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TO: Legislative Liaison Officer - See Distribution below:
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SUBJECT: HHS Proposed Report on the House FDA reform bills -- sectlon by -section
analysis
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In accordance with OMB Circular A-19, OMB requests the views of your agency on the above subject before
advising on its relationship to the program of the President.

Please advise us if this item will affect direct spending or receipts for purposes of the
"Pay-As-You-Go" provisions of Title XIll of the Omnibus Budget Reconciliation Act of 1990.

COMMENTS: The attached section-by-section analysis of the three House bills will be transmitted to
House Committee staff by HHS as soon as it's cleared.

DISTRIBUTION LIST: _
AGENCIES: 7-AGRICULTURE - Marvin Shapiro - 2027201516
25-COMMERCE - Michael A. Levitt - 2024823151
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RESPONSE TO LRM NO: 4223
LEGISLATIVE REFERRAL .
MEMORANDUM FILE NO: 1746

If your response to this request for views is short (e.g., concur/no comment), we prefer that you respond by e-mail or

by faxing us this response sheet.
If the response is short and you prefer to call, please call the branch-wide line shown below (NOT the analyst's line)

to leave a message with a legisiative assistant.

You may also respond by:
(1) calling the analyst/attorney's direct line (you will be connected to voice mail if the analyst does not answer); or

(2) sending us a memo or letter
Please include the LRM number shown above, and the subject shown below.

TO: Robert PELLICCI  395-4871
Office of Management and Budget
Fax Number: 395-6148
Branch-Wide Line (to reach legislative assistant): 395-7362

FROM: (Date)

(Name)

(Agency)

(Telephone)

SUBJECT: HHS Proposed Report on the House FDA reform bilis -- section-by-section
analysis
The following is the response of oﬁf agency to your request for views on the above-captioned subject:
Concur
No Objection
No Comment
See proposed edits on pages

Other:

FAX RETURN of pages, attached to this response sheet
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H.R. 3200

"FOOD AMENDMENTS AND THE ANIMAL DRUG AVAILABILITY ACT*

SEC. 101.

TITLE I - FOOD AMENDMENTS
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 -~
j.e., products that are 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 (including 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
performance 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

! 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.

@o13
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SEC. 102,

available from other countries or whether if such data are available, a
comparison is possible,

ACCESS TO DISEASE PREVENTION INFORMATION

Section 102 amends the section 403(r)(3) standard for a\ithorizing 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 curreatly 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 acid 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 - j.e., to fulfill the significant scientific agreement
requirement,

This provision fundamentally alters the criteria for health claims that
were 50 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, the 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, informaton 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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SEC. 103.

SEC. 104.

claim under this provision. Information could be taken out of context.

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

ACCESS TO NUTRIENT DESCRIPTOR INFORMATION

Section 403 of the Act currently permits 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 on the agency to prove that a term is
not a synonym for a defined term and that the term 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 permit a company to petition for the use of
synonyms. In additon, FDA recently proposed to amend its nutrient
content claim regulations to permit 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 - j.e.,
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.

SPECIAL LABELING TO PROTECT PUBLIC HEALTH

Section 104 prohibits FDA from using its misbranding or food additive
authority to require food manufacturers to include & 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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SEC. 105.

For example, FDA has historically taken the position that if a food
production process changes the characteristics of a food, information
about that process should be made available to the consumer on the
label. The 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]

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 présumption 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 food 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. The 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.

Qo1s
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This provision changes the food additive standard (for these additives
subject to third party review) from a reasonable certainty of po harm to \/
a reasonable assurance that the food additive may be used.

This provision shifts the burden of proof from the additive

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 bas 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 F inspect third parties or require third /
parties to- maintain It 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.

o 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 68.

o Section 108 allows the Secretary to provide an exemption under this saction 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.
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SEC. 109.

SEC. 110.

SEC. 111.

SEC. 201,

HARMONIZATION

Section 109 requires the Secretary to regularly and 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.

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 documeats are not binding on the
Apgency 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. '

COLORED MARGARINE

Section 111 repeals section 407 of the Act.

TITLE O - ANIMAL DRUGS
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 for 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 for
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 are 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-
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The concept of presubmission conferences is supportable. The dinding
nature of decisions regarding studies os problematic, The agency may
be unable to determine with certainty what studies are necessary until
the results of some preliminary studies are evaluated.

TIMEFRAME FOR APFROVAL FOR ANIMAL DRUGS

Section 202 cuts the timeframe for approval of new animal drug applications in
half (from 180 days to 90 days).

The 90 day timeframe is unrealistic,

DISPUTE RESOLUTION

Section 203 permits the sponsor of a new animal drug to seek dispute
resolution before an advisory committee or a special govemment 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 recciving the panel or third party
recommendation, the Secreiary must, in writing, ¢onfirm or modify, the panel
or third parry recommendation providing reasons and reference to data before
the commitiee or third party for any modification,

It is unclear whether the dispute mechanism is workabie for CVM
because CVM has only one standing advisory commities to which 3t
refers disputes. In addition, the number of experts on a particular
subject may be rather limited.

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 e¢liminate 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 discases transmitted from animals to man. The provision
is supportable.

SEC. 205. VETERINARY FEED DIRECTIVES

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

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

systems is not practical.

S EESERASESERRREREREDE

Add The Following REGO Related Provisions Not Curently in the Bill:
Feed Mill Licensing

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

Import Tolerances for Veterinary Drug Residues in Food

Would provide FDA specific legislative authority to establish import tolerances
to allow importation of food from animals treated with drugs not approved in
the U.S. rather than requiring companies to seek approval of the drug’s use in
the U.S. The establishment of import tolerances would alieviate the

unnecessary burden and cost of obtaining unnecessary new animal drug
apphmnmapprovalfordmgsmatarcnotmanufacmredandusedmmeUs

without compromising food safety.

-10 -
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SEC. 1.

SEC. 2.

: H.R. 3201
"MEDICAL DEVICE REFORM ACT OF 199"

SHORT TITLE; REFERENCE; TABLE OF CONTENTS

FDA MISSION AND ANNUAL REPORT

Secnm2(a),themmmsamtmbnsheseﬁmtmcwandappmval
andglobalhamnnmnonupnmaryFDAgoals

mewsmmmumwmpmdum 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 - i.c., products that are unsafe
and ineffective or have not been shown to be safe and effective.

SecnonZ(b)raquumtheSecmaryw.mconnccuonwithﬂusubmumnofm
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(l)rmewsFDA'spafmmanc:mmeeungmmxsswnmddcvdopmg
policies to implement such mission; (2) reviews FDA’s performance 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 [drug, rather than
devioe,pmvisibnsarelisted]andGMPinspecﬁonsmdweonduct
investigations; (4) describe FDA's harmonizations goals, activities, and
accomplishments; and (5) compares FDA's performance in approving
innovative products 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
performance in approving innovative products with that of the most
“successful” agency performing similar functions in other countries is

! H.R. 3201 includes a number of supportable concepts. The emphasis of this section-
by-section analysis, however, is on the problematic provisions in the bill.

@oo03



Ve/724786 MNMON 17:06 FAX 4435887 OLA

Y

SEC. 3.

vague and may be difficult, if not impossible, to meet. The term
*successful” is not one thut provides much guidance. Moreover, it is
uncertain whether such data are available from other countries or if
such data are available, whether a comparison is possible. Finally,
whatdcvxoesanodueomﬂymgbtmdeﬂobemnwmveouﬂdbe
considered passe (or dangerous) in the U.S. and vice versa.

DISPUTE RESOLUTION

Section 3 provides that whenever an "impasse” exists in the review of an
application, device sponsors may seck dispute resolution before an advisory
committee or a special government employee or a nongovernmental person
who is qualified to mediate or arbitrate and who is acceptable to the Secretary
and the applicant. It requires the Secretary to refer the dispute to an advisory
committee or third party on receipt of a notification from the applicant that a
dispute exists. The panel or third party has 60-90 days to provide the
Secretary a report containing recommendations on the matter, Within 30 days
of receiving the panel 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. The panel or third party recommendation automatically becomes
tthecmarysmlmtheSmrymmtthOdaysofmptofﬁw
reoommendatxon

The section begins by referencing 510(k) submissions and IDE
spplications (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 $10(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 510(k)s would be delayéd beyond the
statutory time period of review.)

The concept of an effective appeals process is supportable, However,
this section would duplicate (and if the sponsor chooses would
supersede) existing dispute resolution procedures. It does not appear to
require a spoasor to first go up the administrative ladder. Its use is not
limited to significant scientific issues. It has the potential for

- inundating the agency with requests for advisory panel meetings, which
have significant resource implications. The advisory committee or third
party should have the ability to tumn down requests for dispute
resolution.

@oo4
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SEC. 4. INVESTIGATIONAL DEVICE EXEMPTIONS

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

CDRE comments indicated that it already permits use of an
investigational devioe 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 has been
interpreted to permit the use of investigational devices outside of a
protocol. It refers to persons who are "subjects” of the
iavestigation, DISCUSS.

. New Paragraphs (B) and (C) 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 mirrors 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 2 company might do. '

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

This provision seems to "elevate® the agency’s response to an informal
submission. (Note IDE decisions go to an advisory committee or a
third party (see 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 basic 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 patieat.

This provision also is substantiaily similar to a parallel section in
S.1477 (Sec. 303.). Tt 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.
This could complicate or undermine FDA's ability to make rational
determinations about the safety and effectiveness of the investigational
device. Even more problematic is that fact that it would permit
sponsors to significantly increase the paticat population in a study and
thus, because sponsors are permiticd to recover developmental costs,
wmﬂdmﬂfectpermtsponmwuaememEtomarku!hwpmducL
Because there would be widespread commercialization, there would be
no need for sponsors to come to FDA for approval.

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 currently has an expedited review policy in effect (for both
510(k) 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 bill,
could detract from curreat expedited review activities because the
people involved in both activitics would likely be the same. [Also this
must be considered along with the abbreviated promulgation schedules
that appear several places in this bill.]

EXPANDING HUMANITARIAN USE OF DEVICES

-4 -
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SEC. 7.

