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Introduction to Biological Products, Including 
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Advance Therapies



Overview of the U.S. Food and 
Drug Administration



FDA’s Role in the Federal Government



Agencies Under HHS



Regulatory Oversight: From NIH to FDA



FDA’s Mission
The Food and Drug Administration is 
responsible for protecting the public 
health by ensuring the safety, efficacy, 
and security of human and veterinary 
drugs, biological products, and medical 
devices; and by ensuring the safety of 
our nation's food supply, cosmetics, and 
products that emit radiation.

FDA also has responsibility for regulating 
the manufacturing, marketing, and 
distribution of tobacco products to 
protect the public health and to reduce 
tobacco use by minors.

FDA is responsible for advancing the public 
health by helping to speed innovations that 
make medical products more effective, safer, 
and more affordable and by helping the public 
get the accurate, science-based information 
they need to use medical products and foods 
to maintain and improve their health.

FDA also plays a significant role in the Nation's 
counterterrorism capability. FDA fulfills this 
responsibility by ensuring the security of the 
food supply and by fostering development of 
medical products to respond to deliberate and 
naturally emerging public health threats.



FDA Structure









Current CDRH Structure



Current CDRH Office (cont.)



Devices 
Regulated 
By CBER



FDA HQ and the Field



FDA Law and Policies



Overview
1. U.S. Constitution
2. Statutes 
3. Regulations
4. Federal Register Notices
5. Advisory Committees
6. Guidance Documents
7. Regulatory Procedures Manual (RPM)
8. Compliance Policy Guides (CPGs)
9. Staff Manual Guides
10. Memorandum of Understanding (MOUs)
11. Enforcement Actions and Letters
12. Informal Statements and Advice



Statutes
• The Federal Food, Drug, and Cosmetic Act 

(1938)
– New Drug Approval (NDA) 
– Abbreviated New Drug Application (ANDA)

• The Public Health Service Act (1944)
– Biologic License Application (BLA)
– Abbreviated Biologic License Application (aBLA)



Regulations
• Created under the 

authority granted to an 
agency by Congress (as 
required or authorized by 
statute)

• Created in accordance with 
the Administrative 
Procedure Act of 1946 
(APA); procedures may be 
impacted by Executive 
Orders, memoranda issued 
by the President, and FDA’s 
own regulations



“Notice and Comment Rulemaking”
• The bulk of agency rulemaking is done under APA Informal § 553 Rulemaking, 

also known as “Notice and Comment Rulemaking”
• Basic requirements of Informal Rulemaking:

– Notice of the proposed rulemaking
• Published in the Federal Register (FR)

– Opportunity for public comments
• Public comments are available on the public docket to view at 

regulations.gov
– Publication of the final rule in the FR, after consideration of comments



Exemptions from Informal Rulemaking
• 21 CFR 10.40 discusses FDA’s promulgation of regulations for the efficient 

enforcement of the law
• § 10.40(e)(1) provides that the requirements of notice and public procedure do 

not apply “When the Commissioner determined for good cause that they are 
impracticable, unnecessary, or contrary to the public interest” 

• There are other exemptions:
– Rule of “agency organization, procedure, or practice”
– “Interpretative rules” that add little substantive interpretation of the law 
– “General statements of policy”

• Agencies may run into difficulties in the courts trying to invoke these 
exemptions if the proposed action has a major impact on the public

• Congress may require an agency to follow a specific public participation 
procedure



Advisory Opinions & Preambles
• Federal Register preambles:

– Under 21 C.F.R. § 10.85(d)(1), preambles to proposed or final rules constitute 
advisory opinions, which represent the formal position of FDA.  FDA cannot 
generally take regulatory action against someone who relies on an FDA advisory 
opinion (21 C.F.R. § 10.85(e))

• Once a rule is finalized, it is added to the Code of Federal Regulations (CFR)
– Final rules adopted through notice-and-comment procedure sets forth substantive, 

binding requirements
– These rules can be challenged in court before FDA tries to enforce them

• FDA’s regulations can be found in Title 21 of the Code of Federal Regulations



Guidance Documents
• What is a Guidance Document? – 21 C.F.R. § 10.115(b)

– “Guidance documents are documents prepared for FDA staff, applicants/sponsors, 
and the public that describe the agency’s interpretation of policy on a regulatory 
issue.”

– “Guidance documents include, but are not limited to, documents that relate to: The 
design, production, labeling, promotion, manufacturing, and testing of regulated 
products; the processing, content, and evaluation of approval of submissions, and 
inspection and enforcement policies.”

– “Guidance documents do not include: Documents relating to internal FDA 
procedures, agency reports, general information documents provided to consumers 
or health professionals, speeches, journal articles and editorials, media interview, 
press materials, warning letters, memoranda of understanding, or other 
communications directed to individual persons or firms.”



Compliance Policy Guides (CPGs)
• The FDA CPGs manual consists of 

statement or explanations of 
compliance policy to FDA staff. 

• Provide interpretations of FDA 
statutory or regulatory 
requirements as agreed upon by 
ORA and program center or 
offices.

• FDA may issue CPGs for many 
reasons, including new legislation, 
regulations, guidances, court 
decision, and similar legal, 
scientific, and public health 
factors.

• CPGs are guidance documents
prepared for FDA staff as defined 
in the GGP regulations found in 21 
C.F.R. § 10.115.



Good Guidance Practices
• 21 C.F.R. § 10.115 – Good Guidance Practices (GGP’s)

– “The agency may not use documents or other means of communication that are excluded 
from the definition of guidance document to informally communicate new or different 
regulatory expectations to a broad public audience for the first time.  These GGP’s must 
be followed whenever regulatory expectations that are not readily apparent from the 
statute or regulations are first communicated to a broad public audience.”

