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The Best of Times, the Worst of Times 

• Poor transition of basic or 
clinical observations into 
interventions that tangibly 
improve human health 
 

• Drug/device/diagnostic 
development system in crisis 
 

• Clinical trials system in crisis 
 

• Poor adoption of demonstrably 
useful interventions 
 

 

Fundamental science unprecedentedly advanced, but: 

People unhealthier and funders of biomedical research enterprise 
(public and private) impatient 



The number of new drugs approved by the FDA per billion US dollars 
(inflation-adjusted) spent on research and development (R&D) has 

halved roughly every 9 years since 1950.  

Scannell et al., Nature Reviews Drug Discovery 11:191, 2012    

Eroom’s Law 
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NHGRI GWA Catalog 
www.genome.gov/GWAStudies 
www.ebi.ac.uk/fgpt/gwas/  

Published Genome-Wide Associations through 12/2012 
Published GWA at p≤5X10-8 for 17 trait categories 



Creating the Human Genome 
Translation Toolbox 

Transcriptome 
Reference Sets 
(MRT Project) 

KO mice genome-wide (KOMP)  

Small molecules 

siRNAs 

cDNA collection (MGC) 

HumanBase 

ENCyclopedia Of 
DNA Elements 





What I learned as a neurologist, and then 
again as a geneticist 



NCATS Mission 

 
 
 
 
To catalyze the generation of innovative methods and 
technologies that will enhance the development, 
testing and implementation of diagnostics and 
therapeutics across a wide range of human diseases 
and conditions. 



NCATS Mission: an informal but 
important modification 

 
 
 
 
To catalyze the generation of innovative methods 
and technologies that will enhance the development, 
testing and implementation of interventions that 
tangibly improve human health across a wide range 
of human diseases and conditions. 



Catalyzing Collaborations Within NIH 
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Catalyzing Collaborations Outside NIH 

NCATS 

Biotech 

FDA 

Academia 

Pharma Non- 
Profits 

Advocacy 
Groups 



Catalyzing Collaboration within NCATS 
Across the Translational Spectrum 



Some of the translational problems on 
NCATS’ to-do list… 

• Predictive toxicology 
• Predictive efficacy 
• Derisking undruggable targets/untreatable diseases 
• Data interoperability 
• Biomarker qualification process, including for “personalized 

medicine” 
• Clinical trial networks  
• Patient recruitment 
• Electronic Health Records for research 
• Harmonized IRBs 
• Clinical diagnostic criteria 
• Clinical outcome criteria (e.g., PROs) 
• Adaptive clinical trial designs 
• Shortening time of intervention adoption 
• Methods to better measure impact on health (or lack of) 

 



Some of the translational problems on 
NCATS’ to-do list… 

• Predictive toxicology 
• Predictive efficacy 
• Derisking undruggable targets/untreatable diseases 
• Data interoperability 
• Biomarker qualification process, including for “personalized 

medicine” 
• Clinical trial networks  
• Patient recruitment 
• Electronic Health Records for research 
• Harmonized IRBs 
• Clinical diagnostic criteria 
• Clinical outcome criteria (e.g., PROs) 
• Adaptive clinical trial designs 
• Shortening time of intervention adoption in appropriate patients 
• Methods to better measure impact on health (or lack of) 

 



NCATS Programs and Initiatives 
Clinical and Translational Science Activities 
• Clinical and Translational Science Awards 

 

Rare Diseases Research and Therapeutics 
• Therapeutics for Rare and Neglected Diseases 
• Bridging Interventional Development Gaps 
• Office of Rare Diseases Research 

 

Re-engineering Translational Sciences 
• NIH Chemical Genomics Center 
• Toxicology in the 21st Century 



NCATS “3D’s” 

evelop 
emonstrate 
isseminate 



Division of Clinical Innovation  
Vision 

• Development, demonstration, and dissemination of methods and 
technologies to logarithmically improve the efficiency of clinical 
translational research 
 

• Emphasis on clinical investigation/phenotyping in translation 
 

• Innovative training programs for the research team members required 
for end-to-end translation 
 

• Development of a robust academic discipline of Translational 
Research, with distinct characteristics 
 

• New models for engagement, collaboration, and partnership of 
communities across clinical translation spectrum 



Clinical and Translational Science Awards 
Led by NCATS Division of Clinical Innovation 