In 1990, Congress passed the humanitarian use device exemption (HUD) to
encourage the discovery and use of devices intended to benefit patieats in the
treatment and diagnosis of diseases or conditions that affect a relatively small
number of individuals. The provision exempts HUD manufacturers from the
requirement for demonstrating “"cffectivencss” for devices subject to the PMA
and performance standards provisions. Section 6 amends the current provision
of the statute by establishing a 30 day time period for agency review of HUD
applications, and eliminating any time limit on the HUD exemption (the
current law establishes a renewable 18 month term). It also changes the
program from a 5 year pilot to a permanent provision and eliminates the
requirement for regulations prior to implementation. ‘

CDRH currently is preparing & regulation implementing the 1990
provision. The regulation would treat these devices as PMA products
without the effectiveness requirement. The 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 commitiee. 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 on products for larger
groups of patients with serious diseases or conditions. The elimination
of a term for the exemption also is problematic. A use may become
widespread — and at some point no longer meet the definition for a
humanitarian use.

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 Act. The
agency would have to recognize "applicable nationally or internationally
recogmnized consensus standards® 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 cffectiveness or compliance with the Act.

This section differs significantly from the Seaate version, which
maintains the portions of 514 that permit the agency to promulgate
performance standards and which establishes criteria for standard-
setting bodies as well as provisions for what should be included in a
performance standard. In light of the fact that the agency has never
promulgated a performance standard, the deletion of current 514 may

-5-
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SEC.8.

not make a great deal of difference. However, it is not clear how
much discretion FDA has in recognizing performance standards. (L.L.,
the bill says "shall® but leaves open the possibility that the Secretary
has discretion to determine what is "applicable,” “recognized,” and
represents “"consensus”). Regulations that establish criteria for what
standards are acoeptable and when recognition of standards may be
revoked seem essential.

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

EFFECTIVENESS DETERMINATION

Section 8 changes the current cffectiveness standard to include a maximum of
one clinical investigation and establishes that no clinical investigation will be
required unless the Secretary first consults with a classification. panel.

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 basis will
introduce substantial administrative burdens. DISCUSS

SecuonSalsommanychmalmaltoconuolsmatmappmpnncfor
labeled uscs. Discuss the implications of this?

New section 513(2)(3)(C)(1) 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 only at engineering aspects of a device. Without well-
designed and well-conducted studies, FDA will be hampered in making
well-informed decisions about the clinical efficacy of devices, a
situation strongly criticized by the Congress carlier in this decade,
This will ultimately impair clinical decision-making by health care
providers.

Add (ii) and (iii) and explain that this is current practice.

-6-
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SEC. 9.

New section 513(a)(3)(C)(iv) also provides that the review of a device
uppliaﬁonmnnotincludetheevalu&onofanyusenotincludedinﬂw
labeling.

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

PRE-MARKET NOTIFICATION

Subsection (a)(1) exempts all Class I devices from the requiremeat of
submitting a premarket (section 510(k)) notification. Subsection (a)(3) requires
FDA to publish a list of exempt Class II devices within 30 days. It gives
anyone the right to petition for other Class II devices to be exempt, and

* provides 120 days for the Secretary 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 been directly related
to death, serious injury, and serious illness resulting from
complications caused by their design, performance, etc.

3 Patient examination gloves have a significant history of defects
such as hole not readily detected by the user. This is
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 310(k) to protect the public health. A similar
provision should be added to the House bill.

Re: Class 11, the provizion is almost identical to S. 1477, Sec. 702 (a).
There is no opportunity for public comment ont ¢h exemptions.

Moreover, under the House version, however, a petition for a Class II
exemption is deemed granted if the Secretary does not respond within

-7-
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120 days.

L Subsection (2)(2) permits device sponsors to submit 510 (k) notifications to

o 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: i.c., it is not desirable from a scientific or
resource perspective to have every NSE decision go to a panel; the time
frames are unreascnable.

L Subsection (b)(2) authorizes third parties to review 510(k) submissions for
Class IT devices. The 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 III, such
person must refer the report to the Secretary.

The bill authorizes manufacturers of class II 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 I may be found by a third
party to be "classifiable” in class II and the decision of the third party
would be implemented without any input from FDA, its advisory panel,
or the public.

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

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

o Subsection (c) — device modification— eliminates the requirement that a
manufacturer file a $10(k) for any modification other than a major 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 data supporting the change must be kept for commercial life of
device.

Under the bill, unless the manufacturer's own data shows that the
safety and effectiveness were to diminish, FDA could not require data
on the modified product. This would eliminate FDA's role in assuring
that modifications made to a product do not adversely affect its safety
and effectivencss. 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 510(k) requirement.

This is a lower standard than the 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 the word "manufacture*
was accepted by the Senate committee). In addition, the 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 (¢) — the substantial equivalence provision — would specify that
each use included within a general use for a predicate device be deemed a
legally marketed use for purposes of premarket notification.

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

This is similar to the Senate provision on general use/specific use (S.

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 gencral use. The Senate version is also more explicit

-9.
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about the fact that the requirement to submit a 510 (k) still pertains.

° Subsecuon(c)llsochanguthesummleqmvalmptwmmbypmdmg
thatdmmqmredmshowwbmnmlequxvalenoemaybeuu:cr *scientific® or
"clinical” and changes the term “efficacy” to “effectiveness.”

SEC. 10. CLASSIFICATION PANELS

] Section 10 requires the Secretary to schedule 6 meetings a year for each
classification panel and scientific advisory panel. This section establishes
equalamsforallpermwpanelmembmmdequalpamcipaumm
meetings. This section also establishes a 30 day time frame for FDA review
of a pane! recommendation,

The requiremeat 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, the logistics of pre-
panel preparation and scheduling would be formidable. The time
demands imposed by the bill on advisory panels could have a negative
affect on the willingness of existing panels to continue to serve in their
present capacities and have a chilling affect on FDA's ability to recruit
future panel members. The60dayumeﬂ'amareunmlnuc 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
true. A better approach would be to require FDA to make a
determination within __days or to notify the affected persons of the
reason why a decision has not been made and the timetable by which a
decision will be made.

° Section 10 provides sponsors direct contact with classification panel members.
This provision would allow sponsors to lobby classification panel
members.
SEC. 11. PREMARKET APPROVAL
® Subsection (a) of this section establishes the scope of third party authority for
premarket approval. Third parties will handle the receipt, filing, and review

of the PMA, as well as classification panel presentations and evaluations of
classification panel recommendations. The third party must make a
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recommendation to the Secretary within 30 days following receipt of a
classification panel recommendation. The third party’s recommendation about
a PMA, i.c., whether it should be approved or denied, is considered an order
of the Secretary unless the Secretary finds that there is a "reasonable
probability that the device is not safe or effective,” and provides a detailed
explanation of the basis of the finding.

This standard requires the Secretary 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 §15 (d)(2) as grounds for disapproval by the Secretary
when a PMA is reviewed by a third party.

Subsection (b) establishes interim deadlines for the Secretary to meet to easure
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 aumerous 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 1o do a comprehensive review in one half the current statutory
timeframe.

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

Subsection (b) also requires a report to the Commissioner and Secretary 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 the timeframe was not
met. Within 10 days of receipt of the report, the Commissioner must provide
an explanation to the applicant of the reasons for the failure to meet the
deadlines and set forth the date for satisfying the scheduled review times. The
Secretary must submit an anmual report to Congress that summarized each time
a requirement was not met, explains the reasons for the failure, and provides
proposals to ensure that deadlines will be met.

An administrative nightmare.

- 11 -
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Subsection (c) requires FDA to promulgate regulations to amend 21 CFR Part
814 to conform to this section of the bill and to eliminate the need for PMA
supplements for changes that "do not actually affect device safety or
effectiveness.”

This language is looser than the similar Senate provision, which links
the exemption from supplement filing to a demonstration through data
that changes will not adversely affect safety or effectivencss. The
House version requires regulations to be promulgated on an expedited
schedule.

This provision, for all practical purposes, eliminates the requirement
relating to PMA supplements for manufacturing changes and 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 this 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 the notified bodies for the purpose of verifying that the
changesdonotaffectmeﬁm'scomphanccstandmg Thus, this
provision can actually undermine harmonization efforts.

ACCREDITATION OF THIRD PARTIES

Subsection (a) requires the Secretary 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 reqmmtheSecreta:ympmvxdeforaocreditauonthmxghgovunmmtor
qualified non-government entities.

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 FDA can inspect third parties or require third
parties to maintain records. It also is unclear as to whether third
partics 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

-12 -
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SEC. 13.

SEC. 14.

Secretary designate agencies or organizations who will then perform the
accreditation process.

Subm(b)ammdsﬂwprohibiwdammoftthDCAmwaddancw
section relating to actions by third partics. 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
abn‘beorpaformedanyoﬁmoonuptwtmeonnecnonwithisddegmd
responsidility.

RECLASSIFICATION OF PREAMENDMENT DEVICES

Section 13 sets an 18 month deadline for the agency to complete the
reclassification of Class III pre-amendment devices. At the end of that time
period, this provision requires the Secretary to reclassify these devices into
Class II if they have not been the subject of a 513 (i) (2) rule down-classifying
or retaining the device in Class III.

The provision mandates completion of a resource-intensive activity
without consideration as to priority, benefit, or workload. It would be
virtually impossible for CORH to evaluate and act on incoming data for
over 30 devices 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 II.

DEVICE TRACKING

Section 14 amends the device tracking provision to require a regulation for
imposing a tracking requirement, limits tracking to class I and IIT devices,
changes the criteria for 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
poteatial device failure to be "reasonable likely" to be life-threatening
or have “serious adverse health coasequences,” the House version
requires the failure to be life-threatening or have permanently
debilitating effects. The provision eliminates the “discretionary”
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 "permaneatly implantable” language
to “implanted for more than 30 days.”

-13 -
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SEC. 15.

SEC. 16.

SEC 17.

