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* * * 

I. The Food and Drug Administration: 

 

Oversight Mechanisms 

 

A. A Short History of FDA Oversight of Human Drugs and Medical Devices 

The FDA historically has operated through a number of specialized federal agencies at different 

points in its history. Beginning in 1883, the U.S. Department of Agriculture (USDA) established the 

position of Chief Chemist of the Bureau of Chemistry.  1906 marked the beginning of the modern 

era of drug regulation with the passage of the first comprehensive federal food and drug law, which 

was enforced by the Bureau of Chemistry until 1927. In 1927, authority to enforce the 1906 Act was 

transferred to the newly formed Food, Drug, and Insecticide Administration (FDIA). The FDIA was 

renamed in 1931 as the FDA under the direction of Walter G. Campbell, the first official commis-

sioner.  In 1938, Congress passed the Federal Food, Drug and Cosmetic Act (FDCA).  Key mod-

ern amendments related to drugs and devices occurred in 1962, 1976, 1997, and 2007. * * * 

The FDA is one of eleven agencies in the Department of Health and Human Services and is 

tasked with enforcing over 45 federal statutes with products accounting for about 25% of consumer 

spending in the U.S., including 80% of the national food supply and all cosmetics, vaccines, drugs, 

medical devices, tissues for transplantations, and equipment that emits radiation.  This amounts to 

over $ 1.5 trillion annually in consumer goods.  The broad duty of the FDA in overseeing consum-

er products is articulated in its mission statement: 

 

The FDA is responsible for protecting the public health by assuring the safety, efficacy, 

and security of human and veterinary drugs, biological products, medical devices, our 

nation's food supply, cosmetics, and products that emit radiation. The FDA is also re-

sponsible for advancing the public health by helping to speed innovations that make 

medicines and foods more effective, safer, and more affordable; and helping the public 
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get the accurate, science-based information they need to use medicines and foods to 

improve their health. 

 

Legal oversight of human drugs has a long history, dating back to the original Pure Food and Drugs 

Act of 1906 (1906 Act). The 1906 Act has been described as the most far-reaching of its kind with 

no comparable antecedent regarding human health and welfare.  Medical device provisions are 

grounded in the original and subsequent drug regulation provisions, although they differ now from 

the drug provisions in using a classification system based on degree of risk. Over the course of the 

100-year history of FDA drug oversight and almost 70 years of device oversight, definitions have 

been expanded and added, provisions adjusted, and new centers and guidance created to fill gaps in 

oversight and account for new developments. 

Drugs and devices are contained in Chapter 5 of the current iteration of the FDCA. In addition 

to setting out legal requirements, the FDCA authorizes agency rulemaking, which gives the FDA 

the authority to set rules to implement and explain the provisions of the FDCA. There are also FDA 

guidance documents, policy statements and manuals, formal and informal statements and advice 

provided by the FDA, and various publications that provide procedural advice such as press releas-

es, public service announcements, and enforcement reports. 

Human drugs and medical devices are the two consumer product areas most heavily regulated 

by the FDA throughout the pre- and post-marketing phases, although the extent of regulation varies 

depending on a number of factors, as discussed below. Relevant definitions for drugs and devices 

are provided in Figure 1.  Products that consist of a combination of drugs, devices, and/or biologics 

are regulated based on their primary mode of action. Figure 1 includes the definition of biologics in 

order to distinguish from new drugs; a biologic is derived from a living source rather than chemi-

cally synthesized. Biologics provisions are contained within the Public Health Service Act (PHSA), 

which makes biologics subject to the FDCA.  * * * 

 

NEW HUMAN DRUGS AND THE NDA PROCESS 

The FDA has authority to regulate human drugs under the FDOA.  Regulation of human drugs in-

cludes manufacturing controls for quality purposes, labeling controls for consumer protection, and a 

premarket approval process for new drugs to determine safety and efficacy using a risk-benefit ap-
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proach.  The Center for Drug Evaluation and Research (CDER) is responsible for the evaluation of 

safety and efficacy of brand name and generic prescription and over-the-counter (OTC) drugs, ad-

vertising of prescription drugs, and post-market monitoring of drug products for risks and adverse 

events. 

Over time, a number of regulatory routes to market for human drugs have developed. These in-

clude new drug applications (NDAs), abbreviated new drug applications (ANDAs) (generally for 

generic drugs), OTC applications, and biologics license applications (BLAB) for biological prod-

ucts.  * * * 

There are a number of well-defined pre-approval phases in bringing a new drug to market. The 

first is the preclinical investigation phase (consisting of laboratory and animal testing). This pre-

clinical phase does not require prior notification of the FDA, but studies must follow good labora-

tory practices.  Upon successful completion of preclinical testing, an investigational new drug ap-

plication (IND) must be filed prior to initiation of clinical trials, including a general investigative 

plan; clinical trial protocols; information on proposed drug chemistry, pharmacology, toxicology, 

and manufacturing and controls; and a summary of previous human experience with the drug. 

 

Figure 1 

Food, Drug and Cosmetic Act Definitions 
Drug: "(A) articles recognized in the official United 

 States Pharmacopoeia, official Homoeopathic 

 Pharmacopoeia of the United States, or official 

 National Formulary, or any supplement to any of 

 them; and (B) articles intended for use in the 

 diagnosis, cure, mitigation, treatment, or 

 prevention of disease in man or other animals; and 

 (C) articles (other than food) intended to affect 

 the structure or any function of the body of man 

 or other animals; and (D) articles intended for 

 use as a component of any article specified in 

 clause (A), (B), or (C)." (21 U.S.C § 

 321(g)(1)) 
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New drug: any drug "not generally recognized, among experts 

 qualified by scientific training and experience to 

 evaluate the safety and effectiveness of drugs, as 

 safe and effective for use under the conditions 

 prescribed, recommended, or suggested in the 

 labeling,..." (21 U.S.C. § 321(p)(1)) OR which 

 "has become so recognized, but which has not, 

 otherwise than in such investigations, been used 

 to a material extent or for a material time under 

 such conditions" (21 U.S.C. § 321(p)(2)) 

   

Medical device: an "instrument, apparatus, any component, 

 implement, machine, contrivance, implant, in vitro 

 reagent, or other similar or related article, 

 including any component part, or accessory, which 

 is -- (1) recognized in the official National 

 Formulary, or the United States Pharmacopeia, or 

 any supplement to them, (2) intended for use in 

 the diagnosis of disease or other conditions, or 

 in the cure, mitigation, treatment, or prevention 

 of disease, in man or other animals, or (3) 

 intended to affect the structure or any function 

 of the body of man or other animals, and which 

 does not achieve its primary intended purposes 

 through chemical action within or on the body of 

 man or other animals and which is not dependent 

 upon being metabolized for the achievement of its 

 primary intended purposes." (21 U.S.C. § 

 321(h)) 

   

Biologic: "a virus, therapeutic serum, toxin, antitoxin, 

 vaccine, blood, blood component or derivative, 

 allergenic product, or analogous product, or 

 arsphenamine or derivative of arsphenamine (or any 

 other trivalent organic arsenic compound), 

 applicable to the prevention, treatment, or cure 

 of a disease or condition of human beings" (42 
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 U.S.C. § 262(i)) 

   

Combination product: a single product containing both a drug and a 

 medical device, a drug and a biologic, and medical 

 device and a biologic, or all three; CDER, CBER, 

 and CDRH categorize and review combination 

 products according to the primary mode of action 

 (e.g., a product with the PMOA of a drug is 

 classified as a drug). (21 C.F.R. § 3.2 (e)) 

The clinical trial phase collects safety and efficacy information. Trials must conform to in-

formed consent and Institutional Review Board (IRB) requirements.  There are three key phases to 

the clinical trials. Phase 1 typically involves approximately 20-80 healthy test subjects or patients to 

determine metabolism, pharmacologic action, and side effects. Phase 2 involves up to several hun-

dred patients with the disease or condition under study and should obtain initial evidence of effec-

tiveness against the targeted disease, explore further risks and side effects, and confirm preliminary 

data on optimal doses. Phase 3 involves thousands of people at many different locations and can be 

initiated after appropriate notification to FDA and gathering of preliminary efficacy data. The pri-

mary goal is to collect data necessary to meet safety and efficacy standards required for FDA ap-

proval. In addition to these 3 phases of the clinical trials, the FDA can require the sponsor to under-

take post-approval Phase 4 studies in order to secure further data. 

Throughout the clinical trial phases, sponsors and investigators have obligations. These include 

the following: obtaining valid informed consent; ensuring patient safety; assuring appropriate scien-

tific conduct; keeping the FDA informed; selecting appropriate investigators; adhering to protocols; 

maintaining accurate and up-to date records; engaging in appropriate shipping and handling of 

products; and reporting adverse events. Violation of any of these can lead to FDA action, including 

a hold on clinical trials and withdrawal or suspension of the IND. Following completion of clinical 

trials, the sponsors will prepare an NDA seeking FDA approval for a specific indication(s), which 

must be approved before the drug can enter the market.  The applicant must include the following: 

preclinical data; human pharmacokinetic and bioavailability data; clinical data, which must include 

adequate tests to demonstrate that the drug is safe under the proposed conditions and substantial 

evidence that the drug is effective; substantial evidence of efficacy, generally consisting of at least 

two adequate and well controlled studies; a description of proposed methods of manufacture; a de-
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scription of the drug product and drug substance; a list of each patent claiming the drug, drug prod-

uct, or method of use; the drug's proposed labeling; and a summary of the application, including 

risks and benefits of the new drug. 

There are also provisions allowing expedited approval for certain types of new drugs. These 

provisions include accelerated approval (Fast Track) and treatment INDs. Fast Track approval is 

available for life-saving treatments, and is used particularly for approval of cancer drugs. Treatment 

INDs enable the use of an investigational drug outside of clinical trials in order to treat patients with 

serious or immediately life-threatening diseases for which no comparable or alternative therapy is 

available. 

Surrogate endpoints are another mechanism of flexibility in new drug approval.  The use of 

surrogate endpoints is beneficial when clinical trials would otherwise be dangerous to patients or 

take an impractically long time to complete. For example, CD4 cell counts may be used as a surro-

gate endpoint in clinical trials for AIDs products, and serum cholesterol levels may be used for hy-

percholesterolemia. However, this approach involves assumptions about the adequacy of the end-

point to signal safety and efficacy. 

A new drug may also be approved under the abbreviated new drug application (ANDA) process. 

Requirements include the following: showing that the proposed conditions of use for the drug have 

previously been approved for a drug that is already FDA approved for safety and efficacy; that ac-

tive ingredients are the same as in the already-approved drug; that the generic drug will use the 

same route of administration, dosage form, and strength of the approved drug (the FDA will accept 

differences if they will not affect safety or efficacy, but the applicant must first file a "suitability 

petition"); that the generic drug is bioequivalent to the listed reference drug; that the proposed ge-

neric labeling is the same as the labeling approved for the approved drug; basic technical infor-

mation required of a full NDA, including a list of components, statement of the composition of the 

drug, and a description of the methods and facilities used in production; samples of the generic 

product and proposed labeling; and certification informing FDA of the patent status of the listed 

reference drug relied upon by the ANDA. 
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PART 50 PROTECTION OF HUMAN SUBJECTS 
 

   
 

Subpart B--Informed Consent of Human Subjects  

 
Sec. 50.25 Elements of informed consent.  

(a)Basic elements of informed consent. In seeking informed consent, the following information shall be provided to 
each subject: 
(1) A statement that the study involves research, an explanation of the purposes of the research and the expected 
duration of the subject's participation, a description of the procedures to be followed, and identification of any 
procedures which are experimental. 
(2) A description of any reasonably foreseeable risks or discomforts to the subject. 
(3) A description of any benefits to the subject or to others which may reasonably be expected from the research. 
(4) A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to 
the subject. 
(5) A statement describing the extent, if any, to which confidentiality of records identifying the subject will be 
maintained and that notes the possibility that the Food and Drug Administration may inspect the records. 
(6) For research involving more than minimal risk, an explanation as to whether any compensation and an 
explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or 
where further information may be obtained. 
(7) An explanation of whom to contact for answers to pertinent questions about the research and research subjects' 
rights, and whom to contact in the event of a research-related injury to the subject. 
(8) A statement that participation is voluntary, that refusal to participate will involve no penalty or loss of benefits to 
which the subject is otherwise entitled, and that the subject may discontinue participation at any time without penalty 
or loss of benefits to which the subject is otherwise entitled. 
(b)Additional elements of informed consent. When appropriate, one or more of the following elements of information 
shall also be provided to each subject: 
(1) A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, 
if the subject is or may become pregnant) which are currently unforeseeable. 
(2) Anticipated circumstances under which the subject's participation may be terminated by the investigator without 
regard to the subject's consent. 
(3) Any additional costs to the subject that may result from participation in the research. 
(4) The consequences of a subject's decision to withdraw from the research and procedures for orderly termination of 
participation by the subject. 
(5) A statement that significant new findings developed during the course of the research which may relate to the 
subject's willingness to continue participation will be provided to the subject. 
(6) The approximate number of subjects involved in the study. 
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Investigational New Drug (IND) Application

Introduction

Pre-IND Consultation Program

Guidance Documents for INDs

Laws, Regulations, Policies and Procedures

Code of Federal Regulations

Manual of Policies and Procedures (MaPPs)

Emergency Use of an Investigational Drug or Biologic

Physician Request for a Single Patient IND for Compassionate or Emergency Use
(/drugs/investigational-new-drug-ind-application/physicians-how-request-single-
patient-expanded-access-compassionate-use)

Related Resources

Introduction
Current Federal law requires that a drug be the subject of an approved marketing application
before it is transported or distributed across state lines. Because a sponsor will probably want to
ship the investigational drug to clinical investigators in many states, it must seek an exemption
from that legal requirement. The IND is the means through which the sponsor technically
obtains this exemption from the FDA.

During a new drug's early preclinical development, the sponsor's primary goal is to determine if
the product is reasonably safe for initial use in humans, and if the compound exhibits
pharmacological activity that justifies commercial development. When a product is identified as
a viable candidate for further development, the sponsor then focuses on collecting the data and
information necessary to establish that the product will not expose humans to unreasonable
risks when used in limited, early-stage clinical studies.

FDA's role in the development of a new drug begins when the drug's sponsor (usually the
manufacturer or potential marketer), having screened the new molecule for pharmacological
activity and acute toxicity potential in animals, wants to test its diagnostic or therapeutic
potential in humans.  At that point, the molecule changes in legal status under the Federal Food,
Drug, and Cosmetic Act and becomes a new drug subject to specific requirements of the drug
regulatory system. 

There are three IND types:
20210110
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An Investigator IND is submitted by a physician who both initiates and conducts an
investigation, and under whose immediate direction the investigational drug is
administered or dispensed.  A physician might submit a research IND to propose studying
an unapproved drug, or an approved product for a new indication or in a new patient
population.

Emergency Use IND  allows the FDA to authorize use of an experimental drug in an
emergency situation that does not allow time for submission of an IND in accordance with 
21CFR , Sec. 312.23
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm) or Sec. 312.20
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?
CFRPart=312&showFR=1&subpartNode=21:5.0.1.1.3.2).  It is also used for patients who
do not meet the criteria of an existing study protocol, or if an approved study protocol does
not exist.

Treatment IND is submitted for experimental drugs showing promise in clinical testing for
serious or immediately life-threatening conditions while the final clinical work is
conducted and the FDA review takes place.

There are two IND categories:

Commercial

Research (non-commercial)

The IND application must contain information in three broad areas:

Animal Pharmacology and Toxicology Studies - Preclinical data to permit an assessment
as to whether the product is reasonably safe for initial testing in humans.  Also included
are any previous experience with the drug in humans (often foreign use).

Manufacturing Information - Information pertaining to the composition, manufacturer,
stability, and controls used for manufacturing the drug substance and the drug product. 
This information is assessed to ensure that the company can adequately produce and
supply consistent batches of the drug.

Clinical Protocols and Investigator Information - Detailed protocols for proposed clinical
studies to assess whether the initial-phase trials will expose subjects to unnecessary risks. 
Also, information on the qualifications of clinical investigators--professionals (generally
physicians) who oversee the administration of the experimental compound--to assess
whether they are qualified to fulfill their clinical trial duties.  Finally, commitments to
obtain informed consent from the research subjects, to obtain review of the study by an
institutional review board (IRB), and to adhere to the investigational new drug
regulations.
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Once the IND is submitted, the sponsor must wait 30 calendar days before initiating any clinical
trials.  During this time, FDA has an opportunity to review the IND for safety to assure that
research subjects will not be subjected to unreasonable risk.

This web site is designed for individuals from pharmaceutical companies, government
agencies, academic institutions, private organizations, or other organizations interested in
bringing a new drug to market.  Each of the sections below contains information from CDER
to assist you in the IND application process. For specific information, click on a link to go
directly to a section or web page.

Back to Top

Resources for IND Applications
The following resources include the legal requirements of an IND application, assistance from
CDER to help you meet those requirements, and internal IND review principles, policies and
procedures.

Pre-IND Consultation Program 

CDER's Pre-Investigational New Drug Application (IND) Consultation Program (/pre-ind-
consultation-program) fosters early communications between sponsors and new drug review
divisions to provide guidance on the data necessary to warrant IND submission. The review
divisions are organized generally along therapeutic class.

Guidance Documents for INDs

Guidance documents represent the Agency's current thinking on a particular subject. These
documents provide FDA review staff and applicants/sponsors with guidelines to the processing,
content, and evaluation/approval of applications and also to the design, production,
manufacturing, and testing of regulated products. They also establish policies intended to
achieve consistency in the Agency's regulatory approach and establish inspection and
enforcement procedures.

Because guidances are not regulations or laws, they are not enforceable, either through
administrative actions or through the courts. An alternative approach may be used if it satisfies
the requirements of the applicable statute, regulations, or both. For information on a specific
guidance document, please contact the originating office.

To find guidance documents to help prepare INDs, go to Guidances (Drugs) (/drugs/guidance-
compliance-regulatory-information/guidances-drugs) and use "investigational" in the search
box.
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Laws, Regulations, Policies and Procedures

The mission of FDA is to enforce laws enacted by the U.S. Congress and regulations established
by the Agency to protect the consumer's health, safety, and pocketbook.  The Federal Food,
Drug, and Cosmetic Act (/federal-food-drug-and-cosmetic-act-fdc-act) is the basic food and
drug law of the U.S. The law is intended to assure consumers that foods are pure and
wholesome, safe to eat, and produced under sanitary conditions; that drugs and devices are safe
and effective for their intended uses; that cosmetics are safe and made from appropriate
ingredients; and that all labeling and packaging is truthful, informative, and not deceptive.

Code of Federal Regulations (CFR)

The final regulations published in the Federal Register
(https://www.federalregister.gov/public-inspection) (daily published record of proposed rules,
final rules, meeting notices, etc.) are collected in the Code Of Federal Regulations (CFR)
(http://www.ecfr.gov/cgi-bin/ECFR?page=browse).  The CFR is divided into 50 titles that
represent broad areas subject to Federal regulations.  The FDA's portion of the CFR interprets
the The Federal Food, Drug, and Cosmetic Act (/federal-food-drug-and-cosmetic-act-fdc-act)
and related statutes.  Section 21 of the CFR
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm) contains most
regulations pertaining to food and drugs.  The regulations document all actions of all drug
sponsors that are required under Federal law.

The following regulations apply to the IND application process:

Search:

Export Excel

21CFR Part
201

Drug Labeling (http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?
CFRPart=201&showFR=1)

21CFR Part
312

Investigational New Drug Application
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=312)

21CFR Part
314

INDA and NDA Applications for FDA Approval to Market a New Drug (New Drug Approval)
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=314)

21CFR Part
316

Orphan Drugs (http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=316)

21CFR Part
50

Protection of Human Subjects
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=50&showFR=1)

Number  Regulation 
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Final Rule: Investigational New Drug Safety Reporting Requirements for Human Drug
and Biological Products and Safety Reporting Requirements for Bioavailability and
Bioequivalence Studies in Humans (/drugs/investigational-new-drug-ind-
application/final-rule-investigational-new-drug-safety-reporting-requirements-human-
drug-and-biological-products) (issued 9/28/2010)

  
Back to Top

Manual of Policies and Procedures (MaPPs)

CDER's Manual of Policies and Procedures (MaPPs) (/about-fda/center-drug-evaluation-and-
research-cder/cder-manual-policies-procedures-mapp) are approved instructions for internal
practices and procedures followed by CDER staff to help standardize the new drug review
process and other activities. All MAPPs are available for the public to review for a better
understanding of office policies, definitions, staff responsibilities and procedures. To find
MaPPs of particular interest to IND sponsors, go to CDER Manual of Policies and Procedures
(/about-fda/center-drug-evaluation-and-research-cder/cder-manual-policies-procedures-
mapp) and use "INDs" in the search box.

Back to Top

Emergency Use of an Investigational Drug or Biologic
Emergency Use of an Investigational Drug or Biologic - Information Sheet (/regulatory-
information/search-fda-guidance-documents/emergency-use-investigational-drug-or-
biologic-information-sheet)

The Guidance for Institutional Review Boards and Clinical Investigators (/regulatory-
information/search-fda-guidance-documents/non-local-irb-review-information-sheet)
contains information on: Obtaining an Emergency IND, Emergency Exemption from

21CFR Part
54

Financial Disclosure by Clinical Investigators
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=54&showFR=1)

21CFR Part
56

Institutional Review Boards (http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?
CFRPart=56&showFR=1)

21CFR Part
58

Good Lab Practice for Nonclinical Laboratory [Animal] Studies
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?CFRPart=58&showFR=1)

Number  Regulation 

Showing 1 to 8 of 8 entries
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Prospective IRB, Approval Exception from Informed Consent, and Requirement Planned
Emergency Research, Informed Consent Exception.

Physician Request for a Single Patient IND for Compassionate or Emergency Use
(/drugs/investigational-new-drug-ind-application/physicians-how-request-single-patient-
expanded-access-compassionate-use)

Instructions for Sponsors of Emergency Investigational New Drug (EIND) Applications for
Antimicrobial Products (/drugs/investigational-new-drug-ind-application/emergency-
investigational-new-drug-eind-applications-antiviral-products). From the Office of
Antimicrobial Products, Division of Antiviral Products

Emergency use requests:

For investigational biological products regulated by CBER, call 800-835-4709  or
240-402-8010 .

For all other investigational drugs, call 301-796-3400 .

After working hours, call FDA’s Office of Emergency Operations at 1-866-300-4374  or

301-796-8240 .

Back to Top

CDERLearn Courses
Chemistry, Manufacturing, and Controls (CMC) Perspective of the IND course
(http://www.accessdata.fda.gov/cder/cmc/index.htm)

Courses for Industry on drug development (/training-and-continuing-
education/cderlearn-training-and-education/industry-courses)

Guidance documents to help prepare INDs include:
Search:

Export Excel

Bioavailability and Bioequivalence Studies Submitted in NDAs or INDs — General Considerations (PDF -
805KB) (http://wcms-internet.fda.gov/�les/drugs/published/Bioavailability-and-Bioequivalence-Studies-
Submitted-in-NDAs-or-INDs-—-General-Considerations.pdf)

3/17/2014

Title 

Issued
Date 
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Manuals of Policies and Procedures (MAPP)

Content and Format of INDs for Phase 1 Studies of Drugs, Including Well-Characterized, Therapeutic,
Biotechnology-Derived Products. Questions and Answers (PDF - 14KB) (http://wcms-
internet.fda.gov/�les/drugs/published/Content-and-Format-of-INDs-for-Phase-1-Studies-of-Drugs--
Including-Well-Characterized--Therapeutic--Biotechnology-Derived-Products.--Questions-and-Answers.pdf)

10/1/2000

Content and Format of Investigational New Drug Applications (INDs) for Phase 1 Studies of Drugs,
Including Well-Characterized, Therapeutic, Biotechnology-derived Products (PDF - 42KB) (http://wcms-
internet.fda.gov/�les/drugs/published/Content-and-Format-of-Investigational-New-Drug-Applications-
(INDs)-for-Phase-1-Studies-of-Drugs--Including-Well-Characterized--Therapeutic--Biotechnology-derived-
Products.pdf)

11/1/1995

Current Good Manufacturing Practice for Phase 1 Investigational Drugs (PDF - 92KB) (http://wcms-
internet.fda.gov/�les/drugs/published/Current-Good-Manufacturing-Practice-for-Phase-1-Investigational-
Drugs.pdf)

7/14/2008

Drug Master Files: Guidelines (http://wcms-internet.fda.gov/drugs/guidances-drugs/drug-master-�les-
guidelines)

9/1/1989

Exploratory IND Studies (PDF - 220KB) (http://wcms-internet.fda.gov/�les/drugs/published/Exploratory-
IND-Studies.pdf)

1/12/2006

FDA IND, NDA, ANDA, or Drug Master File Binders (http://wcms-internet.fda.gov/drugs/drug-master-�les-
dmfs/fda-ind-nda-anda-or-drug-master-�le-binders)

 

Immunotoxicology Evaluation of Investigational New Drugs (PDF - 100KB) (http://wcms-
internet.fda.gov/�les/drugs/published/Immunotoxicology-Evaluation-of-Investigational-New-Drugs.pdf)

10/1/2002

IND Exemptions for Studies of Lawfully Marketed Drug or Biological Products for the Treatment of
Cancer (PDF - 172KB) (http://wcms-internet.fda.gov/�les/drugs/published/IND-Exemptions-for-Studies-
of-Lawfully-Marketed-Drug-or-Biological-Products-for-the-Treatment-of-Cancer.pdf)

1/15/2004

Safety Assessment for IND Safety Reporting Guidance for Industry (PDF - 411KB) (http://wcms-
internet.fda.gov/�les/drugs/published/Safety-Assessment-for-IND-Safety-Reporting-Guidance-for-
Industry.pdf)

 

Safety Reporting Requirements for INDs (Investigational New Drug Applications) and BA/BE
(Bioavailability/Bioequivalence) Studies (PDF - 227KB) (http://wcms-
internet.fda.gov/�les/drugs/published/Safety-Reporting-Requirements-for-INDs-(Investigational-New-
Drug-Applications)-and-BA-BE-(Bioavailability-Bioequivalence)-Studies.pdf)

12/19/2012
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Consulting the Controlled Substance Staff on INDs and ProtocolsThat Use Schedule I Controlled
Substances and Drugs (PDF - 89KB) (http://wcms-
internet.fda.gov/�les/about%20fda/published/Consulting-the-Controlled-Substance-Staff-on-INDs-and-
ProtocolsThat-Use-Schedule-I-Controlled-Substances-and-Drugs.pdf)

5/14/2003

Consulting the Controlled Substance Staff on INDs and ProtocolsThat Use Schedule I Controlled
Substances and Drugs (PDF - 89KB) (http://wcms-
internet.fda.gov/�les/about%20fda/published/Consulting-the-Controlled-Substance-Staff-on-INDs-and-
ProtocolsThat-Use-Schedule-I-Controlled-Substances-and-Drugs.pdf)

5/14/2003

IND Clinical Holds (PDF - 94KB) (http://wcms-internet.fda.gov/�les/about%20fda/published/IND-Clinical-
Holds.pdf)

2/20/2018

IND Clinical Holds (PDF - 94KB) (http://wcms-internet.fda.gov/�les/about%20fda/published/IND-Clinical-
Holds.pdf)

