THE FOOD AND DRUG ADMINISTRATION
MODERNIZATION ACT OF 1997

INTRODUCTION

The Food and Drug Administration Modernization Act of 1997 (Modernization Act) isthe
culmination of a comprehensive legidative reform effort designed to streamline regulatory
procedures within the Food and Drug Administration (FDA) and to improve the regul ation of drugs,
medical devices, and food. Passed by the 105th Congress on November 9, 1997, with wide
bipartisan support, thelegislation is principally designed to ensure thetimely availability of safeand
effective drugs, biologics, and medical devices by expediting the premarket review processfor new
products, while maintaining FDA’s “gold standard” for product approval. The mgority of the
provisions of the Modernization Act take effect 90 days after the date of enactment.

Since passage of the Federal Food and Drugs Act in 1906, and the Federal Food, Drug, and
Cosmetic Act (FDC Act) in 1938, FDA'’s regulatory role has expanded considerably from that of
removing unsafe or misbranded products from the marketplace, to determining whether drugs and
medical devicesare safe and effectivefor their intended use. FDA’ s ability to accomplish theduties
embodied in this expanded role, however, has not kept pace with the agency’'s statutory
responsibilities, resulting in an overly burdensome regulatory system. The requirements for the
clinical testing and premarket review of new products have become increasingly complex, time-
consuming, and costly. Asaresult, patients have been denied timely accessto safe and useful drugs
and medical devices. Inshort, during the past twenty years, every administration has recognized the
need for reforming FDA and modernizing the agency’s product approval system to achieve an
appropriate balance between safeguarding the public from risk and facilitating the devel opment,
testing, and timely approval of safe and effective products that benefit the public health.

Thisimportant legislationimproves FDA'’ s public accountability and establishes, for thefirst
time, an FDA mission statement that helps define the scope of the agency’s regulatory
responsibilities. Thelegidlation amendsthe FDC Act to require the Secretary of Health and Human



Services (hereinafter FDA) to prepare a plan for implementing FDA'’s statutory compliance in
consultation with appropriate scientific and academic experts, health care professionds,
representatives of patient and consumer advocacy groups, and the regulated industry. FDA’s
compliance plan must be published in the Federa Register and reviewed biannually by the agency.
Thisisintended to eliminate backlogs in the drug and medical device approval process and ensure
the timely review of applications. As part of the agency’s new mission statement, FDA must
promptly and efficiently review clinical research and take appropriate action on the marketing of
regulated products so that innovation and product availability are not impeded or discouraged.

A key provision of the legislation is the re-authorization of the Prescription Drug User Fee
Act of 1992 (PDUFA 1), which permits the continued collection of user feesfrom prescription drug
manufacturers to augment FDA resources earmarked for the review of human drug applications.
This is essential to provide the resources necessary to ensure the prompt approva of safe and
effective new drugs and other therapies. Other important provisions of the legislation include the
creation of a statutory fast track approval process for drugs for serious or life-threatening diseases
and conditions, the establishment of adatabank of information on clinical trialsfor such conditions
(in collaboration with the appropriate agencies within the National Institutes of Health), the
authorization of the use of expert scientific panelsin the review of clinical investigations of drugs,
and the expansion of the rights of drug and device manufacturers to disseminate treatment
information.

Thelegidationimprovesthe regulation of medical devicesthrough reformsthat relatetothe
review of applications, standards, and data requirements. For example, the legislation includes a
provision that mandates priority review for breakthrough technol ogiesin medical devicesand grants
FDA the authority to contract with outside scientific experts for the review of medical device
applications. Thelegislation also providesfor nationa uniformity inthelabeling of over-the-counter
drugs (OTC) and cosmetics.

Regarding the regulation of food products, asignificant provision of thelegidation provides
for streamlined procedures and greater flexibility in FDA regulations regarding nutrient content and
health claims. Thelegidation anendsthe FDC Act to permit health and nutrient content claimson
food labels, provided that a scientific body of the U.S. Government has published an authoritative



statement endorsing the claim. Another significant provision of the legislation establishes a
“notification” procedure for the marketing of indirect food additives.

The Modernization Act provides a legislative framework that embodies many of the
bi parti san conclusions and recommendations made during the past 20 years by expert administrative
advisory panelsand congressional committees concerned with FDA reform. Thelegidlation reflects
congressional concern that FDA'’s past regulatory practices have hindered the dynamic and
innovative growth of America s pharmaceutical, biotech, medical device, and food industries and
that the agency has been out of step with recent scientific and technological advances in the
development and testing of new products.

During the past few years, these concerns have become more pressing both for Congress and
the President, particularly in light of U.S. efforts to harmonize regulatory requirements with other
national regulatory authorities, and the European Union’smoveto adopt auniform approval system
for drugs and medical devices. By streamlining functions a FDA and eiminating outdated
regulatory requirements, the legislation addresses an overly complex, burdensome, and expensive
regulatory system to make it ready for the 21st century.

Provided below are summaries of the main sections of the Modernization Act in the order

that they appear in the law. Title | addresses changesto the law affecting drugs; Title I1, devices,
Titlelll, food; and Title IV, the general provisions applicable to al or most product categories.

TITLEIl: IMPROVING REGULATION OF DRUGS

Secs. 101 - 107. User fees.

The PDUFA | has been reauthorized for an additional five years. Fiscal Year (FY) 1997
funding levelsfor FDA must be maintained (“the trigger”) before the agency may collect user fees.
FDC Act § 736(f)(1).



Under the reauthorization provisions of the M odernization Act (PDUFA I1), theentirefeefor
ahuman drug (or biologic) application or supplement isduein full on submission of the application
(under PDUFA 1, only 50 percent of thefiling feewasrequired on submission). § 736(a)(1)(B). The
applicant forfeits 25 percent of the total filing fee if the application or supplement is refused for
filing. 8 736(a)(1)(D). A new provisionin PDUFA Il providesthat if an application or supplement
iswithdrawn after review begins, arefund or partial refund may be made solely at the discretion of
FDA. FDA’sdetermination in such acaseis not reviewable. § 736(a)(1)(G).

Certain Applications Are Now Exempt From User Fees

M arketing applicationsfor supplemental applicationsfor pediatric use are exempt from user
fees. 8 736(a)(1)(F). Designated orphan drugs are also exempt, unlessthe application “includes an
indication for other than arare disease or condition.” 8§ 736(a)(1)(E).

Clarification of Products Subject to User Fees

A biological product that is“licensed for further manufacturing use only,” is not subject to
the user feeunder PDUFA Il. However, “alarge volumebiological product intended for single dose
injection for intravenous use or infusion” will be assessed afee. § 735(1). Applications submitted
by State or Federal governmental entitiesfor productsthat are not distributed commercially arealso
exempt from user fees. Id.

Clarification of Establishment and Product Fees

Minor clarifications were made to the definitions of “final dosage form” and “ prescription
drug establishment” for purposes of determining which prescription drug establishments are subject
to the fee. Under the new definition, a prescription drug establishment that manufactures a drug
product in final dosage form is subject to the fee if the prescription drug product does not require
“substantial” further manufacturing. 8§ 735(4) and (5).

PDUFA 1l also changes the procedures by which prescription drug establishment fees are
assessed. Previously, the person that owned a prescription drug establishment was assessed the fee.



PDUFA 11 will assess the fee against the person that “is named as the applicant in a human drug
application” for each establishment that is listed in the application as a manufacturer of that drug,
and that actually manufactured the drug during the fiscal year. If “an establishment islisted in a
human drug application by more than one applicant,” then the establishment feeis divided equally
and assessed among the applicants. 8§ 736(a)(2)(A). An establishment that manufactures a drug
product during a fiscal year for which the full establishment fee has been assessed before the
establishment manufactured the drug, will not be assessed any share of the establishment fee until the
next fiscal year. 8§ 736(a)(2)(B).

To correct an unintended result of PDUFA |, manufacturers of antibioticswill not be subject
to the product fee once a generic competitor is approved. § 736(a)(3).

New Fee Amounts

Fee amounts have been established as follows: Full application fees are $250,704 in FY
1998, $256,338 in FY s 1999 and 2000, $267,606 in FY 2001, and $258,451 in FY 2002. Feesfor
other applications are: $125,352 in FY 1998, $128,169 in FY's 1999 and 2000, $133,803 in FY
2001, and $129,226 in FY 2002. § 736(b)(1). Feeswill be adjusted for inflation each fiscal year.
8§ 736(c)(1). Also, FDA will adjust the fees each fiscal year according to FDA’s annua workload.
§736(c)(2). PDUFA 11 does not set specific establishment or product fees, but establishes the total
revenues from these fees to be collected by FDA per fiscal year. § 736(b)(2) and (3).

Fee Waivers, Reductions, and Refunds

The fee waiver and reduction provisions from PDUFA | have been retained. In addition,
small business entities are eligible for a waiver on the first application submitted. Subsequent
applications, including supplemental applications, are assessed the full fee. § 736(d)(3)(B). This
marks achange from PDUFA |. Small business entities had been assessed one-half the application
fee for the first application submitted and were permitted to defer payment of the fee for one year.

PDUFA |l addsthe requirement that fee waivers, reductions, and refunds must be requested
inwriting within 180 days after thefeeisdue. 8 736(i). Under PDUFA I, there was no deadlinefor
reguesting awaiver, reduction, or refund. Under aspecial rule, requestsfor waivers, reductions, and



refunds for fees assessed prior to October 1, 1997 must be submitted within one year of the date of
enactment of the Modernization Act. If the request relates to an application that was submitted
before October 1, 1997, the request will be evaluated according to PDUFA 1.

PDUFA Il Performance Goals

Performance goals will be set forth in letters from the Department of Health and Human
Servicesto Congress. Modernization Act § 101(4).

Sec. 111. Pediatric studies of drugs.

Earlier thisyear, FDA proposed regulations requiring manufacturersto assessthe safety and
effectiveness for pediatric use of many new drugs. 62 Fed. Reg. 43900 (Aug. 15, 1997). Congress
agreed with the purpose behind these proposed regulations, and commended FDA for itsefforts, but
chose a somewhat different approach.

The Modernization Act adds new section 505A to the FDC Act and extends market
exclusivity by six monthsfor clinical studies conducted in pediatric populations. “Pediatric studies’
isdefined to mean “at least oneclinical investigation (that, at the Secretary’ sdiscretion, may include
pharmacokinetic studies)” in the intended pediatric age groups. § 505A(g).

Market Exclusivity

If, prior to the approval of a505(b)(1) application, FDA determinesthat information about a
drug may produce health benefits in a pediatric population, and requests such studies in writing
(including a timeframe for completion of the studies), and the studies are completed within the
timeframe and accepted by FDA, then the sponsor or manufacturer will qualify for six months of
extramarket exclusivity. 8§ 505A(a).

Six months may be added to Waxman-Hatch exclusivity and Orphan Drug exclusivity.
8 505A(a)(1)(A) and (B). Six months may also be added to market exclusivity if apioneer drugis
the subject of alisted patent and: the patent is certified to be expired; the patent is certified to expire
on acertain date and the studies are compl eted before expiration of the patent (including any patent



extensions); or if the patent is certified to be invalid or not infringed, but a court determines the
patient is valid and would be infringed. 8 505A(8)(2)(A) and (B).