POSTMARKET SURVEILLANCE

Section 15 eliminates the 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. The House
version climinates the catch-all category in the Senate bill for 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 permits FDA to
require postmarket surveillance for devices "first introduced or
delivered into interstate commerce after January 1, 1991." The date
restriction would exclude Shiley heart valves, breast implants, and
Landmark catheters. This cut off was eliminated from the Senate bill.

Paragraph (b) limits the scope of the surveillance to information "necessary 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.8.,
implantable hips) have long latency periods and the frequency of
adverse events cannot always be detected within this 18 month
timeframe.

HARMONIZATION

Paragreph (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 regulatory burdens, harmonize regulatory
requirernents, and seck appropriate reciprocal arrangemeats. Within 180 days
of enactment, the Secretary must make public a plan that establishes a
framework for achieving mutual recognition of GMPs. The Secretary also
must provide 60 day notice to the Committee before executing any agreements
with foreign countries.

GOOD MANUFACTURING PRACTICE INSPECTIONS

-14 -
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SEC. 18.

Subsection (a) amends section 704 of the FDC Act to permit third parties to
conduct gmp inspections. It also amends the section to require a 10 day
wmungpemdaﬁuanyimpecﬁon(whemubyathudpartyorFDA’)togive
the subject an opportunity to respond to any observations. The agency may
not take any regulatory action following an inspection until it has reviewed a
timely response from the subject of the inspection, unless there is a reasonable
probability that a device would cause scrious, adverse health consequence or
death or that any regulated article could present and unreasonable and
substantial risk. The Secretary must also provide a detailed assessment of the
response submitted by the subject of the inspection within 30 days.

In general, requiring a 10 day waiting period, a review of the
manufacturer’s response, and a defailed response in 30 days may have a
significant impact on agency workioad (for the inspections the agency
would continue to do). Because a warning letter 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 8 GMP inspection does not submit a copy of its
observations to the Secretary. However, if the findings indicate a serious
prodlem, the third party must immediately notify the Secretary unless the
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 Secretary may not perform another gmp inspections for 2
years after the 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 the Secretary that the
company is in compliance. The Secretary may not conduct a GMP
mspechonforzmaﬁumedm«ﬂmmﬁmon, "unless
justified by good cause.®

USE OF SCIENTIFIC AND MEDICAL INFORMATION
Section 18 amends 502(f) to make it legal to disseminate medical texts, journal
articles, and govemnment 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 2 510 (k) or

- 15 -
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SEC. 19.

SEC. 20.

PMA unless the person "in addition” encourages the unapproved use of a
legally marketed device through labeling, advertising,or other means of
promotion. The provision also establishes that knowledge of an off-label use
would not trigger any obligation for the manufacturer to change the Iabeling or
amend a marketing application. The scction also makes it permissible for

. 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 the device®.

This section assumes that the various activitics it permits are not
promotion and do not encourage off-label 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. The provision eliminates incentives for
manufacturers to conduct studies needed to demonstrate the safety and
effectiveness of new uses and to go through the regulatory process at
all for off-label uses. -

REPORTS
Section 19 (a) eliminates reporting requirements f_or distributors.
Eliminating distributor reporting is not cbjectionable.
Section 19 (b) eliminates reports of malfunctions when the gvailable
information clearly shows (presumably to the satisfaction of the 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 have 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 climination of user facility reporting is problcmatic. The
certification requirements and reports of removals and corrections also

serve important oversight functions and they hold manufacturers
accountable for compliance with the law.

G.M.P. AND DEVICE REPORTS

- 16 -
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SEC. 22.

SEC. 23.

Section 20 eliminates civil penalty Liability for misbranding a device by failing

to make required reports or for adulterating a device by failing to comply with

GMP; if the person 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

Thenfamwwlfg)(l)(n)doanmmk:mx.
CIVIL PENALTIES

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

The inteat of this provision is unclear. Is the idea to allow violative
companies to benefit? Doesa't this then create an inceative to violate
the law? Would the money be used to compensaie 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? :

INFORMATION SYSTEM

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

This section raises concerns re: protecting the confidentiality of
applicant information. In addition, there are resource implications re:
set-up and maintenance.
ENVIRONMENTAL IMPACT REVIEW
Section 23 climinates 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 sigaificant effect will directly affect the Secretary's
decision on the action,

This is similar to Sec. 406 of the Senate bill, but the House version
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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 the human environment.®

“§EC. 4. - INFORMAL AGENCY STATEMENTS
“®  “This section prohibits the Secretary from relying on policy statements,
¥ guidance documents, and similar statements to require any action to satisfy a
Fprovision of the FDC Act. It also requires the Secretary to publish notice of
Tgvailability 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 sieps to ensure that the
agency and the public know and understand 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 explaing 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

“SBC.25. RESEARCH AND EDUCATION; PRACTICE OF MEDICINE
*e  MNew section 908(a) requires FDA to train and educate its employees.

FDA currently does this through staff colleges etc.

e  “Wew section 908(b) limits FDA's research activities to research directly related
R0 the implementation of the FDC Act.

®  MNew section 909 states that nothing in the FDA Act shall limit or interfere

“with a health care practitioner's authority to prescribe or administer legally
Fmarketed drugs or devices.

SEC.26. ’PUBLICATION OF NOTICE DEVIATION
®  Section 26 prevents FDA from making public any information regarding a

' Pnotice that informs & regulated person of a purported deviation from a
Trequirement of the Act until after the Secretary has completed the investigation

-18 -
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of such deviation.

This provision calls into question the agency’s long-standing practice of
making 483s, warning letters, and correspondence with regulated
industry available to the public. Such a radical change in FDA’s public
information procedures and regulations could hamper the agency’s
ability to carry out its public health mission effectively. The difficulty
the agency currently 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.

-19-



04/22/96 MON 17:15 FAX 4435087 OLA

April 22, 1996

DRAFT DRAFT DRAFT

SEC.

H.R. 3199

*DRUG AND BJOLOGIC PRODUCTS REFORM ACT OF 1996

SHORT TITLE, REFERENCE, AND TABLE OF CONTENTS

FDA MISSION AND ANNUAL REPORT

Section 2(a), the mission 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 — i.¢., products that have not
been shown to be safe and effective.

Section 2(b) requires FDA 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 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 lists third parties that have been accredited to perform product
reviews and GMP inspections and to conduct investigations; (4) describes its
harmonization activities and accomplishments; and (5) compares FDA’s
performance in approving innovative products 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 concem 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
performance with that of the most “successful® agency performing

! H.R. 3199 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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similar furctions in other countries is vague and may be difficult, if not
impossible, to mect. The term "successful” is not one that provides
much guidance. Moreover, it is uncertain whether such data are
available from other countries or if such data are available, whether a
comparison is possible,

' STREAMLINING CLINICAL RESEARCH ON DRUGS AND BIOLOGICAL

PRODUCTS

Section 3 provides that a clinical investigation of a new drug may begin 21
days after the Secretary has received a submission that contains adequate
reports of basic information necessary to assess the drug’s safety and adequate
information on the chemistry, manufacturing, coatrols, and primary data
tabulations for the drug from animal or human studies, except that for phase I
or II clinical investigations, detailed information shall not be required unless
the office director makes a written request within 21 days.

The effect of section 3 is to reduce (from 30 days to 21 days) the
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, the written notification that is required must
set forth the reasons for the clinical hold.) CDER alone received 1972
INDs in FY 1995. CBER received an additional 457. The 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
the time available to FDA for the protection of human subjects.
Patients enrolled in these clinical trials will suffer the consequences of
FDA being unable to meet the timeframes.

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

The provision exempts Phase I and II studies from requiring the
inclusion of detailed information on chemistry, manufacturing,
controlled, and data tabulations unless the office director makes a
wrimmqmwithinndays. 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 detalled informatioa is
made, can the investigation proceed or does the agency have to couple

-2.-
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the written request for detailed information with a clinical hold?]

° FDA cannot place a trial on clinical hold unless the Secretary demonstrates
*based on specific information available to the Secretary” that the drug
presents an unreasonable risk to the safety of the subjects taking into account
the trial design, the conditions for which the drug will be studied and the

. bealth status of the subjects. The clinical hold must be in writing and must
specify the basis for the clinical bold. The Secretary may issue a clinical hold
upon a demonstration that the drug to be investigated represents an
unreasonable risk to the safety of the persons who are the subject of the
clinical investigation, taking 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. If the sponsor requests that the hold be
removed, the Secretary must provide a decision in writing within 15 days or
the clinical hold shall be deemed withdrawn.

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

finding.

The provision restricts FDA's ability to place a trial on clinical hold to
instances when the drug to be investigated represents an unreasonable
risk to the safety of the persons who are the subject of the clinical
investigation, taking into acoount 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 hold for a number of other reasons. For
example, a Phase ], 11, or I clinical trial can be placed on hold if the
clinical investigators are not qualified to conduct the investigation; the
information the sponsor has given to the investigators about the drug
and its pharmacological and toxicological effects, and what is known
tbout the safety and effectiveness of the drug in humans is misleading,
erroneous, or materially incomplete; or the IND does not contain
sufficient information to assess the risks to subjects. A Phase III trial
can also be placed on hold if the plan or protocal for the investigation
is clearly deficient in design to meet its stated objectives. See 21 CFR
312.42(2); s also 21 CFR 312.55, 312.23(aX9).

The provision requires review of a response to a clinical hold within 15
days. This is unrealistic. Pursuant to REGO, FDA has proposed to
complete such a response within 30 days.

-3-



04/22/96 MON 17:17 FAX 4435887 OLA @o2s

SEC.4

As an alternative procedure, a Phase I or Phase II clinical investigation may
begin after an accredited institution has approved the investigation and the

Secretary has been notified by the sponsor. The notification need only set

forth the name and address of the sponsor and the uses of the drug that the
sponsor intends to investigate.

This provision is problematic re: Phase II clinical investigations because
for certain drugs, such as AIDs drugs, the investigation does not
proceed beyond phase II trials. This provision would permit sponsors
to begin the studies without submitting data to FDA. FDA would have
a difficult time issuing a clinical hold because it would not have access
to the detziled information about the study. (It is not clear that the
notification requirements set forth above apply — and even if they do,
Phase I and II 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 discases. The scheme set forth in the bill
increases the possibility that patieats would exposed to an unreasonable
risk.