2/20/2018

INDs: Exception from Informed Consent Requirements for Emergency Research (PDF - 283KB)
(http://wcms-internet.fda.gov/�les/about%20fda/published/INDs--Exception-from-Informed-Consent-
Requirements-for-Emergency-Research.pdf)

11/17/2014

INDs: Exception from Informed Consent Requirements for Emergency Research (PDF - 283KB)
(http://wcms-internet.fda.gov/�les/about%20fda/published/INDs--Exception-from-Informed-Consent-
Requirements-for-Emergency-Research.pdf)

11/17/2014

INDs: Processing Treatment INDs and Treatment Protocols (PDF - 164KB) (http://wcms-
internet.fda.gov/�les/about%20fda/published/INDs--Processing-Treatment-INDs-and-Treatment-
Protocols.pdf)

12/9/2011

INDs: Processing Treatment INDs and Treatment Protocols (PDF - 164KB) (http://wcms-
internet.fda.gov/�les/about%20fda/published/INDs--Processing-Treatment-INDs-and-Treatment-
Protocols.pdf)

12/9/2011

INDs: Review of Informed Consent Documents (PDF - 183KB) (http://wcms-
internet.fda.gov/�les/about%20fda/published/INDs--Review-of-Informed-Consent-Documents.pdf)

5/2/2014

INDs: Review of Informed Consent Documents (PDF - 183KB) (http://wcms-
internet.fda.gov/�les/about%20fda/published/INDs--Review-of-Informed-Consent-Documents.pdf)

5/2/2014

Review of Investigational New Drug Applications (Bio-INDs) by the O�ce of Generic Drugs (PDF - 126KB)
(http://wcms-internet.fda.gov/�les/about%20fda/published/Review-of-Investigational-New-Drug-
Applications-(Bio-INDs)-by-the-O�ce-of-Generic-Drugs.pdf)

10/25/2016

Review of Investigational New Drug Applications (Bio-INDs) by the O�ce of Generic Drugs (PDF - 126KB)
(http://wcms-internet.fda.gov/�les/about%20fda/published/Review-of-Investigational-New-Drug-
Applications-(Bio-INDs)-by-the-O�ce-of-Generic-Drugs.pdf)

10/25/2016
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Related Resources
CDER Investigational New Drug (IND) Renumbering (/drugs/investigational-new-drug-
ind-application/investigational-new-drug-ind-renumbering)

Drug Applications and Current Good Manufacturing Practice (CGMP) Regulations
(/drugs/manufacturing/current-good-manufacturing-practice-cgmp-regulations)

Drug Development and Review Definitions (/drugs/investigational-new-drug-ind-
application/drug-development-and-review-definitions)

Electronic Regulatory Submissions and Review Helpful Links (/drugs/electronic-
submissions-cder/electronic-regulatory-submissions-and-review-helpful-links)

FDAAA Certification to Accompany Drug, Biological Product, and Device Applications or
Submissions (/regulatory-information/food-and-drug-administration-amendments-act-
fdaaa-2007/fdaaa-certification-accompany-drug-biological-product-and-device-
applications-or-submissions)

Federal Regulations for Clinical Investigators (/drugs/investigational-new-drug-ind-
application/federal-regulations-clinical-investigators)

Information for Clinical Investigators (INDs) (/drugs/investigational-new-drug-ind-
application/information-clinical-investigators-inds)

Institutional Review Boards (IRBs) and Protection of Human Subjects in Clinical Trials
(/about-fda/about-center-drug-evaluation-and-research/institutional-review-boards-irbs-
and-protection-human-subjects-clinical-trials)

CDER Small Business & Industry Assistance (SBIA) (/drugs/development-approval-
process-drugs/cder-small-business-industry-assistance-sbia)

Small Business Assistance: FAQs on Drug Development and IND Applications
(/drugs/cder-small-business-and-industry-assistance/small-business-assistance-
frequently-asked-questions-drug-development-and-investigational-new-drug)

Small Business Assistance: FAQs on the Pre-Investigational New Drug (IND) Meeting
(/drugs/cder-small-business-and-industry-assistance/small-business-and-industry-
assistance-frequently-asked-questions-pre-investigational-new-drug-ind)

Resources For You
New Drug Application (NDA) (/drugs/types-applications/new-drug-application-nda)

Therapeutic Biologics Applications (BLA) (/drugs/types-applications/therapeutic-
biologics-applications-bla)

Abbreviated New Drug Application (ANDA) (/drugs/types-applications/abbreviated-new-
drug-application-anda)
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Investigator-Initiated IND Applications (/drugs/investigational-new-drug-ind-
application/investigator-initiated-investigational-new-drug-ind-applications)

Final Rule: IND Safety Reporting Requirements for Human Drug and Biological Products
and Safety Reporting Requirements for Bioavailability and Bioequivalence Studies in
Humans (/drugs/investigational-new-drug-ind-application/final-rule-investigational-
new-drug-safety-reporting-requirements-human-drug-and-biological-products)

Reorganization of the Office of New Drugs with Corresponding Changes to the Office of
Translational Sciences and the Office of Pharmaceutical Quality (http://wcms-
internet.fda.gov/drugs/regulatory-science-research-and-education/reorganization-office-
new-drugs-corresponding-changes-office-translational-sciences-and-office)
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Fast Track, Breakthrough Therapy, Accelerated Approval and
Priority Review
Expediting Availability of New Drugs for Patients with Serious Conditions
Speeding the development and availability of drugs that treat serious diseases are in everyone's interest,
especially when the drugs are the first available treatment or have advantages over existing treatments.  The
Food and Drug Administration (FDA) has developed three distinct and successful approaches to making such
drugs available as rapidly as possible: Priority Review, Accelerated Approval, and Fast Track.  Because each of
these approaches implies speed, there can be confusion about the specific meaning of each and the
distinctions among them.

The following summary describes each element, how they differ, and how they complement each other.

Fast Track
Breakthrough Therapy
Accelerated Approval
Priority Review
Summary

 

Fast Track
Fast track is a process designed to facilitate the development, and expedite the review of drugs to treat serious
conditions and fill an unmet medical need.  The purpose is to get important new drugs to the patient earlier.
Fast Track addresses a broad range of serious conditions. 
 
Determining whether a condition is serious is a matter of judgment, but generally is based on whether the drug
will have an impact on such factors as survival, day-to-day functioning, or the likelihood that the condition, if left
untreated, will progress from a less severe condition to a more serious one.  AIDS, Alzheimer’s, heart failure
and cancer are obvious examples of serious conditions.   However, diseases such as epilepsy, depression and
diabetes are also considered to be serious conditions.
 
Filling an unmet medical need is defined as providing a therapy where none exists or providing a therapy which
may be potentially better than available therapy.
 
Any drug being developed to treat or prevent a condition with no current therapy obviously is directed at an
unmet need.  If there are available therapies, a fast track drug must show some advantage over available
therapy, such as:

Showing superior effectiveness, effect on serious outcomes or improved effect on serious outcomes
Avoiding serious side effects of an available therapy
Improving the diagnosis of a serious condition where early diagnosis results in an improved outcome
Decreasing a clinically significant toxicity of an available therapy that is common and causes discontinuation
of treatment
Ability to address emerging or anticipated public health need

 
A drug that receives Fast Track designation is eligible for some or all of the following:

More frequent meetings with FDA to discuss the drug’s development plan and ensure collection of
appropriate data needed to support drug approval
More frequent written correspondence from FDA about such things as the design of the proposed clinical
trials and use of biomarkers
Eligibility for Accelerated Approval and Priority Review, if relevant criteria are met
Rolling Review, which means that a drug company can submit completed sections of its Biological License
Application (BLA) or New Drug Application (NDA) for review by FDA, rather than waiting until  every section of
the application is completed before the entire application can be reviewed.  BLA or NDA review usually does
not begin until  the drug company has submitted the entire application to the FDA

 
Fast Track designation must be requested by the drug company.  The request can be initiated at any time
during the drug development process.  FDA will review the request and make a decision within sixty days based
on whether the drug fills an unmet medical need in a serious condition.
 
Once a drug receives Fast Track designation, early and frequent communication between the FDA and a drug
company is encouraged throughout the entire drug development and review process.  The frequency of
communication assures that questions and issues are resolved quickly, often leading to earlier drug approval
and access by patients.
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Breakthrough Therapy
Breakthrough Therapy designation is a process designed to expedite the development and review of drugs that
are intended to treat a serious condition and preliminary clinical evidence indicates that the drug may
demonstrate substantial improvement over available therapy on a clinically significant endpoint(s).
 
To determine whether the improvement over available therapy is substantial is a matter of judgment
and depends on both the magnitude of the treatment effect, which could include duration of the effect,
and the importance of the observed clinical outcome. In general, the preliminary clinical evidence
should show a clear advantage over available therapy. 
 
For purposes of Breakthrough Therapy designation, clinically significant endpoint generally refers to
an endpoint that measures an effect on irreversible morbidity or mortality (IMM) or on symptoms that
represent serious consequences of the disease. A clinically significant endpoint can also refer to
findings that suggest an effect on IMM or serious symptoms, including:

An effect on an established surrogate endpoint
An effect on a surrogate endpoint or intermediate clinical endpoint considered reasonably likely to predict a
clinical benefit (i.e., the accelerated approval standard)
An effect on a pharmacodynamic biomarker(s) that does not meet criteria for an acceptable surrogate
endpoint, but strongly suggests the potential for a clinically meaningful effect on the underlying disease
A significantly improved safety profile compared to available therapy (e.g., less dose-limiting toxicity for an
oncology agent), with evidence of similar efficacy 

 
A drug that receives Breakthrough Therapy designation is eligible for the following:

All Fast Track designation features
Intensive guidance on an efficient drug development program, beginning as early as Phase 1
Organizational commitment involving senior managers

 
Breakthrough Therapy designation is requested by the drug company. If a sponsor has not requested
breakthrough therapy designation, FDA may suggest that the sponsor consider submitting a request
if: (1) after reviewing submitted data and information (including preliminary clinical evidence), the
Agency thinks the drug development program may meet the criteria for Breakthrough Therapy
designation and (2) the remaining drug development program can benefit from the designation.

Ideally, a Breakthrough Therapy designation request should be received by FDA no later than the
end-of-phase-2 meetings if any of the features of the designation are to be obtained. Because the
primary intent of Breakthrough Therapy designation is to develop evidence needed to support
approval as efficiently as possible, FDA does not anticipate that Breakthrough Therapy designation
requests will be made after the submission of an original BLA or NDA or a supplement. FDA will
respond to Breakthrough Therapy designation requests within sixty days of receipt of the request.
 

Accelerated Approval
When studying a new drug, it can sometimes take many years to learn whether a drug actually provides a real
effect on how a patient survives, feels, or functions.  A positive therapeutic effect that is clinically meaningful in
the context of a given disease is known as “clinical benefit”.  Mindful of the fact that it may take an extended
period of time to measure a drug’s intended clinical benefit, in 1992 FDA instituted the Accelerated Approval
regulations. These regulations allowed drugs for serious conditions that filled an unmet medical need to be
approved based on a surrogate endpoint. Using a surrogate endpoint enabled the FDA to approve these drugs
faster.
 
 In 2012, Congress passed the Food and Drug Administration Safety Innovations Act (FDASIA). Section 901 of
FDASIA amends the Federal Food, Drug, and Cosmetic Act (FD&C Act) to allow the FDA to base accelerated
approval for drugs for serious conditions that fill an unmet medical need on whether the drug has an effect on a
surrogate or an intermediate clinical endpoint.
 
A surrogate endpoint used for accelerated approval is a marker - a laboratory measurement, radiographic
image, physical sign or other measure that is thought to predict clinical benefit, but is not itself a measure of
clinical benefit.  Likewise, an intermediate clinical endpoint is a measure of a therapeutic effect that is
considered reasonably likely to predict the clinical benefit of a drug, such as an effect on irreversible morbidity
and mortality (IMM).
 
The FDA bases its decision on whether to accept the proposed surrogate or intermediate clinical endpoint on
the scientific support for that endpoint.  Studies that demonstrate a drug’s effect on a surrogate or intermediate
clinical endpoint must be “adequate and well controlled” as required by the FD&C Act.
 
Using surrogate or intermediate clinical endpoints can save valuable time in the drug approval process.  For
example, instead of having to wait to learn if a drug actually extends survival for cancer patients, the FDA may
approve a drug based on evidence that the drug shrinks tumors, because tumor shrinkage is considered
reasonably likely to predict a real clinical benefit.  In this example, an approval based upon tumor shrinkage can
occur far sooner than waiting to learn whether patients actually lived longer.  The drug company will still need to
conduct studies to confirm that tumor shrinkage actually  predicts that patients will live longer. These studies
are known as phase 4 confirmatory trials.
 
Where confirmatory trials verify clinical benefit, FDA will generally terminate the requirement.  Approval of a drug
may be withdrawn or  the labeled indication of the drug changed if trials fail to verify clinical benefit or do not
demonstrate sufficient clinical benefit to justify the risks associated with the drug (e.g., show a significantly
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smaller magnitude or duration of benefit than was anticipated based on the observed effect on the surrogate).

Priority Review
Prior to approval, each drug marketed in the United States must go through a detailed FDA review process.  In
1992, under the Prescription Drug User Act (PDUFA), FDA agreed to specific goals for improving the drug
review time and created a two-tiered system of review times – Standard Review and Priority Review. A Priority
Review designation means FDA’s goal is to take action on an application within 6 months (compared to 10
months under standard review).
 
A Priority Review designation will direct overall attention and resources to the evaluation of applications for
drugs that, if approved, would be significant improvements in the safety or effectiveness of the treatment,
diagnosis, or prevention of serious conditions when compared to standard applications. 
 
Significant improvement may be demonstrated by the following examples:

evidence of increased effectiveness in treatment, prevention, or diagnosis of  condition;
elimination or substantial reduction of a treatment-limiting drug reaction;
documented enhancement of patient compliance that is expected to lead to an improvement in serious
outcomes; or
evidence of safety and effectiveness in a new subpopulation.

 
FDA decides on the review designation for every application. However, an applicant may expressly request
priority review as described in the Guidance for Industry Expedited Programs for Serious Conditions – Drugs
and Biologics.  It does not affect the length of the clinical trial period.  FDA informs the applicant of a Priority
Review designation within 60 days of the receipt of the original BLA, NDA, or efficacy supplement.  Designation
of a drug as “Priority” does not alter the scientific/medical standard for approval or the quality of evidence
necessary.
 

SUMMARY
Fast Track, Breakthrough Therapy, Accelerated Approval and Priority Review are approaches that are intended
to make therapeutically important drugs available at an earlier time.  They do not compromise the standards for
the safety and effectiveness of the drugs that become available through this process. 
  
Fast Track, Accelerated Approval, and Priority Review have evolved over time. Breakthrough Therapy is a new
program at FDA that will complement these existing programs and facilitate and expedite drug development and
review for serious conditions. FDA has been vigilant in assuring that reducing the time necessary for drug
development has not compromised the safety and effectiveness of drugs for patients with serious conditions.
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New FDA Breakthrough-Drug Category —  
Implications for Patients

Jonathan J. Darrow, S.J.D., J.D., M.B.A., Jerry Avorn, M.D., and Aaron S. Kesselheim, M.D., J.D., M.P.H.

U.S. pharmaceutical regulations are based on the 
principle that patients should not be exposed to 
new prescription drugs until their efficacy and 
safety have been shown. Since 1962, the Food 
and Drug Administration (FDA) and Congress 
have balanced the efficient review of investiga-
tional drugs with the need to withhold judgment 
until sufficient evidence is available to clarify 
the benefit–risk relationship. Misjudging these 
competing interests in either direction causes 
important problems. On the one hand, the evi-
dentiary hurdles of the FDA are often criticized 
by pharmaceutical companies and patient advo-
cacy groups for slowing access to promising 
therapies. On the other hand, truncated premar-
ket review can lead to the approval of drugs that 
are ineffective, unsafe, or both.

These dangers were once again made clear in 
October 2013 when approval was briefly sus-
pended for ponatinib, a medication to treat leu-
kemia that had been approved just the year be-
fore on an accelerated basis. Emerging data 
showed that 24% of the patients who had been 
followed for a median of 1.3 years and 48% of 
those who had been followed for a median of 
2.7 years had serious thromboembolic events, 
including myocardial infarction and stroke.1 
The drug was allowed back on the market in 
December 2013 with more limited indications 
and a restricted distribution system.

The latest development in the FDA approach 
to ensuring the safety and effectiveness of mar-
keted prescription drugs occurred in July 2012, 
when Congress created a new category of “break-
through therapy” in the FDA Safety and Inno-
vation Act (FDASIA). A breakthrough therapy 
was defined as a new product to treat a serious 
disease for which preliminary clinical evidence 
suggested substantial superiority over existing 
options on one or more clinically significant 
end points.2 Lawmakers intended the designation 
to speed to market a limited number of prod-

ucts that showed “exceptional results for pa-
tients.”3 Lauded by policymakers,4 consumer 
advocates,5,6 and the FDA itself,7 the break-
through-drug pathway has been embraced by 
industry8 and has produced early results far ex-
ceeding predictions. From October 2012 through 
September 2013, the FDA received 92 applica-
tions for the breakthrough-therapy designation, 
of which 27 were approved and 41 denied (24 
applications were still pending).9 Although some 
of these agents may end up being truly transfor-
mative for patient care, the breakthrough-therapy 
designation also raises the possibility of a surge 
in new drugs that have been approved on the 
basis of limited clinical data.

There is ongoing controversy over the FDA 
standards for the approval of investigational 
drugs. In this article, we briefly summarize pri-
or government efforts to expedite the availabil-
ity of new therapeutics, and we discuss the clin-
ical, ethical, and regulatory implications of the 
breakthrough-therapy designation.

HISTORY OF EARLY-ACCESS  
AND EXPEDITED -APPROVAL PROGR AMS

The Food, Drug, and Cosmetic Act (FDCA) of 
1938 prohibited the routine therapeutic use of 
investigational drugs, although in practice phy-
sicians easily obtained such drugs outside of 
clinical trials.10 A sea change came when the 
1962 Kefauver–Harris Amendments to the FDCA 
required affirmative FDA approval on the basis 
of trials in humans before new drugs could be 
marketed. Regulations in 1963 divided these 
trials into three phases — small, phase 1 safety 
trials; intermediate-size, phase 2 efficacy studies; 
and large, controlled, phase 3 studies — form-
ing the basis for a new drug application (NDA).

There was concern that extended study be-
fore approval could prevent timely patient access 
to potentially lifesaving medicines. The FDA first 
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responded by adopting pathways to allow treat-
ment use before approval. In the 1960s, early-
access programs (also called compassionate-use 
programs) allowed limited patient access to inves-
tigational drugs, although these programs had 
no written rules and were f lexibly applied. The 
demand for experimental cancer drugs was 
particularly strong, leading the FDA to publish 
in 1979 its first official early-access policy for 
such drugs.

Pressure from physicians and patients inten-
sified with the AIDS crisis of the 1980s, a pivotal 
episode in the evolution of the FDA drug-approv-
al policies. Demonstrations by AIDS activists at 
FDA headquarters brought widespread attention 
to the lag times between submission and agency 
approval of new medications,11 although the 
perception that the FDA did not rapidly assess 
drugs intended for patients with human immuno-
deficiency virus (HIV) infection may have been 
exaggerated.12 In 1987, regulations for treatment 
investigational new drug applications (treatment 
INDs) formalized the procedures for obtaining 
early access to investigational drugs outside of 
clinical trials.13 Three years later, the FDA pro-
posed making unapproved drugs for HIV/AIDS 
available even sooner by means of a parallel-
track mechanism14 for patients with HIV/AIDS 
who were unable to enroll in clinical trials.

In the 1980s, early-access options were joined 
by FDA initiatives to hasten drug approval. In 
1988, the FDA created a fast-track component 
(Subpart E) of its rules to “expedite the develop-
ment, evaluation, and marketing of new thera-
pies”15 for serious and life-threatening condi-
tions by, for example, eliminating phase 3 trials. 
The provisions were modeled on the testing and 
approval of the HIV drug zidovudine, which oc-
curred over a period of only 2 years and includ-
ed a single, well-designed phase 2 trial. In 1992, 
the FDA initiated an accelerated-approval path-
way (Subpart H) to allow approval on the basis 
of surrogate end points that were seen as reason-
ably likely to predict patient benefit.16 Subpart H 
shortened the clinical-investigation process by 
permitting trials to end before the occurrence 
of hard clinical end points (e.g., hospitalization, 
myocardial infarction, and death).

The same year that the FDA finalized Subpart 
H, Congress enacted the Prescription Drug User 
Fee Act (PDUFA), which authorized the FDA to 
collect “user fees” from pharmaceutical manu-
facturers. Although increased Congressional ap-

propriations to the FDA had already reduced 
NDA review times by the late 1980s,17 PDUFA 
allowed the FDA to hire more scientists and fur-
ther expedite the review of drug applications.18 
PDUFA also set formal deadlines of 6 months 
for priority applications and 12 months for stan-
dard applications (shortened to 10 months in 
2002). Within 1 year after the enactment of 
PDUFA, the FDA had acted on 93% of NDAs 
within the new deadlines.19 The user fees were 
restricted to the approval of products; it was not 
until 2007 that the FDA had the authority to allo-
cate them to postapproval drug-safety activities.20 
Under FDASIA, the FDA review deadlines now 
begin to run 60 days after NDA submission.21

BENEFITS AND RISKS OF EXPANDED 
ACCESS AND EARLY APPROVAL

The FDA has estimated that more than 100,000 
patients have received investigational drugs for 
serious or life-threatening conditions through 
the use of treatment INDs.22 For investigational 
drugs that ultimately prove to be superior to ex-
isting options, these early-access programs ben-
efit patients by allowing new therapies to reach 
them sooner. In addition, expedited development 
and approval programs have shortened the clini-
cal development period, allowing earlier access 
for the broader patient population. Subpart E, 
for example, reduced the average clinical develop-
ment time from 8.9 to 6.2 years, whereas drugs 
benefiting from accelerated approval averaged 
just 4.2 years.23 NDA review times have also de-
creased dramatically, from more than 30 months 
in the 1980s to 14.5 months by 199724 and to 
9.9 months for applications received in 2011.25

The immediate result of PDUFA was a spike 
in approvals during the mid-1990s as backlogged 
applications were processed,26 but the number 
of approvals each year soon returned to histori-
cal averages.27 Although the FDA was once con-
sidered by some to approve drugs too slowly,28 
drug approvals since 2000 have been quicker in 
the United States than in Canada or Europe. 
From 2001 through 2010, the FDA approved 
64% of novel therapeutic agents earlier than 
the European Medicines Agency.29

However, early access and shortened develop-
ment and review times have also been associat-
ed with negative public health outcomes. Drugs 
approved shortly before the PDUFA-imposed 
deadlines have been found to be more likely to 
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have postmarketing safety problems — includ-
ing safety withdrawals and added black-box 
warnings — than were drugs approved at any 
other time.30,31 Other investigators have report-
ed that drugs receiving faster reviews have more 
spontaneous reports of drug-related adverse 
events, although these data are controversial.32-35 
Among drugs first approved abroad, those with 
more foreign-market experience before U.S. ap-
proval are less often associated with serious ad-
verse drug reactions.35,36

Such findings are predictable because of the 
more limited data on which expedited drug ap-
provals are based. Although neither the fast-track 
nor the accelerated-approval pathways changed 
the legal standard for approval — which is still 
effectiveness with acceptable risk — they reduced 
the quantity of evidence needed to meet this 
standard and altered the nature of that evidence. 
For example, cancer drugs approved during the 
previous decade on the basis of limited clinical 
trials — nonrandomized, unblinded, single-
group, phase 1 and phase 2 trials that used inter-
mediate end points rather than patient survival 
— had a 72% greater odds of serious adverse 
events occurring in their pivotal trials than did 
cancer drugs that were approved with more-
rigorous studies.37 A recent study showed that 
drugs benefiting from expedited approval pro-
grams were tested for efficacy in a median of 
only 104 patients, as compared with 580 pa-
tients for nonexpedited review.38 Data collected 
with the use of early-stage clinical-trial methods 
are unstable and may be subsequently disproved 
in larger, more-rigorous trials.

Concerns about potentially inaccurate assess-
ments of the benefit–risk ratios led the FDA, be-
ginning in approximately 1970, to condition 
some approvals on the conduct of postapproval 
(phase 4) confirmatory studies. The proportion 
of new drugs that were subject to these post-
approval obligations increased from approximate-
ly 30% in the early 1980s to approximately 80% 
in the early 2000s.39 Unfortunately, the perfor-
mance of these follow-up studies has often been 
markedly delayed40 or not initiated at all.41 
Gemtuzumab ozogamicin was approved in 2000 
for the treatment of pediatric leukemia on the 
basis of limited data, but it was withdrawn from 
the market in 2010 after confirmatory trials ini-
tiated in 2004 showed increased mortality and 
no efficacy.42

Concern over the timely conduct of post-

approval studies led Congress to strengthen the 
enforcement authority of the FDA in the FDA 
Amendments Act of 2007. However, as recently 
as 2011, postmarketing-study commitments for 
more than 40% of drugs had not yet been start-
ed, whereas the number with delays had doubled 
since 2007 to approximately 13%.38,43 Completion 
times also appear to range widely: a report from 
the Office of Oncology Drug Products regarding 
a sample of oncology drugs approved by way of 
the accelerated-approval pathway showed that 
it took 0.8 to 12.6 years before postmarketing 
trials were completed (median, 3.9 years).44 
Bedaquiline, a medication for the treatment of 
multidrug-resistant (MDR) tuberculosis, was ap-
proved in 2012 on the basis of the surrogate end 
point of sputum-culture conversion, even though 
the pivotal studies also showed an incidence of 
death (generally from tuberculosis) that was five 
times as high among patients given the drug 
than among those randomly assigned to receive 
standard treatment for MDR tuberculosis. The 
impact on individual patients must be further 
studied since there is a need for additional treat-
ment options for this highly contagious disease. 
The confirmatory randomized trial that was 
mandated for bedaquiline was not required by 
the FDA to be completed until 2022.45

BREAKTHROUGH THERAPY — 
RATIONALE AND POTENTIAL OUTCOMES

In approving FDASIA, Congress anticipated that 
the use of modern evaluation tools earlier in the 
drug-development cycle could result in “fewer, 
smaller, or shorter clinical trials.” During Con-
gressional hearings in 2012, advocacy and in-
dustry organizations supported the creation of the 
new breakthrough-therapy designation to abbre-
viate or combine traditional clinical phases to 
enhance earlier patient access.46,47 Support for 
the law also came from officials within the FDA 
Center for Drug Evaluation and Research who, in 
November 2013, praised the “much larger treat-
ment effect” achieved by some recent “molecu-
larly targeted therapies” that aim to benefit sub-
groups of patients with “cancer, genetic diseases, 
and . . . other serious illnesses.”7 The article 
defended the new expedited-development pro-
gram, suggesting that “when a large effect in a 
serious disease is observed early in drug devel-
opment, it seems excessive to conduct a prolonged 
clinical development program that encompasses 
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traditional trial phases.”7 According to this view, 
the new designation could make possible stream-
lined clinical development that would lead to 
more rapid approval.

The breakthrough-therapy designation is the 
latest addition to the expanded-access and expe-
dited-approval programs of the FDA (Table 1). 
In recent years, the exceptions have been more 
common than the rule; among the 39 new 
drugs approved in 2012, a total of 22 (56%) 
were approved by means of at least one of the 
accelerated-approval, fast-track, and priority re-
view programs, and 9 of these (23% of the total) 
qualified for more than one program.

