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GARY B. HUFFNAGLE & SARAH WERNICK, THE PROBIOTICS REVOLUTION: THE DEFINITIVE GUIDE TO SAFE, NATURAL HEALTH SOLUTIONS USING

PROBIOTIC AND PREBIOTIC FOODS AND SUPPLEMENTS (Reprint edition ed. 2008).



Working Group 

– NIH-funded HMP researchers 

– Clinicians

– Legal academics

– Food and drug law attorneys

– Government regulators

– Consumer/Patient advocates

– Bioethicists

– Industry representatives
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Regulatory Framework for FMT:
Factors to Consider

– ensure safety of the substance

– ensure effectiveness

– provide reliable information to 
patients/consumers

– ensure access for patients who need the 
procedure/product

– not unnecessarily discourage research on MTs

– support public health objectives, i.e., reducing the 
development of antibiotic resistant organisms
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Drugs and INDs

• Drugs:

– “Articles intended for use in the diagnosis, cure, 
mitigation, treatment, or prevention of disease”

– Biological products are included within this 
definition

• Require Investigational New Drug application 
(IND) to administer
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IND Application Requirements
• Application requires extensive information

– Pharmacology and toxicology 

– Detailed protocols for pre-clinical studies (i.e. animal 
studies) as well as Phase I, II, III clinical trials on 
human subjects

– Chemistry, Manufacturing and Control (CMC) 
Information to ensure the proper identity, strength, 
quality, and purity of the drug.
• Physical, chemical or biological characteristics such as 

biological name and strain designations, original sources, 
clinical health of donor, summary of phenotype and 
genotype of product strains, and more
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Challenges to regulating fecal 
material as a drug

• Transplanted material is not a “typical” drug
– May not be appropriate for the drug regulatory pathway

• Material consists of a community of living organisms
– “metabolically active and highly dynamic in response to multiple 

factors”

• Many organisms are challenging to culture in vitro
• Difficult to test effectiveness in animals
• Characterization requirements difficult to meet

– Whole community genome sequencing to characterize all 
microbes scientifically challenging and prohibitively expensive

• Requirement for consistency in product composition
– Stool differs from person to person
– Chemical and biological components “vary from batch to batch”
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DIY Equipment
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Stool Banks
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Regulatory and Research Milestones
Timeline

2010: 
Physician 

requests to 
FDA as to 

whether IND 
needed for 

FMT 
research

2011: 
Rebiotix
founded

2012: 
Openbiome
founded and 

begins 
operation

2012: 
Rebiotix

meets with 
FDA

July 29, 
2013: FDA 
approves 

Rebiotix IND 
and starts 
Phase II 

clinical trials
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Regulatory and Research Milestones
Timeline

May 2013: FDA announces 
classification of fecal matter as 

both IND and biologic

13



Regulatory and Research Milestones
Timeline

May 2013: FDA 
announces 

classification of 
fecal matter as 
both IND and 

biologic

July 18, 2013: FDA 
changes course – will 
keep classification but 

will exercise 
enforcement discretion

July 29, 2013: 
FDA approves 
Rebiotix IND 

and starts 
Phase II clinical 

trials
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Regulatory and Research Milestones
Timeline

May 2013: 
FDA 

announces 
classification 

of fecal 
matter as 

both IND and 
biologic

July 2013: FDA changes 
course – will keep 

classification but will 
exercise enforcement 

discretion

July 29, 2013: 
FDA approves 
Rebiotix IND 

and starts 
Phase II clinical 

trials

March 2014: FDA publishes 
draft guidance that adds 
another qualification for 

use of FMT for C.diff
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March 2014 Draft Guidance

• FMT product must be “obtained from a donor 
known to either the patient or to the licensed 
health care provider treating the patient”

• Stool donors and stool must be qualified by 
screening and testing
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Regulatory and Research Milestones
Timeline

May 2013: FDA 
announces 

classification of 
fecal matter as 
both IND and 

biologic

July 2013: FDA changes 
course – will keep 

classification but will 
exercise enforcement 

discretion

March 2014: 
FDA publishes 
draft guidance 

that adds 
another 

qualification 
for use of FMT 

for C.diff

March 2016: 
FDA issues 

revised draft 
policy
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March 2016 Draft Guidance

• “Centralized manufacturing in stool banks 
presents safety concerns related to the use of 
FMT from a limited number of donors 
administered to multiple patients. These 
safety concerns include transmission of 
infectious agents and potentially other 
unidentified risks related to changes in the 
microbiome.”
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March 2016 Draft Guidance

• Stool banks need to submit an IND application 
and receive FDA approval before product can 
be used by physicians

• Health care providers who receive FMT 
product from stool bank can be sub-
investigators

– Must submit protocol to IRB

– Must report adverse events to IRB and sponsor
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Adverse Event 
Reporting Requirements

• Adverse event must be reported to IRB when: 
• Unexpected

• Serious

• Would have implications for the conduct of the study 
(e.g. requiring significant change to protocol such as 
revised inclusion/exclusion criteria, change to ICF, or 
investigator’s brochure)
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Essential Elements of FMT

• Transplanted material:

– Is a group of micro-organisms in a biological 
matrix

– Designed to change an entire ecosystem

– Includes non-microbial components

– Is “minimally manipulated”
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Range of Fecal Material Manipulation 
for CDI Treatment



Public Comments on March 2016 FDA 
Draft Guidance

From patients/consumers: (n=55)

– fear lack of access to life-saving therapy

– may not meet eligibility criteria for clinical 
trial

– if selected, may receive a placebo
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Public Comments on March 2016 FDA 
Draft Guidance

From physicians: (n=41)

– Stool banks provide a safe, rigorously tested 
product in a timely manner

–Hospital and local labs, especially in rural 
areas, do not have facilities or training to 
conduct same type of screening as stool 
banks and unable to screen donors quickly

– screening is expensive, not reimbursed by 
all payers, and hardest on poor patients 
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What will FDA do next?

• Will they be responsive to comments or 
continue stance that stool banks must obtain 
an IND?

• If stool banks require an IND, can stool meet 
consistency requirements and be approved 
as a new drug?

• If modified stool product is approved as a 
drug, will FDA allow stool banks to remain 
open? 
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