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April 19, 1996 

DRAFT DRAFT DRAFT 
H.R. 3200 

"FOOD AMENDMENTS AND IHE ANIMAL DRUG AVAILABILITY ACT"1 

TITLE I - FOOD AMENDMENTS 

SEC. 101. FDA MISSION AND ANNUAL REPORT 

• Section 2(a), the mission statement establishes prompt and efficient review and 
approval and global harmonization as primary FDA goals. 

The mission does not include traditional FDA objectives of ensuring 
that food is wholesome and properly labeled or that consumers are 
protected from fraud. The mission statement should include protecting 
the public from products that do not meet the applicable statutory 
standards because they lack the requisite approval prior to marketing -
i.e.. products tbat aie unsafe and ineffective or have not been shown to 
be safe and effective. 

• Section 2(b), requires the Secretary to, simultaneously with the submission of 
an annual budget, submit to the Commerce Committee in the House and the 
Committee on Labor and Human Resources in the Senate, an annual report 
that (1) reviews FDA's performance in meeting its mission and developing 
policies to implement such mission; (2) reviews FDA's performance in 
meetings its own performance standards (mcluding meeting statutory 
deadlines); (3) describes FDA's staffing and lists third parties that have been 
accredited to perform product reviews; (4) describes FDA's harmonization 
goals, activities, and accomplishments; and (5) compares FDA's performance 
with that of the most "successful" agency performing similar functions in other 
countries and compares the resources used by such agencies. 

The agency does not disagree with the principle that the agency must be 
held accountable. The concern is that some of the requirements set 
forth in this provision are not clearly defined and/or possibly not 
feasible. For example, the requirement that FDA compare its 
perfonnance with that of the most "successful" agency performing 
similar functions in other countries is vague and may be difficult, if not 
impossible, to meet. The term "successful" is not one that provides 
much guidance. Moreover, it is uncertain whether such data are 

1 H.R. 3200 includes a number of supportable concepts. The emphasis of this section-
by-section analysis, however, is on the problematic provisions in the bill. 
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available from other countries or whether if such data are available, a 
comparison is possible, 

SEC. 102. ACCESS TO DISEASE PREVENTION INFORMATION 

• Section 102 amends the section 403(r)(3) standard for authorizing health claims 
by adding the sentence: "significant scientific agreement does not require 
consensus or unanimity." 

This concept is [supportable]. FDA does not interpret significant 
scientific agreement as requiring consensus or unanimity. FDA clearly 
stated this in the preamble to its final rule on health claims. If the 
agency did not follow this view, it could not have approved the eight 
health claims currently allowed on the food label. In each case, there 
were scientists that objected to the claims. For example, there was not 
complete agreement on the relationship between folic add and neural 
tube defects, yet the agency has approved this claim for use on the food 
label. 

• Section 102 allows any materials prepared or distributed by a government 
agency (such as NIH, CDC, or the National Academy of Science) to serve as 
the basis for a health claim - L&., to fulfill the significant scientific agreement 
requirement. 

This provision fundamentally alters the criteria for health claims that 
were so carefully worked out in the Nutrition Labeling and Education 
Act of 1990. Under the bill, there would be no single body to make 
decisions on health claims, and the result could be inconsistent 
decisions by different organizations using different standards. 
Companies would be allowed to pick and choose among government 
bodies. This provision is likely to result in the type of consumer 
confusion and misinformation that was abundant before passage of the 
NLEA. 

In addition, die provision is vague and overly broad. The bill would 
appear to allow ANY information prepared for whatever reason (i.e.. 
not specifically for the purpose of a diet/disease claim evaluation) to 
form the basis of a health claim. For example, materials relating to a 
particular diet disease relationship prepared and distributed as 
background for a hearing by the NAS or a briefing by NCI could be 
used as the basis for a health claim. Moreover, information contained 
in pamphlets written by a private organization and distributed by 
Federal health agencies or the NAS could form the basis for a health 

-2 -
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daim under this provision. Infonnation oould be taken out of context. 

There appears to be no remedy for FDA is it disagrees about a claim 
evaluation made by another agency. 

SEC. 103. ACCESS TO NUTRIENT DESCRIPTOR INFORMATION 

• Secdon 403 of the Act currently pennits foods labeling to include nutrient 
content claims using descriptors that have been defined by FDA. Section 104 
amends that provision to permit synonyms of those defined terms, provided 
they are not false or misleading. 

The bill provides no mechanism for determining appropriate synonyms. 
Because there is no standard for companies to meet before using a new 
descriptor, the burden would be (Hi the agency to prove that a term is 
DOt a synonym for a defined tenn and that the tenn is false or 
misleading. The result of this provision would be a large increase in 
the number of nutrient content descriptors. The uniformity that the 
NLEA created would be lost. Such a plethora of uncontrolled terms 
would confuse consumers by diminishing the usefulness of the defined 
terms. Consumers would be confused as to the nutrient content of a 
particular food. For instance, is "lots of fiber" a synonym for 
'excellent source of fiber" or "good source of fiber?" 

FDA's current regulation pennit a company to petition for the use of 
synonyms. In addition, FDA recently proposed to amend its nutrient 
content claim regulations to pennit manufacturers to use synonyms of 
defined nutrient descriptors as long as such synonyms are not false and 
misleading and the synonym is "anchored" to the defined term — jLe., 
the defined term must appear prominently on the label. The agency's 
proposal properly balances the concern of unbridled uses of synonyms 
that can lead to consumer confusion with industry's need for greater 
flexibility to market the healthful aspects of their products. 

SEC. 104. SPECIAL LABELING TO PROTECT PUBLIC HEALTH 

• Section 104 prohibits FDA from using its misbranding or food additive 
authority to require food manufacturers to include a description of a method of 
production or an ingredient other than in the statement of ingredients, unless 
such disclosure is necessary to protect the public health. 

The effect of this provision will be food labeling that is not complete. 

-3 -
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For example, FDA has historically taken the position that if a food 
production process changes the characteristics of a food, infonnation 
about that process should be made available to the consumer on the 
label. Hie homogenization and Pasteurization notations on milk labels 
are such examples. This provision might also prohibit FDA from 
including the olestra statement (which would help consumers connect 
possible (not medically significant) GI effects with olestra consumption) 
and irradiation labeling (which is designed to inform consumers that the 
food has been processed). 

In addition, this provision may conflict with other provisions of federal 
law. For example, section 403(i) requires percent juice labeling to 
appear on the label. Yet, proposed section 403(t) would prohibit such a 
disclosure because it is not "necessary to protect the public health." 
[DISCUSS] 

SEC. 105. ACCREDITED PERSON REVIEW 

• Subsections (a) and (b) of Section 105 authorize the review of health, claims 
petitions by third parties. The third party has 120 days to make a 
recommendation on the petition and the third party's recommendation shall be 
deemed the recommendation of the Secretary unless the Secretary finds that it 
is contrary to the findings required by the Act and provides a detailed 
explanation for the basis of the finding. 

This provision creates an implicit presumption in favor of a third 
party's recommendation and expands FDA's burden to deny a petition 
for a claim subject to third party review in that the agency would need 
to show why the third party's recommendation was wrong. 

• Subsections (c) and (d) of section 105 authorize the review of food additive 
and color additive petitions by third parties accredited by FDA. In reviewing 
a food additive petition, the third party shall determine whether there is a 
reasonable assurance that the fbod additive may be safely used under the 
proposed conditions of use. The third party shall submit a report to the 
Secretary within days. In reviewing a color additive petition, the third 
party shall decide whether it meets the requirements of the act. Hie third 
party shall submit a report to the Secretary within 120 days. With respect to 
both food and color additives, the third party's recommendation shall be 
deemed the decision of the Secretary unless FDA finds that there is a 
reasonable probability that it is not safe and provides a detailed basis of that 
finding. 
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This provision changes the food additive standard (for these additives 
subject to third party review) from a reasonable certainty of/io harm to 
a reasonable assurance that the food additive may bejaifctYUsed. 

This provision shifts the burden of proof from the addidte 
manufacturer to FDA. Under 3200, FDA can only deny approval of a 
food or color additive that has been reviewed by a third party if it can 
demonstrate that there is no "reasonable probability" that the additive is 
"not safe." Since 1958 and 1960, when Congress passed the Food and 
Color Additive Amendments, it has been the responsibility of additive 
manufacturers - those who profit from the additive use - to 
demonstrate to the Agency that the additives they propose to add to 
food are safe. FDA's responsibility has been to review this evidence 
and either approve the additive if the agency concurs that the additive is 
safe or refuse to approve the additive it, in the agency's opinion, safety 
has not been demonstrated. To require the agency to demonstrate that 
an additive is not safe is to require it to prove a negative. 

The deadline provisions in the bill are confusing. 

SEC. 106. ACCREDITED PERSONS 

Section 106 addresses the accreditation process. Within 180 days of 
enactment, the Secretary must promulgate regulations establishing procedures 
for the accreditation of third parties for purposes of (1) reviewing health 
claims petitions, food and color additives petitions, new animal drug 
applications, and (2) conducting GMP inspections to assess conformance with 
regulations promulgated under section 402. 

This section does not establish how the third parties are to be 
compensated for services. It lacks clearly defined criteria for 
establishing the qualifications of third parties. It does not provide 
sufficient safeguards against conflicts of interest. The provision is 
vague as to whether FDATttan inspect third parties or require third 
parties to maintain Kc^za/lt also is unclear as to whether third parties 
can be given access to privileged information that is in the custody of 
FDA. In addition, it appears that the intention is not to have the 
Secretary accredit any particular entity, but rather to have the Secretary 
designate agencies or organizations who will then perform the 
accreditation process. 

Section 106 (b) amends the prohibited acts section of the FDC Act to add a 
new section relating to actions by third parties. Under proposed 301(w), a 

-5 -
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third party would violate this section if it submitted a materially false or 
misleading report, disclosed trade secret confidential commercial information, 
or accepted a bribe or performed any other corrupt act in connection with its 
delegated responsibility. 

SEC. 107. IMPROVING THE DELANEY CLAUSE 

• Section 107 changes the Delaney clause standard from "no risk" to "negligible 
or de minimis risk." Within 180 days of enactment, FDA must propose 
regulations establishing criteria for the standard. The proposal will become 
final unless within 18 months of enactment, FDA issues a final regulation. 

[ADD] 

SEC. 108. NATIONAL UNIFORMITY 

• Section 108(a) prohibits states from establishing any requirements (including 
prohibitions) for any food, drug, or cosmetic that is of the type authorized or 
required under the adulteration, misbranding, or new drug provisions of the 
FDC Act or any regulation implemented thereunder if it is not identical to a 
requirement imposed under the FDC Act. 

This provision would prohibit state action even in areas where FDA is 
not very active. 

• Subsection (b) prohibits states from imposing any notification requirement for 
a food, drug, or cosmetic that provides for disclosure of the constituents, 
source, or method of production or processing such product or for a warning 
concerning the safety of the product or any component or package thereof 
unless such requirement is identical to a requirement prescribed under the 
FDC Act. 

This provision would preclude notifications pursuant to state laws and 
initiatives, such as California's Proposition 65. 

• Section 108 allows the Secretary to provide an exemption under this section of 
is it justified by compelling and unique local conditions, protects and important 
public interest that would otherwise be unprotected, would not cause any food, 
drug, or cosmetic to be in violation of the FDA Act, and would not unduly 
burden interstate commerce. 

- 6 
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SEC. 109. HARMONIZATION 

Sectioo 109 requires the Secretary to regularly aod continuously participate in 
harmonization efforts and to report those efforts to Congress as well as 
provide 60 day notice to the Committee before executing any agreements with 
foreign countries. It also requires the Secretary to, within 180 days, make 
public a plan that establishes a framework for achieving mutual recognition of 
good manufacturing practices. 

SEC. 110, INFORMAL AGENCY STATEMENTS 

• Section 110 prohibits the Secretary from relying on policy statements, 
guidance documents, and similar statements to require any action to satisfy a 
provision of the FDC Act. It also requires the Secretary to publish a notice of 
availability of such statements and to make them accessible electronically. 

FDA's position is that guidance documents are not binding on the 
Agency or the public. FDA recently issued a Federal Register notice 
that affirms this position and has agreed to take steps to ensure that the 
agency and the public knows and understands this principle. To the 
extent that this provision is reaffirming that position it is not 
problematic. To the extent that it is saying that FDA cannot issue 
guidance that explains how it believes compliance with the Act may be 
accomplished, it is problematic - particularly for the industry. FDA 

. will no longer be able to provide guidance and there is a risk of non-
uniformity in the application of the laws and regulations that FDA is 
tasked with implementing. 

SEC. 111. COLORED MARGARINE 

• Section 111 repeals section 407 of the Act. 

TITLE H - ANIMAL DRUGS 

SEC. 201. EVIDENCE OF EFFECTIVENESS FOR ANIMAL DRUGS 

• Section 201(a) amends Section 512(d) of the FDC Act to redefine the 
"substantial evidence" criteria that currently must be met to establish efficacy. 
The provision changes the substantial evidence requirement from adequate and 
well-controlled studies to scientifically sound studies. The requirement that the 

-7 -
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studies fairly and reasonably show effectiveness has been changed to a 
requirement of a reasonable assurance of efficacy. The provision also 
eliminates the requirement fbr field investigations unless FDA justifies in 
writing the need for such investigations to show the effectiveness of animal 
drugs. 

A lower standard for effectiveness is not acceptable. What would be 
acceptable is a change to current law that clarifies that only one 
adequate and well controlled study may be necessary and that field 
investigations be necessary only where appropriate. 

• Section 201(c) would eliminate the requirement to show effectiveness of 
animal drugs intended for uses in minor species or for minor uses. 

Elimination of a requirement to show effectiveness takes us back to 
1962. There is no point to having available drugs that cannot be shown 
to be effective. In fact, the availability of ineffective animal drugs has 
implications for animal health and creates a significant potential fbr 
public health hazards. The use of ineffective animal drugs in minor 
species or for minor uses can lead to the suffering and death of animals 
and an increase in the potential for the transmission of zoonotic 
diseases to humans and the development of antimicrobial resistance. 

• Section 201(d) would change the standards for approving combination animal 
drugs. 

Although the information necessary to establish effectiveness of 
combination animal drugs could be narrowed in some instances, this 
provision is written too broadly. It would permit a sponsor to market a 
combination animal drug containing two or more drugs that are targeted 
to the same indication without having to show that each drug provides 
some additional benefit. Moreover, it would not require the sponsor of 
a animal drug combination to establish the safety of the combination to 
the animal targeted to receive the combination. 

• Section 201(f) includes a provision relating to presubmission conferences. It 
directs the agency to provide at the request of the sponsor a presubmission 
conference during which the agency identifies the studies that a sponsor must 
conduct to show that a drug is safe and effective. The provision further 
directs that such decisions regarding what studies iare needed are binding on 
the agency unless FDA by order determines that a documented scientific 
requirement essential to the determination of safety or effectiveness of the 
animal drug has appeared after the conference. 

8-



Hie concept of presubmission conferences is supportable. Hie binding 
nature of decisions regarding studies os problematic. Hie agency may 
be unable to determine with certainty what studies are necessary until 
the results of some preliminary studies are evaluated. 

SEC. 202. TIMEFRAME FOR APPROVAL FOR ANIMAL DRUGS 

• Secdon 202 cuts the timeframe fbr appioval of new animal drug applications in 
half (from 180 days to 90 days). 

The 90 day timeframe is unrealistic. 

SEC. 203. DISPUTE RESOLUTION 

• Section 203 pennits the sponsor of a new animal drug to seek dispute 
resolution before an advisory committee or a special government employee or 
a nongovernmental person, acceptable to FDA and the applicant, who is 
qualified to mediate or arbitrate whenever an "impasse" exists in the review of 
an application. It requires FDA to refer the dispute to an advisory committee 
or other third party on receipt of a notification from the applicant that a 
dispute exists. Within 30 days of receiving the panel or third party 
recommendation, the Secftiaiy must, in writing, confirm or modify; the- panel 
or third party recommendation providing reasons and reference to data before 
the comtnittee or third party for any modificaiioR. 

It is unclear whether the dispute -mechanism is workable for CVM 
because CVM has only one standing advisory committee to which it 
refers disputes. In addition, the number of experts on a particular 
subject may be rather limited. 

SEC. 204. LIMITATION ON RESIDUES 

• Section 204 amends section 512(d)(1)(F) to permit dose ranges, with endpoints 
based on human and animal safety, to be used on animal drug labels. 

This would eliminate the requirement that CVM set a tolerance limit 
based on an optimal dose, the minimum dose at which there is a 
maximum effect for the particular indication. Thus, CVM can approve 
a product with dose ranges that allow veterinarians to exercise 
professional judgment in treating animals. Permitting the use of dose 
ranges will reduce the potential for public health problems by reducing 
the risk of developing antimicrobial resistance and allowing effective 

-9-
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treatment of diseases transmitted from animals to man. The provision 
is supportable. 

SEC. 205. VETERINARY FEED DERECTTVES 

• Section 205 adds new section 504, which provides statutory authority for a 
new class of aaimal drugs intended for use in animal feed thai would be 
restricted to use in accordance with a "veterinary feed directive." 