CTSAs: 
• Support a national consortium of medical research institutions  

• Work together to improve the way clinical and translational 
research is conducted nationwide 

• Accelerate the research translation process 

• Provide innovative training for clinical and translation 
researchers 



Clinical and Translational Science Awards 
(CTSA) Program Sites 

 



IOM Report on the CTSA Program 
Recommendations  
• IOM CTSA Report released June 2013 

 

• Report includes 7 recommendations 
 

1. Strengthen leadership of the CTSA program by 
NCATS 

2. Reconfigure and streamline CTSA consortium 
3. Build on the strengths of the individual CTSAs 

across the spectrum of research 
4. Formalize and standardize clear, consistent, and 

novel metrics 
5. Advance innovative education and training models 

with a focus on team science, leadership, and 
entrepreneurship 

6. Ensure community engagement in all phases of 
research 

7. Strengthen translational research relevant to 
child health  

 



NCATS Advisory Council WG on the IOM 
CTSA Report 

• Established December 2013 
• Report expected to be presented to Council in May 

 
 
 
 
 

Co-Chairs 
• Ronald J. Bartek 

FARA/Friedreich’s Ataxia Research Alliance 
• Mary L. (Nora) Disis, M.D. 

University of Washington School of Medicine 
• Scott J. Weir, Pharm.D., Ph.D. 

University of Kansas Cancer Center 

Members 
• Ann Bonham, Ph.D. 

Association of American Medical Colleges 
• Matthew Davis, M.D., M.P.P. 

University of Michigan 
• David L. DeMets, Ph.D. 

University of Wisconsin 
• Gary H. Gibbons, M.D. 

National Institutes of Health 
 

 

• Robert A. Harrington, M.D. 
Stanford University 

• Philip L. Lee, J.D., M.P.M. 
Results Leadership Group 

• Lynn Marks, M.D. 
GlaxoSmithKline 
TransCelerate Biopharma 

• Sharon Milgram, Ph.D. 
National Institutes of Health 

• Louis J. Muglia, M.D., Ph.D. 
Cincinnati Children’s Hospital 

• Fernando Pineda-Reyes 
CREA Results 

• Robert I. Tepper, M.D. 
Third Rock Ventures, LLC 

Stay tuned… 



Preclinical Development/TRND 

BrIDGs 

FDA Collaboration 

Systems Toxicology (Tox21) 

RNAi 

Paradigm/Technology Development 

Repurposing 

    Lead 
    Optimization 

    Preclinical 
     Development 

    Probe/Lead 
     Development 

     Target 
    Validation Target FDA 

approval 
   Clinical Trials 

I                   II                 III 

Project 
Entry 
Point 

Deliverables 

Repurposing 

Unvalidated 
target 

Validated 
target 

Lead 
compound 

Preclinical 
development 

candidate 

Genome-wide 
RNAi systems 
biology data 

Chemical 
genomics 

systems biology 
data 

Small molecule and siRNA 
research probes 

More efficient/faster/cheaper translation and therapeutic development 

Leads for 
therapeutic 

development 

Predictive in vitro 
toxicology profiles 

Approved drugs 
effective for new 

indications 

New drugs for 
untreatable diseases 

Novel clinical 
trial designs 

Drugs suitable for 
adoption for further 

development 

         Assay 
    Dev 

Assay , Chemistry Technologies 

Target 
assay 

DPI 
Program 

Probe Devel/NCGC 

NCATS DPI: A Collaborative Pipeline 



All DPI Projects are Collaborations 

DPI currently has >300 collaborations with investigators all over the U.S…. 
NCGC 



NCATS DPI Staff 

http://images.google.com/imgres?imgurl=http://www.nb.cmha.ca/data/1/rec_imgs/1091_GSK 5Colour Jpeg.jpg&imgrefurl=http://www.nb.cmha.ca/bins/content_page.asp?cid=284-1007-1634&lang=2&h=645&w=1908&sz=79&hl=en&start=4&tbnid=XEqmT63cOaptcM:&tbnh=51&tbnw=150&prev=/images?q=gsk&svnum=10&hl=en&rls=GGIH,GGIH:2007-02,GGIH:en
http://images.google.com/imgres?imgurl=http://i.cnn.net/money/popups/2006/specials/blueribbon/gal_amgen.gif&imgrefurl=http://money.cnn.com/popups/2006/specials/blueribbon/7.html&h=255&w=340&sz=6&hl=en&start=3&tbnid=kxfOmLNJpvdLMM:&tbnh=89&tbnw=119&prev=/images?q=amgen&svnum=10&hl=en&rls=GGIH,GGIH:2007-02,GGIH:en
http://www.pfizer.com/home/
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http://www.amphoracorp.com/default.aspx
http://www.northropgrumman.com/index.html
http://www.bdbiosciences.com/
http://www.lilly.com/