Regulatory efficiency was identified as a ma-
jor outcome of the breakthrough-therapy desig-
nation,8 but the benefits offered in FDASIA are 
already largely available through existing legis-
lation, regulations, or standard FDA practice. 
For example, FDASIA commits the FDA to work-
ing closely with sponsors of breakthrough ther-
apies.7 However, Subpart E (1988) offered “early 
consultation between FDA and drug sponsors,” 
emphasized the importance of meeting with the 
FDA to ensure efficient phase 2 trial design, and 
specified that senior FDA officials would active-
ly facilitate the conduct and evaluation of clini-
cal trials.56 FDASIA notes that breakthrough 
therapies may also benefit from the assignment 
of a “cross-disciplinary project lead” to facilitate 
efficient review, but it is unclear how this will 
improve on existing coordination of staff efforts.

The breakthrough-therapy designation con-
tinued the trend of applying increasingly flexi-
ble evidentiary standards to determine the quali-
fication for expedited development and approval 
programs. Certain drugs have long been ap-
proved on the basis of well-established surro-
gate end points.51 The accelerated-approval 
pathway (1992) began to allow approval on the 
basis of “less than well-established surrogate 
endpoint[s].”51 By contrast, one way to qualify 
for the new breakthrough-therapy designation 
(2012) is by showing “an effect on a pharmaco-
dynamic biomarker(s) that does not meet crite-
ria for an acceptable surrogate endpoint, but 
strongly suggests the potential for a clinically 
meaningful effect on the underlying disease.”55 
This more flexible standard would apply to a 
broader range of potential new therapies. The 
law requires that breakthrough drugs must even-
tually be approved or rejected under the normal 
FDA approval standards, but as was seen with 

the bedaquiline approval for MDR tuberculosis, 
such confirmation may not be required for 
years.45

Once the breakthrough-therapy status has 
been granted on the basis of preliminary evi-
dence, it may be difficult to temper demand 
(whether early access or postapproval) even if 
the drug is revealed to be less effective or more 
harmful than initially believed. Decision theory 
suggests that when a decision is less reversible, 
more care should be taken in reaching the ini-
tial determination.57 This tension emerged most 
recently around bevacizumab, which was ap-
proved for the treatment of metastatic breast 
cancer on the basis of surrogate end points under 
the accelerated-approval pathway. When subse-
quent studies showed no increase in patient sur-
vival, withdrawing the indication took nearly a 
year and generated substantial opposition.58 
Some insurers still cover off-label use of the 
drug for this non–evidence-based purpose.

Deferring rigorous study until after a drug is 
approved can also undermine and delay evalua-
tion of its benefit–risk profile.38 Once a drug is 
approved, enrolling patients in clinical trials to 
determine efficacy is more challenging than be-
fore approval, because patients have the choice 
of receiving the drug in the normal course of 
therapy or enrolling in a trial in which they may 
be randomly assigned to usual care. This con-
cern is magnified when deferred study is paired 
with earlier designations that may be interpret-
ed as official endorsements.

CONCLUSIONS

The 27 breakthrough-therapy designations grant-
ed by the FDA in the first 9 months of 2013 are 
unlikely to represent a sudden and dramatic in-
crease in the pace of pharmaceutical innovation, 
given that an average of 25 new molecular enti-
ties were approved annually during the previous 
decade. Another interpretation of the rapid pop-
ularity of the designation is that it has created 
the appearance of progress while enhancing the 
visibility of promising early-stage drugs that may 
be no more likely than before FDASIA to confer 
large benefits to patients. The breakthrough-
therapy designation is also likely to further in-
crease public pressure on the FDA to approve 
such products. Few would argue about the need 
for pathways to bring safe and effective new 
drugs to market quickly, especially for life-
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threatening diseases for which current treatment 
options are inadequate. Efforts to promote early 
access, expedited development, and early ap-
proval have existed for decades. Unfortunately, 
these efforts generally have not been followed by 
equally energetic efforts to develop rigorous con-
firmatory data that could refine the indications 
for the drug or even change its approval status.

There has also been little discussion of the 
implications of approving breakthrough drugs 
on the basis of limited data for patients consid-
ering therapeutic options and for their physi-
cians. Expedited approval has been championed 
by patient advocacy groups who think that FDA 
requirements that delay access to new products 
infringe on personal autonomy. Of course, this 
view is not universal among patients.59 How will 
patients make informed choices about break-
through drugs approved with new clinical-trial 
techniques rather than with traditional random-
ized trials?

This question is particularly salient for pa-
tients with life-threatening illness. Previous re-
search has uncovered important deficiencies in 
decision making by patients in such precarious 
situations. One survey showed that, as compared 
with healthier patients, severely ill patients had 
less retention of the information that was dis-
cussed in the informed-consent process and 
less-clear understanding of the risks of ther-
apy.60 Some have suggested that insurers will 
act as an effective counterweight in the post-
approval marketplace by refusing to cover break-
through products with clinical activity that is 
either unconfirmed or does not justify the high 
cost.61 In Europe, centralized payers serve as a 
barrier to the widespread use of available but 
marginally useful clinical therapies.62,63 However, 
in the United States, the greater fragmentation 
of the insurance market and the greater sense 
of entitlement to all available treatments make 
it unlikely that this counterbalance will be as 
effective.

Even before the first breakthrough drug has 
been approved, lawmakers have started discuss-
ing the next pathway aimed at further reducing 
evidentiary requirements to speed drugs to mar-
ket.64 On December 12, 2013, a bill was intro-
duced in Congress that would allow the approval 
of new antibiotic and antifungal medicines on 
the basis of alternative end points and data sets 
of limited size so long as the labeling promi-
nently stated that the drugs were indicated for 

use in a limited and specific population of pa-
tients.65 The bill did not restrict the ability to 
prescribe such drugs off-label. In the next few 
years, evidence will accumulate to indicate how 
well the new breakthrough-therapy designation 
improves the options of patients with serious 
and intractable diseases and to what extent it 
facilitates the market entry of treatments that 
promise more than they can deliver.

Disclosure forms provided by the authors are available with 
the full text of this article at NEJM.org.
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U.S. Code › Title 21 › Chapter 9 › Subchapter V › Part A › § 355g

21 U.S. Code § 355g - Utilizing real world evidence
(a) IN GENERAL The Secretary shall establish a program to evaluate the potential use of real 
world evidence—

(1) to help to support the approval of a new indication for a drug approved under section 
355(c) of this title; and

(2) to help to support or satisfy postapproval study requirements.

(b) REAL WORLD EVIDENCE DEFINED

In this section, the term “real world evidence” means data regarding the usage, or 
the potential benefits or risks, of a drug derived from sources other than traditional 
clinical trials.

(c) PROGRAM FRAMEWORK

(1) IN GENERAL

Not later than 2 years after December 13, 2016, the Secretary shall establish a 
draft framework for implementation of the program under this section.

(2) CONTENTS OF FRAMEWORK The framework shall include information describing—

(A) the sources of real world evidence, including ongoing safety surveillance, 
observational studies, registries, claims, and patient-centered outcomes research 
activities;

(B) the gaps in data collection activities;

(C) the standards and methodologies for collection and analysis of real world 
evidence; and

(D) the priority areas, remaining challenges, and potential pilot opportunities that the 
program established under this section will address.

(3) CONSULTATION

(A) In general
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In developing the program framework under this subsection, the Secretary
shall consult with regulated industry, academia, medical professional 
organizations, representatives of patient advocacy organizations, 
consumer organizations, disease research foundations, and other 
interested parties.

(B) Process The consultation under subparagraph (A) may be carried out through 
approaches such as—

(i) a public-private partnership with the entities described in such subparagraph in 
which the Secretary may participate;

(ii) a contract, grant, or other arrangement, as the Secretary determines 
appropriate, with such a partnership or an independent research organization; or

(iii) public workshops with the entities described in such subparagraph.

(d) PROGRAM IMPLEMENTATION

The Secretary shall, not later than 3 years after December 13, 2016, and in 
accordance with the framework established under subsection (c), implement the 
program to evaluate the potential use of real world evidence.

(e) GUIDANCE FOR INDUSTRY The Secretary shall—

(1) utilize the program established under subsection (a), its activities, and any subsequent 
pilots or written reports, to inform a guidance for industry on—

(A) the circumstances under which sponsors of drugs and the Secretary may rely on 
real world evidence for the purposes described in paragraphs (1) and (2) of 
subsection (a); and

(B) the appropriate standards and methodologies for collection and analysis of real 
world evidence submitted for such purposes;

(2) not later than 5 years after December 13, 2016, issue draft guidance for industry as 
described in paragraph (1); and

(3) not later than 18 months after the close of the public comment period for the draft 
guidance described in paragraph (2), issue revised draft guidance or final guidance.

(f) RULE OF CONSTRUCTION

(1) IN GENERAL
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Subject to paragraph (2), nothing in this section prohibits the Secretary from 
using real world evidence for purposes not specified in this section, provided 
the Secretary determines that sufficient basis exists for any such nonspecified 
use.

(2) STANDARDS OF EVIDENCE AND SECRETARY’S AUTHORITY This section shall not be 
construed to alter—

(A) the standards of evidence under—

(i) subsection (c) or (d) of section 355 of this title, including the substantial 
evidence standard in such subsection (d); or

(ii) section 262(a) of title 42; or

(B) the Secretary’s authority to require postapproval studies or clinical trials, or the 
standards of evidence under which studies or trials are evaluated.

(June 25, 1938, ch. 675, § 505F, as added Pub. L. 114–255, div. A, title III, § 3022, Dec. 13, 2016, 
130 Stat. 1096; amended Pub. L. 115–52, title IX, § 901(c), (d), Aug. 18, 2017, 131 Stat. 1076.)
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130 STAT. 1083 PUBLIC LAW 114–255—DEC. 13, 2016 

(1) THE RULE.—References to ‘‘the Rule’’ refer to part 160 
or part 164, as appropriate, of title 45, Code of Federal Regula-
tions (or any successor regulation). 

(2) PART 164.—References to a specified section of ‘‘part 
164’’, refer to such specified section of part 164 of title 45, 
Code of Federal Regulations (or any successor section). 

Subtitle G—Promoting Pediatric Research 
SEC. 2071. NATIONAL PEDIATRIC RESEARCH NETWORK. 

Section 409D(d) of the Public Health Service Act (42 U.S.C. 
284h(d)) is amended— 

(1) in paragraph (1), by striking ‘‘in consultation with the 
Director of the Eunice Kennedy Shriver National Institute of 
Child Health and Human Development and in collaboration 
with other appropriate national research institutes and national 
centers that carry out activities involving pediatric research, 
may provide for the establishment of’’ and inserting ‘‘in 
collaboration with the national research institutes and national 
centers that carry out activities involving pediatric research, 
shall support’’; and 

(2) in paragraph (2)(A) and the first sentence of paragraph 
(2)(E), by striking ‘‘may’’ each place such term appears and 
inserting ‘‘shall’’. 

SEC. 2072. GLOBAL PEDIATRIC CLINICAL STUDY NETWORK. 

It is the sense of Congress that— 
(1) the National Institutes of Health should encourage a 

global pediatric clinical study network by providing grants, 
contracts, or cooperative agreements to support new and early 
stage investigators who participate in the global pediatric clin-
ical study network; 

(2) the Secretary of Health and Human Services (referred 
to in this section as the ‘‘Secretary’’) should engage with clinical 
investigators and appropriate authorities outside of the United 
States, including authorities in the European Union, during 
the formation of the global pediatric clinical study network 
to encourage the participation of such investigator and authori-
ties; and 

(3) once a global pediatric clinical study network is estab-
lished and becomes operational, the Secretary should continue 
to encourage and facilitate the participation of clinical inves-
tigators and appropriate authorities outside of the United 
States, including in the European Union, to participate in the 
network with the goal of enhancing the global reach of the 
network. 

TITLE III—DEVELOPMENT 

Subtitle A—Patient-Focused Drug 
Development 

SEC. 3001. PATIENT EXPERIENCE DATA. 

Section 569C of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 360bbb–8c) is amended— 
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130 STAT. 1084 PUBLIC LAW 114–255—DEC. 13, 2016 

(1) in subsection (a)— 
(A) in the subsection heading, by striking ‘‘IN GENERAL’’ 

and inserting ‘‘PATIENT ENGAGEMENT IN DRUGS AND 
DEVICES’’; 

(B) by redesignating paragraphs (1) and (2) as subpara-
graphs (A) and (B), respectively, and moving such subpara-
graphs 2 ems to the right; and 

(C) by striking ‘‘The Secretary’’ and inserting the fol-
lowing: 
‘‘(1) IN GENERAL.—The Secretary’’; 
(2) by redesignating subsections (b) through (e) as para-

graphs (2) through (5), respectively, and moving such para-
graphs 2 ems to the right; and 

(3) by adding at the end the following: 
‘‘(b) STATEMENT OF PATIENT EXPERIENCE.— 

‘‘(1) IN GENERAL.—Following the approval of an application 
that was submitted under section 505(b) of this Act or section 
351(a) of the Public Health Service Act at least 180 days 
after the date of enactment of the 21st Century Cures Act, 
the Secretary shall make public a brief statement regarding 
the patient experience data and related information, if any, 
submitted and reviewed as part of such application. 

‘‘(2) DATA AND INFORMATION.—The data and information 
referred to in paragraph (1) are— 

‘‘(A) patient experience data; 
‘‘(B) information on patient-focused drug development 

tools; and 
‘‘(C) other relevant information, as determined by the 

Secretary. 
‘‘(c) PATIENT EXPERIENCE DATA.—For purposes of this section, 

the term ‘patient experience data’ includes data that— 
‘‘(1) are collected by any persons (including patients, family 

members and caregivers of patients, patient advocacy organiza-
tions, disease research foundations, researchers, and drug 
manufacturers); and 

‘‘(2) are intended to provide information about patients’ 
experiences with a disease or condition, including— 

‘‘(A) the impact of such disease or condition, or a related 
therapy, on patients’ lives; and 

‘‘(B) patient preferences with respect to treatment of 
such disease or condition.’’. 

SEC. 3002. PATIENT-FOCUSED DRUG DEVELOPMENT GUIDANCE. 

(a) PUBLICATION OF GUIDANCE DOCUMENTS.—Not later than 
180 days after the date of enactment of this Act, the Secretary 
of Health and Human Services (referred to in this section as the 
‘‘Secretary’’), acting through the Commissioner of Food and Drugs, 
shall develop a plan to issue draft and final versions of one or 
more guidance documents, over a period of 5 years, regarding 
the collection of patient experience data, and the use of such data 
and related information in drug development. Not later than 18 
months after the date of enactment of this Act, the Secretary 
shall issue a draft version of at least one such guidance document. 
Not later than 18 months after the public comment period on 
the draft guidance ends, the Secretary shall issue a revised draft 
guidance or final guidance. 

21 USC 
360bbb–8c note. 
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130 STAT. 1085 PUBLIC LAW 114–255—DEC. 13, 2016 

(b) PATIENT EXPERIENCE DATA.—For purposes of this section, 
the term ‘‘patient experience data’’ has the meaning given such 
term in section 569C of the Federal Food, Drug, and Cosmetic 
Act (as added by section 3001). 

(c) CONTENTS.—The guidance documents described in sub-
section (a) shall address— 

(1) methodological approaches that a person seeking to 
collect patient experience data for submission to, and proposed 
use by, the Secretary in regulatory decisionmaking may use, 
that are relevant and objective and ensure that such data 
are accurate and representative of the intended population, 
including methods to collect meaningful patient input through-
out the drug development process and methodological consider-
ations for data collection, reporting, management, and analysis; 

(2) methodological approaches that may be used to develop 
and identify what is most important to patients with respect 
to burden of disease, burden of treatment, and the benefits 
and risks in the management of the patient’s disease; 

(3) approaches to identifying and developing methods to 
measure impacts to patients that will help facilitate collection 
of patient experience data in clinical trials; 

(4) methodologies, standards, and technologies to collect 
and analyze clinical outcome assessments for purposes of regu-
latory decisionmaking; 

(5) how a person seeking to develop and submit proposed 
draft guidance relating to patient experience data for consider-
ation by the Secretary may submit such proposed draft guidance 
to the Secretary; 

(6) the format and content required for submissions under 
this section to the Secretary, including with respect to the 
information described in paragraph (1); 

(7) how the Secretary intends to respond to submissions 
of information described in paragraph (1), if applicable, 
including any timeframe for response when such submission 
is not part of a regulatory application or other submission 
that has an associated timeframe for response; and 

(8) how the Secretary, if appropriate, anticipates using 
relevant patient experience data and related information, 
including with respect to the structured risk-benefit assessment 
framework described in section 505(d) of the Federal Food, 
Drug, and Cosmetic Act (21 U.S.C. 355(d)), to inform regulatory 
decisionmaking. 

SEC. 3003. STREAMLINING PATIENT INPUT. 

Chapter 35 of title 44, United States Code, shall not apply 
to the collection of information to which a response is voluntary, 
that is initiated by the Secretary under section 569C of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 360bbb–8c) (as amended 
by section 3001) or section 3002. 
SEC. 3004. REPORT ON PATIENT EXPERIENCE DRUG DEVELOPMENT. 

Not later than June 1 of 2021, 2026, and 2031, the Secretary 
of Health and Human Services, acting through the Commissioner 
of Food and Drugs, shall prepare and publish on the Internet 
website of the Food and Drug Administration a report assessing 
the use of patient experience data in regulatory decisionmaking, 
in particular with respect to the review of patient experience data 
and information on patient-focused drug development tools as part 

21 USC 355 note. 

21 USC 
360bbb–8c note. 
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130 STAT. 1086 PUBLIC LAW 114–255—DEC. 13, 2016 

of applications approved under section 505(c) of the Federal Food, 
Drug, and Cosmetic Act (21 U.S.C. 355(c)) or section 351(a) of 
the Public Health Service Act (42 U.S.C. 262(a)). 

Subtitle B—Advancing New Drug 
Therapies 

SEC. 3011. QUALIFICATION OF DRUG DEVELOPMENT TOOLS. 

(a) IN GENERAL.—Chapter V of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 351 et seq.) is amended by inserting after 
section 506F the following new section: 

‘‘SEC. 507. QUALIFICATION OF DRUG DEVELOPMENT TOOLS. 

‘‘(a) PROCESS FOR QUALIFICATION.— 
‘‘(1) IN GENERAL.—The Secretary shall establish a process 

for the qualification of drug development tools for a proposed 
context of use under which— 

‘‘(A)(i) a requestor initiates such process by submitting 
a letter of intent to the Secretary; and 

‘‘(ii) the Secretary accepts or declines to accept such 
letter of intent; 

‘‘(B)(i) if the Secretary accepts the letter of intent, 
a requestor submits a qualification plan to the Secretary; 
and 

‘‘(ii) the Secretary accepts or declines to accept the 
qualification plan; and 

‘‘(C)(i) if the Secretary accepts the qualification plan, 
the requestor submits to the Secretary a full qualification 
package; 

‘‘(ii) the Secretary determines whether to accept such 
qualification package for review; and 

‘‘(iii) if the Secretary accepts such qualification package 
for review, the Secretary conducts such review in accord-
ance with this section. 
‘‘(2) ACCEPTANCE AND REVIEW OF SUBMISSIONS.— 

‘‘(A) IN GENERAL.—Subparagraphs (B), (C), and (D) 
shall apply with respect to the treatment of a letter of 
intent, a qualification plan, or a full qualification package 
submitted under paragraph (1) (referred to in this para-
graph as ‘qualification submissions’). 

‘‘(B) ACCEPTANCE FACTORS; NONACCEPTANCE.—The Sec-
retary shall determine whether to accept a qualification 
submission based on factors which may include the sci-
entific merit of the qualification submission. A determina-
tion not to accept a submission under paragraph (1) shall 
not be construed as a final determination by the Secretary 
under this section regarding the qualification of a drug 
development tool for its proposed context of use. 

‘‘(C) PRIORITIZATION OF QUALIFICATION REVIEW.—The 
Secretary may prioritize the review of a full qualification 
package submitted under paragraph (1) with respect to 
a drug development tool, based on factors determined 
appropriate by the Secretary, including— 

‘‘(i) as applicable, the severity, rarity, or prevalence 
of the disease or condition targeted by the drug 

21 USC 357. 
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130 STAT. 1087 PUBLIC LAW 114–255—DEC. 13, 2016 

development tool and the availability or lack of alter-
native treatments for such disease or condition; and 

‘‘(ii) the identification, by the Secretary or by bio-
medical research consortia and other expert stake-
holders, of such a drug development tool and its pro-
posed context of use as a public health priority. 
‘‘(D) ENGAGEMENT OF EXTERNAL EXPERTS.—The Sec-

retary may, for purposes of the review of qualification 
submissions, through the use of cooperative agreements, 
grants, or other appropriate mechanisms, consult with bio-
medical research consortia and may consider the rec-
ommendations of such consortia with respect to the review 
of any qualification plan submitted under paragraph (1) 
or the review of any full qualification package under para-
graph (3). 
‘‘(3) REVIEW OF FULL QUALIFICATION PACKAGE.—The Sec-

retary shall— 
‘‘(A) conduct a comprehensive review of a full qualifica-

tion package accepted under paragraph (1)(C); and 
‘‘(B) determine whether the drug development tool at 

issue is qualified for its proposed context of use. 
‘‘(4) QUALIFICATION.—The Secretary shall determine 

whether a drug development tool is qualified for a proposed 
context of use based on the scientific merit of a full qualification 
package reviewed under paragraph (3). 
‘‘(b) EFFECT OF QUALIFICATION.— 

‘‘(1) IN GENERAL.—A drug development tool determined 
to be qualified under subsection (a)(4) for a proposed context 
of use specified by the requestor may be used by any person 
in such context of use for the purposes described in paragraph 
(2). 

‘‘(2) USE OF A DRUG DEVELOPMENT TOOL.—Subject to para-
graph (3), a drug development tool qualified under this section 
may be used for— 

‘‘(A) supporting or obtaining approval or licensure (as 
applicable) of a drug or biological product (including in 
accordance with section 506(c)) under section 505 of this 
Act or section 351 of the Public Health Service Act; or 

‘‘(B) supporting the investigational use of a drug or 
biological product under section 505(i) of this Act or section 
351(a)(3) of the Public Health Service Act. 
‘‘(3) RESCISSION OR MODIFICATION.— 

‘‘(A) IN GENERAL.—The Secretary may rescind or 
modify a determination under this section to qualify a 
drug development tool if the Secretary determines that 
the drug development tool is not appropriate for the pro-
posed context of use specified by the requestor. Such a 
determination may be based on new information that calls 
into question the basis for such qualification. 

‘‘(B) MEETING FOR REVIEW.—If the Secretary rescinds 
or modifies under subparagraph (A) a determination to 
qualify a drug development tool, the requestor involved 
shall, on request, be granted a meeting with the Secretary 
to discuss the basis of the Secretary’s decision to rescind 
or modify the determination before the effective date of 
the rescission or modification. 

‘‘(c) TRANSPARENCY.— 
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130 STAT. 1088 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(1) IN GENERAL.—Subject to paragraph (3), the Secretary 
shall make publicly available, and update on at least a biannual 
basis, on the Internet website of the Food and Drug Administra-
tion the following: 

‘‘(A) Information with respect to each qualification 
submission under the qualification process under sub-
section (a), including— 

‘‘(i) the stage of the review process applicable to 
the submission; 

‘‘(ii) the date of the most recent change in stage 
status; 

‘‘(iii) whether external scientific experts were uti-
lized in the development of a qualification plan or 
the review of a full qualification package; and 

‘‘(iv) submissions from requestors under the quali-
fication process under subsection (a), including any 
data and evidence contained in such submissions, and 
any updates to such submissions. 
‘‘(B) The Secretary’s formal written determinations in 

response to such qualification submissions. 
‘‘(C) Any rescissions or modifications under subsection 

(b)(3) of a determination to qualify a drug development 
tool. 

‘‘(D) Summary reviews that document conclusions and 
recommendations for determinations to qualify drug 
development tools under subsection (a). 

‘‘(E) A comprehensive list of— 
‘‘(i) all drug development tools qualified under sub-

section (a); and 
‘‘(ii) all surrogate endpoints which were the basis 

of approval or licensure (as applicable) of a drug or 
biological product (including in accordance with section 
506(c)) under section 505 of this Act or section 351 
of the Public Health Service Act. 

‘‘(2) RELATION TO TRADE SECRETS ACT.—Information made 
publicly available by the Secretary under paragraph (1) shall 
be considered a disclosure authorized by law for purposes of 
section 1905 of title 18, United States Code. 

‘‘(3) APPLICABILITY.—Nothing in this section shall be con-
strued as authorizing the Secretary to disclose any information 
contained in an application submitted under section 505 of 
this Act or section 351 of the Public Health Service Act that 
is confidential commercial or trade secret information subject 
to section 552(b)(4) of title 5, United States Code, or section 
1905 of title 18, United States Code. 
‘‘(d) RULE OF CONSTRUCTION.—Nothing in this section shall 

be construed— 
‘‘(1) to alter the standards of evidence under subsection 

(c) or (d) of section 505, including the substantial evidence 
standard in such subsection (d), or under section 351 of the 
Public Health Service Act (as applicable); or 

‘‘(2) to limit the authority of the Secretary to approve 
or license products under this Act or the Public Health Service 
Act, as applicable (as in effect before the date of the enactment 
of the 21st Century Cures Act). 
‘‘(e) DEFINITIONS.—In this section: 

‘‘(1) BIOMARKER.—The term ‘biomarker’— 
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130 STAT. 1089 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(A) means a characteristic (such as a physiologic, 
pathologic, or anatomic characteristic or measurement) that 
is objectively measured and evaluated as an indicator of 
normal biologic processes, pathologic processes, or biological 
responses to a therapeutic intervention; and 

‘‘(B) includes a surrogate endpoint. 
‘‘(2) BIOMEDICAL RESEARCH CONSORTIA.—The term ‘bio-

medical research consortia’ means collaborative groups that 
may take the form of public-private partnerships and may 
include government agencies, institutions of higher education 
(as defined in section 101(a) of the Higher Education Act of 
1965), patient advocacy groups, industry representatives, clin-
ical and scientific experts, and other relevant entities and 
individuals. 

‘‘(3) CLINICAL OUTCOME ASSESSMENT.—The term ‘clinical 
outcome assessment’ means— 

‘‘(A) a measurement of a patient’s symptoms, overall 
mental state, or the effects of a disease or condition on 
how the patient functions; and 

‘‘(B) includes a patient-reported outcome. 
‘‘(4) CONTEXT OF USE.—The term ‘context of use’ means, 

with respect to a drug development tool, the circumstances 
under which the drug development tool is to be used in drug 
development and regulatory review. 

‘‘(5) DRUG DEVELOPMENT TOOL.—The term ‘drug develop-
ment tool’ includes— 

‘‘(A) a biomarker; 
‘‘(B) a clinical outcome assessment; and 
‘‘(C) any other method, material, or measure that the 

Secretary determines aids drug development and regu-
latory review for purposes of this section. 
‘‘(6) PATIENT-REPORTED OUTCOME.—The term ‘patient- 

reported outcome’ means a measurement based on a report 
from a patient regarding the status of the patient’s health 
condition without amendment or interpretation of the patient’s 
report by a clinician or any other person. 