This new class is needed because certain animal drugs administered 
through an animal's feed can only be approved for use under a 
veterinarian's supervision and thus, cannot be sold over the counter. 
The regulation of most animal feeds under traditional prescription 
systems is not practical. 

Add The Following REGO Related Provisions Not Currently in the Bill: 

Feed Mill licensing 

Would substitute site licensing for medicated feed applications that cunently 
are required to be submitted by feed mills for individual medicated feeds. The 
proposal would save both agency and industry resources. 

Import Tolerances for Veterinary Drug Residues in Food 

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

-10-
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April 19, 1996 
DRAFT DRAFT DRAFT 

HJL3201 
"MEDICAL DEVICE REFORM ACT OF UK" 1 

SEC. 1. SHORT TITLE; REFERENCE; TABLE OF CONTENTS 

SEC. 2. FDA MISSION AND ANNUAL REPORT 

• Section 2(a), tbe mmion statement establishes efficient review and approval 
and global harmonization as primary FDA goals. 

The agency's core mission is not to approve products, but rather to 
thoroughly and fairly evaluate them and render impartial decisions 
about their safety and effectiveness. The mission statement should 
include protecting the public from products that do not have the 
requisite approval prior to marketing - Li . , products that are unsafe 
and ineffective or have not been shown to be safe and effective. 

• Section 2(b) requires the Secretaiy to, in connection with die submission of an 
annual budget, submit to the Commerce Committee in die House and the 
Committee on Labor and Human Resources in the Senate, an annual report 
that (1) reviews FDA's perfonnance in meeting its mission and developing 
policies to implement such mission; (2) reviews FDA's perfonnance in 
meetings its own performance standards (including meeting statutory 
deadlines); (3) describes FDA's staffing and resources and lists third parties 
that have been accredited to perform product reviews [dnig, rather than 
device, provisions are listed] and GMP inspections and to conduct 
invesdgatiom; (4) describe FDA's harmonizations goals, activities, and 
accomplishments; and (5) compares FDA's perfonnance in approving 
innovative products with tbat of the most "successful" agency performing 
similar functions in other countries and compares the resources used by such 
agencies. 

The agency does not disagree with die principle that the agency must be 
held accountable. Tbe concern is that some of the requirements set 
forth in this proviskm are not clearly defined and/or possibly not 
feasible. For example, die requirement that FDA compare its 
perforroanoe in approving innovative products with that of die most 
"successful" agency performing similar functions in other countries is 

1 H.R. 3201 includes a number of supportable concepts. The emphasis of this section-
by-section analysis, however, is on the problematic provisions in die bill. 
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vagoe and may be difficult, if not impossible, to meet. The tenn 
"successful" is not one that provides much guidance. Moreover, it is 
uncertain whether such data are available firom other countries or if 
such data are available, whether a comparison is possible. Finally, 
what devices another country might consider to be innovative could be 
considered passe (or dangerous) in the U.S. and vice versa. 

SEC. 3. DISPUTE RESOLUTION 

Section 3 provides that whenever an "impasse" exists in the review of an 
application, device iponsors may seek dispute reaohition before an advisory 
committee or a special govenunent employee or a nodgovenunental person 
wbo is qualified to mediate ut arbitrete arid who is acceptable to the Secretaiy 
and tbe applicant. It requires the Secretaiy to refer die dispute to an advisory 
committee or third party on receipt of a notification from the applicant Oat a 
dispute exists. Tbe panel or third party has 60-90 days to provide the 
Secretary a report containing rnoommmdations on tbe matter. Within 30 days 
of receiving the panel or third party recommendation, die Secretary must, in 
writing, confirm or modify the panel or third party recommendatioa providing 
reasons and reference to data before tbe committee or third party for any 
modification. The panel or third party recommendation automatically becomes 
Oe Secretary's unless die Secretary acts within 30 days of receipt of die 
recommendation. 

The section begins by referencing Sl0(k) submissions and IDE 
applications (section 520(g)), but it later references PMA's (section 
515). It is unclear whether it applies to all three. It also is not 
completely clear that the provision operates to toll the clock on the 
review of 510(k), IDE and PMA submissions. (Tolling seems to be 
contemplated because the bill allows up to 120 days for resolution of a 
dispute and thus decisions on 51000$ would be delayed beyond the 
statutory time period of review.) 

The concept of an effective appeals process is supportable. However, 
this section would duplicate (and if Oe sponsor chooses would 
supersede) existing dispute resolution procedures. It does not appear to 
require a sponsor to first go up tbe administrative ladder. Iu use is not 
limited to significant scientific issues. It has the potential for 
inundating the agency witb requests for advisory panel meetings, which 
have sigmficant resource implications. The advisory committee or third 
party diould have the ability to turn down requests for dispute 
resolution. 

-2 
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SEC. 4. INVESTIGATIONAL DEVICE EXEMPTIONS 

• Section 4 directs FDA to amend its IDE regtdations (within 120 days) to 
permit the use of investigational devices in die diagnosis or treatment of life 
threatening or irreversibly debilitating conditions by any treating doctor who 
determines that the risk of not using Ae device exceeds the probable risk of 
using iL 

CDRH comments indicated Hat it already permits use of an 
investigational device in life-threatening situations pursuant to 21 CFR 
812.35(a). This has been interpreted to cover organ threatening and 
sight threatening situations as well as situations in which patients may 
suffer irreversible debilitation. Does this mean that 812.35 hu been 
interpreted to peradt the vse of investigational devices outside of a 
protocol. It refers to persons who are "subjects" of the 
iUTestigation. DISCUSS. 

• New Paragraphs (B) and (Q of section 520(g)(6), added by this provision, 
require the agency to review, within 30 days, pre-IDE submissions (including 
protocols). Within the 30 days, the agency must not only review but also 
explain in writing how a deficient protocol may be corrected. 

CDRH agrees with the concept of pre-IDE conferences. In fact, the 
provision miirors current Center policy. However, the bill seems to 
require IDE sponsors to submit a quasi-formal application and to 
require that FDA respond to that in writing. It requires FDA to expend 
significant resources into responding to an informal submission - i.e. 
FDA must respond to what a company might do. 

• Pursuant to new paragraph (D), submitters may challenge the agency's 
response by appealing to a classification panel at its next scheduled meeting. 

This provision seems to "elevate' Oe agency's response to an informal 
submission. (Note IDE decisions go to an advisory committee or a 
third party (scs section 3); these pre-IDE decisions go to a classification 
paneL) 

Paragraph (E) on page 8 would require FDA to permit changes to 
investigational devices without an additional IDE or supplement if there is not 
a "significant change' in design or bask principles of operation. 

This provision, which is substantially similar to a parallel section in 
S.1477 (Sec. 303.), gives sponsors wide latitude to make changes to an 
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investigational device during the course of a clinical trial without prior 
approval by FDA, a third party, or an IRB. This generally is FDA's 
practice. Shouldn't (E) also require that there not be an affect on 
the validity of the data and patient safety? 

Paragraph (F) will permit changes to clinical protocols that do not affect the 
validity of the resulting data and do not alter the risk/benefit relationship for 
the patient. 

This proviaon also is substantially similar to a parallel section in 
S.1477 (Sec. 303.). It gives sponsors wide latitude to make changes to 
a study protocol during the course of a clinical trial without prior 
approval by FDA, a third party, or an IRB. The result may be study 
data that is a mixture of results from the various mid-study changes. 
Tliis could complicate or undermine FDA's ability to make rational 
determinations about the safety and effectiveness of die investigational 
device. Even more problematic is that fact that it would permit 
sponsors to significantly increase tbe patient population in a study and 
thus, because sponsors are pennittcd to recover developmental costs, 
would in effect pennit sponsors to uae the IDE to market their product 
Because there would be widespread commercialization, there would be 
no need for sponsors to come to FDA for approval. 

SEC. 5. SPECIAL REVIEW OF CERTAIN DEVICES 

• Within 6 months of enactment, FDA must promulgate regulations establishing 
priority review of breakthrough or other important technologies for life-
threatening or irreversibly debilitating conditions. This provision establishes a 
60 day comment period and gives the agency 60 days to publish final rules. 

Expedited review of important new devices is a supportable concept. 
CDRH currendy has an expedited review policy in effect (for both 
510(10 and PMA devices), which is predicated on essentially the same 
criteria as in the bill and which is yielding the kind of results 
apparently contemplated by the provision. The abbreviated schedule 
for developing and promulgating regulations, as called for in the hill, 
could detract from cunent expedited review activities because die 
people involved in both activities would likely be the same. [Also this 
must be considered along with the abbreviated promulgation schedules 
that appear several places in this bill.] 

SEC. 6. EXPANDING HUMANITARIAN USE OF DEVICES 
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In 1990, Congress passed the humanitarian use device exemption (HUD) to 
encourage ttte discovery and use of devices intended to benefit patients in the 
treatment and diagnosia of diseases or conditions that affect a relatively small 
number of individuals. Ihe provision exempts HUD manufacturers from the 
requirement for demonstrating 'effectiveness' for devices subject to the PMA 
and perfonnance standards provisions. Sectioo 6 amends the current provision 
of the statute by rsrahlithing a 30 day time period for agency review of HUD 
applications, and riiminating any time limit on the HUD exemption (the 
cunent law establishes a renewable 18 month term). It also changes the 
program from a 5 year pilot to a permanent provision and eliminates die 
requirement for ragulotions prior to implementation. 

CDRH cumntly is preparing a regulation implementing the 1990 
provision. Tbe regulation would treat these devices as FMA products 
without the effectiveness requirement. Tbe bill's 30-day review 
deadline is not realistic. It does not allow enough time to do a credible 
job of assessing a HUD application. It certainly does not allow enough 
time to take the issue before an advisory committee. Moreover, it 
would create an artificially high priority for products that are targeted 
to benefit a small group of patients who may not have serious diseases 
or conditions and potentially displace work oa products for larger 
groups of patients with serious diseases or conditions. Tbe elimination 
of a term for tbe exemption also is problematic. A use may become 
widespread - and at some point no longer meet the definition for a 
humanitarian use. 

SEC. 7. PERFORMANCE STANDARDS 

• This section strikes current section 514 of the Act and substitutes a 
requirement that the Secretary publish notices recognizing standards that can 
be applied to any approval or compliance determination under the Aa. The 
agency would have to recognize 'applicable nationally or internationally 
recognized consensus standardi" through this process and accept certifications 
that devices conform with these standards. An applicant would be free to use 
other data to establish safety and effectiveness or compliance with the Act. 

This section differs significantly from the Senate version, which 
maintains the portions of 514 that pennit the agency to promulgate 
perfonnance standards and which establishes criteria for standard-
setting bodies as well as provisions for what should be included in a 
perfbrmanoe standard. In light of the fact that the agency has never 
promulgated a peiformance standard, the deletion of current 514 may 
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not make a great deal of difference. However, il is not dear how 
much discretion FDA has in recognizing performance standards. 
the bill says "shall" but leaves open the possibility that the Secretary 
has discretion to detenmne what is "applicable," "recognized," and 
represents "consensus"). Regulations tbat establish criteria for what 
standards are acceptable and when recognition of standards may be 
revoked seem essential. 

Nothing in the section appears to prohibit the Secretaiy from requiring 
third party certification of conformance with standards. However, that 
point should be clarified. 

SEC.8. EFFECTIVENESS DETERMINATION 

• Section 8 changes the cunent effectiveness standard to indude a maximum of 
one clinical investigation and establishes that no clinical investigation will be 
required unless the Secretaiy first consults with a dassification pand. 

Although one pivotal trial generally can demonstrate effectiveness, 
there are times when more than one study is needed. Forcing the 
agency to consult with advisory panels on a device-by-device baas will 
introduce substantial administrative burdens. DISCUSS 

• Section 8 also restricts any clinical trial to controls that are appropriate for 
labeled uses. Discuss the implications of this? 

• New section 513(a)(3)(C)(l) prohibits FDA from evaluating clinical data for 
devices, unless the device is labeled as having a therapeutic effect to the 
person for whom it is intended. 

This appears to eliminate the agency's ability to require and evaluate 
clinical data for devices. This emasculates the present system that 
requires devices be shown to clinically perform as intended and 
produce useful outcomes for patients. It is a move to the EU system, 
which looks ody at engineering aspects of a device. Without well-
designed and well-conducted studies, FDA will be hampered in making 
wdl-infonned decisions about the clinical efficacy of devices, a 
situation strongly criticized by the Congress earlier in this decade. 
This will ultimately impair clinical dedsion-making by health care 
providers. 

• Add (ii) and (iii) and explain that this is current practice. 
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New aectioQ 513(a)(3XCXiv) also provides that the review of a deviee 
application cannot include the evaluation of any use not included in the 
labeling. 

This appeals to prohibit FDA from including, in the labeling, warnings 
about indications for which a product is dangerous or known not to be 
effective. 

SEC. 9. PRE-MARKET NOTIFICATION 

• Subsection (aXl) exempts all Class I devices from the requirement of 
submitting a premarket (section 510(k)) notification. Subsection (a)(3) requires 
FDA to publish a list of exempt Class n devices within 30 days. It gives 
anyone tbe right to petition for other Class n devices to be exempt, and 
provides 120 days for the Secretory to review such petitions. 

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

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

2. Rebreathing devices are used as components within certain 
anesthesia machines, volume ventilators and resuscitation 
devices. Certain rebreathing devices have beat direcdy related 
to death, serious iiyury, and serious illness resulting from 
complications caused by their design, performance, etc. 

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

The Senate bill gives FDA 15 days from the date of enactment to 
publish in the Federal register a list of Class I devices that FDA 
determines require a 510(k) to protect the public health. A similar 
provision should be added to the House bill. 

Re: Class II, the provision is almost identical to S. 1477, Sec 702 (a). 
There is no opportunity for public comment ont eh exemptions. 
Moreover, under the House version, however, a petition for a Class II 
exemption is deemed granted if die Secretary does not respond within 
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120cllays. 

Subsectkn (a)(2) pennits device sponsors fo submit 510 (k) notifications to 
third parties. 

Subsection (b)(1) (initial classification) is essentially identical to the Senate 
version (Sec. 702 (b) of S. 1477), except that a panel recommendation 
automatically becomes a final order if the Secretary does not make a 
determination within 10 days. 

The same concerns that were raised with respect to the Senate version 
apply to this section: it is not desirable fiom a scientific or 
resource perspective to have eveiy NSE decision go to a panel; the time 
frames are unreasonable. 

Subsection (b)(2) authorizes third parties to review 510(k) submissions fin-
Class II devices. Ute third party's determination that a device is Class II shall 
be considered an order of the Secretary initially classifying the device. If the 
third party determines that the device should be classified as Class m, such 
person must refer the report to the Secretaiy. 

The bill authorizes manu&cturers of class n devices to obtain market 
clearance from third parties, whose decisions are binding and devoid of 
any FDA review and concurrence. This sets up the possibility that a 
high risk device that should be in class m may be found by a third 
party to be " classifiable" in class n and the decision of die third party 
would be implemented without any input from FDA, its advisoiy panel, 
or the public. 

Subsection (b)(2) also provides for third party review of Class m devices. It 
gives third parties 60 days to review 510(k) submissions for Class m devices 
and submit a recommendation regarding initial classification to the Secretary 
and to die submitter. The third party's recommendation becomes a final order 
unless tbe Secretary determines that the device is NSE and issues an order 
within 30 days of receiving die recommendatioa. Such order must provide a 
detailed explanation and justification for fhe basis of tbe Secretaiy's 
disagreement with the third party. If the Secretaiy does nothing, the 
recommendation of the third party becomes a final order 90 days foUowing the 
Secretaiy's receipt of the third party report. [It is unclear how this 90 day 
time period relates to the 30 days in which tbe Secretary must act.] 

Subsection (b)(2) also prohibits the Secretaiy from withholding a substantial 
equivalence determination because of failure to comply with GMPs. 
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Thii is similar lo provision in Sec. 702 (a) of Senate bill. It prevents 
FDA from ascertaining GMP compliance prior to market clearance and 
to thereby have a reasonable assurance dot a device is substantially 
equivalent or that die firm can reliably and consistendy produce high 
quality devices. 

Subsection (c) - device modification- eliminates the requirement that a 
manufacturer file a 51000 for any modification other than a rn^jor change in 
intended use if the modification is supported by appropriate data and can be 
shown not to adversely affect the safety and effectiveness of the device. 
Records of dam supporting die change must be kept fbr commercial life of 
device. 

Under the bill, unless die manufacturer's own data shows that the 
safety and effectiveness were to diminish, FDA oould not require data 
on die modified product This would eliminate FDA'i role in assuring 
that modifications made to a product do not adversely affect its safety 
and effectiveness. Thus, changes to biomaterial, power sources, and 
control mechanisms would be permitted and FDA would not see data. 
This provision creates an enormous loophole to the 5l0(k) requirement 

This is a lower standard than tbe modified Senate version. Unlike the 
House version, the Senate provision on device modification (sec. 702 
(d)) includes the following as 510 (k) triggers: significant change in 
operating principles; significant change or modification in design; 
significant change in manufacture (assuming die word "manufacture" 
was accepted by the Senate committee). In addition, die Senate version 
requires the manufacturer's supporting data to include information 
demonstrating compliance with GMPs and to maintain supporting data 
for a least 2 years. 