NIH Chemical Genomics Center 

• Obligatory collaboration model  
 

• Currently > 200 collaborations 
with investigators worldwide 
 

• Assay development,  HTS, 
chemical informatics, medicinal 
chemistry: “target to lead”  
 

• Focus is unprecedented targets, 
rare/neglected diseases 
 

• Mission 
 Chemical and siRNA probes/leads 
 New technologies/paradigms to 

improve efficiency and success 
rates of target-to-lead stage of drug 
development 

 Chemical genomics: general 
principles of siRNA action, small 
molecule – target interactions 

 



DPI 
RNAi Screening 

Media Coverage 



DPI 
RNAi Screening 

Media Coverage 



Non-inhibitory GCase Small Molecule 
Chaperones for Gaucher Disease 

 

• Results 
 Assay development  HTS  cheminformatics  medicinal chemistry SAR 
 Optimized two series of non-inhibitory Gcase small molecule chaperones that increase WT and 

mutant GCase translocation to the lysosome, and clear glucosylceramide accumulated in lysosomes 
of Gaucher macrophages and neurons.  

 Both series have been out licensed to biotech companies (LTI and Biogen) for further development. 
 

• Current Studies 
 Investigating how activity of GCase may affect alpha synuclein levels in Parkinson and  

 Gaucher neuronal models (from iPSCs) 
 Effects of GCase small molecule chaperones on alpha synuclein levels and storage. 

    

-4 -3 -2 -1 0 1 2
-110

-85

-60

-35

-10

15

40

65

90

Isofagomine
ML246

Concentration (Log µM)

C
ha

ng
e 

in
 S

ub
st

ra
te

 T
ur

no
ve

r 
(%

)

-4 -3 -2 -1 0 1 2
-110

-85

-60

-35

-10

15

40

65

90

Isofagomine
ML198

Concentration (Log µM)

C
ha

ng
e 

in
 S

ub
st

ra
te

 T
ur

no
ve

r 
(%

)

N

N N

O
N
H O

H
N

O

N
H

O

Br

NO
Me

• Collaborator:  
 Ellen Sidransky (NHGRI) 

• Target and rationale:  
 Gaucher disease is a lysosomal 

storage disorder due to 
dysfunction of 
Glucocerebrosidase. (GCase). 
Many GCase mutants are 
enzymatically active but 
improperly fold in the ER, where 
they accumulate avoiding their 
transport to the lysosome. 



Screening for Novel Drug Combinations 

• Drug combinations offer advantages for both 
efficacy and potential reduction of target related 
toxicities 
 

• Combination studies also offer insight into systems 
level interactions 
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Phase: II

Rigel Pharmaceuticals
J. Pharm. Exp. Therap. 2006, 319, 998
Spleen Tyrosine Kinase (Syk) Inhibitor

COOHCH3CH3H3C

CH3H3C

Targretin
Phase: Approved

Eisai Pharmaceuticals
Cancer Research (2009), 69, 4945

RXR agonist



 Needed:  1) a high-value library of small molecules  
     2) an effective plating process  
     3) an automated data analysis method   

Step 1: Generate single 
agent results. 

Step 2: Generate 6X6 
matrix data to uncover 
potential synergies. 

Step 3: Expand good combinations 
to 10X10 blocks to confirm 
synergistic combinations and 
perform self-crosses to provide 
context for activities. 

