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"The FDA Performance and Accountability Act" 

SECTION BY SECTION ANALYSIS OF SUBSTITUTE AMENDMENT 

SECTION 1. SHORT TITLE AND REFERENCE 

Tifle I . MISSION AND ACCOUNTABILITY 

Sec. 101. Short Title 

Sec. 102. The Mission of the Food and Drug Administration 

• The mission statement suggests that FDA's public health protection activities 
are limited to protecting the public from unsafe or ineffective products. 

• This ignores the Act's premarket approval provisions. In many situations, 
FDA would not be able to show affirmatively that an unapproved product was 
unsafe or ineffective. (The likely showing would be that the product has not 
been shown to be safe or effective.) 

• The mission statement should include protecting the public from products that 
do not have the requisite approval prior to marketing. 

Sec. 103. Performance Standards and Review * 

• Section 103 requires FDA, after external consultation, to develop performance 
standards for agency action on (1) applications or submissions for review of a 
protocol, a product investigation, a product approval, a new use approval, a 
manufacturing change, a labeling change, (2) letters, telephone calls, meeting 
requests and scheduling, and (3) the scheduling of advisory committee 
meetings. The performance standards must establish objectives to expedite the 
clinical investigation of new drugs, expedite review, reduce backlogs, and 
establish a schedule to bring the agency into compliance with the time periods 
specified in the bill by July 1, 1988. FDA also would be required to prepare 
and publish for comment in the Federal Register, an annual report providing 
information about the agency's performance re: compliance with these 
performance standards. 

• FDA needs to have clear performance goals and it should be held accountable 
for meeting those goals, but FDA needs the flexibility to respond to changing 
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conditions and emerging issues. The outcome of S.1477 is micromanagement 
of how the agency will meet the requirements set forth in the bill. In addition, 
the deadline established to come into compliance is too brief. The rigidity of 
the bill will increase significantly the number of petition denials. 

Sec. 104. Interagency Collaboration 

Section 104 requires FDA to implement programs and policies that will foster 
collaboration between FDA, NIH, and other science-based agencies to enhance 
scientific expertise. The policies underlying this provision are beneficial. 

Sec. 105. Information Systems 

• Section 105 requires FDA to establish a system to track the status and progress 
of each application. The system must permit access by the applicant. 

• This section raises concerns re: protecting the confidentiality of applicant 
information. In addition, there are resource implications re: set-up and 
maintenance. 

Sec. 106. Policy Statements * 

• Section 106 requires FDA to develop a procedure governing the development 
and use of all policy statements of general applicability that provide guidance. 
The procedure must provide an opportunity for affected persons to participate 
in the development/continued use both before and after adoption. It also 
requires FDA to establish a procedure for the periodic compilation and 
publication of all policy statements of general applicability. 

• In connection with a citizen's petition filed by the Indiana Medical Device 
Manufacturer's Council, Inc. (IMDMC), FDA has been looking at ways to 
improve the procedures governing the development and use of guidance 
documents. In the March 7, 1996 Federal Register, FDA published a notice 
soliciting comment on these issues. FDA is seeking an approach that 
addresses concerns regarding adequate public participation but does not make 
it impractical for the agency to continue making guidance available in a timely 
fashion. This approach has been applauded by many industry attorneys and 
appears to have the support of the IMDMC petitioners. 
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This section, as drafted would require FDA to provide an opportunity for 
affected individuals to participate in the development of most guidance before 
it is implemented. Under present and expected future budget constraints, FDA 
would have to choose between: (1) shifting resources from consumer 
protection programs and product review to developing policy under the 
procedures required in this section or (2) not expending resources to develop 
policy including that designed to facilitate marketing of new products. FDA 
anticipates, and believes that industry would agree, that not all guidance 
warrants the same amount of public input before implementation. This could 
delay policy decisions. 

Sec. 107 Scientific Review Groups 

The provision restricts FDA flexibility in its use of advisory committees (e.g., 
requires (rather than recommends) that chair have X amount of experience). 

Section 904(c)(1) (Scope) permits advisory committees to set their own 
agendas. However, FDA must have the ability to put specific issues of 
concern before advisory committees. 

Section 904(c)(2) (Nonvoting Members) requires advisory committees to 
include non-voting industry and public representatives. Non-voting members 
should not attend closed meetings and should not receive confidential 
information. 

Section 904(d)(1) requires FDA to provide advisory committee materials to the 
affected sponsor. That material often consists of other sponsor information, 
which is confidential. Therefore, FDA would no longer be able to give that 
information to an advisory committee. 

Section 904(e) (FDA Actions) requires FDA to make a final determination 
within 60 days of an advisory committee recommendation. This assumes that 
all matters presented to advisory committees are susceptible to "final" 
determination. This is not always true. A better approach might be to require 
an update letter from the relevant FDA division within 60 days of the advisory 
committee meeting. 

Sec. 108. Appeals within the FDA * 

• Section 107 requires FDA to establish, by regulation, an appeals system. It 
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permits individuals to request scientific review group evaluation of any 
significant scientific issue pending before the agency. Section 107 provides 
that "any" decision can be appealed. Moreover, it appears to be a process 
without an end (i.e., each appeal in him could be appealed). As a final step in 
the appeals process, section 107 permits individuals to request a costly 
scientific review group evaluation of any significant scientific issue pending 
before FDA. 

FDA has procedures for appeals. Some are general and many are specific to a 
particular situation. This section would require FDA to develop yet another 
appeals process that may not fit all issues and may not be necessary. 

FDA has established an agency working group to address the consistency and 
adequacy of the agency's appeal process. This agency review will determine 
what changes are needed to make FDA's appeals process more effective and 
efficient for the agency and industry. 

The issues that may be referred to a scientific review group include staff 
decisions on applications and may also include inspectional finding decisions 
made by the FDA field staff. It could literally encompass hundreds of 
decisions made by agency staff everyday. This could result in a significant 
drain on FDA advisory committee resources. Currently, less costly and less 
time-consuming approaches are used by the agency. If individuals request the 
costly and time-consuming scientific review rather than the less costly process 
now used by individuals when they disagree with an agency decision, FDA 
would have to shift resources from consumer protection programs and product 
review to resolve issues that have been handled in a less costly manner. 

The section 907(d) 60 day timetable for final determination is problematic. 

Title H. EXPEDITED ACCESS TO PRODUCTS FOR 
SERIOUSLY ILL PATIENTS 

Sec. 201. Short Titie 

Sec. 202. Access to Unapproved Therapies ** 

Section 202 authorizes sponsors of investigational new drugs and devices, 
including diagnostic products and products for monitoring a condition or 
disease, to make these products available to individuals with a serious disease 
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or condition, an immediately life threatening or seriously debilitating disease 
or condition, or any other condition designated by FDA if there is no 
comparable or satisfactory alternative therapy, the risk from the product is not 
greater than the risk from the disease or condition, and an investigational 
device exemption (IDE) or an investigational new drug application (IND) is in 
effect. 

This provision is an expansion of what FDA already does. Much of what this 
section seeks to accomplish is probably acceptable. Expanded access, 
however, should not be allowed to interfere with trials to establish safety and 
efficacy. Unlimited access would lead to this. At the very least, there should 
be a requirement for active pursuit of testing. 

Sec. 203. Expanding Humanitarian Use of Devices ** 

• In 1990, Congress passed the humanitarian use device exemption (HUD) to 
encourage the discovery and use of devices intended to benefit patients in the 
treatment and diagnosis of diseases or conditions that affect a relatively small 
number of individuals. Section 203 amends the HUD provision (section 
520(m)) to require a decision on an HUD exemption request within 30 days. 
It also eliminates the current provision that limits the duration of an exemption 
and eliminates the requirement for regulations prior to implementation. 

• FDA was directed to issue regulations to implement the HUD exemption when 
it was added to the Act. FDA issued a proposed humanitarian use devices 
regulation on December 21, 1992. The proposal, which sought to implement 
the HUD exemption by amending the investigational device exemption 
regulation, met with considerable criticism from industry. In comments to the 
proposal, industry argued that the HUD exemption was meant to provide for 
marketing status rather than an expansive IDE. FDA agrees with the 
comments and is planning to issue (as a final rule) a regulation that grants 
temporary (but renewable) marketing status for HUDs and that provides 
incentives for the sponsor to collect data post marketing with the goal of 
meeting the regular statutory safety and efficacy requirements. FDA expects 
to issue final regulations by June 1996. 

• The 30 day time frame in the bill is not realistic. It does not allow enough 
time to do a credible job of assessing a HUD application. 
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Sec. 204. Expediting Approval of New Drugs, Biologies, and Medical Devices for 
Serious Conditions *** 

• Section 204 would reduce, from six months to four months, the time FDA has 
to review applications for (1) drugs or biologies for an immediately life-
threatening serious disease or condition that provides therapy or diagnosis not 
available or offers significant improvement over currently available therapy 
and (2) devices for a life threatening disease or condition, a seriously 
debilitating disease or condition, or for any other serious disease or condition 
that provides therapy or diagnosis not available from another approved device 
or offers a significant improvement over another approved device. 

• This clearly is a difficult task for an application of any substantial size. FDA 
is not yet able to regularly review prescription drug applications in six months. 
There is no question that the four month time frame would make it impossible 
in all but the rarest circumstances to have drugs or devices considered by an 
advisory committee. The only conceivable way to meet these requirements is 
to have substantial pre-submissions of various parts of the data set. 

Title m. REVITALIZING THE INVESTIGATION OF NEW PRODUCTS 

Sec. 301. Short Title 

Sec. 302. Timely Review and Reasonable Data Requirements for Clinical research on 
Drugs and Biological Products ** 

• Section 302 requires written notification of clinical hold within 30 days — 
precludes telephone calls. This would allow less time to review because a 
letter has to be drafted. What about a call within 30 days followed by a letter 
within X days? 

• New Section 505(i)(3) limits FDA's ability to place ongoing investigations on 
clinical hold. 

Sec. 303. Timely Review and Reasonable Data Requirements for Clinical Research and 
Devices * 

• Section 303 amends section 520(g) to permit developmental changes in devices 

-6 -



DRAFT 

under investigational device exemptions in response to information collected 
during an investigation without additional approval if the changes are not a 
significant change in design or basic principles of operation. This generally is 
FDA's policy, but if this provision would prevent FDA from requiring data 
when it believes that the significant changes have been made, it would be 
problematic. 

This section also would permit changes to clinical protocols that do not affect 
the validity of the data so long as such changes do not affect any patient 
protection provisions of the protocol. The problem is that you may not know 
if the validity of the data will be affected until the study is completed. 

Sec. 304. Collaborative Research Design 

• Section 304 authorizes any sponsor of an investigation to request a meeting 
with FDA to review the design of one or more protocols for the preclinical or 
clinical testing of a drug or device. The section further provides that a 
protocol shall be designed so that the fewest number of patients and procedures 
necessary to obtain data necessary for the approval of a new drug, biological 
product, or device are required consistent with public health and safety. The 
Secretary must meet within 30 days and provide a written review of the 
proposal. Any agreements reached may be changed in writing by mutual 
consent. Unilateral changes may be made by the sponsor if the change is not 
one that would require FDA approval under the applicable regulations. 
Unilateral changes may be made by FDA only if the Office Director makes 
such changes in writing and specifies the basis and demonstrates a substantial 
public health reason. The provision also authorizes panel review of 
disapproval of protocols and FDA unilateral modifications. 

• The written review within 30 days is a resource problem. Also, industry 
wants the reviewer with whom they worked on an IND to be the reviewer of 
the NDA. These requirements preclude that possibility. 

Title IV. EFFICIENT, ACCOUNTABLE, AND FAIR PRODUCT REVIEW 

Sec. 401. Reference 
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Sec. 402. The Content and Review of an Application 

• Section 402 requires the Commissioner to (within 60 days of the date of 
enactment) establish a mechanism to ensure fair and consistent application of 
filing requirements. 

• It further requires FDA to, within 60 days of a request, provide binding 
written classification of a product. If the Secretary does not provide the 
statement within 60 days, the classification designated by the requestor shall be 
final. The 60 day clock should start to run only after FDA has had an 
opportunity to review a request for designation and determine if it has 
sufficient information in the request to render a judgment. (This is codified in 
the current law and has been working well.) If the proposal is implemented as 
written, sponsors could select the Center with little or no experience in the 
product area under consideration. 

Sec. 403. Contracts for Expert Review 

• Section 403 authorizes FDA to contract with outside organizations or 
individuals. 

• The provision directs FDA to use this authority to improve the efficiency and 
review of applications for food additives and devices. FDA, however, retains 
full authority to make determinations with respect to approval or disapproval 
of any product. 

• The provision requires FDA to report to Congress on the use of third parties. 
Such report must include an evaluation of the extent to which contracting 
improves the efficiency of review and the expertise available to the agency. 

Sec. 404. Prompt and Efficient Review *** 

• Section 404 requires FDA to establish procedures and policies to facilitate a 
collaborative review process with the applicant. 

• Section 743(b)(2) (requiring meetings unless both sponsor and FDA say 
unnecessary) will slow down review process. A major goal should be to 
complete review. If time permits, these kinds of interactions can and do 
occur. 
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Section 743(b)(4) essentially cuts the already unrealistic review period in half 
by requiring FDA to provide applicants with a letter describing the petition 
deficiencies at the meeting. Reviewers will not know all deficiencies at this 
point. One possible fix might be to require FDA to identify deficiencies 
identified to date. 

Section 743(c) provides that if FDA fails to meet a time frame on a product 
application and the product offers a significant improvement over existing 
approved products, or in the case of a food additive has the potential to make 
foods more wholesome and contribute to a healthier diet and such product has 
been approved for marketing in the EU or UK marketing requirements, at the 
request of the applicant FDA must within 30 days either approve or disapprove 
the application. 

Section 743(c)(2) permits a person whose application has been disapproved 
under new section 743 (c)(1) to appeal that decision. 

Section 743(d) provides for outside review if in any fiscal year FDA fails to 
meet the statutory time frame for 95% of the applications in a particular 
category. As written, it deems a product approved when the third party 
determines that it should be approved, but then directs FDA to approve or 
disapprove the petition within 60 days. (We have been told that the "deemed 
approved" language was a drafting error.) 

Sec. 405. Good Manufacturing Practice Inspection 

• Section 405 permits FDA to accredit organizations to conduct inspections to 
evaluate manufacturers' compliance with requirements for GMP. 

• The reporting of all inspectional findings, rather than just significant 
deviations, may be a disincentive for manufacturers to participate in the 
voluntary third party certification program. 

• There is no discussion of reasonable costs. This is particularly important re: 
foreign inspections. 

• The bill should have escape clause language stating that FDA is not bound to 
accept the third party assessment, but may make an independent decision that 
includes the third party assessment or not. This is particularly important if 
revocation always requires an informal hearing as suggested in section 744(d). 
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Conflict-of-interest issues must be considered when organizations and 
individuals from outside of the agency become involved in the agency 
decision-making process. Agency fimds saved from not having FDA staff 
conduct the inspections will have to be used to ensure there are no conflict-of-
interest problems from those outside the agency who will conduct the 
inspections. If a problem does arise from a concern over conflict of interest, 
even more agency funds will be necessary to resolve it. 

Sec. 406. Environmental Impact Review 

• Section 406 eliminates the requirement to prepare an environmental analysis 
unless the relevant office director demonstrates a probability of substantial 
impact. 

• As part of REGO, FDA will be proposing amendments to revise its National 
Environmental Policy Act procedures to provide for additional categorical 
exclusions for classes of actions that do not individually or cumulatively 
significantly affect the environment. 

Sec. 407. Information Dissemination and New Use Approval *** 

• Off-label promotion. Doctors are free to prescribe drugs for uses that have 
not been approved by FDA. Under current law, doctors are free to rely on 
journal articles and other information in making these prescribing decisions, 
but regulated companies may not use journal articles or other types of 
information about unapproved uses to promote those uses of their products. 
Section 407 would allow companies to distribute journal articles and other 
types of information (such as textbook chapters, continuing medical education 
program materials, and compendial information relating to uses recognized for 
purposes of third party coverage or reimbursement) to promote unapproved 
uses. 

This provision undercuts the efficacy standard. It allows manufacturers to 
promote uses that have not been proven safe and effective. There are a 
number of examples of off label uses that resulted in disastrous consequences. 

Moreover, although the stated purpose of the provision is dissemination of 
information, its effect will be less information because it will leave little 
incentive for companies to do scientific research and have new uses reviewed 
by FDA (in fact, there would be a disincentive because FDA might determine 
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that the new use is not supported by the evidence). 

In addition, manufacturers could selectively choose which studies they want to 
publish and thus, skew the information that is provided regarding off label 
uses. Even if both positive and negative articles are published, companies 
would have little incentive to provide physicians with balanced information. 

None of the sources of information that the bill would allow companies to 
distribute has procedures that confirm the validity of the data and information 
contained therein. For example, not even the peer review process, which is 
meant to ensure that the reader is provided with sufficient detail and clarity, 
can guarantee the correctness, authenticity, or clinical importance of an article, 
nor can it detect fraudulent or flawed research. 

Sound medical practice. Section 407 would establish a new process for 
approving new uses of existing drugs and devices that would completely 
bypass the approval process. It would establish a procedure for recognizing 
new uses based on medical practice. The bill provides that if an off-label use 
has existed for five years, is "common" among experienced clinicians, and is 
reasonably based on experience and other confirmatory evidence, that use 
could be included in the product's labeling. This provision moves us away 
from the accepted scientific standard of evidence and could perpetuate 
inappropriate, unproven, and ultimately unprovable medical practices. 

Sec. 408. Effectiveness, Outcome, and Cost-Effectiveness Standards * 

• Section 408 provides that the determination of effectiveness cannot include the 
evaluation of relative effectiveness, cost effectiveness, or clinical outcomes, 
unless the labeling references such, or any use not included in the labeling. 

• With respect to relative effectiveness, there are instances when the testing of a 
new product involves testing versus another treatment rather than versus a 
placebo. Use of a placebo would be unethical. Here relative effectiveness is 
the only thing that can be considered. 