Market Exclusivity for Already Marketed Drugs

Within 180 days of enactment, FDA must develop, prioritize, and publish alist of approved
drugsfor which additional pediatric studies may produce health benefitsin the pediatric population.
The list must be updated annually. 8§ 505A(b). FDA may make arequest for pediatric studies for
drugs on the list. If FDA makes a written request to the holder of a 505(b)(1) application for
pediatric studies (including a timeframe), the holder agrees to the request, completes the studies
within the timeframe, and the reports are accepted, then six months may be added to market
exclusivity. 8§ 505A(c).

Conduct of Pediatric Studies

There are two ways for conducting requested pediatric studies. First, FDA and the sponsor
(or holder) of a 505(b)(1) application can agree on the conduct and timeframe of the pediatric
studies. If FDA and the sponsor (or holder) agree on written protocols for the studies, when the
studies are completed and the reports are submitted, FDA has 60 days to notify the sponsor (or
holder) whether the studies were conducted in accordance with the written request and agreement
and were reported in accordance with FDA’sfiling requirements. 8 505A(d)(1) and (2).

Second, in the absence of awritten protocol agreement, FDA has 90 days to accept or reject
the submitted reports and so notify the sponsor (or holder). FDA’s responsibility is to determine
“whether the studies fairly respond to the written request, have been conducted in accordance with
commonly accepted scientific principlesand protocols,” and have been reported in accordance with
FDA'’s filing requirements. 8 505A(d)(3). In either case, FDA must publish a notice of any
determination that the requirements for conduct of pediatric studies have been met, and that
submissions and approvals under 505(b)(2) and 505(j) will be subject to the additional period of
exclusivity. 8 505A(f).



Delay of Effective Date for Certain Applications

If pediatric studies are submitted prior to expiration of a patent or Waxman-Hatch
exclusivity, but have not been accepted or rejected by FDA at the time of the expiration, then
approva of 505(b)(2) and 505(j) applications may be delayed up to 90 days while FDA reviewsthe
pediatric studies. The six months of exclusivity runs during this period of delay. § 505A(€).

Limitations

Additional exclusivity islimited to one award per product, with one exception. If adrugis
awarded six months of exclusivity that is added to three years of Waxman-Hatch exclusivity, the
applicant can obtain an additiona six months of exclusivity by obtaining approva of asupplemental
new drug application (NDA) for anew pediatric indication. However, this second six-month period
may not be added to FDC Act patent protections or orphan drug exclusivity. 8 505A(h).

Sunset

No additional exclusivity is available unless the 505(b)(1) application is submitted on or
before January 1, 2002, with one exception. Six months of exclusivity isavailableif adrugisin
commercial distribution as of the date of enactment of the Modernization Act, thedrug isincludedin
FDA'’s list as of January 1, 2002, and FDA determines there is a continuing need for pediatric
information about the drug. 8 505A(j).

Sec. 112. Expediting study and approval of fast track drugs.
This provision replaces section 506 of the FDC Act in its entirety. New section 506
essentially codifies FDA’ s accel erated approva regulationsfor drugs and biologics. See21 C.F.R.

Part 314, Subpart H, and 21 C.F.R. Part 601, Subpart E.

FDA shall, at the request of asponsor, “facilitate the development and expedite the review”
of adrug“if itisintended for treatment of aseriousor life-threatening condition and it demonstrates



the potential to address unmet medical needs for such acondition.” § 506(a)(1). Congress defined
“serious and life-threatening” using FDA’s definition published in the preamble to the proposed
accelerated approva regulations. House Report 105-310 at 55-56 (1997) (see also 57 Fed. Reg.
13234 (April 15, 1992)).

The Modernization Act refersto such adrug asa*“fast track product.” The sponsor of anew
drug may request FDA to designate the drug a fast track product with, or at any time after, the
submission of an investigational new drug application (IND). 8§506(a)(2). FDA must decide
whether the drug is afast track product within 60 days of the request for designation. § 506(a)(3).

Approval of an application for afast track product can be based on an effect on aclinical
endpoint, or on asurrogate endpoint that is reasonably likely to predict clinical benefit. § 506(b)(1).
Aswith FDA'’ s accelerated approval regulations, approval of afast track product may be subject to
post-approval studiesto validate the surrogate endpoint or confirm the effect on theclinical endpoint,
and prior review of promotional materials. 8§ 506(b)(2). Approva of afast track product may be
withdrawn under expedited procedures (which must include an informal hearing) if the sponsor fails
to conduct arequired post-approval study with due diligence, a post-approval study fails to verify
clinical benefit, other evidence indicates the fast track product is not safe or effective under the
conditions of use, or the sponsor disseminates false or misleading promotional materials.
8 506(b)(3).

The Modernization Act directs FDA to initiate review of an application for a fast track
product before the application is complete. If a preliminary review of the clinical data suggests
efficacy, FDA must evaluate for filing, and may review, portions of the application. This “rolling
review” isavailableif the applicant providesaschedul e for submission of remaining information and
pays any user fee. 8 506(c)(1). However, the PDUFA review clock does not begin to run until the
application is complete. § 506(c)(2).

FDA isrequired to increase the awareness of this provision by disseminating adescriptionto
physicians, patient organizations, and pharmaceutical and biotechnology companies. 8§ 506(d)(1).
FDA must also establish a program to encourage development of surrogate endpointsfor fast track
products. § 506(d)(2). Finaly, FDA must provide policy and procedure guidance within oneyear of
enactment of the statute. Modernization Act § 112(b).



Sec. 113. Information program on clinical trialsfor seriousor life-threatening diseases.

Physicians treating patients with cancer and AIDS currently have access to information on
clinical trials for these diseases through two government supported databases, PDQ® (Physician’s
Data Query) for cancer and ACTIS (AIDS Clinical Trial Information Service) for HIV and AIDS.
The PDQ system was established by the National Cancer Institute (NCI) and the ACTIS system was
developed asaresult of the Health Omnibus Programs Extensions Act of 1988. Publicinterestinthe
information contained in both databasesis high and now Congress seeksto expand the avail ability of
clinical trial information to other patientswith seriousor life-threateningilinesses. Specifically, the
Modernization Act amends section 402 of the Public Health Service Act (PHS Act) (42 U.S.C. §
282) to require the Director of the National Institutes of Health (NIH) to establish, maintain and
operate adatabank on clinical trialsfor drugsfor serious or life-threatening diseases and conditions.
Notably, information on devices is not included, but the statute provides that a report on the
feasibility of including information on device investigations must be submitted to Congress within
two years.

The databank isto include information describing the purpose of each experimental drug as
well asdigibility criteria, adescription of the location of trial sites and a point of contact for those
wanting to enroll. Information on treatments available under treatment INDs and Group C cancer
drugs (as defined by the NCI) will also be included. With the consent of the sponsor, other
information such as the results of the trials, including information on potential toxicities or side
effects of the treatments may be included in the databank.

Likethe ACTISdatabase (and unlike PDQ), inclusion of industry trialsin this new databank
will be mandatory. Although submission of the data may initially be made by sponsors on a
voluntary basis, it must be forwarded no later than 21 days following approval of thetrial by FDA.
A sponsor can request that information on a specific investigation not be disclosed in the databank,
provided that the sponsor has submitted a detailed certification to FDA that disclosure of the
information would substantially interfere with the timely enrollment of subjectsintrial. However,
the final determination of whether to include the information will rest with FDA.

10



Sec. 114. Health car e economic information.

FDA policy currently requires pharmacoeconomic claims madein labeling or advertising to
be supported by two well-controlled clinical studies. FDA Division of Drug Marketing, Advertising,
and Communications (DDMAC), Principles for the Review of Pharmacoeconomic Promotion
(Draft), Mar. 20, 1995. The Modernization Act amends section 502(a) of the FDC Act to establish
more flexible standards for the dissemination of cost-effectiveness and other pharmacoeconomic
information by manufacturers of drugsand biol ogicsto certain categoriesof customersand potential
customers.

The new standards apply to "health care economic information,” which is defined as any
analysisthat identifies, measures, or compares the economic consequences, including costs of health
outcomes, of the use of adrug to the use of another drug, to another health careintervention, or to no
intervention. Such information will not be considered false or misleading, nor to violate new drug
application (NDA) or biologic licensing restrictions, if: it isprovided to a"formulary committee or
similar entity" that selectsdrugsfor managed care or similar organizations; it "directly relates” to an
approved indication; and it is based on "competent and reliable scientific evidence.”

The provision requires that a manufacturer's data substantiating health care economic
information be made available to FDA on request.

Sec. 115. Clinical investigations.

The Modernization Act amends section 505(d) of the FDC Act to provide that, when
appropriate, based on relevant science, the* substantial evidence’ of efficacy required for approval of
a new drug application may consist of data from one adequate and well-controlled clinical
investigation and confirmatory evidence (obtained prior to or after such investigation). The
provision simply provides FDA the explicit statutory authority to approve anew drug based on data
from asingletria (and confirmatory evidence), which the agency has already acknowledged it has
the discretion to do.

11



The Modernization Act al'so amends section 505(b)(1) of the FDC Act to require FDA to
develop guidance on the inclusion of women and minorities in the trials relied upon to establish
effectiveness. In devel oping the guidance, FDA isto consult with both NIH and representatives of
the drug manufacturing industry.

Sec. 116. Manufacturing changesfor drugs.

The Modernization Act adds a new section 506A to the FDC Act, which establishes
reguirements relating to manufacturing changes for new drugs and biologics.

Specifically, the provision requires that, whenever achangeis made in the manufacture of a
new drug or biologic, the manufacturer must validate the effect of that change on the identity,
strength, quality, purity, and potency of the drug as those characteristics relate to the safety or
effectiveness of the drug, beforethe product isdistributed. However, the requirementsfor reporting
the manufacturing change to FDA vary depending on the nature of the change.

For major changes, manufacturers must submit a supplemental application, and the drug
cannot be distributed until the supplemental application has been approved. Magor changes are
defined as those determined to have asubstantia potential to adversaly affect theidentity, strength,
quality, purity, or potency of the drug as those characteristicsrelate to the safety or effectiveness of
the drug. Such a change includes a change that: is made in the qualitative or quantitative
formulation of the drug involved or in the specifications in the approved application or license; is
determined in an FDA regulation or guidance to require completion of an appropriate clinical study
demonstrating equival ence of the drug to the drug as manufactured without the change; or isanother
type or change determined in an FDA regulation or guidance to have a substantial potential to
adversely affect the safety or effectiveness of the drug.

Other changes, as determined by FDA, will fall into two categories. changes that may be
made and implemented immediately and reported to FDA; or those changes that will require a
supplemental application but which may be implemented if FDA has not notified the company
within 30 days after submission of the supplemental application that a prior approval is required.

12



FDA also hasthe authority to identify changes that may be implemented at the time a supplemental
application is submitted.

New section 506A of the FDC Act will take effect when implementing regulations are
promulgated, or 24 months after the date of enactment of the Modernization Act.

Sec. 117. Streamlining clinical research on drugs.

The Modernization Act amends section 505(i) of the FDC Act. The provision codifies
FDA’sIND regulationsin several respects. This section providesthat aclinical investigation of a
new drug may begin 30 days after the sponsor or manufacturer submits certain information,
including information on the design of the investigation, certified reports of basic information
necessary to assess safety, chemistry and manufacturing information, controlsavailablefor thedrug,
and tabular datafrom animal or human studies. 8 505(i)(2).

FDA may impose a clinical hold based on a determination, confirmed in writing, that the
drug represents an unreasonable risk to the safety of the subjects (considering the qualifications of
the investigators, information about the drug, the design of the study, the condition for which the
drug isto beinvestigated, and the health of the subjects). FDA may aso impose aclinical hold for
any other reasons established by regulation (including reasons established by regulation prior to the
date of enactment of the Modernization Act). 8 505(i)(3)(A) and (B).

