides designed to enhance efficiency of BBB
penetration and endosomal escape provided by one of our collaborators
(Phylogica, Inc.) on projects outside the scope of this proposal.
-Timeline: 1) Months 1-3: Aims 1 and 2- parallel with synthesis of
peptide, initiation of MS analysis protocol development, and transfection
of iPSC's with initial measurements of fluorescent signal from
endogenous CDK5 compared to fluorescent-labeled CDK5. 2) Months
3-6: Aim 1- peptide production and MS analysis will be optimized to
determine peptide stability in plasma, brain, liver, CSF. Aim 2 CDK5
characterization in iPSC's will be complete and compared to classic
biochemical activity. Aim 3 CT-526 peptide trials in FTD and AD patient
cell lines will begin. 3) Months 9-15: Aim 3 -incorporating novel CDK5
localization and activity measurements with already-established tau
dynamics and Aβ toxicity parameters to fully-evaluate CT-526
performance in dementia patient iPSC neurons. COMPLETE PROPOSED
PROJECT. 4)Year 2-5 PATH TO PATIENT TRIALS: After completing
preclinical validation, including radiolabled drug pharmacodynamics in
live primates, we will test our optimized drug candidate in patients with
aggressive dementia such as progressive supranuclear palsy or FTD to
facilitate rapid outcome measurement and pave the way for larger
studies in AD.
List up to 5 milestones you will reach within the first 6 months of your
study.
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1) Synthesize of 50 mg of CT-526 and 5 mg of 15 derivatives at 95%
purity with analytical confirmation by LCMS identification and peptide
content by amino acid analysis.
2) Quantify target binding, modulation and activity in vitro (measure
stability of the protein and quantify metabolite/degradation products).
3) Characterize localization and activity with aforementioned high-
throughput automated fluorescence microscopy of endogenous and
overexpressed CDK5 in iPSC neurons.
4) Achieve classic quantitative biochemical verification of CT-526 activity
and localization in iPSC neurons using subcellular fractionation, and
commercially available phosphospecific antibodies for CDK5 substrates.
5) Achieve initial CT-526 testing for effect on tau content/structure,
phosphorylation, and Aβ cell toxicity in pre-established cell lines and
protocols with human iPSCs.
Age of Population Group(s) that will potentially benefit from this
research
(check boxes that apply)

Seniors (65+)
Scientific Literature References
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FASEB J. 2013;27:174--86.
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Conversion of p35 to p25 deregulates Cdk5 activity and promotes
neurodegeneration. Nature. 1999;402(6762):615-622.
Reference 3
Seo J, Giusti-Rodríguez P, Zhou Y, et al. Activity-dependent p25
generation regulates synaptic plasticity and Aβ-induced cognitive
impairment. Cell. 2014;157(2):486-498.
Reference 4
Wen Y, Yu WH, Maloney B, Bailey J,et al. Transcriptional regulation of
beta-secretase by p25/cdk5 leads to enhanced amyloidogenic
processing. Neuron. 2008 Mar 13;57(5):680-90.
Reference 5
Cheng C, Fass DM, Folz-Donahue K, MacDonald ME, Haggarty SJ. Highly
Expandable Human iPS Cell-Derived Neural Progenitor Cells (NPC) and
Neurons for Central Nervous System Disease Modeling and High-
Throughput Screening. Curr Protoc Hum Genet. 2017 Jan 11;9
Reference 6
Zheng YL, Amin ND, Hu YF, et al. A 24-residue peptide (p5), derived
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2017;56(1):335-349.
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Parkinson's disease. Mol Biol Cell. 2015 Dec 1;26(24):4478-91.
Reference 9
Amin ND, Zheng Y, Bk B, et al. The interaction of Munc 18 (p67) with
the p10 domain of p35 protects in vivo Cdk5/p35 activity from inhibition
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1;27(21):3221-3232.
Reference 10
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Budget, Attachments and Acknowledgements

Budget
We recognize that changes may have occurred since the time you submitted
your Letter of Intent. Please share the most recent accurate numbers below:
Total Project Budget
$110,000
Total existing funding or in-kind support
$10,000
Amount to be raised through crowdfunding campaign
$100,000
Evidence of institutional support (letter)
CogentisLettertoABF.pdf
Full budget
Cogentis Budget ABF 2017.xlsx
Documentation of IRB/IUCAC approval or exemption, if applicable.