‘‘(7) QUALIFICATION.—The terms ‘qualification’ and ‘quali-
fied’ mean a determination by the Secretary that a drug 
development tool and its proposed context of use can be relied 
upon to have a specific interpretation and application in drug 
development and regulatory review under this Act. 

‘‘(8) REQUESTOR.—The term ‘requestor’ means an entity 
or entities, including a drug sponsor or a biomedical research 
consortia, seeking to qualify a drug development tool for a 
proposed context of use under this section. 

‘‘(9) SURROGATE ENDPOINT.—The term ‘surrogate endpoint’ 
means a marker, such as a laboratory measurement, radio-
graphic image, physical sign, or other measure, that is not 
itself a direct measurement of clinical benefit, and— 

‘‘(A) is known to predict clinical benefit and could be 
used to support traditional approval of a drug or biological 
product; or 

‘‘(B) is reasonably likely to predict clinical benefit and 
could be used to support the accelerated approval of a 
drug or biological product in accordance with section 
506(c).’’. 

(b) GUIDANCE.— 21 USC 357 note. 
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130 STAT. 1090 PUBLIC LAW 114–255—DEC. 13, 2016 

(1) IN GENERAL.—The Secretary of Health and Human 
Services (referred to in this section as the ‘‘Secretary’’) shall, 
in consultation with biomedical research consortia (as defined 
in subsection (e) of section 507 of the Federal Food, Drug, 
and Cosmetic Act (as added by subsection (a)) and other 
interested parties through a collaborative public process, issue 
guidance to implement such section 507 that— 

(A) provides a conceptual framework describing appro-
priate standards and scientific approaches to support the 
development of biomarkers delineated under the taxonomy 
established under paragraph (3); 

(B) with respect to the qualification process under such 
section 507— 

(i) describes the requirements that entities seeking 
to qualify a drug development tool under such section 
shall observe when engaging in such process; 

(ii) outlines reasonable timeframes for the Sec-
retary’s review of letters, qualification plans, or full 
qualification packages submitted under such process; 
and 

(iii) establishes a process by which such entities 
or the Secretary may consult with biomedical research 
consortia and other individuals and entities with expert 
knowledge and insights that may assist the Secretary 
in the review of qualification plans and full qualifica-
tion submissions under such section; and 
(C) includes such other information as the Secretary 

determines appropriate. 
(2) TIMING.—Not later than 3 years after the date of the 

enactment of this Act, the Secretary shall issue draft guidance 
under paragraph (1) on the implementation of section 507 of 
the Federal Food, Drug, and Cosmetic Act (as added by sub-
section (a)). The Secretary shall issue final guidance on the 
implementation of such section not later than 6 months after 
the date on which the comment period for the draft guidance 
closes. 

(3) TAXONOMY.— 
(A) IN GENERAL.—For purposes of informing guidance 

under this subsection, the Secretary shall, in consultation 
with biomedical research consortia and other interested 
parties through a collaborative public process, establish 
a taxonomy for the classification of biomarkers (and related 
scientific concepts) for use in drug development. 

(B) PUBLIC AVAILABILITY.—Not later than 2 years after 
the date of the enactment of this Act, the Secretary shall 
make such taxonomy publicly available in draft form for 
public comment. The Secretary shall finalize the taxonomy 
not later than 1 year after the close of the public comment 
period. 

(c) MEETING AND REPORT.— 
(1) MEETING.—Not later than 2 years after the date of 

the enactment of this Act, the Secretary shall convene a public 
meeting to describe and solicit public input regarding the quali-
fication process under section 507 of the Federal Food, Drug, 
and Cosmetic Act, as added by subsection (a). 
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130 STAT. 1091 PUBLIC LAW 114–255—DEC. 13, 2016 

(2) REPORT.—Not later than 5 years after the date of the 
enactment of this Act, the Secretary shall make publicly avail-
able on the Internet website of the Food and Drug Administra-
tion a report. Such report shall include, with respect to the 
qualification process under section 507 of the Federal Food, 
Drug, and Cosmetic Act, as added by subsection (a), information 
on— 

(A) the number of requests submitted, as a letter of 
intent, for qualification of a drug development tool (as 
defined in subsection (e) of such section 507); 

(B) the number of such requests accepted and deter-
mined to be eligible for submission of a qualification plan 
or full qualification package (as such terms are defined 
in subsection (e) of such section 507), respectively; 

(C) the number of such requests for which external 
scientific experts were utilized in the development of a 
qualification plan or review of a full qualification package; 

(D) the number of qualification plans and full qualifica-
tion packages, respectively, submitted to the Secretary; 
and 

(E) the drug development tools qualified through such 
qualification process, specified by type of tool, such as 
a biomarker or clinical outcome assessment (as such terms 
are defined in subsection (e) of such section 507). 

SEC. 3012. TARGETED DRUGS FOR RARE DISEASES. 

Subchapter B of chapter V of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360aa et seq.) is amended by inserting 
after section 529 the following: 
‘‘SEC. 529A. TARGETED DRUGS FOR RARE DISEASES. 

‘‘(a) PURPOSE.—The purpose of this section, through the 
approach provided for in subsection (b), is to— 

‘‘(1) facilitate the development, review, and approval of 
genetically targeted drugs and variant protein targeted drugs 
to address an unmet medical need in one or more patient 
subgroups, including subgroups of patients with different 
mutations of a gene, with respect to rare diseases or conditions 
that are serious or life-threatening; and 

‘‘(2) maximize the use of scientific tools or methods, 
including surrogate endpoints and other biomarkers, for such 
purposes. 
‘‘(b) LEVERAGING OF DATA FROM PREVIOUSLY APPROVED DRUG 

APPLICATION OR APPLICATIONS.—The Secretary may, consistent with 
applicable standards for approval under this Act or section 351(a) 
of the Public Health Service Act, allow the sponsor of an application 
under section 505(b)(1) of this Act or section 351(a) of the Public 
Health Service Act for a genetically targeted drug or a variant 
protein targeted drug to rely upon data and information— 

‘‘(1) previously developed by the same sponsor (or another 
sponsor that has provided the sponsor with a contractual right 
of reference to such data and information); and 

‘‘(2) submitted by a sponsor described in paragraph (1) 
in support of one or more previously approved applications 
that were submitted under section 505(b)(1) of this Act or 
section 351(a) of the Public Health Service Act, 

for a drug that incorporates or utilizes the same or similar geneti-
cally targeted technology as the drug or drugs that are the subject 

21 USC 360ff–1. 
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of an application or applications described in paragraph (2) or 
for a variant protein targeted drug that is the same or incorporates 
or utilizes the same variant protein targeted drug, as the drug 
or drugs that are the subject of an application or applications 
described in paragraph (2). 

‘‘(c) DEFINITIONS.—For purposes of this section— 
‘‘(1) the term ‘genetically targeted drug’ means a drug 

that— 
‘‘(A) is the subject of an application under section 

505(b)(1) of this Act or section 351(a) of the Public Health 
Service Act for the treatment of a rare disease or condition 
(as such term is defined in section 526) that is serious 
or life-threatening; 

‘‘(B) may result in the modulation (including suppres-
sion, up-regulation, or activation) of the function of a gene 
or its associated gene product; and 

‘‘(C) incorporates or utilizes a genetically targeted tech-
nology; 
‘‘(2) the term ‘genetically targeted technology’ means a 

technology comprising non-replicating nucleic acid or analogous 
compounds with a common or similar chemistry that is intended 
to treat one or more patient subgroups, including subgroups 
of patients with different mutations of a gene, with the same 
disease or condition, including a disease or condition due to 
other variants in the same gene; and 

‘‘(3) the term ‘variant protein targeted drug’ means a drug 
that— 

‘‘(A) is the subject of an application under section 
505(b)(1) of this Act or section 351(a) of the Public Health 
Service Act for the treatment of a rare disease or condition 
(as such term is defined in section 526) that is serious 
or life-threatening; 

‘‘(B) modulates the function of a product of a mutated 
gene where such mutation is responsible in whole or in 
part for a given disease or condition; and 

‘‘(C) is intended to treat one or more patient subgroups, 
including subgroups of patients with different mutations 
of a gene, with the same disease or condition. 

‘‘(d) RULE OF CONSTRUCTION.—Nothing in this section shall 
be construed to— 

‘‘(1) alter the authority of the Secretary to approve drugs 
pursuant to this Act or section 351 of the Public Health Service 
Act (as authorized prior to the date of enactment of the 21st 
Century Cures Act), including the standards of evidence, and 
applicable conditions, for approval under such applicable Act; 
or 

‘‘(2) confer any new rights, beyond those authorized under 
this Act or the Public Health Service Act prior to enactment 
of this section, with respect to the permissibility of a sponsor 
referencing information contained in another application sub-
mitted under section 505(b)(1) of this Act or section 351(a) 
of the Public Health Service Act.’’. 
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SEC. 3013. REAUTHORIZATION OF PROGRAM TO ENCOURAGE TREAT-
MENTS FOR RARE PEDIATRIC DISEASES. 

(a) IN GENERAL.—Section 529(b) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 360ff(b)) is amended by striking para-
graph (5) and inserting the following: 

‘‘(5) TERMINATION OF AUTHORITY.—The Secretary may not 
award any priority review vouchers under paragraph (1) after 
September 30, 2020, unless the rare pediatric disease product 
application— 

‘‘(A) is for a drug that, not later than September 30, 
2020, is designated under subsection (d) as a drug for 
a rare pediatric disease; and 

‘‘(B) is, not later than September 30, 2022, approved 
under section 505(b)(1) of this Act or section 351(a) of 
the Public Health Service Act.’’. 

(b) REPORT.—The Advancing Hope Act of 2016 (Public Law 
114–229) is amended by striking section 3. 

SEC. 3014. GAO STUDY OF PRIORITY REVIEW VOUCHER PROGRAMS. 

(a) STUDY.—The Comptroller General of the United States 
(referred to in this section as the ‘‘Comptroller General’’) shall 
conduct a study addressing the effectiveness and overall impact 
of the following priority review voucher programs, including any 
such programs amended or established by this Act: 

(1) The neglected tropical disease priority review voucher 
program under section 524 of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360n). 

(2) The rare pediatric disease priority review voucher pro-
gram under section 529 of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 360ff). 

(3) The medical countermeasure priority review voucher 
program under section 565A of the Federal Food, Drug, and 
Cosmetic Act, as added by section 3086. 
(b) ISSUANCE OF REPORT.—Not later than January 31, 2020, 

the Comptroller General shall submit to the Committee on Health, 
Education, Labor, and Pensions of the Senate and the Committee 
on Energy and Commerce of the House of Representatives a report 
containing the results of the study under subsection (a). 

(c) CONTENTS OF REPORTS.—The report submitted under sub-
section (b) shall address— 

(1) for each drug for which a priority review voucher has 
been awarded as of initiation of the study— 

(A) the indications for which the drug is approved 
under section 505(c) of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355(c)), pursuant to an application 
under section 505(b)(1) of such Act, or licensed under sec-
tion 351(a) of the Public Health Service Act (42 U.S.C. 
262(a)); 

(B) whether, and to what extent, the voucher impacted 
the sponsor’s decision to develop the drug; and 

(C) whether, and to what extent, the approval or licen-
sure of the drug, as applicable and appropriate— 

(i) addressed a global unmet need related to the 
treatment or prevention of a neglected tropical disease, 
including whether the sponsor of a drug coordinated 
with international development organizations; 
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(ii) addressed an unmet need related to the treat-
ment of a rare pediatric disease; or 

(iii) affected the Nation’s preparedness against a 
chemical, biological, radiological, or nuclear threat, 
including naturally occurring threats; 

(2) for each drug for which a priority review voucher has 
been used— 

(A) the indications for which such drug is approved 
under section 505(c) of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355(c)), pursuant to an application 
under section 505(b)(1) of such Act, or licensed under sec-
tion 351(a) of the Public Health Service Act (42 U.S.C. 
262); 

(B) the value of the voucher, if transferred; and 
(C) the length of time between the date on which 

the voucher was awarded and the date on which the 
voucher was used; and 
(3) an analysis of the priority review voucher programs 

described in subsection (a), including— 
(A) the resources used by the Food and Drug Adminis-

tration in reviewing drugs for which vouchers were used, 
including the effect of the programs on the Food and Drug 
Administration’s review of drugs for which priority review 
vouchers were not awarded or used; 

(B) whether any improvements to such programs are 
necessary to appropriately target incentives for the develop-
ment of drugs that would likely not otherwise be developed, 
or developed in as timely a manner, and, as applicable 
and appropriate— 

(i) address global unmet needs related to the treat-
ment or prevention of neglected tropical diseases, 
including in countries in which neglected tropical dis-
eases are endemic; or 

(ii) address unmet needs related to the treatment 
of rare pediatric diseases; and 
(C) whether the sunset of the rare pediatric disease 

program and medical countermeasure program has had 
an impact on the program, including any potential unin-
tended consequences. 

(d) PROTECTION OF NATIONAL SECURITY.—The Comptroller Gen-
eral shall conduct the study and issue reports under this section 
in a manner that does not compromise national security. 

SEC. 3015. AMENDMENTS TO THE ORPHAN DRUG GRANTS. 

Section 5 of the Orphan Drug Act (21 U.S.C. 360ee) is 
amended— 

(1) in subsection (a), by striking paragraph (1) and inserting 
the following: ‘‘(1) defraying the costs of developing drugs for 
rare diseases or conditions, including qualified testing 
expenses,’’; and 

(2) in subsection (b)(1)— 
(A) in subparagraph (A)(ii), by striking ‘‘and’’ after 

the semicolon; 
(B) in subparagraph (B), by striking the period and 

inserting ‘‘; and’’; and 
(C) by adding at the end the following: 
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‘‘(C) prospectively planned and designed observational 
studies and other analyses conducted to assist in the under-
standing of the natural history of a rare disease or condition 
and in the development of a therapy, including studies 
and analyses to— 

‘‘(i) develop or validate a drug development tool 
related to a rare disease or condition; or 

‘‘(ii) understand the full spectrum of the disease 
manifestations, including describing genotypic and 
phenotypic variability and identifying and defining dis-
tinct subpopulations affected by a rare disease or condi-
tion.’’. 

SEC. 3016. GRANTS FOR STUDYING CONTINUOUS DRUG MANUFAC-
TURING. 

(a) IN GENERAL.—The Secretary of Health and Human Services 
may award grants to institutions of higher education and nonprofit 
organizations for the purpose of studying and recommending 
improvements to the process of continuous manufacturing of drugs 
and biological products and similar innovative monitoring and con-
trol techniques. 

(b) DEFINITIONS.—In this section— 
(1) the term ‘‘drug’’ has the meaning given such term 

in section 201 of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 321); 

(2) the term ‘‘biological product’’ has the meaning given 
such term in section 351(i) of the Public Health Service Act 
(42 U.S.C. 262(i)); and 

(3) the term ‘‘institution of higher education’’ has the 
meaning given such term in section 101(a) of the Higher Edu-
cation Act of 1965 (20 U.S.C. 1001(a)). 

Subtitle C—Modern Trial Design and 
Evidence Development 

SEC. 3021. NOVEL CLINICAL TRIAL DESIGNS. 

(a) PROPOSALS FOR USE OF NOVEL CLINICAL TRIAL DESIGNS 
FOR DRUGS AND BIOLOGICAL PRODUCTS.—For purposes of assisting 
sponsors in incorporating complex adaptive and other novel trial 
designs into proposed clinical protocols and applications for new 
drugs under section 505 of the Federal Food, Drug, and Cosmetic 
Act (21 U.S.C. 355) and biological products under section 351 of 
the Public Health Service Act (42 U.S.C. 262), the Secretary of 
Health and Human Services (referred to in this section as the 
‘‘Secretary’’) shall conduct a public meeting and issue guidance 
in accordance with subsection (b). 

(b) GUIDANCE ADDRESSING USE OF NOVEL CLINICAL TRIAL 
DESIGNS.— 

(1) IN GENERAL.—The Secretary, acting through the 
Commissioner of Food and Drugs, shall update or issue guid-
ance addressing the use of complex adaptive and other novel 
trial design in the development and regulatory review and 
approval or licensure for drugs and biological products. 

(2) CONTENTS.—The guidance under paragraph (1) shall 
address— 

21 USC 355 note. 

21 USC 399h. 
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(A) the use of complex adaptive and other novel trial 
designs, including how such clinical trials proposed or sub-
mitted help to satisfy the substantial evidence standard 
under section 505(d) of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355(d)); 

(B) how sponsors may obtain feedback from the Sec-
retary on technical issues related to modeling and simula-
tions prior to— 

(i) completion of such modeling or simulations; 
or 

(ii) the submission of resulting information to the 
Secretary; 
(C) the types of quantitative and qualitative informa-

tion that should be submitted for review; and 
(D) recommended analysis methodologies. 

(3) PUBLIC MEETING.—Prior to updating or issuing the guid-
ance required by paragraph (1), the Secretary shall consult 
with stakeholders, including representatives of regulated 
industry, academia, patient advocacy organizations, consumer 
groups, and disease research foundations, through a public 
meeting to be held not later than 18 months after the date 
of enactment of this Act. 

(4) TIMING.—The Secretary shall update or issue a draft 
version of the guidance required by paragraph (1) not later 
than 18 months after the date of the public meeting required 
by paragraph (3) and finalize such guidance not later than 
1 year after the date on which the public comment period 
for the draft guidance closes. 

SEC. 3022. REAL WORLD EVIDENCE. 

Chapter V of the Federal Food, Drug, and Cosmetic Act is 
amended by inserting after section 505E (21 U.S.C. 355f) the fol-
lowing: 

‘‘SEC. 505F. UTILIZING REAL WORLD EVIDENCE. 

‘‘(a) IN GENERAL.—The Secretary shall establish a program 
to evaluate the potential use of real world evidence— 

‘‘(1) to help to support the approval of a new indication 
for a drug approved under section 505(c); and 

‘‘(2) to help to support or satisfy postapproval study require-
ments. 
‘‘(b) REAL WORLD EVIDENCE DEFINED.—In this section, the term 

‘real world evidence’ means data regarding the usage, or the poten-
tial benefits or risks, of a drug derived from sources other than 
randomized clinical trials. 

‘‘(c) PROGRAM FRAMEWORK.— 
‘‘(1) IN GENERAL.—Not later than 2 years after the date 

of enactment of the 21st Century Cures Act, the Secretary 
shall establish a draft framework for implementation of the 
program under this section. 

‘‘(2) CONTENTS OF FRAMEWORK.—The framework shall 
include information describing— 

‘‘(A) the sources of real world evidence, including 
ongoing safety surveillance, observational studies, reg-
istries, claims, and patient-centered outcomes research 
activities; 

‘‘(B) the gaps in data collection activities; 

21 USC 355g. 
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‘‘(C) the standards and methodologies for collection 
and analysis of real world evidence; and 

‘‘(D) the priority areas, remaining challenges, and 
potential pilot opportunities that the program established 
under this section will address. 
‘‘(3) CONSULTATION.— 

‘‘(A) IN GENERAL.—In developing the program frame-
work under this subsection, the Secretary shall consult 
with regulated industry, academia, medical professional 
organizations, representatives of patient advocacy organiza-
tions, consumer organizations, disease research founda-
tions, and other interested parties. 

‘‘(B) PROCESS.—The consultation under subparagraph 
(A) may be carried out through approaches such as— 

‘‘(i) a public-private partnership with the entities 
described in such subparagraph in which the Secretary 
may participate; 

‘‘(ii) a contract, grant, or other arrangement, as 
the Secretary determines appropriate, with such a 
partnership or an independent research organization; 
or 

‘‘(iii) public workshops with the entities described 
in such subparagraph. 

‘‘(d) PROGRAM IMPLEMENTATION.—The Secretary shall, not later 
than 2 years after the date of enactment of the 21st Century 
Cures Act and in accordance with the framework established under 
subsection (c), implement the program to evaluate the potential 
use of real world evidence. 

‘‘(e) GUIDANCE FOR INDUSTRY.—The Secretary shall— 
‘‘(1) utilize the program established under subsection (a), 

its activities, and any subsequent pilots or written reports, 
to inform a guidance for industry on— 

‘‘(A) the circumstances under which sponsors of drugs 
and the Secretary may rely on real world evidence for 
the purposes described in paragraphs (1) and (2) of sub-
section (a); and 

‘‘(B) the appropriate standards and methodologies for 
collection and analysis of real world evidence submitted 
for such purposes; 
‘‘(2) not later than 5 years after the date of enactment 

of the 21st Century Cures Act, issue draft guidance for industry 
as described in paragraph (1); and 

‘‘(3) not later than 18 months after the close of the public 
comment period for the draft guidance described in paragraph 
(2), issue revised draft guidance or final guidance. 
‘‘(f) RULE OF CONSTRUCTION.— 

‘‘(1) IN GENERAL.—Subject to paragraph (2), nothing in 
this section prohibits the Secretary from using real world evi-
dence for purposes not specified in this section, provided the 
Secretary determines that sufficient basis exists for any such 
nonspecified use. 

‘‘(2) STANDARDS OF EVIDENCE AND SECRETARY’S 
AUTHORITY.—This section shall not be construed to alter— 

‘‘(A) the standards of evidence under— 
‘‘(i) subsection (c) or (d) of section 505, including 

the substantial evidence standard in such subsection 
(d); or 
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‘‘(ii) section 351(a) of the Public Health Service 
Act; or 
‘‘(B) the Secretary’s authority to require postapproval 

studies or clinical trials, or the standards of evidence under 
which studies or trials are evaluated.’’. 

SEC. 3023. PROTECTION OF HUMAN RESEARCH SUBJECTS. 

(a) IN GENERAL.—In order to simplify and facilitate compliance 
by researchers with applicable regulations for the protection of 
human subjects in research, the Secretary of Health and Human 
Services (referred to in this section as the ‘‘Secretary’’) shall, to 
the extent practicable and consistent with other statutory provi-
sions, harmonize differences between the HHS Human Subject 
Regulations and the FDA Human Subject Regulations in accordance 
with subsection (b). 

(b) AVOIDING REGULATORY DUPLICATION AND UNNECESSARY 
DELAYS.—The Secretary shall, as appropriate— 

(1) make such modifications to the provisions of the HHS 
Human Subject Regulations, the FDA Human Subject Regula-
tions, and the vulnerable populations rules as may be nec-
essary— 

(A) to reduce regulatory duplication and unnecessary 
delays; 

(B) to modernize such provisions in the context of 
multisite and cooperative research projects; and 

(C) to protect vulnerable populations, incorporate local 
considerations, and support community engagement 
through mechanisms such as consultation with local 
researchers and human research protection programs, in 
a manner consistent with subparagraph (B); and 
(2) ensure that human subject research that is subject 

to the HHS Human Subject Regulations and to the FDA Human 
Subject Regulations may— 

(A) use joint or shared review; 
(B) rely upon the review of— 

(i) an independent institutional review board; or 
(ii) an institutional review board of an entity other 

than the sponsor of the research; or 
(C) use similar arrangements to avoid duplication of 

effort. 
(c) CONSULTATION.—In harmonizing or modifying regulations 

or guidance under this section, the Secretary shall consult with 
stakeholders (including researchers, academic organizations, hos-
pitals, institutional research boards, pharmaceutical, biotechnology, 
and medical device developers, clinical research organizations, 
patient groups, and others). 

(d) TIMING.—The Secretary shall complete the harmonization 
described in subsection (a) not later than 3 years after the date 
of enactment of this Act. 

(e) PROGRESS REPORT.—Not later than 2 years after the date 
of enactment of this Act, the Secretary shall submit to Congress 
a report on the progress made toward completing such harmoni-
zation. 

(f) DEFINITIONS.— 
(1) HUMAN SUBJECT REGULATIONS.—In this section: 

(A) FDA HUMAN SUBJECT REGULATIONS.—The term 
‘‘FDA Human Subject Regulations’’ means the provisions 

42 USC 289 note. 
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of parts 50, 56, 312, and 812 of title 21, Code of Federal 
Regulations (or any successor regulations). 

(B) HHS HUMAN SUBJECT REGULATIONS.—The term 
‘‘HHS Human Subject Regulations’’ means the provisions 
of subpart A of part 46 of title 45, Code of Federal Regula-
tions (or any successor regulations). 

(C) VULNERABLE POPULATION RULES.—The term 
‘‘vulnerable population rules’’ means— 

(i) except in the case of research described in clause 
(ii), the provisions of subparts B through D of part 
46, Code of Federal Regulations (or any successor regu-
lations); and 

(ii) in the case of research that is subject to FDA 
Human Subject Regulations, the provisions applicable 
to vulnerable populations under part 56 of title 21, 
Code of Federal Regulations (or any successor regula-
tions) and subpart D of part 50 of such title 21 (or 
any successor regulations). 

(2) INSTITUTIONAL REVIEW BOARD DEFINED.—In this section, 
the term ‘‘institutional review board’’ has the meaning that 
applies to the term ‘‘institutional review board’’ under the HHS 
Human Subject Regulations. 

SEC. 3024. INFORMED CONSENT WAIVER OR ALTERATION FOR CLIN-
ICAL INVESTIGATIONS. 

(a) DEVICES.—Section 520(g)(3) of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360j(g)(3)) is amended— 

(1) in subparagraph (D), by striking ‘‘except where subject 
to such conditions as the Secretary may prescribe, the investi-
gator’’ and inserting the following: ‘‘except where, subject to 
such conditions as the Secretary may prescribe— 

‘‘(i) the proposed clinical testing poses no more than 
minimal risk to the human subject and includes appro-
priate safeguards to protect the rights, safety, and welfare 
of the human subject; or 

‘‘(ii) the investigator’’; and 
(2) in the matter following subparagraph (D), by striking 

‘‘subparagraph (D)’’ and inserting ‘‘subparagraph (D)(ii)’’. 
(b) DRUGS.—Section 505(i)(4) of the Federal Food, Drug, and 

Cosmetic Act (21 U.S.C. 355(i)(4)) is amended by striking ‘‘except 
where it is not feasible or it is contrary to the best interests 
of such human beings’’ and inserting ‘‘except where it is not feasible, 
it is contrary to the best interests of such human beings, or the 
proposed clinical testing poses no more than minimal risk to such 
human beings and includes appropriate safeguards as prescribed 
to protect the rights, safety, and welfare of such human beings’’. 

Subtitle D—Patient Access to Therapies 
and Information 

SEC. 3031. SUMMARY LEVEL REVIEW. 

(a) FFDCA.—Section 505(c) of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 355(c)) is amended by adding at the end 
the following: 

‘‘(5)(A) The Secretary may rely upon qualified data summaries 
to support the approval of a supplemental application, with respect 
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to a qualified indication for a drug, submitted under subsection 
(b), if such supplemental application complies with subparagraph 
(B). 