Sec. 409 Definition of a Day for Purposes of Product Review 

• For purposes of reviewing a submission, section 409 defines the term "day" to 
mean a calendar day in which FDA has responsibility to review such a 
submission. FDA has no responsibility to review a submission before it has 
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been filed or after it has been filed during any period between the date of 
mailing to the sponsor any letter setting forth deficiencies and the date of 
receipt of a full and complete response to such deficiencies. 

Sec. 410 Alternate Approval of Supplemental Applications ** 

• Section 410 amends section 505(b) by adding a new paragraph that provides 
that in the case of an efficacy supplement, the reports required by paragraph 
(1)(A) may consist entirely of information published in independent peer-
reviewed scientific and medical literature if the proposed condition of use 
relates to treatment of a life-threatening disease. 

• Although FDA has, on occasion, relied on studies published in journal articles 
to approve an efficacy supplement, this is not and should not be the general 
rule - regardless of the indication. The presumption should be that well-
controlled studies are needed. As set forth under section 407, there are a 
number of problems with relying on journal articles. 

Sec. 411 Pediatric Studies Marketing Exclusivity * 

• Section 411 provides a 6 month marketing exclusivity for approved 
applications with pediatric studies submitted by an applicant. 

• It is important to provide incentives for conducting pediatric studies. 
However, a 6 month exclusivity in many cases may be too generous an 
incentive. 

• There are a number of other problems with this provision , which we 
understand that Senator Kassebaum has agreed to address. 

Sec. 412 Notifications for Device Market Clearance 

• Section 412 makes language change to section 510(k). The change is 
incomprehensible. 

Title V. DRUG, BIOLOGICAL PRODUCT, AND DEVICE EXPORT REFORM 

Sec. 501 Short Title 
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Sec. 502 Export of Drugs and Devices * 

• Section 502(a) amends 801(d) to permit the importation of compohents, parts, 
or accessories of a drug, biological product, or device, including a drug in 
bulk form, provided such components, parts, or accessories will be exported 
from the United States in accordance with section 801(e), section 802, or 
section 351 of the Public Health Service Act. The provision is problematic in 
that such products may be diverted into domestic commerce. In addition there 
is concern that certain biologies (e.g., blood) brought into the U.S. under this 
provision could contaminate products intended for domestic commerce. 

• Section 502(a) amends section 801(e)(1) to permit the export of unapproved 
new animal drugs provided the section 801(e)(1) (A) through (D) requirements 
are met. This is generally consistent with REGO. The bill should not permit 
the exportation of unapproved new animal drugs that have been banned in the 
U.S. 

• Section 502(b) amends Section 802 to relax the export requirements that 
currently exist for unapproved new drugs. Section 802(b) provides that human 
drugs (including biologies) or medical devices that are not approved in the 
United States may be exported to a defined list of counties provided that the 
product complies with the laws of the importing country and has a valid 
marketing authorization in that country. Section 802(b) further provides that a 
product that is approved by one of the defined countries may be exported to 
any country, provided that the product complies with the laws of the importing 
country. 

Section 802(c) provides that export would also be allowed to another group of 
countries that have adequate regulatory systems in place to protect the health 
of their citizens. GAO, in consultation with FDA and others is directed 
develop a list of such counties and recommended criteria for additions and 
subtractions to the list. 

Section 802(d) sets forth the safeguards for exporting unapproved drugs and 
devices pursuant to section 802. 

New section 802 is generally consistent with REGO. Technical amendments 
are needed. 
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Titie VI. DRUG AND BIOLOGICAL PRODUCT REGULATORY REFORM 

Sec. 601. Short Tide 

Sec. 602. New Drug Approval Standard ** 

• Section 602 provides that substantial evidence may consist of data from one 
well-controlled clinical investigation and confirmatory evidence (obtained 
either before or after such investigation). 

• The intent/effect of section 602 is unclear. It may lower the effectiveness 
requirement ~ from requiring two well-controlled studies to requiring, at most, 
one. The provision is extremely problematic if it would prohibit FDA from 
requiring more than one well-controlled trial when necessary. Ordinarily, 
replicated evidence is expected but the Secretary, in particular circumstances, 
may rely on a single well-controlled trial. Language to indicate that one study 
is sufficient in certain circumstances (such as where the data is replicated 
through a multi-center study) would be acceptable. 

Sec. 603. Pilot and Small Scale Manufacture 

• Provides that a new drug manufactured in a pilot or other small facility may be 
used to demonstrate the safety and effectiveness of the product and to obtain 
approval prior to scaling up to a larger facility unless FDA demonstrates in 
writing and specifying in detail the reasons, after an informal hearing, that a 
full scale production facility is necessary to assure safety and effectiveness. 

• For most drugs, this is currently permitted by CDER and, in fact, is explicitly 
defined/allowed in a guideline that has been harmonized in the US, EU and 
Japan in the ICH process. However, it is not acceptable if it pertains to sterile 
drug products. Adequate sterility assurance is built into a drug or product 
during the manufacturing process. End-product testing (i.e., compendial 
sterility tests) and specifications cannot adequately provide sterility assurance. 
Change from a pilot plan to a larger facility often involves changes in the 
processes and monitoring systems used to control microbial contamination, 
changes in the methods and controls used to sterilize equipment, and, in some 
cases, changes in the processes and controls used to render the product itself 
sterile. Non-sterility of an injectable drug product, for example, can have 
severe adverse consequences for patients, including death. 
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For biologies, under REGO, FDA has issued guidance to clarify its policy on 
licensing small-scale and pilot facilities. 

Sec. 604. Manufacturing Changes ** 

Permits manufacturers of drugs and most biologies to make minor changes in 
manufacturing without prior approval as long as changes are validated and 
records are made available to FDA during inspections. 

This provision undermines the general approach that prior evaluation of 
changes in the manufacture of an approved drug product may be critical to 
assure continued safety and effectiveness in the presence of certain changes in 
the manufacturing process. Prior approval is necessary for certain changes to 
assure that appropriate tests were performed, that the tests are performed 
adequately, that the data from the tests was collected and reported accurately, 
and that conclusions drawn from the data are appropriate. Consider a change 
in the manufacture of a drug product such that an in vivo bioequivalence study 
was necessary to assure the safety and effectiveness of the drug product after 
the manufacturing change, i.e., that the product after the change was 
bioequivalent to the product prior to the change. 

FDA already has undertaken to reduce the number of manufacturing changes 
that require pre-approval. 

CDER is working diligently with industry to delineate a series of science-based 
recommendations for the tests and filing requirements when change occurs in 
the manufacture of an approved new drug. The first of this series is a 
guidance termed SUPAC-IR, which is intended to provide guidance for 
immediate release (IR) solid oral does forms. Further guidance documents are 
planned for other types of new drug dosage formes, to include extended 
release solid oral dose forms, liquids and semisolids, and well-characterized 
biotechnology products. 

CBER has created a reporting process tailored to the severity and complexity 
of manufacturing changes. Less stringent reporting requirements will apply 
when changes do not pose demonstrable effects on product purity, potency, or 
safety ~ or when changes are readily amenable or on-site scrutiny during 
routine inspection of the production facility. 

CVM is taking steps towards revising its regulations to ease the process of 
submitting and reviewing manufacturing changes by better categorizing the 
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types of manufacturing changes, better characterizing the procedures for 
handling changes, and more appropriately correlating submission and review 
procedures with the particular categories of changes. 

Sec. 605. Insulin and Antibiotics 

• Repeals requirements for lot and batch verification. This is consistent with 
REGO. 

Sec. 606. Biological Products 

• Section 606 would regulate well characterized biologies as drugs. 

• FDA is moving towards a single application without changing the PHS Act. 

Title VII. DEVICE REGULATORY REFORM 

Sec. 701. Short Title 

Sec. 702. Premarket Notification (see notations on individual provisions) 

* • Section 702(a) exempts all class I devices from prior FDA review. It also 
requires FDA to publish a list of Class n devices that do not require premarket 
notifications within 30 days of enactment. After publication, anyone may 
petition for exemption of a class II device. 

• Re: Class I devices: FDA has already exempted 572 class I devices from 
premarket notification. Many of the 216 devices that FDA has not exempted, 
were not exempted for public health reasons. For example: 

1. FDA needs to review tests on the technical performance of hearing aids 
to ensure that they function as intended. 

2. Rebreathing devices are used as components within certain anesthesia 
machines, volume ventilators and resuscitation devices. Certain 
rebreathing devices have been directly related to death, serious injury, 
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* * 

* * * 

* * * 

and serious illness resulting from complications caused by their design, 
performance etc. 

3. Patient examination gloves have a significant history of defects such as 
hole not readily detected by the user. This in unacceptable for a device 
that is important in the prevention of HIV and other blood bome 
diseases. 

Re: Class II devices: Giving FDA the authority to exempt class II devices 
from 510(k) requirements via a streamlined process would be beneficial. 
However, the time frames proposed are too short and it should not be limited 
to a one time exercise. Under REGO, FDA has probably already identified 
most of the devices that would be candidates for exemption, so this provision 
may not result in greater numbers of existing class n devices being exempted. 

Section 702(a) would prohibit the Secretary from withholding a 510(k) decision 
because of failure to comply with any provision of the Act unrelated to a 
substantial equivalence decision. There is a need to maintain an appropriate 
510(k)/GMP linkage. 

Section 702(b) would permit 510(k) submitters to request advisory committee 
review of classification decisions prior to final classification. This is a 
workload issue. The timeframes for panel meetings are unrealistic. 

Section 702(c), the substantial equivalence provision, would specify that each 
use included within a general use for a predicate device be deemed a legally 
marketed use for purposes of premarket notification. This would allow a 
device originally marketed for one clinical indication to later be marketed for 
other indications, even high risk ones. Suppose, for example, that a cardiac 
catheter were originally approved for mapping the electrical activity of the 
heart. After it is on the market, it is offered for a new use: to save lives by 
preventing a fatal disturbance of the heart rhythm. Under the bill, it is 
unlikely that FDA would be able to ask for data showing whether the catheter 
worked to save lives or was just a costly and failed false hope. Even worse, if 
the catheter were to work some of the time, in some kinds of patients, there 
would be no assurance of clinical data, independent review, or accurate 
labeling to help doctors sort out who are those patients where it is most likely 
to work, or most risky. The effect of this provision is to virtually eliminate 
approval of devices for specific uses. 

Section 702(d) — device modification-- would eliminate FDA's role in assuring 
that modifications made to a product do not adversely affect its safety and 
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effectiveness. Under the bill, unless the manufacturer's own data shows the 
safety and effectiveness were to diminish, FDA could not require data on the 
modified product. Thus, changes to biomaterials, power sources, and control 
mechanisms would be permitted and FDA would not see data. This provision 
creates an enormous loophole to the 510(k) requirement. 

Sec. 703. Medical Device Approval Standards ** 

• Section 703 would require the agency to accept "retrospective or historical 
clinical data as a control or for use in determining whether there is a 
reasonable assurance of effectiveness of a device if sufficient valid data are 
available and the effects of the device on the cure, mitigation, treatment, or 
prevention of a disease are clearly defined and well understood." FDA may 
not require clinical trials using prospective concurrent controls unless (i) such 
controls are scientifically necessary and ethically feasible, the effects of the 
device are not clearly defined and well understood, and retrospective or 
historical data are not available; or (ii) such controls are necessary to support 
specific marketing claims 

• This provision shifts the burden. The presumption should be that the "better" 
studies are required unless the sponsor can show why the "lesser" studies are 
sufficient. 

• The provision also amends section 513(a)(3) to add paragraph (E), which states 
that FDA may not require prospective concurrent controlled trials for a 
modification of an approved device if the modification does not "substantially 
affect a reasonable assurance of safety or effectiveness and the modified device 
has the same intended use and is intended for substantially similar patient 
populations as the approved device. This provision is similar to FDA's 
current regulations (21 C.F.R. § 814.39). The regulation language is 
preferable. 

Sec. 704. Tracking * 

• Section 704 amends the device tracking provision to require a regulation for 
imposing a tracking requirement, limits their applicability to class n and HI 
devices, changes the criteria for a tracking requirement, and eliminates FDA's 
discretion to apply the provision to "any other device." 

• Issuing a new regulation for each new tracking requirement will be difficult. 
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The provision eliminates the "discretionary" category, which now includes 
infusion pumps, breast implants, and other silicone related devices. 

The provision would be more acceptable if it retained the discretionary 
category for tracking or it changed the "would be life threatening" language to 
"would be reasonably likely to have serious adverse health consequences." 

Sec. 705. Postmarket Surveillance ** 

Section 705 eliminates the old discretionary category and makes the old 
mandatory category discretionary. 

The problem with the change is that it only permits FDA to require postmarket 
surveillance for devices "first introduced or delivered into interstate commerce 
after January 1, 1991." The date restriction should be eliminated. 

Sec. 706. Device Distributor Reporting 

• Section 706 would eliminate distributor reporting and would eliminate all 
reports of removals and corrections (recalls) of devices. 

Sec. 707. Premarket Approval ** 

• Section 707 includes unrealistic timeframes. By requiring FDA to within 90 
days meet with companies and present a description of deficiencies in the 
application and "what information is required to bring the application into a 
form that would require approval" it is requiring FDA to do a comprehensive 
review in one half the current statutory timeframe. It also would require FDA 
to use advisory panels much more often than is currently necessary. The 
provision would require panels to convene much more often than is possible. 

• The provision also requires FDA to revise its regulations to eliminate PMA 
supplements for manufacturing and other changes that do not relate to safety 
and efficacy. 
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Sec. 708. Device Performance Standards * 

• This provision requires FDA to recognize performance standards of certain 
standard setting organizations set forth in the statute and to establish a 
procedure to certify additional organization. The provision requires FDA to 
recognize all standards adopted by a designated standard setting organization, 
but it may revoke recognition of a performance standard if it determines that it 
is insufficient to provide a reasonable assurance of safety and effectiveness. 

• The concept of greater regulatory use of consensus standards is supportable. 
However, there are a number of problems with the provision as drafted. For 
example, FDA should have the authority to decertify any standard setting 
organization — e.g., even those organizations recognized by the statute, not 
just those that FDA has certified. FDA also should have authority to decide 
which standards it will recognize. FDA cannot publish or provide copies of 
performance standards because they are protected by copyright laws. 
Companies should not be permitted to self-certify compliance with recognized 
standards. Even the EU requires third party certification. 

Title Vm. ANIMAL DRUG APPROVAL STANDARDS 

Sec. 801. Short Title 

Sec. 802. Evidence of Effectiveness * 

• Section 802(a) amends Section 512(d)(3) of the FDC Act to redefine the 
"substantial evidence" criteria that currently must be met to establish efficacy. 
Pursuant to revised section 512(d)(3), field investigations will be required 
"where appropriate." 

• Section 802(b) amends Section 512(d) to list factors to be considered by CVM 
when approving combination drugs. The concepts in this provision are 
supportable, but technical amendments should be made to ensure that 
appropriate factors are considered. 

Sec. 803. Limitation of Residues 

• Section 803 amends section 512(d)(1)(F) to permit dose ranges, with endpoints 
based on human and animal safety, to be used on animal drug labels. This 
would eliminate the requirement that CVM approve an optimal dose, the 
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minimum dose at which there is a maximum effect for the particular 
indication. The provision is supportable. 

Sec. 804. Adulterated Drugs * 

Section 804 gives authority to the Secretary to adopt CGMP regulations that 
are appropriate for animals other than man. 

Currently the same CGMP regulations apply to both human and animal drugs. 
The bill would require the agency to issue duplicative regulations that cover 
only animal drugs. FDA already has authority to issue specific CGMP 
regulations for animal drugs where there is a need for regulations that are 
different than those required for human drugs. CVM has scheduled a 
workshop to address the issue as to whether or in what instances animal drug-
specific CGMP regulations are needed. 

Sec. 805 Veterinary Feed Directives 

Section 805 adds new section 504, which provides statutory authority for a 
new class of animal drugs intended for use in animal feed that would be 
restricted to use in accordance with a "veterinary feed directive." This new 
class is needed because certain animal drugs administered through an animal's 
feed can only be approved for use under a veterinarian's supervision and thus, 
cannot be sold over the counter. The regulation of most animal feeds under 
traditional prescription systems is not practical. 

Sec. 806 Timeframe for Approval ** 

• Section 806 cuts the timeframe for approval of new animal drug applications in 
half (from 180 days to 90 days). The 90 day timeframe is unrealistic. 

The FoUowing REGO Related Provisions Should be Added: 

Feed Mill Licensing 

Would substitute site licensing for medicated feed applications that currently 
are required to be submitted by feed mills for individual medicated feeds. The 
proposal would save both agency and industry resources. 
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Import Tolerances for Veterinary Drug Residues in Food 

Would provide FDA specific legislative authority to establish import tolerances 
to allow importation of food from animals treated with drugs not approved in 
the U.S. rather than requiring companies to seek approval of the drug's use in 
the U.S. The establishment of import tolerances would alleviate the 
unnecessary burden and cost of obtaining unnecessary new animal drug 
application approval for drugs that are not manufactured and used in the U.S. 
without compromising food safety. 

Title IX. FOOD REGULATORY REFORM 

Sec. 901. Short Title 

Sec. 902. Indirect Food Additives ** 

• Section 902 purports to create a notification system for indirect food additives. 

• The process for indirects created by section 902 is not a true notification 
system because FDA is required to act by regulation to "approve" a 
notification and may not simply permit a "notified substance to go on the 
market. Because the bill calls for a regulation for each notification, it is not a 
true notification, but is a petition review process with a 90-day timeframe. 

NOTE: A new version of the bill probably will be distributed next week. 

AS1477.COM 

- 22 -



0\RDB\RDB96.118 S M M ^ U A ^ ^ X - O ^ T - * -
 S I - r 

AMENDMENT N O ^ / 7 Calendar No. 

Puiposc: To provide for the uniformity of Federal, State, 
and local requirements respecting nonprescription drugs 
intended for human use. 

EN THE SENATE OF THE UNITED STATES—104th Cong., 2d Sess. 