In a provision that has no counterpart in FDA’s regulations, a sponsor may request, in
writing, that aclinical hold beremoved. The request must include“sufficient information to support
theremoval” of the clinical hold. The Modernization Act requires FDA to respond within 30 days
and to specify the reasons a clinical hold was not removed. 8 505(i)(3)(C).

Sec. 118. Data requirementsfor drugs and biologics.
In aprovision not intended to be codified in the FDC Act, the Modernization Act requires

FDA to publish guidance describing when abbreviated study reports may be submittedinlieu of full
reportsin NDAsand biologicslicense applications (BLAS). FDA must identify the types of studies
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for which abbreviated reports may be submitted and must devel op appropriate abbreviated report
formats.

Sec. 119. Content and review of applications.

The Modernization Act amends sections 505(b) and 505(j) of the FDC Act to bring more
certainty to the recommendations provided by FDA staff inthereview of plansfor the development
of trials to support both NDAs and ANDAS.

First, FDA isrequired, upon areasonable written request, to meet with sponsors of INDs or
applicantsfor NDAsor ANDASsto agreeon thedesign of clinical trialsintended to form the basis of
effectiveness claims, or, in the case of ANDAS, to agree on the design of bioavailability and
bioequivaence studies. Minutes of the meeting will be kept by FDA and are available to sponsors
upon request. Moreover, any agreement reached between the sponsor and FDA on the design of a
clinical trial must be documented and made part of the administrative record.

These agreements may not be changed after testing begins, except upon written agreement of
the sponsor or upon awritten decision by the director of the reviewing division that a*“ substantial
scientific issue essential to determining the safety or effectiveness of the drug” was identified after
testing began. The sponsor must be given an opportunity for a meeting on the issue. Any such
decision by adirector is binding and cannot be changed by thefield or compliance personnel, unless
that staff person can demonstrate to the director why the changeis needed. Decisionsby thedirector
or the reviewing division will bein writing and sponsors will have the opportunity for ameeting at
which the director will document the scientific issues involved.

The Modernization Act also requires FDA to issue guidance to agency reviewers. The
guidance documents areto address the objectivity, promptness, technical excellence, and knowledge
of regulatory and scientific standards required for conducting reviews. The standards established in

these documents are to apply to all reviewers.

Sec. 120. Scientific advisory panels.

14



New section 505(n) of the FDC Act requires FDA to establish advisory committees, or rely
on existing advisory committees, to provide expert advice and recommendationsto FDA onclinica
investigations of drugs or biologics and agency approval of these products. In general, these
provisions codify the policies and procedures expressed in FDA’s Handbook for FDA Advisory
Committees (1994).

Each panel must consist of members qualified by training and experience to evauate the
safety and effectiveness of drugsreferred to the panel. The members, “to the extent feasible,” will
be experienced “in the development, manufacture, or utilization of such drugs.” 8§ 505(n)(3)(A).
The Modernization Act requires committees to include “members with diverse expertise” and
specifically mentionsthefieldsof “clinical and administrative medicing” and “ pharmacoeconomics.”
8 505(n)(3)(B). A consumer representative, “arepresentative of interests of the drug manufacturing
industry not directly affected by the matter to be brought before the panel,” and “two or more
members’ who have particular expertise in the disease or condition for which the drug is being
reviewed must be on each committee. § 505(n)(3)(C) and (D).

TheModernization Act also providesfor the disclosure of possible conflicts of interest of the
committee members, orders FDA to educate and train advisory committee members, and provides
for the compensation of advisory committee members. 8 505(n)(4)-(6). FDA may not grant a
conflict of interest waiver when the committee member’s own scientific work isinvolved.

Advisory committee matters must be “ presented to the panel not more than 60 days after the
matter isready for such review” and el ectronic communication may be used to convenethe meeting.
§ 505(n)(7). Within 90 days of a recommendation by the scientific panel, FDA must review the
recommendations, “and notify the affected persons of the final decision on the matter, or of the
reasons that no such decision has been reached.” Final decisions, including a rationale for the
decision, must be documented. § 505(n)(8).

Sec. 121. Positron emission tomography.

The Modernization Act adds anew section 201(ii) to the FDC Act to define “compounded
positron emission tomography drug.”

15



Mostly in provisions not intended to be codified in the FDC Act, the new law imposes a
moratorium on the application to positron emission tomography (PET) drugs of section 505 of the
FDC Act, which requiresthe premarket approval of new drugs. The moratorium extends also to the
application of current good manufacturing practice requirements (GMP). During the moratorium,
the preparation of PET drugswould be required to conform only to PET compounding standards and
applicable monographs of the United States Pharmacopeia (USP). The moratorium in both cases
ends after the later of (1) four years, or (2) two years following the issuance by FDA of new GMP
reguirements and procedures for section 505 approva of PET drugs.

Within two years after enactment, FDA is required to issue appropriate procedures for the
approval of PET drugs. Appropriate GMP requirements must also be developed. Indevelopingthe
GMP requirements and approval procedures, FDA isto take into account any relevant differences
between not-for-profit institutions that compound the drugs for their patients, and commercial
manufacturers. FDA is aso required to consult with patient advocacy groups, professional
associations, manufacturers, physicians, and scientists prior to establishing the approval procedures
and GMP requirements.

FDA is directed to revoke inconsistent, previously issued agency documents relating to
premarket approval and GMP requirements for PET drugs. During the moratorium, the IND
requirements will continue to apply to PET drugs.

Sec. 122. Requirementsfor radiophar maceuticals.

A provison not intended to be codified in the FDC Act acknowledges the special
characteristics of radiopharmaceuticals used for diagnostic and monitoring purposes that should be
taken into account in evaluating their safety and efficacy. “Radiopharmaceutical” is defined, for
purposes of this section only, as: (1) an article (A) that is intended for use in the diagnosis or
monitoring of a disease or a manifestation of a disease in humans; and (B) which exhibits
spontaneous disintegration of unstable nuclei with the emission of nuclear particles or photons; or
(2) any nonradioactive reagent kit or nuclide generator which is intended to be used in the
preparation of any such article. This provision does not apply to therapeutic radiopharmaceuticals.
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Not later than 180 days after enactment, FDA must i ssue regulations governing the approval
of radiopharmaceuticals. The regulations must provide that the determination of safety and
effectiveness should include consideration of (1) the proposed use of the radiopharmaceutical inthe
practice of medicine, (2) the pharmacological and toxicological activity of the radio-pharmaceutical
(including any carrier or ligand component), and (3) the estimated absorbed radiation dose of the
radiopharmaceutical .

In addition, the provision acknowledges that the indicationsfor which radiopharmaceuticals
are used may, in appropriate cases, refer to manifestations of disease (such as biochemicdl,
physiological, anatomic, or pathological processes) common to or present in one or more disease
states. Thisprovision addresses diagnostic radiopharmaceuti cal sthat are used to provideimages of
processes in the body that may be caused by a number of different disorders. Consistent with this
manner of use, the provision permits the indications for such aradiopharmaceutical, in clinically
appropriate cases, to refer to such processes rather than referring to the specific underlying disorders.

Sec. 123. M oder nization of regulation.

Biological Products

The Modernization Act revises section 351 of the PHS Act to make the approval and review
processfor biologics more similar to the onefor other drugs. The most important changeisthat the
new law requires only one license to market a biological product, a biological license application
(BLA), eliminating the need for a separate license for the facility, i.e., the establishment license
application (ELA).

A definition of "biological product” has been added as new section 351(i) of the PHS Act.
Revised section 351(a) of the PHS Act states that abiological product may not be introduced into
interstate commerce unless the product has a biologics license, and the package is marked with the
product’ s name, the manufacturer’ sname, address, and license number, and the product’ sexpiration
date. By regulation, FDA must establish requirements.
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The Modernization Act directs FDA to take measures to minimize the differences in the
review and approva of biological products and other drugs. FDA is required to establish, by
regulation, the requirements for the approval, suspension, and revocation of a biologics license.
Biologics must be demonstrated to be " safe, pure, and potent.” The applicant must demonstrate that
its facility isin compliance with GMPs, and agree to a preapprova inspection of the facility for
compliance with GMPs.

Clinical Laboratories mprovement Act (CLIA)

The M odernization Act amends section 353 of the PHS Act to providethat approval of atest
for home use by FDA results in waived status under the CLIA. This provision clarifies that when
FDA already has determined that adiagnostic product, available either by prescription or OTC, can
be used safely and effectively by alayperson at home, such a product should not require additional
review or action to determinewhether CLIA requirements can bewaived for thisproduct. Congress
included this provision because the Centers for Disease Control and Prevention (CDC) has denied
waived status for at least one test approved for home use.

Sec. 124. Pilot and small scale manufacture.

The Modernization Act amends sections 505(c) and 512(c) of the FDC Act to providethat a
new drug manufactured in a pilot or other small facility may be used to demonstrate the safety and
effectiveness of the drug and to obtain approval prior to manufacture of the drug in alarger facility.
FDA retains the authority to require full-scale production prior to approval.

Sec. 125. Insulin and antibiotics.

The Modernization Act repeal s sections 506 and 507 of the FDC Act. Thishasthe effect of
eliminating the requirements for batch certification of insulin and certain antibiotic products.
Moreover, the repeal of section 507 also resultsin applicationsfor new antibioticsbeing submitted to
the FDA under section 505, which provides these products the benefits of the Waxman-Hatch

exclusivity provisions.

Sec. 126. Elimination of certain labeling requirements.
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The Modernization Act amends section 503(b)(4) of the FDC Act to eiminate the
reguirement for inclusion of thelabel statement “ Caution: Federd law prohibits dispensing without a
prescription.” The new requirement is the inclusion of the symbol “Rx only,” at a minimum.

The labeling requirement of section 502(d) for *habit forming” drugs has been eliminated.

Sec. 127. Application of Federal law to practice of pharmacy compounding.

The Modernization Act adds a new section 503A to the FDC Act to exclude compounded
drugs from the FDC Act’s provisions for new drugs and GMPs, provided that the drugs are
compounded according to specific requirements. New section 503A, which does not apply to
radiopharmaceuticals or compounded PET drugs, takes effect one year after enactment.

Under new section 503A, alicensed pharmacist or licensed physician may compound drugs
for anidentified individua patient based on avalid prescription. In certain situations, adrug may be
compounded beforereceiving aprescription. New section 503A(b) imposes several restrictionson
compounding, one of which limits the bulk drug substances that may be used in compounding.
Another restriction prevents the compounding of drugs that were withdrawn or removed from the
market because they are unsafe or not effective; these drugswill appear on alist published by FDA.
New section 503A (b) prohibits routine compounding or compounding in “inordinate” amounts of
drugswhich are copies of commercially availabledrugs. Thissection aso prohibits compounding of
drugsthat FDA will identify in regul ations as presenting demonstrable difficultiesin compounding
which adversely affect the drug’ s safety and effectiveness.

A state and FDA may enter into a memorandum of understanding (MOU) to address the
distribution of “inordinate” amounts of compounded drugsinterstate and to provide for appropriate
state investigation of complaints on compounded drugs that are distributed outside that state. If a
state does not enter into an MOU, a pharmacy or physi cian may distribute compounded drugs outside
that state, but may not distribute an amount that exceeds five percent of the total prescriptions
distributed or dispensed by the pharmacy or physician. The advertising and promotion of the
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compounding of a specific drug, class of drug, or type of drug is prohibited, but advertising and
promotion of compounding servicesis permitted.