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

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

THE CONTENT AND REVIEW OF A NEW DRUG APPLICATION

Section 4 permits sponsors of new drug application to submit summary data.
Primary data may be requested by the office director. Such request maust be in
writing and must specify the reasons for the request for a particular
application.

This provision will compromise the credibility of FDA’s review
process. Summaryrepm:meumueonmnmmtha!mbe
discovered only by reviewing primary data. Moreover, summary data
has been acreened, processed and interpreted by the sponsor.
Companies often just do not see the shortcomings of their drugs.
Someone other than a company 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 drug may
be visible through an examination of the raw data that are not visible
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from a summary. For example, deaths and discontinuations of study
subjects may be attributed to causes other than the drug but review of
the raw data may show adverse reactions associated with the drug
itself. The submission of primary data is essential to discovering and
discouraging the submission of fraudulent data.

- Even hints of information found in patient reports can reveal or lead to
critical information. For example, then a CDER reviewer reviewed the
patient data for 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 class of drugs, and the fact that no other drugs of
this type caused this type of side effect, she decided to look further.
She consulted with the 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 the United States, and it was removed from the marker
in xx, xx, and xx. The 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 always be possible to do it within 30
days. In addition, there often are times when knowledge of a discase
or product will evolve, and the agency should be able to require
appropriate data as needed to assure that a product is safe and effective.

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

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

This provision would require the agency to approve products before
allegations of fraud, misconduct in a clinical trial, manufacturing
problems etc. could be investigated. This could allow an unscrupulous
sponsor to dcliberately delay an inspection so that information would
not be available from the field personnel, and the approval decision
woiuld have to proceed without this informsation.

-5.-
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SEC.5

EFFECTIVENESS DETERMINATION

Section 5 provides that “"one or more” clinical investigations may be ncoded to
show effectiveness. It also provides that a well-controlled investigation "shall
include only methods of control that are appropriate to the disease or 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 permit the agency to require more than

one clinical investigation where appropriate. [There are differences of
opinion within FDA as to whether the bill language might so this.]

{what does this mean?]

Section S also provides that an application for 2 new drug for a serious or life-
threatening condition shall be considered to have substantial evidence if it
could fairly and responsibly be concluded by experts that there is a reasonable
likelihood that the drug will be effective in a significant number of patients and
that the risk from the disease is no greater than the risk from 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 permit 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 2 new process for approving new uses of existing
drugs and devices that would significantly lower approval standards. It
would establish a procedure for recognizing new uses based on clinical
practice.

A drug may come into common use for a condition because current
theory, and experience understood in light of that theory, suggests that
the drug would be reasonably expectad 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 demoastrate 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.

-6-
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This provision moves us away from the accepted scientific standard of
e evidence and could perpetuate inappropriate, uaproven, and ultimately
unprovable medical practices.

®  Section 5 provides that the determination of effectiveness cannot include the
evaluation of relative effectiveness unleas the effectiveness of the drug is

explicitly compered in the lzbeling to that of another drug.

There are public health implications if FDA is not allowed to consider
relative effectiveness for products that involve serious or life-
threatening illness or which involve public health transmittal risks. For
example, FDA requires a 95 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 the testing of a new product
involves testing versus another treatment rather than versus a placebo.
Use of a placebo would be unethical. Here relative effectiveness is the
only thing that can be considered.

] 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 from including, in the labeling, wamings |
about indications for which a product is dangerous or known not to be
effective.

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

This is FDA’s current practice.

SEC.6 SCIENTIFIC ADVISORY PANELS

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

Is there a problem with noo-voting members attending closed
meetings and or receiving confidential information?

-7-



04/22/98 NMON 17:18 FAX 4435897 OLA @oze

SEC.7

Section 6 provides sponsors direct contact with advisory committee members.
This provision would allow sponsors to lobby advisory committee members.

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

Current advisory committee members already have problems with time
commitments,

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

The timeframe for action on & 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 true. A better approach would be to
require FDA to make a determination within __ days or to notify the
affected persons of the reason why a decision has not been made and
the timetable by which a decision will be made.

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, the third party shall submit a report o 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 the Secretary unless the Secretary finds that there is a reasonable
probability that the drug is not safe or effective. [What if the third party finds
that the product application should be denied?] The Secretary shall evaluate
the recommendation within 60 days of receipt and in the event that the
Secretary makes a finding that the drug is not safe or effective, the Secretary
shall provide a detailed basis of the difference.

FDA has no authority to decide whether 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 (i.e., a new technology) will not prevent it from performing the
review. Unsafe and or ineffective products could therefore reach the
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market.

The provision is confusing re: the approval standard. It indicates that
reviews shall be conducted under the standards and requirements of the
Act, but it also appears to suggest a somewhat different approval
standard for accredited reviews — i.g,, 8 "reasonable assurance” of
safety and effectiveness. In addition, it is shifting the burden to FDA.
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.

ACCREDITATION OF THIRD PARTIES

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

Thjssecﬁmdomnotmblishhowthethirdparﬁumcompmsamd
for 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. Because
institutional knowledge they will not be able to
an experienced reviewer might see; FDA's in-
lost. The end result may be unsafe or i i
market. :

Other issues: what about tort liability? Wil third parties still be in /
business? | /
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° Subsection (a) further requires the Secretary to provide for accreditation
through government or qualified non-govemnment entities. This paragraph also
establishes certain criteria for accreditation of third parties relating to conflict
of interest, competency, and protection of information.

From this section, it appears that the intention is not to have the

- Secretary accredit any particular eatity, but rather to have the Secretary
designate agencies or organizations who will then perform the
accreditation process. It would help if FDA could add qualifications.

The provision does not sufficiently 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 faise 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.9 DISPUTE RESOLUTION

L 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 who is acceptable to FDA and the
applicant whenever an "impasse” exists in the 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 receipt of a notification from the
applicant that & dispute exists. Within 30 days of receiving the panel 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. The panel or third
party recommendation sutomatically becomes FDA's unless FDA acts within
30 days of receipt of the recommendation.

The section duplicates existing dispute resolution procedures. It has the

potential for inundating the agency with requests for advisory panel
meetings, which have significant resource implications.
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GOOD MANUFACTURING PRACTICE INSPECTIONS

Paragraph (a) amends section 704 of the FDC Act to permit 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 ?) to
give the subject an opportunity to respond to any observations. The agency

may not take any regulatory action following an inspection until it has

- reviewed a timely response from the subject of the inspection, unless there is a

reasonable probability that & drug would cause serious, adverse health

consequences or death or could present an unreasonable and substantial risk of

injury or illness to the public health. The Secretary 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 waming letter 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 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 the
Secretary. The Secretary may not perform another gmp inspection for 2 years
after the 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 the Secretary that the
company is in compliance, The Secretary may not conduct a GMP
inspection for 2 years after 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 for two years., Awareness that FDA can inspect at any time

-11-
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SEC.12

GOOD MANUFACTURING PRACTICES

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

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

Section 11 further states that FDA cannot take action to delay or preveat 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
Secretary determines in writing after a formal hearing that the drug is not
bioequivalent, deviates from drug specifications, 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 either the manufacturer or FDA.

PILOT AND SMALL SCALE MANUFACTURE

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

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

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

SEC.13 MANUFACTURING CHANGES

L Section 13 permits manufacturers of drugs and most biologics to make changes
: mmanufact\mngwnhmnpnmappwvalulonganhmnsnoumulm
change in formulation or release specifications and the changes are validated
and records are made available to FDA during inspections.

Changes ﬂ\atdonolaﬁectfonnmaﬁonsonﬂease 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 the type of filter used during
manufacturing of the vaccine. No change in formulation or
release specifications 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 from resulted in & change in the fine structure of
the drug molecule that resulted in an ineffective dose not
detectable by final 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. The drug from the
unapproved source caused the tablets to dissolve more slowly
than did the product made from the approved source. The
slower dissolution could result in patients absorbing the drug
more glowly 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 bill would allow to
be made without FDA review that could raise significant safety

-13-
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SEC.14

SEC.15

concerns. For example, under the bill, a company could change the
strain of a virus used for a vaccine such as oral polio vaccine, which
could result in increased number of cases of vaccine associated polio.
Similarly, a manufacturer could change the method of viral inactivation
in 2 blood product used to treat hemophilia, which could result in a

- product that could transmit hepatitis or HIV.

FDA already has undertaken to reduce the aumber of manufacturing
chanpes that require pre-approval,

CDER is working diligently with industry to delineate a series of
science-based recommendations for the tests and filing requirements
when change occurs in the manufacture of an approved new drug. The
first of this series is a guidance termed SUPAC-IR, which is intended
to provide guidance for immediate release (IR) solid oral dosage forms.
Purther guidance documents are planned for 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.

INSULIN AND ANTIBIOTICS
Section 14 repeals requirements for lot and batch verification.

This is consistent with REGO.

NONPRESCRIPTION DRUGS

Section 15 provides that all applications for Rx to OTC switches shall be
reviewed by a single office in CDER. That office is to report directly to the
Center Director.

-14 -
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SEC.16

SEC.17

SEC.18

The result of this provision will be that reviewers who have worked on
the product’s NDA and have expertise in the area will not be

INFORMATION SYSTEMS

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

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

ENVIRONMENTAL IMPACT REVIEW

Section 17 eliminates the requirement to prepare an environmental analyses
unless the Secretary demonstrates that because of extraordinary circumstances,
the action will have a significant effect on the human eaviroament and the
consideration of such significant effect will directly affect the Secretary’s
decision and on the action.

This is similar to Sec. 406 of the 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 the human environment.”

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 the Act, and (2)

exemnpts bulk drug products or other drugs intended for use by pharmacists for
compounding from all of the Act’s provisions, except those that relate directly

to identity, pusity, or quality.
The exemption bas no constraints on the volume of compounding. This
is likely to encourage large-scale manufacturing under the guise of
pharmacy compounding.