‘‘(B) A supplemental application is eligible for review as 
described in subparagraph (A) only if— 

‘‘(i) there is existing data available and acceptable to the 
Secretary demonstrating the safety of the drug; and 

‘‘(ii) all data used to develop the qualified data summaries 
are submitted to the Secretary as part of the supplemental 
application. 
‘‘(C) The Secretary shall post on the Internet website of the 

Food and Drug Administration and update annually— 
‘‘(i) the number of applications reviewed solely under 

subparagraph (A) or section 351(a)(2)(E) of the Public Health 
Service Act; 

‘‘(ii) the average time for completion of review under 
subparagraph (A) or section 351(a)(2)(E) of the Public Health 
Service Act; 

‘‘(iii) the average time for review of supplemental applica-
tions where the Secretary did not use review flexibility under 
subparagraph (A) or section 351(a)(2)(E) of the Public Health 
Service Act; and 

‘‘(iv) the number of applications reviewed under subpara-
graph (A) or section 351(a)(2)(E) of the Public Health Service 
Act for which the Secretary made use of full data sets in 
addition to the qualified data summary. 
‘‘(D) In this paragraph— 

‘‘(i) the term ‘qualified indication’ means an indication for 
a drug that the Secretary determines to be appropriate for 
summary level review under this paragraph; and 

‘‘(ii) the term ‘qualified data summary’ means a summary 
of clinical data that demonstrates the safety and effectiveness 
of a drug with respect to a qualified indication.’’. 
(b) PHSA.—Section 351(a)(2) of the Public Health Service Act 

(42 U.S.C. 262(a)(2)) is amended by adding at the end the following: 
‘‘(E)(i) The Secretary may rely upon qualified data summaries 

to support the approval of a supplemental application, with respect 
to a qualified indication for a drug, submitted under this subsection, 
if such supplemental application complies with the requirements 
of subparagraph (B) of section 505(c)(5) of the Federal Food, Drug, 
and Cosmetic Act. 

‘‘(ii) In this subparagraph, the terms ‘qualified indication’ and 
‘qualified data summary’ have the meanings given such terms in 
section 505(c)(5) of the Federal Food, Drug, and Cosmetic Act.’’. 
SEC. 3032. EXPANDED ACCESS POLICY. 

Chapter V of the Federal Food, Drug, and Cosmetic Act is 
amended by inserting after section 561 (21 U.S.C. 360bbb) the 
following: 
‘‘SEC. 561A. EXPANDED ACCESS POLICY REQUIRED FOR INVESTIGA-

TIONAL DRUGS. 

‘‘(a) IN GENERAL.—The manufacturer or distributor of one or 
more investigational drugs for the diagnosis, monitoring, or treat-
ment of one or more serious diseases or conditions shall make 
available the policy of the manufacturer or distributor on evaluating 
and responding to requests submitted under section 561(b) for provi-
sion of such a drug. 

21 USC 
360bbb–0. 

VerDate Sep 11 2014 12:03 Mar 29, 2017 Jkt 069139 PO 00255 Frm 00068 Fmt 6580 Sfmt 6581 E:\PUBLAW\PUBL255.114 PUBL255dk
ra

us
e 

on
 D

S
K

H
T

7X
V

N
1P

R
O

D
 w

ith
 P

U
B

LA
W

S

20210110



130 STAT. 1101 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(b) PUBLIC AVAILABILITY OF EXPANDED ACCESS POLICY.—The 
policies under subsection (a) shall be made public and readily 
available, such as by posting such policies on a publicly available 
Internet website. Such policies may be generally applicable to all 
investigational drugs of such manufacturer or distributor. 

‘‘(c) CONTENT OF POLICY.—A policy described in subsection (a) 
shall include— 

‘‘(1) contact information for the manufacturer or distributor 
to facilitate communication about requests described in sub-
section (a); 

‘‘(2) procedures for making such requests; 
‘‘(3) the general criteria the manufacturer or distributor 

will use to evaluate such requests for individual patients, and 
for responses to such requests; 

‘‘(4) the length of time the manufacturer or distributor 
anticipates will be necessary to acknowledge receipt of such 
requests; and 

‘‘(5) a hyperlink or other reference to the clinical trial 
record containing information about the expanded access for 
such drug that is required under section 402(j)(2)(A)(ii)(II)(gg) 
of the Public Health Service Act. 
‘‘(d) NO GUARANTEE OF ACCESS.—The posting of policies by 

manufacturers and distributors under subsection (a) shall not serve 
as a guarantee of access to any specific investigational drug by 
any individual patient. 

‘‘(e) REVISED POLICY.—Nothing in this section shall prevent 
a manufacturer or distributor from revising a policy required under 
this section at any time. 

‘‘(f) APPLICATION.—This section shall apply to a manufacturer 
or distributor with respect to an investigational drug beginning 
on the later of— 

‘‘(1) the date that is 60 calendar days after the date of 
enactment of the 21st Century Cures Act; or 

‘‘(2) the first initiation of a phase 2 or phase 3 study 
(as such terms are defined in section 312.21(b) and (c) of title 
21, Code of Federal Regulations (or any successor regulations)) 
with respect to such investigational drug.’’. 

SEC. 3033. ACCELERATED APPROVAL FOR REGENERATIVE ADVANCED 
THERAPIES. 

(a) IN GENERAL.—Section 506 of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 356) is amended— 

(1) by transferring subsection (e) (relating to construction) 
so that it appears before subsection (f) (relating to awareness 
efforts); and 

(2) by adding at the end the following: 
‘‘(g) REGENERATIVE ADVANCED THERAPY.— 

‘‘(1) IN GENERAL.—The Secretary, at the request of the 
sponsor of a drug, shall facilitate an efficient development 
program for, and expedite review of, such drug if the drug 
qualifies as a regenerative advanced therapy under the criteria 
described in paragraph (2). 

‘‘(2) CRITERIA.—A drug is eligible for designation as a regen-
erative advanced therapy under this subsection if— 

‘‘(A) the drug is a regenerative medicine therapy (as 
defined in paragraph (8)); 
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130 STAT. 1102 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(B) the drug is intended to treat, modify, reverse, 
or cure a serious or life-threatening disease or condition; 
and 

‘‘(C) preliminary clinical evidence indicates that the 
drug has the potential to address unmet medical needs 
for such a disease or condition. 
‘‘(3) REQUEST FOR DESIGNATION.—The sponsor of a drug 

may request the Secretary to designate the drug as a regenera-
tive advanced therapy concurrently with, or at any time after, 
submission of an application for the investigation of the drug 
under section 505(i) of this Act or section 351(a)(3) of the 
Public Health Service Act. 

‘‘(4) DESIGNATION.—Not later than 60 calendar days after 
the receipt of a request under paragraph (3), the Secretary 
shall determine whether the drug that is the subject of the 
request meets the criteria described in paragraph (2). If the 
Secretary determines that the drug meets the criteria, the 
Secretary shall designate the drug as a regenerative advanced 
therapy and shall take such actions as are appropriate under 
paragraph (1). If the Secretary determines that a drug does 
not meet the criteria for such designation, the Secretary shall 
include with the determination a written description of the 
rationale for such determination. 

‘‘(5) ACTIONS.—The sponsor of a regenerative advanced 
therapy shall be eligible for the actions to expedite development 
and review of such therapy under subsection (a)(3)(B), including 
early interactions to discuss any potential surrogate or inter-
mediate endpoint to be used to support the accelerated approval 
of an application for the product under subsection (c). 

‘‘(6) ACCESS TO EXPEDITED APPROVAL PATHWAYS.—An 
application for a regenerative advanced therapy under section 
505(b)(1) of this Act or section 351(a) of the Public Health 
Service Act may be— 

‘‘(A) eligible for priority review, as described in the 
Manual of Policies and Procedures of the Food and Drug 
Administration and goals identified in the letters described 
in section 101(b) of the Prescription Drug User Fee Amend-
ments of 2012; and 

‘‘(B) eligible for accelerated approval under subsection 
(c), as agreed upon pursuant to subsection (a)(3)(B), 
through, as appropriate— 

‘‘(i) surrogate or intermediate endpoints reasonably 
likely to predict long-term clinical benefit; or 

‘‘(ii) reliance upon data obtained from a meaningful 
number of sites, including through expansion to addi-
tional sites, as appropriate. 

‘‘(7) POSTAPPROVAL REQUIREMENTS.—The sponsor of a 
regenerative advanced therapy that is granted accelerated 
approval and is subject to the postapproval requirements under 
subsection (c) may, as appropriate, fulfill such requirements, 
as the Secretary may require, through— 

‘‘(A) the submission of clinical evidence, clinical studies, 
patient registries, or other sources of real world evidence, 
such as electronic health records; 

‘‘(B) the collection of larger confirmatory data sets, 
as agreed upon pursuant to subsection (a)(3)(B); or 
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130 STAT. 1103 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(C) postapproval monitoring of all patients treated 
with such therapy prior to approval of the therapy. 
‘‘(8) DEFINITION.—For purposes of this section, the term 

‘regenerative medicine therapy’ includes cell therapy, thera-
peutic tissue engineering products, human cell and tissue prod-
ucts, and combination products using any such therapies or 
products, except for those regulated solely under section 361 
of the Public Health Service Act and part 1271 of title 21, 
Code of Federal Regulations.’’. 
(b) RULE OF CONSTRUCTION.—Nothing in this section and the 

amendments made by this section shall be construed to alter the 
authority of the Secretary of Health and Human Services— 

(1) to approve drugs pursuant to the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 301 et seq.) and section 351 
of the Public Health Service Act (42 U.S.C. 262) as authorized 
prior to the date of enactment of the 21st Century Cures 
Act, including the standards of evidence, and applicable condi-
tions, for approval under such Acts; or 

(2) to alter the authority of the Secretary to require post-
approval studies pursuant to such Acts, as authorized prior 
to the date of enactment of the 21st Century Cures Act. 
(c) CONFORMING AMENDMENT.—Section 506(e)(1) of the Federal 

Food, Drug, and Cosmetic Act (21 U.S.C. 356(e)(1)) is amended 
by inserting ‘‘and the 21st Century Cures Act’’ after ‘‘Food and 
Drug Administration Safety and Innovation Act’’. 
SEC. 3034. GUIDANCE REGARDING DEVICES USED IN THE RECOVERY, 

ISOLATION, OR DELIVERY OF REGENERATIVE ADVANCED 
THERAPIES. 

(a) DRAFT GUIDANCE.—Not later than 1 year after the date 
of enactment of the 21st Century Cures Act, the Secretary of Health 
and Human Services, acting through the Commissioner of Food 
and Drugs, shall issue draft guidance clarifying how, in the context 
of regenerative advanced therapies, the Secretary will evaluate 
devices used in the recovery, isolation, or delivery of regenerative 
advanced therapies. In doing so, the Secretary shall specifically 
address— 

(1) how the Food and Drug Administration intends to sim-
plify and streamline regulatory requirements for combination 
device and cell or tissue products; 

(2) what, if any, intended uses or specific attributes would 
result in a device used with a regenerative therapy product 
to be classified as a class III device; 

(3) when the Food and Drug Administration considers it 
is necessary, if ever, for the intended use of a device to be 
limited to a specific intended use with only one particular 
type of cell; and 

(4) application of the least burdensome approach to dem-
onstrate how a device may be used with more than one cell 
type. 
(b) FINAL GUIDANCE.—Not later than 12 months after the close 

of the period for public comment on the draft guidance under 
subsection (a), the Secretary of Health and Human Services shall 
finalize such guidance. 
SEC. 3035. REPORT ON REGENERATIVE ADVANCED THERAPIES. 

(a) REPORT TO CONGRESS.—Before March 1 of each calendar 
year, the Secretary of Health and Human Services shall, with 

21 USC 356 note. 

21 USC 356g 
note. 

21 USC 356 note. 
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130 STAT. 1104 PUBLIC LAW 114–255—DEC. 13, 2016 

respect to the previous calendar year, submit a report to the Com-
mittee on Health, Education, Labor, and Pensions of the Senate 
and the Committee on Energy and Commerce of the House of 
Representatives on— 

(1) the number and type of applications for approval of 
regenerative advanced therapies filed, approved or licensed as 
applicable, withdrawn, or denied; and 

(2) how many of such applications or therapies, as 
applicable, were granted accelerated approval or priority 
review. 
(b) REGENERATIVE ADVANCED THERAPY.—In this section, the 

term ‘‘regenerative advanced therapy’’ has the meaning given such 
term in section 506(g) of the Federal Food, Drug, and Cosmetic 
Act, as added by section 3033 of this Act. 

SEC. 3036. STANDARDS FOR REGENERATIVE MEDICINE AND REGEN-
ERATIVE ADVANCED THERAPIES. 

Subchapter A of chapter V of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 351 et seq.) is amended by inserting after 
section 506F the following: 

‘‘SEC. 506G. STANDARDS FOR REGENERATIVE MEDICINE AND REGEN-
ERATIVE ADVANCED THERAPIES. 

‘‘(a) IN GENERAL.—Not later than 2 years after the date of 
enactment of the 21st Century Cures Act, the Secretary, in consulta-
tion with the National Institute of Standards and Technology and 
stakeholders (including regenerative medicine and advanced thera-
pies manufacturers and clinical trial sponsors, contract manufactur-
ers, academic institutions, practicing clinicians, regenerative medi-
cine and advanced therapies industry organizations, and standard 
setting organizations), shall facilitate an effort to coordinate and 
prioritize the development of standards and consensus definition 
of terms, through a public process, to support, through regulatory 
predictability, the development, evaluation, and review of regenera-
tive medicine therapies and regenerative advanced therapies, 
including with respect to the manufacturing processes and controls 
of such products. 

‘‘(b) ACTIVITIES.— 
‘‘(1) IN GENERAL.—In carrying out this section, the Sec-

retary shall continue to— 
‘‘(A) identity opportunities to help advance the develop-

ment of regenerative medicine therapies and regenerative 
advanced therapies; 

‘‘(B) identify opportunities for the development of lab-
oratory regulatory science research and documentary 
standards that the Secretary determines would help sup-
port the development, evaluation, and review of regenera-
tive medicine therapies and regenerative advanced thera-
pies through regulatory predictability; and 

‘‘(C) work with stakeholders, such as those described 
in subsection (a), as appropriate, in the development of 
such standards. 
‘‘(2) REGULATIONS AND GUIDANCE.—Not later than 1 year 

after the development of standards as described in subsection 
(a), the Secretary shall review relevant regulations and guid-
ance and, through a public process, update such regulations 
and guidance as the Secretary determines appropriate. 

21 USC 356g. 
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130 STAT. 1105 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(c) DEFINITIONS.—For purposes of this section, the terms 
‘regenerative medicine therapy’ and ‘regenerative advanced therapy’ 
have the meanings given such terms in section 506(g).’’. 

SEC. 3037. HEALTH CARE ECONOMIC INFORMATION. 

Section 502(a) of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 352(a)) is amended— 

(1) by striking ‘‘(a) If its’’ and inserting ‘‘(a)(1) If its’’; 
(2) by striking ‘‘a formulary committee, or other similar 

entity, in the course of the committee or the entity carrying 
out its responsibilities for the selection of drugs for managed 
care or other similar organizations’’ and inserting ‘‘a payor, 
formulary committee, or other similar entity with knowledge 
and expertise in the area of health care economic analysis, 
carrying out its responsibilities for the selection of drugs for 
coverage or reimbursement’’; 

(3) by striking ‘‘directly relates’’ and inserting ‘‘relates’’; 
(4) by striking ‘‘and is based on competent and reliable 

scientific evidence. The requirements set forth in section 505(a) 
or in section 351(a) of the Public Health Service Act shall 
not apply to health care economic information provided to such 
a committee or entity in accordance with this paragraph’’ and 
inserting ‘‘, is based on competent and reliable scientific evi-
dence, and includes, where applicable, a conspicuous and promi-
nent statement describing any material differences between 
the health care economic information and the labeling approved 
for the drug under section 505 or under section 351 of the 
Public Health Service Act. The requirements set forth in section 
505(a) or in subsections (a) and (k) of section 351 of the Public 
Health Service Act shall not apply to health care economic 
information provided to such a payor, committee, or entity 
in accordance with this paragraph’’; and 

(5) by striking ‘‘In this paragraph, the term’’ and all that 
follows and inserting the following: 
‘‘(2)(A) For purposes of this paragraph, the term ‘health care 

economic information’ means any analysis (including the clinical 
data, inputs, clinical or other assumptions, methods, results, and 
other components underlying or comprising the analysis) that 
identifies, measures, or describes the economic consequences, which 
may be based on the separate or aggregated clinical consequences 
of the represented health outcomes, of the use of a drug. Such 
analysis may be comparative to the use of another drug, to another 
health care intervention, or to no intervention. 

‘‘(B) Such term does not include any analysis that relates only 
to an indication that is not approved under section 505 or under 
section 351 of the Public Health Service Act for such drug.’’. 

SEC. 3038. COMBINATION PRODUCT INNOVATION. 

(a) IN GENERAL.—Section 503(g) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 353(g)) is amended— 

(1) by striking paragraph (3); 
(2) by redesignating paragraph (2) as paragraph (7); 
(3) by redesignating paragraphs (4) and (5) as paragraphs 

(8) and (9), respectively; 
(4) by striking ‘‘(g)(1)’’ and all that follows through the 

end of paragraph (1) and inserting the following: 
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130 STAT. 1106 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(g)(1)(A) The Secretary shall, in accordance with this sub-
section, assign a primary agency center to regulate products that 
constitute a combination of a drug, device, or biological product. 

‘‘(B) The Secretary shall conduct the premarket review of any 
combination product under a single application, whenever appro-
priate. 

‘‘(C) For purposes of this subsection, the term ‘primary mode 
of action’ means the single mode of action of a combination product 
expected to make the greatest contribution to the overall intended 
therapeutic effects of the combination product. 

‘‘(D) The Secretary shall determine the primary mode of action 
of the combination product. If the Secretary determines that the 
primary mode of action is that of— 

‘‘(i) a drug (other than a biological product), the agency 
center charged with premarket review of drugs shall have 
primary jurisdiction; 

‘‘(ii) a device, the agency center charged with premarket 
review of devices shall have primary jurisdiction; or 

‘‘(iii) a biological product, the agency center charged with 
premarket review of biological products shall have primary 
jurisdiction. 
‘‘(E) In determining the primary mode of action of a combination 

product, the Secretary shall not determine that the primary mode 
of action is that of a drug or biological product solely because 
the combination product has any chemical action within or on 
the human body. 

‘‘(F) If a sponsor of a combination product disagrees with the 
determination under subparagraph (D)— 

‘‘(i) such sponsor may request, and the Secretary shall 
provide, a substantive rationale to such sponsor that references 
scientific evidence provided by the sponsor and any other sci-
entific evidence relied upon by the Secretary to support such 
determination; and 

‘‘(ii)(I) the sponsor of the combination product may propose 
one or more studies (which may be nonclinical, clinical, or 
both) to establish the relevance, if any, of the chemical action 
in achieving the primary mode of action of such product; 

‘‘(II) if the sponsor proposes any such studies, the Secretary 
and the sponsor of such product shall collaborate and seek 
to reach agreement, within a reasonable time of such proposal, 
not to exceed 90 calendar days, on the design of such studies; 
and 

‘‘(III) if an agreement is reached under subclause (II) and 
the sponsor conducts one or more of such studies, the Secretary 
shall consider the data resulting from any such study when 
reevaluating the determination of the primary mode of action 
of such product, and unless and until such reevaluation has 
occurred and the Secretary issues a new determination, the 
determination of the Secretary under subparagraph (D) shall 
remain in effect. 
‘‘(2)(A)(i) To establish clarity and certainty for the sponsor, 

the sponsor of a combination product may request a meeting on 
such combination product. If the Secretary concludes that a deter-
mination of the primary mode of action pursuant to paragraph 
(1)(D) is necessary, the sponsor may request such meeting only 
after the Secretary makes such determination. If the sponsor sub-
mits a written meeting request, the Secretary shall, not later than 
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75 calendar days after receiving such request, meet with the sponsor 
of such combination product. 

‘‘(ii) A meeting under clause (i) may— 
‘‘(I) address the standards and requirements for market 

approval or clearance of the combination product; 
‘‘(II) address other issues relevant to such combination 

product, such as requirements related to postmarket modifica-
tion of such combination product and good manufacturing prac-
tices applicable to such combination product; and 

‘‘(III) identify elements under subclauses (I) and (II) that 
may be more appropriate for discussion and agreement with 
the Secretary at a later date given that scientific or other 
information is not available, or agreement is otherwise not 
feasible regarding such elements, at the time a request for 
such meeting is made. 
‘‘(iii) Any agreement under this subparagraph shall be in 

writing and made part of the administrative record by the Secretary. 
‘‘(iv) Any such agreement shall remain in effect, except— 

‘‘(I) upon the written agreement of the Secretary and the 
sponsor or applicant; or 

‘‘(II) pursuant to a decision by the director of the reviewing 
division of the primary agency center, or a person more senior 
than such director, in consultation with consulting centers and 
the Office, as appropriate, that an issue essential to deter-
mining whether the standard for market clearance or other 
applicable standard under this Act or the Public Health Service 
Act applicable to the combination product has been identified 
since the agreement was reached, or that deviating from the 
agreement is otherwise justifiable based on scientific evidence, 
for public health reasons. 
‘‘(3) For purposes of conducting the premarket review of a 

combination product that contains an approved constituent part 
described in paragraph (4), the Secretary may require that the 
sponsor of such combination product submit to the Secretary only 
data or information that the Secretary determines is necessary 
to meet the standard for clearance or approval, as applicable, under 
this Act or the Public Health Service Act, including any incremental 
risks and benefits posed by such combination product, using a 
risk-based approach and taking into account any prior finding of 
safety and effectiveness or substantial equivalence for the approved 
constituent part relied upon by the applicant in accordance with 
paragraph (5). 

‘‘(4) For purposes of paragraph (3), an approved constituent 
part is— 

‘‘(A) a drug constituent part of a combination product being 
reviewed in a single application or request under section 515, 
510(k), or 513(f)(2) (submitted in accordance with paragraph 
(5)), that is an approved drug, provided such application or 
request complies with paragraph (5); 

‘‘(B) a device constituent part approved under section 515 
that is referenced by the sponsor and that is available for 
use by the Secretary under section 520(h)(4); or 

‘‘(C) any constituent part that was previously approved, 
cleared, or classified under section 505, 510(k), 513(f)(2), or 
515 of this Act for which the sponsor has a right of reference 
or any constituent part that is a nonprescription drug, as 
defined in section 760(a)(2). 
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‘‘(5)(A) If an application is submitted under section 515 or 
510(k) or a request is submitted under section 513(f)(2), consistent 
with any determination made under paragraph (1)(D), for a com-
bination product containing as a constituent part an approved 
drug— 

‘‘(i) the application or request shall include the certification 
or statement described in section 505(b)(2); and 

‘‘(ii) the applicant or requester shall provide notice as 
described in section 505(b)(3). 
‘‘(B) For purposes of this paragraph and paragraph (4), the 

term ‘approved drug’ means an active ingredient— 
‘‘(i) that was in an application previously approved under 

section 505(c); 
‘‘(ii) where such application is relied upon by the applicant 

submitting the application or request described in subpara-
graph (A); 

‘‘(iii) for which full reports of investigations that have been 
made to show whether such drug is safe for use and whether 
such drug is effective in use were not conducted by or for 
the applicant submitting the application or request described 
in subparagraph (A); and 

‘‘(iv) for which the applicant submitting the application 
or request described in subparagraph (A) has not obtained 
a right of reference or use from the person by or for whom 
the investigations described in clause (iii) were conducted. 
‘‘(C) The following provisions shall apply with respect to an 

application or request described in subparagraph (A) to the same 
extent and in the same manner as if such application or request 
were an application described in section 505(b)(2) that referenced 
the approved drug: 

‘‘(i) Subparagraphs (A), (B), (C), and (D) of section 505(c)(3). 
‘‘(ii) Clauses (ii), (iii), and (iv) of section 505(c)(3)(E). 
‘‘(iii) Subsections (b) and (c) of section 505A. 
‘‘(iv) Section 505E(a). 
‘‘(v) Section 527(a). 

‘‘(D) Notwithstanding any other provision of this subsection, 
an application or request for classification for a combination product 
described in subparagraph (A) shall be considered an application 
submitted under section 505(b)(2) for purposes of section 
271(e)(2)(A) of title 35, United States Code. 

‘‘(6) Nothing in this subsection shall be construed as prohibiting 
a sponsor from submitting separate applications for the constituent 
parts of a combination product, unless the Secretary determines 
that a single application is necessary.’’; 

(5) in paragraph (8) (as redesignated by paragraph (3))— 
(A) in subparagraph (C)— 

(i) by amending clause (i) to read as follows: 
‘‘(i) In carrying out this subsection, the Office shall help to 

ensure timely and effective premarket review that involves more 
than one agency center by coordinating such reviews, overseeing 
the timeliness of such reviews, and overseeing the alignment of 
feedback regarding such reviews.’’; 

(ii) in clause (ii), by inserting ‘‘and alignment’’ 
after ‘‘the timeliness’’ each place it appears; and 

(iii) by adding at the end the following new clauses: 
‘‘(iii) The Office shall ensure that, with respect to a combination 

product, a designated person or persons in the primary agency 
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center is the primary point or points of contact for the sponsor 
of such combination product. The Office shall also coordinate 
communications to and from any consulting center involved in 
such premarket review, if requested by such primary agency center 
or any such consulting center. Agency communications and commit-
ments, to the extent consistent with other provisions of law and 
the requirements of all affected agency centers, from the primary 
agency center shall be considered as communication from the Sec-
retary on behalf of all agency centers involved in the review. 