Sec. 128. Reauthorization of clinical pharmacology program.

This provision reauthorizes grants for a pilot program for training individuas in clinical
pharmacology at medical schools. Under The Health Education Assistance Loan Legislation of
1991, the Commissioner of FDA was authorized to award agrant for apilot program for thetraining
of individuasin clinical pharmacology at an appropriate medica school without such a program.

Sec. 129. Regulations for sunscreen products.

In aprovision not intended to be codified in the FDC Act, the Modernization Act provides
that not later than 18 months after the date of enactment, FDA must publish regulations for OTC
“sunscreen products for the prevention or treatment of sunburn.” This refers to the publication of
FDA'’ sfinal monograph for sunscreensin the agency’ s OTC Drug Review, which has been pending
for aimost 20 years.

Sec. 130. Reports of postmarketing approval studies.

The Modernization Act adds a new section 506B to the FDC Act to require sponsors who
have agreed to conduct a postmarketing study to submit areport on the status of that study within
one year after approva of the drug, and annually thereafter until the study is completed or
terminated. Thereport isto describethe progresson the study or thereasonsfor failureto undertake
the study.

New section 506B appliesto all agreementsto undertake postmarketing studies entered into
prior to the date of enactment. Sponsors who have entered into those agreements have six months
fromthe date that FDA issues regulations on the report format to submit an update. Any information
provided to FDA in the reports will be considered public to the extent that the information is
necessary to identify the sponsor and to establish the status of a study and the reasons, if any, for
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failure to carry out the study. This information will then be published annually by FDA in the
Federal Register.

By October 1, 2001, FDA must submit a report to Congress summarizing the reports
received and evaluating the performance of sponsors in fulfilling the agreements with respect to
postmarketing studies. Thereport will alsoinclude an evaluation of thetimeliness of FDA’ sreview
of the postmarketing studies and any recommendations concerning the postmarketing studies.

Sec. 131. Notification of discontinuance of a life saving product.

The Modernization Act adds a new section 506C to the FDC Act to require a sole
manufacturer of adrug that islife-supporting, life-sustaining, or intended for usein the prevention of
adebilitating disease or condition, to give FDA at least six-months’ notice of plansto discontinue
manufacture of the product. Thisrequirement doesnot apply when aproduct originally derived from
human tissue is replaced by a recombinant product.

The notice period may be reduced if the manufacturer certifiesthat good cause existsfor the
reduction. Examples of “good cause” include: a public headth problem that may result from
continued manufacture; the lack of adequate biomaterial for manufacture; economic hardship or
increased product liability for the manufacturer from continued manufacture; availability of asix-
month supply for distribution during the six-month period; or the manufacturer has filed for
bankruptcy.

TITLEIl: IMPROVING REGULATION OF DEVICES
Sec. 201. I nvestigational device exemptions.
The M odernization Act amends section 520(g) of the FDC Act to require FDA to promul gate
within one year of enactment new regulations pertaining to devices under investigational device
exemptions (IDEs). Theseregulationsareto establish the proceduresand conditions under which an

IDE sponsor may make developmenta changes to its device, including manufacturing changes, or
changes in the clinical protocol, without submitting an additional IDE application or supplement.
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Developmental changes to a device under investigation are permitted so long as they do not
constitute asignificant changein design or in basic operationa principles. Further, any changesin
the clinical protocol must not: affect the validity of dataresulting from completion of an approved
protocol; changethelikely patient risk-benefit ratio on which the original protocol was based; affect
the scientific soundness of the investigationa plan; or affect the rights, safety, or welfare of the
human subjects involved in the investigation. For either a developmental change to adevice or a
change in clinical protocol, a sponsor must determine on the basis of credible evidence that the
applicable conditions are true, and submit to FDA notice of the change within five days of making
such change.

With respect to the submission of an IDE for aclass Il or implantable device, FDA must
allow the sponsor opportunity to submit an investigational plan (includingaclinica protocol) before
the sponsor submitsaformal application to either the agency or aningtitutional review committee. If
the sponsor submits a written request for a meeting with FDA to discuss the investigationa plan,
FDA must meet with the sponsor within 30 days of such request. Any agreement reached between
FDA and asponsor with respect to the parameters of aninvestigationa plan shall be documented and
made part of the administrative record, and may only be changed with the sponsor’s written
agreement or pursuant to the identification by the agency of asubstantial scientificissue affectingthe
safety or effectiveness of thedevice. Inthelatter case, the director of the officein which thedevice
is reviewed shall document the scientific issue and provide an opportunity for a meeting with the
sponsor to discuss it.

A new section 515(d)(2)(B)(iii) providesthat FDA will accept and review “ statistically valid
and reliable data,” as well as other information obtained from IDE investigations, to determine
whether adevice subject to apending premarket approval application (PMA) issafeand effective, if
(2) the data or information is derived from investigations on an earlier version of the device, the
devicewas modified during or after the investigations but beforethe submission of thePMA, and the
change is not a*“significant change” in the design or basic operating principles of the device; or (2)
the data or information relates to a device with an approved PMA, and isrelevant to the design and
intended use of the device at issue.

Sec. 202. Special review for certain devices.
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Section 515(d) of the FDC Act has been amended to provide for priority review of devices
that represent breakthrough technol ogies, devicesfor which no approved alternatives exist, devices
offering significant advantages over existing approved alternatives, or devices the availability of
whichisin the best interest of patients.

Sec. 203. Expanding humanitarian use of devices.

The existing humanitarian use exemption in section 520(m) of the FDC Act permits FDA to
waive the requirement for ademonstration of the effectiveness of a device necessary for premarket
approval when: (1) the device at issueis intended to address a disease or condition affecting fewer
than 4,000 persons in the United States, (2) the device would not be available unless FDA grants
such an exemption, and (3) the device does not pose an unreasonabl e or significant risk of illnessor
injury to patients and the probable health benefit of the device outweighstherisk of illnessor injury
fromitsuse. Devicesgranted ahumanitarian use exemption may be used only infacilitiesthat have
an established institutional review board (IRB) to supervisetheclinical testing of devices, and only if
the IRB approves the use of the exempted device.

The M odernization Act modifies section 520(m) in severa respects. First, it establishesa75-
day timelimit for FDA review of ahumanitarian use exemption application. Second, new language
added to section 520(m)(4) allows aphysician to administer ahumanitarian use device without IRB
approval (provided the IRB is later notified of the use) if waiting would cause the patient serious
harm or death. Third, section 520(m)(5), which established an 18-month, renewable exemption
term, has been replaced with a provision stating that FDA may require a person who receives a
humanitarian use exemption to demonstrate continued compliance with the requirements for
exemption, if FDA believes such demonstration isnecessary to protect public health or if the agency
has reason to believe the criteria are no longer being met. FDA may suspend or withdraw a
humanitarian use exemption after notice and opportunity for an informal hearing.

Sec. 204. Device standards.
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Theexisting statutory provision authorizing FDA to establish device performance standards
through notice and comment rulemaking, section 514 of the FDC Act, was enacted in 1976 and
amended in 1990. However, FDA has not adopted a single performance standard under this
provision. The Modernization Act amends section 514 of the FDC Act and provides an alternative
to the existing procedures for adoption of performance standards which alowsFDA to “recognize,”
by publication in the Federal Register, standards or parts of standards developed by nationally or
internationally recognized standard development organizations. Recognition of astandard may be
withdrawn by FDA through publication of anoticein the Federa Register if the agency decidesthat
such standard is no longer appropriate for meeting an FDC Act requirement for devices.

A manufacturer who chooses to use arecognized standard must provideto FDA adeclaration
of conformity certifying that the device complies with the standard. FDA may reject such
certification, however, if the agency determines that the data and information on which a
manufacturer relies to make a declaration of conformity does not demonstrate compliance with the
performance standard or that the recognized standard relied upon is inapplicable to the device. A
manufacturer isrequired to keep the dataand information relied upon for adeclaration of conformity
for two years after the date of the classification or approval of the device, or for the expected design
life of the device, whichever islonger, and to provide such information to the agency upon request.

Significantly, anew “prohibited act” has been added tothelist in section 301 of the FDC Act:
falsification of declaration of conformity to a “recognized”’ standard, and the failure to provide
supporting dataor information demonstrating conforming to a“ recognized” standard when requested
by the agency. The Modernization Act also amends section 501(e) of the FDC Act to specify that a
device purported or represented to be in conformance with a*“recognized” standard is adulterated
unless the device conformsin all respects to the applicable standard.

Sec. 205. Scope of review; collaborative determinations of device data requirements.
The Modernization Act amends section 513(a)(3) of the FDC Act in severa respects. First, it
requires FDA, in determining the effectiveness of a device for which aPMA application has been

submitted under section 515, to consider the extent to which reliance on postmarket controls can
reduce the amount of data that would otherwise be required for approval of the application.
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Second, FDA must meet with device manufacturers prior to the commencement of clinical
trias, within 30 days of a manufacturer’s request, to discuss the type of scientific evidence the
manufacturer must submit to establish effectiveness. Therequest must include afull description of
the device, its proposed conditions of use, a proposed plan for determining whether there is a
reasonable assurance of effectiveness, and information (if available) regarding the expected
performance of the device. FDA has 30 days after the meeting to confirm in writing the type of
scientific evidence that must be submitted. In making its determination, FDA must consider the
“least burdensome appropriate means of evaluating device effectiveness’ that isreasonably likely to
result in approval. The written confirmation is binding upon the agency, and may not be altered
unlessit is shown that FDA’s determination could be contrary to the public health.

Revised section 513(i)(1) of the FDC Act requires FDA to consider the extent to which
reliance on postmarket controls may expeditethe classification of devicesunder section 513(f)(1). In
addition, in making determinations of substantial equivalencewith respect to deviceswith differing
technological characteristics, FDA must request only that information necessary for demonstrating
substantia equivalence, and in so doing, shall consider the least burdensome means of demonstrating
substantial equivalence.

FDA'’ s determination of adevice sintended use must be based on the proposed |abeling of
the device submitted in the 510(k) premarket notification. However, if the Director of the Center for
Devicesand Radiological Health, after providing opportunity for aconsultation with the submitter of
the notification, determinesin writing that thereis areasonable likelihood that adevice will be used
for an intended use not identified in the proposed |abeling and that such use may result in harm, the
director may require astatement in the labeling that provides appropriate information regarding such
off-label use. Thiswritten determination, to be provided to the submitter within ten days of the date
of notification of the director’s concerns, must specify the limitations on the use of the device not
included in the proposed labeling. In this written determination, FDA also must find the device
substantially equivalent if the labeling for the device conforms to the specified limitations and the
deviceis substantially equivalent under section 513(i)(1)(A).
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The M odernization Act also amends section 515(d)(1)(A) of the FDC Act to require FDA to
consider only the conditions of use identified in the proposed labeling in a PMA to determine
whether or not there is a reasonabl e assurance of safety and effectiveness, so long as the proposed
labeling is neither false nor misleading. In determining whether thelabeling isfalse or misleading,
FDA must evaluate all materia facts pertinent to the proposed labeling.

