Federal Select Agent Program Perspective:

Intersection of the NIH Guidelines with the
Select Agent Regulations

Samuel S. Edwin, PhD & Freeda E. Isaac, DVM

Directors, Federal Select Agent Program

NIH Guidelines: Honoring the Past, Charting the Future

July 18, 2017




Federal Select Agent Program (FSAP)

0 FSAP regulates the possession, use, and  ps———
transfer of biological select agents and A8 Sosnte ans

toxins include—

toxins that have the potential to pose a
severe threat to public, animal or plant
health, or to animal or plant products

0 Managed jointly by:
= The Division of Select Agents and Toxins (DSAT) =
at the Centers for Disease Control and Prevention [
(CDC), part of the U.S. Department of Health and
Human Services (HHS)

= The Agriculture Select Agent Services (AgSAS) at the Animal

and Plant Health Inspection Service (APHIS), part of the U.S.
Department of Agriculture (USDA)




FSAP: Background

0 DSAT regulates agents that cause disease In
humans

0 AgSAS regulates agents that cause disease In
animals or plants

0 Share the responsibility for agents that threaten both
humans and animals




Key Regulatory Functions & Activities

Promulgate the select agent regulations
= 7 C.FR.Part 331; 9 C.FR. Part 121; 42 C.F.R. Part 73

Provide oversight of possession, use, and
transfer

Conduct inspections and approve
registrations

Approve individual access to select agents
& toxins

Receive reports of a theft, loss, or release
Take appropriate enforcement actions

Serve as aresource on compliance with
the regulations




Overview & History

0 2001 anthrax attacks led to strengthening of program

o Title Il of the Public Health Security and Bioterrorism
Preparedness and Response Act of 2002
= Led to creation of the current Federal Select Agent Program
= |ncreased safeguards and security measures for select agents
= Strengthened the regulatory authorities of HHS
= Granted comparable regulatory authorities to USDA

0 List-based regulatory program (currently 66 agents)

0 Requires republication of agent list every two years
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TITLE II—ENHANCING CONTROLS ON
DANGEROUS BIOLOGICAL AGENTS
AND TOXINS

“SEC. 351A. ENHANCED CONTROL OF DANGEROUS BIOLOGICAL
AGENTS AND TOXINS.

“(a) REGULATORY CONTROL OF CERTAIN BIOLOGICAL AGENTS

AND TOXINS.
“(1) LIST OF BIOLOGICAL AGENTS AND TOXINS.—

“(A) IN GENERAL.—The Secretary shall by regulation

al agent and

ere threat

include an
agent or toxin on the list under subparagraph (A), the
Secretary shall—
(i) consider—
“(I) the effect on human health of exposure
to the agent or t ;

“(II) the degree of contagiousness of the agent
or toxin and the methods by which the agent or
toxin is transferred to human

“(III) the availability and effectiveness of
pharmacotherapies and immunizations to treat
and prevent any illness resulting from infection

3 including the needs
of children and other vulnerable populations, that
the Secretary considers appropriate; and
“(i1) consult with appropriate Federal departments

and agencies and with scientific experts representing
appropriate professional groups, including groups with
pediatric expertise.

“(2) BIENNIAL REVIEW.—The Secretary shall review and
republish the list under paragraph (1) biennially, or more often
as needed, and shall by regulation revise the list as necessary

accordance with such paragraph.




TITLE II—ENHANCING CONTROLS ON
DANGEROUS BIOLOGICAL AGENTS
AND TOXINS

SEC. 211. SHORT TITLE.

This subtitle may be cited as the “Agricultural Bioterrorism
Protection Act of 2002”.

SEC. 212. REGULATION OF CERTAIN BIOLOGICAL AGENTS AND TOXINS.

(a) REGULATORY CONTROL OF CERTAIN BIOLOGICAL AGENTS AND
TOXINS.—
1) LIST OF BIOLOGICAL AGENTS AND TOXINS.—

(A) IN GENERAL.—The Secretary of Agriculture shall
by regulation establish and maintain a list of each
bmloowal agent and each toxin that the Secretary deter-
mines has the potential to pose a severe threat to animal
or plant health, or to animal or plant products.