‘‘(iv) The Office shall, with respect to the premarket review 
of a combination product— 

‘‘(I) ensure that any meeting between the Secretary and 
the sponsor of such product is attended by each agency center 
involved in the review, as appropriate; 

‘‘(II) ensure that each consulting agency center has com-
pleted its premarket review and provided the results of such 
review to the primary agency center in a timely manner; and 

‘‘(III) ensure that each consulting center follows the guid-
ance described in clause (vi) and advises, as appropriate, on 
other relevant regulations, guidances, and policies. 
‘‘(v) In seeking agency action with respect to a combination 

product, the sponsor of such product— 
‘‘(I) shall identify the product as a combination product; 

and 
‘‘(II) may request in writing the participation of representa-

tives of the Office in meetings related to such combination 
product, or to have the Office otherwise engage on such regu-
latory matters concerning the combination product. 
‘‘(vi) Not later than 4 years after the date of enactment of 

the 21st Century Cures Act, and after a public comment period 
of not less than 60 calendar days, the Secretary shall issue a 
final guidance that describes— 

‘‘(I) the structured process for managing pre-submission 
interactions with sponsors developing combination products; 

‘‘(II) the best practices for ensuring that the feedback in 
such pre-submission interactions represents the Agency’s best 
advice based on the information provided during such pre- 
submission interactions; 

‘‘(III) the information that is required to be submitted 
with a meeting request under paragraph (2), how such meetings 
relate to other types of meetings in the Food and Drug Adminis-
tration, and the form and content of any agreement reached 
through a meeting under such paragraph (2);’’; and 

(B) in subparagraph (G)— 
(i) in the matter preceding clause (i), by inserting 

‘‘(except with respect to clause (iv), beginning not later 
than one year after the date of the enactment of the 
21st Century Cures Act)’’ after ‘‘enactment of this para-
graph’’; 

(ii) in clause (ii), by striking ‘‘and’’ at the end; 
(iii) in clause (iii), by striking the period at the 

end and inserting ‘‘; and’’; and 
(iv) by adding at the end the following new clause: 

‘‘(iv) identifying the percentage of combination products 
for which a dispute resolution, with respect to premarket 
review, was requested by the combination product’s sponsor.’’; 
and 
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(6) in paragraph (9) (as redesignated by paragraph (3))— 
(A) in subparagraph (C)— 

(i) in clause (i), by striking the comma at the 
end and inserting a semicolon; 

(ii) in clause (ii), by striking ‘‘, and’’ at the end 
and inserting a semicolon; 

(iii) in clause (iii), by striking the period at the 
end and inserting ‘‘; and’’; and 

(iv) by adding at the end the following: 
‘‘(iv) de novo classification under section 

513(a)(1).’’; and 
(B) by adding at the end the following: 

‘‘(D) The terms ‘premarket review’ and ‘reviews’ include 
all activities of the Food and Drug Administration conducted 
prior to approval or clearance of an application, notification, 
or request for classification submitted under section 505, 510(k), 
513(f)(2), 515, or 520 of this Act or under section 351 of the 
Public Health Service Act, including with respect to investiga-
tional use of the product.’’. 
(b) INFORMATION FOR APPROVAL OF COMBINATION PRODUCTS.— 

Section 520(h)(4) of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 360j(h)(4)) is amended— 

(1) in subparagraph (A), by striking ‘‘Any information’’ 
and inserting ‘‘Subject to subparagraph (C), any information’’; 
and 

(2) by adding at the end the following new subparagraph: 
‘‘(C) No information contained in an application for premarket 

approval filed with the Secretary pursuant to section 515(c) may 
be used to approve or clear any application submitted under section 
515 or 510(k) or to classify a product under section 513(f)(2) for 
a combination product containing as a constituent part an approved 
drug (as defined in section 503(g)(5)(B)) unless— 

‘‘(i) the application includes the certification or statement 
referenced in section 503(g)(5)(A); 

‘‘(ii) the applicant provides notice as described in section 
503(g)(5)(A); and 

‘‘(iii) the Secretary’s approval of such application is subject 
to the provisions in section 503(g)(5)(C).’’. 
(c) VARIATIONS FROM CGMP STREAMLINED APPROACH.—Not 

later than 18 months after the date of enactment of this Act, 
the Secretary of Health and Human Services (referred to in this 
subsection as the ‘‘Secretary’’) shall identify types of combination 
products and manufacturing processes with respect to which the 
Secretary proposes that good manufacturing processes may be 
adopted that vary from the requirements set forth in section 4.4 
of title 21, Code of Federal Regulations (or any successor regula-
tions) or that the Secretary proposes can satisfy the requirements 
in section 4.4 through alternative or streamlined mechanisms. The 
Secretary shall identify such types, variations from such require-
ments, and such mechanisms, in a proposed list published in the 
Federal Register. After a public comment period regarding the 
appropriate good manufacturing practices for such types, the Sec-
retary shall publish a final list in the Federal Register, notwith-
standing section 553 of title 5, United States Code. The Secretary 
shall evaluate such types, variations, and mechanisms using a 
risk-based approach. The Secretary shall periodically review such 
final list. 

21 USC 355 note. 
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Subtitle E—Antimicrobial Innovation and 
Stewardship 

SEC. 3041. ANTIMICROBIAL RESISTANCE MONITORING. 

(a) IN GENERAL.—Section 319E of the Public Health Service 
Act (42 U.S.C. 247d–5) is amended— 

(1) by redesignating subsections (f) and (g) as subsections 
(l) and (m), respectively; and 

(2) by inserting after subsection (e), the following: 
‘‘(f) MONITORING AT FEDERAL HEALTH CARE FACILITIES.—The 

Secretary shall encourage reporting on aggregate antimicrobial drug 
use and antimicrobial resistance to antimicrobial drugs and the 
implementation of antimicrobial stewardship programs by health 
care facilities of the Department of Defense, the Department of 
Veterans Affairs, and the Indian Health Service and shall provide 
technical assistance to the Secretary of Defense and the Secretary 
of Veterans Affairs, as appropriate and upon request. 

‘‘(g) REPORT ON ANTIMICROBIAL RESISTANCE IN HUMANS AND 
USE OF ANTIMICROBIAL DRUGS.—Not later than 1 year after the 
date of enactment of the 21st Century Cures Act, and annually 
thereafter, the Secretary shall prepare and make publicly available 
data and information concerning— 

‘‘(1) aggregate national and regional trends of antimicrobial 
resistance in humans to antimicrobial drugs, including such 
drugs approved under section 506(h) of the Federal Food, Drug, 
and Cosmetic Act; 

‘‘(2) antimicrobial stewardship, which may include sum-
maries of State efforts to address antimicrobial resistance in 
humans to antimicrobial drugs and antimicrobial stewardship; 
and 

‘‘(3) coordination between the Director of the Centers for 
Disease Control and Prevention and the Commissioner of Food 
and Drugs with respect to the monitoring of— 

‘‘(A) any applicable resistance under paragraph (1); 
and 

‘‘(B) drugs approved under section 506(h) of the Federal 
Food, Drug, and Cosmetic Act. 

‘‘(h) INFORMATION RELATED TO ANTIMICROBIAL STEWARDSHIP 
PROGRAMS.—The Secretary shall, as appropriate, disseminate guid-
ance, educational materials, or other appropriate materials related 
to the development and implementation of evidence-based anti-
microbial stewardship programs or practices at health care facilities, 
such as nursing homes and other long-term care facilities, ambula-
tory surgical centers, dialysis centers, outpatient clinics, and hos-
pitals, including community and rural hospitals. 

‘‘(i) SUPPORTING STATE-BASED ACTIVITIES TO COMBAT ANTI-
MICROBIAL RESISTANCE.—The Secretary shall continue to work with 
State and local public health departments on statewide or regional 
programs related to antimicrobial resistance. Such efforts may 
include activities to related to— 

‘‘(1) identifying patterns of bacterial and fungal resistance 
in humans to antimicrobial drugs; 

‘‘(2) preventing the spread of bacterial and fungal infections 
that are resistant to antimicrobial drugs; and 

‘‘(3) promoting antimicrobial stewardship. 
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‘‘(j) ANTIMICROBIAL RESISTANCE AND STEWARDSHIP ACTIVI-
TIES.— 

‘‘(1) IN GENERAL.—For the purposes of supporting steward-
ship activities, examining changes in antimicrobial resistance, 
and evaluating the effectiveness of section 506(h) of the Federal 
Food, Drug, and Cosmetic Act, the Secretary shall— 

‘‘(A) provide a mechanism for facilities to report data 
related to their antimicrobial stewardship activities 
(including analyzing the outcomes of such activities); and 

‘‘(B) evaluate— 
‘‘(i) antimicrobial resistance data using a standard-

ized approach; and 
‘‘(ii) trends in the utilization of drugs approved 

under such section 506(h) with respect to patient popu-
lations. 

‘‘(2) USE OF SYSTEMS.—The Secretary shall use available 
systems, including the National Healthcare Safety Network 
or other systems identified by the Secretary, to fulfill the 
requirements or conduct activities under this section. 
‘‘(k) ANTIMICROBIAL.—For purposes of subsections (f) through 

(j), the term ‘antimicrobial’ includes any antibacterial or antifungal 
drugs, and may include drugs that eliminate or inhibit the growth 
of other microorganisms, as appropriate.’’. 

(b) AVAILABILITY OF DATA.—The Secretary shall make the data 
collected pursuant to this subsection public. Nothing in this sub-
section shall be construed as authorizing the Secretary to disclose 
any information that is a trade secret or confidential information 
subject to section 552(b)(4) of title 5, United States Code, or section 
1905 of title 18, United States Code. 

SEC. 3042. LIMITED POPULATION PATHWAY. 

Section 506 of the Federal Food, Drug, and Cosmetic Act (21 
U.S.C. 356), as amended by section 3033, is further amended by 
adding at the end the following: 

‘‘(h) LIMITED POPULATION PATHWAY FOR ANTIBACTERIAL AND 
ANTIFUNGAL DRUGS.— 

‘‘(1) IN GENERAL.—The Secretary may approve an anti-
bacterial or antifungal drug, alone or in combination with one 
or more other drugs, as a limited population drug pursuant 
to this subsection only if— 

‘‘(A) the drug is intended to treat a serious or life- 
threatening infection in a limited population of patients 
with unmet needs; 

‘‘(B) the standards for approval under section 505(c) 
and (d), or the standards for licensure under section 351 
of the Public Health Service Act, as applicable, are met; 
and 

‘‘(C) the Secretary receives a written request from the 
sponsor to approve the drug as a limited population drug 
pursuant to this subsection. 
‘‘(2) BENEFIT-RISK CONSIDERATION.—The Secretary’s deter-

mination of safety and effectiveness of an antibacterial or 
antifungal drug shall reflect the benefit-risk profile of such 
drug in the intended limited population, taking into account 
the severity, rarity, or prevalence of the infection the drug 
is intended to treat and the availability or lack of alternative 
treatment in such limited population. Such drug may be 

42 USC 247d–5 
note. 
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approved under this subsection notwithstanding a lack of evi-
dence to fully establish a favorable benefit-risk profile in a 
population that is broader than the intended limited population. 

‘‘(3) ADDITIONAL REQUIREMENTS.—A drug approved under 
this subsection shall be subject to the following requirements, 
in addition to any other applicable requirements of this Act: 

‘‘(A) LABELING.—To indicate that the safety and 
effectiveness of a drug approved under this subsection has 
been demonstrated only with respect to a limited popu-
lation— 

‘‘(i) all labeling and advertising of an antibacterial 
or antifungal drug approved under this subsection shall 
contain the statement ‘Limited Population’ in a promi-
nent manner and adjacent to, and not more prominent 
than— 

‘‘(I) the proprietary name of such drug, if any; 
or 

‘‘(II) if there is no proprietary name, the estab-
lished name of the drug, if any, as defined in 
section 503(e)(3), or, in the case of a drug that 
is a biological product, the proper name, as defined 
by regulation; and 
‘‘(ii) the prescribing information for the drug 

required by section 201.57 of title 21, Code of Federal 
Regulations (or any successor regulation) shall also 
include the following statement: ‘This drug is indicated 
for use in a limited and specific population of patients.’. 
‘‘(B) PROMOTIONAL MATERIAL.—The sponsor of an anti-

bacterial or antifungal drug subject to this subsection shall 
submit to the Secretary copies of all promotional materials 
related to such drug at least 30 calendar days prior to 
dissemination of the materials. 
‘‘(4) OTHER PROGRAMS.—A sponsor of a drug that seeks 

approval of a drug under this subsection may also seek designa-
tion or approval, as applicable, of such drug under other 
applicable sections or subsections of this Act or the Public 
Health Service Act. 

‘‘(5) GUIDANCE.—Not later than 18 months after the date 
of enactment of the 21st Century Cures Act, the Secretary 
shall issue draft guidance describing criteria, processes, and 
other general considerations for demonstrating the safety and 
effectiveness of limited population antibacterial and antifungal 
drugs. The Secretary shall publish final guidance within 18 
months of the close of the public comment period on such 
draft guidance. The Secretary may approve antibacterial and 
antifungal drugs under this subsection prior to issuing guidance 
under this paragraph. 

‘‘(6) ADVICE.—The Secretary shall provide prompt advice 
to the sponsor of a drug for which the sponsor seeks approval 
under this subsection to enable the sponsor to plan a develop-
ment program to obtain the necessary data for such approval, 
and to conduct any additional studies that would be required 
to gain approval of such drug for use in a broader population. 

‘‘(7) TERMINATION OF LIMITATIONS.—If, after approval of 
a drug under this subsection, the Secretary approves a broader 
indication for such drug under section 505(b) or section 351(a) 
of the Public Health Service Act, the Secretary may remove 
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any postmarketing conditions, including requirements with 
respect to labeling and review of promotional materials under 
paragraph (3), applicable to the approval of the drug under 
this subsection. 

‘‘(8) RULES OF CONSTRUCTION.—Nothing in this subsection 
shall be construed to alter the authority of the Secretary to 
approve drugs pursuant to this Act or section 351 of the Public 
Health Service Act, including the standards of evidence and 
applicable conditions for approval under such Acts, the stand-
ards of approval of a drug under such Acts, or to alter the 
authority of the Secretary to monitor drugs pursuant to such 
Acts. 

‘‘(9) REPORTING AND ACCOUNTABILITY.— 
‘‘(A) BIENNIAL REPORTING.—The Secretary shall report 

to Congress not less often than once every 2 years on 
the number of requests for approval, and the number of 
approvals, of an antibacterial or antifungal drug under 
this subsection. 

‘‘(B) GAO REPORT.—Not later than December 2021, 
the Comptroller General of the United States shall submit 
to the Committee on Energy and Commerce of the House 
of Representatives and the Committee on Health, Edu-
cation, Labor and Pensions of the Senate a report on the 
coordination of activities required under section 319E of 
the Public Health Service Act. Such report shall include 
a review of such activities, and the extent to which the 
use of the pathway established under this subsection has 
streamlined premarket approval for antibacterial or 
antifungal drugs for limited populations, if such pathway 
has functioned as intended, if such pathway has helped 
provide for safe and effective treatment for patients, if 
such premarket approval would be appropriate for other 
categories of drugs, and if the authorities under this sub-
section have affected antibacterial or antifungal resist-
ance.’’. 

SEC. 3043. PRESCRIBING AUTHORITY. 

Nothing in this subtitle, or an amendment made by this sub-
title, shall be construed to restrict the prescribing of antimicrobial 
drugs or other products, including drugs approved under subsection 
(h) of section 506 of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 356) (as added by section 3042), by health care profes-
sionals, or to limit the practice of health care. 
SEC. 3044. SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA FOR 

MICROORGANISMS; ANTIMICROBIAL SUSCEPTIBILITY 
TESTING DEVICES. 

(a) IN GENERAL.—Subchapter A of chapter V of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 351 et seq.) is amended 
by inserting after section 511 the following: 
‘‘SEC. 511A. SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA FOR 

MICROORGANISMS. 

‘‘(a) PURPOSE; IDENTIFICATION OF CRITERIA.— 
‘‘(1) PURPOSE.—The purpose of this section is to clarify 

the Secretary’s authority to— 
‘‘(A) efficiently update susceptibility test interpretive 

criteria for antimicrobial drugs when necessary for public 

21 USC 360a–2. 

21 USC 356 note. 
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health, due to, among other things, the constant evolution 
of microorganisms that leads to the development of resist-
ance to drugs that have been effective in decreasing mor-
bidity and mortality for patients, which warrants unique 
management of antimicrobial drugs that is inappropriate 
for most other drugs in order to delay or prevent the 
development of further resistance to existing therapies; 

‘‘(B) provide for public notice of the availability of recog-
nized interpretive criteria and interpretive criteria stand-
ards; and 

‘‘(C) clear under section 510(k), classify under section 
513(f)(2), or approve under section 515, antimicrobial 
susceptibility testing devices utilizing updated, recognized 
susceptibility test interpretive criteria to characterize the 
in vitro susceptibility of particular bacteria, fungi, or other 
microorganisms, as applicable, to antimicrobial drugs. 
‘‘(2) IDENTIFICATION OF CRITERIA.—The Secretary shall 

identify appropriate susceptibility test interpretive criteria with 
respect to antimicrobial drugs— 

‘‘(A) if such criteria are available on the date of 
approval of the drug under section 505 of this Act or 
licensure of the drug under section 351 of the Public Health 
Service Act (as applicable), upon such approval or licensure; 
or 

‘‘(B) if such criteria are unavailable on such date, on 
the date on which such criteria are available for such 
drug. 
‘‘(3) BASES FOR INITIAL IDENTIFICATION.—The Secretary 

shall identify appropriate susceptibility test interpretive criteria 
under paragraph (2), based on the Secretary’s review of, to 
the extent available and relevant— 

‘‘(A) preclinical and clinical data, including pharmaco-
kinetic, pharmacodynamic, and epidemiological data; 

‘‘(B) the relationship of susceptibility test interpretive 
criteria to morbidity and mortality associated with the 
disease or condition for which such drug is used; and 

‘‘(C) such other evidence and information as the Sec-
retary considers appropriate. 

‘‘(b) SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA WEBSITE.— 
‘‘(1) IN GENERAL.—Not later than 1 year after the date 

of the enactment of the 21st Century Cures Act, the Secretary 
shall establish, and maintain thereafter, on the website of 
the Food and Drug Administration, a dedicated website that 
contains a list of any appropriate new or updated susceptibility 
test interpretive criteria standards and interpretive criteria 
in accordance with paragraph (2) (referred to in this section 
as the ‘Interpretive Criteria Website’). 

‘‘(2) LISTING OF SUSCEPTIBILITY TEST INTERPRETIVE CRITERIA 
STANDARDS AND INTERPRETIVE CRITERIA.— 

‘‘(A) IN GENERAL.—The list described in paragraph (1) 
shall consist of any new or updated susceptibility test 
interpretive criteria standards that are— 

‘‘(i) established by a nationally or internationally 
recognized standard development organization that— 

‘‘(I) establishes and maintains procedures to 
address potential conflicts of interest and ensure 
transparent decisionmaking; 
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‘‘(II) holds open meetings to ensure that there 
is an opportunity for public input by interested 
parties, and establishes and maintains processes 
to ensure that such input is considered in decision-
making; and 

‘‘(III) permits its standards to be made publicly 
available, through the National Library of Medi-
cine or another similar source acceptable to the 
Secretary; and 
‘‘(ii) recognized in whole, or in part, by the Sec-

retary under subsection (c). 
‘‘(B) OTHER LIST.—The Interpretive Criteria Website 

shall, in addition to the list described in subparagraph 
(A), include a list of interpretive criteria, if any, that the 
Secretary has determined to be appropriate with respect 
to legally marketed antimicrobial drugs, where— 

‘‘(i) the Secretary does not recognize, in whole or 
in part, an interpretive criteria standard described 
under subparagraph (A) otherwise applicable to such 
a drug; 

‘‘(ii) the Secretary withdraws under subsection 
(c)(1)(A) recognition of a standard, in whole or in part, 
otherwise applicable to such a drug; 

‘‘(iii) the Secretary approves an application under 
section 505 of this Act or section 351 of the Public 
Health Service Act, as applicable, with respect to mar-
keting of such a drug for which there are no relevant 
interpretive criteria included in a standard recognized 
by the Secretary under subsection (c); or 

‘‘(iv) because the characteristics of such a drug 
differ from other drugs with the same active ingredient, 
the interpretive criteria with respect to such drug— 

‘‘(I) differ from otherwise applicable interpre-
tive criteria included in a standard listed under 
subparagraph (A) or interpretive criteria otherwise 
listed under this subparagraph; and 

‘‘(II) are determined by the Secretary to be 
appropriate for the drug. 

‘‘(C) REQUIRED STATEMENTS.—The Interpretive Criteria 
Website shall include statements conveying— 

‘‘(i) that the website provides information about 
the in vitro susceptibility of bacteria, fungi, or other 
microorganisms, as applicable to a certain drug (or 
drugs); 

‘‘(ii) that— 
‘‘(I) the safety and efficacy of such drugs in 

treating clinical infections due to such bacteria, 
fungi, or other microorganisms, as applicable, may 
or may not have been established in adequate 
and well-controlled clinical trials in order for the 
susceptibility information described in clause (i) 
to be included on the website; and 

‘‘(II) the clinical significance of such suscepti-
bility information in such instances is unknown; 
‘‘(iii) that the approved product labeling for specific 

drugs provides the uses for which the Secretary has 
approved the product; and 
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‘‘(iv) any other information that the Secretary 
determines appropriate to adequately convey the 
meaning of the data supporting the recognition or 
listing of susceptibility test interpretive criteria stand-
ards or susceptibility test interpretive criteria included 
on the website. 

‘‘(3) NOTICE.—Not later than the date on which the 
Interpretive Criteria Website is established, the Secretary shall 
publish a notice of that establishment in the Federal Register. 

‘‘(4) INAPPLICABILITY OF MISBRANDING PROVISION.—The 
inclusion in the approved labeling of an antimicrobial drug 
of a reference or hyperlink to the Interpretive Criteria Website, 
in and of itself, shall not cause the drug to be misbranded 
in violation of section 502. 

‘‘(5) TRADE SECRETS AND CONFIDENTIAL INFORMATION.— 
Nothing in this section shall be construed as authorizing the 
Secretary to disclose any information that is a trade secret 
or confidential information subject to section 552(b)(4) of title 
5, United States Code. 
‘‘(c) RECOGNITION OF SUSCEPTIBILITY TEST INTERPRETIVE CRI-

TERIA.— 
‘‘(1) EVALUATION AND PUBLICATION.— 

‘‘(A) IN GENERAL.—Beginning on the date of the 
establishment of the Interpretive Criteria Website, and 
at least every 6 months thereafter, the Secretary shall— 

‘‘(i) evaluate any appropriate new or updated 
susceptibility test interpretive criteria standards estab-
lished by a nationally or internationally recognized 
standard development organization described in sub-
section (b)(2)(A)(i); and 

‘‘(ii) publish on the public website of the Food 
and Drug Administration a notice— 

‘‘(I) withdrawing recognition of any different 
susceptibility test interpretive criteria standard, 
in whole or in part; 

‘‘(II) recognizing the new or updated stand-
ards; 

‘‘(III) recognizing one or more parts of the 
new or updated interpretive criteria specified in 
such a standard and declining to recognize the 
remainder of such standard; and 

‘‘(IV) making any necessary updates to the 
lists under subsection (b)(2). 

‘‘(B) UPON APPROVAL OF A DRUG.—Upon the approval 
of an initial or supplemental application for an anti-
microbial drug under section 505 of this Act or section 
351 of the Public Health Service Act, as applicable, where 
such approval is based on susceptibility test interpretive 
criteria which differ from those contained in a standard 
recognized, or from those otherwise listed, by the Secretary 
pursuant to this subsection, or for which there are no 
relevant interpretive criteria standards recognized, or 
interpretive criteria otherwise listed, by the Secretary 
pursuant to this subsection, the Secretary shall update 
the lists under subparagraphs (A) and (B) of subsection 
(b)(2) to include the susceptibility test interpretive criteria 
upon which such approval was based. 
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‘‘(2) BASES FOR UPDATING INTERPRETIVE CRITERIA STAND-
ARDS.—In evaluating new or updated susceptibility test 
interpretive criteria standards under paragraph (1)(A), the Sec-
retary may consider— 

‘‘(A) the Secretary’s determination that such a standard 
is not applicable to a particular drug because the character-
istics of the drug differ from other drugs with the same 
active ingredient; 

‘‘(B) information provided by interested third parties, 
including public comment on the annual compilation of 
notices published under paragraph (3); 

‘‘(C) any bases used to identify susceptibility test 
interpretive criteria under subsection (a)(2); and 

‘‘(D) such other information or factors as the Secretary 
determines appropriate. 
‘‘(3) ANNUAL COMPILATION OF NOTICES.—Each year, the 

Secretary shall compile the notices published under paragraph 
(1)(A) and publish such compilation in the Federal Register 
and provide for public comment. If the Secretary receives com-
ments, the Secretary shall review such comments and, if the 
Secretary determines appropriate, update pursuant to this sub-
section susceptibility test interpretive criteria standards or cri-
teria— 

‘‘(A) recognized by the Secretary under this subsection; 
or 

‘‘(B) otherwise listed on the Interpretive Criteria 
Website under subsection (b)(2). 
‘‘(4) RELATION TO SECTION 514(c).—Any susceptibility test 

interpretive standard recognized under this subsection or any 
criteria otherwise listed under subsection (b)(2)(B) shall be 
deemed to be recognized as a standard by the Secretary under 
section 514(c)(1). 

‘‘(5) VOLUNTARY USE OF INTERPRETIVE CRITERIA.—Nothing 
in this section prohibits a person from seeking approval or 
clearance of a drug or device, or changes to the drug or the 
device, on the basis of susceptibility test interpretive criteria 
which differ from those contained in a standard recognized, 
or from those otherwise listed, by the Secretary pursuant to 
subsection (b)(2). 
‘‘(d) ANTIMICROBIAL DRUG LABELING.— 

‘‘(1) DRUGS MARKETED PRIOR TO ESTABLISHMENT OF 
INTERPRETIVE CRITERIA WEBSITE.— 

‘‘(A) IN GENERAL.—With respect to an antimicrobial 
drug lawfully introduced or delivered for introduction into 
interstate commerce for commercial distribution before the 
establishment of the Interpretive Criteria Website, a holder 
of an approved application under section 505 of this Act 
or section 351 of the Public Health Service Act, as 
applicable, for each such drug, not later than 1 year after 
establishment of the Interpretive Criteria Website 
described in subsection (b)(1), shall remove susceptibility 
test interpretive criteria, if any, and related information 
from the approved drug labeling and replace it with a 
reference to the Interpretive Criteria Website. 

‘‘(B) LABELING CHANGES.—The labeling changes 
required by this section shall be considered a minor change 
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under section 314.70 of title 21, Code of Federal Regula-
tions (or any successor regulations) that may be imple-
mented through documentation in the next applicable 
annual report. 
‘‘(2) DRUGS MARKETED SUBSEQUENT TO ESTABLISHMENT OF 

INTERPRETIVE CRITERIA WEBSITE.—With respect to antimicrobial 
drugs approved on or after the date of the establishment of 
the Interpretive Criteria Website described in subsection (b)(1), 
the labeling for such a drug shall include, in lieu of suscepti-
bility test interpretive criteria and related information, a ref-
erence to such Website. 
‘‘(e) SPECIAL CONDITION FOR MARKETING OF ANTIMICROBIAL 

SUSCEPTIBILITY TESTING DEVICES.— 
‘‘(1) IN GENERAL.—Notwithstanding sections 501, 502, 505, 

510, 513, and 515, if the conditions specified in paragraph 
(2) are met (in addition to other applicable provisions under 
this chapter) with respect to an antimicrobial susceptibility 
testing device described in subsection (f)(1), the Secretary may 
authorize the marketing of such device for a use described 
in such subsection. 

‘‘(2) CONDITIONS APPLICABLE TO ANTIMICROBIAL SUSCEPTI-
BILITY TESTING DEVICES.—The conditions specified in this para-
graph are the following: 

‘‘(A) The device is used to make a determination of 
susceptibility using susceptibility test interpretive criteria 
that are— 

‘‘(i) included in a standard recognized by the Sec-
retary under subsection (c); or 

‘‘(ii) otherwise listed on the Interpretive Criteria 
Website under subsection (b)(2). 
‘‘(B) The labeling of such device includes statements 

conveying— 
‘‘(i) that the device provides information about the 

in vitro susceptibility of bacteria, fungi, or other micro-
organisms, as applicable to antimicrobial drugs; 

‘‘(ii) that— 
‘‘(I) the safety and efficacy of such drugs in 

treating clinical infections due to such bacteria, 
fungi, or other microorganisms, as applicable, may 
or may not have been established in adequate 
and well-controlled clinical trials in order for the 
device to report the susceptibility of such bacteria, 
fungi, or other microorganisms, as applicable, to 
such drugs; and 

‘‘(II) the clinical significance of such suscepti-
bility information in those instances is unknown; 
‘‘(iii) that the approved labeling for drugs tested 

using such a device provides the uses for which the 
Secretary has approved such drugs; and 

‘‘(iv) any other information the Secretary deter-
mines appropriate to adequately convey the meaning 
of the data supporting the recognition or listing of 
susceptibility test interpretive criteria standards or 
susceptibility test interpretive criteria described in 
subparagraph (A). 
‘‘(C) The antimicrobial susceptibility testing device 

meets all other requirements to be cleared under section 

VerDate Sep 11 2014 12:03 Mar 29, 2017 Jkt 069139 PO 00255 Frm 00087 Fmt 6580 Sfmt 6581 E:\PUBLAW\PUBL255.114 PUBL255dk
ra

us
e 

on
 D

S
K

H
T

7X
V

N
1P

R
O

D
 w

ith
 P

U
B

LA
W

S

20210110



130 STAT. 1120 PUBLIC LAW 114–255—DEC. 13, 2016 

510(k), classified under section 513(f)(2), or approved under 
section 515. 