Another addition to section 515(d) exempts from the supplemental application requirement
any modifications in manufacturing procedures or methods for which the holder of an approved
PMA has submitted appropriate notice to FDA. Such notice must describe the change in detail,
summarize the data and information supporting the change, and confirm that the change has been
made pursuant to the requirements of section 520(f). The holder of the approved application may
distribute the device 30 days after FDA receives such notice, unless the holder has received
notification from the agency that such notice is inadequate and describes the information or action
required for acceptance of the change. If the agency finds that a supplemental application is
reguired, it must review the supplement within 135 days of receipt. Thetimeused by FDA toreview
the notice of manufacturing change will be deducted from the 135-day supplement review timeif the
notice meets appropriate content requirements for PMA supplements.

Finally, FDA must approve asupplement for anincremental design change affecting safety or
effectiveness if nonclinical data demonstrate that the design modification enhances the capacity,
function, or performance of the device, asintended, and clinical data from the approved PMA and
any supplement thereto provide areasonable assurance of safety and effectivenessfor the modified
device. FDA hastheright to require additional clinical datawhen necessary to provide areasonable
assurance of safety and effectiveness.

Sec. 206. Premarket notification.

The Modernization Act amends section 510(k) of the FDC Act to exempt from the 510(k)
notification requirement all class| devices, except for those intended for ausethat is of substantial
importancein preventing impairment of human health, and those presenting apotential unreasonable
risk of illness or injury. It also exemptsthose class |1 devices which FDA determines, either on its
own initiative or by petition of an interested party, do not require a 510(k) notification.
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New section 510(m) of the FDC Act requires FDA to publish in the Federal Register, within
60 days of enactment, alist of each typeof class |l devicethat isexempt from the 510(k) notification
requirement. Exempt statusof listed devicesis effective upon thedate of publication. Beginningthe
first day after the publication of such list, FDA may, either on itsown initiative or by petition of any
interested person, exempt atype of class Il device from the 510(k) notification requirement. FDA
must publish notice of itsintent to exempt such device (or of the petition), provide a 30-day public
comment period, and publish within 120 days after issuance of the notice an order setting forth its
final determination regarding the exempt status of the device. If FDA failsto respond to a petition
within 180 days of receipt, the petition is deemed granted.

Section 513(f) of the FDC Act has been amended to provide that FDA may not withhold an
initial classification determination because of amanufacturer’ sfailureto comply with arequirement
unrelated to the substantial equivalence determination. This includesthe GMP regulations, unless
there is “a substantial likelihood that the failure to comply with such regulations will potentially
present a serious risk to human health.”

Finally, FDA must issue, within 270 days of enactment, a guidance specifying the general
principles the agency will consider in determining when a specific intended use of a deviceis not
reasonably included within a general use of such device for purposes of a determination of
substantial equivalence under section 513(f) or section 520(1) of the FDC Act.

Sec. 207. Evaluation of automatic class|11 designation.

Section 513(f) of the FDC Act has been amended to provide to an unclassified device an
opportunity to escape automatic class 111 designation. A person who submits a510(k) notification
for an unclassified device may request, within 30 days of receiving noticefrom FDA of thedevice's
class Il designation, that FDA reclassify the device. The written request must provide detailed
reasons for the recommended classification. FDA has 60 days from the date of submission of the
request to issue a classification order regarding that device. Any device classified pursuant to this
section shall be a predicate devicefor purposes of determining substantial equivalence under section
513(f)(1). A device classified as a class Il device under this section will be deemed to be
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adulterated unlessit is approved pursuant to aPMA under section 515, or is exempt from approval
pursuant to an IDE under section 520(g).

FDA must publishinthe Federal Register any classification order made pursuant to arequest
for designation within 30 days after issuance of such order.

Sec. 208. Classification panels.

The Modernization Act amends section 513(b) of the FDC Act to further define the role of
classification panels. Classification panels recommend to FDA which devices should be subject to
general controls, specia controls such as performance standards, or premarket approval. They also
review many PMAs and certain reclassification petitions.

New section 513(b)(6) provides that the person whose device is under review by the panel
must have the same access as FDA to the data and information submitted to the panel, the
opportunity to submit to the panel information based on data or information which appears in the
PMA, and the same opportunity as FDA to participatein panel meetings. New section 513(b)(6) aso
requiresthat panel meetings alow for open and free participation by interested persons and provide
sufficient time for presentations and for responses by those persons with differing views whose
devices are the subject of the panel review.

FDA will review the conclusions and recommendations of the panel and make a final
determination. FDA must provide written notification to those who are affected by the decision and,
for those decisions which differ from the panel’s recommendations and conclusions, FDA must
include the reasons for the difference.

New section 513(b)(8) relievesthe classification panel from theannua chartering and annual
report requirements of the Federal Advisory Committee Act, and new section 513(b)(5) providesthat

panel meetings must be scheduled so that FDA may meet statutory deadlines.

Sec. 209. Certainty of review timeframes; collabor ative review process.

28



A new section 510(n) of the FDC Act provides that FDA must review a 510(k) premarket
notification and make a classification determination no later than 90 days after receiving the
notification.

Section 515(d) of the FDC Act has been amended to require FDA to meet with a PMA
applicant within 100 days of the date of submission of the compl ete application, if the applicant so
reguests, to discuss the status of the application, unless FDA and the applicant jointly establish a
different meeting schedule. Prior to the meeting, FDA must provide to the applicant a written
description of any deficiencies in the application identified by FDA at that point, and identify the
information required to correct the deficiencies. Further, FDA must notify the applicant promptly
regarding any other deficiency subsequently identified during the course of review, and any
additional information required for the agency to complete the review that was not part of the pre-
meeting description.

Sec. 210. Accreditation of personsfor review of premarket notification reports.

New section 523 of the FDC Act requires FDA to accredit, within one year of enactment,
entities and individuals to review 510(k) notifications and make initial classification
recommendations. Excluded from the scope of devicesreviewable by accredited third partiesareall
class Il devices; class Il devices intended to be permanently implantable, life sustaining, or life
supporting; and class | devicesrequiring clinical datain their premarket notifications. However, the
yearly number of devicesin the third category is limited by a complicated mathematical formula.

FDA must establish and publishinthe Federa Register requirementsfor accreditation within
180 daysof enactment. FDA must respond to arequest for accreditation within 60 days of receipt of
therequest. Theaccreditation of any person or entity shall specify the activitiesfor which the person
or entity isaccredited. FDA may suspend or withdraw accreditation after providing notice and an
opportunity for an informal hearing, if such person is substantialy out of compliance with the
reguirements of this section, posesathreat to public health, or failsto act in amanner consistent with
the purposes of this section.
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New section 523(b)(3) specifies certain minimum qualifications for accredited parties. A
party may not be afederal employee; must be an independent organization which isneither owned or
controlled by, nor has any organizational, materia, or financial affiliation, with any device
manufacturer, supplier, or vendor; must be a legally constituted entity permitted to conduct the
activities for which it seeks accreditation; and must not engage in the design, manufacture,
promotion, or sale of devices. Further, aqualified party must conduct its operations in accordance
with generally accepted professional and ethical business practices, and shall confirminwriting that
it will certify the accuracy of reported information; ensurethat it hasthe competence and capacity to
perform any work done; treat any information received, records, reports, and recommendations as
proprietary in nature; promptly respond to complaints about the activitiesfor which it is accredited;
and guard against financia conflicts of interest. FDA will periodically visit the site of an accredited
party to audit its performance, and reserves the right to take other necessary and appropriate
measures to ensure that the accredited party continues to adhere to the standards of accreditation.

If asubmitter of a510(k) elects to have an accredited party review its report, it may choose
from at least two accredited parties identified by FDA. An accredited party shall provide written
notification to FDA of thereasonsfor any recommendation regarding a510(k) notification or initial
classification. Within 30 days of such notification, FDA shal make a determination on theinitial
classification. If FDA rejects the recommendation from an accredited party regarding the initial
classification of a device, FDA shall provide to both the accredited party and the submitter of the
510(k) notification a statement of written reasons for the ultimate decision.

Compensation for accredited partiesisto be determined by agreement between the accredited
party and the submitter of the 510(k) notification, and is to be paid by the | atter.

The pilot accreditation program will terminate the earlier of: five years after FDA notifies
Congressthat at least two accredited parties are availableto review at least 60 percent of all 510(k)
submissions;, or four years after FDA notifies Congress that FDA has made classification
determinations regarding accredited party recommendations for at least 35 percent of al devices
eligible for accredited party review.
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Section 704 of the FDC Act has been amended to impose certai n recordkeeping requirements
for accredited parties. Accredited parties must keep records documenting training of employees,
procedures used to handle confidentia information, compensation arrangements, and procedures
governing avoidance of conflicts of interest. A party must permit any designated FDA official to
copy and verify such records at reasonabl e times.

A new section 301(y) has been added to the FDC Act prohibiting the submission by an
accredited party of areport or recommendation that isfal se or mideadinginany material respect; the
disclosure by an accredited party of any confidentiad commercia information or trade secret
furnished by the submitter of the 510(k) notification; or the receipt of abribe, or the doing of any
other corrupt act, by an accredited party.

Finally, other provisions require the submission of reports to Congress evaluating the
program.

Sec. 211. Devicetracking.

The Modernization Act amends section 519(e) of the FDC Act with respect to a device
manufacturer’s obligation to track devices. Previoudly, the tracking requirement applied to any
device, thefailure of which would bereasonably likely to have serious adverse health consequences,
and which was a permanently implantable device or alife-sustaining or life-supporting device used
outside a device user facility. The Modernization Act replaces this requirement with a provision
authorizing FDA to select which devices will be subject to thetracking requirement. FDA, by order,
may impose the tracking requirement on devices: thefailure of which would bereasonably likely to
have serious adverse heal th consequences; intended to beimplanted in the human body for more than
one year; or that are life sustaining or life supporting and used outside a device user facility.

Any patient receiving adevicefor which tracking isrequired may refuseto release, or refuse
permission to release, his or her name, address, social security number, and other identifying

information for tracking purposes.

Sec. 212. Postmarket surveillance.
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Under former section 522 of the FDC Act, postmarket surveillance was mandatory for
devicesintroduced into interstate commerce after January 1, 1991, that (1) were permanent implants
the failure of which might cause serious, adverse consequences or death, (2) were intended to
support or sustain life, or (3) presented a potential seriousrisk to health. Under the Moderni zation
Act, postmarket surveillance for such devicesis no longer mandatory. FDA may require, by order,
postmarket surveillance for adeviceif it is necessary to protect the public health.

A device manufacturer required to conduct postmarket surveillance must, within 30 days of
receiving notice from FDA, submit for the agency’ s approval a plan for the required surveillance.
Within 60 days of receiving such plan, FDA must determine if the person designated to conduct
surveillance is appropriately qualified and experienced, and if the plan will result in collection of
data useful for determining the occurrence of unforeseen adverse events. FDA may require a
prospective surveillance period of up to 36 months. Any determination by FDA that alonger period
is necessary shall be made by mutual agreement or, failing a mutual agreement, through the dispute
resolution process described in new section 562 of the FDC Act.

Sec. 213. Reports.

TheModernization Act revises section 519(a) of the FDC Act to eliminate the obligations of
“distributors’ to submit medical devicereports. Manufacturersand importersremain subject to this
requirement. However, FDA must promulgate regulations requiring distributorsto maintain records
and to make them available to FDA upon request. The Modernization Act also revokes section
519(d) of the FDC Act, thereby eliminating the requirement to file annual certifications concerning
the number of reports filed with FDA.