The exemption would allow bulk drug suppliers or drug manufacturers
to circumvent the approval requirements of the Act by shipping bulk
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SEC.19

SEC.20

drug substances to pharmacies for reconstituting or other processing. A
shadow industry of unapproved generic drugs will develop.

Some might argue that the gmp requirements do not apply because they
donotrelateduaalytomep\mty,thty,ondmhtyofﬂudrug
. substance. FDA would disagree.

The exemption would allow potentially dangerous compounding. For
example, wﬂedmgsemncbemmpmmu(mmthrgescﬂe)
without regard to CGMPs for sterile products. Improperly
compounded sterile products could result in serious adverse effects,
including death.

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 reciprocal
wrrangements.  Within 180 days of enactment the Secretary must make public
a plan that establishes a framework for achieving mutual recognition of gmps.
The Secretary must provide 60 day notice to the Committee before executing
any agreements with foreign countries,

USE OF SCIENTIFIC AND MEDICAL INFORMATION

This section amends 502 (f) to make it legal to dissemninate medical texts,
journal articles, and government information, and to make presentation at
medical and scientific meetings about off-label uses. These activities would
not constitute misbranding and would not trigger the need to file a new drug
application unless the person "in addition” encourages the unapproved use of a
legally marketed device through labeling, advertising,or other means of
promation. The provision also establishes that knowledge of an off-label use
would not trigger any obligation for the manufacturer to chanpe the labeling or
amend a marketing application. The section also makes it permissible for
sponsors of INDs 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 the drug”.

This section assumes that the various activities it permits are not
promotion and do not encourage off-label uses or uses of investigational
products. The provision will make it possible for sponsors to promote
oﬂ'-hbdusesandinvangmmpmduaswiﬂnnﬁlmmrbung
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SEC.22

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

- INFORMAL AGENCY STATEMENTS

This section prohibits the Secretary from relying on policy statements,

guidance documents, and similar statements t0 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 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 know and understand 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.

RESEARCH AND EDUCATION; PRACTICE OF MEDICINE

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

FDA currently does this through staff colleges etc.

New section 908(b) limits FDA’s rescarch activities to research directly related
to the implementation of the FDC Act.

This may prevent FDA from continuing research that is vital to
maintaining and protecting the 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 or devices.

Although generally FDA does not wish to interfere with the "practice
of medicine,” there have been instances in which the agency has taken

«-17-
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SEC. 4.

SEC. 25

action against physicians (c.g., where there was a concern for patients’
safety, approved products were being promoted by the physicians for
unapproved uses, failure to comply with the requirements for
conducting clinical investigations). New section 909 could hamper
FDA's ability to act in these circumstances.

- DELEGATION OF AUTHORITY

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

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 for marketing review or
approval for a drug.

This provision could paralyze the agency. Current section S05(h) limits
judicial review to decisions refusing to approve or withdrawing
application approvals after notice to the applicant and an opportunity
for a hearing. It is unclear whether this provision eliminates or retains
the requirements for final agency action/exhaustion of administrative
remedies — .e., new section S05(h)(1) appears to permit virtually
unfettered judicial review but new section S05(h)(3) appears to limit
the court’s jurisdiction in accordance with Title §, Chapter 7 of the
U.S. Code (judicial Review - final agency action, exhaustion of
administrative remedies, etc.)

PUBLICATION OF NOTICE OF DEVIATION

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

It is unclear what is meant by "after the Secretary has completed the
investigation of the deviation.” Does it mean after FDA completes a
particular inspection and issues a 4837 If so, the provision changes
nothing in the way FDA currently does business.

- 18-
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If, however the intent is that there 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 could interfere with FDA
enforcement actions because FDA would be unable to disclose, to DOJ
or a court, the inspectional observations. Moreover, it would call into
question the agency’s long-standing practice of making 483s, waming
letters, and correspondence with regulated industry available to the
public. Such a radical change in FDA's public information procedures
and regulations could hamper the agency’s ability to carry out its public
health mission effectively. The difficulty the agency currently 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.

SEC.26 BIOLOGICAL PRODUCTS

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

Biplogical 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. (Tt 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 the meaning of paragraph (p)

The definition uses the FDC Act language “intended for use in the
diagnosis, cure, mitigation, treatment, or preveation 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 the meaning of 201(p),
the new drug provisions of the FDC Act (primarily section 505) do not
automatically apply. However, section 26(b) (discussed below) sets
forth a premarket approval scheme that incorporates many of the
section 505 provisions.

° Section 26(b) adds new section 506, entitied "Biological Products.” New

-19 -
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section SO6 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 for
those relating to patents, generics, and the release of safety and effectiveness
data) apply. Section SO6(b) requires the Secretary to harmonize PLA
tegulations with the NDA and GMP regulations within 2 years.

By taking the regulation of biologics out of the PHS Act, the bill is
eliminating the flexibility that FDA now has to tailor the information in
an spplication to new and emerging technologies. Elimination of the
potency standard (which was in the PHS Act) may be problematic for
some products. DISCUSS

There is no apparent justification for barring generic competition for
this class of products.

The 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 facilities of
the applicant that are licensed under subsection (c).

New section S06(c), however, applies to blood and blood
components, which by definition are not biologics. It provides
that blood and blood components may be obtained and processed
only in licensed facilities. The meaning of this section is
therefore unclear. It may mean that blood derivative products
can only be manufactured from blood source material that is
obtained and processed in appropriately licensed facilitics, as
specified in the blood derivative product license application.
This is what FDA currently 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 only
at facilities specified in the product License —~ j.¢,, the product
may be obtained or processed at gy facility that is licensed.
The problem with this approach is that just because a facility is
licensed for blood or blood components does not mean that
those blood or blood component products are appropriate for
purposes of manufacturing blood derivatives — j.e., not all
plasma is an appropriate source for blood derivatives. FDA
needs to know that the source material for a blood derivatives is
appropriate — otherwise the dependability of blood derivatives

-20 -
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(such as Factor VIII for hemophiliacs) cannot be guaranteed.

Blood and Blood Components

. ® New section 506(c)(1) provides that blood and blood components that are
introduced or delivered for introduction into interstate commerce require
approval of a product license application. Blood and blood components
intended for use in the diagnosis, cure, mitigation, treatment, or preveation of
a disease or physiologic condition in man are subject to (A) performance
standards for 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 licease 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].

L4 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 Secretary establishes for the accreditation
of third parties.

Thlspmv:sxonmaymamu'dpmymspacnonsofblood
establishments to "nonprofit” organizations. This is somewhat
narrower than the broader eligibility requirements for other
organizations under section 712. The provision may be read to mean
that, unlike members of other industrics, members of the blood industry
may be inspected by the organizations that they themaselves constitute —
a situation that would otherwise be read to be inherently impermissible
under the terms of section 712 (because they have an organizational
affiliation with the inspected entity under section 712(b)(3)). Italso
seems 1o rule out third party inspections of blood facilities by for-profit
organizations, which would be permitted for other industries.

L New section 506(c)(3) directs the Secretary to establish licensing requirements

for blood and blood component facilities and an application for such a license
must be granted or denied within 90 days.

-21-
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This time period is much shorter than the PDUFA timeframes for drugs
andbiolozics. It would be difficult to meet.

. New section 506(c)(3)(C) permits the Secretary to immediately suspend a
license, mthmmfomnlhanngbfollow,xfﬂlendennﬁeddeﬁamu

constitute an immediate danger of serious adverse health consequences or
_ death.

The standard for suspension is raised from the current "danger o
health” standard,

o Before revoking a license, the Secretary must provide a written list of
deficiencies and provide 30 days for a written response and for correction of
the 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.

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

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

uman

o Section 26(a) defines the term "human tissue” to mean a collection of human
cells that are intended for use in the diagnoses, cure, mitigation, treatment, or
prevention of a disease or physiological condition in man or for the
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 componeats,
organs, or milk.

-22-
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The definition would include cellular and gene therapies which should
be subject to the drug controls because they require safety and efficacy
determinations and more stringent manufacturing controls, This may
ahobemeofmmtechnolops

PunuantwsacﬁmZG(b),whichaddsnewucﬁonSOQd),theSeamy may

_regulate human tissue only if the Secretary demonstrates, in writing published

in the Federal Register and after a hearing before the Commissioner, that
voluntary regulation under generally accepted standards is inadequate 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 the safety of human tissue and
may require human tissue to be processed only in an establishment registered
maccmﬂancewxmthepmcedumfwdmguhbhsbmentmgmnm

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

Industry has not objected to the existing regulation, only to portions of
the operating procedures that FDA bas since 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 the lowest possible
nisk of disease transmission. Representatives of the Eye Bank
Association of America testified that the voluntary standards lacked the
necessaryprmofanmfomementmechamsmtomdatecomphmce
for those banks where standards and CDC guidelines go
Funherwpponforttwregulmmmoﬁemdbythcmcmmc
American Academy of Orthopedic Surgeons.

FDAwmddhavenoi'eeoumifaﬁssuebmkfaﬂedwfollowvolunwy
generally accepted scientific standards.

Pursuant to new section S06(d)(2), any operating standards that FDA would
develop must be limited to the following general requirements for 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, maintenance of structure, and
preservation of original cellular function; and (lii) labeling requirements for
muﬂcanonofﬂtetypeofnssue the addition of any foreign substance, and
information needed to permit tracing.

-23-
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MMMﬂMh&&qm&fwmaﬂﬂnmdzm
therapies. ;
New section 506(d)(2)(C) provides that registered establishments are subject to

FDA inspection, which may be conducted by nonprofit membership
ommmnmmemumummcsmmbhmmmc

accreditation of third parties.

Imsp:mmmymmmmnymspecuonsofnm
establishments to "noaprofit” organizations. This is somewhat
mwudmnthebmdudxgib:htyuqmemmuform
organizations under section 712. The provision may be read to mean
that, unlike members of other industries, members of the tissue industry
may be inspected by the organizations that they themselves constitute —~
ammﬂmmwmbemdbbemhermﬂymm’ble
uxdumemofuctxonﬂz(beausctheyhaveanorganmnmal
affiliation with the inspected entity under section 712(b)(3)). It also
seemstomleomﬂmdpanymspechonsofﬁsswestabhthmtsbyfor-
profit organizations, which would be permitted for other industries.