Subsection (c) - the substantial equivalence provision - would specify that 
each use included within a general use for a predicate device be deemed a 
legally marketed use fbr purposes of premarket notification. 

This would allow a device originally maricBted for one clinical 
indication to later be marketed fot other indications, even high risk 
ones. Add example 

This is similar to the Senate provision on general use/specific use (5. 
1477, Sec. 702 (c)), with the significant omission of language similar to 
that of the Kennedy amendment, which was intended to clarify that it is 
up to the Secretary to determine whether a specific use is "reasonably" 
included within a general use. Tbe Senate version is also more explicit 
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about die fact that tbe lequuemeat to submit a 510 (k) sdll pertains. 

Subsection (c) also changes the substantial equivalence provision by providing 
that data xtquiied to show substantial equivalence may be either "scientific" or 
"clinical" and changes die term "efficacy" to "effectiveness." 

SEC. 10. CLASSIFICATION PANELS 

• Section 10 requires the Secretary to schedule 6 meetings a year for each 
classification pand and scientific advisory panel. This section establishes 
equal access fbr all persons to pand members and equal participation in 
meetings. This section also establishes a 30 day time frame for FDA review 
of a panel recommendation. 

The requirement for advisory panels to meet six times per year is 
unrealistic. CDRH manages over 20 different panels. Even if half of 
the meetings could be accomplished electronically, tbe logistics of pre­
panel preparation and scheduling wodd be formidable. Thc time 
demands imposed by the bill on advisory panels could have a negative 
affect on die willingness of existing panels to continue to serve in their 
present capadties and have a chilling affect on FDA's ability to recruit 
future pand members. The 60 day timeframes are unrealistic. It is 
one half that required by S. 1477. 

The provision assumes that all matters presented to advisory 
committees are susceptible to "final* determination. This is not always 
tree. A better approach wodd be to require FDA to make a 
determination within _ days or to notify the affected persons of tbe 
reason why a decision has not been made and the timetable by which a 
dedsion will be made. 

• Section 10 provides sponsors direct contact with dassification pand members. 

This provision wodd allow sponsors to lobby classification pand 
members. 

SEC. 11. PREMARKET APPROVAL 

• Subsection (a) of this section establishes the scope of third party authority for 
premarket approval. Third partiea will handle the receipt, filing, and review 
of the PMA, as well as dassification pand presentations and evaluations of 
classification panel recommendations. The third party must make a 
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recommeadatfon to the Secretaiy within 30 days following receipt of a 
classification panel recommendatioa. The third patty's recommendation about 
a PMA, L&.. whether it should be approved or denied, is considered an order 
of the Secretaiy unless the Secretary finds that there is a "reasonable 
probability that the device is not safe or effective," and provides a detailed 
explanation of die basis of the finding. 

This standard requires the Secretaiy to establish a negative instead of 
finding that the application does not provide reasonable assurance of 
safety and effectiveness. This provision implicitly negates the bases set 
forth in current 515 (d)(2) as grounds for disapproval by the Secretaiy 
when a PMA is reviewed by a third party. 

Subsection (b) establishes interim deadlines for the Secretary to meet to ensure 
that a PMA is reviewed within 180 days. It provides that the 180 day 
timeframe shall not be enlarged by any amendment to the application. 

This is substantially similar to Sec. 707 (a) of the Senate bill, with 
additional provisions for situations in which a PMA is reviewed by a 
third party. It requires numerous meetings and includes unrealistic 
timeframes. For example, by requiring FDA to meet with companies 
within 90 days and to present a description of deficiencies in the 
application and "what information is required to bring the application 
into a form that would require approval," the bill actually requires 
FDA to do a comprehensive review in one half the current statutory 
timeframe. 

The prohibition against enlargement of time poses a special concern in 
cases when major deficiencies are discovered or unsolicited major 
amendments (e.g., new intended uses) are submitted. Under die bill 
the review clock cannot be reset 

Subsection (b) also requires a report to the Commissioner and Secretaiy every 
time an interim deadline is not met The report is due within 10 days of the 
missed deadline and it must fully explain the reason that die timeframe was not 
met. Widiin 10 days of receipt of the report, the Commissioner must provide 
an explanation to die applicant of die reasons for the failure to meet the 
deadlines and set forth the date for satisfying the scheduled review times. The 
Secretaiy must submit an annual report to Congress that summarized each time 
a requirement was not met, explains tbe reasons for the Mure, and provides 
proposals to ensure that deadlines will be met 

An administrative nightmare. 
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Subsection (c) requires FDA to promulgate regulations to amend 21 CFR Fait 
814 to confonn to tfais section of tbe bill and to eliminate die need for FMA 
supplements for changes that "do not actually affect device safety or 
effectiveness." 

Hns language is looser than the similar Senate provision, which links 
die exemption ftom supplement filing to a demoastradoo through data 
that changes will not adversely affect safety or effectiveness. Hie 
House version requires regulations to be promulgated on an expedited 
schedule. 

This provision, for all practical purposes, diminates tbe requirement 
relating to PMA supplements for manufacturing changes ami other 
changes that do not actually affect product safety and effectiveness. In 
effect, this relieves manufacturers from seeking FDA approval despite 
changes in manufacturing processes, sites of manufacture, sterilization 
procedures, etc. 

It is worth noting that thia change is in contradiction to EU's medical 
device directive, which requires manufacturers to inform notified 
bodies of the kind of changes described above and to submit to 
assessments by die notified bodies for the purpose of verifying that thc 
changes do not affect die firm's compliance standing. Thus, this 
provision can actually undermine harmonization efforts. 

SEC. 12. ACCREDITATION OF THIRD PARTIES 

• Subsection (a) requires the Secretaiy to promulgate regulations to establish 
procedures for accrediting third parties to review PMAs and perform GMP 
inspections. It establishes certain criteria for accreditation of third parties 
relating to conflict of interest, competency, and protection of information. It 
also requires die Secretary to provide for accreditation through government or 
qualified non-government entities. 

Tbis section does not establish how the third parties are to be 
compensated for services. It lacks dearly defined criteria for 
establishing die qualifications of third parties. It does not provide 
suffident safeguards against conflicts of interest. The provision is 
vague as to whether FDA can inspect third parties or require third 
parties to maintain records. It also is unclear as to whether third 
parties can be given access to privileged infonnation that is in the 
custody of FDA. In addition, it appears that the intention is not to 
have the Secretaiy accredit any particular entity, but rather to have the 
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Secretary designate agencies or organizations who will then perform the 

Subsection (b) amends the prohibited acts section of the FDC Act to add a new 
section relating to actions by third parties. Under proposed 301 (w), a third 
party would violate this section if it submitted a materially false or misleading 
report, disclosed trade secret confidential commercial information, or accepted 
a bribe or perfoimed any other corrupt act in connection with its ddegated 
responsibility. 

SEC. 13. RECLASSIFICATION OF PREAMENDMENT DEVICES 

• Section 13 sets an 18 month deadline fbr the agency to complete the 
reclassification of Class IU pre-amendment devices. At the end of that time 
period, this provision requires the Secretary to reclassify these devices into 
Class n if they have not been die subject of a 513 CO (?) "de down-classifying 
or retaining the device in Class m. 

The proviskm mandates completion of a resource intensive activity 
without consideration as to priority, benefit, or workload. It would be 
virtually impossible fbr CDRH to evaluate and act on incoming data fbr 
over 30 dodoes that are presently considered to be candidates for 
reclassification. The net result would be that a high percentage of these 
would be retained in class HI. 

SEC. 14. DEVICE TRACKING 

• Section 14 amends tbe device tracking provision to require a regulation for 
imposing a tracking requirement, limits tracking to class II and in devices, 
changes the criteria fbr a tracking requirement, and eliminates FDA's 
discretion to apply the provision to "any other device." 

Section 14 parallels Sec. 704 of the Senate bill but makes it more 
difficult to designate a device for tracking. Instead of requiring a 
potential device failure to be "reasonable likely" to be life-threatening 
or have "serious advene health consequences," the House version 
requires the failure to be life-threatening or have permanently 
debilitating effects. The provision eliminates the "discretionaiy" 
category, which now includes infusion pumps, breast implants, and 
other silicone related devices. The Senate language is preferable, but it 
could be improved by changing the "permanently implantable" language 
to "implanted fbr more than 30 days." 
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SEC.' 15. POSTMARKET SURVEILLANCE 

• Section 15 eliminatea tbe old discretionary category and makes the old 
mandatory category discretionary. If also further limits the type of device that 
can be the subject of postmarket surveillance 

Section 15 parallels Sec. 705 of S.1477, but further limits the type of 
device that can be the subject of postmarket surveillance. Hie House 
version eliminates tbe catch-all category in tbe Senate bill fot devices 
that potentially present a serious risk to human health or create public 
health concerns that justify surveillance. 

Another problem with the provision is that it only pennits FDA to 
require postmarket surveillance for devices "first introduced or 
delivered into interstate commerce after January 1, 1991." Ibe date 
restriction would exclude Shiley heart valves, breast implants, and 
Landmark catbeters. Ibis cut off was eliminated fiom the Senate bill. 

• Paragraph (b) limits die scope of the surveillance to information "necessaiy to 
determine the occurrence of unforseen events" and limits surveillance to 18 
months 

This is narrower than the current standard ("data or other information 
necessary to protect the public health and to provide safety and 
effectiveness data"), which is in S. 1477. Certain devices (e^, 
implantable hips) bave long latency periods and the frequency of 
adverse events cannot always be detected within this 18 month 
timeframe. 

SEC. 16. HARMONIZATION 

• Paragraph (a) adds a requirement that GMP regulations conform "to the extent 
practicable" with international standards. 

• Paragraph (b) requires the Secretary to meet with other countries to discuss 
methods and approaches to reduce regulatoiy burdens, harmonize regulatory 
requirements, and seek appropriate reciprocal arrangements. Within 180 days 
of enactment, the Secretaiy must make public a plan that establishes a 
framework for achieving mutual recognition of GMPs. Tbe Secretary also 
must provide 60 day notice to the Committee before executing any agreements 
witti foreign countries. 

SEC 17. GOOD MANUFACTURING PRACTICE INSPECTIONS 
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Subsection (a) amends section 704 of the FDC Act to permit third parties to 
conduct gmp inspections. It also amends die section to require a 10 day 
waiting period after any inspection (whether by a third party or FDA?) to give 
die subject an opportunity to respond to any observations. The agency may 
not take any regulatory action following an inspection until it has reviewed a 
timdy response from the subject of die inspection, unless there is a reasonable 
probability that a device would cause serious, adverse health consequence or 
death or that any regulated article oould present and unreasonable and 
substantial risk. Ihe Secretaiy must also provide a detailed assessment of die 
response submitted by the subject of the inspectioa within 30 days. 

In general, requiring a 10 day waiting period, a review of the 
manufacturer's response, and a detailed response in 30 days may have a 
significam impact on agency workload (for the inspections the agency 
would continue to do). Because a warning ktter is considered 
regulatory action, this provision would stop FDA from issuing one until 
this process is complete. This may not significantly slow down current 
time frames for issuing warning letters, but it has the potential to 
hamper agency action. 

A third party performing a GMP inspection does not submit a copy of its 
observations to the Secretary. However, if the findings indicate a serious 
problem, the third party must immediately notify the Secretary unless die 
person subject to the inspection immediately ceases distribution, notifies health 
professionals and device user facilities, and undertakes all corrections 
identified by the third party. When such compliance is completed, the third 
party provides a certification of compliance, a copy of which is provided to t 
the Secretary. The Secretaiy may not perform another gmp inspections for 2 
years afier die date of the certification unless justified by good cause. 

As it is drafted, the agency never becomes involved in compliance 
matters when a third party has undertaken the original inspection. The 
third party oversees corrections and certifies to die Secretary that the 
company is in compliance. The Secretary may not conduct a GMP 
inspection for 2 yean afier tbe date of this certification, "unless 
justified by good cause." 

SEC. 18. USE OF SCIENTIFIC AND MEDICAL INFORMATION 

• Section 18 amends 502(f) to make it legal to disseminate medical texts, journal 
articles, and government information, and to make presentations at medical 
and scientific meetings about off-label uses. These activities would not 
constitute misbranding and would not trigger the need to file a 510 (k) or 
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PMA unless Ae person "in addition" encourages the unapproved use of a 
legally marixted device ihrough labeling, advertising^ other means of 
promotion. Hie proviskm also establishes that knowledge of an off-label use 
would not trigger any obligation fbr die manufacturer to change die labeling or 
amend a marketing application. Hie section also makes it permissible fbr 
sponsors of IDEs and their agent to disseminate materials, make presentations, 
and display investigational devices at trade shows so long as the sponsor or 
agent does not "encourage the use of die device". 

This section assumes that tbe various activities it pennits are not 
promotion and do not encourage ofMabd uses or uses of investigational 
products. The provision will make it possible for sponsors to promote 
off label uses and investigational products without filing marketing 
applications or IDEs. Hie provision eliminates incentives for 
manufacturers to conduct studies needed to demonstrate Ae safety and 
effectiveness of new uses and to go through tbe regulatory process at 
all for off-label uses. 

SEC. 19. REPORTS 

• Section 19 (a) eliminates reporting requirements for distributors. 

Eliminating distributor reporting is not objectionable. 

• Section 19 (b) eliminates reports of malfunctions when the available 
information clearly shows (presumably to die satisfaction of die manufacturer 
or importer) that the failure was caused by improper servicing or maintenance 
as determined by review of the device labeling. 

Eliminating this reporting requirement would bave a crippling effect on 
FDA's ability to identify and insure correction of serious device 
problems. 

• Subsection (d) eliminates user reporting requirements and requirements relating 
to annual certification and reports of removals and corrections. 

The elimination of user fecility reporting is problematic. Hie 
certification requirements and reports of removals and corrections also 
serve important oversight functions and they hold manufacturers 
accountable for compliance with the law. 

SEC. 20. G.M.P. AND DEVICE REPORTS 
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• Section 20 etiminates civil penalty liability for misbranding a device by failing 
to make required reports or for adulterating a device by failing to comply with 
GMPs if the penon acted in good faith, had no reason to believe the law was 
being violated, and had no prior notice from the Secretary that the acts 
constituted vkriations. 

The reference to 301(gXlXB) does not make sense. 

SEC. 21. CIVIL PENALTIES 

• Paragraph (1) gives the Secretary discretion to direct a person subject to civil 
money penalties to apply die amount to the correction of violations, as verified 
by an independent auditor. 

The intent of this provision is unclear. Is tbe idea to allow violative 
companies to benefit? Doesn't this (hen create an incentive to violate 
the law? Would the money be used to compensate persons injured by 
the device? 

• Paragraph (2) adds the right to discovery for particular violations concerning 
the distribution of growth hormones to minors. 

What is this intended to accomplish and why is it in the device reform 
bill? 

SEC. 22. INFORMATION SYSTEM 

• Section 22 requires FDA to establish a system to track die status and progress 
of each application. Tbe system must permit access by the applicant. 

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

SEC. 23. ENVIRONMENTAL IMPACT REVIEW 

• Section 23 eliminates the requirement to prepare an environmental analysis 
unless the Secretary demonstrates that because of extraordinary circumstances, 
the action will have a significant effect on the human environment and the 
consideration of such significant effect will direcdy affect the Secretary's 
decision on the action. 

This is similar to Sec. 406 of die Senate bill, but tbe House version 
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makes it hankr to requiie an environmental impact review because it 
requires Ae Secretaiy to demonstrate that the acdon "will have a 
significant effect on the human environmenL" 

SEC. 14, - INFORMAL AGENCY STATEMENTS 

' This secdon prohibits the Secretaiy from relying on policy statements, 
(guidance documents, and similar statements to requiie any acdon to satisfy a 
I provision of (be FDC Act. It also requires the Secretary to publish notice of 

âvailability of such statements and to make them accessible electronically. 

FDA's position is that guidance documents are not binding on the 
Agency or the public. FDA recently issued a Federal Register notice 
that affirms this position and has agreed to take steps to ensure that the 
agency and tbe public know and understand this principle. To tbe 
extent that this provision is reaffirming that position it is not 
problematic. To the extent that it is saying that FDA cannot issue 
guidance that explains how it believes compliance with the Act may be 
accomplished, it is problematic - particulaily fbr the industiy. FDA 
will no longer be able to provide guidance and there is a risk of non-
uniformity in the application of the laws and regulations tbat FDA is 
tasked with implementing. 

SEC. 25. ^RESEARCH AND EDUCATION; PRACTICE OF MEDICINE 

*• *kew section 908(a) requires FDA to train and educate its employees. 

FDA currently does thia through staff colleges etc. 

• 'taw section 908(b) limits FDA's research activities to reseaich directly related 
the implementation of Ae FDC Act 

• %ew section 909 states that nothing in the FDA Act shall limit or interfere 
vwith a health care practitioner's authority to prescribe or administer legally 
r marketed drugs or devices. 

SEC. 26. >HlBLICATION OF NOTICE DEVIATION 

• -̂ Section 26 prevents FDA from making public any information regarding a 
n̂otice that informs a regulated person of a purported deviation fiom a 

rrequirement of the Aet until after Ae Secretary has completed the investigation 
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of such deviation. 