Creating a technology platform for the discovery of 
novel drug combinations 



Matrix Drug Combination Screening Program 

• NCATS-NCI collaboration 
• Unbiased small-molecule combination (matrix) 

screening identified potential drugs to combine 
with ibrutinib for activated B-cell like subtype 
(ABC) of diffuse large B-Cell lymphoma (DLBCL) 
• PI3K pathway inhibitors 
• BCL family antagonists, navitoclax and ABT-199 
• Cytotoxic Chemotherapeutic Agents, including 

several components of R-CHOP and EPOCH-R 
regimens currently used to treat DLBCL  
 

 



Enabling Comprehensive Drug 
Repurposing 



Toxicity is a common reason for drug 
development failure 

Kola and Landis, Nature Reviews Drug Discovery 3, 711-716, 2004.  

Preclinical (21%) + Clinical (12%) Tox = 33% of all failures 
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Toxicology Technology Development 
The Tox21 Program 



Tox21 Goals 

• Identify patterns of 
compound-induced biological 
response in order to:  

 characterize toxicity/disease 
pathways 

 facilitate cross-species 
extrapolation 

 model low-dose extrapolation 

• Prioritize compounds for more 
extensive toxicological 
evaluation 

• Develop predictive models for 
biological response in humans 

http://pubchem.ncbi.nlm.nih.gov/


DPI 
Tox21: PubChem Data Deposition 

PubChem deposition status:   
 -Making data publicly available 
 

66 Assay IDs 
 

33 million data points of Phase II data have 
been deposited into PubChem! 
 



NIEHS-NCATS-UNC TOXICOgenETICS PROJECT:  
qHTS for Cytotoxicity in a Population-Based in vitro Model 

1086
cell 

lines 

POPULATION-WIDE STUDY DESIGN: 

Goal: use crowdsourcing to better predict the toxicity of chemicals  

1. Use the biological data (SNPs, basal gene expression) to develop a model that 
accurately predicts individual responses to compound exposure 

2. Use the intrinsic chemical properties to develop a model that accurately 
predicts how a particular population will respond to certain types of 
chemicals 

• To understand how genetic variation affects individual response to common 
environmental and pharmaceutical chemicals 

• The largest ever population-based ex-vivo cytotoxicity study 
 1086 cell lines 
 179 common, pharmaceutical, or important environmental chemicals (9 duplicates) 
 8 concentrations (0.33 nM - 92 mM) 
 1-3 plate replicates 
 ~2,400,000 data points + 2-5x106 SNPs 

 



DPI 
Tox21: DREAM Challenge 

• NCATS-NIEHS-UNC Toxicogenetics Challenge 
 

• Goal: use crowdsourcing to better predict the toxicity 
of chemicals  
 Use the biological data (SNPs, basal gene expression) to develop a 

model that accurately predicts individual responses to compound 
exposure 

 Use the intrinsic chemical properties to develop a model that 
accurately predicts how a particular population will respond to 
certain types of chemicals 

 

• Teams from the Quantitative Biomedical Research Center 
(QBRC) at the University of Texas Southwestern (UTSW) 
Medical Center were named best performer in both of the sub-
challenges 
 

o Team Yang Lab, represented in Toronto by Ph.D. student 
Tao Wang, took the honors for sub-challenge #1 
 

o Team QBRC, also represented in Toronto by Tao Wang, on 
behalf of assistant professor Hao Tang, Ph.D., came in first 
in sub-challenge #2 



Toxicology Technology Development 
Tissue Chips for Drug Screening 

• Goal 
 Develop chip to screen for safe, effective drugs  

 Liver, heart, lung, other cell types 
 Designed for multiple different readouts 

 

• NIH, DARPA contribute ~$70M each over 5 years  
 NCATS and DARPA independently manage, fund separate 

but highly coordinated program  
 FDA provides regulatory science guidance   

 

• Awards announced in 2012 
 Supporting the best ideas in engineering, biology, and 

toxicology 



Tissue Chip Program 
Project Awards 

• Nineteen research project awards 
 Twelve to develop 3-D cellular microsystems 

representing human organ systems that will… 

 Be functionally relevant 

 Accurately reflect complexity of tissue of origin 
 

 Seven to explore potential of stem, progenitor 
cells to differentiate into multiple cell types 

 Representing cellular architecture within organ 
systems 

 Cells could populate tissue chips 

 
 

Lung chip 
Wyss Institute 

Blood-brain barrier chip 
J. Wikswo, Vanderbilt 



Therapeutics for Rare and Neglected 
Diseases (TRND) Program 

• Model: Collaboration between NIH intramural labs with preclinical drug 
development expertise and extramural labs with disease-area / target 
expertise 