S. 1477 

To amend the Federal Food, Drug, and Cosmetic Act and 
the Public Health Service Act to improve the regulation 
of food, drugs, devices, and biological products, and for 
other purposes. 

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENT intended to be proposed by Mr. GREGG 

Viz: 

1 On page 64, between lines 7 and 8, insert the 

2 following: 

3 SEC. 608. STATE AND LOCAL REQUIREMENTS RESPECTING 

4 NONPRESCRIPTION DRUGS INTENDED FOR 

5 HUMAN USE. 

6 Chapter V (21 U.S.C. 351 et seq.) is amended by 

7 inserting after section 522 thc following new section: 
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1 "SEC. 523. STATE AND LOCAL REQUIREMENTS RESPECTING 

2 NONPRESCRIPTION DRUGS INTENDED FOR 

3 HUMAN USE. 

4 "(a) IN GENERAL.—Except as provided in subsection 

5 (b), no State or political subdivision thereof may establish 

6 or continue in effect any requirement relating to thc regu-

7 lation of a drag intended for human use that is not subject 

8 to thc requirements of section 503(b)(1) which is different 

9 from or in addition to, or which is otherwise not identical 

10 with, a requirement of this Act or the Fair Packaging and 

11 Labeling Act, and the administrative implementation 

12 thereunder. For purposes of this section, a requirement 

13 relating to the regulation of such drug shall be deemed 

14 to include any requirement relating to the subject matter 

15 in any provision of this Act, the Fair Packaging and La-

16 bcling Act, and any requirement relating to the dissemina-

17 tion of information in any manner about such drag, but 

18 shall not include any requirement relating to the dispens-

19 ing of a drug only upon prescription of a practitioner li-

20 censed by law to administer such drug. 

21 "(b) EXEMPTION.—Upon application of a State, the 

22 Secretary may by regulation, after providing notice and 

23 an opportunity for written and oral presentation of views, 

24 exempt from thc provisions of subsection (a), under such 

25 conditions as thc Secretary may impose, a proposed re-
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l > ^ f L AMENDMENT NO. _ Calendar No. 

v^ -^cnru p l i r n o s 0 . To in wide for a substitute amendment. 

.- v. I N T H E S E N A T E OF THE UNITED STATES—104th Cong., 2d Sess. 

jjjLkjulcx^ g 1477 

A ^ J J ^ T ^ r^0 a m e , K i the Federal Food, Drug, and Cosmetic Act and 
the Public Iletilth Service Act to improve the regulation 
of food, drugs, devices, and biological products, and for 
other purposes. 

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on tlie tabic and to be printed 

A.MIOND.MKXT I N THE NATI 'RE OF A SUBSTITUTE intended 
to be proposed by MI-S.KASSERAU.M 

Viz: 

1 Strike all after the enacting- clause and insert the fol-

2 lowing: 

3 SECTION 1. SHORT TITLE. 

4 This Act may be cited as the "Food and Drug Ad-

5 ministration Performance and Accountability Act of 

6 !<)%". 

7 SEC. 2. TABLE OF CONTENTS. 

b 1 lu- tahlc of contents for tins Act is as foOws: ^ _ , v 

S r r . 1 . S l l l i H l i l l c . 

Sec. 2. Tjllilc ol' ciiiilcills. . — z 

s.r. :;. l;.-ioivii,-cs. j U^My, Ljl\ 
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T I T L E 1—MISSION AND ACCOUNTABILITY 

Sec. 101. Short title. 

Sec. 102. The missidti of flu- Food ;m<! Dnifr adininistriltion. 
Sec. }03. IVi-roniijiiico staiKlitnls iind iv\-ii'\v. 
Sec. 104. Iiik'nifri'iicy colliilxuMtion. 
Sec. 105. Infonnation system. 
Sec. l()(i. Policy statements 
Sec. 107. Scientific review pronps. 
Sec. 108. Appeals within the Food and Dnip adnunistration. 

TITLE I I—EXPEDITED ACCESS TO PRODUCTS FOR SERIOUSLY 
I L L PATIENTS 

Sec. 201. Short title. 
Sec. 2()'2. Access to unapproved therapies. 
Sec. 203. Expandinp huinanitarian use of devices. 
Sec. 20-1 Expcditinp approval of now diups, biolopics. and medical devices for 

serious conditions. 

T ITLE III—REVITALIZINCJ THE INVESTIGATION OF NEW 
PRODl'CTS 

Sec. 301. Short title. 
Sec. 302. Timely review and tvasonahle data re()iiireiiH'nts for clinical i-eseaich 

on dnips and hiohipical pi-oducts. 
S'c. 303. Timely review and roasonahle dat« requirements foi- clinical research 

on devices. 
S'c 304. Collalxirativc i-esearcli desifrn. 

TITLE IY—EFFICIENT, ACCOUNTABLE. AND FAIR PRODUCT 
REVIEW 

Sec. 401. Short title. 
Sec. 402. The content and review of an application. 
Sec. 403. Contracts for exjwit review. 
Sec. 404. Prompt and efficient review. 
Sec. 40"). Good manufacturing practice inspection. 
Sec. 40ii Euvironmenlal impact review. 
Sec. 407. Information exchange. 
Sec 40S. Effectiveness, outcome, and cost-effectiveness .standards. 
Sec. 409. Definition of a day for purposes of product review. 
Sec. 410. Alternative approval of supplemental new drug applications. 
See. 411. Pediatric studies marketinf; •exclusivity. 
Sec. 412. Notifications for device market clearance. 

T I T L E Y—FOOD AND DRUG EXPORT REFORM 

S-c. r>01. Short title, refeivnee. 
S'c. ")02. Export of drups and devices. 
S'c. .->03. IVohihiicd act. 
Sec. ")(I4. Partially processed biolopieal products. 

TITLE Y l — D R l ' ( i AND BIOLOGICAL PRODUCTS REGl'LATORY 
REFORM 

S,..-. ( i d l . S|,mi l i d . . 

Sc<-. (iOJ. New dmp approval standard. 
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Sec. (iO.i. Pilol >wi\ small scale mnnufaetniv. 
Sec. (iU4. Mamifacliiriiitr cliaiifivs. 
Sec. ()()">. Insulin and antil>iotics. 
Sec (idli. .Modei iii/alioii of rcfiiilalion of liiolofrical producls. 

TITLE VII—DEVICE REGl'LATORY REFORM 

Sec. 701. Shoil title. 
Sec. 702. Pi-emaiket notification. 
Sec. 703. Medieal device approval standards. 
Sec. 704. Tracking. 
Sec. 70o. Postmarket sui-veillance. 
Sec. 7()(). Derice distributor reporting. 
Sec. 707. Pivmarket approval. 
Sec. 708. Device performance standards. 

TITLE Mil—ANIMAL DRUG REGULATORY REFORM 

See. 801. Short title. 
Sec. 802. Evidence of effectiveness. 
Sec. 803. Limitation of residues. 
Sec. 804. Adulterated dings. 
Sec. SOo. Veterinary feed directives. 
Sec. SOti. Timeframes for approval. 

TITLE IN—FOOD REGULATORY REFORM 

Sec. H01. Short title. 

Sec. !)02. Indirect food additives. 

1 SEC. 3. REFERENCES. 

2 Except as otherwise expressly provided, whenever in 

3 this Act an amendment or repeal is expressed in terms 

4 of an amendment to, or repeal of, a section or other provi-

5 sion, the reference shall be considered to be made to a 

6 section or other provision of tlie Federal Food, Drug, and 

7 Cosmetic Act (21 U.S.C. 321 et seq.). 

8 TITLE I—MISSION AND 
9 ACCOUNTABILITY 

10 SEC. 101. SHORT T I T L E . 

11 This title may IK- cited as the "Food and Drug Ad-

12 ministration Regulatorv Reform Act of 1996"'. 
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1 SEC. 102. THE MISSION OF THE FOOD AND DRUG ADMINIS-

2 TRATION. 

3 Section 9()3(a) (21 U.S.C. 393(a)) is amondod by 

4 adding at the end thereof thc following: "The mission of 

5 the Administration is to promote and protect the health 

6 of the American public by— 

y 7 " ( / ) facilitating the rapid and efficient develop-

^ \ 8 ment and availability ot^products subject to its regu-

9 lation; 

10 "(pi) protecting; thc public from unsafe or inef-

11 fective products subject to its regulation; and 

12 "(3) enforcing the applicable statutes and rcgu-

13 lations in a timely, fair, consistent, and decisive 

14 manner.". 

1 5 SEC. 103. PERFORMANCE STANDARDS AND REVIEW. 

16 Section 903(b) (21 U.S.C. 393(b)) is amended by 

17 adding at the end thereof the following new paragraph: 

18 "(3) PERKOKMANCE STANDARDS AND KE-

19 VIEW.— 

20 "(A) l . \ GENERAL.—Within 180 days of 

21 the date of enactment of this paragraph (3). 

22 the Secretan-, after consultation with experts in 

23 the development, clinical investigation, and reg-

24 ulation of drugs, biological products, new ani-

25 inal drugs, devices, and food additives, and rep-

26 resentatives of patient and c^isumcr advocacy 
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1 gi'oiips. health and technology professionals, 

2 and the regulated industries, shall publish in 

3 the Federal Register quantifiable pcrforniance 

4 standards for action by the Administration 

5 on— 

6 "(i) applications or submissions (in-

7 eluding petitions, notifications, or any 

8 other similar form of request) for review of 

9 a protocol, a product investigation, a prod-

10 net approval, a new use approval, a manu-

11 facturing change, a change in labeling, or 

12 any other form of regulatory action relat-

13 ing to the review of a product that is a 

14 new ding, biological product, new animal 

15 drug, device, food additive, or color addi-

-j> .-. •_ ^ 16 tive and that is subject to premarket re-

'/ ~ r J r ; - r ^ 17 view or approval under this Act; and 

- "V" O -
> - - ' 18 "(ii) the scheduling of advisory coni-

19 mittee meetings, and the action taken fol-

20 lowing an advisoiy committee reeommenda-

21 tion, relating to the applications and sub-

22 missions described in clause (i). 

23 "(1>) REYIKW OF PEKFOK.MANCK STAND-

24 Anns.—The performance standards required in 

25 subparagraph (A) sliall be reviewed annually by 
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1 tlie Secretaiy, and after consultation with ex-

2 ])erts in the development, clinical investigation, 

3 and i-egulation of drugs, devices, biological 

4 products, and food additives, and representa-

5 tives of patient and consumer advocacy groups, 

6 health and technology professionals, and thc 

7 regulated industries, may be revised, annually 

8 by the Secretan'. 

9 "(C) AGENCY OBJECTIVES.—Thc perform-

10 a nee standards shall establish objectives for the 

11 Administration that— 

12 "(i) expedite the clinical investigation 

13 of new drugs, devices, and biological prod-

14 nets through closer collaboration between 

15 the Administration and new product spon-

16 sors; , ^ 
o-ch crry/^ cnxy 

^ 17 "(ii) expedite^ applications for new 

' 18 drugs, devices, and biological products— 

19 "(I) for an immediately life-

20 threatening disease or condition; or 

21 "(II) for any other serious condi-

22 tion if a new dmg, device, or biologi-

23 cal product provides therapy not avail-

24 able from other approved therapy or 



O:\RDB\RDB96.173 S.L.C. 

I 

2 

3 

4 

5 

6 

7 

8 

> ̂/̂.••.̂  ̂ 'f-'^ 
' i . , j i - 3 ^ - ^ 3 

•. . '1. ̂ - i 
^ i - ^ - 14 

r ; ' . 16 

.. .- - — ' 17 

18 

19 

20 

21 

22 

23 

24 

25 

offers significant improvement over 

otlier ap])rove(l therapy; 

"(iii) reduce backlogs on all applica­

tions with thc objective of eliminating all 

backlogs by January l^Jj^JS; 

"(iv) establish a schedule to bring the 

Administration into full compliance by 

July 1, 1998, with the time periods speci­

fied in this Act on all applications; and 

"(v) improve the consistency and fair­

ness of the Administration's regulatoiy 

process. 

The Secretaiy shall also issue such other per­

formance standards that the Secretan- deter-

mincs will contribute to the efficient, fair, and 

effective operation of the Administration. 

"(D) A N N U A L REPORT.—The Secretan-

shall prepare and publish in the Federal Reg­

ister for public comment an annual report— 

"(i) providing detailed data on the ac­

tual performance of the Administration re­

lating to each of thc types of actions cov­

ered by this paragraph; 

"(ii) comparing the performance of 

the Administration with the applicable per-
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1 fonnance standard for each of the types of 

2 actions covered by this paragraph: 

3 "(iii) describing any priorities estab-

4 lished with respect to the types of actions 

5 covered by this paragraph, how such prior-

6 ities arc implemented, and the data on 

7 each priority category; 

8 "(iv) analyzing any failure to achieve 

9 any of the standards; 

10 "(v) identifying regulatory policies 

11 that have a significant impact on compli-

12 ance with the standards and analyzing how 

13 such policies could be modified in order to 

14 achieve compliance with the standards; and 

15 "(vi) setting forth a plan to achieve 

16 compliance with the standards that have 

17 not been met. 

18 "(E) STATISTICAL INFORMATION.—Thc re-

19 port described in subparagraph (D) shall in-

20 elude a full statistical presentation relating to 

21 all applications and petitions for a new drug. 

22 device, biological product, new animal drug, 

23 food additive, or color additive approved by the 

24 Administration during the year, taking into ac-

25 count the date of— 
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1 "(i) submission of any investigational 

2 appliention; 

3 "(ii) any clinical hold; 

4 "(iii) submission of thc application or 

5 petition for approval; 

6 "(iv) acceptance for filing of the appli-

7 cation or petition for approval; 

8 "(v) any unapprovable action; 

9 "(vi) any approvable action; and 

10 "(vii) the approval.". 

1 1 SEC. 104. INTERAGENCY COLLABORATION. 

12 Section 903(b) (21 U.S.C. 393(b)), as amended by 

13 section 103, is further amended by adding at thc end 

14 thereof the following nev paragraph: 

15 "(4) INTERAGENCY COLLAHORATIOX.—The 

16 Secretan- shall implement programs and policies 

17 that will foster collaboration between the Pood and 

18 Drug Administration, the National Institutes of 

19 Health, and other science-based agencies, to enhance 

20 the scientific expertise available to the Commissioner 

21 for the evaluation of emerging medical therapies, in-

22 eluding complementary therapies, and advances in 

23 nutrition and food science.". 
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1 SEC. 105. INFORMATION SYSTEM. 

2 Chapter IX (21 U.S.C. 391 et seq.) is amended by 

3 adding at the end thereof the following new section: 

fslOl - J ^ C B f J 4 ug£;^;< INFORMATION SYSTEM. 

-iv (^QsiAn^ou^s-^s U T£\\Q Secretan- shall establish and maintain an infor-

.-faj-^c^ cC>tu£~ . 6 mation svstcm to track the status and progress of each 

IpcbA-^1- ^?tL.~~^?~i application or submission for the approval or clearance of 

GtfhuAJ p ^ i S ^ g j , drug, biological product, new animal ding, device, or 

^ W ^ - ' ^ 
J j \ ~ - ~ - * r - x : 9 food additive (including a petition, notification, or other 

( ^ ^ v t ^ ^ ^ ^ ' ^ l O I similar form of request) submitted"to the Food and Drug 

yj^W'"^-^ ' • 1 ^ ^ Administration. The system shall permit access by the ap-
' ,- J, u 

^ j ^ - j - y plieant or pet.iti()ner.'".j 

'aroCJUj- & u j r l r i 3 SEC. IOG. POLICY STATEMENTS. 

p u j b j - y - ^ ^ l A Section 701 (a) (21 U.S.C. 371(a)) is amended— 
& j s J ' ) ' U t a j o < ^ u U x J A " ( 1 ) 1 ) V striking "(a) The" and insertimr "(a)(1) 

1 6 T 1 , ( , - . a n ( 1 

17 (2) by adding at the end thereof the following 

18 new paragraph: 

19 "(2)(A) Within 180 days of the date of enactment 

20 of Food and Drug Administration Performance and Ac-

21 eountability Act of ]99(), the Secretan* shall establish a 

22 procedure governing the development and use of all policy 

23 statements of general applicability that provide guidance 

24 relating to the conduct of preclinical or clinical investiga-

25 tions or otlier testing to suppoil an application, petition. 

26 or notification under section 409, 505, 510(k), 512. 515, 
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1 OT- 721 oi- that provide {niidanec on the submission of ap-

2 plieations, petitions, or notifications under section 409. 

3 ;)0r>. 510(10, r)12, 515, or 721 (including any guidance, 

4 guideline, points-to-considcr, protocol, recommendation, or 

5 similar document regardless of the form or designation). 

6 The procedure shall provide an opportunity for affected 

7 persons toy,participate in the development -ftnd continued 

8 use of a policy statement by sharing expertise, experience, 

9 or providing comment before the policy statement is 

^^s f 10 adepkid-and after the policy statement is ini^lcmcptefl, e3i-

- y f l ^ 11 eept that if the Seei^t^iy^etcrHiines^lmt4liere-itv-a-pubh(-

12 hcnMi-neetl-to4ssue the ])olieA--statem^it.-immGdiately,-the 

13 SeerctiuT-shalI-pro\dde_imjQp}>m^nity-.for-affeetecl-j3ersons 

14 to- piwide comment promptly -after the poiicy statement 

15 is issued. 

16 ''(B) The Secretaiy shall establish a procedure for 

17 the periodic compilation and publication of all policy state-

18 ments of general applicability (including any guideline, 

19 points-to-consider, protocol, recommendation, or similar 

20 document regardless of the form or designation).". 

21 SEC. 107. SCIENTIFIC REVIEW GROUPS. 

22 Section 904 (21 U.S.C. 394) is amended— 

23 (1) by striking "Without" and inserting "(a) I N 

24 (JKNKUAL.—Without"; and 
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1 (2) by adding at tlie end thereof tlie following 

2 new subsections: 

3 "(b) DELEliATIOX OF Al'l 'OIXTMEXT ArTI IOHITY.— 

^ • ^ { L ^ 4 The Commissioner may nofylelcgate the appointment and 

5 oversight authority granted under subsection (a). 