The requxments for human tissue shall not apply to human tissue not stored
for a ngmﬁcmt period of time or not significantly processed.

Section 26(c) provides that the requirements of the 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 Secretary shall not regulate eyes until the Secretary
finds that voluntary regulation is inadequate.

IslSmomhsmoughtxm? If not, there will be a time period during
which tissve will not be regulated. There would be a significant risk of
disease transmission during this time.

E[ 2 “.-
NewseeuonSOG(e)provxdesumtheSacmrymaymmwenfomeme

requirements of gmps for blood and blood components and good operating standards
for human tissue in the same manner as is done for drugs.

R; tissue - is this meant to say "good processing practices” or
operating standards” - both terms used in new section S06(d)(2)(B).

Goodproccsmtgpucucawouldbeltypcofopaanngmndm

!
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° Section 26(d) amends section 301(d) and (¢) to make introducing unapproved
' bxologmandfailmgtobepmordsornpommumdfabwlogxcs
prohibited acts. |
4
Section 304, which authorizes seizure actions, has not been amended to
spemﬁcally include unapproved biologics or blood products in violation
of new section 506.

®  Section 26(d) amends section 501 — apparently intending to make biclogical
products, blood, and blood componeats, adulterated under section 501 if they
do not comply with the new section S06 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, they arguably could not be seized. (Unless violation of blood
gmps cbuld lead to seizure l.mdﬂ new section 506(e)).

° The pmvmon in current section 351 of the PHS Act, which prohibits false
labeling of a bmlogxml product whether or not interstate commerce is involved

has been deleted.

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

Qther Products

®  "Organs” are excluded from the definitions of biclogic 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,soﬁwmdevdopedby modified by, and used in a human tissue
establishment or in 2 blood or blood component establishment shall not be
subject to;premarkuclumce but shall be validated to demonstrate that it
achieves its intended purpose and shall be subject to gmps.

Thcse provisions undermine FDA's effort to improve the quality of
compuwrwﬁwzmundmthaemg Such software can be critical
mdonormmgmdmngmdmmultmma;otpubhchalth
nsks(g,g. HIV and hepatitis) if not adequately demonstrated to work.
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® Blood components and derivatives of blood and blood components intended for
use as a blood test  in the diagnosis of diseases are devices and are not

drugs, biological products, or human tissue.
If'blooém'indudambmbloodfminfwdomm.m
it could be argued that some blood screening tests would not require
pmductihcmseapphmhom(asqmmtlyisthease)butaﬂysm(k)s
Forexample,xfmnlanhbodmormuzauuomw&ombbodm
considered blood "derivatives® instead of “viruses” and were used to
mahblood:awnnzm(:.g. 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 Bilirakis, members of the Committee, I am pleased to be
4 o you crpslesn—n o—
here ,
very important public health issue -- ensuring that the Food and

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

health.‘ ‘The FDA's primary mission for 90 years has been to

protect and promote the public health.. I

W:'via\v that all Americansn
A»e=ESmww®d that the medicinas they take or medical devices they M

need are safe and really work, and that the foods they eat are .

W
% sl

consumers can continue 'to have that confidence and assurance.M '.‘L
But high standards alone are not enough. W\"m N

boldofadivat Limely access to u‘ﬂ::"

LMo safe and effect:.ve;“is aw important meacusesesfiverwweivindiie

safe. We are committed to maintaining high standards so that

)

W public health h—thm H‘B‘Mﬁ @J
s well, Mn..
To meet the goal of timely approval of safe and effective ( ! _

products, FDA must be open to change. This is a time of
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important measure of our value as an Agency will ba cur ability
to keep pace with these changes. Thomae Jefferaon said it best:
"Our laws and institutions must [move forward] hand in hand with

the progress of the human minda."

As Commiseioner, 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 paat few years began with our
five new Center Directors. The many changee they have made have
moved us closer to our goal. Second, we have vigorously pursued
and implemented more than thirty FDA reinventing initiatives as
part or President Clinton's and Vice President Gore's National
Performance Réview.l Among the changes we have made, ar§ speeding
new cancer drugs to patients and targeting our limited resources
on higher risk medical devices while no longar requiring FDA
review of hundreds of categories of simple deviocec such as

and tonguc depressors. Pinally, in addit}on to the mani changes '

h .
we have already made,, the .administraticnh support
ok oodo rit-

legislation Gheg

&LIILLGos

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
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THE SECRETARY OF HEALYH AND MUMAN SERVICES
WASHINGTON, B.C. 1030l

September 19, 1996

}

'Tha Honorable Thomas J. Bliley, Jx.
Chairman, Committee on Commerce
U.S. Housae of Reprceentatives
Washington, DC 208518

Dear Mr. Chairman:

As your Committee prepares to consider a substitute to H.R. 2508,
the "Animal Druy Avallability Act of 1996", we take this
opportunity to inform you that the Administration concura with
the provisions of the gubstitute as negotlated between the
induetry, the Food and Drug Administration, and your astaff.

We urge expeditious action by Congress on this bill. 1If
H.R. 4508 is presented to the President without furthar
amendments, we will urge him to asign it into law.

The Office of Management and Budget has Rdvised that there is no
objection to the trangmittal of this repcrt, and that enactment

of H.R. 2508 would be in accord with the program of the
President.

Sincexely,

SO 7

Ponua E. Shalala
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July 26, 1996

Arthur D. Levingon, Ph.D.
President and
Chief Executive Officer
Genentech, Inc.
460 Point San Bruno Boulevard
South San Francisco, California 94080

Dear Art:

Thank you so much for your kind letter. It was a
pleasure to see you, and I'm glad we had a chance
to talk about medical research and so many other
issues of importance to our nation's future.

Please know that I will continue to workK to enact
a permanent, retroactive extension of a research
and development tax credit, and that I remain
committed to improving the speed and effectiveness
of the Food and Drug Administration -- without
compromising its safety standards. Meanwhile, I
will certainly keep your views in mind, and I'm
grateful you took the time to write.

Sincerely,

BC/SEM/JFB/jfc. (Corres. #3050348)
(7.levinson.ad)

cc: Jim Dorskind/TDS
cc: Tracy Sisser, 93 OEOB

Xeroxed copy of personally signed original to NH
through Todd Stern

CLEAR THRU TODD STERN

PRESIDENT TO SIGN




CULTCD Db Lrilo

FRUMEFRESIUENTLHL LT IERY 2Uc4obndet U b (it ———
“ -~ . ~J
F.' R T e e [ e A S R R s
—_— THE PRESIDENT HAS SEEN
16 906
™. |

Tyson memo on Wabninski paper. Laura writes that Wanninski'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,
Wanninski’s proposals would do more harm than good for the economy.

Lake memo on Gen. O’Neill’s alleged criticism of the NIE. The June 14
Washington Times published an article charging that Gen. O'Neill (recently retired
Director of the Ballistic Missile Defense Organization) had faulted the National
Intelligence Estimate’s forecast of the Third World ballistic missile threat. Defense
Daily, however, reported that the General described the NIE 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 NIE dealt with
\&ﬂ:ncertainties in estimating when a Third World missile threat would develop,, he does

ot believe the analysis was “politicized.” He also strongly supports DOD's “3 plus
" national missile defense program as a hedge against these uncertainties.

\(E) Stiglitz memo on educational infrastructure and “flypaper effect." Joc says
evidence does NOT support notion of perfect fungibility of funds -- i.e., that State
Zé{},? and local governments can simply shift funds to ensure that Federal ﬁnancmg 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 jnfrastructure tend to increase total infrastructure spending.
Walter Slocombe information sheet on our missile defense policy. Via Phil
Jamison. Designed to counter mischaracterizations of our policy by GOP. Prepared

@ by Slocombe with some input by Jamison for a new on-line policy wonk magazine."
CC (/ Letter from Art Levinson, President/CEO of Genentech. Via Tony Podesta.
Z’“a Following an evening spent with you, he describes himself as startded by the scope
A“(L( and reach of your vision for our country” and says "what partucularly struck me was
d your genuine personal commitment to do what is morally nght and practically

important to help all Americans.” He compliments you on the appointment of Harold
Varmus, and he urges you (o (i) support tax credits to cncourage increases in R & D
spending by the private sector and (i1) promote policies that "best” allow the FDA and
the industry to work together to develop “effective, safe, innovatve drugs.”

E Letter from Gerald Greenwald, CEQ, United Airliues. JIM DORSKIND:
_ . . . . Please coordinate
your commitment to seeing that current U.S. carmier nghts . reply .
agreement are fully honored. He believes the 3-phased apj L
Administranion to the negouations is likely to produce sign: e D?V > ""“4/7_05
results, and he expresses Unuted's full support for your neg
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July 9, 1996 Ce - \Dmsle
Mr. Todd Stern _ : E mansor
Special Assistant to the President and
Q&M‘r\

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

Dear Todd:

Enclosed is a letter trom Art Levinson, President and CEO of Genentech, to the President.
I wanted to make sure this received special attention.

And as always thanks.

odesta

toot1 G Strect. NW - Suite 900 Easc - Washington, DC 20001
202 §93.1010 / Fax 202 393 5510 / Welb Site: hap://www . podesta.com
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Genentech. Inc.
: R
460 Point S4n Bruno Boulevarg
South San Franosco CA 94080 : o
(415} 225 c -
FAX: (4:5} 2750241 40~ 7 ¢

Arthur D. Levinson ph, D
Presigent and

Chief Executive Officer
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Wnited Statrs Senate

WASHINGTON, DC 20510

The Honorable Tom Daschle
Minority Leader

United States Senate
$-221 The Capitel
Washington, DC 20510

Dear Mr. Leader:

We are writing to express our support for legislaticn to
improve the efficiency and effectiveness ¢f the U.S. Food and
Drug Administration and t¢ ask you tc join with us in assuxring
enactment of bi-partisan, moderate reiforms this year. We do 3o
on behalf of patients who are anxiously awaiting new medical
treatments and on behalf of docteors who want te provide cthe most
current drugs and devices to their patients.

