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Re: Docket No.: 99P-2252CPI1

Dear Madam or Sir:

The undersigned has become aware that Faulding Pharmaceutical Co. (“Faulding”) is
seeking relief from the application of the Pediatric Rule to its suitability petition for a new
dosage form of Pamidromate Disodium Injection. As stated in our Citizen Petition requesting

" that the Commissioner revoke the Pediatric Rule, we believe that any application of that rule

which restricts the choices available to consumers is unlawful and inappropriate. See Dec. 2,
1999 letter from Daniel Troy to FDA (Docket No. 99P-5215CP) (Exh. 1 hereto). We understand
why established principles of administrative law require FDA to apply the Pediatric Rule to
Faulding — and indeed to all ANDA applicants — but we find the consequences of that
administrative consistency unacceptable. For that reason, and because Faulding’s request
highlights a problem anticipated in our Petition, we respectfully urge FDA to consolidate
Faulding’s Petition (Docket No. 99P-2252CPI) and our Petition (Docket No. 99P-5215CP). We
believe that a consolidated review of the two Petitions will establish that FDA cannot implement
the Pediatric Rule without either (1) thwarting other key aspects of the drug approval process by
enforcing the Rule consistently, or (2) acting in an arbitrary and capricious manner with respect
to the products for which FDA requires pediatric testing. Because either of these results is
unsustainable, FDA should revoke the Pediatric Rule for the reasons stated in our Petition.

Faulding’s complaint concerns FDA’s refusal to approve its suitability petition for
Pamidronate Disodium, which it intends to market pursuant to the Abbreviated New Drug
Application (“ANDA”) process based on the reference listed pioneer drug Aredia, manufactured
by Novartis Pharmaceuticals Corporation. Specifically, FDA has required Faulding to test its
proposed drug for safety and effectiveness in pediatric populations — even though

(1) the pioneer drug upon which the application is based is not labeled for use
in pediatric populations; and

2) the only change between the pioneer drug and Faulding’s generic version
was a slight variation in dosage forms that Faulding claims has no effect
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on the product’s safety or effectiveness in pediatric populations vis-a-vis
the pioneer product.'

See Oct. 22, 1999 letter from Douglas L. Sporn to Kala Patel (Docket No. 99P-2252CPI).
Faulding urges FDA not to apply the Pediatric Rule to suitability petitions, which, like
Faulding’s Petition, are routinely filed for changes in dosage form that may have nothing to do
with a product’s relative safety and effectiveness in pediatric populations. See Nov. 16, 1999
letter from Heike Maaser to Douglas L. Sporn, at 1-2 (Docket No. 99P-2252CPI); Oct. 7, 1999
letter from Robert A. Dormer to Janet Woodcock, at 6 (Docket No. 99P-2252CPI).

The erroneous “intended use” theory underlying FDA’s new Pediatric Rule compels
FDA’s refusal to approve Faulding’s suitability petition so that FDA can avoid acting in an
arbitrary or capricious manner. In contrast to its historical regulation of only those uses of a drug
that the manufacturer claims in the product’s labeling, FDA has taken the position in
promulgating the Pediatric Rule that it also may regulate merely foreseeable uses — pediatric uses
in particular — of a product.” Because Faulding seeks approval of a product that, like Aredia
itself, apparently treats conditions that occur in pediatric populations, FDA has disabled itself
from exempting Faulding from FDA’s regulation of these foreseeable, but unclaimed, uses of its
product.

As a matter of administrative law, to maintain consistent application of the Pediatric
Rule, FDA’s regulations must go even further. FDA also would be legally required to refuse to
approve ANDAs for identical genetic copies (i.e., pharmaceutical equivalents) of Aredia.’

! Although Aredia is marketed in powder form and must be reconstituted into a

solution prior to injection, Pamidronate Disodium will be sold in a ready-to-use injectable
solution. See Oct. 7, 1999 letter from Robert A. Dormer to Janet Woodcock, at 2 (Docket No.
99P-2252CPI).

2 See Regulations Requiring Manufacturers To Assess the Safety and Effectiveness

of New Drugs and Biological Products in Pediatric Patients; Final Rule, 63 Fed. Reg. 66,632,
66,657-58 (1998) (asserting that ““[i]ntended uses” encompass more than the uses explicitly
included in the manufacturer’s proposed labeling” but also include “actual uses of the drug of
which the manufacturer has, or should have, notice, even if those uses are not promoted by the
manufacturer”); id. at 66,645 (“Pediatric patients are a significant subpopulation, affected by

many of the same diseases as adults, and are foreseeable users of new drugs and biologics.”
(emphasis added)).