6 "(c) MlSMBERSIIIP AND MEETING REQUIREMENTS.— 

7 "(1) SCOPE.—The Commissioner shall consult 

8 with a scientific review group in determining thc 

9 matters that the group will consider and in estab-

10 lishing an appropriate agenda with respect to the de-

11 termination of the matters. 

12 "(2) Jtoxwm^G MEMBERS.—A scientific re- A ^ ^ L ^ ^ 

13 view group shall include a nonvoting industry rep-

14 resentative and a nomioting public I'Ciircacntat.ivc. ^ U ^ ^ ^ f 1 - . 

15 "(3) NOTIFICATION OF SCOPE OF DISCUS-

16 siox.—To the extent feasible, the specific matters /ja^-/J ^Mu-

17 and questions to be discussed at a meeting of a sci- QJ^^XXJUVJ-^ • 

18 entific review group shall be publicly announced and 

19 published in the Federal Register at least 30 days 

20 prior to the date of the meeting. 

21 "(4) TERMS.—X member of a scientific review 

22 group shall serve for a term of 3 years, which may 

23 be renewed for a second term. An individual may 

24 senv on more than one scientific review group. The 

25 chairperson of a scientific review group sliall be a 



AMENDMENT NO. /J) Calendar No. 

Purpose: To ensure that consumers r e t a i n t h e i r role as voting 
members on s c i e n t i f i c review groups. 

IN THE SENATE OF THE UNITED STATES--104th Cong., 2d Sess. 
S.1477 

To amend the Federal Food, Drug, and Cosmetic Act and the Public 
Health Service Act to improve the regulation of food, 
drugs, devices, and b i o l o g i c a l products, and f o r other 
purposes. 

Referred to the Committee on 
and ordered to be printed 

Ordered to l i e on the table and to be printed 

AMENDMENT intended to be proposed by. Mr. WELLSTONE: 

Viz : 

1 On page 12, l i n e 12 s t r i k e "Nonvoting" and ins e r t 
2 "Other". 

3 On page 12, l i n e 14 s t r i k e "nonvoting public 
4 representative" and insert "voting consumer 
5 representative, including a patient or patient-
6 nominated i n d i v i d u a l , who represents the perspective of 
7 and reports back to the affected community." 
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1 nionibor who has scrwd at least 3 years. The term 

2 of the chairperson may be renewed for not more 

3 than 3 terms. 

4 "(5) TRAIXIXCJ.—Prior to senice on a scientific 

5 review group, a member of the group shall be given 

6 adequate education and training relating to the re-

7 sponsibilitics of the member. 

8 "(6) FREQUENCY OF MEETINGS.—The Sec-

9 retaiy shall take whatever action is necessary to en-

10 sure that regular meetings are held by scientific re-

11 view groups, at appropriate intervals and for a suffi-

12 cient length of time. The meetings shall occur not 

13 less than 3 times each year unless there are reasons 

14 for fewer meetings. 

15 "(d) ACCESS TO IXFOIUUATION; PARTICIFATION BY 

16 INTERESTED PERSONS I N MEETINGS.— 

17 "(1) I N GENERAL.—When a scientific review 

18 group reviews a product application, petition, or no-

19 tification for approval or clearance, or some part 

20 thereof, submitted under section 409, 505, 510(k), 

21 r>13(f). 512. 515, or 721, the Secretaiy shall provide 

22 the product sponsor with copies of all documents 

23 provided to the members of the scientific review 

24 group in preparation for a meeting.. The Secretary 

25 shall provide such documents to the/product sponsor 

; . " i f !-• 
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1 i\t thc sjuno timo siicli floeuments are given to tlu 1 

2 members of the seicntific renew group. Before the 

3 meeting, the product sponsor shall have an oppor-

4 tunity to submit, documents to thc members of the 

5 scientific renew group in response to the Secretary's 

6 documents. The product sponsor shall provide thc 

7 response to the Secretan-, who shall immediately 

8 provide copies to thc members of the scientific re-

9 view group. 

10 "(2) PARTICIPATION I N MEETINGS.—Any meet-

11 ings of a scientific renew group shall provide ade-

12 quatc time for initial presentations and for response 

13 to any differing news and shall encourage free and 

14 open participation by all interested persons. 

15 "(e) FDA ACTIONS.—Within 60 days after the date 

16 a scientific review group makes its conclusions and ree-

17 ommendations on any matter under review of the group, 

18 the Food and Dmg Administration official responsible for 

19 the matter shall renew the conclusions and recommenda-

20 tions of the group^ shall make a final determination on 

21 the matter, and shall notify the affected persons of thc 

22 determination in writing and. if the determination differs 

23 from Ihe conclusions and recommendations of thc group, 

24 sliall include the reasons for the difference,'^ faj / i - c t ^ o j 

. I-X^i ^ ^ d*-"^-^ 



O:\RDB\RDB96.173 Sh*" 

1 SEC. 108. APPEALS WITHIN THE FOOD AND DRUG ADMINIS-

2 TRATION. 

3 Chapter IX (21 U.S.C. 391 et seq.), as amended by 

4 section 105, is further amended by adding at the end 

5 thereof the following new section: 

6 "SEC. 907. APPEALS WITHIN THE FOOD AND DRUG ADMIN-

7 ISTRATION. 

8 "(a) EMPLOYEE DECISIONS.—Tlie Secretary shall by 

9 regulation establish a system for the appeal within the 

10 Food and Drug Administration of any decision by an em-

11 ployec of the Food and Drug Administration, except that 

12 this subsection shall not apply to decisions involving for-

13 mal administrative or judicial proceedings. As the final 

14 stage in the internal appeal system, the Secretary shall 

15 provide for the right to request an evaluation by an appro-

16 priate scientific review group of a final decision ofthe Sec-

17 retaiy on an appeal involving a significant scientific issue. 

18 Upon receipt of such a request, the Secretaiy shall refer 

19 the request to the chairperson of the appropriate scientific 

20 renew group, or a member designated by the chairperson, 

21 who shall review the request and determine whether the 

22 scientific review group should conduct an evaluation. The 

23 Secretaiy shall make publicly known the existence of the 

24 inlernnl appeal system and the procedures for an internal 

25 iippeal. 

26 "(h) KHYIEW UY SCIENTIFIC REVIEW GKOI'P.— 
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1 "(1) I N (SENERAL.—The product sponsor or ap-

2 pliennt sliall hnxo the rifrht to request an evaluation 

3 hy an appropriate scientific review group established 

4 under section 904 of any -significant sciontific issue 

5 ponding before,—er significant scientific decision 

6 made by, the Secretary under this Act. An appro-

7 priate scientific review groui^shall renew the request 

8 and determine whether to conduct an evaluation 

9 within 30 days after the date the request is received 

10 bv the Secretan'. 

11 "(2) SCOPE.—The significant scientific issues a 

12 scientific review group may evaluate^may include, ^ J 

13 but not be limited to. matters involving a decision by 

14 the Secretaiy not to permit a clinical investigation to 

15 begin or to continue, a refusal by the Secretary to 

16 file an application, a protocol design, and decisions 

17 relating to a pending application, petition, or notifi-

18 cation, where the same issue has not previously been 

19 reviewed by a scientific review group. 

20 "(3) T I M E LIMITATION.—If a scientific renew 

21 group agrees to conduct an evaluation on an issue 

22 under paragraph (1), the evaluation shall be sched-

23 uled for the next meeting of the group. 

24 •'((•) ADDITIONAL INFORMAL AND FORMAL PROCE-

25 DI KES.— 
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1 "(1) IN (iENERAL.—For inirposos of ohtaininfr 

2 conclusions and rocomnicndations rcgai'ding the res-

3 olution of any signifieant scientific dispute, the Sec-

4 retary is authorized to use such additional informal 

5 and formal procedures as may be considered useful. 

6 The procedures may include, but not be limited to, 

7 the use of— 

8 "(A) panels of qualified Food and Drug 

9 Administration officials; 

10 "(B) panels of qualified government em-

11 ployces who are not employees of the Food and 

12 Drug Administration; and 

13 "(C) outside mediators and arbitrators 

14 who are not government employees. 

15 "(2) ArPEK'ATlON OF FACA.—The Federal Ad-

16 visory Committee Act (5 U.S.C. App) shall not apply 

17 to a panel described in paragraph (1). 

18 "(d) REVIEW OF RECOMMENDATIONS.—Within HO 

19 days after any matter that is presented for resolution pur-

20 suant to this section has been the subject of conclusions 

21 and recommendations, the Food and Dmg Administration 

22 official responsible for the matter shall personally renew 

23 the conclusions and recommendations^make a final deter-

N^O'T 24 mination on the matter, and notify the parties of the de-
.... ; \ _ _ Q r c / y /' ' - ^ / ? ^ t U ^ O ' ' -

- f p f - ^ 1 25 termination in writing^mtd^Mft^^etei4tti+M44o^ 
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1 from the conclusions and recommendations, the reasons 

2 for the difference.". 

3 TITLE II—EXPEDITED ACCESS 
4 TO PRODUCTS FOR SERI-
5 OUSLY I L L PATIENTS 
6 SEC. 201. SHORT TITLE. 

7 This title may be cited as the "Patient Rights Regu-

8 latere Refonn Act of 1996". 

9 SEC. 202. ACCESS TO UNAPPROVED THERAPIES. 

10 Chapter V (21 U.S.C. 351 et seq.) is amended by 

11 adding at the end thereof the following new section: 

12 "SEC. 543. EXPANDED ACCESS TO UNAPPROVED THERA-

1 3 PIES AND DIAGNOSTICS. 

14 "(a) I N GENERAL.—Any person, through a licensed 

15 health care practitioner or licensed health care profes-

, ; ' : 1 16 sional^may request from a manufacturer or distributor, 

17 and any manufacturer or distributor may provide to a per-

18 sou after compliance with the provisions of this section, 

19 an investigational ding (including a biological product) or 

20 investigational device for the diagnosis, monitoring, or 

21 treatment of a serious disease or condition, an imme-

22 diately life-threatening or seriously debilitating disease or 

23 condition, and any other disease or condition designated 

24 by the Secretaiy as appropriate for expanded access under 

s _: " \ 25 this .section by the person if—^W ^^(Jxjd'^^ OtoJ^rnu- r^c: 
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"(1) tho person-has no comparable or satisfac­

tory alternative therapy available to treat, diagnose, 

or monitor the disease or condition; 

"(2) the risk to the person from the investiga­

tional ding oi' device is not greater than the risk 

from the disease or condition; and 

an exemption for a dmg or device is in ef-

fectyiimder a regulation promulgated pursuant to sec­

tion oOoO) or o20(g) and the sponsor and investiga­

tors comply with such regulation. 

11 "(b) PROTOCOLS.—A manufacturer or distributor 

12 may submit to the Secretary one or more expanded access 

13 protocols covering expanded access use of a drug or device 

14 described in subsection (a). The protocols shall be subject 

15 to thc provisions of section 50o(i) for a dmg and section 

16 520 (g) for a device and may include any form of use of 

17 the drug or device outside a clinical investigation, prior 

18 to approval of the drug or device for marketing, including 

19 but not limited to protocols for treatment, use, parallel 

20 track, single patient protocols, emergency use, and uncon-

21 trolled trials. 

22 "(c) FEES.—A manufacturer or distributor may 

23 charge for an investigational dmg or device under an ex-

24 panded access protocol, but the price of the drug or device 

25 mav not he more than that ncccssarv to recover the costs 



( | u . ^ l ^ ^ IMD 1 8 > ( 1 ) i n p.^-aorap)] (2), bv insertino- at thc end 

/ U A u - ^ t u . - ) ^ thereof the following flush sentences: 

A ^ X ^ i ^ K ^ ^ d "'Vho mpiest sliall be in the form of an application to the 

21 Secretaiy. Within ~30-day.s of the date of the receipt of 

22 the application, the Secretaiy shall issue an order approv-

23 ing or denying the application."; 

24 (2) by siriking paragraph (5); and 

Y ^ o p i^uc^u&Kj (-'5) by striking paragraph (6). 
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1 of manufacture and handling for the dmg or device, and 

2 the Secretan- shall be notified in advance of assessing anv 

3 such charges. ^ 

4 "(d) NOTIFICATION OF AVAII^ABILITY.—The Com-

5 missioner shall inform national, State, and local medical 

6 associations and societies, voluntary health associations, 

7 and other appropriate persons about the availability of in-

8 vestigational drags and devices that are available under 

9 expanded access protocols pursuant to this section. Such 

10 notification shall identify— 

^j-fl\<L't*J 11 "(1) the investigational product; 

, 12 "(2) the expanded access use; and 

fbA rvKAMr, J3 ..(3) t ] 1 0 n a m o a n ( i address of the manufacturer 

^ ^ > - u?Jz Z^pYk or distributor that is providing the investigational 

• ^ ^ u ^ . • '• ])i-oduct for expanded access use.". 
-Kx ^ w 1 u~l ,— ^ 
.raUsu 7 16 SEC. 203. EXPANDING HUMANITARIAN USE OF DEVICES. 

17 Section 520(m) (21 U.S.C. 360j(m)) is amended— 
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1 SEC. 204. EXPEDITING APPROVAL OF NEW DRUGS, BIO-

2 LOGICS, AND MEDICAL DEVICES FOR SERI-

3 OUS CONDITIONS. 

4 (a) NEW DnrGS.—Section 505(c)(1) (21 U.S.C. 

5 355(c)(1)) is amended by adding at the end thereof the 

6 following flush sentence: 

7 "In a case in which an application is submitted under sec-

8 tion 505(b)(1) for a new dmg, or section 351(a) of the 

9 Public Health Senice Act for a biological product, that 

10 is intended for use for an immediately life-threatening or 

11 serious disease or condition and that provides therapy or 

12 diagnosis not available from another approved dmg or bio-

13 logical product or offers significant improvement over an-

14 other approved dmg or biological product, the Secretan-

15 shall approve or deny approval of the application within f^r/^- v^-•"• -'^ 

^ - ^ / ^ - ^ 16 « r d a y s after the receipt of the application.". 

17 (b) PREMARKET APPROVAL.— 

18 (1) AMENDMENT.—Section 515(d)(1)(A) (21 

19 U.S.C. 360e(d)(l)(A)) is amended by adding at the 

20 end thereof thc following flush sentence: 

21 "For an application submitted under this subsection for 

22 a device for a life-threatening disease or condition, a seri-

23 ously debilitating disease or condition, or for any other 

24 serious disease or condition that .provides therapy or diag-

25 nosis not available from another approved device or offers 
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^ / ^ m-^.V ^ 
1 AMENDMENT NO ^ h x M ^ Calendar No 
2 
3 Purpose: To esiablish more realistic time frames and appropriate 
4 incentives to achieve targets. 
5 
6 IN THE SENATE OF THE UNITED STATE--104th Cong.,2d Sess 
7 
8 An Amendment to the amendment offered by Senator Kassebaum 
9 to S. 1477 

1 0 
1 1 To amend the Federal Food, Drug, and Cosmetic Act and Pubhc Health 
1 2 Service Act to impeove the regulation of food, drugs, devices, and 
1 3 biological products, and for other purposes. 
1 4 

1 5 Referred to the Committee on 
1 6 and ordered to be printed 
1 7 
1 8 Ordered to lie on the table and to be printed 
1 9 
2 0 AMENDMENTS intended to be proposed by Senator KENNEDY 
21 
22 
2 3 Section 204. Expediting Ap^ova^of New Drugs. Biologies, and 
2 4 Medical Device for Serious Opnditions--
2 5 Page 21, 1. Agg, change " y k days" to "180 days." 
2 6 Page 22, change/ l2o\days" to "180 days." 
2 7 
2 8 Section 4Q4. Prompt and Efficient Review. ^ 
2 9 Delete p^Se 11. &H-25, ull uf p. ^7• M id p. j f l 11. I g I and 
3 0 substitute the following: f ^ ^ . ' S a W. \ - l O 
3 1 ^ 
3 2 "(c) Beginning July 1, 1998, if the Secretary fails to meet the statutory targets for action on 
3 3 an application or" notification or petition for the approval or clearance of a device, a new animal 
3 4 drug, or a direct food additive or fails to meet the targets established for the Prescription Drug 
3 5 User Fees Act for action on an application for a new drug or biological product for 90% of the 
3 6 annual actions in a particular category, then-
3 7 
3 8 (1) the Secretary shall report to Congress an action plan for meeting the targets 
3 9 (including, as applicable, a projection of resources and any statutory changes that might be 
4 0 necessary to meet the targets), which will be publicly available, and shall report to Congress 
4 1 every six months on progress toward achieving the goals of the plan. Such action plan may 
4 2 include a program of contracting out all or parts of product reviews, with the Secretary 
4 3 retaining final approval authority, if contracting out would assist in achieving targets under the 
\A Act without diminishing the quality of review. 
4 5 



\ c on* 'oVxrr^sr. rxr 'a"u,e ,o mee'a ,â 9e, i°'a ca,e9o'y— 3 

4 SecUonJOG. Timeframes for Approval 
0 Delete p -+-M I I I .4 
6 I'2 

1 ^ ^ ^ 0 1 . Food ^ R e g u l a t o r y Reform, 
O M i i l l Hi 1 11 1 1 fT> 11 . n , \ n 1 . 1 

^ ^ 1 ^ - 9 0 2 . Food a * . Regulatory Reform, 
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1 a significant improvement over another approved device, 

2 the Secretaiy shall take such action within days.". 

3 (2) EFFECTIVE DATE.—The amendment made 

4 by paragraph (1) shall take effect on July 1. 1998. '"'^ 

5 TITLE III—REVITALIZING THE 
6 INVESTIGATION OF NEW 
7 PRODUCTS 
8 SEC. 301. SHORT TITLE. 

9 This title may be cited as the "Investigational Prod-

10 nets Regulatoiy Reform Act of 1996". 

11 SEC. 302. TIMELY REVIEW AND REASONABLE DATA RE-

12 QUIRE ME NTS FOR CLINICAL RESEARCH ON 

1 3 DRUGS AND BIOLOGICAL PRODUCTS. 