Further, section 510(g) has been amended to exempt “wholesale distributors’ of devicesfrom
the establishment registration and listing requirements, provided they do not manufacture, repackage,
process, or relabel a device. A “wholesade distributor” is defined as a “person (other than the
manufacturer or theinitial importer) who distributes adevice from the original place of manufacture
to the person who makes the final delivery or sale of the device to the ultimate consumer or user.”
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The M odernization Act a so revises section 519(b) which containsthe requirement for reports
by device user facilities. Specifically, asummary of reports by user facilitiesis now required on an
annual, rather than a semiannual, basis. These reports are now required each year on January 1.

The Modernization Act directs the implementation by regulation of a new system, the
“Sentinel System,” which will limit user reporting under section 519(b)(1)-(4) to a subset of user
facilities. Thissubset will provide arepresentative profile of reports for device deaths and serious
illnesses or seriousinjuries. The current user reporting system will continue to apply to all device
user facilities during the planning phase of the new system and possibly during the transition phase,
at FDA'’ s discretion.

Sec. 214. Practice of medicine.

The Modernization Act adds anew section 906 to the FDC Act to provide that the FDC Act
shall not interfere with a practitioner’s authority to prescribe or administer to a patient any legally
marketed device for any condition or disease provided there is a valid practitioner-patient
relationship. However, under new section 906, FDA till hasthe authority to imposerestrictionson
the sale, distribution, or labeling of a device as part of a substantial equivalence determination,
established as a condition of approval, or by regulation. The new law providesthat it does not alter
any current prohibition on the promotion of unapproved uses of alegally marketed device.

Sec. 215. Noninvasive blood glucose meter.

Section 215 of the Modernization Act contains Congress' findings that a safe, effective,
noninvasive blood glucose meter would enhance the health of diabetics.

Sec. 216. Use of datarelating to premarket approval; product development protocol.
Revised section 520(h) of the FDC Act providesthat any information contained inaPMA --
including information from clinical and preclinical tests and studies demonstrating safety and

effectiveness, but excluding descriptions of methods of manufacture, product composition, and other
trade secrets-- may be used by FDA six years after approval of such applicationto: approve another
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device; determine whether a product development protocol has been completed for another device;
establish a performance standard or special control under the Act; or classify or reclassify adevice.
Thepublicly available safety and effectivenessinformation may form the evidentiary basisfor any of
the above agency actions.

The Modernization Act also amends section 515(f)(2) of the FDC Act to revise FDA’s
obligations upon recel pt of aproduct development protocol (PDP). Under thenew provision, if FDA
determines that a PDP appears appropriate under section 515(f), FDA may refer the proposed
protocol to the appropriate panel under section 513 for arecommendation on whether the protocol
should be approved, and must refer such protocol upon the submitter’ s request (unless FDA finds
that the proposed protocol and accompanying data substantialy duplicate a protocol previously
reviewed by the pandl).

Sec. 217. Clarification of the number of required clinical investigationsfor approval.
The language in section 513(a)(3)(A) of the FDC Act, providing that the effectiveness of a

device shal be determined “on the basis of well-controlled investigations, including clinical

investigations,” has been amended to state“ on the basis of well-controlled investigations, including

1 or more clinical investigations.” This change clarifies that one clinical investigation may be
sufficient for a demonstration of effectiveness.

TITLEI1l: IMPROVING REGULATION OF FOOD
Sec. 301. Flexibility for regulationsregarding claims.
The Modernization Act adds a new section 403(r)(7) to the FDC Act to authorize FDA to
make proposed rules on health claims and nutrient content claims effective immediately upon the

date of publication, pending consideration of public comment and publication of afinal regulation.

Sec. 302. Petitions for claims.
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Section 403(r)(4)(A)(i) of the FDC Act provides that not later than 100 days after FDA
receives a petition for approval of ahealth claim, FDA must either issue afinal decision denying a
health claim petition, or file the petition for further action. The Modernization Act amends this
section to providethat if FDA does not take either one of those actions, the petition will be deemed
to be denied, unless an extension is mutually agreed upon by FDA and the petitioner.

Section 403(r)(4)(A)(i) also providesthat, once FDA hasfiled the petition for further action,
the agency has 90 days within which to deny the petition or publish aproposed regul ation approving
the clam. The Modernization Act amends this section to provide that if FDA does not take either
action within the 90 days, the petition shall be deemed to be denied, unless an extension is mutually
agreed upon by FDA and the petitioner.

This section has been amended aso to provide that FDA has 540 days (18 months) to
complete the rulemaking for the health claim once the proposed rule is published. If FDA does not
complete the rulemaking within the 540 days, it must provide to Congress an explanation of why it
did not do it.

Sec. 303. Health claimsfor food products.

The Modernization Act amends section 403(r)(3) of the FDC Act to add new subparagraphs
(C) and (D), authorizing companies to make certain health claims without FDA approva in a
regulation. These health claimsmust be the subject of a“ published ... authoritative statement, which
iscurrently in effect,” by “ascientific body of the U.S. Government with official responsibility for
public health protection or research directly relating to human nutrition (such as the National
Institutes of Health or the Centers for Disease Control and Prevention) or the National Academy of
Sciences or any of itssubdivisions. . ..” §403(r)(3)(C)(i).

Thistype of health claim issubject to the requirement of section 403(r)(3)(A)(ii); that is, the
claim may be made only if the food “does not contain, as determined by [FDA] by regulation, any
nutrient in an amount which increases to persons in the genera population the risk of a disease or
health-related condition which is diet related, taking into account the significance of thefood inthe
total daily diet.” §403(r)(3)(C)(iii) and (r)(3)(A)(ii)). FDA has aready established these
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“disqualifying nutrient levels’ in 21 C.F.R. § 100.14(a)(5). In addition, the health claim may not be
false, or misleading by failing “to reveal factsmaterial inthelight of” theclaim. 8§ 403(r)(3)(C)(iii),
(@, and 201(n).

Nevertheless, FDA remainsthe final arbiter on whether the health claim may be made. At
least 120 days before the first introduction into interstate commerce of the food bearing the health
claim, FDA must be notified that such claim will be made. 8 403(r)(3)(C)(ii). The natification to
FDA must include “a balanced representation of the scientific literature relating to the relationship
between a nutrient and a disease or hedth-related condition to which the claim refers”
8§ 403(r)(3)(C)(ii).

These FDA -unauthorized health claims may be made only until () FDA issuesaregulation
prohibiting or modifying the claim or finding that the requirementsto make the claim have not been
met, or (b) adistrict court finds in an enforcement proceeding that the requirements to make the
clam have not been met. 8403(r)(3)(D)(i)-(ii). FDA may publish the proposed regulation
prohibiting or modifying the claim following new section 403(r)(7), which authorizes FDA to make
the proposed rule effective immediately upon the date of publication. § 403(r)(3)(D)(i).

Sec. 304. Nutrient content claims.

The Modernization Act adds new section 403(r)(2)(G)-(H) to the FDC Act, two provisions
nearly identical to those for FDA-unauthorized health claims, but applicable to nutrient content
claims.

A scientific body of the U.S. Government must publish “an authoritative statement, whichis
currently in effect, which identifies the nutrient level to which the claim refers.” 8 403(r)(2)(G)(i).
However, the nutrient content clam must use a term established by FDA in its regulations.
8403(r)(2)(G)(iii). Under the amendments made by the Modernization Act, if ascientific body of
the U.S. government issuesan “authoritative statement” establishing arecommended daily allowance
or Daily Vauefor the nutrient, then anutrient content claim for that nutrient may be made based on
that Daily Vaue using the terms defined in FDA'’ s regulations.
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Asin the case of FDA-unauthorized health claims, the FDA-unauthorized nutrient content
claim may be made only until FDA issues aregulation modifying or prohibiting the claim, or until a
district court findsin an enforcement proceeding that the requirements to make the claim have not
been met. §403(r)(2)(H)(i)-(ii). FDA may propose this regulation prohibiting or modifying the
claims also using new section 403(r)(7), which authorizes FDA to make the proposed rule effective
immediately upon the date of publication. 8§ 403(r)(2)(H)(i).

Sec. 305. Referral statements.

The Modernization Act amends section 403(r)(2)(B) of the FDC Act to eiminate the
reguirement that nutrient content claims be accompanied by astatement referring the consumer to the
panel where the nutrition information islocated. A referral statement will berequired only if FDA
determines that a particular level of a nutrient in afood increases the risk of a disease or health-
related condition which is diet related. FDA has aready established these levels in 21 C.F.R.
§101.13(h). In addition, the referral statement does not need to indicate the panel where the
nutrition information is located (e.g., “ see nutrition information for fat content”).

Sec. 306. Disclosure of irradiation.

A new section 403C of the FDC Act provides that FDA may not require that a labeling
statement that discloses that afood has been intentionally subject to radiation be more prominent
than the declaration of ingredients.

Sec. 307. Irradiation petition.
This section, which is not to be codified in the FDC Act, requires FDA to make a fina

determination on any pending petition for the irradiation of red meat within 60 days following the
date of enactment.
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Sec. 308. Glass and ceramic ware.

A provision not intended to be codified in the FDC Act provides that, prior to January 1,
2003, FDA may not ban as an unapproved food additive lead- and cadmium-based enamel on glass
and ceramic ware that have less than 60 millimeters of decorating area below the external rim and
that are not, by design, representation, or custom of usage, intended for use by children, unlessFDA
determinesthat the enamel isunsafe. In addition, after January 1, 2003, if FDA bans such lead- and
cadmium-based enamel, it may do so only by regulation and the ban may not comeinto effect before
one year after the date of publication of the fina rule.

Sec. 309. Food contact substances.

The Modernization Act amends section 409 of the FDC Act to alow the use of certain
indirect “food additives’” without an FDA food additive regulation authorizing such use. The new
provisions apply to a food additive that is a “food contact substance,” which is defined as “any
substance intended for use as acomponent of materials used in manufacturing, packing, packaging,
transporting, or holding food if such useis not intended to have any technical effect in such food.”
8 409(h)(6). Thisamendment generally endorses FDA'’s 1995 “threshold of regulation” regulation
for indirect food additives. 21 C.F.R. § 170.39.

A new section 409(h) providesthat (instead of afood additive petition) amanufacturer may
filewith FDA a*“notification” containing theinformation that formsthe basisfor the manufacturer’s
determination that the intended use of the food contact substance is safe under the existing safety
standard for approval of food additives in section 409(c)(3)(A). §409(h)(1). Unless FDA
determines, within 120 days of receipt of the notification, that the manufacturer’ s determination is
incorrect, and informs the manufacturer of such determination, the notification “shall become
effective,” alowing the marketing of the substance for the intended use subject of the notification.
8409(h)(2)(A). FDA’s determination constitutes final agency action subject to judicial review.
8§ 409(h)(2)(B).

FDA isauthorized to promul gate regulations to “identify the circumstances’ under which a
food additive petition must befiled “and shall consider criteriasuch asthe probable consumption. . .
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and potential toxicity of the food contact substance in determining the circumstances in which a
petition” is necessary. House Report 105-306 at 19. FDA has already established these criteriain
the“threshold of regulation” regulation. 21 C.F.R. § 170.39(a). New section 409(i) requires FDA to
establish by regulation the procedure by which it will deem anotification of afood contact substance
“to be no longer effective.”

FDA must begin accepting and reviewing notifications under this section not later than April
1, 1999, provided it receives appropriations sufficient to fund the program.

TITLEIV: GENERAL PROVISIONS

Sec. 401. Dissemination of infor mation on new uses.