Completed conflict of interest & disclosure form
Werner ABF Financial-Disclosure-Conflict-of-Interest.pdf
I understand that the ABF will not list approved projects for general
public crowdfunding campaigns until documentation of IRB/IUCAC
approval or exemption is provided.
Yes
I understand that approval of the project to be shared on the
crowdfunding campaign site is dependent on providing and working with
the ABF staff to create the requisite materials that present the project in
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an engaging, easy-to-understand website presentation. I am amenable
to working with the ABF staff to create such materials.
Yes
I understand that approval once a project has been completed, I will be
required to submit a summary of my findings to be posted online (one
page), and will submit this in a reasonably timely fashion. I also agree to
submit a financial report, and to co-sign a thank you letter with the ABF
that will be sent to donors.
Yes
I understand and agree that the ABF may share the information that I
provide (including but not limited to the project description and relevant
biographical/background details) in conversations with other potential
funders outside the website to bolster fundraising efforts.
Yes
American Brain Foundation Release Agreement

American Brain Foundation
Release Agreement – Research

1. Grant. For good and valuable consideration, the receipt and
sufficiency of which is hereby acknowledged, I grant to the
American Brain Foundation (“ABF”) and to the ABF’s affiliates
(including the American Academy of Neurology), and their
respective contractors, agents, assigns, licensees, and successors
(collectively, the “ABF Group”), a worldwide, royalty-free,
perpetual, irrevocable right to take and use my image, likeness,
voice, verbal statements, written testimonials and name and all
images, videos, sound recordings, and written and verbal materials
that I provide to the ABF (collectively, the “Materials ”), in all forms
and media, including composite or modified representations, for the
purpose of promoting and supporting the missions of the ABF. For
the avoidance of doubt, the Materials include all research project
proposal information, project reports and other research-related
information submitted to the ABF. I understand and agree that the
ABF may publish the Materials on any and all media, including
printed matter, promotional materials, e-mail, websites and social
media platforms.

2. Acknowledgement of Use. I understand that the ABF Group may
use the Materials on any and all media, including printed matter,
promotional materials, e-mail, websites and social media platforms.
I understand that the ABF’s use of the Materials may intentionally
or unintentionally give rise to the impression that either I or a
family member suffers from brain/neurologic disease, and I
nevertheless consent to this use. The ABF is not obligated to utilize
any of the rights granted in this agreement. I waive the right to
inspect or approve any uses of the Materials in connection with this
grant.

3. Warranty. I warrant that I have the full power to enter into this
agreement and to grant the aforementioned rights.

4. Release. I release the ABF Group from all liability for any claims
that may arise regarding the use of Materials, including any claims
of defamation, invasion of privacy, or infringement of moral rights,
rights of publicity, or copyright. The ABF is permitted, although not
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obligated, to include my name as a credit in connection with any

use of the Materials.I have read and understood this
agreement, I understand that it contains a release of
liability, and I am over the age of 18. This agreement expresses
the complete understanding of the parties and shall be binding on
me and my heirs, legal representatives and assigns. I understand
that I am entering into a legally binding agreement and that clicking
“I Accept” below shall have the same legal effect as my signature
on this Release Agreement.

I Accept
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BUDGET FOR COGENTIS CT-526 ABF  CROWDFUNDING PROJECT:
Validation of target engagement in human tissue: High-throughput evaluation of CT-526 in patients’ iPSC-derived neurons

$50,000 06/2017-06/2018 Cogentis FTE for human neuron culture and biochemical experimentation in Haggarty Lab.
$12,500 06/2018-09/2018 Cogentis FTE for completion of analysis and residual experiments.
$15,000 Cell culture consumables, transfection reagents for iPSC and other cell line generation.
$10,000 Peptide synthesis. Gift in kind from ChemPartner, San Francisco, CA.

$7,500 Additional peptide synthesis and small molecule inhibitor reagents.
$15,000 CRADA between NINDS (Drs. Harish Pant and Joseph Steiner) and Cogentis for CT-256 mass spectrometry and biochemical assays.