14 Section f)0f)(i) (21 U.S.C. 355(i)) is amended— 

15 (1) by striking "(i) The" and inserting "( i ) ( l ) 

16 The"; 

17 (2) by redesignating paragraphs (1), (2), and 

18 (3) as subparagraphs (A), (B), and (C), respectively; 

19 and 

20 (3) by adding at the end thereof thc following 

21 new paragraphs: 

22 "(2)(A) A clinical investigation of a new dmg (includ-

23 ing a biological product) may begin 30 days after the date 

24 the Secretary receives from the sponsor a notification cou-

25 taininu1 information about the drug and the clinical hives-
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1 tip-ation unless, prior to the 30-day period, the Secretaiy 

2 informs the sponsor in ymtinp: that the investigiition mav 

^ 3 not begin, and specifies the basis for the decision.jftttththr 

•j-jP^C-^ 4 information needed in order for thc clinical investigation 

5 to commence; ^ USIAZ*-*^ 

6 "(B) Within 1 year after thc date of enactment of 

7 the Food and Dmg Administration Performance and Ac-

8 eountability Act of 1996, the Secretan*, after consultation 

9 with experts in the development, clinical investigation, and 

10 regulation of drugs, physicians and other health care prac-

11 titioners and representatives of patient and consumer ad-

12 vocacy groups and the regulated industries, sliall publish 

13 in thc Federal Register criteria for the type and amount 

14 of information relating to the safety of an investigational 

15 diug to be included in a notification described in subpara-

16 graph (A), taking into account the recommendations of 

17 the International Conference on Harmonization of Teeh-

18 nical Requirements for Registration of Pharmaceuticals 

19 for Human Use. The Secretarc shall periodically re\iew, 

20 and may revise, the criteria. 

21 "((') The Commissioner shall establish a mechanism 

22 to ensure the fair and consistent application of safety 

23 standards for clinical investigations. 

24 *'(3)(A) The Secretary may place a clinical hold on 

25 anv ongoing clinical investigation if the Secrctarv delei-
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1 mines tliat sucli action is ncccssan' for the protection of 

J ^ a ^ i J 2 human subjects^ ^ ^ - . - ^ w .^Ust^r* ~ 

3 "(P,) I f the Secretaiy places a clinical hold on a^clini-

4 cal investigation, the Secretan- shall immediately advise 

5 the applicant for such investigation in writing of such ac-

6 tion, and provide such applicant an opportunity to meet 

7 within 10 working days of the receipt of such a commu-

8 nieation to discuss the clinical hold. Within 10/idays of 

9 such meeting, the Secretaiy shall provide to the sponsor 

10 a written list of conditions for the withdrawal of the clini-

11 cal hold. Any written request from the sponsor requesting 

12 that a clinical hold be removed shall receive a decision, 

13 in writing and specifying the reasons therefor, within 20 CJ^UCU^-

14 days oi'the receipt ofthe request.". 

15 SEC. 303. TIMELY REVIEW AND REASONABLE DATA RE 

16 QUIREMENTS FOR CLINICAL RESEARCH ON 

17 DEVICES. 

18 Section o20(g) (21 U.S.C. 360j(g)) is amended by 

19 adding at the end thereof the following new paragraphs: 

20 "(()) The procedures and conditions prescribed pursu-

21 ant to paragraph (2)(A) shall be subject to subparagraphs 

22 (P>) and (C) of section o05(i)(2), except that the provision 

23 of subparagraph (B) of such section relating to the consid-

24 eration of the recommendations of the International Con-

25 fereuec on Harmonization of Technical Requirements for 
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1 Kcgistration of Pharmaeeuticals for Human Use shall not 

2 apply to this paragraph. 

3 "(7) The Secretan- shall, within 120 days of the date 

4 of enactment of this paragraph, by regulation amend the 

1 5 content of parts 812 and 813 of title 21 of the Code of 

6 Federal Regulations to update the procedures and condi-

7 tions under which devices intended for human use may 

8 upon application be granted an exemption from certain re-

9 (juirements under this Act. The regulation shall— 

10 "(A) permit developmental changes in devices, 

11 including manufacturing changes, in response to in-

12 formation collected during an investigation without 

13 requiring an additional approval of an application 

14 for an investigational device exemption or thc ap-

15 proval of a supplement to the application, if the 

16 sponsor determines that, prior to making any 

17 changes, the changes do not constitute a significant 

18 change in design or a significant change in basic 

19 principles of operation; and 

20 "(B) permit, without approval of a supplement 

21 to an application for an investigational device ex-

22 emption, changes or modifications to clinical proto-

23 cols that do not affect the validity of data or infor-

24 mation resulting from the completion of an approved 
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1 protocol so long as such changes do not affect any 

2 patient protection provisions of the protocol.". 

3 SEC. 304. COLLABORATIVE RESEARCH DESIGN. 

4 Chapter V (21 U.S.C. 351 et seq.), as amended by 

5 section 202, is further amended by adding at the end 

6 thereof the following new section: 

7 "SEC. 544. COLLABORATIVE RESEARCH DESIGN. 

8 4 ' (a) H E vi EW OF DESI ( J X . — 

9 "(1) REQUEST.—Any person who intends to 

10 sponsor a preclinical or clinical investigation of a 

1 1 drug (including a biological product) or device may 

12 request a meeting with the Secretan* to review the 

^_ 13 design of one or more protocols for the preclinical or 

( l J ' / ' l f ^ ' ^ 1 4 \ clinical testing of the dmg or device. 

' " ( -^ FOHM.—A request described in paragraph 

bsu C U A J I ^ - - — ̂  ^ w r j t | n . 1 1 R ] s j i a j j i 1 1 ( . ] U ( i e a n v protocol 

Lo-t u^vw^t. j-y^ f o r ^.jjj^jj t j 1 0 r e v j e w i s requested. A protocol shall be 

- - ' ^ ]8 designed so that the fewest number of patients and 

1 19 procedures necessary to obtain data necessary for 

20 the approval of a new dmg. biological product, or 

21 device are required, consistent with public health 

22 and safetv. 

t j 

(g',,.. c/_ i[y:j?/---24 meet with the person within-^O days of the request 
/ is 

r.-t 
- , t ^ u . " • .s/Jlk "(3) WRITTEN REVIEW.—The Secretaiy shall 

-J24 meet with the person within~30 

r,d2.5 and shall provide to the person a written review of 
~7C 

' 
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1 tho protocol, inclu(iin«r any deficiencies in the proto-

2 col. A written summaiy shall be made of the meet-

3 ing. The summaiy shall include the written review of 

4 the protocol and, after agreement by the person and 

5 agency sliall be made part of the product review file 

6 maintained by thc Food and Dmg Administration. 

7 "(b) MODIFICATION OF AGREEMENTS.—Any agree-

8 ments reached through meetings with respect to the design 

9 of any protocol under subsection (a) may be modified only 

10 in accordance with the following provisions: 

11 "(1) At any time by mutual consent of the 

12 sponsor and the Secretaiy. 

13 "(2) By the sponsor unilaterally, if the change 

14 is to a protocol and the change is one that would not 

15 require the approval of the Secretary under the ap-

16 plicablc regulations. 

17 "(3) By the Secretary unilaterally, if the 

18 change is made— 

19 "(A) by the director of the office of the 

20 Food and Dmg Administration responsible for 

21 regulating the dmg or device that is the subject 

22 of the agreement, who may not delegate such 

23 responsibility; and 

24 "(B) in writing and specifying thi1 sci-

25 entific or clinical need therefor. 
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1 "(c) AiM'EALS.—Any person requesting a meeting 

2 under subsection (a) may appeal the decision of the See-

3 retaiy to disapprove or modify an agreement or protocol 

4 under section 907. 

5 "(d) GriDELlNES AND LIMITATION.—The Secretary 

6 shall issue guidelines to implement this section. Such 

7 guidelines shall address thc responsibilities of the person 

8 requesting the meeting, as well as the Secretary's respon-

9 sibilities. Repeated failure to follow the guidelines may be 

10 grounds for a refusal by the Secretan- to meet with a per-

11 son requesting-a meeting under this section.". 

12 T I T L E IV—EFFICIENT, ACCOUNT-
13 A B L E , AND FAIR PRODUCT 
14 REVIEW 
1 5 SEC. 401. SHORT TITLE. 

16 This title may be cited as the "Product Review Regu-

17 latoiy Reform Act of 1996". 

1 8 SEC. 402. THE CONTENT AND REVIEW OF AN APPLICATION. 

19 Chapter VI I (21 U.S.C. 371 et seq.) is amended by 

20 adding at the end thereof the following new subchapter: 

21 "SUBCHAPTER D—REVIEW OP APPLICATIONS 

22 "SEC. 741. CONTENT AND REVIEW OF AN APPLICATION. 

23 "(a) I N (TKNHRAL.—This section applies to any appli-

24 cation, petition, or notification submitted for approval or 

25 clearance of a food additive, new ding, device, biological 
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1 product, now nnininl drujr. animal food bearing oi- eontain-

2 ing a now animal drug, or color additive. 

3 "(b) F I L I N G KKQriRKMKNTS. —Wi111in 60 days of the 

4 date of enactment of this section, thc Commissioner shall 

5 establish and publish in the Federal Register a mechanism 

6 to ensure thc fair and consistent application of filing re-

7 quiremcnts. 

8 "(c) CLASSIFICATION OF A PRODUCT.—Within 60 

9 days of the receipt of a written request of an applicant 

10 foi- information respecting the classification of a product 

11 as a drug, biological product, or device or the component 

12 of the Food and Ding Administration that will regulate 

13 the product (including a request respecting a combination 

14 product subject to section 503(g)), thc Secretaiy shall pro-

15 vide ihe person a written statement of the classification 

16 of the product or the component of the Food and Drug 

17 Administration that will regulate the product. The Sec-

18 retary's statement shall be binding and may not be 

19 changed by the Secretaiy except with the written agree-

20 ment of the person who submitted the request. I f the Sec-

21 retary does not provide the statement within the 60-day 

22 period, the classification and component designated by the 

23 person submitting the request shall be final and binding 

24 and may not be changed by the Secretary except with the 

25 written agreement oi'the person. 
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1 "((1) KKASONAiiLE DATA REQUIREMENTS.—Within 1 

2 year after tlie date of enaetnient of the Food and Ding 

3 Administration Performance and Aecountability Act of 

4 1990, the Secretary, after consultation with experts in de-

5 velopment and testing of products that are drugs, biologi-

6 cal products, devices, and food additives, experts in the 

7 regulation of such products, consumer and patient advo-

8 cacy groups, and the regulated industries, shall publish in 

9 the Federal Register criteria for the type and amount of 

10 information relating to safety and effectiveness to be in-

11 eluded in an application for the approval of a product, or 

12 a new use of an approved product, described in subsection 

13 (c). In developing the criteria for drugs, thc Secretaiy 

14 shall consider any recommendations of thc International 

15 ('onI'erence on Harmonization of Technical Requirements 

16 for Registration of Pharmaceuticals for Human Use". 

1 7 SEC. 403. CONTRACTS FOR EXPERT REVIEW. 

18 Chapter VII (21 U.S.C. 371 et seq.), as amended by 

19 section 402, is further amended by adding at the end 

20 thereof the following new section: 

21 "SEC. 742. CONTRACTS FOR EXPERT REVIEW. 

22 "(a) I N GENERAL.— 

23 "(1) AUTHORITY.—The Secrctarv may contract 

24 with outside organizations and individuals, with ex-

25 pert iso in relevant disciplines, to review, evaluate, 
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1 and make conclusions and recommendations to the 

2 Secretary on pa its or all of any application (includ-

3 ing a petition, notification, or other similar request 

4 for Food and Ding Administration action). The Sec-

5 retary shall retain full authority to make determina-

6 tions with respect to the approval or disapproval of 

7 any product, or the classification of a device under 

8 section 513(f)(1). Any such contract shall be subject 

9 to the requirements of section 708. Funds obtained 

10 under part 2 of subchapter C may be used for exter-

11 nal review- of any ding (including a biological prod-

12 net) for which a user fee was paid. 

13 "(2) LXCKEASKJ) EFFICIENCY AND EXPERTISE 

14 TIIROFCJII CONTRACTS.—The Secretaiy shallvusc the) 

15 authority granted in paragraph f l ) — 

16 "(A) for the review of categories of indirect 

17 food additive petitions and submissions under ^ Li ^ v _ 

18 section f>]0(k); 

19 "(B) whenever contracts will improve the 

20 efficiency, timeliness, and quality of thc review 

21 of applications, petitions, and notifications for 

22 the approval or clearance of new drugs, new 

23 animal drugs, biological products, devices, and 

24 i'ood additives; and 
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1 <4(C) wlionovoi- contraots will inereaso tlio' 

2 sciontific and tochnical oxportiso nocossary to 

3 koop infonned of emergiii" now thorapios and ; 

4 technologies ])Osing significant new scientific : 

5 and technical issues. 

6 The Secretan- shall retain full authority to make de-

7 terminations with respect to the approval or dis-

8 approval of a product, or the classification of a de-

9 vice under section o l3 ( f ) ( l ) . 

I J j A 10 "(b) EI.KJIBILITY REQUIREMENTS.—Within-9Q-chTrs 

13 of the date of enactment of this section, the Secretary 

12 shall by regulation establish the requirements that an or-

13 ganization shall meet to be eligible to conduct reviews 

14 under subsection (a). Such regulations shall provide for 

15 ih<- prot ed ion of confidential or proprietaiy information 

16 and shall provide for protection against conflicts of inter-

17 est, 

18 •'((') REVIEW OU EXPERT'S EVALUATION.— 

19 " ( I ) I N GENERAL.—Subject to paragraph (2), 

20 the Food and Dmg Administration official respon-

21 sible for any matter for which expert review is used 

22 pursuant to this section shall personally review the 

23 conclusions and recommendations of the expert re-

24 view organization or individual and shall make a 

25 final decision regarding the matter under renew 
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1 within 60 dnys after reeeivino the conclusions-and 

2 recommendation. 

3 "(2) LIMITATION.—A final decision under para-

4 graph (1) shall be made within the applicable pre-

5 scribed time period for review of an application as 

6 set forth in this Act. 

7 "(d) REPORT TO CONGRESS.—Within 2 years ofthe 

8 enactment of this section, the Secretary shall provide to 

9 Congress a report on the use of the authority to contract 

10 with outside individuals and organizations foi- expert re-

11 views. Such report shall include an evaluation of the extent 

12 to which such contracting improves the efficiency of review 

13 and the expertise available to the agency.-'. 

1 4 SEC. 404. PROMPT AND EFFICIENT REVIEW. 

15 Chapter M l (21 U.S.C. 371 et seq.), as amended by 

16 section 403, is further amended by adding at the end 

17 thereof the following new section: ' , < 

1 8 "SEC. 743. PROMPT AND EFFICIENT REVIEW. f v 

19 "(a) I N GENERAL.—The provisions of this section 

20 shall apply to any of the following applications, petitions, 

21 and notifications: 

22 "(1) \](\ petition for thc issuance of a regulation 

23 prescribing the safe use of a human food additive or 

24 animal feed additive under section 40f). 
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1 "(2) An application for approval of a new dnifr 

2 under section 505. 

3 "(3) An application for approval of a new ani-

4 mal dmg or an animal feed bearing or containing a 

5 new animal drag under subsection (b) or (m) of sec-

6 tion 512, respectively. 

7 "(4) A notification submitted under section 

8 510(k) for classification of a device. 

9 "(5) An application for approval of a device 

10 under section 515. q 

11 "((•)) An petition for issuance of a regulation for 

12 the listing of a color additive under section 721. 

13 "(b) REVIEW PKOCEIH'RES AND POLICIES.—The 

14 Secretaiy shall establish procedures and policies to facili-

15 tate a collaborative review process between the Food and 

16 Drug Administration and the applicant with respect to an 

17 application, petition, or notification described in sub-

18 section (a). As part of this collaborative process— 

19 "(1) open, informal, and prompt communica-

20 tions shall be encouraged: 

21 "(2) meetings (except meetings with respect to 

22 submissions to determine substantial equivalence of 

^ ' ^ { 0 ^ 23 a device to a predicate device) shall be held 4)efmt' 

• 24 t-hr- ex| lira (ion of one-hair of the .statutory thtte-pe-

25 riod for review of^he-ApplieatioiiHand^eforcnhc ex-
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1 |>Hia44f>h^^HlTr(1T^T<Trtrrs-of^n(4i -period, or _-\\itliiii 

2 l ^ ^ n ^ ^ f h M - n-fHi(Mitifie-i\ii-ie\v.4n'oup hns-n'onvened 

3 -mid-iinide reconuiiendations on an nppliention-, nn-

4 less-the Food and Dmg•• Administration-and the ajv 

5 i)]ieant determine that a meeting is unnceessary; and 

6 "(3) by mutual consent, the agency and thc ap-

7 plieant or petitioner may establish a different sched-

8 uie for meeting's required under paragraph (2); 

9 "(4) the Secretan' shall, prior to the meetings 

10 described in paragraph (2), present to the applicant 

^ 11 in writing a description of any deficiencies of the ap-
N ^ \ ^ . J IAJL •sdjjLuudj-+2> C U ^ J ^ - y y u i f l / - ' fuL-d^-*- 1^>^USJOAJL. J L J ^ C X - ^ * : 

- 7 ^ ^ 12 ])licatiomand rthe-^nformation necessan- to brmgrtlie / 

13 applica-tion-wto a form that^-wowd require api^rowd. 

14 The Secretaiy and the applicant may agree to supersede 

15 any procedures and policies adopted under this section and 

16 the requirements of paragraphs (2) and (3). Any such 

17 agreement shall be in writing, and shall specify how any 

18 such agreement shall be modified or set aside. 