This provision calls into question the agency's long-standing practice of 
malting 483s, warning letters, and correspondence with regulated 
industry available to the public. Such a radical change in FDA's public 
infonnation procedures and regulations could hamper the agency's 
ability to cany out its public health mission effectively. The difficulty 
the agency cunently has with respect to prohibitions on public 
disclosure of information contained in marketing applications would 
extend to disclosure of information about observed violations and 
enforcement initiatives. 
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April 22, 1996 
DRAFT DRAFT DRAFT 

HJL 3199 
"DRUG AND BIOLOGIC PRODUCTS REFORM ACT OF 1996"' 

SEC. 1 SHORT TITLE, REFERENCE, AND TABLE OF CONTENTS 

SEC. 2 FDA MISSION AND ANNUAL REPORT 

• Section 2(a), tbe mission statement establishes efficient review and approval 
and global harmonization as primaiy FDA goals. 

The agency's core mission is not to "apprgve" products, but rather to 
thoroughly and fairly evaluate them and render impartial decisions 
about their safety and effectiveness. The mission statement should 
indude protecting the public from products tbat do not have the 
requisite appnrval prior to marketing - products that bave not 
been shown to be safe and effective. 

• Section 2(b) requires FDA to, simultaneously with tbe submission of an annual 
budget, submit to the Commerce Committee in the House and the Committee 
on Labor and Human Resources in the Senate, an annul report that (1) 
reviews its performance in meeting its mission and developing policies to 
meets its mission; (2) reviews its performance in meetings its own 
performance standards (including meeting statutory deadlines); (3) describes its 
staffing and Usts third parties that have been accredited to perform product 
reviews and GMP inspections and to conduct investigations; (4) describes its 
harmonization activities and accomplishmeats; and (S) compares FDA's 
perfbrmanoe in approving innovative products with that of the most 
"successful" agency performing similar functions in other countries and 
compares the resources used by such agendes. 

Tbe agency does not disagree with die principle that die agency must be 
hdd accountable. The concern is that some of tbe requirements set 
forth in this provision are not dearly defined and/or possibly not 
feasible. Fot example, the requirement that FDA compare its 
performance with that of the most "successful" agency performing 

1 H.R. 3199 indudes a number of supportable concepts. The emphasis of this section-
by-section analysis, however, is on tbe problematic provisions in the trill. 
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simil&r ftmctionj in other countries is vague and may be difficult, if not 
impossible, to meet Tbe tenn "successful" is not one that provides 
much guidance. Moreover, it is uncertain wbetber such data are 
available fiom other countries or if such data are available, whether a 
comparison is possible. 

SEC.3 STREAMLINING CLINICAL RESEARCH ON DRUGS AND BIOLOGICAL 
PRODUCTS 

• Section 3 provides that a clinical investigation of a new drug may begin 21 
days afier the Secretary has received a submission that contains adequate 
reports of baric information necessaiy to assess the drug's safety and adequate 
information on the chemistry, manufacturing, controls, and primary data 
tabulations fbr tbe drug fiom animal or human studies, except that for phase I 
or n cfinical investigations, detailed information shall not be required unless 
tbe office director makes a written request within 21 days. 

Ibe effect of section 3 is to reduce (from 30 days to 21 days) tbe 
amount of time FDA has to place a clinical hold before the 
investigation of a new drug begins. The shortened timeframe is even 
more difficult to meet because, as set forth below, it does not permit a 
telephone call. (Moreover, die written notificatioa that is required must 
set forth the reasons fbr die clinical hold.) CDER alone received 1972 
INDs in FY 199S. CBER received an additional 457. Ibe problem is 
that studies may be allowed to proceed without FDA being able to 
assess the risk. The reduced time frame in the bill shaves LITTLE 
time from the total drug development process, but a LARGE fraction of 
tbe time available to FDA fbr the protection of human subjects. 
Patients enrolled in these clinical trials will suffer the consequences of 
FDA being unable to meet die timeframes. 

This provision does not seem to require the sponsor to submit 
infonnation on the study design. If this is the intent of die provision, 
that is problematic. 

Ibe provision exempts Phase I and n studies from requiring the 
inclusion of detailed information on chemistry, manufacturing, 
controlled, and data tabulations unless the office director makes a 
written request within 21 days. Because this is the stage of the clinical 
investigation where FDA is deciding whether to allow a drug to be 
administered to human subjects, this is the stage where FDA needs 
certain detailed information. [If a request for detailed information is 
made, can tbe investigation proceed or does the agency have to couple 
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the written request fbr detailed information with a clinical hold?] 

FDA cannot place a trial on clinical hold unless the Secretary demonstrates 
"based on specific infonnation available to tbe Secretaiy" that die drug 
presents an unreasonable risk to the safety of the subjects taking into account 
the trial design, die conditions for which the drug will be studied and die 
health status of the subjects. Tlie clinical hold must be in writing and must 
specify the basis for die clinical hold. The Secretary may issue a clinical hold 
upon a demonstration that tbe dnig to be investigated represents an 
unreasonable risk to the safety of tbe penons who are die subject of the 
clinical investigation, taking into account the design of the clinical 
investigation, tbe condition for which the drug is to be investigated, and the 
health status of the subjects involved. If the sponsor requests that the hold be 
removed, die Secretary must provide a decision in writing within 15 days or 
the clinical hold shall be deemed withdrawn. 

Because die notification may not have to include the design of die trial 
or the health status of the subject, FDA may not have the infonnation 
necessary to make the requisite finding. Moreover, even if FDA had 
the requisite infonnation, it would not have enough time to make the 
finding. 

Tbe provision restricts FDA's ability to place a trial on clinical hold to 
instances when die drug to be investigated represents an unreasonable 
risk to the safety of the persons wbo are the subject of the clinical 
investigation, taldng into account the design of the clinical 
investigation, the condition for which the drug is to be investigated, and 
the health status of the subjects involved. Under current law, FDA can 
place a trial on clinical bold fbr a number of other reasons. For 
example, a Phase I, II, or II clinical trial can be placed on hold if the 
clinical investigators are not qualified to conduct die investigation; the 
information the sponsor has given to die investigators about the drug 
and its pharmacological and toxicological effects, and what is known 
about the safety and effectiveness of the drug in humans is misleading, 
erroneous, or materially incomplete; or die IND does not contain 
sufficient information to assess the risks to subjects. A Phase DI trial 
can also be placed on hold if the plan or protocol for the investigation 
is dearly deficient in design to meet its stated objectives. See 21 CFR 
312.42(a); JCE altt 21 CFR 312.55, 312.23(a)(5). 

The provision requires review of a response to a clinical hdd within 15 
days. This is unrealistic. Pursuant to REGO, FDA has proposed to 
complete such a response within 30 days. 
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As an alternative procedure, a Phase I or Phase n clinical investigation may 
begin after an accredited mstihition has approved die investigation and the 
Secretary bas been notified by tbe sponsor. The notification need only set 
forth the name and address of tbe sponsor and the uses of the drug that the 
sponsor intends to investigate. 

This provision is problematic rc: Phase n clinical investigations because 
for certain drugs, such as AIDs drugs, the investigation does not 
proceed beyond phase n trials. This provision would permit sponsors 
to begin the studies without submitting data to FDA. FDA would have 
a (fifficult time issuing a clinical hold because it would not bave access 
to the detailed information about the study. (It is not clear that the 
notification requirements set forth above apply - and even if tbey do, 
Phase I and n are exempt from submitting detailed information.) 

It would be very difficult for local IRBs to include among their 
members or consultants all of the expertise needed to assess the risks to 
patients with various diseases. Hie scheme set forth in the bill 
increases the possibility that patients would exposed to an unreasonable 
risk. 

Section 3 also gives FDA exclusive jurisdiction over die regulation of new 
drugs in clinical investigations. 

This eliminates duplication by NIH (i.e.. for drugs (including 
biotechnology drugs) being study under HHS-funded reseaich. 

SEC.4 THE CONTENT AND REVIEW OF A NEW DRUG APPUCAHON 

• Section 4 permits sponsors of new drug application to submit summary data. 
Primaiy data may be requested by tht offioe director. Such request must be in 
writing and must specify the reasons for tbe request for a particular 
application. 

This provision will compromise the credibility of FDA's review 
process. Summary repents sometimes contain errors that can be 
discovered only by reviewing primary data. Moreover, summaiy data 
has been screened, piocesaed and interpreted by the sponsor. 
Companies often just do not see the shortcomings of their drugs, 
Someone other than a oompany official should be taking a hard look at 
the underlying data. Primary data are essential to verify the 
interpretation of summary data. Problems associated with a dnig may 
be visible through an examination of die raw data that are not visible 
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from a sommaiy. For example, deaths and disoontinuatioas of study 
subjects may be attributed to causes other than the dmg but review of 
Ae raw data may show advene reactions associated with die drug 
itself. The submission of primary data is essential to discovering and 
discouraging the submission of fraudulent data. 

Even hints of informadon found in patient reports can reveal or lead to 
critical infonnation. For example, then a CDER reviewer reviewed the 
patient data fbr xxx, she (not the company) noticed that three of the 
subjects suffered from xxx while on the experimental drug. Based on 
her knowledge of this dass of drugs, and the fact that no other drugs of 
this type caused this type of side effect, she dedded to look further. 
She eonsdted with die company, which took a look at data available 
from the other countries where the drug had already been approved. 
The company found not merely xxx, but also deaths due to the drug. 
Based on this careful observation by an FDA reviewer, the drug was 
not approved in die United States, and it was removed from the market 
in xx, xx, and xx. Hie House proposes to eliminate FDA's ability to 
find the next case of xxx. 

Section 4 also requires FDA to meet with product sponsors within 30 days of a 
request for a meeting. FDA advice provided in writing and made a part of the 
administrative record cannot be changed after testing begins unless the sponsor 
agrees or the office director determines, after an informal hearing, that such a 
change is needed to protect the public health. 

FDA makes every effort to hold meetings promptly in response to any 
reasonable request. It may not dways be possible to do it widiin 30 
days. In addition, there often are times when knowledge of a disease 
or product will evolve, and die agency should be able to require 
appropriate data as needed to assure that a product is safe and effective. 

Written review decisions on sdentific and medical matters on a new drug will 
be binding on field and compliance staff. 

Action on an application cannot be delayed because of the unavailability of 
information from or action by fidd personnd. 

This provision would require the agency to approve products before 
allegations of fraud, misconduct in a clinical trial, manufecturing 
problems etc. could be investigated. This could allow an unscrupulous 
sponsor to deliberately delay an inspection so that information would 
not be available from die field personnd, and tbe approval decision 
would have to proceed without this information. 
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SEC.5 EFFECTIVENESS DETERMINATION 

• Sectioo 5 provides that "one or more" clinical investigations may be needed to 
show effectiveness. It also provides that a well-controlled investigation "Shall 
include only methods of control that are appropriate to the disease ot condition 
for which a drug is intended as prescribed, recommended, or suggested in its 
labeling." 

The addition of "one or more" before "clinical investigations" is 
problematic only if it would not pennit the agency to require more than 
one clinical investigation where appropriate. [Tbere are differences of 
opinion within FDA as to whether the bill language might so this.] 

[what does this mean?] 

• Section 3 also provides tbat an application fbr a new drug fbr a serious or life-
threatening condition shall be considered to have substantial evidence if it 
could fairly and responsibly be concluded by experts thai there is a reasonable 
likelihood that die drug will be effective in a significant number of patients and 
that die risk from the disease is no greater than the risk firom the condition. 

This provision, which allows approval of a new product without 
adequate and well-controlled trials, undercuts the efficacy standard and 
shifts the risk analysis away from risk/benefit. 

• Section S also would pennit the approval of a new use of a previously 
approved drug on the basis of a demonstration that the new use is common 
among clinicians experienced in the field and represents reasonable clinical 
practice based upon reliable clinical experience and confirmatory information. 

This would establish a new process fbr approving new uses of existing 
drugs and devices that would significantiy lower approval standards. It 
would establish a procedure fbr recognizing new uses based on clinical 
pracUce. 

A drug may come into common use for a condition because current 
theory, and experience understood in light of that theory, suggests that 
the dnig would be reasonably expected to have the desired effect, but 
testing such a hypothesis against data in a controlled trial can expose 
new aspects of the system and may demonstrate that the drug is not 
acting as it had been predicted to act. Clinical experience cannot be 
depended upon to bring such new findings to light because it contains 
too many uncontrolled differences among cases and observers. 
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This proviskn moves us away fiom the accepted scientific standard of 
evidence and could perpetuate inappropriate, unproven, and ultimately 
unprovable medical pnctioes. 

Section 5 provides that the determination of effectiveness cannot include tht 
evaluation of relative effectiveness unless die effectiveness of the drug is 
expliddy compared in die labeling to that of another drug. 

There are public health implirationi if FDA is not allowed to consider 
relative effectiveness for products that involve serious ar life-
threatening illness ot which involve public health transmittal risks. For 
example, FDA requires a 93 percent efficacy rate for gonococcal 
eradication for products intended to treat GC. This is an efficacy rate 
products can meet today. It would not be in the public interest to have 
products available that are less effective in treating a public health 
epidemic. The same is true for illnesses that are life-threatening. 
Lesser efficacy than that which other products have established 
represents a threat to public health. 

In addition, there are instances when die testing of a new product 
involves testing versus another treatment rather ttan versus a placebo. 
Use of a placebo would be unethical. Here relative effectiveness is the 
only tiling that can be considered. 

Section 5 also provides that the determination of effectiveness cannot include 
the evaluation of any use not explicitly included in the labeling. 

This appears to prohibit FDA fiom including, in the labeling, warnings 
about indications fbr which a product is dangerous or known not to be 
effcetive. 

Section 5 provides that the determination of effectiveness cannot include the 
evaluation of cost effectiveness, unless tbe labeling references such. 

This is FDA's current practice. 

SEC.6 SCIENTIFIC ADVISORY PANELS 

• Section 6 requires advisory committees to include non-voting industry and 
public representatives. 

Is there a problem with noo-Toting meubers atteoding closed 
meetings and or receiving confidential informatjoa? 
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• Section 6 provides sponsors direct contact with advisory coramittee members. 

Tllus provision would allow sponsors to lobby advisoiy committee members. 

• Secdon 6 requires advisory committees to meet at least 6 times a year - three 
of those meeting must be face to face. 

Current advisoiy committee members already have problems with time 
commitments. 

• Section 6 requires FDA to make a final determination within 30 days of an 
advisory oommittee recommendation. 

Tbe timeframe for action on a panel recommendation is one half that 
required by S. 1477. Moreover, the provision assumes that all matters 
presented to advisory committees are susceptible to "final" 
determination. This is not always tnte. A better approach would be to 
require FDA to make a determination within days or to notify die 
affected persons of tbe reason why a decision has not been made and 
the timetable by which a decision will be made. 

SEC.7 MARKETING APPROVAL 

• Section 7 provides for third party review of new drug applications. It defines 
the scope of review responsibilities of accredited persons to include the review 
of applications to determine whether there is a "reasonable assurance" that a 
drug is safe and effective. Prior to 60 days before the end of the review 
period, die third party shall submit a report to FDA of its review and 
recommendation as to whether the application should be approved or denied. 
The recommendation of the accredited person shall be deemed to be approved 
by die Secretary unless the Secretaiy finds that there is a reasonable 
probability that the drug is not safe or effective. [What if die third party finds 
that the product application should be denied?] The Secretaiy shall evaluate 
die recommendation within 60 days of receipt and in the event that die 
Secretaiy makes a finding that the dnig is not safe or effective, the Secretary 
shall provide a detailed bass of tbe difference. 

FDA has no authority to decide wbetber third party review is 
appropriate under the circumstances. Even the most complicated types 
of reviews could go to third parties if the sponsor so chooses. The 
third party's lack of experience and institutional knowledge in a given 
area (L£» a new technology) will not prevent it fiom performing the 
review. Unsafe and or ineffective products could therefore reach the 
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The provision is confusing re: the approval standard. It indicates that 
reviews Shall be conducted under tbe standards and reqirironcnts of the 
Act, but it also appears to suggest a somewhat differeat approval 
standard for accredited reviews - Lb, a "reasonable assurance' of 
safety and effectiveness. In addition, it is shifting die burden to EDA. 
It is requiring FDA to show a scientific "negative" - this is a difficult 
burden for the agency to meet and would not adequately protect the 
public from potential harm. 

The provision appears to be saying that if a third party recommends 
approval of an application, it is deemed approved unless FDA finds that 
there is a reasonable probability that the drug is not safe or effective. 
It further says that FDA has 60 days to make this finding and, if it 
does, it must provide a detailed basis for it Sixty days is little time for 
the agency to thoroughly and thoughtfully review a recommendation. 

SEC. 8 ACCREDITATION OF THIRD PARTIES 

Subsection (a) requires the Secretaiy to promulgate regulations to establish 
procedures for accrediting third parties to review new drug applications and 
perform GMP inspections. 

This section does not establish how tbe third parties are compensated 
fbr services. 

Contracting out may slow rather than speed approval times - for 
example, it will take time to train the third party reviewers; third 
parties do not now have the institutional knowledge needed to 
adequately review applications. 