$110,000 TOTAL BUDGET FOR 06/2017-09/2018 iPSC-derived neuron screening.
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Validation of target engagement in human tissue: High-throughput evaluation of CT-526 in patients’ iPSC-derived neurons
06/2017-06/2018 Cogentis FTE for human neuron culture and biochemical experimentation in Haggarty Lab.
06/2018-09/2018 Cogentis FTE for completion of analysis and residual experiments.
Cell culture consumables, transfection reagents for iPSC and other cell line generation.
Peptide synthesis. Gift in kind from ChemPartner, San Francisco, CA.
Additional peptide synthesis and small molecule inhibitor reagents.
CRADA between NINDS (Drs. Harish Pant and Joseph Steiner) and Cogentis for CT-256 mass spectrometry and biochemical assays.

TOTAL BUDGET FOR 06/2017-09/2018 iPSC-derived neuron screening.
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3717 Boston Street, #138 
Baltimore, MD 21224 
wecare@cogentistx.com 
443.842.6856 

 
 
 
American Brain Foundation Crowdfunding Campaign 
 
To Whom It May Concern: 
 
Cogentis Therapeutics is an independent company collaborating with multiple institutions on the proposed 
project: Validation of target engagement in human tissue: High-throughput evaluation of CT-526 in patients’ 

iPSC-derived neurons. 
 
Should collaboration letters or biosketches be required of our collaborators: Dr. Pant, NINDS; Dr. Steiner, 
NINDS; Dr. Haggarty, MGH; or the company, ChemPartner, these can be provided as well. 
 
Furthermore, as no animals or humans will be involved in the current study, IRB/IACUC approvals will not be 
required.  As Dr. Haggarty’s cell lines were originally obtained from patients (in previous projects, now currently 
stored as cell lines), the IRB approval from is initial work can also be obtained. 
 
Please contact me if further details are required. 
 
 
Sincerely,  
 
 
 
J. Kent Werner, Jr. MD PhD 
CEO, Cogentis Therapeutics, Inc. 
kent@cogentistx.com 
301-346-2696 
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Dear Applicant: 
 
In the increasingly complex world of scientific publication, concerns about commercial influence and 
other possible conflicts make it important for authors to disclose all potential sources of bias. Our 
system of reviewing conflicts of interest aligns with the policies of the American Academy of 
Neurology and allows donors to judge whether conflicts exist. Please complete this form, referring to 
the definitions in the beginning regarding commercial entities, compensation, expert witness, and 
"immediate family member." At first glance, this task may seem onerous, but will likely take less than 
10 minutes.  
 
What to expect: You will be asked whether you have disclosures relating to each question (check yes or 
no) and will be provided a field in which to list the disclosures. Filling out the forms on the next few 
screens will be easiest if you have a list of the following items regarding your activity (either commercial 
or non-profit) and that of any immediate family members during the period of your project. Disclosures 
are required for any dollar amount, except for gifts valued under $1000. Names of commercial and non-
profit entities are required along with specific roles, grant numbers for grants, and specific years. No 
dollar amounts need to be included. Please indicate complete names of sponsors or companies.  
 
DEFINITIONS 
 
Personal compensation:  
Serving on a scientific advisory board  
Gifts worth more than $1000  
Travel funded by a commercial entity  
Serving as a journal editor, associate editor, or on an editorial advisory board  
Patents held or pending  
Royalties from publishing  
Honoraria for speaking engagements  
Corporate appointments or consultancies  
Speakers' bureaus   
Clinical, neurophysiology, or imaging studies in your practice and % effort devoted if the result of this 
paper will benefit your practice, affiliated unit, or a sponsor  
 
Research support:  
Commercial research support  
Government research support (including funding organization, grant number, and role)  
Academic research support not attributed in the manuscript  
Support from a non-profit foundation or society  
Stock options for serving on a Board of Directors  
License fee payments  
Royalty payments from technology or inventions  
 
Stocks, stock options, and royalties  
Stock options in a company in which you are (were) an investigator  
Stock options in medical industry  
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Legal proceedings  
Expert testimony for a legal proceeding on behalf of industry  
Affidavit for a legal proceeding on behalf of industry  
Witness or consultant for a legal proceeding on behalf of industry  
 