19 - - ^ f r ^ - n ^ Y A l . T - J 0 ^ ^ 

V ' 20 TmX7= 
I . L.-1- "' ^ 21 " ^ i ^ l ) C'ONSIDKRATION OF' INT K K X A TIO X A L AF-

22 Fl{OYAl.s.—i^egi^ning July 1, 1998, if the Secretaiy 

23 fails to meet a time perRidJbi" action on an applica-

24 tion or notification for the approvHl^or clearance of 

25 a new drug, device, biological product, oi^nCw^animal 
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ni«r that offers a sifniiftcant improvenicnt over cs-

2 istiW approved products or a petition for the ap-

'Is 3 provalhf a dii-ect food additive that has the potential 

4 to make tbods more wholesome and contribute to a 

5 healthier dietv and such a product has been approved 

6 for marketing iiVthe European Union or thc United 

7 Kingdom, at the remiest of the applicant or peti-

8 tioner, the Secretary sliall within 30 days either ap-

9 prove or disapprove the application, notification, or 

10 petition and notify the person wljo submitted the ap-

11 plication, notification, or petitioner >n writing of that 

12 decision. In the case of a disapprovak or a dcter-

13 mination of not substantially equivalent sudi notifi-

14 cation shall set forth the reasons for such aeti^iis. 

15 XTJ) APPEAL.—A person whose application, no-

16 tification, petition has been disapproved or found 

17 not substanturtly equivalent under paragraph (1) 

18 may obtain judicial >evic\v under— 

19 "(A) section 505(h) for the disapproval of 

20 a new dnig under paragraph (1); 
\ 

21 "(P>) section 517 for the..disapproval of a 

22 device or a determination of not ssubstantiallv 

23 equivalent relating to a device under paragraph 
24 (1); 
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'(C) chapter M I of title 5, United States 

Codc^for the disapproval of a license foi- a bio­

logical prodiM under paragraph (1); 

"(D) scction\512(li) for thc disapproval of 

a new animal dmg uncterparagraph (1); and 

"(E) section 409(g) for^thc disapproval of 
"O 

a direct food additive under paragraph^ 1). 

"(d) CONTRACTS FOR EXPERT REVIEW.— 

"(1) I N GENERAL.—Beginning July 1, 1998, i f 

the Secretan- in any fiscal year fails to meet the 

statu ton- time period for action on an application, 

notification, or petition for at least 95 percent of the 

applications, notifications, and petitions in a particu­

lar product category, the Secretary- shall in thc foi-

lowing fiscal year, with the consent of the persons 
y 

who submit applications/notifications, or petitions, 

contract with expert/individuals and organizations 

under section 742 to review new applications, notifi­

cations, and petitions and review applications, notifi­

cations, and petitions for which thc Secretary has 

failed to meet the statutory time period for action 

for the particular product category. 

"(2) APPROVAL.—If an individual or organiza­

tion selected to conduct a review under paragraph 

(1) recommends the approval or clearance of an ap-

I 
? 
T 
i 
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plication, notification, or petition described in para­

graph (1). tlie Secretaiy shall, within 60 days of re­

ceiving the deterinination ofthe individual or organi­

zation but not later than the time period for review 

set forth in this Act, either approve or disapprove 

the application or petition, and, in the case of a dis­

approval, notify the applicant or petitioner in writing 

of the basis for the disapproval. An applicant or pe­

titioner may appeal an adverse decision under sub­

section (c)(2).". 

1 1 SEC. 405. GOOD MANUFACTUKINe-PRACTICE INSPECTION. 

12 Chapter M I is (21 U.S.C. 371 et seq.), as amended 

13 by section 404, is further amended by adding at the end 

14 thereof the following new section: 

1 5 "SEC. 744. GOOD MANUFACTURING PRACTICE INSPECTION. 

16 "(a) I N GENERAL.—In order to comply with inspec-

17 tion requirements of this Act, the Secretary may accredit 

18 organizations to conduct inspections under section 704 to 

19 evaluate compliance of a manufacturer vith applicable re-

20 quiromonts^br goon manufacturing practice. 

21 "(b) ELIGIRILITY REQUIREMENTS.—If the Secretary 

22 elects to accredit organizations to conduct inspections 

23 under section 704, the Secretary shall by regulation, with-

24 in f)() (lays of the date of enactment of this section, estab-

25 lish the requirements that an organization shall meet to 
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1 ho eligible to bo ncemlited to participate as a qualified 

2 organization to conduct inspections under subsection (a). 

3 Such regulation shall provide for the protection of con-

4 fidential or proprietary information and shall provide for 

5 protection against conflicts of interest. 

^ y ^ / ^ 6 "(c) AccREDiTATlON.yfWithin 90 days after the date j ^. 

7 thc Secretan- receives an application for accreditation 

8 under this section, the Secretary shall review the applica-

9 tion and determine whether an applicant is in compliance 

10 with the requirements established under this section. 

11 Within the 90-day period, the Secretaiy shall grant ac-

12 croditation or shall deny accreditation and specify in writ-

13 ing the reasons for the denial and the requirements that 

14 shall be mot to obtain accreditation. 

15 "(d) REVOCATION OF ACCREDITATION.—The Sec-

16 rotary may at any time revoke accreditation granted under 

17 subsection (c) for failure to comply with the requirements 

18 established under this section after specifying in writing 

19 the reasons for the revocation and the requirements that 

[ \ _ j 20 shall bo mot to retain accreditation and after an-mfemwd- y 

21 hoarhrg on the revocation. 

22 "(e) INSPECTIONS.—Any organization accredited 

23 undo)- this subsection that conducts an inspection under 

24 this subsection at the request of the Secretary shall— 
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j J ^ / ^ ' / v 1 "(1) apply all relevant principles^of godfl nianu-

2 faetui-ing praetiee established in this Aet and in reg-

3 ulations pronudjrated by the Secretaiy; 

4 "(2) provide to the Secretaiy and the manufac-

5 turcr within 30 days after the completion of the in-

6 spcction an adequate report of the findings of the in-

7 spcction; and 

8 "(3) immediately provide the Secretaiy with a 

9 notice of any condition that could cause or eontrib-

10 ute to a significant threat to the public health.". 

1 1 SEC. 406. ENVIRONMENTAL IMPACT REVIEW. 

12 Chapter VII (21 U.S.C. 371 et seq.), as amended by 

13 section 40;). is further amended by adding at the end 

14 thereof the following new section: 

—H> "SEC. 745. ENVIRONMENTAL IMPACT REVIEW. 

•jx. / y ^ - i - ] 6 "Notwithstanding any provision of other law, no^u--

.. ; ^7 tion bv the Secretan- pursuant to this Act shall be subject 

SI.;V-JJJ:I>~-<~'*^'XJ< 18 to an environmental assessment, an .environmental impact 

; j ' S ^J'-^- s ^ Aty statement, or other einironmental consideration unless the 

1 ru YOJX-O^ director of the office responsible for the action dem-

t ^ ^ s i r t v i " ^ : ^ 2] .onstrates. in writing and specifying the basis therefore— 

r ^ j ' ^ t ^. ^ (^m^^ut, ••(]) that there is a reasonable probability that 

^ V ^ 0 / L ^ / 2 i ^ j 23 the einironmental inniaet ofthe action is sufficientlv 

^ L^•c-L^u~f"2 iA substantial and within the factors that the Secrctarv 

;: r {-•; 25 is authorized to consider under this Act; and 

• ), 
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u o - f 1 "(2) tliat consideration of the -'environmental 

l / ~ 2 impact will directly-affect the decision on thc ac-

3 tion.'". 

4 ^ C . 407. INFORMATION EXCHANGE. 

5 N^haptcr M I (21 U.S.C. 371 et seq.), as amended by 

6 section\o6, is further amended by adding at the end 

7 thereof the following new sections: 

8 "SEC. 746. DISSEMINATION OF TREATMENT INFORMATION S M ^ X 

9 ON DRUGS AND BIOLOGICAL PRODUCTS. ^e.cJ^ 

10 "(a) DISSEMINATION OF TREATMENT INFORMA-

11 TION.— \ l&C&$cj3tx^YV^ 

12 "(1) IN GEXEILXL — Notwnthstanding sections ^ ^ ^ ^ J 

13 301(d), 502(f), 505, and 507 and section 351 ofthe J ^ - ^ 

14 Public Health Senice Act (42 U.S.C. 262), and sub- j ^ h ^ y ^ 

15 jeet to thc re(|uircnicnts of paragraph (2) and sub- ^ ^ . ^ ^ 

16 section (b), a manufacturer mav disseminate to anv ^ - ^ ^ ^ - ^ - ^ . 

17 person that is a health care practitioner or other •-/ ̂ uco ^-cx^L 
_ 3 _ 

18 |)r()\ider of health care goods or senices, a phar- ^ ̂ 0.QJ ^ 

19 macy benefit manager, a health maintenance organi-

20 zation or other managed health care organization, or 

21 a health care insurer or governmental agency, writ-
\ 

22 ten information, concerning— 

23 "(A) a treatment use for an iircestigational 

24 new drug or an investigational biological prod- \ 



O:\RDB\RDB96.173 S.L.C. 

42 

1 \uct approved hy the Secretary for such treat-

2 nient use; or 

3 \"(J->) the safety, effectiveness, cost, benefit. 

4 use (wbether or not such use is contained in the 

5 official labeling), or any otlier attribute (includ-

6 ing comparisons to another drug, biological 

7 product, or alternate therapy), of a new drug 

8 (induding any ^antibiotic drug) or a biological 

9 product for which an approval of an application 

10 filed under section oOoO)), f)()f)(j), or 507, or a 

11 product license issued.under the Public Health 

12 Seivicc Act. is in effect. \ 
\ 

13 ••(2) KKyriKK.MKNTs.—A manufacturer may 
\ 

14 disseminate information under \ paragraph (1)(H) 
\ 
\ 

onlv if — 

17 •'(A) the information is an unabridged-

18 '•(i) reprint or copy of a peer-reviewed 
\ 

19 article from a scientific or medicid journal \ 
\ 

20 that is published by an organizationMhat is 

21 not controlled bythe pharmaceutical iiidus-

22 try: or 

23 "(ii) reference textbook that is pub-

24 lished by an organization that is not con-

25 trolled by the pharmaceutical industry: or 



4:} 

1 \ "(l*) tlie infonnation ivlatcs to a use of a 

2 \ (Iruu. or ri'llfcts tlie safety, offectiwiu'ss. cost. 

3 benefit, or othei- attribute of a di-ug. that is rec-

4 oguized under Fedei'al law for pui-poses of 

5 third-party coverage or reiinlmrseinent. and the 

6 information is part of a disease management 

7 program or treatment guideline. 

6 SIMCCIAL lU LK.—If concurrent or new in-

7 formation with respect to a use of a drug or biologi-

8 cal product (including new information •relating to 

9 safety or efficacy of the off-label use of a drug or 

10 biological product) is-.published with respect to any 

11 information disseminated under paragraph (1) and 

12 Ci). the manufacturer that disseminated the infor-

13 mation under paragraph (1) shall notify the Sec-

14 retary with respect to the new information. If the 

15 Secretary determines that the new information dem-

16 onstrates that a new drug or biological product pre-

17 scuts a significant risk to pubhc health, the Soc-

18 retary shall, in consultation with the manufacturer. 

19 take such appropriate action as the Secretaiy deter-

20 mines necessary to ensure' public health and safety. 

21 "(/>) Si'ONsom-:!) mcsHAKCIl.—If a manutac-

22 turer has sponsored or undenvritten research that 

23 results in information described in paragraph 

24 r2)(A)(i). then only such manufacturer may distrib-

25 ute the informaiion undei >•<••.tjoii. 
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1 "(h) DISCLOSI RK STATKMKNT.—In ordiM- tn nt'ibnl 

2 i\ full and fair evaluation of the information described in 

3 subsection (a), a manufacturer disseminating the informa-

4 tion shall ineludi— 

5 "(1) a prominently displayed statement that 

6 discloses— 

7 "(A) if applicable, that the new use or 

8 other attribute of a drug or biological product 

9 described in subparagraph (13) of subsection 

10 (a)(1) and the information-with respect to tlie 

11 new use or othei- attribute is different from the 

12 information in the official labeling: 

13 "(B) if applicable, that the information is 

14 being disseminated at the expense of the manu-

.15 fact u ror: 

16 "((') if applicable, the name of any authors 

17 of the information being disseminated who are 

18 employees of or consultants to the manufac-

19 turer: and 

20 "(D) the official labeling for the drug or 

21 biological product, or in the case of a treatment 

22 use of an investigational dmg or biological 

23 product, tho investigator brochure and all up-

24 dates thereof; and 
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1 \ 4T2) a stiitcmcnt on wiiotlicr thoiv arc otlier ar-

2 tieles.tliat have been previously published about any 

3 oft'-label\ use covered by the infonnation dissomi-

4 nated. 

5 "(c) DlCFiNITloNs.—AH used in this section: 

6 "(1) IlKAI/l'II CARK PRACTITIONER.—The term 

7 'health care practitioner' means a medical provider 

8 that is licensed to prescribe a dru«r or biological 

9 product for the treatment of a disease or other modi-

10 cal condition. 

11 "(2) REFERENCE TEXTROOK.—The term 'ref-

12 erence textbook" means a reference publication 

13 that— 

14 "(A) has not been written, edited, ex-

15 cerpted. or published specifically for. or at the 

16 mpiest of. a manufacturer of a drug or biologi-

17 cal product; 

18 "(Vi) has not been edited or significantly 

19 influenced by a manufacturer of a drug or bio-

20 logical product: 

21 "(C) is not solely distributed through a 

22 manufacturer of a drug or biological product. 

23 hut is generally available in bookstores or other 

24 distrihution channels where medical textbooks 

25 an- sold; and 
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'•(!)) docs not focus on any partieular drug 

2 or biological product of a ninnufaetnivr that 

3 disscininatcs infonnation under subsection (a). 

4 and dot's not have a primary focus on off-label 

5 uses of drugs or biological products that are 

6 marketed or under investigation by a manufac-

7 turer supporting the dissemination of the infor-

8 mation. 

9 " { l i ) Sr lKXTIKlC OR .MEDICAL .JOl'RNAL.—The 

10 ternr'seientific or medical journal' means a scicntifir 

11 or medical publication— 

12 "(A) that is published by an organization 

13 thai — 

14 "(i) has an editorial board and that 

15 utilizes experts, who have demonstrated ex-

16 pertise in the subject of the article under 

17 review and who are not employees of the 

18 organization, to review and objectively se-

19 led. reject, or provide comments about 

20 proposed articles; and 

21 '•(ii) has a publicly stated policy, to 

22 which the organization adheres, of full dis-

23 dosure of any conflict of interest or biases 

24 for all authors or contributors involved 

25 with the journal or organization; 
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1 "(B) whose ai'tieles are peer-reviewed and 

2 published in aeeordanee with the regular peer-

3 review proeodurcs ot* the organization: 

4 "((') that is generally reeognized to be oi' 

5 national scope and reputation: 

6 "(D) that is indexed in the Index Medicus 

7 of the National Library of Medicine of the Na-

8 tional Institutes of Health; and 

9 "(E) that presents materials that are 

10 truthful and not misleading. 

11 "(d) .SPECIAL RI L L . — I n the case of a professional 

12 disagreement between thc Secretary and a manufacturer 

13 who disseminates information with respect to the applica-

14 tion of section o02(a). the Secretaiy may not use section 

15 "lO*-' to prohibit the dissemination of information in the 

16 lypex of circumstances and under the conditions set forth 

17 in subsections (a) and (b). 

1 8 "SEC. 747. DISSEMINATION OF INFORMATION ON DEVICES. 

19 "ta) DISSEMINATION OF INFORMATION.—Notwith-

20 standing sections :]()!. oOKf). r>01(i). ;>()2(a). 502(0. and 

21 5()2(o). or any othei' provision of law, and subject to sub-

22 sections (b) and (c). a manufacturer may disseminate to 

23 any person that is a health care practitioner or other pro-

24 vider of health care goods or services, a pharmacy benefit 

25 iiiaiiapT. a health mainleiiance organization or other 



1 ^ima-'vil liralili ''aiv nrgani/alinn. or a lu-allli can' insiirci' 

2 or ^ovcrimn'iiiai agency, wi-itlcn or oral iiifornianon i m-

5 '-iihliii^ informarion cxcliannvd ai scicnnfic and cdu-

6 carional mcctinu-s. worksliops. or dcinon.srrarion.si i-iiariu^ 

7 ro a use. wherlkT or nor the use is described in the official 

8 labeling, " f a de\ice produced by a manufacturer reu-

9 isteivd pursuant to section 51U. 

10 ••ib. Disci.usi-Ki-: STATK.MKXTS AND HK'JI IKI:-

1 1 .MKN'l'S.— 

1 2 • " ' I ' DlscLosfKi: STATIC.MKV'I'S.—To the exicnt 

15 practicable, the requirement wirh respect to a statc-

14 ment of disclosure under .subsection (hi of secrion 

15 74h shal! apply to rhe dissemination of wriuen a:.-

16 wrai information under rhis seeUon. exepr thai tins 

1~ pai-aii-rai.iii shall not apply to the disseminarion or' 

IS written or oral information with respect to the in-

19 tended use described in rhe labe!ini>- of a devic. 

2 r' •' 2 Ai^P!':-!' )N'A;. HI-'J.̂  'iKHMMXTs.—A manufacturer 

21 may diss.'uimao- information unde;- v:;b> --noi! ia; 

only it — 

25 "•'A) the infonnation is an unahridii-ed— 

24 ""(i) reprint or copy of a peer-reviewed 

25 arnde from a scientific or medical journal 
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1 that is puhlishod hy an orfranization that is 

2 not controlled hy the medical device indus-

3 try: oi' 

4 "(ii) recognized reference textbook 

5 that is published by an organization that is 

6 independent of the medieal device industry; 

7 "(B) the information has been approved by 

8 a continuing medical education accrediting 

9 agency that is independent of thc medical de-

10 vice industiy as part of a scientific or medical 

11 educational program approved by such agency: 

12 "((') the information relates to a use of a 

13 device or reflects the safety, effectiveness, cost. 