(B) CRITERIA.—In determining whether to include an

agent or toxin on the list under subparagraph (A), the
Secretary shall—
(i) consider—
(I) the effect of exposure to the agent or toxin
on animal or plant health, and on the production
and marketability of animal or plant products;

(I) the pathogenicity of the agent or the tox-
icity of the toxm and the methods by which the
agent or toxin is nsferred to animals or plants;

(ITI) the availability and effectiveness of
pharmacotherapies and prophylaxis to treat and
prevent any illness caused by the agent or toxin;
and

(IV) any other criteria that the Secretary con-
siders appropriate to protect animal or plant
health, or animal or plant products; and
(ii) consult with appropriate Federal departments

and agencies and with scientific experts representing
appropriate professional groups.

(2) BIENNIAL REVIEW.—The Secretary shall review and
republish the list under paragraph (1) biennially, or more often
as needed, and shall by regulation revise the list as necessary
in accordance with such paragraph.




Select Agent Regulations

0 Take into consideration the national biosafety
standards — including Biosafety in Microbiological
and Biomedical Laboratories (BMBL), NIH guidelines

0 Other sources drawn from:
= |SATTAC*, Ag-ISATTAC, public comment

= Agricultural standards — including the OIE Manual of Diagnostic
Tests and Vaccines for Terrestrial Animals, the USDA Agricultural
Research Service (ARS) Facilities Design Standards, and the
United States Animal Health Association Foreign Animal
Diseases

* Intragovernmental Select Agents and Toxins Technical Advisory Committee




Select Agent Regulations

0 Restricted experiments language taken from NIH
guidelines
= Set of very specific experiments that require pre-approval

= NIH defers to FSAP on requests to conduct a restricted
experiment with select agents

= NIH guidelines are not federal regulations
and are limited to research supported by
federal funding




Section llI-A. Experiments that Require Institutional Biosafety Committee Approval, RAC Review, and
NIH Director Approval Before Initiation (See Section [V-C-1-b-(1), Major Actions).

Section llI-A-1. Major Actions under the NIH Guidelines

Experiments considered as Major Actions under the NIH Guidelines cannot be initiated without submission of NIH Guidelines for
relevant information on the proposed experiment to the Office of Science Policy, National Institutes of Health, .
preferably by e-mail to: NIHGuidelines@od.nih.gov, the publication of the proposal in the Federal Register for Research Involvin g
15 days of comment, review by RAC, and specific approval by NIH. The containment conditions or stipulation Recombinant or
requirements for such experiments will be recommended by RAC and set by NIH at the time of approval. Such . .
experiments require Institutional Biosafety Committee approval before initiation. Specific experiments already Synth etic Nucleic
approved are included in Appendix D, Major Actions Taken under the NIH Guidelines, which may be obtained Acid Mol |

from the Office of Science Policy, National Institutes of Health, preferably by submitting a request for this Cl olecules
information to: NIHGuidelines@od.nih.gov; additional contact information is also available here and on the Apl’ll 2016

OSP website (www.osp.od.nih.gov).

Section llI-A-1-a. The deliberate transfer of a drug resistance trait to microorganisms that are not known to P 15
acquire the trait naturally (see Section V-B, Footnotes and References of Sections I-1V), if such acquisition could age
compromise the ability to control disease agents in humans, veterinary medicine, or agriculture, will be reviewed

by the RAC.

Section lll-B. Experiments That Require NIH OSP and Institutional Biosafety Committee Approval
Before Initiation

Experiments in this category cannot be initiated without submission of relevant information on the proposed
experiment to NIH OSP. The containment conditions for such experiments will be determined by NIH OSP in

consultation with ad hoc experts. Such experiments require Institutional Biosafety Committee approval before
initiation (see Section IV-B-2-b-(1), Institutional Biosafety Committee).

Section lll-B-1. Experiments Involving the Cloning of Toxin Molecules with LDso of Less than 100
Nanograms per Kilogram Body Weight

Deliberate formation of recombinant or synthetic nucleic acid molecules containing genes for the biosynthesis of
toxin molecules lethal for vertebrates at an LDso of less than 100 nanograms per kilogram body weight (e.g.,
microbial toxins such as the botulinum toxins, tetanus toxin, diphtheria toxin, and Shigella dysenteriae
neurotoxin). Specific approval has been given for the cloning in Escherichia coli K-12 of DNA containing genes
coding for the biosynthesis of toxic molecules which are lethal to vertebrates at 100 nanograms to 100
micrograms per kilogram body weight. Specific experiments already approved under this section may be
obtained from the Office of Science Policy, National Institutes of Health, preferably by submitting a request for
this information to: NIHGuidelines@od.nih.gov; additional contact information is also available here and on the
QSP website (www.osp.od.nih.gov).