 
• Projects: 

 May enter at various stages of development 
 Taken to stage needed to attract external organization to adopt for 

final clinical development 
 Serve to develop new generally applicable platform technologies and 

paradigms 
 
• Eligible Applicants: 

 Academic, Non-Profit, Government Lab, Small Business, or Large 
Biotech / Pharma 

 Ex-U.S. applicants accepted 
 
• Intellectual Property:  

 Partnerships are creative 
 TRND may generate intellectual property 



TRND  
Scope 

 Medicinal chemistry optimization 

 Evaluation of functional activity, 
potency, pharmacokinetics (PK), 
pharmacodynamics (PD), and efficacy 

 Biomarker development 

 Definition or optimization of dose and 
schedule for in vivo activity 

 Development of pharmacology assays 

 Conduct of pharmacology studies with 
a pre-determined assay 

 Acquisition of bulk substance (GMP 
and non-GMP) 

 Development of suitable formulations 

 Development of analytical methods 
for bulk substances 

 Production of dosage forms 

 Stability assurance of dosage forms 

 Range-finding initial toxicity 

 Investigational New Drug (IND)-
directed toxicology, with correlative 
pharmacology and histopathology 

 Planning of clinical trials 

 Regulatory and IND filing support 

 First-in-Human clinical trials, as 
needed to support external adoption 



Therapeutic Area / Disease  Collaborator(s) Agent Status 

Sickle Cell Disease Aes-Rx, NHLBI  NME – Small Molecule Clinical 

Chronic Lymphocytic Leukemia Leukemia & Lymphoma Society, University of 
Kansas 

Repurposed Drug – Small 
Molecule Clinical 

Hereditary Inclusion Body 
Myopathy New Zealand Pharmaceuticals, NHGRI  NME – Small Molecule Clinical 

Niemann-Pick Type C1 
Johnson & Johnson, Albert Einstein College of 
Medicine, Univ. of Pennsylvania, Washington 
Univ., NICHD , NINDS , NHGRI 

Repurposed Drug - Small 
Molecule Clinical 

Duchenne Muscular Dystrophy ReveraGen BioPharma NME – Small Molecule Preclinical 

Cryptococcal Meningitis Viamet Pharmaceuticals, Inc. NME - Small Molecule Preclinical 

Core Binding Factor Leukemia NHGRI Repurposed Drug - Small 
Molecule Preclinical 

Neonatal Herpes Simplex University of Alabama, NIAID  NME – Small Molecule Preclinical 

Autoimmune Pulmonary  
Alveolar Proteinosis Cincinnati Children’s Hospital Repurposed Drug - Biologic Preclinical 

Fibrodysplasia Ossificans 
Progressiva Massachusetts General Hospital NME - Small Molecule Preclinical 

Schistosomiasis CoNCERT Pharmaceuticals NME – Small Molecule Preclinical 

Creatine Transporter Defect Lumos Pharma NME - Small Molecule Preclinical 

TRND  
Portfolio 



TRND  
Hereditary Inclusion Body Myopathy (HIBM) 

• Collaborator: New Zealand 
Pharmaceuticals & NHGRI 
 

• The problem: HIBM is a rare 
genetic skeletal muscle wasting 
disorder 
» Estimated 1:1,000,000 in the US 
» No current therapeutic intervention 
» Caused by a single genetic mutation of 

the GNE gene.  GNE is a key enzyme in 
the sialic acid metabolic pathway. 
 

• The solution: Development of 
ManNAc – a naturally occurring key 
intermediate in sialic acid pathway 
» Patients lack sialic acid due to the 

dysfunction of the GNE enzyme.  
Sialic acid can be replenished by 
providing its precursor ManNAc 

» Application of ManNAc to treat more 
common renal diseases 
 

 

• Current Status: 
» Tox studies - completed  
» Phase 1a trial – completed at NIH CC 
» Natural history study – ongoing at NIH CC 
» R&D for kidney glomerular disease – 

ongoing at NIH (NHGRI & NIDDK)  
 



• Drug: IT Cyclodextrin 
 

• Collaborators 
 NIH: (Denny Porter, NICHD - Clinical  
    Bill Pavan, NHGRI - Genetics) 
 Washington University (Dan Ory - 