Optional non-financial  
Non-financial disclosures you wish to share  
 
Definitions of Terms in Disclosure Agreement  
Commercial entity: A for-profit business that manufactures, distributes, markets, sells, or advertises 
pharmaceutical or scientific products or medical devices.  
Compensation: Anything of monetary value including a salary, honorarium, stipend, gift, or payment of 
travel-related expenses.  
Expert witness: A person who has provided expert medical testimony during a trial or administrative 
hearing, in a deposition or an affidavit, or in any other type of legal proceeding.  
"Immediate family member": Any person who would benefit financially from the publication of the 
manuscript because of their relationship to the author. This includes a member of an applicant’s 
immediate family or anyone else who has a significant relationship with the applicant.  
 
Please provide all financial relationships (and those of your "immediate family members") from the past 
two years regardless of whether these relationships are related to the project described in your 
application. 
 
FINANCIAL DISCLOSURE  
Personal Compensation from Commercial and Non-Profit Entities that benefits you directly or indirectly. 
Within the past two years (and during the course of the study under consideration if the study exceeded 
two years), I or one of my "immediate family members" received personal compensation for the 
following:  
 
All compensation received during the past two years regardless of the relationship to your project must 
be disclosed; for the period exceeding two years, only compensation relevant to the topic of the study 
needs to be disclosed.  
 
1. Serving on a scientific advisory board or data safety monitoring board. List specific disclosures in the 
following format: (1) Commercial or non-profit entity (2) Commercial or non-profit entity... If none, 
please say “None”:  
 
 
 
 
2. Gifts (other than travel or compensation for consulting or for educational efforts) worth more than 
USD $1000. List specific disclosures in the following format: (1) Commercial or non-profit entity, brief 
description of gift, (2) Commercial or non-profit entity, brief description of gift... If none, please say 
“None”: 
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following format: (1) Commercial or non-profit entity, type of payment, (2) Commercial or non-profit 
entity, type of payment... If none, please say “None”: 
 
 
 
 
4. Serving as a journal editor, an associate editor, or editorial advisory board member. This may include 
a journal published by your national medical/scientific organization. Please include regardless of 
whether you receive compensation. List specific disclosures in the following format: (1) Full journal 
name, role, year(s), (2) Full journal name... If none, please say “None”: 
 
 
 
 
5. Patents issued or pending. List specific disclosures in the following format: (1) Brief description of 
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following format: (1) Full title of work, full name of publisher, year(s) of publication (or receipt of 
royalties), (2) Full title of work... If none, please say “None”: 
 
 
 
 
7. Employment. If you are currently employed by a commercial entity, please disclose below. In addition, 
if your past employment at a commercial entity is directly related to this manuscript, please disclose 
below. List specific disclosures in the following format: (1) Commercial entity, position, years (2) 
Commercial entity, position, years... If none, please say “None”: 
 
 
 
 
 
8. Consultancies. List specific disclosures in the following format: (1) Commercial or non-profit entity, (2)  
Commercial or non-profit entity... If none, please say “None”:  
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(2) Commercial or non-profit entity... If none, please say “None”: 
 
 
 
 
10. Other activities not covered in designations above (if in doubt, provide full disclosure). List specific 
disclosures in the following format: (1) Commercial or non-profit entity, brief description of activity, (2) 
Commercial or non-profit entity... If none, please say “None”: 
 
 
 
 
11. Some studies have potential for financial gain for the project investigators or the sponsor. The 
following question seeks to provide transparency regarding any financial benefits to investigators or 
sponsors.  
 
Do you perform clinical procedures or imaging studies in your practice or unit that overlap with the 
content of your proposed project, practice parameter, or clinical practice guideline and would your 
sponsor or this part of your practice or unit benefit if the conclusions were widely followed?  
Note: This is the only item in this Agreement that applies to an interest that is related specifically to this 
particular study, practice parameter, or clinical practice guideline.  
 