Third party review raises safety issues, 
institutional knowledge they will not be able to 
an experienced reviewer might see; FDA's 
lost. The end result may be unsafe or 
market 

Other issues: what about tort liability? Will third parties still be in 
business? 
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Subsection (a) further requires Uie Secretaiy to provide for accreditation 
through govenunent or qualified non-government entities. Hns paragraph also 
establishes certain criteria for accreditation of third parties nlating to conflict 
of interest, competency, and protection of information. 

From this section, it appears that the intention is not to have the 
Secretaiy accredit any particular entity, but rather to have the Secretary 
designate agencies or organizations who will then perform Ae 
accreditation process. U would help if FDA could add qualifications. 

The provision does not suffidentiy address conflict of interest issues. 
What employment restriction will be imposed regarding future/past 
employment with a sponsor or a sponsor's competitor? Lack of clarity 
on conflict of interest issues could result in questionable reviews. 

Subsection (b) amends the prohibited acts section of the FDC Act to add a new 
section relating to actions by accredited third parties. Under proposed 301(w), 
a third party would violate this section if it submitted a materially false or 
misleading report, disclosed trade secret confidential commercial information, 
or accepted a bribe or performed any other corrupt aa in connection with its 
ddegated responsibility. 

SEC.9 DISPUTE RESOLUTION 

Section 9 permits drug sponsors to seek dispute resolution before an advisory 
committee or a special government employee or a nongovernmental person 
who is qualified to mediate or arbitrate and wbo is acceptable to FDA and the 
applicant whenever an "impasse" exists in die review of an application with 
respect to any specific issue. It requires FDA to refer the dispute to an 
advisory committee or third party on recdpt of a notification from the 
applicant that a dispute exists. Within 30 days of receiving the pand or third 
party recommendation, the Secretary must, in writing, confirm or modify the 
panel or third party recommendation providing reasons and reference to data 
before the committee or third party for any modification. Tbe panel or third 
party recommendation automatically becomes FDA's unless FDA acts within 
30 days of recdpt of the recommendation. 

Tbe section duplicates existing dispute resdutioa procedures. It bas the 
potential for inundating tbe agency with requests fbr advisory pand 
meetings, which have significant resource implications. 
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SEC. 10 GOOD MANUFACTURING PRACTICE INSPECTIONS 

• Paragraph (a) amends section 704 of the FDC Act to pennit third parties to 
conduct GMP inspections. It also amends the section to require a 10 day 
waiting period after any inspection (whether by a third party or FDA 7) to 
give the subject an opportunity to respond to any observations. Hie agency 
may not take any regulatory action following an inspection until it bas 
reviewed a timely response from the subject of the inspection, unless there is a 
reasonable probability that a drug would cause serious, adverse health 
consequences or death or could present an unreasonable and substantial risk of 
injury or illness to die public health. The Secretaiy must also provide a 
detailed assessment of the response submitted by the subject of the inspection 
within 30 days. 

In general, requiring a 10 waiting day period, a review of the 
manufacturer's response, and a detailed response in 30 days may have a 
significant impact on agency workload. Because a warning letter is 
considered regulatory action, this proviaon would stop FDA from 
issuing one until this process is complete. This may not significantly 
slow down current time frames fbr issuing warning letters, but it has 
the potential to hamper agency action. 

• A third party performing a GMP inspection does not submit a copy of its 
observations to the Secretary. However, if the findings indicate a serious 
problem, the third party must immediately notify the Secretary unless the 
person subject to the inspection immediately ceases distribution, notifies health 
professionals and drug user facilities, and undertakes all corrections identified 
by the third party. When such compliance is completed, the third party 
provides a certification of compliance, a copy of which is provided to die 
Secretary. The Secretary may not perform anotber gmp inspection fbr 2 yean 
afier the date of tbe certification unless justified by good cause. 

As it is drafted, die agency never becomes involved in compliance 
matters when a third party has undertaken Oe original inspection. Tbe 
third party oversees corrections and certifies to the Secretary that the 
company is in compliance. The Secretary may not conduct a GMP 
inspection for 2 yean afier the date of this certification, "unless 
justified by good cause." 

The two year prohibition poses additional problems. Conditions can 
change: a change in ownership or internal management may change 
manufacturing conditions, or personnel may simply drift into bad 
habits. This is more likely if companies know that FDA may not 
reinspect fbr two yean. Awareness that FDA can inspect at any time 
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reinforces vigilance. 

SEC. 11 GOOD MANUFACTURING PRACTICES 

• Section 11 states that all chemistiy, manufacturing, and controls that comply 
with an approved NDA or with the opinion of an appropriate FDA official 
responsible for review of chemistiy, manufacturing, or controls and which is 
reduced to writing and made pan of the record shall be deemed to comply 
with GMPs. 

If field inspectors find problems, we should not be prevented from 
taking action. 

• Secdon 11 further states that FDA cannot take action to delay or prevent the 
manufacture or marketing of a drug for failure to conform to gmps unless 
there is a reasonable probability of actual harm to public health or the 
Secretaiy determines in writing after a fonnal hearing that the drug is not 
bioequivalent, deviates from drug spedfications, lacks adequate assurance that 
it will meet represented sterility, or has been rendered unsafe or ineffective. 

Drugs not made under GMPs may have safety and efficacy problems 
that will not be apparent to other the manufacturer or FDA. 

SEC. 12 PILOT AND SMALL SCALE MANUFACTURE 

• Section 12 provides that a new drug manufactured in a pilot or otber small 
facility may be used to demonstrate the safety and effectiveness of Oe product 
and to obtain approval prior to scaling up to a larger facility unless FDA 
demonstrates in writing specifying in detail the reasons, after an informal 
hearing, that a full scale production fecility is necessary to assure safety and 
effectiveness. 

For most drugs, this is curremly permitted by CDER and, in fed, is 
explidtly defined/allowed in a guideline that has been harmonized in 
the US, EU and Japan in the ICH process. However, it is not 
acceptable if it pertains to sterile drug products. Adequate sterility 
assurance is built into a drug or product during Oe manufacturing 
process. End-product testing (Ls.. compendial sterility tests) and 
specifications cannot adequately provide sterility assurance. Change 
from a pilot plant to a larger fecility often involves changes in the 
processes and monitoring systems used to control microbial 
contamination, changes in the methods and controls wed to sterilize 
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eqiripmeot, and, in aome cases, changes in the processes and controls 
used to render the product itself sterile. Non-sterility of an injectable 
drug product, for example, can have seven adverse consequences for 
patients, including death. 

For biologies, under REGO, FDA has issued guidance to clarify its 
policy on licensing small-scale and pilot facilities. 

SEC. 13 MANUFACTURING CHANGES 

• Section 13 permits manufacturers of drugs and most biologies to make changes 
in manufacturing without prior approval as long as there is not a resulting 
change in formulation or release specifications and tbe changes are validated 
and records are made available to FDA during inspections. 

Changes that do not affect formulations or release specifications, 
however, can still change the safety and effectiveness of a product. 
For example, 

(1) In the infamous "Cutter" incident with Salk polio vaccine, 
the company simply changed tbe type of filter used during 
manufacturing of tbe vaccine. No change in formulation or 
release spedfications resulted, but the change in filter led to live 
virus in the product. Eleven people died and about two hundred 
more got polio. 

(2) A change of the method of growing cells that a biotech heart 
drug is made fiom resulted in a change in tbe fine structure of 
the drug molecule that resulted in an ineffective dose not 
detectable by find product testing. 

(3) Without submitting a supplement, a firm substituted an 
unapproved source of bulk drug for an approved source of 
carbamazepine, a seizure medication. Tbe drug from tbe 
unapproved source caused the tablets to dissolve more slowly 
than did tbe product made fiom Ae approved source. Hie 
slower dissolution could result in patients absorbing die drug 
more Slowly and thus getting smaller doses. FDA received 
reports of problems that may have been related to this 
unapproved change. 

There are additional examples of changes that the hill wodd allow to 
be made without FDA review that could raise significam safety 
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concerns. FOT example, under the bill, a company oould change the 
strain of a virus used fbr a vaccine such as oral polio vacdne, which 
oould resdt in increased number of cases of vaccine asioriated polio. 
Similarly, a manufacturer could change the method of viral inactivation 
in a blood product used to treat hemophilia, which codd result in a 
product that could transmit hepatitis or HTV. 

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

CDER is woridng diligendy with industiy to delineate a series of 
•deuce-based recommendations for the tests and filing requirements 
when change occurs in the manufacture of an approved new drug. The 
first of this series is a gddance termed SUPAC-IR, which is intended 
to provide gddance for immediate xdease (IR) solid oral dosage forms. 
Further gddance documents are planned fbr other types of new drug 
dosage forms, including extended release solid oral dosage forms, 
liquids and semisolids, and certain biotechnology products. 

CBER has created a reporting process tailored to the severity and 
complexity of manufacturing changes. Less stringent reporting 
requirements will apply when changes do not pose a substantial risk of 
adverse effects on product purity, potency, or safety. 

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

SEC. 14 INSULIN AND ANTIBIOTICS 

• Section 14 repeals requirements fbr lot and batch verification. 

This is consistent with REGO. 

SEC. 15 NONPRESCRIPTION DRUGS 

• Section 15 provides that all applications fbr Rx to OTC switches shall be 
reviewed by a single office in CDER. That office is to report directly to the 
Center Director. 
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The result of this provision will be that reviewers wbo have worked on 
the product's NDA and have expertise in the area will not be 
responsible fbr reviewing the switch applications. 

SEC. 16 INFORMATION SYSTEMS 

• Section 16 requires FDA to establish a system to track tbe status and progress 
of each application. The system must permit access by the applicant. 

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

SEC. 17 ENVIRONMENTAL IMPACT REVIEW 

• Section 17 eliminates the requirement to prepare an environmental analyses 
unless the Secretaiy demonstrates that because of extraordinary circumstances, 
the action will have a significant effect on the human environment and the 
consideration of such sigmficant effect will direcdy affect the Secretary's 
decision and oo the action. 

This is similar to Sec. 406 of tbe Senate bill, but the House version 
makes it harder to require an environmental impact review because it 
requires the Secretary to demonstrate that the action "will have a 
significant effect on die human environment." 

SEC. 18 APPLICATION OF STATE AND FEDERAL LAW TO THE PRACTICE OF 
PHARMACY COMPOUNDING 

• Section 18 (1) exempts drugs that are compounded by pharmacists on the order 
of a licensed physician from the drug and device provisions of die Act, and (2) 
exempts bulk dnig products or other drugs intended fbr use by pharmacists fbr 
compounding fiom all of the Act's provisions, except those that relate directly 
to identity, purity, or quality. 

The exemption bas no constraints oo the volume of compounding. This 
is likely to encourage large-scale manufacturing under the guise of 
pharmacy compounding. 

Tbe exemption would allow bulk drug suppliers or drug manufacturers 
to circumvent the approval requirements of the Aa by shipping bulk 
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drag substances to pharmacies for reconstituting or other processing. A 
shadow industiy of unapproved generic drugs will develop. 

Some might argue that Che gmp requirements do not apply because tbey 
do not relate directly to the purity, quality, or identity of the drug 
substance. FDA would disagree. 

Tbe exemption would allow potentially dangerous compounding. For 
example, sterile drugs could be compounded (even oo a large scale) 
without regard to CGMPs for sterile products. Improperly 
compounded sterile products could result in serious adverse effects, 
induding death. 

SEC. 19 HARMONIZATION 

• Provides that the Secretary shall participate in meetings with other countries to 
discuss methods and approaches to reduce the burden of regulation, to 
harmonize regulatory requirements, and to seek appropriate redprocd 
arrangements. Within 180 days of enactment the Secretaiy must make public 
a plan that establishes a framework for achieving mutud recogmtion of gmps. 
The Secretaiy must provide 60 day notice to the Committee before executing 
any agreements with foreign countries. 

SEC.20 USE OF SCIENTIFIC AND MEDICAL INFORMATION 

• This section amends 502 (f) to make it legd to disseminate medical texts, 
journal articles, and government information, and to make presentation at 
medical and scientific meetings about off-label uses. These activities wodd 
not constitute misbranding and would not trigger die need to file a new drug 
apphcation unless the person "in addition" encourages die unapproved use of a 
legally marketed device through labeling, advertising.or other means of 
promotion. The proviaon also establishes that knowledge of an off-labd use 
would not trigger any obligation fbr the manufacturer to change tbe labeling or 
amend a marketing application. The section also makes it permissible for 
sponsors of INDs and their agent to diwrminafi* materials, make presentations, 
and display investigationd devices at trade shows so long as tbe sponsor or 
agent does not "encourage die use of the drag". 

This section assumes that the various activities it permits are not 
promotion and do not encourage ofMabd uses or uses of investigationd 
products. Tbe provision will make it possible for sponson to promote 
ofMabd uses and investigationd products without filing marketing 

-16-



04/22/96 MON 17:24 FAX 4435897 OLA 121038 

applications or INDs. The provision affirmatively eliminates incentives 
fbr manufacturers to conduct studies needed to demonstrate die safety 
and effectiveness of new uses and to go through the regulatory process 
to have off-label uses reviewed. 

SEC.21 INFORMAL AGENCY STATEMENTS 

• This section prohibits the Secretaiy firom relying on policy statements, 
guidance documents, and similar statements to require any action to satisfy a 
provision of the FDC Act It also requires the Secretary to publish notice of 
availability of such statements and to malce them accessible electronically. 

FDA's position is that guidance documents are not binding on the 
agency or the public. FDA recently issued a Federal Register notice 
that affirms this position and. has agreed to take steps to ensure that die 
agency and the public know and understand this principle. To die 
extent that this provision is reaffirming that position it is not 
problematic. To the extent that it is saying that FDA cannot issue 
guidance that explains how it believes compliance with die Act may be 
accomplished, it is problematic - particulaily fbr tbe industry. FDA 
will no longer be able to provide guidance and tbere is a risk of non-
uniformity in die application of die laws and regulations that FDA is 
tasked with implementing. 

SEC.22 RESEARCH AND EDUCATION; PRACTICE OF MEDICINE 

• New section 908(a) requires FDA to train ami educate its employees. 

FDA currendy does this through staff colleges etc. 

• New section 908(b) limits FDA's research activities to research directly related 
to the implementation of the FDC Act 

This may prevent FDA fiom continuing research that is vital to 
maintaining and protecting die public health. 

• New section 909 states that nothing in the FDC Act shall limit or interfere 
with a health care practitioner's authority to prescribe or administer legally 
marketed drugs cr devices. 

Although generally FDA does not wish to interfere with tbe "practice 
of medicine," there have been instances in which tbe agency has taWn 
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action against physicians fc^, where tbere was a concern fbr patients' 
aafety, approved products were being promoted by the physicians fbr 
unapproved uses, failure to comply with the requirements fbr 
conducting clinical investigations). New section 909 could hamper 
FDA's ability to act in these circumstances. 

SEC.23 DELEGATION OF AUTHORITY 

• Section 23 provides that tbe authority granted under the provisions relating to 
the request for primary data, changes to testing protocols, IND submission 
requirements, and establishment of advisory panels may not be delegated. 

SEC.24. JUDICIAL REVIEW 

• Section 24 provides for judicial review of any written decision respecting any 
aspect of an investigational new drug or any written decision respecting any 
aspect of an application, petition, or notification fbr marketing review or 
approval for a drug. 

This provision could paralyze the agency. Current section 505(h) limits 
judicial review to decisions refusing to approve or withdrawing 
application approvals after notice to the applicant and an opportunity 
fbr a hearing. It is unclear whether this provision eliminates or retains 
the requirements for final agency action/exhaustion of administrative 
remedies - Lfi*, new section 505(h)(1) appears to pennit virtually 
unfettered judicial review but new section 505(h)(3) appears to limit 
the court's jurisdiction in accordance with Title 5, Chapter 7 of the 
U.S. Code (judicial Review - final agency action, exhaustion of 
administrative remedies, etc.) 

SEC. 25 PUBLICATION OF NOTICE OF DEVIATION 

• Section 25 prevents the Secretary fiom making public or communicating to any 
person outside of FDA any information regarding a notice that informs a 
regulated person of a purported deviation fiom a requirement of the Act until 
after the Secretaiy has completed the investigation of such deviation. 

It is unclear what is meant by "after the Secretaiy has completed the 
investigation of the deviation." Does it mean after FDA completes a 
particular inspection and issues a 483? If so, the provision changes 
nothing in the way FDA currendy does business. 
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If, however the intent is that tbere be no disclosure until after FDA 
determines that further regulatory action is not indicated or until FDA 
closes the matter out, this is a problem. It eould interfere with FDA 
enforcement actions because FDA would be unable to disclose, to DOT 
ot a court, tbe inspectional observations. Moreover, it would call into 
question the agency's long-standing practice of making 483s, warning 
letters, and correspoodence with regulated industry available to die 
public. Such a radical change in FDA's public information procedures 
and regulations oould hamper the agency's ability to cany out its public 
health mission effectively. The difficulty the agency currendy has with 
respect to prohibitions on public disclosure of information contained in 
marketing applications would extend to disclosure of infonnation about 
observed violations and enforcement initiatives. 

SEC.26 BIOLOGICAL PRODUCTS 

• Section 26 establishes distinct product categories fbr (1) biological products, 
(2) blood and blood components, and (3) tissue. Each is discussed separately. 