14 benefit, or other attribute of a device that is 

15 recognized under Federal law for purposes of 

16 third-party reimbursement and the information 

17 is part of a disease management program or 

18 treatment guideline: or 

19 

20 

21 "(D) the oral or written information is— 

22 "(i) part of an exchange of informa-

23 tion solely among health care practitioners. 

24 health care reimbursement officials, and 

25 the industi-v; 



• O:NRDBNRDB96.110"" • ^ • ^ ^ ^ 

50 

1 v "(ii) excluuiiiod for educational or sci-

2 entific purposes: and 

3 ^ "(iii) presented at eontinuhur medical 

4 education pro«n-ams, seminai-s. woi-kshops. 

5 or demonstrations. 

6 "(3) SPECIAL Ri'LE.—If coneurrent or new in-

7 formation (including new information relating to 

8 safety or efficacy of the off-label use of a device) is 

9 published with respect to any information dissemi-

10 nated under paragraph (1), the 'uianufacturer that 

11 disseminated the information undei- paragraph (1) 

12 shall notify the Secretaiy with respect 'to the new in-

13 formation. If the Secretan-determines tliat the new 

14 information demonstrates that a device presents a 

15 significant risk to public health, the Secretaiy shall, 

16 in consultation with the manufacturer, take such ap-

17 propriate action as the Secretaiy determines iiee-

18 cssaiy to ensure public health and safety. 
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1 "(4) AIMMJK ABILITY.—Tho requirements under 

2 subsection (a)(1)(A) and (B) of section 746 shall not 

3 apply with respect to devices. 

4 "(c) DKFIXTTIOXS.—As used in this section: 

5 " ( ] ) H E A L T H CARE PRACTITIONER—The term 

6 'health care practitioner' means a medical provider 

7 that is licensed to prescribe or use a device for the 

8 treatment of a disease or other medical condition. 

9 "(2) HEKEREXCE TEXTBOOK.—The term 'ref-

10 erence textbook' means a reference publication 

11 that— 

12 "(A) has not been written, edited, cx-

13 cerpted, or published specifically for, or at the 

14 request of. a manufacturer of a device; 

15 "(B) has not been edited or significantly 

16 influenced by a manufacturer of a device; 

17 "(C) is not solely distributed through a 

18 manufacturer of a device, but is generally avail-

19 able in bookstores or other distribution channels 

20 where medieal textbooks are sold; and 

21 "(I)) does not focus on any particular de-

22 vice of a manufacturer that disseminates infor-

23 mation undei1 subsection (a), and docs not have 

24 a primary focus on off-label uses of devices that 

25 are marketed or under investiuation bv the 
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1 \ niaimfaetui-cr supportinn: the dissoniination of 

2 the infonnation. 

3 "(3) S C I E N T I F I C OH MEDICAL .IOCHNAL—Tlio 

4 term 'scientific or medical journal' has the meaning 

5 given to such term by section 746(c)(3). 

6 "SEC. 748. ESTABLISHMENT OF LIST OF ARTICLES AND 

7 TEXTBOOKS DISSEMINATED AND LIST OF 

8 PROVIDERS THAT RECEIVED ARTICLES AND 

9 R E F E R E N C E TEXTBOOKS. 

10 "A manufacturer that disseminates articles or ref-

11 erence textbooks as information under sections 746 and 

12 747 shall prepare and submit to the Secretan' bian-

13 nually— 

14 "(1) a list containing the titles of the articles 

15 and iviVivmr textbooks relating to off-label uses of 

16 drugs, biological products, and devices that were dis-

17 seminated by the manufacturer to a person de-

18 scribed in sections 746(a)(1) and 747(a) foi' the 6-

19 month period preceding the date on which the manu-

20 facturer submits the list to the Secretan-; and 

21 "(2) a list that identifies the categories of pro-

22 viders (as described in sections 746(a)(1) and 

23 747(a)) that received such articles and reference 

24 textbooks for the 6-month period described in para-

25 graph (1). 
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T "SEC. 749. CONSTRUCTION. 

2 "(a) DISSEMINATION OF INFORMATION ON NEW 

3 D R I CJS OR DEVICES NOT EVIDENCE OF INTENDED 

4 USE.—Notwithstanding section 502(a), 502(f), 502(o), or 

5 any other provision of law, the written or oral dissemina-

6 tion of information relating to a new use of a new drug 

7 or device, in accordance with section 746 or 747, shall not 

8 he constnied by the Secretan' as evidence of a new in-

9 tended use of the new dmg or device that is different from 

10 the intended use of the new drug or device set forth on 

11 tlie official labeling of the new drug or device. Such dis-

12 semination shall not be considered by the Secretare as la-

13 beling. adulteration, or misbranding of the new drug or 

14 device. 

15 "(b) DISSEMINATION POLICY OF MANFFACTFR-

16 ERS.—Nothing in sections 746 and 747 shall affect the 

17 ability of manufacturers to respond fully to unsolicited 

18 (juestions from health care practitioners and other persons 

19 about drugs, biological products, or devices. 

20 "(c) PATENT PROTECTION.—Nothing in sections 746 

21 and 747 shall affect patent rights in any manner. 

22 "(d) AFTUORIZATION FOR DISSEMINATION OF A R T I -

23 <'Lies AND FEES FOR REPRINTS OF ARTICLES.—Nothing 

24 in sections 74() and 747 shall be constnied as prohibiting 

25 an entity that publishes a medical or scientific journal (as 

26 'lefined in section 74()(e)(3) of the Federal Food, Drug. 
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1 Cosmetic Act) from requiring authorization from the 

2 entity to disseminate an article published by such entity 

3 and from charging fees for thc purchase of reprints of 

4 published articles from such entity. 

5 "she. 750. APPROVAL OF ADDITIONAL USES. 

6 '\a) I N GENERAL.—As an alternanve to the proce-

7 dures established in section 505(c)(l/for a new drug (in-

8 eluding a bidlogical product) and jection 515(d)(1)(A) for 

9 a device, the Soeretaiy may approve an application under 

10 this section for aNnew use/ f a previously approved new 

11 drug or device- if exWrt/ qualified by scientific training 

12 and experience to evamate thc safety and effectiveness of 

13 drug-s or devices conclude thflt a new use that has not been 

14 renewed or approved by the ̂ Secretary represents sound 

15 medical practice based upon rcKable clinical experience 

16 and otlier co/firmatorv information. 

17 "(b) PETITION.—The holder of aiN^pproved applica-

18 tion ma/submit a petition to the SecretaiV presenting in-

19 formation that new use of a previously approv»$d new dmg 

20 or device meets the criteria for approval establishWl in this 

21 subsection. The petition shall include data and inrorma-

22/tion relating to the new use and shall demonstrate t^at 

the new use— 

'24 "(1) has existed in clinical practice for at least 

25 five vears; 
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1 \ 2 ) is connnon among' cliniciaij/expcrieneed in 

2 tllO f l0l( l \M(l 

3 "(3) ro^vsents reasmlfil)k' medical practice 

4 based upon relhjble cluneal experience and other 

5 confirmatory infommaon. 

6 "(c) ACTION ON PETITO)X.—Upon receipt of the pe-

7 tition. the Secretaiy shall obtana the conclusions and rec-

8 ommendations vwf a scientific nnncw group established 

9 under sectu/n 904 and gi-ant or deiV the petition within 

10 180 day/it' the receipt of the petition. 

1 1 SEC. 408. EFFECTIVENESS, OUTCOME, AND COST EFFEC-

12 TIVENESS STANDARDS. 

yVoT" 1̂  Section 741, as added by section 402, is amended by 

i . , . . . r,.^ i ' 14 adding at the end thereof the following new subsection: 

t ^ ^ C ^ 1 5 "^^ L n , 1 T A , n ( ) N O N
 DETERMINATION OF EFFEC-

' S L - J - ^ ' - ^ ^ ^ ^ J ^ TIVENESS.—In reviewing an application foi- a product that 

LAî t "/o t ^ J i i } M / x ^ L j 18 feed bearing or containing a new animal dmg, or deAice 

• / ,; "v' ^-7,-'./u > A9^ the determination of effectiveness shall not include the 

^ ^ ^ ^ b , 20 evaluation of— 
/Lac -r^0^-^ 

'-A^j ^ c jy^-^ ^ f , n . v potential use not included in the label-

•J^' '" 22 ing: 
23 "(2) the cost-effect iveness of a j)roduct de-

24 serihed in this subsection, unless the pî oposed label-

1<JI\£JJ (X-AAJC 17 i s n o w biological product, new animal dmg, animal 
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1 ing oxplicitly indiulos a representation about eost-cf-

2 feet iveness; and 

3 "(3) the clinical outcome resulting from the use 

4 of a diagnostic device, unless the labeling explicitly 

5 includes a representation regarding clinical out-

6 come.". 

7 SEC. 409. DEFINITION OF A DAY FOR PURPOSES OF PROD-

8 UCT REVIEW. 

9 Section 201 (21 U.S.C. 321) is amended by adding 

10 at the end thereof the following: 

11 "(gg) For purposes of reviewing any application, noti-

-p fieation or petition, or any document, with respect to a 

/1JJ?'• " 13 product that is a new drug, biological product, new animal 

14 drug, device, or food additive that is submitted to the Sec-

y [ . JJjs.- 15 rot a iv to obtain marketing approval, or classification 

'^ ' , 16 under section 513(f)(1), or to establish or clarify the regu-

} '.J / / i ^ 17 latoiy status of the product, the term 'day' means a cal-

18 ondar day (excluding any calendar day between the date ? 

19 of receipt by the submitter of a written communication 

20 from the Secretan- setting forth the action of thc Sec-

21 retaiy on a submission and the date of receipt by the Sec-

22 retaiy of the written response of the submitter to the ac-

23 tion) in which the Secretary has responsibility to review 

24 such a submission.". 
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1 ̂ SEC. 410. ALTERNATIVE APPROVAL OF SUPPLEMENTAL 

2 \ NEW DRUG APPLICATIONS. 77^ "" 

3 I)KIT(SS.—Section 505(1)) of the Federal Food. / ^ ^ ^ 

4 Drug, i\id ('osmetic Act is amended by adding tlie follow- ^ 

5 ing new |)ai'agraph at the end: 

6 "(4) Th(\reports required by paragraph (1)(A) may 

\ 
7 consist entirely qf information published in independent 

8 peer-reviewed scientific and medical literature, in the case 

9 of a supplement to a\)rcvioiisly approved application that 
- \ 

10 seeks approval for changes in the conditions of use pre-

11 scribed, recommended, or\uggcsted in the labeling of the 

12 drug or device subject to the application.". 

13 (b) DKVICES.—Section 5I^(c) of the Federal Food, 

14 Drug, and Cosmetic Act (21 U . ^ J . 360e(a)) is amended 

15 by adding the following new paragraj^ at the end: 

16 "(3) The reports required by paragraph (1)(A) may 

17 consist entirely of information published i n independent 

18 poor-reviewed scientific and medical literature\in the case 

19 of a supplement to a previously approved application that 

20 socks approval for changes in the conditions of use^pre-

21 scribed, recommended, or suggested in the labeling of^ho 

22 device subject to the application.". 

2 3 SEC. 411. PEDIATRIC STUDIES MARKETING EXCLUSIVITY. 

24 Chapter V ofthe Federal Food, Drug, and Cosmetic 

25 Act (21 I'..S.C'. 35] ot seq.) is amended by inserting after 

26 section 505 t he following new section: 
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1 "SEC. 505A. PEDIATRIC STUDIES FOR NEW DRUG APPLICA-

2 TIONS. 

, -^rD 3 "(a) MARKET EXCLI'SIVITY FOK APPRO\T]D APIMJ- I 

i £ ' - & ^ £ ^ l e ^ L ' 4 CATIONS WITH PEDIATRIC STUDIES SUBMITTED BY AN 

i t iLmjL&-4L<~fo ^ APPLICANT.—If an application submitted under section g g 

-vu^o^ t^ i^ t 6 r)05(b)(l) is api)rovcd on or after the date of enactment J ^ 

\ M J ^ - 7 of this section, and such application includes reports of 

^jyis^r^y-^ pediatric' studies described and requested in subsection (c), 
IUOJUASL V M , 
•Q LiS-^- "Ak-b-iy 9 ;,nd such studies are comi)lctcd and the reports thereof 

[ d j u ( U ^ i ^ ^ r J ^ submitted in accordance witli subsection (c)(2) or com-

^^J^^lxiUjJjd^^ 1 ])lctcd and the reports thereof accepted in accordance with 

12 subsection (c)(3), the Secretaiy may not make the ap-

13 proval of an application submitted under section 505(1))(2) 

14 or oOf)(j) that refers to the drag for which the section 

15 oOoOiHl) approval is granted effective prior to the expira-

16 tion of 6 months from the earliest date on which the ap-

17 proval of such application for the drug under section 

18 f)().Hl))(2) or 505(j), respectively, could othenvise be made 

19 effective under the applicable provisions of this chapter. 

20 "(b) MARKET EXCLUSIVITY FOR APPROVED APPLI-

21 CATIONS WITH PEDIATRIC STUDIES REQUESTED BY THE V 5 ' 7 i ' " 

22 SECRETARY.—If the Secretan- makes a written request 

23 for pediatric studies described in subsection (c) to the 

24 holder of an approval under section 50o(b)(]) for a drug. 

25 and such studies are completed and the reports thereof 

26 submitted in accordance with subsection (c)(2) or com-
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1 |)l('tO(l and tho ivpoils thereof aeeejited in aeeordanee with 

2 subsection (c)(3), the Seeretary may not make the ap-

3 j)i-oval of an application submitted under section 50f)(b)(2) 

4 or 5(J5(j) that refers to the dmg subject to the section 

5 505(b)(]) approval effective prior to the expiration of 6 

6 months from thc earliest date on which an approval of 

7 such application under section 505(b)(2) or 505(j), respec-

8 tively, could othenvise be made effective under the applica-

9 bio provisions of this chapter. Nothing in this subsection 

10 shall affect the ability of the Secretaiy to make effective 

11 a section 505(b)(2) or 505(j) approval for a subject dmg 

12 if such approval is proper under such subsection and is 

13 made effective prior to the submission of the reports of 

14 pediatric studies described in subsection (c). 

15 '•((') CON IH CT OF PKDIATRIC S T F D I F S . — 

16 "(1) AGREEMENT FOR STUDIES.—The Scc-

17 retaiy may, pursuant to a written request for stud-

18 ios after consultation with the sponsor of an applica-

19 tion or holder of an approval for a dmg under sec-

20 tion 5()5(b)(]), agree with the sponsor or holder for 

21 the conduct of pediatric studies for such drug. 

22 "(2) WRITTEN PROTOCOLS TO MEET THE 

23 STUDIES REQUIREMENT.—Tf the sponsor or holder 

24 and the Secretaiy agree upon written protocols for 

25 such studies, the studies requirement of subsection 
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1 (a) or (h) is satisfied upon the completion of the 

2 studies in aeeordanee with the protocols and the suh-

3 mission of the reports thereof to the Seeretary. Not 

4 later than 60 days after the submission of the report 

5 of thc studies, the Secretare shall determine if such 

6 studies were or were not conducted in accordance 

7 with the written protocols and reported in accord-

8 ance with the requirements of the Secretan' for fil-

9 ing and so notify the sponsor or holder. 

10 " (3) OT11I5R METHODS TO MEET TIIE STUDIES 

11 REQUIREMENT.—If the sponsor or holder and the 

12 Secretary have not agreed in writing on the proto-

13 cols for the studies, the studies requirement of sub-

14 section (a) or (b) is satisfied when such studies have 

15 been completed and the reports accepted by the Sec-

16 retaiy. Not later than 90 days after the submission 

17 of the reports of the studies, the Secretan7 shall ac-

18 cept or reject such reports and so notify- the sponsor 

19 or holder. The Secretary's only responsibility in ac-

20 copting or rejecting the reports shall be to deter-

21 mine, within 90 days, that the studies fairly respond 

22 to the written request, that such studies have been 

23 conducted in accordance with commonly accepted 

24 scientific principles and protocols, and that such 
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1 studies have boon reported in aeeordanee with the 

2 requirements of the Secretan7 for filing. 

J^^'^r/O 3 DELAY or EFFECTIVE DATE FOK CERTAIN Ar-

^ ^ J M ? C C J ^ J ^ 4 PLICATIONS; PERIOD OF MARKET EXCLUSIVITY.—If the 

\ / ~ t i ^ U L 5 Secretan- determines that an approval of an application 

^\\£ 1JJLLJ~ ^ under section 505(b)(2) or 505(j) for a drug may be made 

I L W U X J - ^ 7 effective after submission of reports of pediatric studies 

faputv l ® * 8 under this section but before the Secretan- has determined 

/^u- 9 w hether the requirements of subsection (c) have been sat-

10 isfied, the Secretaiy may delay the effective date of any 

11 approval under section 505(b)(2) or 505(j), respectively, 

12 until the determination under subsection (c) is made, but 

13 such delay shall not exceed 90 days. In the event that the 

14 requirements of this section are satisfied, the 6-month pe-

15 riod referred to in subsection (a) or (b) shall bo doomed 

16 to have begun on the date an approval of an application-

17 under section 505(b)(2) or 505(j), respectively, would have 

18 boon permitted absent action under this subsection. 

19 "(e) NOTICE OF DETERMINATIONS ON STUDIES RE-

20 QCIREMENT.—The Secretaiy shall publish notice of any 

21 determination that thc requirements of subsection (c) (2) 

22 or (3) have been mot and that approvals under section 

23 (505)(b)(2) or (j) for a dmg will be subject to deferred 

24 effective dates undei- this section. 



O:\RDB\RDB96.173 jj 

65 

1 "( f ) DEFINTTIOXN.—As used in this sdction, the term 

2 'pedintrie studies' or 'studies' means c^lcast 1 human 

3 elinieal investigation in a population of adolescent age or 

4 younger. At the Secretary's discretion, pharmacokinetic 

5 studies may be considered as clinical investigations.". 

6 SEC. 412. NOTIFICATIONS FOR DEVICE MARKET CLEAR-

7 ANCE. 

8 Section 510(k) (21 U.S.C. 360(k) is amended by 

9 striking "report to" and inserting "shall notify the Sec-

10 retaiy to report to". 