‘‘(f) DEFINITIONS.—In this section: 
‘‘(1) The term ‘antimicrobial susceptibility testing device’ 

means a device that utilizes susceptibility test interpretive 
criteria to determine and report the in vitro susceptibility of 
certain microorganisms to a drug (or drugs). 

‘‘(2) The term ‘qualified infectious disease product’ means 
a qualified infectious disease product designated under section 
505E(d). 

‘‘(3) The term ‘susceptibility test interpretive criteria’ 
means— 

‘‘(A) one or more specific numerical values which 
characterize the susceptibility of bacteria or other micro-
organisms to the drug tested; and 

‘‘(B) related categorizations of such susceptibility, 
including categorization of the drug as susceptible, inter-
mediate, resistant, or such other term as the Secretary 
determines appropriate. 
‘‘(4)(A) The term ‘antimicrobial drug’ means, subject to 

subparagraph (B), a systemic antibacterial or antifungal drug 
that— 

‘‘(i) is intended for human use in the treatment of 
a disease or condition caused by a bacterium or fungus; 

‘‘(ii) may include a qualified infectious disease product 
designated under section 505E(d); and 

‘‘(iii) is subject to section 503(b)(1). 
‘‘(B) If provided by the Secretary through regulations, such 

term may include— 
‘‘(i) drugs other than systemic antibacterial and 

antifungal drugs; and 
‘‘(ii) biological products (as such term is defined in 

section 351 of the Public Health Service Act) to the extent 
such products exhibit antimicrobial activity. 
‘‘(5) The term ‘interpretive criteria standard’ means a com-

pilation of susceptibility test interpretive criteria developed by 
a standard development organization that meets the criteria 
set forth in subsection (b)(2)(A)(i). 
‘‘(g) RULE OF CONSTRUCTION.—Nothing in this section shall 

be construed to— 
‘‘(1) alter the standards of evidence under subsection (c) 

or (d) of section 505 (including the substantial evidence 
standard under section 505(d)) or under section 351 of the 
Public Health Service Act (as applicable); or 

‘‘(2) with respect to clearing devices under section 510(k), 
classifying devices under section 513(f)(2), or approving devices 
under section 515— 

‘‘(A) apply with respect to any drug, device, or biological 
product, in any context other than an antimicrobial drug 
and an antimicrobial susceptibility testing device that uses 
susceptibility test interpretive criteria to characterize and 
report the susceptibility of certain bacteria, fungi, or other 
microorganisms, as applicable, to such drug to reflect 
patient morbidity and mortality in accordance with this 
section; or 
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‘‘(B) unless specifically stated, have any effect on 
authorities provided under other sections of this Act, 
including any regulations issued under such sections.’’. 

(b) CONFORMING AMENDMENTS.— 
(1) REPEAL OF PRIOR RELATED AUTHORITY.—Section 1111 

of the Food and Drug Administration Amendments Act of 2007 
(42 U.S.C. 247d–5a), relating to identification of clinically 
susceptible concentrations of antimicrobials, is repealed. 

(2) ADDITION TO CATEGORIES OF MISBRANDED DRUGS.—Sec-
tion 502 of the Federal Food, Drug, and Cosmetic Act (21 
U.S.C. 352) is amended by adding at the end the following: 
‘‘(dd) If it is an antimicrobial drug, as defined in section 511A(f), 

and its labeling fails to conform with the requirements under section 
511A(d).’’. 

(3) RECOGNITION OF INTERPRETIVE CRITERIA STANDARD AS 
DEVICE STANDARD.—Section 514(c)(1)(A) of the Federal Food, 
Drug, and Cosmetic Act (21 U.S.C. 360d(c)(1)(A)) is amended 
by inserting after ‘‘the Secretary shall, by publication in the 
Federal Register’’ the following: ‘‘(or, with respect to a suscepti-
bility test interpretive criteria standard under section 511A, 
by posting on the Interpretive Criteria Website in accordance 
with such section)’’. 
(c) REPORT TO CONGRESS.—Not later than 2 years after the 

date of enactment of this Act, the Secretary of Health and Human 
Services shall submit to the Committee on Health, Education, 
Labor, and Pensions of the Senate and the Committee on Energy 
and Commerce of the House of Representatives a report on the 
progress made in implementing section 511A of the Federal Food, 
Drug, and Cosmetic Act (21 U.S.C. 360a), as added by subsection 
(a). 

(d) REQUESTS FOR UPDATES TO INTERPRETIVE CRITERIA 
WEBSITE.—Chapter 35 of title 44, United States Code, shall not 
apply to the collection of information from interested parties 
regarding updating the lists established under section 511A(b) of 
the Federal Food, Drug, and Cosmetic Act and posted on the 
Interpretive Criteria Website established under section 511A(c) of 
such Act. 

Subtitle F—Medical Device Innovations 

SEC. 3051. BREAKTHROUGH DEVICES. 

(a) IN GENERAL.—Chapter V of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 351 et seq.) is amended by inserting after 
section 515B, as added by section 3034(b), the following: 

‘‘SEC. 515C. BREAKTHROUGH DEVICES. 

‘‘(a) PURPOSE.—The purpose of this section is to encourage 
the Secretary, and provide the Secretary with sufficient authority, 
to apply efficient and flexible approaches to expedite the develop-
ment of, and prioritize the Food and Drug Administration’s review 
of, devices that represent breakthrough technologies. 

‘‘(b) ESTABLISHMENT OF PROGRAM.—The Secretary shall estab-
lish a program to expedite the development of, and provide for 
the priority review for, devices, as determined by the Secretary— 

21 USC 360e–3. 

21 USC 360a–2 
note. 
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‘‘(1) that provide for more effective treatment or diagnosis 
of life-threatening or irreversibly debilitating human disease 
or conditions; and 

‘‘(2)(A) that represent breakthrough technologies; 
‘‘(B) for which no approved or cleared alternatives exist; 
‘‘(C) that offer significant advantages over existing 

approved or cleared alternatives, including the potential, com-
pared to existing approved alternatives, to reduce or eliminate 
the need for hospitalization, improve patient quality of life, 
facilitate patients’ ability to manage their own care (such as 
through self-directed personal assistance), or establish long- 
term clinical efficiencies; or 

‘‘(D) the availability of which is in the best interest of 
patients. 
‘‘(c) REQUEST FOR DESIGNATION.—A sponsor of a device may 

request that the Secretary designate such device for expedited 
development and priority review under this section. Any such 
request for designation may be made at any time prior to the 
submission of an application under section 515(c), a notification 
under section 510(k), or a petition for classification under section 
513(f)(2). 

‘‘(d) DESIGNATION PROCESS.— 
‘‘(1) IN GENERAL.—Not later than 60 calendar days after 

the receipt of a request under subsection (c), the Secretary 
shall determine whether the device that is the subject of the 
request meets the criteria described in subsection (b). If the 
Secretary determines that the device meets the criteria, the 
Secretary shall designate the device for expedited development 
and priority review. 

‘‘(2) REVIEW.—Review of a request under subsection (c) 
shall be undertaken by a team that is composed of experienced 
staff and senior managers of the Food and Drug Administration. 

‘‘(3) WITHDRAWAL.—The Secretary may not withdraw a des-
ignation granted under this section on the basis of the criteria 
under subsection (b) no longer applying because of the subse-
quent clearance or approval of another device that— 

‘‘(A) was designated under this section; or 
‘‘(B) was given priority review under section 515(d)(5), 

as in effect prior to the date of enactment of the 21st 
Century Cures Act. 

‘‘(e) EXPEDITED DEVELOPMENT AND PRIORITY REVIEW.— 
‘‘(1) ACTIONS.—For purposes of expediting the development 

and review of devices designated under subsection (d) the Sec-
retary shall— 

‘‘(A) assign a team of staff, including a team leader 
with appropriate subject matter expertise and experience, 
for each device for which a request is submitted under 
subsection (c); 

‘‘(B) provide for oversight of the team by senior agency 
personnel to facilitate the efficient development of the 
device and the efficient review of any submission described 
in subsection (c) for the device; 

‘‘(C) adopt an efficient process for timely dispute resolu-
tion; 

‘‘(D) provide for interactive and timely communication 
with the sponsor of the device during the development 
program and review process; 
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‘‘(E) expedite the Secretary’s review of manufacturing 
and quality systems compliance, as applicable; 

‘‘(F) disclose to the sponsor, not less than 5 business 
days in advance, the topics of any consultation the Sec-
retary intends to undertake with external experts or an 
advisory committee concerning the sponsor’s device and 
provide the sponsor the opportunity to recommend such 
external experts; 

‘‘(G) provide for advisory committee input, as the Sec-
retary determines appropriate (including in response to 
the request of the sponsor) for applications submitted under 
section 515(c); and 

‘‘(H) assign staff to be available within a reasonable 
time to address questions by institutional review commit-
tees concerning the conditions and clinical testing require-
ments applicable to the investigational use of the device 
pursuant to an exemption under section 520(g). 
‘‘(2) ADDITIONAL ACTIONS.—In addition to the actions 

described in paragraph (1), for purposes of expediting the 
development and review of devices designated under subsection 
(d), the Secretary, in collaboration with the device sponsor, 
may, as appropriate— 

‘‘(A) coordinate with the sponsor regarding early agree-
ment on a data development plan; 

‘‘(B) take steps to ensure that the design of clinical 
trials is as efficient and flexible as practicable, when sci-
entifically appropriate; 

‘‘(C) facilitate, when scientifically appropriate, expe-
dited and efficient development and review of the device 
through utilization of timely postmarket data collection 
with regard to application for approval under section 515(c); 
and 

‘‘(D) agree in writing to clinical protocols that the Sec-
retary will consider binding on the Secretary and the 
sponsor, subject to— 

‘‘(i) changes to such protocols agreed to in writing 
by the sponsor and the Secretary; or 

‘‘(ii) a decision, made by the director of the office 
responsible for reviewing the device submission, that 
a substantial scientific issue essential to determining 
the safety or effectiveness of such device exists, pro-
vided that such decision is in writing, and is made 
only after the Secretary provides to the device sponsor 
or applicant an opportunity for a meeting at which 
the director and the sponsor or applicant are present 
and at which the director documents the substantial 
scientific issue. 

‘‘(f) PRIORITY REVIEW GUIDANCE.— 
‘‘(1) CONTENT.—Not later than 1 year after the date of 

enactment of the 21st Century Cures Act, the Secretary shall 
issue guidance on the implementation of this section. Such 
guidance shall— 

‘‘(A) set forth the process by which a person may seek 
a designation under subsection (d); 

‘‘(B) provide a template for requests under subsection 
(c); 
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‘‘(C) identify the criteria the Secretary will use in evalu-
ating a request for designation under this section; and 

‘‘(D) identify the criteria and processes the Secretary 
will use to assign a team of staff, including team leaders, 
to review devices designated for expedited development 
and priority review, including any training required for 
such personnel to ensure effective and efficient review. 
‘‘(2) PROCESS.—Prior to finalizing the guidance under para-

graph (1), the Secretary shall seek public comment on a pro-
posed guidance. 
‘‘(g) RULE OF CONSTRUCTION.—Nothing in this section shall 

be construed to affect— 
‘‘(1) the criteria and standards for evaluating an application 

pursuant to section 515(c), a report and request for classification 
under section 513(f)(2), or a report under section 510(k), 
including the recognition of valid scientific evidence as 
described in section 513(a)(3)(B) and consideration and applica-
tion of the least burdensome means of evaluating device 
effectiveness or demonstrating substantial equivalence between 
devices with differing technological characteristics, as 
applicable; 

‘‘(2) the authority of the Secretary with respect to clinical 
holds under section 520(g)(8)(A); 

‘‘(3) the authority of the Secretary to act on an application 
pursuant to section 515(d) before completion of an establish-
ment inspection, as the Secretary determines appropriate; or 

‘‘(4) the authority of the Secretary with respect to 
postmarket surveillance under sections 519(h) and 522.’’. 
(b) DOCUMENTATION AND REVIEW OF SIGNIFICANT DECISIONS.— 

Section 517A(a)(1) of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 360g–1(a)(1)) is amended by inserting ‘‘a request for 
designation under section 515C,’’ after ‘‘application under section 
515,’’. 

(c) TERMINATION OF PREVIOUS PROGRAM.— 
(1) IN GENERAL.—Section 515(d) of the Federal Food, Drug, 

and Cosmetic Act (21 U.S.C. 360e(d)) is amended— 
(A) by striking paragraph (5); and 
(B) by redesignating paragraph (6) as paragraph (5). 

(2) CONFORMING AMENDMENT.—Section 737(5) of the Fed-
eral Food, Drug, and Cosmetics Act (21 U.S.C. 379i(5)) is 
amended by striking ‘‘515(d)(6)’’ and inserting ‘‘515(d)(5)’’. 
(d) REPORT.—On January 1, 2019, the Secretary of Health 

and Human Services shall issue a report to the Committee on 
Health, Education, Labor, and Pensions of the Senate and the 
Committee on Energy and Commerce of the House of Representa-
tives— 

(1) on the program under section 515C of the Federal 
Food, Drug, and Cosmetic Act, as added by subsection (a), 
in bringing safe and effective devices included in such program 
to patients as soon as possible; and 

(2) that includes recommendations, if any, to strengthen 
the program to better meet patient device needs in a manner 
as timely as possible. 

SEC. 3052. HUMANITARIAN DEVICE EXEMPTION. 

(a) IN GENERAL.—Section 520(m) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 360j) is amended— 
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(1) in paragraph (1) by striking ‘‘fewer than 4,000’’ and 
inserting ‘‘not more than 8,000’’; 

(2) in paragraph (2)(A) by striking ‘‘fewer than 4,000’’ and 
inserting ‘‘not more than 8,000’’; and 

(3) in paragraph (6)(A)(ii), by striking ‘‘4,000’’ and inserting 
‘‘8,000’’. 
(b) GUIDANCE DOCUMENT ON PROBABLE BENEFIT.—Not later 

than 18 months after the date of enactment of this Act, the Sec-
retary of Health and Human Services, acting through the Commis-
sioner of Food and Drugs, shall publish a draft guidance that 
defines the criteria for establishing ‘‘probable benefit’’ as that term 
is used in section 520(m)(2)(C) of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360j(m)(2)(C)). 

SEC. 3053. RECOGNITION OF STANDARDS. 

(a) IN GENERAL.—Section 514(c) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 360d(c)) is amended— 

(1) in paragraph (1), by inserting after subparagraph (B) 
the following new subparagraphs: 
‘‘(C)(i) Any person may submit a request for recognition under 

subparagraph (A) of all or part of an appropriate standard estab-
lished by a nationally or internationally recognized standard 
organization. 

‘‘(ii) Not later than 60 calendar days after the Secretary receives 
such a request, the Secretary shall— 

‘‘(I) make a determination to recognize all, part, or none 
of the standard that is the subject of the request; and 

‘‘(II) issue to the person who submitted such request a 
response in writing that states the Secretary’s rationale for 
that determination, including the scientific, technical, regu-
latory, or other basis for such determination. 
‘‘(iii) The Secretary shall make a response issued under clause 

(ii)(II) publicly available, in such a manner as the Secretary deter-
mines appropriate. 

‘‘(iv) The Secretary shall take such actions as may be necessary 
to implement all or part of a standard recognized under clause 
(ii)(I), in accordance with subparagraph (A). 

‘‘(D) The Secretary shall make publicly available, in such 
manner as the Secretary determines appropriate, the rationale for 
recognition under subparagraph (A) of all, part, or none of a 
standard, including the scientific, technical, regulatory, or other 
basis for the decision regarding such recognition.’’; and 

(2) by adding at the end the following: 
‘‘(4) The Secretary shall provide to all employees of the Food 

and Drug Administration who review premarket submissions for 
devices periodic training on the concept and use of recognized 
standards for purposes of meeting a premarket submission require-
ment or other applicable requirement under this Act, including 
standards relevant to an employee’s area of device review.’’. 

(b) GUIDANCE.—The Secretary of Health and Human Services, 
acting through the Commissioner of Food and Drugs, shall review 
and update, if necessary, previously published guidance and 
standard operating procedures identifying the principles for recog-
nizing standards, and for withdrawing the recognition of standards, 
under section 514(c) of the Federal Food, Drug, and Cosmetic Act 
(21 U.S.C. 360d(c)), taking into account the experience with and 
reliance on a standard by foreign regulatory authorities and the 

21 USC 360d 
note. 

21 USC 360j 
note. 
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device industry, and whether recognition of a standard will promote 
harmonization among regulatory authorities in the regulation of 
devices. 

SEC. 3054. CERTAIN CLASS I AND CLASS II DEVICES. 

(a) CLASS I DEVICES.—Section 510(l) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 360(l)) is amended— 

(1) by striking ‘‘A report under subsection (k)’’ and inserting 
‘‘(1) A report under subsection (k)’’; and 

(2) by adding at the end the following new paragraph: 
‘‘(2) Not later than 120 calendar days after the date of enact-

ment of the 21st Century Cures Act and at least once every 5 
years thereafter, as the Secretary determines appropriate, the Sec-
retary shall identify, through publication in the Federal Register, 
any type of class I device that the Secretary determines no longer 
requires a report under subsection (k) to provide reasonable assur-
ance of safety and effectiveness. Upon such publication— 

‘‘(A) each type of class I device so identified shall be exempt 
from the requirement for a report under subsection (k); and 

‘‘(B) the classification regulation applicable to each such 
type of device shall be deemed amended to incorporate such 
exemption.’’. 
(b) CLASS II DEVICES.—Section 510(m) of the Federal Food, 

Drug, and Cosmetic Act (21 U.S.C. 360(m)) is amended— 
(1) by striking ‘‘(m)(1)’’ and all that follows through ‘‘by 

the Secretary.’’ and inserting the following: 
‘‘(m)(1) The Secretary shall— 

‘‘(A) not later than 90 days after the date of enactment 
of the 21st Century Cures Act and at least once every 5 years 
thereafter, as the Secretary determines appropriate— 

‘‘(i) publish in the Federal Register a notice that con-
tains a list of each type of class II device that the Secretary 
determines no longer requires a report under subsection 
(k) to provide reasonable assurance of safety and effective-
ness; and 

‘‘(ii) provide for a period of not less than 60 calendar 
days for public comment beginning on the date of the 
publication of such notice; and 
‘‘(B) not later than 210 calendar days after the date of 

enactment of the 21st Century Cures Act, publish in the Federal 
Register a list representing the Secretary’s final determination 
with respect to the devices contained in the list published 
under subparagraph (A).’’; and 

(2) in paragraph (2)— 
(A) by striking ‘‘1 day after the date of publication 

of a list under this subsection,’’ and inserting ‘‘1 calendar 
day after the date of publication of the final list under 
paragraph (1)(B),’’; and 

(B) by striking ‘‘30-day period’’ and inserting ‘‘60-cal-
endar-day period’’; and 

(C) by adding at the end the following new paragraph: 
‘‘(3) Upon the publication of the final list under paragraph 

(1)(B)— 
‘‘(A) each type of class II device so listed shall be exempt 

from the requirement for a report under subsection (k); and 
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‘‘(B) the classification regulation applicable to each such 
type of device shall be deemed amended to incorporate such 
exemption.’’. 

SEC. 3055. CLASSIFICATION PANELS. 

(a) CLASSIFICATION PANELS.—Paragraph (5) of section 513(b) 
of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 360c(b)) 
is amended— 

(1) by striking ‘‘(5)’’ and inserting ‘‘(5)(A)’’; and 
(2) by adding at the end the following: 

‘‘(B) When a device is specifically the subject of review by 
a classification panel, the Secretary shall— 

‘‘(i) ensure that adequate expertise is represented on the 
classification panel to assess— 

‘‘(I) the disease or condition which the device is 
intended to cure, treat, mitigate, prevent, or diagnose; and 

‘‘(II) the technology of the device; and 
‘‘(ii) provide an opportunity for the person whose device 

is specifically the subject of panel review to provide rec-
ommendations on the expertise needed among the voting mem-
bers of the panel. 
‘‘(C) For purposes of subparagraph (B)(i), the term ‘adequate 

expertise’ means that the membership of the classification panel 
includes— 

‘‘(i) two or more voting members, with a specialty or other 
expertise clinically relevant to the device under review; and 

‘‘(ii) at least one voting member who is knowledgeable 
about the technology of the device. 
‘‘(D) The Secretary shall provide an annual opportunity for 

patients, representatives of patients, and sponsors of medical device 
submissions to provide recommendations for individuals with appro-
priate expertise to fill voting member positions on classification 
panels.’’. 

(b) PANEL REVIEW PROCESS.—Section 513(b)(6) of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 360c(b)(6)) is amended— 

(1) in subparagraph (A)(iii), by inserting before the period 
at the end ‘‘, including, subject to the discretion of the panel 
chairperson, by designating a representative who will be pro-
vided a time during the panel meeting to address the panel 
for the purpose of correcting misstatements of fact or providing 
clarifying information, and permitting the person or representa-
tive to call on experts within the person’s organization to 
address such specific issues in the time provided’’; and 

(2) by striking subparagraph (B) and inserting the following 
new subparagraph: 
‘‘(B)(i) Any meeting of a classification panel with respect to 

the review of a device shall— 
‘‘(I) provide adequate time for initial presentations by the 

person whose device is specifically the subject of such review 
and by the Secretary; and 

‘‘(II) encourage free and open participation by all interested 
persons. 
‘‘(ii) Following the initial presentations described in clause (i), 

the panel may— 
‘‘(I) pose questions to a designated representative described 

in subparagraph (A)(iii); and 
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130 STAT. 1128 PUBLIC LAW 114–255—DEC. 13, 2016 

‘‘(II) consider the responses to such questions in the panel’s 
review of the device.’’. 

SEC. 3056. INSTITUTIONAL REVIEW BOARD FLEXIBILITY. 

Section 520 of the Federal Food, Drug, and Cosmetic Act (21 
U.S.C. 360j) is amended— 

(1) in subsection (g)(3)— 
(A) in subparagraph (A)(i)— 

(i) by striking ‘‘local’’; and 
(ii) by striking ‘‘which has been’’; and 

(B) in subparagraph (B), by striking ‘‘a local institu-
tional’’ and inserting ‘‘an institutional’’; and 
(2) in subsection (m)(4)— 

(A) by striking subparagraph (A) and inserting the 
following: 
‘‘(A) in facilities in which clinical testing of devices is super-

vised by an institutional review committee established in 
accordance with the regulations of the Secretary; and’’; 

(B) in subparagraph (B), by striking ‘‘a local institu-
tional’’ and inserting ‘‘an institutional’’; and 

(C) in the matter following subparagraph (B), by 
striking ‘‘local’’. 

SEC. 3057. CLIA WAIVER IMPROVEMENTS. 

(a) DRAFT REVISED GUIDANCE.—Not later than 1 year after 
the date of the enactment of this Act, the Secretary of Health 
and Human Services, acting through the Commissioner of Food 
and Drugs, shall publish a draft guidance that— 

(1) revises ‘‘Section V. Demonstrating Insignificant Risk 
of an Erroneous Result – Accuracy’’ of the guidance entitled 
‘‘Recommendations for Clinical Laboratory Improvement 
Amendments of 1988 (CLIA) Waiver Applications for Manufac-
turers of In Vitro Diagnostic Devices’’ and dated January 30, 
2008; and 

(2) includes the appropriate use of comparable performance 
between a waived user and a moderately complex laboratory 
user to demonstrate accuracy. 
(b) FINAL REVISED GUIDANCE.—The Secretary of Health and 

Human Services, acting through the Commissioner of Food and 
Drugs, shall finalize the draft guidance published under subsection 
(a) not later than 1 year after the comment period for such draft 
guidance closes. 
SEC. 3058. LEAST BURDENSOME DEVICE REVIEW. 

(a) IN GENERAL.—Section 513 of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360c) is amended by adding at the end 
the following: 

‘‘(j) TRAINING AND OVERSIGHT OF LEAST BURDENSOME REQUIRE-
MENTS.— 

‘‘(1) The Secretary shall— 
‘‘(A) ensure that each employee of the Food and Drug 

Administration who is involved in the review of premarket 
submissions, including supervisors, receives training 
regarding the meaning and implementation of the least 
burdensome requirements under subsections (a)(3)(D) and 
(i)(1)(D) of this section and section 515(c)(5); and 

‘‘(B) periodically assess the implementation of the least 
burdensome requirements, including the employee training 

42 USC 263a 
note. 
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130 STAT. 1129 PUBLIC LAW 114–255—DEC. 13, 2016 

under subparagraph (A), to ensure that the least burden-
some requirements are fully and consistently applied. 
‘‘(2) Not later than 18 months after the date of enactment 

of the 21st Century Cures Act, the ombudsman for any 
organizational unit of the Food and Drug Administration 
responsible for the premarket review of devices shall— 

‘‘(A) conduct an audit of the training described in para-
graph (1)(A), including the effectiveness of such training 
in implementing the least burdensome requirements; 

‘‘(B) include in such audit interviews of persons who 
are representatives of the device industry regarding their 
experiences in the device premarket review process, 
including with respect to the application of least burden-
some concepts to premarket review and decisionmaking; 

‘‘(C) include in such audit a list of the measurement 
tools the Secretary uses to assess the implementation of 
the least burdensome requirements, including under para-
graph (1)(B) and section 517A(a)(3), and may also provide 
feedback on the effectiveness of such tools in the 
implementation of the least burdensome requirements; 

‘‘(D) summarize the findings of such audit in a final 
audit report; and 

‘‘(E) within 30 calendar days of completion of such 
final audit report, make such final audit report available— 

‘‘(i) to the Committee on Health, Education, Labor, 
and Pensions of the Senate and the Committee on 
Energy and Commerce of the House of Representatives; 
and 

‘‘(ii) on the Internet website of the Food and Drug 
Administration.’’. 

(b) PREMARKET APPLICATIONS.—Section 515(c) of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 360e(c)) is amended by 
adding at the end the following: 

‘‘(5)(A) In requesting additional information with respect to 
an application under this section, the Secretary shall consider the 
least burdensome appropriate means necessary to demonstrate a 
reasonable assurance of device safety and effectiveness. 

‘‘(B) For purposes of subparagraph (A), the term ‘necessary’ 
means the minimum required information that would support a 
determination by the Secretary that an application provides a 
reasonable assurance of the safety and effectiveness of the device. 

‘‘(C) For purposes of this paragraph, the Secretary shall consider 
the role of postmarket information in determining the least burden-
some means of demonstrating a reasonable assurance of device 
safety and effectiveness. 

‘‘(D) Nothing in this paragraph alters the standards for pre-
market approval of a device.’’. 

(c) RATIONALE FOR SIGNIFICANT DECISIONS REGARDING 
DEVICES.—Section 517A(a) of the Federal Food, Drug, and Cosmetic 
Act (21 U.S.C. 360g–1(a)) is amended by adding at the end the 
following: 

‘‘(3) APPLICATION OF LEAST BURDENSOME REQUIREMENTS.— 
The substantive summary required under this subsection shall 
include a brief statement regarding how the least burdensome 
requirements were considered and applied consistent with sec-
tion 513(i)(1)(D), section 513(a)(3)(D), and section 515(c)(5), as 
applicable.’’. 