Biological Products 

• Section 26(a) adds a definition of "biological product" to the FDC Act. The 
definition excludes blood, blood components, organs, eyes, milk, or human 
tissue. (It includes a derivative or blood and blood components.) A biological 
product is a drug within the meaning of paragraph (g) but is not a new drug 
within die meaning of paragraph (p) 

The definition uses the FDC Act language "intended for use in die 
diagnosis, cure, mitigation, treatment, or prevention of a disease . . . 
in man" instead of the PHS Act language "applicable to the prevention, 
treatment, or cure of diseases or injuries." It also adds 'or physiologic 
condition" after the word "disease." 

The provision would prohibit the regulation of immune milk as a 
biologic product 

Because a biologic is not a "new drug" within tbe meaning of 201 (p), 
the new dnig provisions of the FDC Act (primarily section SOS) do not 
automatically apply. However, section 26(b) (discussed below) sets 
forth a premarket approval scheme that incorporates many of the 
section SOS provisions. 

• Section 26(b) adds new section 506, entitled "Biological Products." New 
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sectioa 506 provides that biological products cannot be introduced or delivered 
for introduction into interstate commerce unless an approved product license 
application is effective. The section 505 new drug procedures (except fbr 
those relating to patents, generics, and the release of aafety and effectiveness 
data) apply. Section 506(b) requires die Secretaiy to harmonize PLA 
regulations with die NDA and GMP regulations widiin 2 years. 

By taking the regulation of biologies out of the PHS Act, the bill is 
eliminating tbe flexibility that FDA now bas to tailor the infonnation in 
an application to new and emerging technologies. Elimination of the 
potency standard (which was in the PHS Act) may be problematic fbr 
some products. DISCUSS 

There is no apparent justification fbr barring generic competition fbr 
this dass of products. 

Tbe provision also prevents FDA from getting establishment 
information on vaccines. 

New section 506(b)(5) provides that in the case of a derivative of blood 
and blood components, a product license will apply to all fadlities of 
the applicant that are licensed under subsection (c). 

New section 506(c), however, applies to blood and blood 
components, which by definition are not biologies. It provides 
that blood and blood components may be obtained and processed 
only in licensed facihties. The meaning of this section is 
therefore unclear. It may mean that blood derivative products 
can only be manufactured from blood source materid that is 
obtained and processed in apprqpriatdy licensed fadlities, as 
specified in die blood derivative product license application. 
This is what FDA currendy requires. If this is the intent of the 
provision, then it should be clarified. Alternatively, it may 
mean that a product license for a derivative cannot be limited to 
products made from source materials obtained or processed ody 
at fadlities specified in the product license - j ^ , the product 
may be obtained or processed at toi facility that is licensed. 
Tbe problem with this approach is that just because a facility is 
licensed fbr blood or blood oumpuiicuts does not mean that 
those blood or blood component products are appropriate for 
purposes of manufacturing blood derivatives - is,, not all 
plasma is an appropriate source for blood derivatives. FDA 
needs to know that die source material for a blood derivatives is 
appropriate - otherwise the dependability of blood derivatives 
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(such as Factor Vm for hemophiliacs) cannot be guaranteed. 

P'pod wd Blwd Comppngite 
• New section 506(c)(1) provides that blood and blood components that are 

introduced or delivend for introduction into interstate commerce require 
approval of a product license application. Blood and blood components 
intended fbr use in Ae diagnosis, cure, mitigation, treatment, or prevention of 
a disease or physiologic condition in man are subject to (A) performance 
standards fbr safety, purity, and where applicable, potency, (B) gmps, and (C) 
labeling established by regulation and shall be obtained and processed only in 
facilities licensed by the Secretary. 

It appears that both product and establishment licenses are required for 
blood and blood components when interstate commerce is involved, 
Apparently without interstate commerce, only a facility license is 
required. 

[Note, the regulation of blood and blood components [and tissue] is 
under a provision entitled "Biological Products" - even though the 
definition of biological products does not include blood or blood 
components [or tissue]. 

• New section 506(c)(2) provides that licensed establishments are subject to FDA 
inspection, which may be conducted by nonprofit membership organizations 
that meet the requirements that the Secretaiy establishes fbr the accreditation 
of third parties. 

This provision may restrict third party inspections of blood 
establishments to "nonprofit" organizations. This is somewhat 
narrower than tbe broader eligibility requirements fbr other 
organizations under section 712. The provision may be read to mean 
that, unlike members of other industries, members of the blood industry 
may be inspected by the organizations that they themselves constitute -
a situation that would otherwise be read to be inherently impermissible 
under die terms of section 712 (because tbey have an organizational 
affiliation with tbe inspected entity under section 712(b)(3)). It also 
seems to rule out third party inspections of blood facilities by for-profit 
organizations, which would be permitted fbr other industries. 

• New section 506(c)(3) directs the Secretaiy to establish licensing requirements 
for blood and blood component facilities and an application fbr such a license 
must be granted or denied within 90 days. 
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This time period is much shorter than die PDUFA tuneframes for drugs 
and biologies. It would be difficult to meet 

New section 506(c)(3)(C) pennits die Secretary to immediatdy suspend a 
license, with an informal hearing to follow, if the identified deficiencies 
constitute an immediate danger of serious adverse health consequences or 
death. 

The standard for suspension is raised firom the current "danger to 
health" standard. 

Before revoking a license, the Secretary must piuvide a written list of 
deficiencies and provide 30 days for a written response and for correction of 
die deficiencies. If the facility fails to provide an adequate response or makes 
corrections, the Secretary shall provide an opportunity for an informal hearing 
(within 30 days of receipt of the written response). 

The requirement for a hearing within 30 days of receipt of a written 
response is much shorter than that for any other FDA-regulated product 
category. 

The revocation or suspension of a license shall not prevent the continued use 
of blood or blood components that have left the control of die licensee unless 
the Secretary determines, as part of the revocation or suspension order, that 
such use represents asftal harm to the public health. 

This means that FDA cannot prevent the use of products tbat have left 
the control of tbe licensee unless someone has actually been harmed. 
Even an extremely high risk of death would not pennit FDA to prevent 
die use of such products. 

Puman T?HW 

• Section 26(a) defines tbe term "human tissue" to mean a collection of human 
cells that are intended for use in die diagnoses, cure, mitigation, treatment, or 
prevention of a disease or physiological condition in man or for tbe 
augmentation of a natural bodily function. It may be combined with 
biologically inactive substances and subjected to any form of processing before 
use subject to operating standards established under section 506(a)(2)(A) 
[should say 506(d)(2)(A)]. Human tissue achieves its primary intended 
purpose through structural support or cellular function and not systemic action. 
It is not a drug or device and does not include blood, blood components, 
cngans, or nrilk. 
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The definition would include cellular and gene therapies which should 
be subject to the dnig controls because they require safety and efficacy 
determinations and more stringent manufacturing controls. This may 
also be true of ftiture technologies. 

Pursuant to section 26(b), which adds new section 506(d), die Secretary may 
regulate human tissue only if die Secretary demonstrates, in writing published 
in the Federal Register and afier a hearing before the Commissioner, that 
voluntary regulation under generally accepted standards is inadequatr to 
protect the public health with respect to any particular type of human tissue or 
human tissue generally. If such a determination is made, the Secretary may 
establish, by regulation, operating standards for tbe safety of human tissue and 
may require human tissue to be processed only in an establishment registered 
in accordance with the procedures fbr drug establishment registration. 

Hie voluntary standards that are in place have not been working. 
There have been a number of cases where people have been harmed by 
contaminated tissue, [add] FDA has already made tbe determination 
that regulation of human tissue is necessary. This provision requires 
FDA to revisit the issue. This is unjustified and a waste of resourees. 

Industry has not objected to the existing regulation, only to portions of 
the operating procedures that FDA has ance modified. During 
Congressional hearings in 1993, the President of the American 
Association of Tissue Banks supported FDA regulation to assure 
uniform donor selection requirements to provide Oe lowest possible 
risk of disease transmission. Representatives of the Eye Bank 
Association of America testified that the voluntary standards lacked the 
necessaiy process of an enforcement mechanism to mandate compliance 
fbr those banks where standards and CDC guidelines go unrecognized. 
Further support for the regulation was offered by the ARC and the 
American Academy of Orthopedic Surgeons. 

FDA would have no recourse if a tissue bank failed to follow voluntary 
generally accepted sdentific standards. 

Pursuant to new section 506(d)(2), any operating standards that FDA wodd 
develop must be limited to the following general requirements fbr the 
recovery, processing, storage, and shipment of human tissue: (i) requirements 
for universal infection control designs to prevent disease transmission; (ii) 
good processing practices that assure the safety, mdntenance of structure, and 
preservation of origind cellular function; and (tii) labeling requirements for 
identification of the type of tissue, tbe addition of any foreign substance, and 
information needed to permit tracing. 
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These standards would be inadequate for some cellular and gene 
therapies. 

i 
New section 506(d)(2)(C) provides tbat registered establishments are subject to 
FDA inspection, which may be conducted by nonprofit membership 
organizations that meet die requirements that die Secretaiy establishes for the 
accreditation of third parties. 

This provision may restrict third party inspections of tissue 
establishments to "nonprofit" organizations. TUs is somewhat 
narrower than die broader eligibility requirements for other 
organizations under secdon 712. The provision may be read to mean 
that, unlike members of otber industries, members of the tissue industry 
may be inspected by tbe organizations that tbey themselves constitute -
a situation that would otherwise be read to be inherendy impermissible 
under die terms of sectioo 712 (because they have an organizational 
affiliation with the inspected entity under section 712(b)(3)). It also 
seems to rule out third party inspections of tissue establishments by for-
profit organizations, which would be permitted for other industries. 

The requirements fbr human tissue shall not apply to human tissue not stored 
fbr a significant period of time or not significantiy processed. 

Section 26(c) provides that the requirements of tbe interim tissue regulation 
would remain in effect for a period of 18 months so that the Secretary has an 
opportunity to establish general controls for tissue pursuant to new section 
506(d)(1), but that the Secretaiy shall not regulate eyes until the Secretary 
finds that voluntary regulation is inadwpBitr. 

j 

Is 18 months enough time? If not, there will be a time period during 
which tissue will not be regulated. There would be a significant risk of 
disease transmission during this time. 

Enfnresmgnt Prgyiams 
New section 506(e) provides that the Secretary may take action to enforce the 
requirements of gmps for blood and blood components and good operating standards 
for human tissue; in the same manner as is dme fbr drugs. 

Re: tissue - is this meant to say "good processing practices" or 
"operating standards" - both terms used in new section 506(d)(2)(B). 
Good processing practices would be a type of operating standards. 
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Section 26(d) amends section 301(d) and (e) to make introducing unapproved 
biologies and failing to keep records or reports required for biologies 
prohibited acts, i 

Section 304, which authorizes seizure actions, has not been amended to 
specifically include unapproved biologies or blood products in violation 
of new section 506. 

Section 26(d) amends section 501 - apparently intending to make biological 
products, blood, and blood components, adulterated under section 501 if they 
do not comply with die new section 506 requirements. 

Because section 501 begins with the phrase "a drug or device shall be 
deemed adulterated" and blood and blood components are not drugs or 
devices; tbey arguably could not be seized. (Unless violation of blood 
gmps could lead to seizure under new section 506(e)). 

The provision in current section 351 of die PHS Aa, which prohibits false 
labeling of a biological product whether or not interstate commerce is involved 
has been deleted. 

There does not appear to be express statutory authority to order the recall of 
dangerous blood. 

Other Products 

• "Organs" are excluded from die definitions of biologic products and human 
tissue. 

Organs could be either human or animal. Accordingly, animal organs 
(such as baboon hearts), which could raise serious infectious disease or 
other safety and effectiveness concerns, would be unregulated (unless 
the device provisions apply). 

• Computer software developed by, modified by, and used in a human tissue 
establishment or in a blood or blood component establishment shall not be 
subject to premarket Clearance, but shall be validated to demonstrate that it 
achieves its intended purpose and shall be subject to gmps. 

These provisions undermine FDA's effort to improve the quality of 
computer software used in these setting. Such software can be critical 
to donor screening and testing and can result in magor public health 
risks (&£», HIV and hepatitis) if not adequately demonstrated to work. 
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Blood oompooeots and derivatives of blood and blood components intended for 
use as a blood test in die diagnosis of diseases are devices and are not 
drugs, biological products, or human tissue. 

If "blood tests" includes tests to screen blood fbr infectious agents, then 
it could be argued that some blood screening tests would not require 
product license applications (as currendy is die case) but only SlOQO's. 
For example, if viral antibodies or antigens isolated from blood were 
considered blood "derivatives" instead of "viruses" and were used to 
make blood screening tests (&£*» HIV antibody or antigen tests) then 
only the device authorities would apply. These would be insufficient. 
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TESTIMONY OF DAVID A. KESSLER, M.D. 

Chairman B i l i r a k i s , members of the Committee, I am pleased to be 

and *IP4H here UUunU juu C M M 4-Vii Tmnr'-T 1 tliin 
very important public health issue — ensuring that the Food and 

Drug Administration (FDA) protects the nation's safety and 

h e a l t h . ^ |The FDA's primary mission for 90 years has been to 

protect and promote the public healthT"} Tlpir rriimifiriTra -lMi 

uic^TUj how W L I I ih pnahi 

INTRODPGTTOW 

!• XJIUW) H I I nli II j i y-. . - - ^ ^ — r r f 1 - r i n O ^ ^ - t ^ y ^ ? ^ -

Uiu AyuiMij is view that a l l Americans ̂ auo L u ^ T ? i C T i i T m H r t nil. ^ gJ/^T. 

MMM^Mnd that the medicines they take or medical devices they ' 

need are safe and rea l ly work, and that the foods they eat are ^ j j " ^ 1 * * * ' 

safe. We are committed to maintaining high standards so that^** ifft&ufiU 

consumers can continue to have that confidence and a s s u r a n c e . ^ ^ j ^ T j ^ 

But high standards alone are not enough. ullllles^RMtf^E atanda 

atTim hvMa&^tait f ine ly access to M W 

I ^ I M * safe and effective i s i: 

V* 
important 

aimui mu 

* public health in tha T.Tni*ai n>i»i 

To meet the goal of timely approval of safe and effective ^^S^^^MiS^^ 

products, FDA must be open to change. This is a time of "t^HMV^M^^ 

unprecedented medical challenges and medical breakthroughs. An ^ S f ^ 
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important measure of our value as an Agency will be our ability 

to keep pace with theee changes. Thomas Jefferson said i t best: 

"Our laws and institutions must [move forward] hand in hand with 

the progress of the human mind." 

KB Commissioner, the first way I have sought to effect change is 

to attract a new generation of leaders to the Agency. Much of 

the progress FDA has made over the past few yeare began with our 

five new Center Directors. The many changes they have made have 

moved us oloser to our goal. Second, we have vigorously pursued 

and implemented more than thirty FDA reinventing initiatives as 

part of President Clinton's and vice President Core's National 

Performance Review. Among the changes we have made, are speeding 

new cancer drugs to patients and targeting our limited resources 

on higher risk medical devices while no longer requiring FDA 

review of hundreds of categories of simple devices suoh as 

and tongue depressors. Finally, in addition to the many changes , f 

we have alread^^e^t^admin^Btration%^i^aM^S» supportu^t M&P** 

legislation msm^minw Iwpsnim PPfciu •apilihai- rgiriirfif, 

r'th nnB iflBnlmTTSnTni' 'i I n IIIIIIHnl loweri** the standards 

for product safety and efficacy, t h^BQgnganQESttBSB^^ 

If we are to achieve our shared goals of improving the Agency's 

ability to protect and promote the public health by assuring the 

public speedy access to safe and effective products, we must base 

- 2 -
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THE SECRETARY OF HEALTH AND HUMAN SERVICES 

WASMlNQTON,6.C. t e » « i 

September 19, 1996 

Thn Honorable Thomao J. Bliley, Jr. 
Chairman, Committee on Commerce 
U.S. House ofi Representatives 
Washington, DC 20515 

Dear Mr. Chairman: 

AB your Committee prepares to consider a subetitute to H.R. 2508, 
the "Animal Druy Availability Act of 1996", we take thie 
opportunity to inform you that the Administration concurs with 
the piovisions of the substitute as negotiated between the 
induetry, the Food and Drug Administration, end your ataff. 

Me urge expeditious action by Congress on thie b i l l . If 
H.R. 2b08 is presented to the President without further 
amendments, we will urge him to aign it into law. 

The Office of Management and Budget has advised that there ia no 
objection to the transmittal of this report, and that enactment 
of H.R. 2508 would be in accord with the program of the 
President. 

Sincerely, 

Duiina s. sha la la 
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The White House 
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456-5516/456-5426 
Room 93, OEOB 

Date: "7-26-16 
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J u l y 26, 1996 

Arthur D. Levinson, Ph.D. 
President and 

Chief Executive O f f i c e r 
Genentech, Inc. 
460 Point San Bruno Boulevard 
South San Francisco, C a l i f o r n i a 94080 

Dear A r t : 

Thank you so much f o r your k i n d l e t t e r . I t was a 
pleasure t o see you, and I'm glad we had a chance 
t o t a l k about medical research and so many other 
issues of importance to our nation's f u t u r e . 