3

For that matter, FDA logically would be required to find Aredia itself, which also
has not been established to be safe and effective for use in pediatric populations, to be
misbranded. Because Aredia was approved before the effective date of the Pediatric Rule,
however, we recognize that FDA may invoke “enforcement discretion” to refuse to take action
(Continued...)
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Because the generic copy of Aredia foreseeably could be used in pediatric populations, pediatric
use is an “intended use” of the drug that must be established to be safe and effective before the
product can be legally marketed, under FDA’s theory. Pediatric use of that product would not
have been established to be safe and effective, however, as Aredia itself, upon which the ANDA
would be based, was never established to be safe and effective for pediatric use.

FDA has placed itself in a position where approval of an ANDA based on Aredia without
pediatric testing would trigger two legal violations under FDA’s “intended use” theory. First,
FDA would be authorizing the distribution of a product that has not been established to be safe
and effective for each of its intended uses, which, in FDA’s view, include pediatric uses. See
Brief for FDA at 31, Washington [Legal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C.
Cir. Feb. 11, 2000) (asserting that “if the manufacturer has not demonstrated that the intended
use of the product is safe and effective, the manufacturer’s continued introduction of the product
into interstate commerce is unlawful” as long as the use remains an “intended use”) (Exh. 2
hereto). Second, FDA would be authorizing the illegal distribution of a “misbranded” product
because the drug’s label would not contain adequate directions for pediatric use. See Reply Brief
for FDA at 6, Washington Legal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C. Cir.
Feb. 11, 2000) (“If the labeling does not indicate all intended uses, the product is misbranded,
and its interstate distribution is unlawful.”) (Exh. 3 hereto).* Thus, FDA, having created the
Pediatric Rule on a faulty legal and policy premise, must now enforce it across the board with
respect to new drugs, identical generic copies of approved pioneer drugs, and slight variations of
approved pioneer drugs for which a suitability petition is required.

FDA apparently recognizes the damage that a consistent application of the Pediatric Rule
may cause. FDA thus does not intend to enforce the Pediatric Rule with respect to ANDAs for
generic pharmaceutical equivalents’ although it does intend to enforce the Rule for most

(...Continued)
against Aredia under the Pediatric Rule. See Heckler v. Chaney, 470 U.S. 821, 831-32 (1985).

N See also 21 U.S.C. § 352(f) (1994) (providing that product not bearing adequate
directions for use is misbranded); 21 C.F.R. § 201.100 (1999) (defining “adequate directions for
use” for prescription drugs to mean directions sufficient to enable a medical professional to
administer the drug for each intended use); id. § 201.5 (defining “adequate directions for use” for
nonprescription drugs to mean “directions under which the layman can use a drug safely and for
the purposes for which it is intended” (emphasis added)); 21 U.S.C. § 331(a) (prohibiting
introduction into interstate commerce of misbranded product). FDA cannot excuse these actions
as acts of “enforcement discretion” because they involve mandatory decisions, not allocations of
limited enforcement resources.

’ See 63 Fed. Reg. at 66,640 (“This rule does not impose any requirements on

studies submitted in support of applications for generic copies of approved drugs that meet the
(Continued...)
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suitability petitions, as Faulding’s petition confirms. FDA’s selective enforcement of the
Pediatric Rule to generic drugs based on whether a suitability petition is required is misguided
and nonsensical. Congress intended that the only permissibie ground for denying a suitability
petition is if the change itself from the pioneer drug to the generic version adversely affected the
safety or efficacy of the drug.® In most cases, the changes to a generic drug that require the filing
of a suitability petition have no effect on the product’s safety or effectiveness in pediatric
populations, as the current case may illustrate. If the only difference between Faulding’s product
and Aredia is that Faulding’s product is to be sold as a pre-made solution ready for injection,
while Aredia itself would be sold in powder form to be reconstituted into a solution prior to
injection, then the patient will receive an injection either way. There is nothing inherent in this
minor variation in dosage form that would make pediatric uses more or less risky or more or less
likely with respect to Faulding’s product, as opposed to Aredia itself. In short, FDA’s reliance
upon the filing of a suitability petition as a basis for enforcing the Pediatric Rule against
Faulding, although reaching a legally correct result, is itself arbitrary and capricious.