Currently, FDA generaly does not permit manufacturers to disseminate any materials --
including reprints of peer-reviewed articles or independent referencetexts -- that discuss unapproved
uses of approved drugs or devices, except in certain narrowly defined circumstances.

The Modernization Act adds new sections 551 to 557 to the FDC Act, expanding the
circumstancesin which manufacturers are permitted to disseminate information on unapproved uses,
while preserving the incentivesto add new indicationsto thelabeling. The new provisionsapply to
dissemination of information on unapproved uses of drugs, biologics, and medical devices.

Manufacturers may disseminate two types of written information on uses not described inthe
approved labeling. They are:

(1) Unabridged reprints of peer-reviewed articles that report on clinical investigations and
that are published in scientific or medical journals. 8 552. Thejournals must, among other things,
be of national scope and reputation and be indexed in the National Library of Medicine. § 552(a)(1).

(2) Unabridged reference publications contai ning i nformation about clinical investigations.

The reference publication must be generally available where medical texts are sold and may not be
written, edited, or significantly influenced by a manufacturer. 8 552(a)(1).
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The information may be distributed only to a heath care practitioner, pharmacy benefit
manager, heath insuranceissuer, group health plan, or federa or state government agency. 8 551(a).
Thus, dissemination of off-label information to patientsis not permitted.

The reprint or text must be accompanied by a prominent statement disclosing, among other
things, that the information concerns an unapproved use, that there are approved treatmentsfor the
use (if applicable), and the names of any authors who have received compensation or have a
significant financial interest in the manufacturer. The reprint or text must also be accompanied by
the approved labeling and a bibliography of previously published articles concerning the unapproved
use. §551(b)(6).

The product that isthe subject of the reprint or reference text must be lawfully marketed. In
addition, the clinical research discussed in the materials must have been conducted by the
disseminating manufacturer, or, if not, the manufacturer must have obtained permission to distribute
the information from the manufacturer who conducted the research. § 551(b)(1) and (3).

Sixty days prior to dissemination, the manufacturer must submit to FDA a copy of the
information to be distributed and any clinical trial information on safety and effectiveness of the new
use, along with asummary of such information. § 551(b)(4). The submission must also include a
certification regarding supplements, as described in the next section.

With one exception described in the next section, FDA approval to distributeisnot required.
However, if FDA (after noticeto the manufacturer and an opportunity for ameeting) determinesthat
the material isnot objective and balanced, the agency may require the manufacturer to accompany
thereprint or text with additional information on safety and effectivenessthat isnecessary to provide
objectivity and balance. Thismay includeinformation that the manufacturer has submitted to FDA
or any other information that FDA may make publicly available. § 551(c)(1). FDA may, in addition,
reguire the manufacturer to include an " objective statement” that relatesto safety and effectiveness.
§ 551(c)(2).
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In order to distribute off-label information, a manufacturer who has completed the studies
needed for a supplemental application for the new indication but has not yet submitted the
application must include in the pre-distribution submission to FDA (described above) acertification
that the studies have been completed and that a supplement will be submitted to FDA within six
months after the dissemination. 8§ 554(b). Manufacturerswho have not yet conducted such studies
must submit to FDA a protocol and proposed schedule for conducting studies necessary for a
supplemental application for the new use, and a certification that a supplement will be submitted
within 36 months (or alonger time agreed to by FDA) after the dissemination. The manufacturer
may not disseminate the information unless FDA hasfirst determined that the proposed protocol is
adequate and theinvestigational schedulereasonable. Following the dissemination, the manufacturer
must submit periodic reports to FDA describing the status of the studies. § 554(c).

As an dternative to either of the above certifications, a manufacturer may submit an
application for exemption from the certification requirement, which must be approved by FDA
before dissemination of the reprint or text may occur. FDA may approve an application for
exemption only if it would be either unethical for the manufacturer to conduct research to support a
supplement (for example, where the new use has become the standard of care), or economically
prohibitive to do so (for example, where statutory exclusivity would not be available or the patient
population for the indication is small). § 554(d).

FDA must take action on an application for exemption within 60 days after receipt. If FDA
fails to do so, the application is deemed to be approved, but FDA may at any time terminate the
deemed approval and order the dissemination to cease. 88 554(d)(3) and 555(b)(3).

In addition to requiring additiona information to accompany a proposed dissemination as
discussed above, FDA may take corrective action after the dissemination occurs. If FDA determines
based on new data that the product may not be effective for the unapproved use or may present a
“significant risk to public heath,” FDA may, after consulting with the manufacturer, order the
manufacturer to cease the dissemination or to take other actions necessary to protect the public
health. In addition, FDA may order cessation and/or corrective action if the manufacturer has not
complied with the requirements for dissemination; if a manufacturer that has certified that it will
submit a supplement within six months has not done so; if a manufacturer that has certified that it
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will conduct studies necessary for a supplement does not pursue the studieswith duediligence; or if
asupplement that is eventual ly submitted by adisseminating manufacturer does not demonstratethe
safety and effectiveness of the new use. 8§ 555(a)(1) and (b).

Following dissemination, a manufacturer must submit biannual reports to FDA listing the
articlesand reference texts distributed and the categories of providersthat received the materials, and
must also notify FDA of any new safety or effectiveness data concerning the new use. 88 553,
555(a)(2).

Dissemination of off-label information in violation of these provisionsis made an unlawful
act under section 301 of the FDC Act, subject to injunction and criminal penalties (but not seizure of
the product). 8§ 301(z).

FDA isdirected to promul gate implementing regul ations no later than one year after the date
of enactment of the Modernization Act. Modernization Act § 401(c).

The dissemination provisions become effective upon the promulgation of final regulations,
but no later than one year following enactment. They cease to be effective on September 30, 2006 or
seven years following FDA'’ s promulgation of regulations, whichever islater. Modernization Act
§401(d) and (e).

Sec. 402. Expanded accessto investigational therapiesand diagnostics.

The Modernization Act adds new section 561(a) to the FDC Act, which provides that, in
emergency sSituations, FDA may authorize the shipment of investigational drugs (including
investigational biological products) and investigationa devices for the diagnosis, monitoring, or
treatment of a serious disease or condition.

In addition, new section 561(b) permitsany individual, acting through alicensed physician,
to request an investigational drug or investigational device from amanufacturer or distributor. The
manufacturer or distributor may provide the physician with the requested investigational product if
the following conditions are met: (1) the licensed physician determines that the person has no
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comparable or satisfactory alternative therapy and that the probable risk to the patient from the
investigational product is not greater than the probable risk from the disease or condition; (2) FDA
determinesthat there is sufficient evidence of theinvestigational product’s safety and effectiveness
in the particular case; (3) FDA determines that provision of the investigational product to the
physician will not interfere with the initiation, conduct, or completion of clinical investigation to
support marketing approval; and (4) the sponsor or clinical investigator submitsto FDA aclinical
protocol consistent with regulations promulgated describing the use of investigational drugsin a
single patient or asmall group of patients.

New section 561(c) codifiesFDA’sregulationsfor trestment INDs, 21 C.F.R. § 312.34, and
treatment IDEs. 21 C.F.R. 8§ 812.36 and 812.150.

Under new section 561(d), FDA may, at any time, terminate expanded access for
investigational drugs or devices if the requirements of section 561 are no longer met.

Sec. 403. Approval of supplemental applicationsfor approved products.

The Modernization Act requires that FDA establish performance standards for the prompt
review of supplemental applications of approved products. In addition, each Center within FDA
must designate an individual who will be responsible for encouraging the prompt review of
supplemental applications and for working with sponsors to facilitate the development and
submission of datato support supplemental applications.

The performance standards are to be published within 180 days following enactment of the
legidlation. FDA also has 180 days to issue fina guidance to clarify the requirements for, and
facilitate the submission of datato support the approval of supplemental applications. Specifically,
the guidance documents must: (1) clarify when published matter may be the basis for approval of a
supplemental application; (2) specify data requirements that will avoid duplication of previously
submitted data by recognizing the avail ability of that datain support of an original application; and
(3) define which supplemental applications are eligible for priority review.
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Sec. 404. Dispute resolution.

TheModernization Act adds new section 562 to the FDC Act. Within oneyear of enactment,
FDA must promulgate regulations by which a sponsor, applicant, or manufacturer may request
review of ascientific controversy, including areview by an appropriate scientific advisory panel or
advisory committee, if no specific provision in the FDC Act or a regulation provides a right of
review of the controversy. Any review must take place in atimely manner.

Sec. 405. Informal agency statements.

The Modernization Act adds a subparagraph (h) to section 701 of the FDC Act to require
FDA to follow predictable and consistent procedures in developing, issuing, and using guidance
documents. FDA must develop guidance documents with public participation and ensure that the
documents are made avail able to the public, both in written and e ectronic form. Though guidance
documents are not binding on FDA or the public, the agency must ensure that its employees do not
deviate from such guidances without appropriate justification from supervisory personnel.

Any guidance document that sets forth initial interpretations of statutes or regulations,
changesin interpretation of policy that are of more than aminor nature, or complex scientificissues
or highly controversial issueswould require public participation prior to the implementation of the
guidance. However, upon determination that prior public participationisnot feasible or appropriate,
FDA may waivethisrequirement. For guidance documentsthat set forth existing practices or minor
changesin policy, FDA must allow for public comment upon implementation.

FDA must maintain electronically and publish periodically in the Federal Register alist of
guidance documents. Further, there must be an effective appeal s mechani sm established to address
complaintsthat FDA isnot devel oping and using guidance documentsin accordance with this new
provision. Also, by July 1, 2000, FDA must promulgate a regulation specifying the policies and
procedures of FDA for the devel opment, issuance and use of guidance documents.



Sec. 406. Food and Drug Administration mission and annual report.

The Modernization Act adds anew "Mission" section to the FDC Act, section 903. FDA’s
mission consists of two parts: (1) FDA must promote public health by promptly and efficiently
reviewing clinical research and taking appropriate action on marketing of regulated productsin a
timely manner; and (2) FDA must protect the public heath by ensuring that foods are safe,
wholesome, sanitary, and properly labeled; human and veterinary drugs are safe and effective; there
is areasonabl e assurance of safety and effectiveness of devicesintended for human use; cosmetics
are safeand properly |abeled; and the public health and saf ety are protected from electronic product
radiation. FDA must participate with other countries to reduce the burden of regulation, to
harmonize regulatory requirements, and to achieve appropriate reciprocal arrangements. FDA
should carry out this"Mission" in consultation with expertsin science, medicine, and public health,
and in cooperation with consumers, users, manufacturers, importers, packers, distributors, and
retailers of regulated products.

Not later than one year after enactment, in consultation with appropriate scientific and
academic experts, health care professionals, representatives of patient and consumer advocacy
groups, and industry, FDA must develop and publish in the Federal Register a plan bringing FDA
into compliance with each of the obligations under this Act. Further, FDA must annually prepare
and publishinthe Federal Register areport of the agency’ s performance and solicit public comment
on the report.

Sec. 407. Information system.

The Modernization Act adds anew section 741 to the FDC Act to require FDA to establish
and maintain an information system to track the status of every application or submission (including
petitions, notifications, and other requests) requesting agency action. Within oneyear of enactment,
FDA must submit to Congress a report on the status of such information system, including the
projected costs of the system and concerns about confidentiality.
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Sec. 408. Education and training.

New section 742 of the FDC Act requires FDA to conduct training and education programs
for itsemployeesrelating to the agency’ sregul atory responsibilitiesand policies, including programs
for scientific training, section 704 inspections skills training, product speciaization training for
inspections, and training in administrative process, procedure, and integrity.