11 T I T L E V—FOOD AND DRUG 
12 EXPORT REFORM 
13 SEC. 501. SHORT TITLE, REFERENCE. 

14 This title may be cited as the "FDA Export Reform 

15 and Enhancement Aet of 1996". 

16 SEC. 502. EXPORT OF DRUGS AND DEVICES. 

17 (a) EXPORT AXD IMPORTS.—Section 801 (21 U.S.C. 

18 3S1) is amended— 

19 (3) in subsection (d), by adding at the end 

20 thereof the following new paragraphs: 

21 "(3) No component, pari, or accessory of a drug, bio-

22 logical product, or device, including a drug in bulk inform, 

23 shall be excluded from importation into thc United States 

24 under subsection (a) i f— 
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faciluaic the submission and approval of such supplemeni.iU 

IN THE SENATE OF THE UNITED STATE-- 104th Cong..2d Sess 

An Amendment to the amendment offered by Senator Kassebaum 

to S. 1477 

To amend the Federal Food, Drug, and Cosmetic Act and Public Health 
Service Act to impeove the regulation of food, drugs, devices, and 
biological products, and for other purposes. 

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Senator KENNEDY 

Suikc ut'>M OUL. /L'U uf the Food, Drug and Cosmetic^ Act, Appiuvdl uf Additional 
^A-vOfc L'JCO and Sec. 410. Alternative Approval of Supplemental New Drug Applications 

and replace with new: 

SEC. 410 APPROVAL OF SUPPLEMENTAL APPLICATIONS FOR APPROVED 
PRODUCTS 

(1) Performance Standards - Within 180 days after enactment of this 
section, the Secretary shall publish in the Federal register performance standards tor 
the prompt review of supplemental applications for approved products. 

(2) Guidance to Industry - Within 180 days after enactment of this section, 
the Secretary shall issue guidances to clarify the requirements and facilitate the 
submission of data to support approval of supplemental applications for approved 
products. The guidances shall -

(a) clarify circumstances in which published articles may be the 
basis ror approval of a supplemental application; 
(b) . specifv data requirements what vvill avoid duplication by 



recognizing the availabiiitv or data previou'^lv submitteJ sr. -,:pp.-M O 
?he original application; and 
(c) define supplemental applications that are eligible un pnontv 
re\ lew 

(3) Organization - The Secretary sliall designate an individual in each 
Center (except Foods/) with responsibility for -

ia) encouraging prompt review of supplemental applications ror 
approved products, and 
(b) working with sponsors to facilitate the development and 
submission of data to support supplemental applications. 

(4) Collaboration - (i) The Secretary shall implement programs and 
policies that will-foster collaboration between the Food and Drug Administration, 
the National Institutes of Health, professional medical and scientific societies, and 
others, to identify published and unpublished studies that could support a 
supplemental application, and to encourage sponsors to make application or 
conduct further research in support of an application based, in whole or in part, on 
such studies. 
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1 "(2) is not intcndod foi- salo in tlie Unitod' 

2 States; and 

3 "(3) is intended foi- further manufacture into 

4 final dosage form outside the United States, 

5 shall he subject to no restriction on the export of the prod-

6 net under this Act or the Federal Food, Drug, and Cos-

7 metic Act (21 U.S.C. 321 ct seq.) if the product is manu-

8 factured, processed, packaged, and held in conformity "with 

9 current good manufacturing practice and meets the re-

10 (juirements in section 801(e)(1) of the Federal Food, 

11 Drug, and Cosmetic Act (21 U.S.C. 3Sl(e)).". 

12 T I T L E VI—DRUG AND BIOLOGI-
13 CAL PRODUCTS REGULATORY 
14 REFORM 
15 SEC. 601. SHORT TITLE. 

16 This title may be cited as the "Dmg and Biological 

17 Product Regulatoiy Reform Act of 199()". 

1 8 SEC. 602. NEW DRUG APPROVAL STANDARD. 

19 Section 50f>(d) (21 U.S.C. 355(d)) is amended by 

20 adding at the end thereof the following new sentence: 

^ r /<-, 2.1 "Substantial evidence nnnVonsist of data from onc^well-

22 controlled clinical investigation and confirmatory evidence 

23 (obtained either before or after such investigation).". 
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1 SEC. 603. PILOT AND SMALL SCALE MANUFACTURE. 

2 Section oO.^c) CJl r.S.C. :):•>:)((-)) is amended hy ^ 

3 adding at tJie end thereof the following new paragraph: | 

4 "•(4) A new drug or biological product manufactured 

5 in a pilot or other small facility may be used to dem-

6 onstrate the safety and effectiveness of the drag or prod-

7 net and to obtain approval prior to scaling up to a larger 

8 facility, unless the Secretaiy demonstrates in writing and 

9 spooifying in detail the reasons, after an informal hearing, 

10 that a full scale production facility is necessary to ensure 

11 the safety or effectiveness of the drug or product.". 

12 SEC. 604. MANUFACTURING CHANGES. 

_ 13 Chapter VII (21 U.S.C1. 371 et seq.), as amended by 

i 14 section 407, is further amended bv adding at the/end 

v ^ L - b - ^ •f-v-ste- 15 thereof the following new section: 

I j L - i ^ M ^ ^ 16 "SEC. 751. MANUFACTURING CHANGES. 

17 "(a) Ix GENERAL.—A change in the manufacture of 

18 a new drag, biological product, or new animal drug, may 

19 he made in accordance with this section. 

20 "(b) D K H ; AXD BIOLOGICAL PRODUCT.—A change ^U 'V^^^C 

21 in the manufacture of a new drag, a biological product 

^ 22 that is the sulrject of a monograph in an official compen-

23 dium. a biological product that can bo adequately charac-

24 terized/by chemical, physical, or biological means, or a new 

25 anbnal drug sliall require— 

26 ' "(1) validation: and d J l ^ , ^ ( U ^ 
i ^ t W e^rziA-1 . 



[Substitute language for sec. 604 of S. 1477] 

(b)(1) Before d i s t r i b u t i n g a product made using a change i n 
the manufacture of the product (including, i f the Secretary 
determines i t i s appropriate, f a c i l i t i e s and personnel) from that 
established i n the approved new drug application, license 
application, or new animal drug application, the applicant must 
validate the effect on the safety, p u r i t y , potency, and 
effectiveness of the product. 

(2) The applicant must report such changes to the Secretary 
and may d i s t r i b u t e products as follows: 

(i) I f the change i s of a type that the Secretary has 
determined has substantial p o t e n t i a l to have an adverse e f f e c t on 
the safety, p u r i t y , potency, or effectiveness of the product, the 
applicant must submit a supplemental application to the Secretary 
and receive approval of the supplement before d i s t r i b u t i o n of the-
product. 

( i i ) I f the change i s of a type that the Secretary has 
determined has moderate p o t e n t i a l to have an adverse effect on 
the safety, p u r i t y , potency, or effectiveness of the product, the 
applicant must n o t i f y the Secretary at least 3 0 days before 
d i s t r i b u t i o n of the product. Unless the Secretary n o t i f i e s the 
applicant within 3 0 days not to d i s t r i b u t e the product, the 
applicant may proceed with d i s t r i b u t i o n . 

( i i i ) I f the change i s of a type that the Secretary-
has determined has minimal p o t e n t i a l to have an adverse e f f e c t on 
the safety, p u r i t y , potency, or effectiveness of the product,' the 
applicant must report the change i n a annual report. The 
applicant may d i s t r i b u t e the product without p r i o r n o t i f i c a t i o n 
to or approval by the Secretary. 
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1 "(2)(A) if thnv is no Hiaiifn* in the apimnvd 

2 (|ualitativc and (Hiantitativc formulation or in tin1 

3 aiiprovcd release specifications, or if there is a ^ W ^ ' 

4 chano-e in tlie approved qualitative or quantitative 

• ^ f ^ ^ formula or^ii thc approyed_rclease speqifecations of . ̂  -6 
7? 

istif ^ ^ 6 a n-iw iKrmitted hy the Secretan' bv i^gulationTlfaiav \ ^ ^ ' ^ 

7 be made at any time and shall be Reported annually S ^ ^ 

8 to the Secrctarv; and / i ^ V ^ 

/ r 
9 "(]>) for any other chaugc, shallf require coni^ ^ 

10 pletion of an approjiriate ^udyjkleinoiistrating 

11 (Hiuivalcnc-c ac-cording to/criteria established by the S"2^ " ,vc 
/ : ( . . V A . ^ " ^ 

12 Secretaiy (unless such/i-eciuirement is waived by the 

13 Secrctarv), mav be made at anv time, and shall be 
/ 

14 repoilod to the Secretaiy through a supplement or 
/ 

15 amendment submitted at the time the change is 

16 made. / ^ 

17 "(c) BioLoci'irAL PKonrcr NOT SUBJECT TO A tOo/\J^fT^-^^ ' 

18 MoxoiiKAlMl.—rA change in the manufacture of a biologi-

19 cal product tliat is not the subject of a monograph in an 

20 official compcudinm and cannot, be adequately character-

21 ized by chemical, physical, or biological means shall re-

22 quire validation and— 
23 / "(1) if the change relates solelv to a modifica-

24 / lion of ihe manufacturing facility or change in jx^j- ^ ^ a ^ ' 7 
/ •• ^ ro/' 0- 0^ -

25 / somicl. villi no change in tlx' approved manufactur- ^ ^ 
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1 ing process or relonsc specificntions, may he made at 

2 any time and shall he reported ammally to the Sec-

3 retary; and 

4 "(2) for any other change, shall require complc-

5 tion of a bioassay or other appropriate study dem-

6 onstrating equivalence according to criteria estab-

7 lished by the Secretaiy- (unless such requirement is q 

8 waived by the Secretaiy), may be made at any time. 

9 and shall be reported to the Secretaiy through an <̂ 

s t 10 amendment submitted at the time the change is \ 

11 made. 

12 "(d) SPECIAL DETERMINATION- FOR A BiOhooirAL c m ^ 

13 PRoorcT.—A determination shall be made prior to ajv J^t^-^ 

14 ])roval of a biological product under section 3f>l(a) of the 

15 Public Health Seivicc Act (42 U.S.C. 262(a)) whether thc 

16 ̂ product can be adequately characterized for purposes o f ^ 

17 this subsection. With respect to biological products ap-

18 proved prior to the date of enactment of the Food and 

19 Drug Administration Performance and Accountability Act 

20 of 1996, tbe determination shall be made within 90 days 

21 after tlie date of enactment of such Aet. Anv determina-

22 tioi/under this subsection is subject to change based upon 

23 i*ow scientific information.". 
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1 SEC. 605. INSULIN AND ANTIBIOTICS. 

2 (ii) CERTIFICATION OK Duces COXTAININO Ixsr-

3 LIN.—Section 506 (21 U.S.C. 35G) is repealed. 

4 (b) CERTIFICATION OF ANTIBIOTICS.—Section 507 

5 (21 U.S.C. 357) is repealed. 

6 (c) EXPORTATION.—Section 802 (21 U.S.C. 382), as 

7 amended by section 502(b), is further amended by adding 

8 at the end thereof the following new subsection: 

9 "(g) EXPORTATION- OK UNAPPROVED PRODKCTS.— 

10 Insulin and antibiotics may be exported without regard to 

11 the requirements in this section if the insulin and anti-

12 biotics meet the requirements in subsection (e)(1).". 

13 SEC. 606. MODERNIZATION OF REGULATION OF BIOLOGI-

1 4 CAL PRODUCTS. 

15 (a) Ix GENERAL.—Section 351 of the Public Health 

16 Senice Act (42 U.S.C1. 2fi2) is amended by striking "SEC. 

17 351.(a)" and all that follows through "exchange the 

18 sjune." and inserting the following: 

19 "SEC. 351. (a)(1) Except as provided in paragraph 

20 ((j), no person shall introduce or deliver for introduction 

21 into interstate commerce any biological product unless— 

22 "(A) a license is in effect foi- the biological 

23 product; and 

24 "(P>) each package of the biological product is 

25 plainly marked with the proper name of the biologi-

26 cal prod "-' contained therein, the name, address, 



Recommended Statutory Lancruaae 

"Section 506 of the Federal Food, Drug, and Cosmetic Ac. 
Certification of Drugs Containing Insulin, i s repealed. 
Section 507, of the Federal Food, Drug, and Cosmetic Act, 
Certification of Antibiotics, i s repealed. 

Section 505 i s amended by adding at the end the following new 
subsection: 

(n) Application to Antibiotic Drugs.--(1) In General.--Or. and 
after the effective date of this subsection, antibiotic drugs 
shall be considered new drugs subject to the provisions of 
this section^ and an antibiotic drug certified pursuant to 
section 507 prior to such effective date.shall be considered a 
new drug for which an application has been approved pursuant 
to subsection (b) (or, in the case of anfabbreviated 
application under such section 507, pursuant to subsection 
(j)). (2) Exception.--The provisions ofi subsection (j) (4) (D). 
shall not apply in the case of an antibiotic drug certified 
prior to the effective date of this subsection." ' H^f^K 
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sr, 
\ ^ ^ ' -J 1 mid ji|ii>]i<*al)l(' license number of tbe mmmfaoturor 

- i ^ 2 of the biological product, and the expiration date ol -y^j ££7^ 
X N i 

V* «i ^ 0 3 the biological product. QL^SV , 
^ •£ -JW r. n ^ 

? «s *J S 4 "(2) The license required undei- paragraph (1)(A) / ^^ -^JPC-

V 5 £ ^ "̂ " ' 
. • J \ 5 shall, as determined by the Secretary, cover the biological 

^ 3 6 product; anv faeilitv in which the biological product is 

v ^ i Tj V manufactured, processed, packed, or held; or both the 

^2 ^ product and facility. 

' .^ r ^ ^ 9 "(3)(A) The Secretan- shall establish, bv regulation, 

- «•.- > 
v - * J 10 rec|uirements for license applications for biological prod-

J ^ r~! 
«5 C i i 1 11 nets. 

.55 S 
1 j CN» -R J; 12 "(B) Except as provided in subparagraph (D). a l i -

C ^ X 13 cense a])p]ication that covers a biological product shall be 

approved based upon a demonstration that the product 
0 ' 0 

£ ^ N « ^ that is the subject of the a])plication— 

>sr ^ "(i) is safe and effective in accordance with soo-

\ , w v 17 -4ioits-505<-e)-antl-o0^(d) of the Federal Foedr-Di-ug. 
*w ;< 18 an(L(\)siHetic^t42i-UTSi^T^(dt)T-nn 

j \ j ^ . ^ - - ^ 

^ ^ S -1 19 l*£&f' meets standards designed to ensure that 

01 - 20 such product is sate, pure, and where appropriate, 

"t ^ 21 j)()tenty-. & YVC^ 

22 U(C) A license ap])lication that covers, a facility shall 

23 ensure that the product^md the fiufility meet standards 

24 designed to ensure that the product meets applicable re-

25 quiremcnts of subparagraph '(B). 



1 "(li) Except as provided in subparagraph (D), a b-

2 cense application that covers a biological product shall be 

.„ , , , 3 approved based upon a demonstration tliat the product 

Sutfovt. SOB ^ 4 that is the subject of the application— isrckatuL- -
fD*C Ac*- /tA^Atx^, dUxJ** 
t\mi- oJb a_ Au^wioL^yu. "(i) io cafe and offootivc in accotdance with aec-

^ f ^ T ^ y f T T ^ b tion 605(d) of the Fedcial Food, Diug, and Oes-ft)M^ta ^ 

^ 7 m cticAct(31 U.B.C. 355(d))^r 

•ID cM-*Of- Pblk 8 "(») m e e t s standards designed to ensure that 

^Ylf1^a-,ul4^T 9 such product is safe, pure, and where appropriate, CcXfiiA} 

U- pGJU^,cur tM-> 10 potentOu) ,^/*U>/^6i u-ac^,^ cu<A UUJLLJ^L* asuL, 

Ar10^^ j j j 1 1 "(C) A license application that covers a faeilitv shall ^ J ^ L ^ I ^ L 

12 ensure that thc prod art meets standards designed to en- sMau^c^rutAJ-^ 

13 sure that -the prociuctpneSH apph^ble requirements of QUA^*-^ 4^UL. 

14 subparagraph^). ^O^LU^.^UJJ^ 

15 "(D) A license application for blood or a blood com- UACUL, 

16 ponent (including plasma) shall be approved based on a peAatss-f ej-* 

17 demonstration that the product is safe, pure, and where ' 

18 appropriate, potent, and that the facility in which the 

19 product is manufactured, processed, packed, or held meets 

20 standards designed to ensure that such product is safe, 

21 pure, and where appropriate, potent. 

22 "(4) Requirements prescribed under paragraph (2) 

23 shall include a requirement for prcapproval inspection 

24 under subsection (e). 
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1 "(])) A license application for blood or a blood eom-

2 ponent (including plasma) sliall he approved based on a 

3 demonstration that the product is safe, pure, and where 

4 appropriate, potent, and that the facility in which the 

5 product is manufactured, processed, packed, or held meets 

6 standards designed to ensure that such product is safe, 

7 pure, and where appropriate, potent. 

8 "(4)(A) Requirements prescribed under paragraph 

9 (2) shall include a requirement for prcapproval.inspection 

10 under subsection (c). 

11 "(B) A license shall be approved only on condition 

12 that the licensee agrees to permit inspection of its facility 

13 in accordance with subsection (c). 

14 "(5)(A) Except as provided in subparagraph (C), an 

15 approved license for a biological product may be revoked 

16 if the Secretan- determines, on the record after providing 

17 opportunity for a hearing in accordance with section 554 

18 of title 5, United States Code, that the requirements for 

19 approval specified in paragraph (2) are no longer met with 

20 respect to such product, or that other public health rea-

21 sons, prescribed by regulation, exist. No action to revoke 

22 a license based on finding's of an inspection shall be initi-

23 ated prior to submission and review by the Secretaiy of 

24 a writicn response submitted by the licensee to a notice 

25 of inspectional findings so long as such written response 