Biochemistry) 
 Albert Einstein and UPenn (Steve Walkley 

and Charles Vite - Animal models)       
 Johnson & Johnson Pharmaceuticals 

 

• NPC disease foundations involved and 
facilitating 

• Milestones 
 February 2011: 2-hydroxypropyl-β-

cyclodextrin (HP-β-CD) selected by 
TRND as pre-clinical candidate 

 December 2012: IND filed 

 February 2013: Phase I initiated and 
1st patient dosed using ICV injections 

 May 2013: ICV trial clinical hold 

 July 2013: Response submitted to 
switch to IT lumbar injections for 
dosing 

 August 2013: Clinical hold lifted 

 September 2013 - present: IT trial 
on-going 

PK/ PD/Tox 

Biomarkers 

Bio-analytical 
 Assay 

Candidate  
Small Molecules Clinical Trial 

TRND 
Niemann Pick Type C Collaboration 

 



TRND 
CBF Leukemia 

• Collaborator 
» Paul Liu (NHGRI) 

 

• Background 
» Core binding factor (CBF) leukemias, 

those with translocations or inversions 
involving RUNX1 or CBFb account for 
~24% of adult AML and 25% of pediatric 
ALL 

» 5 year survival rate of CBF leukemias is 
50% 

» Hypothesis: interaction between RUNX1 
and CBFb is critical for CBF leukemia 
 

• Strategy 
» Ro5-3335 identified as inhibitor of CBF 

leukemia (NHGRI/NCATS collaboration) 
» Efficacy of Ro5-3335 confirmed in vivo 

by TRND – robust in vivo procedures 
developed, suitable for translation 

» Further study of Ro5-3335 and related 
molecule Ro24-7429 planned to support 
selection of a compound for 
development 

Core binding factor (CBF) is a group of 
heterodimeric transcription factors consisting 
of a non-DNA-binding CBFβ chain and a DNA-
binding CBFα chain (RUNX1, RUNX2, RUNX3) 



TRND  
Sickle Cell Disease 

 Collaborator: AesRx, LLC 
 

 Compound:  Aes-103  (5-hydroxymethyl-2-furfural) 
– Binds to sickle hemoglobin, increases O2 affinity 

 

 Roadblocks in drug development 
– Animal toxicology studies 
– CMC (Chemistry, Manufacturing, and Quality Control) 
– Regulatory: interactions with FDA, IND filing 

 

 TRND collaborating with AesRx on IND-enabling  
      pre-clinical animal toxicology, CMC 

– Project initiation to patients in <12 mos 
– IND filed Oct. 14th 2011 
– Ph I (normal volunteers) began 4Q 2011 
– Ph IIa (clinical proof-of-concept) began 2Q 2012  

 

 Phase I-II clinical trials at NIH Clinical Center (Greg Kato, 
NHLBI) and CRU 

 



Bridging Interventional Development 
Gaps (BrIDGs) Program 

• Model: In-kind, government contract-based services provided to overcome 
obstacles in later-stage preclinical development 

 

• Projects: 
 May address any disease or disorder, regardless of prevalence or 

incidence 
 May require only one or two key development steps 

 

• Eligible Applicants: 
 Academic, Nonprofit, NIH Intramural, or SBIR Eligible Small Business 
 Ex-U.S. applicants accepted, but businesses must satisfy SBIR criteria 

 

• Intellectual Property:  
 Products and information return to the originating investigator in 

support of additional studies or IND filing 
 Investigators retain intellectual property 



BrIDGs Scope 
Contract Access 

• Project-specific activities facilitated 

 Production / bulk supply 

 GMP manufacturing 

 Formulation 

 PK testing 

 Animal toxicology 

 Manufacture of clinical trial supplies 

 Product development planning and advice in IND 
preparation 



TRND 
Fibrodysplasia Ossificans Progressiva (FOP) 

• Collaborator: Ken Bloch, Massachusetts 
General Hospital 

• The problem: FOP is a rare inherited bone 
disease without targeted therapies 
» Autosomal dominant; ~0.5 affected individuals per million 
» Acvr1 gene mutations encoding a constitutively-active 

bone morphogenetic protein (BMP) type I receptor ALK2 
 

• The solution: Development of novel small 
molecules that inhibit BMP type 1 receptor 
activity 
» Novel treatment of a rare disease 
» Application of BMP inhibitors to treat more common 

disorders including anemia of inflammation, ankylosing 
spondylitis, and neoplasia 
 