Regulatory delays put 1lives at risk just as surely as undue
naste. We believe there is much that can be done to speed the
FDA apprcval process without harm to public health and safety.
Senatcr Kassebaum’'s bill, $.1477 is a step in that direcrion and
was reported by the Committee con Labor and Human Resources by a
bipartisan 12-4 vote.

We rTecognize that further improvements to thies legislation
can and should be made before it is approved by the Senate and
enacted into iaw and are committed to werking on a bi-partisan
basis to make several kzy changes. We urge you to contact us
with ‘any concerns or questions you might have. But for all the
patients. doctors, and U.S. companies who have so much at stake,
we ask that you join with us in constructive bi-partvisan
discussions with the goal cof supporting early and faverable
ac n ofithe isgisiatien.

| Sincerely,
‘\m Lodha & TRMGFL

MM'—- [ EBE =

HOHH HdeZ 8l S661-81-7
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EXECUTTIVE OFFICE OF T HE PRESIDENT

17-May-1996 05:27pm

TO: (See Below)

FROM: Sally Katzen
Office of Mgmt and Budget, OIRA

SUBJECT: fda reform

thanks to chris, i was to be the raw meat to be fed to a

panel of congressional staffers appearing before the mdma on the
subject of fda reform. because of my instinct for survival, i
asked to go first, to talk about fda reform the administrative
way, and then VERY briefly mentioned how we wanted a bi-partisan
and balanced bill that would not sacrifice safety and efficacy to
sign. 1 then said i had to go -- before the staffers got to do
their prepared talks. 1 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 style) stopped and said how interested he was
in my comment that we would sign a bill, since earlier in the day,
other speakers had quite clearly stated that fda was out to kill
the bill -- pointing the finger at diane thompson and bill
schultz. i said that i said what i meant about the
administration's intentions (and i meant what i said), that i was
tired 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 bills that were not acceptable and that if we
could not point out these problems without being accused of trying
to kill the bill, maybe the environment was too sour to enable us
to find common ground. i smiled sweetly, turned on my heel, and
truly left the place.

thanks a lot chris . . .
Distribution:

TO: Christopher C. Jennings
TO: Elizabeth E. Drye

TO: Gregory C. Simon

TO: Daniel Tate

TO: Tracey E. Thornton

TO: Ira C. Magaziner

CC: Jonathan Winer



CC: Michael A. Fitzpatrick



Wltlhdrawal/Redactlon Marker
Clmton Library

- DOCUMENT NO. SUBJECT/TITLE

DATE RESTRICTION

- Clinton- PreSIdentlal Records'
" Doimiestic Policy.Council

' Elizabeth Drye =

- OA/Box Number: - 10452

- ‘AND TYPE
' 00_1.'r.ne.l;no, o Denlse Rlcketson to El|7abeth Drye re: FDA brleﬁm7 [partlal] (] page) 05/15/1996 ' _b(6) '
. COLLECTION

" FOLDER TITLE:
FDA Reform 1996 [6] -

2014-0046-5
rc1404

.Présidenlial Records Act - [44 U.S.C. 2204(a)]

PI National Security Classified Information |(a)(1) of the PRA]
_P2 Relating to the appointment to Federal office {(a)(2) of the PRA]
" - P3 Release would violate 4 Federal statute l(a)(J) of the PRA|

-P4 Release would dlsclose trade secrets or confidential commercial or
finanicial information |(a)(4) of the PRA|.

PS Release would disclose confidential advice between the President -

* and his advisors, or between such advisors [a)(5) of the PRA]

= P6 Release would constitute a clcarl) unwarranted invasion of -

personal prwacy |(a)(6) of the PRA| -

“C. Closed in accordnnce wnh restrictions contamed in donor's deed’
of gift. :
PRM Personal record. mlsﬁle defined in accordance with 44 U.S.C.
C2201(3). o i
RR Document will bc rcvnewed upon request

RESTRICTION CODES

Freedom of Information Act - [S U.STC. 552(b)]

b(1) National security classified information {(b)(1) of the FOIA]

b(2) Release would disclose internal personnel rules and practlces of
an agency [(b)(2) of the FOIA] -

b(3) Release would violate a Federal slatule I(b)(3) of the FOIA] -

b(4) Relcase would disclose trade secrets or confidential or financial

) information [(b)(4) of the FOIA]

b(6) Release would constitute a clearly unwarranted invasion of
personal privacy |(b)(6) of the FOIA|

b(7) Release would disclose information compiled for law enforcement’
purposes [(b)(7) of the FOlA]

b(8) Release would disclose information concerning the regulation of
financial institutions [(b}(8) of the FOIA|

b(9) Release would disclose geological or geophysical information
concerning wells [(b)(9) of the FOIA]



" EXECUTIVE OFFICE OF THE PRESIDENT .
. 15-May-1996 11:57am
S T0: Elizabeth E. Drye

"~ - FROM: . - Denise Ricketson . . |
o . J - Domestic Policy Council -

| 'SUBJECT:  RE: FDA briefing

;  E1izabétﬁ;  '

f'AS;Of‘right now, anytime after 11:15am is good.




EXECUTTIVE OFFICE OF

TO:

FROM:

SUBJECT:

Elizabeth,

15-May-1996 12:00pm
Elizabeth E. Drye
Denise Ricketson

Domestic Policy Council

RE: FDA briefing

T

H

E

PRESIDENT

already an update, depending upon how much time we need to allot for this

meeting, 9:00 to 10:15am is free or anytime after lunch.



EXECUTTIVE OFFICE OF T HE PRESIDENT
15-May-1996 02:49pm

TO: Elizabeth E. Drye

FROM: Phyllis 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 isn't a free
moment for Sally 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 Guides (Section 607)
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AMENDMENTNO. . 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 preseription information
to consumers.

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

S. 1477

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

Referred to the Commnuttee on _
and ordered to be printed

Ordered to Lie on the table.and to be printed
AMENDMENT mtended to be proposed by Mr. 'COATS
Viz:
1 On page 86, between lines 12 and 13, iusert 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 further amended by adding at the end
6 thereof the following new section:
7 SEC.908. EFFECTIVE MEDICATION GU[DESJE D
“(a) IN GENERAL.—Not later than-36) daxs after the

g
9 date of enactment of this section, the Secretart shall g/
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national organizations representing health care
professionals, consumer organizations, voluntary health
agencies, the pharmaceutical industrv, drug wholesalers.
patient drug information database companies, and other

relevant pa-rtiej o -tq develop a long-range com-

prehensive action plan to achieve goals consistent with the
goals of the Food and Drug Administration’s proposed
rule on ‘Prescription Drug Product Labeling: Medjéation
Guide Requirer‘nents (60 Fed. Reg. 44182; relating to the
provision of oral and written prescription information to
consumers).

“(b) Prax.—The plan describéd in subsection (a)
shall—

“(1) identify the plan goals:

“(2) assess the effectiveness of the current pri-
vate-sector approaches used to proviée oral and writ-
ten prescription information to consumers: -

“(3) develop guidelines for providing effective
oral and written prescription information consistent
with the ﬁl;din-gs of anyv sucl assessment;

“(4) develop a mechanism to assess periodically
the quality of the oral and written preseription infor-
mation and the fr"equéncy with which the informa-

tion is provided to consumers; and
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“(5) provide for compliance with relevant State
board regulations.
“(¢) LIMITATION ON THE AUTHORITY OF THE SEC-

RETARY.—The Secretary shall have no authority to &e
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Clinton Presidential Records
Digital Records Marker

This is not a presidential record. This is used as an administrative
marker by the William J. Clinton Presidential Library Staff.

This marker identifies the place of a publication.

Publications have not been scanned in their entirety for the purpose
of digitization. To see the full publication please search online or
visit the Clinton Presidential Library's Research Room.



FRIDAY, MARCH 29, 1996:

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
m‘ Thursday — when Congress sent the White
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

— 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 | form legislation to the House this year. The showdown could

REFORM come at a meeting set for late this morning in Gingrich’s
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-

Continued on Page 9
CongressDaily/A.M. publishes Monday through Friday when Congress is
in session. Due to the uncertainty at presstime surrounding Congress’ sched-
uled two-week Easter break — originally expected to begin today — our
publishing schedule for next week is uncertain as well.

Today On PoliticsUSA... http://PoliticsUSA.com I N ™

. )
Medium Cool dissects the media’s handling g
of Don Imus, Ralph Nader and more g&%&ﬁﬁgﬁﬁe
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Purpose:  To es<tablish more realistic time frames and appropriate
incentives to achieve targets.

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

An Amendment to the amendment offered by Senalor:_}ﬁa-sscbaurll

w0 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.

and ordered to be printed

Ordered to lie on the table and to be printed

AMENDMENTS intended to be proposed by Senator KENNEDY

Section 204. Expediting Appyov
Medical Device tor Serious
Page 21, 1./‘?2, change "

of New Drugs, Biologies, and
ditions--
days” to “180 days.”

Page 22, 1.739, change/120\days" to “180 days."

Section_404. Prompt and Efficient Review.
Delete ?%e . 344-25, ah-ofp 2T, aadnpe-gﬁ-—v—eq»and

substitute the following: 0"‘ 28 \.\-\D .