Sec. 409. Centersfor education and research on therapeutics.

The Modernization Act amends the PHS Act to create a new section 905, "Demonstration
Program Regarding Centers for Education and Research on Therapeutics.”

Sec. 410. Mutual recognition agreements and global har monization.

Revised section 520(f)(1)(B) of the FDC Act requires FDA to ensure, before the
promulgation of any GMP regulation, that such regulation will conform, to the extent practicable,
with internationally recognized quality system standards. Revised section 803 encourages FDA to
support the Office of the U.S. Trade Representative, in consultation with the Secretary of Commerce,
in promoting harmonization of regulatory requirements pertaining to drugs, biologics, devices, foods,
food additives, color additives, and GMPs through mutual recognition agreements. The section
reguires FDA to publicize a framework for achieving mutual recognition of GMP inspections no
later than 180 days after the date of enactment.

Sec. 411. Environmental impact review.

New section 746 of the FDC Act providesthat an environmental impact statement prepared
in accordancewith 21 C.F.R. Part 25 for an action, recommendation, or report made pursuant to the
FDC Act isdeemed to meet therequirementsfor adetail ed statement under section 102(2)(C) of the
National Environmental Policy Act (NEPA). This section generally endorses FDA'’ s final rule of
July 29, 1997 reducing the number of cases in which an environmental impact statement or
environmenta assessment isrequired. 62 Fed. Reg. 40570.
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Sec. 412. National uniformity for nonprescription drugs and cosmetics.

The Modernization Act adds a new section 751 to the FDC Act to provide that no state or
political subdivision of astate may establish or continuein effect any requirement “that relatesto the
regulation” of OTC drugs “that is different from or in addition to, or that is otherwise not identical
with,” arequirement of the FDC Act, the Poison Prevention Packaging Act (PPPA), or the Fair
Packaging and Labeling Act (FPLA). 8§ 751(a). A “requirement” that “relatesto the regulation” of
OTC drugs includes any requirement “relating to public information or any other form of public
communication relating to awarning of any kind.” 8§ 751(c)(2).

Thereisan exception for OTC drugsthat are not marketed (a) pursuant to an approved new
drug application (including antibiotics), or (b) pursuant to a final FDA regulation “establishing
conditions under which the drug is generally recognized as safe and effective and not misbranded”
(e.q., an OTC Drug Review final monograph). For these products, states may impose different or
additional requirementsthat do not relate (a) “to the same subject as” aregulation enacted pursuant
tothe FDC Act, the PPPA, or the FPLA, or (b) to any other requirement of the FDC Act, the PPPA,
or the FPLA that may be imposed in the future by any amendment to such laws. 8§ 751(d)(1).

In addition, states may apply for authorization from FDA to impose different or additional
requirementsfor any OTC drug if such requirementswould protect animportant public interest that
would otherwise be unprotected, would not cause any drug to be in violation of any applicable
reguirement under Federal law, and would not unduly burden interstate commerce. § 751(b)(1). To
authorize statesto impose such different or additional requirements, FDA must publish aregulation
after notice and opportunity for comment.

Section 751 containsa*“ grandfather” provision that makesit inapplicableto a“requirement
adopted by a State public initiative or referendum enacted prior to September 1, 1997" (e.q.,
Cdlifornia’s Proposition 65). 8 751(d)(2). In addition, section 751 does not apply to state
requirements that relate to the practice of pharmacy or that require that a drug be dispensed only by
prescription. 8 751(c)(1).

FDA Inspection Authority for OTC Drugs

47



Section 412 of the Modernization Act al so amends section 704(a)(1) of the FDC Act to grant
to FDA the authority to inspect for OTC drugs for human use the samethings FDA has authority to
inspect for prescription drugs. That is, for OTC drugs, FDA isnow authorized to inspect “all things
... (including records, files, papers, processes, controls, and facilities),” whereas before FDA could
only inspect equipment, finished and unfinished materials, containers, and labeling.

Labeling for OTC Drugs

The Modernization Act amends section 502(e)(1)(A)(ii) of the FDC Act to require that the
label for an OTC drug for human use state the quantity of each active ingredient, and, if deemed
appropriate by FDA, the proportion of each active ingredient. In addition, a new section
502(e)(1)(A)(iii) has been added requiring al drugsto state “the established name of each inactive
ingredient listed in a phabetical order on the outside container of theretail package,” and, if deemed
appropriate by FDA, also on the immediate container. An exception from the requirement to list
inactive ingredients was established for OTC drugs that are also cosmetics. Those products are
aready required (by the cosmetic labeling regulations) to list their inactive (cosmetic) ingredientsin
descending order of predominance by weight.

Preemption for Labeling and Packaging of Cosmetics

The Modernization Act adds a new section 752 to the FDC Act to provide that no state or
political subdivision of a state may establish “any requirement for labeling or packaging” of a
cosmetic “that is different from or in addition to, or that is otherwise not identical with,” a
reguirement “ specifically applicable to a particular cosmetic or class of cosmetics’ under the FDC
Act, the PPPA, or the FPLA. 8 752(a). This section appliesalso to “any State requirement relating
to public information or any other form of public communication.” 8 752(c).

States may apply for authorization from FDA to impose different or additional labeling and
packaging requirements for cosmetics if such requirements would protect an important public
interest that would otherwise be unprotected, would not cause a cosmetic to be in violation of any
applicable requirement under Federal law, and would not unduly burden interstate commerce.
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§ 752(b). To authorize statesto impose such different or additional requirements, FDA must publish
aregulation after notice and opportunity for comment.

New section 752 contains a “grandfather” provision that makes it inapplicable to a
“requirement adopted by a State public initiative or referendum enacted prior to September 1, 1997"
(e.q., California’s Proposition 65). § 752(e).

Sec. 413. Food and Drug Administration study of mer cury compoundsin drugsand food.

In asection not intended to be codified in the FDC Act, the Modernization Act requiresFDA
to compile, within two years after the date of enactment, a list of foods and drugs containing
intentionally introduced mercury compounds and to conduct aquantifiable and qualitative analysis of
the compounds. Further, the section directs FDA to conduct a study of the effect on humans of
mercury compounds used in nasal sprays; and to conduct on itsown, or by contract with thelnstitute
of Medicine of the National Academy of Sciences, a study of the effect on humans of elemental,
organic, or inorganic mercury when offered for sale as a drug or dietary supplement. If FDA
determinesthat the use of mercury in drugs or dietary supplements poses athreat to human health, it
must restrict by regulation the sale of mercury intended for such use.

Sec. 414. I nteragency collaboration.

TheModernization Act adds anew section 903(c) that requires FDA to implement programs
and policies that will foster collaboration between FDA, NIH, and other science-based federal
agenciesto enhance the scientific and technical expertiseavailableto the Commissioner with respect
to the development, clinical investigation, evaluation and postmarketing monitoring of emerging
medical therapies, including complementary therapies and advancesin nutrition and food science.
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Sec. 415. Contractsfor expert review.

A new section 907 of the FDC Act authorizes FDA to enter into contracts with expert parties
for the purpose of reviewing and eval uating applications and submissionsto FDA made pursuant to
either the FDC Act or the Public Health Service Act. An expert party who contractswith the agency
isexpected to make arecommendation on all or part of any application or submissionreviewed. Itis
anticipated that FDA will enter into such contracts whenever such expert review will improve the
timeliness and/or quality of review, unlessthe use of experts would for whatever reason reduce the
quality or unduly increase the cost of review. The FDA officia in charge of any matter for which
expert review isused will review the recommendation of the expert party and make afinal decision
on the matter within the applicable time limit.

Sec. 416. Product classification.

TheModernization Act adds anew section 563 to the FDC Act alowing the submitter of any
application or submission under the FDC Act to request the classification of the product as a drug,
biologic, device, or combination product. In submitting arequest, the submitter must recommend
either a product classification, or a component to regulate the product, as appropriate. Within 60
days of receipt of the request, FDA must provide the submitter with awritten statement identifying
thereasonsfor the classification or component designated, and may not modify the statement unless
the submitter consents in writing, or unless dictated by public health reasons based on scientific
evidence. If FDA failsto respond within the 60-day timeframe, the submitter’ srecommendation for
aclassification or regul atory component will be deemed to be afinal decision by FDA that may only
be modified with the submitter’s written consent or for public health reasons based on scientific
evidence.

Sec. 417. Registration of foreign establishments.
This provision amends section 510(i) of the FDC Act to require any establishment in a
foreign country to register the name and place of business of the establishment with the FDA if that

establishment is engaged i n the manufacture, preparation, propagation, compounding, or processing
of a drug or device that is imported or offered for import to the United States. Moreover, the

50



provision requires that FDA be provided with the name of the U.S. agent for the establishment.
Upon registration, the foreign establishment must also comply with the requirements of section
510(j), which include the listing requirement.

Sec. 418. Clarification of seizure authority.

Section 304(d)(1) of the FDC Act providesthat if aseized and condemned article has been
imported and the person seeking its release establishes that the violation did not occur after the
articlewasimported and that the person had no causeto believethat the product wasviol ative before
it wasrel eased from Customs custody, the court “ may permit the articleto be delivered to the owner
for exportation in lieu of destruction upon a showing by the owner that all of the conditions of
section 801(e) can and will bemet.” Thisprovision, however, does not apply where condemnationis
based upon certain enumerated violations.

Section 304(d)(1) also provided that if the exportation was made “to the original foreign
supplier” of the product, no compliance with section 801(e) was required, and the article could be
exported regardless of the nature of the violation. The Modernization Act amendsthis provisionto
reguire compliance with certain requirements of section 801(e)(1). Anadditional provision hasbeen
added to the effect that any person seeking to export a condemned article under this section “shall
establish that the article was intended for export at the time the article entered commerce.”

Sec. 419. Inter state commer ce.

TheModernization Act amends section 709 to makeit applicabl e a so to enforcement actions
respecting foods, drugs, or cosmetics. Section 709 had provided that in any enforcement action
respecting a device, the connection with interstate commerce required for jurisdiction shall be
presumed to exist. Thus, the government isno longer required to present in an enforcement action
concerning afood, drug, or cosmetic evidencethat the product has moved in interstate commercein
order to establish jurisdiction over the product.
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Sec. 420. Safety report disclaimers.

The Modernization Act adds a new section 756 to the FDC Act to provide that “a safety
report or other information in connection with the safety of a product” that is submitted to FDA
“shall not be construed to reflect necessarily aconclusion ... that thereport or information constitutes
an admission that the product involved malfunctioned, caused or contributed to an adverse
experience, or otherwise caused or contributed to a death, serious injury, or seriousillness.” This
section appliesto “an entity that submits or isrequired to submit” theinformation. In addition, the
entity that submitstheinformation “ need not admit, and may deny,” that the product malfunctioned,
caused, or contributed to the adverse experience.

Sec. 421. Labeling and advertising regarding compliance with statutory requirements.
The Modernization Act del etes section 301(1) of the FDC Act, which prohibited, in labeling

and advertising, any representation or suggestion that FDA had approved anew drug application for

adrug, had approved a premarket application for a device, or had approved a new investigational

drug application for an investigational drug. Representations that a product has been approved by
FDA are now permitted.

Sec. 422. Rule of construction.

Section 422 of the Modernization Act makes clear that nothing in the new law shall be
construed to affect the question of whether FDA has authority to regulate tobacco.
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