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National Institutes 
of Health

ÅbLIΩǎ Ƴƛǎǎƛƻƴ ƛǎ ǘƻ ǎŜŜƪ ŦǳƴŘŀƳŜƴǘŀƭ 
knowledge about the nature and behavior of 
living systems and the application of that 
knowledge to enhance health, lengthen life, 
and reduce the burdens of illness and disability.  



National Institutes 
of Health

ÁFunds research

ÁTranslates research into clinical practice 
and for the public

ÁCollects and exchanges health information

ÁSupports research that informs public 
health policy-making
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NIH Research 
Budget

Å$31.2 billion annually

Á80 percent is extramural 

o Fifty thousand grants to 325,000 researchers from 
3,000 universities, medical schools, and other 
institutions in every state and around the world. 

Á10 percent is intramural 

o Supports projects conducted by 6,000 NIH 
scientists



NIH Research 
Budget

ÅNIH funding for rare diseases

ÁDifficult to determine

ÁResearch, Condition, Disease Category (RCDC) 
for rare diseases newly established

http://report.nih.gov/rcdc/categories



Rare Diseases 
Research

ÁVery expensive to initiate and complete 
investigational studies to regulatory approval

ÁTraditional drug discovery and development 
accompanied by high risk of failure

ÁInstitute of Medicine report released in late 2010:  

Rare Diseases and Orphan Products:  
Accelerating Research and Development



Genetic and Rare 
Diseases Information 
Center (GARD)

ÅProvides free access to current and accurate 
information about genetic and rare diseases

ÅIndividualizes information for patients and 
families, health care professionals, and other 
interested parties

ÅGARD staff do not provide genetic counseling or 
offer advice about diagnostic testing, referrals, or 
medical treatment

8
http://rarediseases.info.nih.gov/GARD



Office of 
Dietary 
Supplements

ÅEstablished by DSHEA of 
1994; Public Law 103-417

ÅEvaluates scientific 
information

ÅStimulates and supports 
research

ÅDisseminates results

ÅEducates the public
http://ods.od.nih.gov/



A Problem Needing 
a Solution

ÅLittle evidence-based research for the nutrition and 
dietary supplement interventions used in inborn errors 
of metabolism

ÅSmall patient numbers; rare and ultra rare diseases

ÅRandomization difficult

ÅHeterogeneity of phenotype

ÅMotivation to use treatments that have been used 
in the past

ÅDosages, purity of products, uncontrolled 
conditions



A Problem Needing 
a Solution

ÅPresent environment more amenable to problem-
solving

ÅGreater awareness of the issues  

ÅDevelopment of consortia

ÅLarger, more comprehensive databases

ÅWilling partners



Nutrition and Dietary Supplement 
Interventions for Inborn Errors of Metabolism

An Initiative to Guide Clinical Practice 
through Evidence-Based Research

Joint effort of the 

ÅOffice of Dietary Supplements 

ÅOffice of Rare Diseases Research



Mission Statement

ÅThis initiative will identify gaps in research on the safety, 
efficacy, and effectiveness of nutrition and dietary 
supplement interventions for inborn errors of metabolism 
(IEM) that need to be filled with evidence-based 
research.  With input from a broad range of stakeholders, 
research strategies will be developed and implemented 
with the goal of informing clinical practice guidelines to 
benefit persons with IEM.



NDSI-IEM Activities

ÅBackground paper

ÁHistory and evolution of nutrition and dietary 
supplement interventions for IEM

ÁOverview of current clinical practices and published 
research

ÁGaps in knowledge and infrastructure deficiencies 
that hinder evidence-based research 

ÁRecommendations



NDSI-IEM Activities

ÅInitial planning meeting of DHHS stakeholders held 
January 20

ÁReviewed background, rationale, and regulatory 
issues 

ÁIdentified challenges and barriers to conducting EBR

ÁDiscussed strategies to overcome barriers and move 
the initiative forward



NDSI-IEM Goals 
and Activities

ÅLong-term planning group to be formed

ÁFederal government

ÁGenetic-metabolic community

ÁIndustry, insurers, others

ÁPatients and patient advocacy groups



PKU Scientific 
Review Conference

ÅIn October 2000, NIH held a Consensus Development 
/ƻƴŦŜǊŜƴŎŜΣ άPhenylketonuria(PKU): Screening and 
aŀƴŀƎŜƳŜƴǘΦέ  

ÅScreening and management guidelines were published, 
Pediatrics 2001;108(4):972-982

ÅTechnology and treatment advances over the past decade

ÅRevisit the guidelines

ÅFive working groups formed to answer specific questions

ÅConvene a conference in late 2011, early 2012



Parallel Initiative

ÅAHRQ Evidence-Based Practice Committee Comparative 
Effectiveness of Treatments for PKU

ÁConcomitant activity

ÁAn expert panel held topic discussions

ÁGenerated key questions which went out for public 
comment

ÁHave begun their work which will be reported in late 
2011



What about Medical Foods?

What are Medical Foods?
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Dietary Supplement: caprylidene

AC-1202 (Axona®)

L-methylfolate 15mg (a medical food)

Metanx® (a medical food) 

Medical Food Profermin; Fresubin 

Drug: Oxazyme

Medical food product, 1gm OxazymeTM

Amino acid-based formula:

ñSpecial Medical Foodò 

medical food with AN777

clinicaltrials.gov



What About 
Medical Foods?

ÅThe initiatives described will lead to evidence-based 
research on nutrition and dietary supplement 
interventions used in IEM.

ÅEvidence-based research findings may inform coverage 
decisions in the future.

ÅWill require collaboration, cooperation, and persistence.

http://rarediseases.info.nih.gov

http://ods.od.nih.gov
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