Please know tha t I w i l l continue to work t o enact 
a permanent, r e t r o a c t i v e extension of a research 
and development tax c r e d i t , and that I remain 
committed t o improving the speed and eff e c t i v e n e s s 
of the Food and Drug A d m i n i s t r a t i o n -- without 
compromising i t s s a f e t y standards. Meanwhile, I 
w i l l c e r t a i n l y keep your views i n mind, and I'm 
g r a t e f u l you took the time t o w r i t e . 

Sincerely, 

B C / S E M / J F B / j f c . ( C o r r e s . #3050348) 
( 7 . l e v i n s o n . a d ) 

cc: Jim Dorskind/TDS 

cc: Tracy Sisser, 93 OEOB 

Xeroxed copy of personally signed o r i g i n a l t o NH 
through Todd Stern 

CLEAR THRU TODD STERN 

PRESIDENT TO SIGN 
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THE PRESIDENT HAS SEEN 
- i -« u -9 (* 

Tyson memo on Wanninski paper. Laura writes tliat Wanninsld's description of a 
crisis in capitalism based on "massive underemployment" is a gross 
mischaracterization. He is an unrepentant supply-sider whose diagnosis and 
prescriptions (e.g., zero capital gains, gold standard) are off base. Laura notes that 
Administration has addressed two of the problems Wanninski identifies -- too low 
economic growth and stagnant wages - by efforts to boost productivity via creating a 
climate for increased business investment and technological progress, and bolstering 
education and training. Administration has also focussed on increasing incomes for 
those at the bottom, via minimum wage, EITC, etc. In view of your economic team, 
WanninsVd's proposals would do more harm than good for the economy. 

Lake memo on Gen. O'Neill's alleged criticism of the NTE. The June 14 
Washington Timgs published an article charging that Gen. O'Neill (recently retired 
Director of the Ballistic Missile Defense Organixation) had faulted the National 
Intelligence Estimate's forecast of the Third World ballistic missile threat. Defense 
Daily. however, reported that the General described the NTE as a "good, well done 
and predictable document." O'Neill recently wrote a letter of clarification to the 
Times, noting that while he has some "discomfort" in how the NTE dealt with 

-ŷ  ^/uncertainties in estimating when a Third World missile threat would develop,, he does 
N/ | not believe the analysis was "politicized." He also strongly supports DOD's "3 plus 

3" national missile defense program as a hedge against these uncertainties. 

Stiglitz memo ou educational infrastructure and "flypaper effect." Joe says 
evidence does NOT support notion of perfect fungibility of funds - i.e., that State 
and local governments can simply shift funds to ensure that Federal financing for one 
activity substitutes for spending that would have otherwise occurred. Rather, money 
tends to stick where it hits. Grants for education tend to increase total education 
spending and grants for infrastructure tend to increase total infrastructurejoending. 

Walter Slocombe information sheet on our missile defense policy. Via Phil 
Jamison. Designed to counter mischaracteriTations of our policy by GOP. Prepared 
by Slocombe with some input by Jamison for a new on-line policy wonk magazine." 

Letter from Art Levinson, President/CEO of Genentech. Via Tony Podesta. 
Following an evening spent with you, he describes himself as startled by the scope 
and reach of your vision for our country" and says "what particularly struck me was 
your genuine personal commitment to do what is morally right and practically 
important to help all Americans." He compliments you on the appointment of Harold 
Varmus, and he urges you to (i) support tax credits to encourage increases in R & D 
spending by the private sector and (ii) promote policies that "best" allow the FDA and 
the industry to work together to develop "effective, safe, innovative dmgs." 

Letter from Gerald Greenwald, CEO, United Airlines. J I M DORSKIND: 
. . Please coord ina te your commitment to seeing that current U.S. earner rights c h e r e p i y 

agreement are fully honored. He believes the 3-phased apj , i , 
Adminisuaiion to the negoiiations is likely to produce sign: p r . ,'j ) ̂  - L o v j . ^ / T b S 
results, and expresses Unued's full support for your nej 
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PODESTA 
a s s o c i a t e s , i n c . 

W. PRESIDENT HAS SEEN 

Mr. Todd Stern 
Special Assistant to the President and 

Deputy Staff Secretary 
The White House 
1600 Pennsylvania Avenue. N.W. 
Washington, D C. 20500 

July 9, 1996 
CC . "D ens l̂ '-o-v 

Dear Todd: 

Enclosed is a letter trom An Levinson, President and CEO of Genentech, to the President 
1 wanted to make sure thi.; received special attention 

And as always thanks. 

U M I I ( j S c r e e i . NW • S u i u - 9 0 0 E;isc • Wash I r t i j i o n . DC 2 0 0 0 , 

i o i j<)j.<c>io / f a x J o . v j g j . s s i i i / W e l l S i u : : h c c p : / / w w w . p o d c s 1 n . c o in 
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Genentech, Inc. 

PAX: (4/5] 2^5.624, 

*Thur D. lev i^on PhD 
^esiaenrand ' 
Chief Executive Officer 
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lanitnl Starts Senate 
WASHINGTON, DC 20510 

May 10. 1996 

The Honorable Tern Daschle 
Minority Leader 
United States Senate 
S-221 The Capitol 
Washington, DC STDSIO 

Dear Mr. Leader: 

We are w r i t i n g co express our support for l e g i s l a t i o n to 
improve the e f f i c i e n c y and effectiveness of the U.S. Food and 
Drug Administration and tc ask you tc j o i n with us i n assuring 
enactment of bi- p a r t i s a n , moderate reforms t h i s year. We do so 
on behalf of patients who are anxiously awaiting new medical 
treatments and on behalf of doctors who want tc provide che most 
current drugs and devices to t h e i r patients. 

Regulatory delays put live s at r i s k just as surely as undue 
haste. We believe there i s much that can be done to speed the 
FDA approval process without harm to public health and safety. 
Senator Kassebaum's b i l l , S.1477 i s a step i n that d i r e c t i o n and 
was reported by the Committee on Labor and Human Resources by a 
bi p a r t i s a n 12-4 vote. 

We recognise that further improvements to t h i s l e g i s l a t i o n 
can and should be made before i t is approved by the Senate and 
enacted i n t o law and are committed to working on a b i - p a r t i s a n 
basis t o make several ksy changes. We urge you to contact us 
with any concerns or questions you might have. But for a l l the 
patients, doctors, and U.S. companies who have so much at stake, 
we ask that you j o i n with us i n constructive b i - p a r t i s a n 
discussions winh the goal of supporting early and favorable 
acvTcn o/T^the l e g i s l a t i o n . 

Sincerely, 

Z "d UOtid NdSc:0l S661-8L--C 
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E X E C U T I V E O F F I C E O F T H E P R E S I D E N T 

17-May-1996 05:27pm 

TO: (See Below) 

FROM: S a l l y Katzen 
Office of Mgmt and Budget, OIRA 

SUBJECT: fda reform 

thanks to c h r i s , i was to be the raw meat to be fed to a 
panel of congressional s t a f f e r s appearing before the mdma on the 
subject of fda reform. because of my i n s t i n c t for s u r v i v a l , i 
asked to go f i r s t , to talk about fda reform the administrative 
way, and then VERY b r i e f l y mentioned how we wanted a bi-partisan 
and balanced b i l l that would not s a c r i f i c e safety and ef f i c a c y to 
sign, i then said i had to go -- before the s t a f f e r s got to do 
th e i r prepared t a l k s . i was not great, but i think i didn't do 
any harm. 

then, as i was walking (running) out the door, a man with a pencil 
and pad (news media s t y l e ) stopped and said how interested he was 
in my comment that we would sign a b i l l , since e a r l i e r i n the day, 
other speakers had quite c l e a r l y stated that fda was out to k i l l 
the b i l l -- pointing the finger at diane thompson and b i l l 
schultz. i said that i said what i meant about the 
administration's intentions (and i meant what i sa i d ) , that i was 
t i r e d of these unfounded rumors and ad hominem attacks, that we 
should focus on the merits and not the motives, and that there 
were pieces of these b i l l s that were not acceptable and that i f we 
could not point out these problems without being accused of trying 
to k i l l the b i l l , maybe the environment was too sour to enable us 
to find common ground. i smiled sweetly, turned on my heel, and 
tr u l y l e f t the place. 

thanks a l o t c h r i s . . . 

Distribution: 

TO: Christopher C. Jennings 
TO: Elizabeth E. Drye 
TO: Gregory C. Simon 
TO: Daniel Tate 
TO: Tracey E. Thornton 
TO: I r a C. Magaziner 

CC: Jonathan Winer 



CC: Michael A. Fitzpatrick 
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E X E C U T I V E O F F I C E O F T H E P R E S I D E N T 

15-May-1996 11:57am 

TO: 

FROM: 

Elizabeth E. Drye 

Denise Ricketson 
Domestic Policy Council 

SUBJECT: RE: FDA briefing 

Elizabeth, 

As of right now, anytime after 11:15am i s good. 

z> D 

2$ 
0 



E X E C U T I V E O F F I C E OF T H E P R E S I D E N T 

15-May-1996 12:00pm 

TO: E l i z a b e t h E. Drye 

FROM: Denise Ricketson 
Domestic P o l i c y Council 

SUBJECT: RE: FDA b r i e f i n g 

E l i z a b e t h , 

already an update, depending upon how much time we need t o a l l o t f o r t h i s 
meeting, 9:00 t o 10:15am i s f r e e or anytime a f t e r lunch. 



E X E C U T I V E O F F I C E O F T H E P R E S I D E N T 

15-May-1996 02:49pm 

TO: 

FROM: 

Elizabeth E. Drye 

P h y l l i s E. Kaiser-Dark 
Office of Mgmt and Budget, OIRA 

SUBJECT: RE: FDA briefing 

Unless someone adds a couple more hours to the day, or 
individuals with the monogram WJC or AG, there i s n ' t a free 
moment for S a l l y to meet with anyone. 

Without making any promises, I may have 1 hour on Tuesday 
afternoon, another hour on Thursday, but the best options are 
on Friday. 
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B. Serious Concerns

4. Medication Guide's ( Section 607)



• Q:\RDB\R'LJB^6. 164 S.L.L. ^ 

AMENDMENT NO. Calendar No. 

Purpose: To provide for the development of a long-range 
comprehensive plan to assess effective methods for the 
provision of oral and written prescription information 
to consumers. 

m THE SENATE OF THE UNITED STATES—104th Gong., 2d Sess. 

S.1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to he on the table .and to be printed 

AMENDMENT intended to be proposed by Mr. COATS 

VIZ: 

1 On page 86, between lines 12 and 13. insert the fol-

2 lowing: 

3 SEC. 607. EFFECTIVE MEDICATION GUIDES. 

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

5 section 108, is fuither amended by adding at the end 

6 thereof the following new section: 

7 SEC. 908. EFFECTIVE MEDICATION GUIDES.^ ^ 

8 ':(a) I N GENERAL.-—Not later than-^days after the 

9 date of enactment of this section, the Secretan- shall 



O:\RDB\ttDBS6.i6-i S.L.C ^ 

1 .^pestrt^^national organizations representing health care 

2 professionals, consumer organizations, voluntary health 

3 agencies, the pharmaceutieal industry, drug wholesalers. 

4 patient drug information database companies, and other 

5 relevant parties,collaboratcrt^ develop a long-range com-

6 prehensive action plan to achieve goals consistent with the 

7 goals of the Food and Drug Administration's proposed 

8 rule on 'Prescription Drug Product Labeling: Medication 

9 Guide Requirements (60 Fed. Reg. 44182; relating to the 

10 provision of oral and written prescription information to 

11 consumers). 

12 "(b) PLAN.—The plan described in subsection (a) 

13 shall— 

14 "(1) identify the plan goals; 

15 "(2) assess the effectiveness of the current pn-

16 vate-sector approaches used to provide oral and writ -

17 ten prescription information to consumers: 

18 "(3) develop guidelines for providing effective 

19 oral and written prescription information consistent 

20 with the findings of any such assessment: 

21 "(4) develop a mechanism to assess periodically 

22 the quahty of the oral and written prescription infor-

23 mation and the frequency with which the informa-

24 tion is provided to consumers-, and 
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I 

1 "(5) provide for compliance with relevant State 

2 board regulations. 

3 "(c) LIMITATION ON THE AUTHORITY OF THE SEC-

4 RETARY.—The Secretan- shall have no authoritv to 4ru 

5 volop or--implomont"any-now rogulation, rule, oi» othci' perj-

6 i-ov ctamiinit"m''-gttiUL]mL idldiL'd in aiv, mannor to 

7 

8 

9 

10 

11 

12 

13 

14 

in i i | iTi i • nn'Til ; -•• • -• 
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15 li-ri-n'hTdi-TTg--t-hf- -i-rfiplnmnntntioii the proposed rule de-

16 scribed in subsection {a^Alr-ttflt.UtiM than riO dayo aftor 
1—poor to Jarioia* /̂̂  ZCo/ 

17 ui£^iks^ef^iidcuiieat uf thio jection. the national organi-

18 aationo deacribed in sub&ecLiuii (d) develop and begin to 

19 -impkmcnt a cmilpielinifaiue. long range aotion plan (as de-

20 -sey^d iii mb̂ eiiUUirCa)") regaiiliiig the piousion of oial—-

21 ^ajad^l'ittcn-pi-e&ni iption information. ztuft^ hurrou pgeQr.phm 
druq vrc&urtz and birtocufa 

23 

"(d) SECRETARY REVIEW.—Xot later than January prtxiudh; 
7\c Ccc-'uir/bj dLckrvrnmA 

1, 2001, the Secretan- shall re\iew the status of private- [^ J U | ^p 0 i e ^ 

24 sector initiatives designed to achieve the goals of the plan an^ 

25 described in subsection (a), and if such goals are not fiilm-hie. 

a.Ppnn)t?Cl 
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FRIDAY, MARCH 2 9 , 1 9 9 6 

Congress OKs Debt Bill As FY96 Bill Talks Continue 
A nearly six-month-long House Republican attempt to use 

a needed debt limit increase as leverage to force President Clin­
ton to accept GOP budget priorities he did not share ended 

BUDGET I r ^ l u r s ^ a y — when Congress sent the White 
^ I House a bill Clinton will sign that raises the 
debt ceiling from $4.9 trillion to $5.5 trillion. That should be 
enough additional government borrowing authority to last 
until at least October 1997, almost a year after this fall's pres­
idential and congressional elections. The action came as House-
Senate conferees — facing the expiration today of the short-
term continuing resolution — worked throughout the day and 
late into the night Thursday on the FY96 omnibus appropria­
tions bill. (See related story, Page 4.) 

Although technically titled the Contract With American Ad­
vancement Act, the debt limit legislation contained only three 
other provisions the White House could accept. One of those 

S C H E D U L E 

* SENATE. 1 

Convenes>VlO am'^f, .>',« V W 

/ I 1 ^ ' H O J I S E V . 

Cdmenes at U) ̂  r , 4 ^ "vV" 

'V; "V* 'v- ''!f\ 
^ASEN^fE^COMMIITEESltf^^ 

A^MEC5rsERVICiES"r 

DEFENSE AUTHORIZATION ^ 
Airliid'Forces Subcomnuttee heanng on-̂  
' defense authonzation request • 

mnHernizafion:nroBrams>22'2ffî  

— the line item veto — was technically stripped out of the 
bill and sent to Clinton separately Thursday. The two remain­
ing riders gradually raise to $30,000 by 2002 the amount of out­
side income senior citizens can earn without losing their Social 
Security benefits, and deal with regulatory reform for small 
businesses. The House passed the bill on a 328-91 vote, with 
30 Republicans, 60 Democrats and the lone House independent 
voting against it. The Senate approved the House measure on 
voice vote — deeming it as having passed upon receipt from 
the House. That sent the bill to Clinton for his expected signa­
ture. The administration in a statement Thursday reiterated it 
"strongly supports" the bill and "urges the Congress to send it 
to the president immediately to prevent a default." 

House Republicans since last fall have tried unsuccessfully 
to use the debt ceiling increase — which the administration 
needed — to force Clinton's hand on accepting some GOP 

Continued on Page 4 

Hoekstra Eyeing Reform Rebellion 
The chairman and several members of the House Republican leadership's re­

form task force have threatened rebellion if Speaker Gingrich and Majority Leader 
Armey do not move quickly to agree on a schedule for bringing campaign re-

CAMPAIGN I form legislation to the House this year. The showdown could 
REFORM I c o m e a t a meeting set for late this morning in Gingrich's 

the FY97 

DEFENSE AUTHQRIZATIOÎ ^ jk^ / M 2i &<•>•• 

Strategic Forces Subcommittee heanng * r > 
on the FYQT-defense authonzation re- 1̂  
q'uest"rfor> armŝ  control' and clremicalide^^ 

"milifanzation progVaths 222-1A'RS0B'j^' 
i f am r1* ' t * , 

office between the speaker and several task force members, including the chair­
man, Rep. Peter Hoekstra, R-Mich. The session follows a shot across the bow ini­
tiated by Hoekstra, who has been a Gingrich loyalist and trouble-shooter. "For six 
months, we have worked to develop a consensus within the Republican Confer­
ence on reform issues," six House Republicans, including Hoekstra, wrote to 
Gingrich in a letter dated Thursday. "Unfortunately, the early months of the sec­
ond session of the 104th Congress have come and gone without any firm leader­
ship commitment to move ahead on a reform agenda." 