VerDate Sep 11 2014 12:03 Mar 29, 2017 Jkt 069139 PO 00255 Frm 00097 Fmt 6580 Sfmt 6581 E:\PUBLAW\PUBL255.114 PUBL255dk
ra

us
e 

on
 D

S
K

H
T

7X
V

N
1P

R
O

D
 w

ith
 P

U
B

LA
W

S

20210110



130 STAT. 1130 PUBLIC LAW 114–255—DEC. 13, 2016 

SEC. 3059. CLEANING INSTRUCTIONS AND VALIDATION DATA REQUIRE-
MENT. 

(a) IN GENERAL.—Section 510 of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360) is amended by adding at the end 
the following: 

‘‘(q) REUSABLE MEDICAL DEVICES.— 
‘‘(1) IN GENERAL.—Not later than 180 days after the date 

of enactment of the 21st Century Cures Act, the Secretary 
shall identify and publish a list of reusable device types for 
which reports under subsection (k) are required to include— 

‘‘(A) instructions for use, which have been validated 
in a manner specified by the Secretary; and 

‘‘(B) validation data, the types of which shall be speci-
fied by the Secretary; 

regarding cleaning, disinfection, and sterilization, and for which 
a substantial equivalence determination may be based. 

‘‘(2) REVISION OF LIST.—The Secretary shall revise the list 
under paragraph (2), as the Secretary determines appropriate, 
with notice in the Federal Register. 

‘‘(3) CONTENT OF REPORTS.—Reports under subsection (k) 
that are submitted after the publication of the list described 
in paragraph (1), for devices or types of devices included on 
such list, shall include such instructions for use and validation 
data.’’. 
(b) DEVICE MODIFICATIONS.—The Secretary of Health and 

Human Services, acting through the Commissioner of Food and 
Drugs, shall issue final guidance regarding when a premarket 
notification under section 510(k) of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360(k)) is required to be submitted for 
a modification or change to a legally marketed device. Such final 
guidance shall be issued not later than 1 year after the date 
on which the comment period closes for the draft guidance on 
such subject. 
SEC. 3060. CLARIFYING MEDICAL SOFTWARE REGULATION. 

(a) IN GENERAL.—Section 520 of the Federal Food, Drug, and 
Cosmetic Act (21 U.S.C. 360j) is amended by adding at the end 
the following: 

‘‘(o) REGULATION OF MEDICAL AND CERTAIN DECISIONS SUPPORT 
SOFTWARE.— 

‘‘(1) The term device, as defined in section 201(h), shall 
not include a software function that is intended— 

‘‘(A) for administrative support of a health care facility, 
including the processing and maintenance of financial 
records, claims or billing information, appointment sched-
ules, business analytics, information about patient popu-
lations, admissions, practice and inventory management, 
analysis of historical claims data to predict future utiliza-
tion or cost-effectiveness, determination of health benefit 
eligibility, population health management, and laboratory 
workflow; 

‘‘(B) for maintaining or encouraging a healthy lifestyle 
and is unrelated to the diagnosis, cure, mitigation, preven-
tion, or treatment of a disease or condition; 

‘‘(C) to serve as electronic patient records, including 
patient-provided information, to the extent that such 
records are intended to transfer, store, convert formats, 

21 USC 360 note. 
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130 STAT. 1131 PUBLIC LAW 114–255—DEC. 13, 2016 

or display the equivalent of a paper medical chart, so 
long as— 

‘‘(i) such records were created, stored, transferred, 
or reviewed by health care professionals, or by individ-
uals working under supervision of such professionals; 

‘‘(ii) such records are part of health information 
technology that is certified under section 3001(c)(5) 
of the Public Health Service Act; and 

‘‘(iii) such function is not intended to interpret 
or analyze patient records, including medical image 
data, for the purpose of the diagnosis, cure, mitigation, 
prevention, or treatment of a disease or condition; 
‘‘(D) for transferring, storing, converting formats, or 

displaying clinical laboratory test or other device data and 
results, findings by a health care professional with respect 
to such data and results, general information about such 
findings, and general background information about such 
laboratory test or other device, unless such function is 
intended to interpret or analyze clinical laboratory test 
or other device data, results, and findings; or 

‘‘(E) unless the function is intended to acquire, process, 
or analyze a medical image or a signal from an in vitro 
diagnostic device or a pattern or signal from a signal 
acquisition system, for the purpose of— 

‘‘(i) displaying, analyzing, or printing medical 
information about a patient or other medical informa-
tion (such as peer-reviewed clinical studies and clinical 
practice guidelines); 

‘‘(ii) supporting or providing recommendations to 
a health care professional about prevention, diagnosis, 
or treatment of a disease or condition; and 

‘‘(iii) enabling such health care professional to 
independently review the basis for such recommenda-
tions that such software presents so that it is not 
the intent that such health care professional rely pri-
marily on any of such recommendations to make a 
clinical diagnosis or treatment decision regarding an 
individual patient. 

‘‘(2) In the case of a product with multiple functions that 
contains— 

‘‘(A) at least one software function that meets the 
criteria under paragraph (1) or that otherwise does not 
meet the definition of device under section 201(h); and 

‘‘(B) at least one function that does not meet the criteria 
under paragraph (1) and that otherwise meets the defini-
tion of a device under section 201(h), 

the Secretary shall not regulate the software function of such 
product described in subparagraph (A) as a device. Notwith-
standing the preceding sentence, when assessing the safety 
and effectiveness of the device function or functions of such 
product described in subparagraph (B), the Secretary may 
assess the impact that the software function or functions 
described in subparagraph (A) have on such device function 
or functions. 

‘‘(3)(A) Notwithstanding paragraph (1), a software function 
described in subparagraph (C), (D), or (E) of paragraph (1) 
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shall not be excluded from the definition of device under section 
201(h) if— 

‘‘(i) the Secretary makes a finding that use of such 
software function would be reasonably likely to have 
serious adverse health consequences; and 

‘‘(ii) the software function has been identified in a 
final order issued by the Secretary under subparagraph 
(B). 
‘‘(B) Subparagraph (A) shall apply only if the Secretary— 

‘‘(i) publishes a notification and proposed order in the 
Federal Register; 

‘‘(ii) includes in such notification the Secretary’s 
finding, including the rationale and identification of the 
evidence on which such finding was based, as described 
in subparagraph (A)(i); and 

‘‘(iii) provides for a period of not less than 30 calendar 
days for public comment before issuing a final order or 
withdrawing such proposed order. 
‘‘(C) In making a finding under subparagraph (A)(i) with 

respect to a software function, the Secretary shall consider— 
‘‘(i) the likelihood and severity of patient harm if the 

software function were to not perform as intended; 
‘‘(ii) the extent to which the software function is 

intended to support the clinical judgment of a health care 
professional; 

‘‘(iii) whether there is a reasonable opportunity for 
a health care professional to review the basis of the 
information or treatment recommendation provided by the 
software function; and 

‘‘(iv) the intended user and user environment, such 
as whether a health care professional will use a software 
function of a type described in subparagraph (E) of para-
graph (1). 
‘‘(4) Nothing in this subsection shall be construed as lim-

iting the authority of the Secretary to— 
‘‘(A) exercise enforcement discretion as to any device 

subject to regulation under this Act; 
‘‘(B) regulate software used in the manufacture and 

transfusion of blood and blood components to assist in 
the prevention of disease in humans; or 

‘‘(C) regulate software as a device under this Act if 
such software meets the criteria under section 
513(a)(1)(C).’’. 

(b) REPORTS.—The Secretary of Health and Human Services 
(referred to in this subsection as the ‘‘Secretary’’), after consultation 
with agencies and offices of the Department of Health and Human 
Services involved in health information technology, shall publish 
a report, not later than 2 years after the date of enactment of 
this Act and every 2 years thereafter, that— 

(1) includes input from outside experts, such as representa-
tives of patients, consumers, health care providers, startup 
companies, health plans or other third-party payers, venture 
capital investors, information technology vendors, health 
information technology vendors, small businesses, purchasers, 
employers, and other stakeholders with relevant expertise, as 
determined by the Secretary; 

21 USC 360j 
note. 
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130 STAT. 1133 PUBLIC LAW 114–255—DEC. 13, 2016 

(2) examines information available to the Secretary on 
any risks and benefits to health associated with software func-
tions described in section 520(o)(1) of the Federal Food, Drug, 
and Cosmetic Act (21 U.S.C. 360j) (as amended by subsection 
(a)); and 

(3) summarizes findings regarding the impact of such soft-
ware functions on patient safety, including best practices to 
promote safety, education, and competency related to such func-
tions. 
(c) CLASSIFICATION OF ACCESSORIES.—Section 513(b) of the Fed-

eral Food, Drug, and Cosmetic Act (21 U.S.C. 360c(b)) is amended 
by adding at the end the following: 

‘‘(9) The Secretary shall classify an accessory under this section 
based on the intended use of the accessory, notwithstanding the 
classification of any other device with which such accessory is 
intended to be used.’’. 

(d) CONFORMING AMENDMENT.—Section 201(h) of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C. 321(h)) is amended by 
adding at the end the following: ‘‘The term ‘device’ does not include 
software functions excluded pursuant to section 520(o).’’. 

Subtitle G—Improving Scientific Expertise 
and Outreach at FDA 

SEC. 3071. SILVIO O. CONTE SENIOR BIOMEDICAL RESEARCH AND BIO-
MEDICAL PRODUCT ASSESSMENT SERVICE. 

(a) HIRING AND RETENTION AUTHORITY.—Section 228 of the 
Public Health Service Act (42 U.S.C. 237) is amended— 

(1) in the section heading, by inserting ‘‘AND BIOMEDICAL 
PRODUCT ASSESSMENT’’ after ‘‘RESEARCH’’; 

(2) in subsection (a)— 
(A) in paragraph (1), by striking ‘‘Silvio O. Conte Senior 

Biomedical Research Service, not to exceed 500 members’’ 
and inserting ‘‘Silvio O. Conte Senior Biomedical Research 
and Biomedical Product Assessment Service (in this section 
referred to as the ‘Service’), not to exceed 2,000 members, 
the purpose of which is to recruit and retain outstanding 
and qualified scientific and technical experts in the fields 
of biomedical research, clinical research evaluation, and 
biomedical product assessment’’; 

(B) by amending paragraph (2) to read as follows: 
‘‘(2) The authority established in paragraph (1) may not be 

construed to require the Secretary to reduce the number of 
employees serving under any other employment system in order 
to offset the number of members serving in the Service.’’; and 

(C) by adding at the end the following: 
‘‘(3) The Secretary shall assign experts under this section to 

agencies within the Department of Health and Human Services 
taking into account the need for the expertise of such expert.’’; 

(3) in subsection (b)— 
(A) in the matter preceding paragraph (1), by striking 

‘‘or clinical research evaluation’’ and inserting ‘‘, clinical 
research evaluation, or biomedical product assessment’’; 
and 
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Regulatory Explainer: 21st 
Century Cures Redux and What it 
Will Mean for FDA 
Posted 28 November 2016 | By Zachary Brennan  

Lingering for more than two years, the revamped 21st Century Cures bill, unveiled 
in late November, has now been approved by the House and Senate and 
President Barack Obama has said he will sign it. 

The 996-page bill includes major tweaks to the way in which the US Food and Drug 
Administration (FDA) regulates drugs, devices and biologics, while providing the agency 
with $500 million over 10 years to implement provisions that seek to move such 
products to patients more quickly, while maintaining the same standard for safety and 
effectiveness that the agency has adhered to in the past. 

Proponents of the bill see a necessary modernization of the regulations, as well as 
major funding boosts not only for FDA but for the National Institutes of Health (NIH), 
which would stand to gain $4.8 billion over 10 years to aid the development of Vice 
President Joe Biden’s Precision Medicine Initiative, the Brain Research Through 
Advancing Innovative Neurotechnologies Initiative, cancer research and regenerative 
medicine using adult stem cells. 

The bill also looks to help states tackling the growing opioid epidemic by providing $1 
billion over two years for state grants to supplement opioid abuse prevention and 
treatment activities, such as improving prescription drug monitoring programs, 
implementing prevention activities, training for health care providers and expanding 
access to opioid treatment programs. 

Despite the increases in funding, critics have said the bill and previous iterations, which 
passed the House in July 2015 but stalled in the Senate, would loosen the standards for 
drug and device approvals, speeding the approvals of such medical products to a point 
that could endanger patient safety. 

How Congress Will Pay For 'Cures' 

According to the Congressional Budget Office's review of the bill, the majority of the 
legislation will be paid for with funds from the Prevention and Public Health Fund, 
created under the Affordable Care Act (also known as Obamacare). 

That fund has allocated more than $300 million to improve the public health 
immunization infrastructure, more than $100 million to raise awareness about the harms 
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of tobacco use, as well as other allocations for Alzheimer's disease prevention 
education and outreach and grants to enhance diabetes prevention and to detect and 
respond to infectious diseases and other public health threats. 

The legislation would also be paid for with a little more than $1 billion in funding from the 
Strategic Petroleum Reserve. 

What's In It 

Listed below, in the order in which they appear in the bill, are key sections that would 
have a major impact on FDA (for a review of the previous 21st Century Cures Act from 
April 2015, see this explainer) or revise the Federal Food, Drug, and Cosmetic Act 
(FDCA). 

Sec. 1002 FDA Innovation Projects 

From fiscal years (FYs) 2018 through 2026, FDA would be authorized to spend a total 
of $500 million (from $30 million in FY 2018 to $50 million in FY 2023 to $75 million by 
FY 2026) on a proposed work plan for such innovation projects. 

FDA’s commissioner is tasked with seeking recommendations from the agency’s 
Science Board to decide what projects to pursue and within 180 days of the bill’s 
passage a work plan must be submitted to the House Committee on Health, Education, 
Labor, and Pensions, the Senate’s Committee on Appropriations, the House Committee 
on Energy and Commerce and the House Committee on Appropriations for each of the 
fiscal years. 

Sec. 2034 Reducing Administrative Burden for 
Researchers 

This section, among other major changes, requires NIH’s director, the Secretary of 
Agriculture and FDA’s commissioner to review and revise laboratory animal regulations 
and policies to reduce administration burden on investigators. 

Sec. 2072 Global Pediatric Clinical Study Network 

Encourages NIH and FDA to work with the EU, industry and others to establish a global 
pediatric clinical study network. 

Sec. 3001 Patient Experience Data 

This section of the bill builds on FDA’s progress in integrating patient perspectives into 
its decision making processes for drugs and devices. 

Under Cures, FDA would be required to include a statement regarding any patient 
experience data that was used at the time of a drug’s approval and the bill defines 
patient experience data as “data collected by any persons (including patients, family 
members and caregivers of patients, patient advocacy organizations, disease research 
foundations, researchers, and drug manufacturers).” 
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Sec. 3002 Patient-focused Drug Development Guidance 

This section requires FDA to issue guidance regarding how to collect such patient 
experience data, with guidance documents addressing: 

• Appropriate ways to collect data for use in regulatory decisions; 
• How patients wishing to propose draft guidance to FDA may submit such 

documents; 
• How FDA will respond to patient experience data submissions to FDA; 
• The format and content for patient experience data submissions; 
• How FDA plans to use relevant patient experience data and related information 

when evaluating the risks and benefits of a drug. 

Sec. 3003 Streamlining Patient Input 

This section exempts FDA from going through the Paperwork Reduction Act clearance 
process when requesting information from patients regarding their disease or 
treatments, allowing the agency to obtain, what the bill calls “more timely feedback from 
patients.” 

Sec. 3004 Report on Patient Experience Drug 
Development 

This section requires FDA to report on its review of patient experience data and 
information on patient-focused drug development tools as part of approved drugs not 
later than 1 June of 2021, 2028 and 2031. 

Sec. 3011 Qualification of Drug Development Tools 

This section also follows on from FDA’s prior work from 2012 in which the agency 
created a new program known as the Drug Development Tools Qualification Program to 
qualify — i.e. validate as being useful and appropriate—new biomarkers, clinical 
outcome assessments, patient reported outcomes and animal models. 

This section actually establishes a review pathway at FDA for such biomarkers and 
other development tools that can be used to help shorten drug development times, 
aiming to help reduce the high failure rate in drug development. 

Under this section, FDA would be required to make publicly available on at least a 
biannual basis on its website, the following: 

• All drug development tools qualified, including all surrogate endpoints which were 
the basis of approval or licensure (as applicable) of a drug or biological product; 

• information on each qualification submission under the qualification process; 
• whether external scientific experts were utilized in the development of a 

qualification plan or the review of a full qualification package; 
• formal written determinations in response to such qualification submissions; 
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• summary reviews that document conclusions and recommendations for 
determinations to qualify drug development tools 

Sec. 3012 Targeted Drugs for Rare Diseases 

This section clarifies FDA’s authority on genetically targeted drugs for rare diseases, 
allowing sponsors of genetically targeted or variant protein targeted drugs to rely on 
data for the same or similar technology from previously approved applications by the 
same sponsor, though the section does not alter the existing approval standards for 
drugs. 

Sec. 3013 Reauthorization of [PRV] Program to 
Encourage Treatments for Rare Pediatric Diseases 

This section reauthorizes the pediatric rare disease priority review voucher (PRV) 
program, which FDA is opposed to, until 2020. For a full rundown on this and the other 
currently authorized PRV program for rare tropical diseases, see this explainer. 

This section also notes that if a drug is designated as rare pediatric treatment that can 
win a voucher before 1 October 2020, it can continue to receive a voucher if approved 
before 1 October 2022. 

Sec. 3014 GAO Study of Priority Review Voucher 
Programs 

This section requires the Government Accountability Office (GAO) to study the current 
PRV programs to evaluate their impact on drug development and any unintended 
consequences. 

In March, GAO published its first report on the pediatric PRV program, noting that it was 
still too early to tell if the program had stimulated the development of new drugs to treat 
or prevent such diseases. 

Sec. 3015 Amendments to the Orphan Drug Grants 

This section updates the orphan drug grant program to clarify that grants may be used 
for observational studies that help understand the natural history of a rare disease and 
in the development of such a therapy. 

Sec. 3016 Grants for Studying Continuous Drug 
Manufacturing 

This section also builds off FDA’s work on encouraging the use of continuous drug 
manufacturing and allows FDA to issue grants to further the study of continuous 
manufacturing for drugs. 
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Sec. 3021 Novel Clinical Trial Designs 

This section, following the release of draft guidance from February 2010, requires FDA 
to hold a public meeting and issue additional guidance assisting sponsors in 
incorporating adaptive designs and novel statistical modeling into new drug 
applications. 

Sec. 3022 Real World Evidence 

In July, FDA released draft guidance with plans to use real world evidence or data in 
making medical device regulatory decisions. 

This section requires FDA to evaluate the use of real world evidence to help support the 
approval of a new indication for a previously approved drug and to help support or 
satisfy post-approval study requirements. 

These new proposed requirements come as Janet Woodcock, director of the Center for 
Drug Evaluation and Research (CDER), has joked that "data gathered from healthcare 
has always had one characteristic, it's not very good," though she has emphasized that 
the agency is very familiar with it, "warts and all." 

Sec. 3023 Protection of Human Research Subjects 

This section requires the Secretary of the Department of Health and Human Services 
(HHS) to harmonize differences between the human subject regulations under 
the Common Rule and the FDCA. It also aims to streamline the institutional review 
board process for trials that are being conducted at multiple sites. 

Sec. 3024 Informed Consent Waiver or Alteration for 
Clinical Investigations 

This section provides FDA with the flexibility to waive or alter informed consent 
requirements for clinical trials with minimal risk, similar to existing flexibility for HHS and 
NIH under the Common Rule . 

Sec. 3031 Summary Level Review 

This section allows FDA to rely upon qualified data summaries to support the approval 
of an application for a new indication of an already approved drug. “Sponsors of the 
application still must submit all information to FDA,” the bill says. 

Sec. 3032 Expanded Access Policy 

Following the approval of a number of state Right-to-Try bills, this section requires that 
pharmaceutical companies have publicly accessible compassionate use policies for 
drugs treating serious or life-threatening conditions. 
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Compassionate use, also known as expanded access, is a process by which physicians 
can request that FDA allow the use of an investigational drug outside of a clinical trial 
for a patient with a terminal illness or no other treatment options. But the process can 
only be initiated if the company developing the drug and the physician treating the 
patient agree to move forward and make the FDA request. 

Sec. 3033 Accelerated Approval for Regenerative 
Advanced Therapies 

This section allows FDA to grant accelerated approval for regenerative therapeutic 
products and directs FDA to consider the unique characteristics of such therapies and 
provide a rationale with a determination of whether or not to grant accelerated approval. 
This section, however, does not change the standards of evidence or limit any other of 
the authorities of FDA. 

Sec. 3034 Classification of Devices Used with 
Regenerative Advanced Therapies 

This section establishes that devices used with a regenerative therapeutic product will 
be considered moderate risk devices, unless the FDA determines that the device or 
intended use requires a higher risk classification. 

Sec. 3035 Updated Regenerative Medicine Guidance and 
Regulations 

This section requires FDA to update guidance and regulations on regenerative 
therapeutic products and hold a public meeting to encourage innovation. 

Sec. 3036 Standards for Regenerative Medicine and 
Advanced Therapies 

This section requires FDA to consult with stakeholders and the National Institute of 
Standards and Technology (NIST) to establish standards, to support the development, 
evaluation, and review of regenerative medicine and advanced therapies products. 

This section also defines “regenerative medicine and advanced therapies” as including 
cell therapy gene therapy, gene-modified cell therapy, therapeutic tissue engineering 
products, human cell and tissue products and combination products using any such 
therapies or products. 

Sec. 3038 Combination Product Innovation 

This section aims to improve the regulation of medical products that contain both a drug 
or biologic and a device, known as combination products by requiring that FDA meet 
with sponsors and agree early in development how to best study the combination 
product to meet the standard for approval. 
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This section also clarifies how dispute resolutions work when the different centers of 
FDA do not agree, and it includes provisions for reporting on combo product 
regulations. 

Sec. 3042 Limited Population Pathway 

This section provides FDA with more flexibility to approve antimicrobial drugs based on 
a limited population if the drug treats a life-threatening infection. 

If FDA approves a drug based on a limited population, the labeling and advertising of an 
antimicrobial drug shall contain “Limited Population” along with a proprietary name of 
the drug. 

This section also gives FDA the authority to review and approve promotional materials 
of a drug approved based on a limited population at least 30 days prior to drug 
dissemination. 

Sec. 3044 Susceptibility Test Interpretive Criteria for 
Microorganisms 

This section provides FDA with the authority to rely on third party experts when updating 
guidelines for how much of a drug to use and which infections the drug is useful in 
treating. 

Sec. 3051 Breakthrough Devices 

As FDA’s Center for Devices and Radiological Health (CDRH) has worked to create a 
new expedited access program for breakthrough devices, this section of the bill 
establishes a breakthrough device pathway, which builds on the existing priority review 
device pathway. 

Sec. 3052 Humanitarian Device Exemption 

This section provides FDA with the authority to apply the humanitarian device 
exemption to devices that treat diseases and conditions that affect up to 8,000 
individuals in the US. The current cap is 4,000. 

Sec. 3053 Recognition of Standards 

This section establishes a process at FDA for the submission, review and recognition of 
standards established by a nationally or internationally recognized standard 
organization for purposes of medical device review, including the IMDRF. 

Sec. 3054 Certain Class I and Class II Devices 

Requires FDA to update lists regarding the appropriate regulation of Class I and Class II 
devices. 
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Sec. 3055 Classification Panels 

This section aims to improve FDA’s device classification panel review process to ensure 
adequate expertise among panel members to assess the device and allow for 
presentation by the device sponsor to the panel, among other things. 

Sec. 3056. Institutional Review Board Flexibility 

This section strikes the requirement that a sponsor of a device trial always use a local 
institutional review board. This change will allow the use of centralized models. 

Sec. 3057 CLIA Waiver Improvements 

Requires that the FDA update its existing regulatory guidance to clarify the criteria 
for waiving Clinical Laboratory Improvement Amendment (CLIA) requirements, which 
aims to expand patient access to point-of-care diagnostics. 

Sec. 3058 Least Burdensome Device Review 

This section requires an audit by the FDA ombudsman and an assessment of the 
measurements used to track the implementation of the least burdensome requirements. 
It also clarifies that FDA reviewers shall consider the least burdensome appropriate 
means necessary for demonstrating a reasonable assurance of safety and effectiveness 
when requesting additional information from manufacturers during the pre-market 
approval process. 

Sec. 3059 Cleaning Instructions and Validation Data 
Requirement 

Following serious patient issues linked to infections from reusable devices and the 
release of guidance from 2015, this section encourages and clarifies that FDA requires 
cleaning and validation data for reusable medical devices. 

Sec. 3060 Clarifying Medical Software Regulation 

This section identifies five specific categories of medical software that, given certain 
conditions, will not be regulated as a medical device by FDA based on their low level of 
risk to patients. This section also provides FDA with the authority to regulate software in 
these categories if there is found to be safety concerns. 

In October, FDA opened for public consultation a harmonized guidance on the clinical 
evaluation of software as a medical device developed by IMDRF. 
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Sec. 3086 Encouraging Treatments for Agents that 
Present a National Security Threat 

This section, following House E&C committee passage of a similar provision last July, 
creates a new PRV program to encourage the development of drugs and vaccines for 
agents that present national security threats, also known as medical countermeasures. 
The program would sunset on 1 October 2023. 

Improving Scientific Expertise and Outreach at FDA 

A couple of sections under this header would increase the number of positions available 
in the Silvio O. Conte Senior Biomedical Research Service, allow increased salaries, 
and make changes to the qualifications to include engineers so the service can better 
serve FDA and other HHS agencies. It also requires GAO to conduct a study of the 
program, including the impact of the changes made. 

FDA also gains new authority to appoint “outstanding and qualified candidates” to 
scientific, technical or professional positions that support the development, review and 
regulation of medical products and allows FDA’s commissioner to determine and fix the 
annual pay rate up to a limit to help attract and retain qualified employees. 

The changes come as FDA is currently struggling to fill more than 500 vacant 
positions and a lot of that needed expertise can come from within industry. 

Sec. 3073 Establishment of FDA Intercenter Institutes 

This section requires FDA to pilot one or more intercenter institute(s) to help develop 
and implement processes for the coordination of activities in major disease areas 
between the drug, biologics and device centers. 

In August, FDA initiated a new pilot project linking its intercenter consult request 
process for combo products. 

Sec. 3074 Scientific Engagement 

This section improves FDA and NIH scientists’ ability to attend scientific conferences so 
they can keep up with the newest advancements in science and collaborate with one 
another. 

Sec. 3075 Drug Surveillance 

This section edits FDA’s drug surveillance program to allow for more focus on risk. 

Sec. 3076 Reagan-Udall Foundation for FDA 

This section aims to modernizes FDA’s independent, non-profit organization, known as 
the Reagan-Udall Foundation, which was first established by Congress to help FDA 
keep up with the pace of science. 
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21st Century Cures Act Bill Text (as of 25 November) 

Summary of the Sections of the Bill 

Editor's note: This explainer was updated on 11/29 with information from the 
Congressional Budget Office on paying for the bill and on 12/8 with the updates on teh 
House and Senate passage of the bill. 
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