• Current Status: 
» Toxicology of the lead compound, LDN-193189 
» Generation of back-up compounds 

 

P15 P30 
LDN- 

193189 

ALK2Q207D 

Ad.Cre 
Wild-type 

Ad.Cre 

P15 P30 

Vehicle 

Figure 1. Treatment of mouse FOP model 



Office of Rare Diseases Research  
(ORDR) 

• Rare Diseases Clinical Research Network (RDCRN) 
 17 consortia at 225 institutions worldwide 
 Studying >200 diseases with 83 active protocols, and 
 More than 85 patient advocacy groups participating 

 

• Genetic and Rare Disease Information Center (GARD) 
 

• Scientific Conferences Program 
 Identify Scientific Opportunities and Establish Research Agendas (1200 

Conferences) 
 

• Global Rare Disease Registry (GRDR) Data Repository 
 15 GRDR patient registries + 19 existing registries 
 Ability to conduct pan-disease analysis and recruitment 
 
 
 
 
 
 
 
 
 
 

 
 
 

 
 
 

 
 

 





DHHS-NIH 
ORDR/NCATS, NINDS, 
NIAMS, NICHD, NHLBI, 

NIDDK, NIDCR, NIAID, NCI 

The Data Management and 
Coordinating Center 

Coalition of Patient 
Advocacy Groups 

(CPAG) Dystonia 
Coalition 

Brain Vascular 
Malformation Consortium 

Genetic Disorders of Mucociliary  
Clearance Consortium 

Chronic Graft Versus  
Host Disease Consortium 

Nephrotic Syndrome 
Rare Disease Clinical 

Research Network 

Primary Immune Deficiency 
Treatment Consortium 

Lysosomal 
Disease Network 

Autonomic Rare Diseases 
Clinical Research Consortium 

Inherited Neuropathies 
Consortium 

Rare Kidney 
Stone Consortium 

Urea Cycle Disorders 
Consortium 

Vasculitis Clinical 
Research Consortium 

Porphyria Rare Disease 
Clinical Research Consortium 

Angelman, Rett and 
Prader-Willi Syndromes 

Consortium 

Salivary 
Gland Carcinomas Consortium 

Sterol and Isoprenoid 
Diseases Consortium 

North America Mitochondrial 
Diseases Consortium  

 

 

• Collaborative Clinical 
Research 

• Centralized Data 
Coordination and 
Technology Development 

• Public Resources and 
Education 

• Training 

 
 



Happy Retirement, Steve Groft! 

Starting February 2014 





ORDR will continue 
its important work… 

Though its founder 
is riding into the 

sunset… 



Program Leads at NCATS 
• Target-to-Lead/NCGC: Anton Simeonov 

 asimeono@mail.nih.gov 
 

• Lead-to-FIH/TRND/BrIDGs: John McKew 
 john.mckew@nih.gov 

 

• CTSAs: Elaine Collier 
 CollierE@mail.nih.gov 

 

• Rare Diseases/Registries: Pamela McInnes 
 pmcinnes@mail.nih.gov  

 

• Tissue Chip: Dan Tagle 
 tagled@mail.nih.gov 

 

• New Therapeutic Uses/Pharma partnership: Christine Colvis 
 ccolvis@mail.nih.gov 

 

• Strategic Alliances: Lili Portilla 
 portilll@mail.nih.gov 

mailto:asimeono@mail.nih.gov
mailto:john.mckew@nih.gov
mailto:CollierE@mail.nih.gov
mailto:pmcinnes@mail.nih.gov
mailto:tagled@mail.nih.gov
mailto:ccolvis@mail.nih.gov
mailto:portilll@mail.nih.gov


Learn More About NCATS 

                Website: www.ncats.nih.gov 
 
   
  Facebook: facebook.com/ncats.nih.gov 
 
 
  Twitter: twitter.com/ncats_nih_gov 
 
 
  YouTube: youtube.com/user/ncatsmedia 
 
 
  E-Newsletter: ncats.nih.gov/news-and- 
             events/e-news/e-news.html 

  Email us!  info@ncats.nih.gov 

http://www.ncats.nih.gov/
mailto:info@ncats.nih.gov
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