List specific disclosures in the following format: (1) Name of Practice or Research Unit, Clinical 
procedure/imaging study, % of effort (e.g. 35%), year(s), (2) Name of Practice or Research Unit, Clinical 
procedure/imaging study, % of effort (e.g., 35%)... If none, please say “None”: 
 
 
 
 
RESEARCH SUPPORT  
Within the past two years and during the course of the study under consideration if the study exceeded 
two years, I or one of my "immediate family members" received financial or material research support 
or compensation from the following:  
 
All support received during the past two years regardless of the relationship to the study must be 
disclosed; for the period exceeding two years, only support relevant to the topic of the study needs to 
be disclosed.  
 
12. Commercial entities. List specific disclosures in the following format: (1) Commercial entity, (2) 
Commercial entity... If none, please say “None”: 
 

20

NONE.



 
 
 
13. Government entities. List specific disclosures in the following format: (1) Sponsor/funding source, 
grant number(s), role, year(s), (2) Sponsor/funding source... If none, please say “None”: 
 
 
  
 
14. Academic entities other than those attributed in the manuscript. List specific disclosures in the 
following format: (1) Academic entity, (2) Academic entity... If none, please say “None”: 
 
 
 
 
15. Foundations or societies (include grant number if required by funding agency). List specific 
disclosures in the following format: (1) Full name of Foundation or Society, (2) Full name of Foundation 
or Society... If none, please say “None”: 
 
 
 
 
STOCK, STOCK OPTIONS & ROYALTIES  
In the past two years and during the course of the study under consideration if the study exceeded two 
years, I or one of my "immediate family members":  
 
All revenues during the past two years regardless of the relationship to the study must be disclosed; for 
the period exceeding two years, only revenues relevant to the topic of the study needs to be disclosed.  
 
16. Stock or stock options or expense compensation for serving on a board of directors. List disclosures 
in the following format: (1) Commercial entity, (2) Commercial entity... If none, please say “None”: 
 
 
 
 
17. License fee payments. List specific disclosures in the following format: (1) Invention/technology, 
source of payment, (2) Invention/technology... If none, please say “None”: 
 
 
 
 18. Royalty payments or have contractual rights for receipt of future royalty payments from technology or 
inventions (this does not include royalties from publishing). List specific disclosures in the followin  
format: (1) Technology/invention, source of payment, year(s), (2) Technology/invention... If none, please  
say “None”:  
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3) I hold unpaid academic/teaching appointments of Assistant Professor at Johns Hopkins University and 
Uniformed Services University of Health Sciences.
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19. Stock or stock options in a commercial entity sponsoring research with which the author or 
"immediate family member" was involved as an investigator (Excludes investments in mutual funds held 
by the author or dependents). List specific disclosures in the following format: (1) Company, year(s), (2) 
Company, year... If none, please say “None”: 
 
 
 
 
20. Stock or stock options in a commercial entity whose medical equipment or other materials related to 
the practice of medicine. (Exclude investments in mutual funds held by the author or dependents). List 
specific disclosures in the following format: (1) Company, year(s), (2) Company, year... If none, please 
say “None”: 
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years, I or one of my "immediate family members" have (whether or not it pertains to the topic of the 
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All compensation received during the past two years regardless of the relationship to the study must be 
disclosed; for the period exceeding two years, only compensation relevant to the topic of the study 
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proceeding involving a commercial entity (do not include proceedings for individual patients). You may 
specify role, e.g., 'expert witness for plaintiff' if desired. (Include year only if activity is directly related to 
the present study.)  
 
List specific disclosures in the following format: (1) Commercial entity, activity, year(s), (2) Commercial 
entity, activity, year(s)... If none, please say “None”: 
 
 
 
 
OPTIONAL: NONFINANCIAL DISCLOSURE  
22. I have chosen to declare one or more non-financial competing interests (e.g., special interest groups 
you represent or others that may be affected if your paper is published or that could be perceived as 
biasing the study; the corresponding author should be aware of conflicts of interest that Co-
investigators or Contributors may have). Non-financial disclosures will not be published.  
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List specific disclosures, if none, please say “None”:  
 
 
 
 
       I have completed this Disclosure Statement fully and to the best of my ability. I understand 
       that all Applicants must complete this Disclosure Statement and that the information disclosed may be 
       published if their project is accepted for crowdfunding. 
 
By my electronic signature                
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