– “Guidance documents do not establish legally enforceable rights or responsibilities.  They 
do not legally bind the public or FDA.” 

– “An alternative approach may be used if such approach satisfies the requirements of the 
applicable statute, regulations, or both.”

– “Although guidance documents shall not be binding on the Secretary, the Secretary shall 
ensure the employees of the Food and Drug Administration do not deviate from such 
guidances without appropriate justification and supervisory concurrence.”
• Section 701(h)(I)(B) of the FD&C Act



“Must” vs “Should” in Guidances
• 21 C.F.R. § 10.115(i)(2)

– “Guidance documents must not include mandatory language such as “shall,” “must,” 
“required,” or “requirement,” unless FDA is using these words to describe a statutory 
or regulatory requirement.

• “Draft” vs “Final” Guidances
– Draft Guidance, when finalized, will represent the FDA’s current thinking on a topic.

• January 2018 Department of Justice (DOJ) Memo from Former Associate 
Attorney General Rachel Brand prohibits DOJ from:
– Using noncompliance with “guidance documents as a basis for proving violations of 

applicable law in” affirmative civil enforcement cases
– Using “its enforcement authority to effectively convert agency guidance documents 

into binding rules”



Staff Manual Guides
• Does not confer rights or bind FDA or the public

• Describes FDA internal procedures and directive related to:
– organization and functions
– delegations of authority
– administrative and program policies
– responsibilities and procedures

• Select Staff Manual Guides are publicly available on FDA’s website and can 
otherwise be requested through a Freedom of Information Act request



Enforcement Actions & Letters



Citizen Petition Responses



Informal Statements and Advice
• Provided by FDA employees orally, or in writing, but not under 21 C.F.R. §

10.85 (advisory opinions)

• Represents the judgment / opinion of a specific employee at a specific time

• An informal statement –
– Not an “advisory opinion”
– Does not necessarily represent the formal position of FDA
– Does not bind or otherwise obligate or commit FDA to the views expressed



Participating in FDA Policy Making



Comments on Proposed Regulations and Draft Guidance



FDA Meetings and Workshops



Advisory Committee Meetings



Citizen Petitions
An opportunity for interested parties to initiate 
an administrative proceeding by petitioning FDA 
to issue, amend, or revoke a regulation or order, 
or to take or refrain from taking any other form 
of administrative action.

21 C.F.R. § 10.25(a)



Prescription Drug User Fee Act (PDUFA) and Biosimilar User Fee 
Act (BsUFA) negotiations



Judicial Review & 
Lobbying Congress



Product Specific Proceedings



Dispute Resolutions; Appeals
• Adjudicative process for resolving disputes that 

arise during the course of regulatory proceedings. 
– Request review of a disputed issue by the immediate

supervisor, and up the chain of command.
– Request review by the appropriate advisory 

committee.



Ombudsman



Citizen Petitions



Regulatory Hearings
• Formal Evidentiary Public Hearing (21 C.F.R. Part 12)
• Public Hearing Before a Board of Inquiry (21 C.F.R. Part 13)
• Public Hearing Before a Public Advisory Committee (21 C.F.R. Part 14)
• Public Hearing Before the FDA Commissioner (21 C.F.R. Part 15)
• Regulatory Hearing Before the FDA (21 C.F.R. Part 16)



Formal Adjudications
• An “adjudication” is the process by which an agency formulates an “order”

meaning the “final disposition, whether affirmative, negative, injunctive, 
or declaratory in form, of an agency in a matter other than rule making 
but including licensing.” (5 U.S.C. § 551(6) & (7))

• Adjudication results in an order that usually applies to a specific entity or 
set of facts.

• Formal adjudication refer to statutorily-mandated proceedings (e.g., 
review and approval of a New Drug Application)



Judicial Review
• The Administrative Procedure Act provides the right to court review of 

“final” agency decisions, based on the “administrative record” before the 
agency.

• Pursuant to Section 706(2), federal courts may hold unlawful and set aside 
agency action, findings, and conclusions found to be, among other things:
– Arbitrary, capricious, an abuse of discretion, or otherwise not in accordance 

with law, contrary to constitutional right, power, privilege, or immunity.
– In excess of statutory jurisdiction, authority, or limitations, or short of 

statutory right, or
– Without observance of procedure required by law.



Obtaining and Protecting Information 
under the Freedom of Information 

Act (FOIA)



Disclosable Information
FOIA allows members of the public to request
access to records that FDA normally does not 
post publicly.



Exemptions from Mandatory 
Disclosure

There exist 9 statutory exemptions from disclosure, 
including:
#4: Trade secret or confidential commercial or
financial information
#5: Privileged inter- or intra-agency communication
#6: Individual personal privacy
#7(a): Interfere with enforcement proceedings



Discretionary Disclosure on Request
• Federal agencies generally have discretion

under FOIA to decide whether to invoke the
applicable FOIA exemptions. FOIA exemptions 
are not “mandatory bars to disclosure.”

• However, other considerations exist, such as 
applicability of the Trade Secrets Act for 
“business” information.



Preventing Disclosure of Information 
Submitted to FDA

• FDA is required to notify a party of a FOIA request 
(21 C.F.R. § 20.61).

• The party has 5 days to object to disclosure.
• If FDA decides to disclosure, FDA must give notice 

to the party.
• The party may then bring a “Reverse FOIA” case 

in district court to seek relief from disclosure.
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