Hoekstra's office provided a copy of the letter, which was delivered to Gingrich 
late Thursday afternoon. A spokesman would not identify the other five signers, but 
did confirm they are members of Hoekstra's GOP task force. Some task force mem-
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in session. Due to the uncertainty at presstime surrounding Congress' sched­
uled two-week Easter break — originally expected to begin today — our 
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1 A M E N D M E N T N O Calendar No 

2 

3 Purpose: To esiablish more realistic lime frames and 'appropriate 
4 mceniives to achieve targets. 
5 
6 IN THE SENATE OF THE UNITED STATE-104th Cong.,2d Sess 
7 
8 An Amendmem to the amendment offered by Senator Kassebaum 
9 to S. 1477 

10 
1 1 To amend the Federal Food, Drug, and Cosmetic Act and Public Health 
12 Service Act to impeove the regulation of food, drugs, devices, and 
1 3 biological products, and for other purposes. 
1 4 

1 5 Referred to the Committee on 
1 6 and ordered to be printed 
17 -
1 8 Ordered to lie on the table and to be printed' 
1 9 
2 0 AMENDMENTS intended to be proposed by Senator KENNEDY 
21 
22 
2 3 Section 204. Expediting ApfyovaZof New Drugs. Biologies, and 
2 4 Medical Device for Serious Qpriditions--
2 5 Page 21, 1. change "V261 days" to "180 days." 
2 6 Page 22. 1. t>0. change/12o\days" to "180 days." 
2 7 
2 8 Section 4Q4. Prompt and Efficient Review. 
2 9 Delete p ^ e 11. &H-25, p. A T amd p. $Q I 1. 121 and 
3 0 substitute the following: ^ f f * ^ & \ \ . \ - l O 

31 s 0 j ; U . } 4 ; ^ b;,-/ d-j •W/.-v, • 
3 2 "(c) Beginning July 1, 1998, if tho Socrotary fails to meet the statutory targets for action on 
3 3 an application or notification or petition for the approval or clearance of a device, a new animal 
3 4 drug, or a direct food additive or fails to meet the targets established for the Prescription Drug 
3 5 User Fees Act for action on an application for a new drug or biological product for 90% of the 
3 6 annual actions in a particular category, then--

3 7 falkrjL—,!^ 
3 8 (1)^ the Secretary shall report to Congress an action plan for meeting the targets 
3 9 (including, as applicable, a projection of resources and any statutory changes that might be 
4 0 necessary to meet the targets), which will be publicly available, and shall report to Congress 
4 1 every six months on progress toward achieving the goals of the plan. Such action plan may 
4 2 include a program of contracting out all or parts of product reviews, with the Secretary 
4 3 retaining final approval authority, if contracting out would assist in achieving targets under the 
\ 4 Act without diminishing the quality of review. 
4 5 



1 (2) This subsection does not apply if the failure to meet a target lor a category consists 

2 of only one application, notification, or petition." 

3 
4 Sectiocu806 Timeframes for Approval 
5 Delete p -++4, 11. 1-4. 

6 J'Z 
7 Section 901 and 902. Food aad- Regulatory Reform ^ r - v\ . 
8 fr^p: M f l H - 5 25 ^ C f ) W- \ - ) | ^ ^ - ^ 



AMENDMENT NO ^ Calendar No_ 

Purpose: To -improve'tim icguldtion M food' and cosmcticc.' 

IN THE SENATE OF THE UNITED STATE--104th Cong., 2d Sess. 

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

1 On page 92, strike line 16 through line 25 and on page 93, strike line 1 

2 through line 4 and replace with: 

3 "(c) Section 513(i)(l)(A)(21 U.S.C. 360c(i)(l)(A)) is amended by inserting 

4 after "intended use": 

5 "which, as determined by the Secretary, shall include each use reasonably 

6 included within a general use". 



AMENDMENT NO • Calendar No_ 

Purpose: To clarify substantial evidence standard. 

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

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

go a( <13 

1 On page jwe; strike lines through and replace with: 

2 "Substantial evidence may, as appropriate, consist of data from one 

3 adequate and well-controlled clinical investigation and confirmatory 

4 evidence (obtained either before or after such investigation).". 



AMENDMENT NO Calendar No_ 

Purpose: To improve the patient access to information about drugs, 
biologies and devices. 

IN THE SENATE OF THE UNITED STATE--104th Cong., 2d Sess. 

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

1 On page 10, line 12 insert after the period "Notwithstanding any other 

2 provisions of law, and to the extent the Secretary determines that 

3 dissemination of information regarding the safety and effectiveness of a 

4 product would enhance the public health, such information shall be made 

5 available to the public." 



AMENDMENT NO Calendar No_ 

Purpose: To ensure reinstate requirement that device companies report 
removals and corrections. 

IN THE SENATE OF THE UNITED STATE--104th Cong., 2d Sess. 

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

1 On page ̂ 95; \ \ne_J^ strike "; and" and insert a period; and 

2 strike line 



AMENDMENT NO Calendar No_ 

Purpose: To delete preference for foreign products 

IN THE SENATE OF THE UNITED STATE--104th Cong., 2d Sess. 

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

1 Strike from page 35, line 19 though page 37, line 7. 



AMENDMENT NO Calendar No_ 

Purpose: To protect patients receiving investigational therapies. 

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

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

I? 

1 On page -rx, line **, strike "person if" and replace with: 

2 "person if the Secretary determines - " 

3 On page jwr, line -xx, strike "and" and insert between lines and ^ 

4 "(3) the manufacturer or distributor is actively pursuing marketing 

5 approval with due diligence; and" 

6 On page x*, line **, strike "(3)" and replace with "(4)"; 

7 One page ^wr, inset between lines^wCand^WK 

8 "(e) TERMINATION.—The Secretary may terminate expanded access under 

9 this section if the requirements under subsection (a) are no longer met or 

1 0 expanded access is interfering with the conduct of ongoing clinical trials." 



AMENDMENT NO Calendar No 

Purpose: To reduce overly burdensome, bureaucratic, and unnecessary 
requirements. 

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

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy 

1 On page xx, strike Imes-xx-xx/and replace with: 

2 "(ii) requests for meetings and the scheduling of meetings relating to 

3 reviews of protocols arp̂  relative to review of applications or submissions 

4 (including pet i t ioj^ or notificationg) for product approval or clearance; 

6 On page JMT, strike lines -*x- through Jt^and replace with: 

7 "(2)(A) A clinical investigation of a new drug (including a biological 

8 product) may begin thirty days after the date the Secretary receives from 

9 the sponsor a notification containing information about the drug and the 

1 0 clinical investigation unless, prior to the thirtieth day, the Secretary 



1 informs the ^sponsor that the investigation may not begin and specifies the 

2 basis for the decision. Within an additional twenty days, the Secretary 

3 shall specify in writing the deficiencies and the information needed in 

4 order for the clinical investigation to commence. -,4 i.^e \ ^ A , " - 0 i ' 

5 On page strike lines -K-X through xx and^replace with: 

6 "(3)(A) The Secretary may place a clinical hold on any ongoing 

7 clinical investigation if the Secretary determines that such action is 

8 necessary for the protection of human subjects or for other reasons set 

9 forth by the Secretary in regulations. 

1 0 "(B) If the Secretary places a clinical hold on an ongoing 

1 1 investigation, the Secretary shall immediately advise the sponsor of such 

1 2 investigation in writing of such action, and provide such sponsor an 

1 3 opportunity to confer within ten working days of receipt of such 

1 4 communication to discuss the basis for the clinical hold. Within ten 

1 5 working days of such conference, the Secretary shall provide to the 

1 6 sponsor a written list of conditions for the withdrawal of the clinical hold. 

1 7 Any written request from the sponsor requesting that a clinical hold be 

1 8 withdrawn shall receive a decision in writing and specifying the reasons 

1 9 therefor, within twenty working days of the receipt of the request." 

/k / /O 
2 0 On page x*- , strike lines-rs- through line and replace with: 

2 1 "(b) REVIEW BY SCIENTIFIC REVIEW GROUP -



1 "(1) Ui General.--The product sponsor or applicant shall have a right 

2 to request an evaluation by an appropriate scientific review group 

3 established under section 904 of any significant scientific decisions made 

4 by the Secretary under this Act. In addition, a product sponsor or 

5 applicant shall have a right to request an evaluation by an appropriate 

6 scientific review group established under section 904 of any significant 

7 scientific issue under this Act appealed by such person under subsection 

8 (a) that has been pending before the Secretary, without final resolution, for 

9 more than 180 days." 



AMliNDME^T NO (.'akndar No 

Purpose TXJ—mjimam—••umdariJ-;—!nr iifrprrm-TTrg ruppkniL ni.ii—tipp) IL.U4^U^ 

'h,-|| will L^LXtU+rrrn-' rtTC ^UilMlUCO 01 sulciv HTrd- clTccHN'CnL1!!!! .md" (o^ 

laciliiaie the submission and approval of such supplomcntaK 

IN THE SENATE OF THE UNITED STATE- - 104th Cong..2d Sess 

An Amendment to the amendment offered by Senator Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Senator KENNEDY 

Strike D O W ^ ^ ^ ^ : ) of the Food, Drug and Cosmetic^ Act, Appiuval uf Additional 
^^YrOfc UDCD and Sec. 410. Alternative Approval of Supplemental New Drug Applications 

and replace with new: 

SEC. 410 APPROVAL OF SUPPLEMENTAL APPLICATIONS FOR APPROVED 
PRODUCTS 

(1) Performance Standards - Within 180 days after enactment of this 
section, the Secretary shall publish in the Federal register performance standards for 
the prompt review of supplemental applications for approved products. 

(2) Guidance to Industry - Within 180 days after enactment of this section, 
the Secretary shall issue guidances to clarify the requirements and facilitate the 
submission of data to support approval of supplemental applications ror approved 
products. The guidances shall -

(a) clarify circumstances in which published articles may be the 
basis ror approv al of a supplemental application; 
fb) specifv data requirements what will avoid duplication by 



recognizing ;he J\'<iilabi]i(\- of data previouslv SLibmiHeJ m -^pp.-ri or 
Jhe original application; and 
(c) detme iiipplemental applications that are eligible for pnontv 
review 

(3) Organization - The Secretary shall designate an individual-in each 
Center (except Foods/) with responsibility for -

(a) encouraging prompt review of supplemental applications tor 
approved products, and 
(b) working with sponsors to facilitate the development and 
submission of data to support supplemental applications. 

(4) Collaboration - (i) The Secretary shall implement programs and 
policies that will foster collaboration between the Food and Drug Administration, 
the National Institutes of Health, professional medical and scientific societies, and 
others, to identify published and unpublished studies that could support a 
supplemental application, and to encourage sponsors to make application or 
conduct further research in support of an application based, in whole or in part, on 
such studies. 



AMENDMENT NO Calendar No 

Purpose: To improve the regulation of food and cosmetics. 

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

An Amendment to the amendment offered by Senator Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Senator KENNEDY 

1 Sec. 746. DISSEMINATION OF TREATMENT INFORMATION ON DRUGS 

2 AND BIOLOGICAL PRODUCTS. 

3 Amendment to S. 1477 

4 Sec. 746. Dissemination of treatment information on drugs and biological 

5 products. 

6 is amended by: 

7 page 41, lines 23-24: delete 

8 page 42, lines 1-2: delete 



1 page 42, line 3: delete: "(B)" 

2 

3 page 42, line 15: delete: "if" and replace with: "if the requirements of 

4 subsection (C) have been met and" 

5 

6 page 42, line 17: delete the word "an" and replace with 

7 "a balanced and.." 

8 

9 page 43: add after line 7: 

1 0 

1 1 "(C) In the case of a drug, antibiotic or biological 

1 2 which has in effect an approved application filed under section 

1 3 505(b), section 507, or licenses under the Public Health 

1 4 Service Act, the holder of such application may disseminate 

1 5 information which is consistent with the treatment use of 

1 6 such drug, antibiotic or biological product or consistent with 

1 7 the intended use not contained in the official labeling only if-

1 8 

1 9 (i) the holder has submitted to the Secretary an 



1 application for the additional use under section 

2 505(b), section 507, or section 351 of the Public 

3 Health Services Act (42 USC 262) and 

4 (I) has demonstrated due diligence for 

5 completion of such process and 

6 (II) at the request of the Secretary will 

7 provide corrective information regarding the 

8 outcome of the supplemental NDA process to all 

9 recipients of the initially disseminated 

1 0 information or-

1 1 

1 2 (ii) the holder has requested an exemption from 

1 3 such requirement. 

1 4 

1 5 (I) A request for exemption shall be submitted 

1 6 in such form and manner as the Secretary may 

1 7 prescribe and shall demonstrate that -

1 8 (A) due to the size of the patient 

1 9 population or the lack of potential benefit to the 

/ 



1 sponsor, the cost of obtaining clinical information 

2 makes submission of a supplemental application 

3 economically prohibitive; or 

4 

5 (B) it is unethical to obtain adequate 

6 clinical evidence for inclusion in a supplemental 

7 application. 

8 

9 (II) A request for exemption under this 

1 0 subsection shall be deemed approved unless denied 

1 1 by the Secretary within 30 days of receipt. 

1 2 

1 3 

1 4 (III) Any information disseminated pursuant to 

1 5 an exemption shall have a clear label stating that 

1 6 this information describes an unapproved use of 

1 7 this drug and the information is not part of an 

1 8 application for supplemental use approval. 

1 9 



1 (D) When the treatment use or use not contained in the 

2 official labeling relates to the treatment of cancer, paragraph 

3 .(C) shall not apply i f -

4 

5 (i) the application holder files with the 

6 Secretary all available literature and clinical data 

7 on the indicated use of the product and a statement 

8 of evidence establishing good faith intent to pursue 

9 a supplemental new drug application under section 

1 0 505(b), section 507 or a product license 

1 1 supplement under the Public Health Service Act for 

1 2 the treatment use or use not contained in the 

1 3 official labeling, and 

1 4 

1 5 (ii) the Secretary meets annually with the 

1 6 application holder to evaluate progress made 

1 7 toward submission of a supplemental new drug 

1 8 application for the treatment use or use not 

1 9 contained in the official labeling that is the 



1 subject of information being disseminated. 

2 

3 (E) If the Secretary determines, after an informal 

4 hearing, that the application holder has failed to make 

5 sufficient progress under paragraph (D)(i), toward submission 

6 of a supplemental application for the treatment use or use not 

7 contained in the official labeling that is the subject of 

8 information being disseminated, the Secretary may direct the 

9 application holder to cease all dissemination of information 

1 0 and provide corrective information regarding this action to all 

1 1 recipients of the initially disseminated information. 

1 2 

1 3 

14 page 43, line 13: after "(1) shall" add: "disseminate such information to al 

1 5 recipients of the initially disseminated information and" 

1 6 

1 7 

1 8 page 44, line 3: after "(a)" add: "and relating to a product 

1 9 described in (C)(i) or (D). 



2 

3 

4 

5 

6 

7 

8 

9 

1 0 

1 1 

1 2 

1 3 

1 4 

1 5 

1 6 

1 7 

1 8 

1 9 

page 44, Nne 5: delete - p r o m i n e m l y d,sp,a yed s t a . e . e n f and 

replace with: -statement prommemly d.splayed on each 

article and textbook" 

Page 44, , i n e 21-24: change V t o a V and delete the rest 

Page 47, lines 11-17: delete 

Page 48, , (ne 2-4: delete: "wntten.^demonstration sr 

Page 48, Imes 15-16: delete: "and oral" 

Page 48, line 18: delete: "or o ral" 

Page 48, Nine 23- deletP -an- ^ 
^ - delete an and replace with "balanced and" 

page 49,Imes 7-11: delete 



1 page 49, line 12: change "(C)" to "(B)" 

2 

3 page 49, lines 21-25: delete 

4 

5 page 50, lines 1-5: delete 

6 

7 page 50, line 12: after "shall" insert: "disseminate such 

8 information to all recipients of the intially disseminated 

9 information and " 

1 0 



AMENDMENT NO Calendar No. 

n -

Purpose: To r-riiiMM^rlrrrjinii i f contracting 

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

An Amendment to the amendment offered by Mrs. Kassebaum 
to S. 1477 

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

Referred to the Committee on 
and ordered to be printed 

Ordered to lie on the table and to be printed 

AMENDMENTS intended to be proposed by Mr. Kennedy \ -̂es 

1 On page X*T delete lines -** through -s^and insert the following: 

2 "(2) Increased Efficiency and Expertise Through Contracts.-The Secretary 

3 shall use the authority granted in paragraph (1) to -

4 "(A) improve the efficiency, timeliness, and quality of the review of 

5 applications, petitions, and notifications (or any part thereof) for the 

6 approval or clearance of devices and direct and indirect food 

7 additives: and 

8 (B) ensure that the agency has the scientific and technical expertise 

9 available to the agency necessary to keep informed of emerging new 

1 0 therapies and technologies posing significant new ,and technical 



issues. 
2 

2 The Secretary shall retain full authonty to make determinations with 

3 respect to the approval, disapproval, or clearance of a product. 