Iﬁ-w! (e O his ] /u TR byvad L i ';?i/"-"‘? b A, ///qu(ﬂ
“(c) Beginning July 1, 1898, {f—the—Seefe%a#y—taﬂ-s—&e—mee{—m—smmry targets for action on
an application or notification or petition for the approval or clearance of a device, a new animal
drug, or a direct food additive or fails to meet the targets established for the Prescription Drug
User Fees Act for action on an application for a new drug or biologicatl product for 90% of the
annual actions in a particular category, then-- _

ﬁj; /}"\/J_L —_— "/:f{

(14 the Secretary shall report to Congress an action plan for meeting the targets
(including, as applicable, a projection of resources and any statutory changes that might be
necessary to meet the targets), which will be publicly available, and shall report to Congress
every six months on progress toward achieving the goals of the plan. Such action plan may
include a -program ot contracting out all or parts of product reviews, with the Secretary
retaining final approval authority, if contracting out would assist in achieving targets under the
Acl without diminishing the quality of review.
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(2_) This subsection does not apply if the failure to meet a target tor a calegory consists
of only one application. notification, or petition.”
Section.806 Timeframes tor Approval. =
Delete 'p. ++4, 11. 1.4,
1E iy
Section 901 and 902. Food amd Regulatory Reform -
Befere—p—ﬂ@ﬁ-v——ﬁ-eez«mf—?—\&%—)—%——\—:—&— \ate s \&D ) fan
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AMENDMENT NO b Calendar No
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Purpose: To mrpfevelfht—regﬂznon—&—éeed:—aﬁd—eesme{ws

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
On page 92, strike line 16 through line 25 and on page 93, strike line 1
through line 4 and replace with:
"(c) Section S13(i)(1)(A)(21 U.S.C. 360c(i)(1)(A)) is amended by inserting
after "intended use":
"which, as determined by the Secretary, shall include each use reasonably

included within a general use".




AMENDMENT NO X 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
g0
On page xx; strike lines %% through xx and replace with:
"Substantial evidence may, as appropriate, consist of data from one

adequate and well-controlled clinical investigation and confirmatory

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



AMENDMENT NO Calendar No

Purpose: To improve the patient access to information about drugs,
biologics 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
On page 10, line 12 insert after the period "Notwithstanding any other
provisions of law, and to the extent the Secretary determines that
dissemination of information regarding the safety and effectiveness of a

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

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
a9+ 18 |
On page .93, line_15 strike “; and" and insert a period; and

)9
strike line 46



AMENDMENT NC 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 -

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
1T 25
On page «xx, line %3, strike "person if" and replace with:
"person if the Secretary determines -- "
14 © 6 +
On page *x line xx, strike "and" and insert between lines 4 and *:

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

approval with due diligence; and"

V4
On page =%, line %, strike "(3)" and replace with "(4)";
20 15 /6

One page xx, inset between lines_xx~and _x%
"(e) TERMINATION.--The Secretary may terminate expanded access under
this section if the requirements under subsection (a) are no longer met or

expanded access is interfering with the conduct of ongoing clinical trials.”
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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

On page xx, strike lipes- xx-xx_~and replace with:

"(i1) requests for meetings the scheduling of meetings relating to
reviews of protocols a to review of applications or submissions
(including petitiops or notificationg) for product approval or clearance;
and"; s
oy ® 23T
L5 . . /2/7’ YWNWTOON
On page xx, strike lines xx—t /{md replace with:
"(2)(A) A clinical investigation of a new drug (including a biological
product) may begin thirty days after the date the Secretary receives from

the sponsor a notification containing information about the drug and the

clinical investigation unless. prior to the thirtieth day, the Secretary
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informs the sponsor that the investigation may not begin and specifies the

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

shall specify in writing the deficiencies and the information needed in

order for the clinical investigation to commence. 24 lwe | Havmes
29 24 P AL o® P N3 R

On page #x, strike lines %x through xx and/‘replace with:

"(3)(A) The Secretary may place a clinical hold on any ongoing
clinical investigation if the Secretary determines that such action is
necessary for the protection of human subjects or for other reasons set
for‘th by the Secretary in regulations.

“(B) If the Secretary places a clinical hold on an ongoing
investigation, the Secretary shall immediately advise the sponsor of such
investigation in_ writing of such action, and provide such sponsor an
opportunity to coafer within ten working days of receipt of such
communication to discuss the basis for the clinical hold. Within ten
working days of such conference, the Secretary shall provide to the
sponsor a written list of conditions for the withdrawal of the clinical hold.
Any written request from the sponsor requesting that a clinical hold be
withdrawn shall receive a decision in writing and specifying the reasons
therefor, within twenty working days of the receipt of the request.”

/b -
On page xx, , strike lines #x% through line %% and replace with:

“(b) REVIEW BY SCIENTIFIC REVIEW GROUP --



"(1) ln.General.--The product sponsor or applicant shall have a right
to request an evaluation by an appropriate scientific review group
established under section 904 of any significant scientific decisions made
by the Secretary under this Act. In addition, a product sponsor or
applicant shall have a right to request an evaluation by an appropriate
scientific review group established under section 904 of any significant
scientific issue under this Act appealed by such person under subsection
(a) that has been pending before the Secretary, without final resolution, for

more than 180 days.”



AMENDMENT NO Calendar No

Purpose o it —taadarda—or

thal_w il cosHrr T TR o7 < aTe Ty e Hectrretress—itrd [0
facilitate the submussion and approval of such supplementals

T <1

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

An Amendment 1o the amendment otfered by Senator Kasschaum
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 tor other purposes.

Referred to the Commuittee on

and ordered to be printed
Ordered to lie on the table and to be printed

AMENDMENTS intended to be proposed by Senator KENNEDY

StrHee-pew=0me—25%) Of the rood, DIUg and COSIetics AT, Approvarofrrddttenal

“oXe Uses—ard 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 1ssue 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 -or approval of a supplemental application;
(b) specifyv data requirements what will avoid duplication by



e

(3)

recognizing the availability of data previously submutied mosappert of
dhe original application; and

(€} define supplemental applications that are eligible for prionity
review

Oreanization - The Secretary shall designate an individual in cach
2 ) 8

Center (except Foods/) with responsibility for -

(4)

fa)  encouraging prompt review of supplemental apphcations tor
approved products; and '

(b) working with sponsors to facilitate the development and
submission ot data to support supplemental applications.

Collabaration - (1) 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 whale 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 1o be printed
AMENDMENTS intended to be proposed by Senator KENNEDY
Sec. 746. DISSEMINATION OF TREATMENT INFORMATION ON DRUGS
AND BIOLOGICAL PRODUCTS.
Amendment to S. 1477
Sec. 746. Dissemination of treatment information on drugs and biological
products.
IS amended by:
page 41, lines 23-24: delete

page 42, lines 1-2:lde|ete
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page 42, line 3: delete: "(B)"

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

subsection (C) have been met and”

page 42, line 17 delete the word "an" and replace with
"a balanced and..”

.-

page 43: add after line 7:

"(C) In the case of a drug, antibiotic or biological
which has in effect an approved application filed under section
505(b), section 507, or Iicenses under the Public Health
Service Act, the holder of such application may disseminate
information which is consistent with the treatment use of
such drug, antibiotic or biological product or consistent with

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

(1) the holder has submitted to the Secretary an

of
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application for the additional use under section
505(b), section 507, or section 351 of the Public
Health Services Act .(42 USC 262) and
| (I) has demonstrated due diligence for
completion of such process and
(11} at the request of the Secretary will
provide corrective information regarding the
outcome of the supplemental NDA process to all
recipients of the initially disseminated

information or-

() the holder has requested an exemption from

such requirement.

(I) A request for exemption shall be submitted
in such form and manner as the Secretary may
prescribe and shall demonstrate that--

(A) due to the size of the patient

population or the lack of potential benefit to the
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sponsor,--the cost of obtaining clinical information
makes submission of a supplemental application

economically prohibitive; or

(B) it is unethical to obtain adequate
clinical evidence for inclusion in a supplemental

application.

(11) A request for exemption under this
subsection shall be deemed approved unless denied

by the Secretary within 30 days of receipt.

(I Any information disseminated pursuant to
an exemption shall have a clear labe! stating that
this information describes an unapproved use of
this drug and the information is not part of an

application for supplemental use approval.



(D) When the treatment use or use not contained in the
official labeling relates to the treatment of cancer, paragraph

(C) shall not apply if--
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(i) the application holder files with the
Secretary all available literature and clinical data

on the indicated use of the product and a statement

| of evidence establishing good faith intent to pursue

a supplemental new drug application under section
505(b), section 507 or a product license
supplement under the Public Health Service Act for
the treatment use or use not contained in the

official labeling, and

() the Secretary meets annually with the
application holder to evaluate progress made
toward submission of a supplement'al new drug
application for the treatment use or use not

contained in the official labeling that is the
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subject of information being disseminated.

(E) If the Secretary determines, after an informal |
hearing, that the application holder has failed to make
suffictent progress under péragraph (D)(i), toward submission
of a supplemental application for the treatment use or use not
contained in the official labeling that is the subject of
information being disseminated, the Secretary may direct the
application holder to cease all dissemination of information
and provide corrective information regarding this action to all

recipients of the initially disseminated information.

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

recipients of the initially disseminated information and”

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

described in (C){i) or (D).
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page 44, line 5: delete "prominently displayed statement” and

replace with: "statement prominently displayed on each

article and textbook"

Page 44, line 21-24- change " " to a " ang delete the rest

page 47, lines 11-17- delete

page 48, line 2-4- delete: “written....demonstrations)”

page 48, lines 15-16- delete: “and oral”

Page 48, line 18: delete-: "or oral”

Page 48, lline 23: delete "an" and replace with "balanced and”

page 49 lines 7-11: delete
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page 49. line 12:.change "(C)" to "(B)"

page 49, lines 21-25: delete

page 50, iines 1-5: delete

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

information to all recipients of the intially disseminated

information and "
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AMENDMENT NO Calendar No

o corrngi appropn-t |
Purpose: To requ-:dn%é contracting sehrrilBr=rfontady
3 P ERePTE .

[N 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 ek
0 V3 a4 andon P> oA
On page x%; delete lines xx through —x—x/\and insert the following:

"(2) Increased Efficiency and Expertise Through Contracts.--The Secretary
shall use [he- authority granted in paragraph (1) to --
"(A) improve the efficiency, timeliness, and quality of the review of
applications, petitions, and notifications (or any part thereof) for the
approval or clearance of devices and direct and indirect food
additives:; and
"(B) ensure that the agency has the scientific and technical expertise

available to the agency necessary to keep informed of emerging new

therapies and technologies posing significant new .and technical



1 1ssues.
x .
b

2 The Secretary shall retain full authority to make determinations with

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