Select Agent Regulations:
Restricted Experiments

§73.13 Restricted experiments.

(a) An individual or entity may not conduct, or possess products resulting from, the following expernments unless
approved by and conducted in accordance with the conditions prescribed by the HHS Secretarny:

(1) Expenments that involve the deliberate transfer of, or selection for, a drug resistance trait to select agents that are

not known to acquire the trait naturally, if such acquisition could compromise the control of disease agents in humans,
veterinary medicine, or agriculture.

(2} Expenments involving the deliberate formation of synthetic or recombinant DNA containing genes for the
biosynthesis of select toxins lethal for vertebrates at an LD[50] <100 ng/kg body weight.

42 CFR 8§873.13: Must be approved by the HHS Secretary

7 CFR 8331.13, 9 CFR 8121.13: Must be approved by the APHIS
Administrator



Restricted experiments approved and
denied by experiment type, 2006-2017 (DSAT)
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Sources: 1). Smith J, Gangadharan D, Weyant R. Review of Restricted Experiment Requests, Division of Select Agents and Toxins, Centers
. for Disease Control and Prevention, 2006 2013. Health Security 2015;13:207 316; 2). Unpublished data




Conclusions

0 FSAP approval for use of a select agent or toxin
under the select agent regulations is, with the
exception of “restricted experiments,” limited to
consideration of whether the use can be done safely
and securely.

0 The consideration of whether a use should be
allowed based on whether the results may have
“dual-use” or “gain of function” implications is
beyond the scope of the current Federal Select
Agent Regulations.

0 FSAP does not regulate information produced from
select agent and toxin experiments.



Current Challenges

0 List-based regulatory authority does not capture de
novo created agents
0 US Government policies controlled by federal
funding:
= Dual-use research of concern (DURC), or
= Gain of function (GOF)
» Specific to certain agents and toxins
* Experiments listed in very broad terms
2 NIH guidelines — involve Principal Investigator and
Institutional Biosafety Committee (IBC); not the

Responsible Official

« Chimeric select agents
* Theft/loss/release (TLR) reports on regulated nucleic acids




Discussion

www.selectagents.gov
CDC: Irsat@cdc.qgov or 404-718-2000
APHIS: AQSAS@aphis.usda.gov or

301-851-3300 option 3 (voice only)



http://www.selectagents.gov/
mailto:lrsat@cdc.gov
mailto:AgSAS@aphis.usda.gov

	Federal Select Agent Program Perspective:�Intersection of the NIH Guidelines with the �Select Agent Regulations
	Federal Select Agent Program (FSAP)
	FSAP: Background
	Key Regulatory Functions & Activities
	Overview & History
	Title II of the Public Health Security and Bioterrorism Preparedness and Response Act of 2002
	Title II of the Public Health Security and Bioterrorism Preparedness and Response Act of 2002

	Select Agent Regulations
	Select Agent Regulations

	HHS regulations
	Select Agent Regulations: �Restricted Experiments
	Restricted experiments approved and �denied by experiment type, 2006-2017 (DSAT)
	Conclusions
	Current Challenges
	Discussion


	Federal Select Agent Program Perspective: 
	July 18 2017: 
	FSAP regulates the possession use and: Off
	Managed jointly by: Off
	DSAT regulates agents that cause disease in: Off
	AgSAS regulates agents that cause disease in: Off
	Share the responsibility for agents that threaten both: Off
	Promulgate the select agent regulations: Off
	Provide oversight of possession use and: Off
	Conduct inspections and approve: Off
	Approve individual access to select agents: Off
	Receive reports of a theft loss or release: Off
	Take appropriate enforcement actions: Off
	Serve as a resource on compliance with: Off
	2001 anthrax attacks led to strengthening of program: Off
	Title II of the Public Health Security and Bioterrorism: Off
	Listbased regulatory program currently 66 agents: Off
	Requires republication of agent list every two years: Off
	Take into consideration the national biosafety: Off
	Other sources drawn from: Off
	Restricted experiments language taken from NIH: Off
	60: 
	50: 
	30: 
	20: 
	10: 
	FSAP approval for use of a select agent or toxin: Off
	The consideration of whether a use should be: Off
	FSAP does not regulate information produced from: Off
	Listbased regulatory authority does not capture de: Off
	US Government policies controlled by federal: Off
	NIH guidelines  involve Principal Investigator and: Off