Indeed, it appears that the line FDA has drawn for determining whether to enforce the
Pediatric Rule is even more arbitrary and capricious than the Faulding case alone reveals. FDA
has threatened to enforce the Pediatric Rule with respect to suitability petitions for “a change in
active ingredient, dosage form, or route of administration” but has issued no such enforcement
threat for suitability petitions for a change in dosage strength. See Regulations Requiring
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products in
Pediatric Patients; Final Rule, 63 Fed. Reg. 66,632, 66,640-41 (1998). In other words, FDA’s
current enforcement position is apparently

1. to enforce the Rule for New Drug Applications and suitability petitions for “a
change in active ingredient, dosage form, or route of administration,” but

2. not to enforce the Rule for ANDAs for generic pharmaceutical equivalents and
suitability petitions for a change in dosage strength.

(...Continued)
requirements of section 505(j) of the act.”).

6 See H.R. Rep. No. 98-857, pt. 1, at 23 (1984), reprinted in 1984 U.S.C.C.A.N.
2647, 2656 (“The FDA must approve a petition to submit an ANDA for a differing generic drug
unless clinical studies are needed to show the safety and effectiveness of the change.” (emphasis
added)) (Exh. 4 hereto); 21 U.S.C. § 355(G)(2)(A)(iii) (1994 & Supp. Il 1997) (authorizing FDA
to require additional information for suitability petition respecting the route of administration,
dosage form, or strength with respect to which the [suitability] petition was filed” (emphasis
added)); Oct. 7, 1999 letter from Robert A. Dormer to Janet Woodcock, at 3 (Docket No. 99P-
2252CPI).
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There is no reasoned basis for this distinction - according to FDA’s theory, if the proposed drug
treats a condition occurring in pediatric populations, pediatric testing legally should be required
in all of the above-listed instances. FDA’s decision to apply the Pediatric Rule selectively based
on the above-stated criteria illustrates the bankruptcy of the theory that underlies the Pediatric
Rule itself.

Our Petition argued that, in addition to the legal problems arising from the Pediatric Rule,
the Rule represents bad policy. FDA’s dilemma in the Faulding matter confirms that point.
Specifically, the Pediatric Rule will force FDA to make a Hobson’s choice between two unhappy
alternatives. First, FDA could consistently apply the Rule to all new drugs that foreseeably could
be used in pediatric populations. This approach, however, could hamper the ANDA approval
process, which was designed to promote competition by ensuring approval — without the need for
additional testing — of low-cost generic drugs that were bioequivalent to, and labeled for the same
conditions of use as, an approved pioneer drug.” Instead of this streamlined approval process,
consistent application of the Rule would hinder that process by requiring FDA to deny approval
of ANDASs based upon pioneer drugs that were not approved for pediatric use until pediatric
testing is conducted. See Dec. 2, 1999 letter from Daniel Troy to FDA, App. B, at B-16 to B-17
(Docket No. 99P-5215CP) (Exh. 1 hereto).

Second, FDA could try to enforce the Rule against ANDA applicants selectively, based
on some other irrelevant decisional criterion such as suitability petitions, as it has apparently
decided to do. This approach, however, has placed FDA in an arbitrary and capricious position
with respect to the ANDA products and suitability petitions for which it requires no pediatric
testing.

7 See 21 U.S.C. § 3550)(2)(A)(), (1v), (v), ($)(B), (F), (G); Mova Pharm. Corp. v.
Shalala, 140 F.3d 1060, 1068 (D.C. Cir. 1998) (observing that “Congress’s central goal, in
enacting the Hatch-Waxman Amendments, [was] to bring generic drugs onto the market as
rapidly as possible”) (emphasis added)); H.R. Rep. No. 98-857, pt. 1, at 21, 1984 U.S.C.C.AN.
at 2654 (“{AJn ANDA may not be considered for a condition of use that has not previously been
approved for the listed drug.”) (Exh. 4 hereto); id. at 14, 1984 U.S.C.C.A.N. at 2647 (observing

that goal of ANDA process is “to make available more low cost generic drugs”) (Exh. 4 hereto).
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The proper escape from this conundrum is for FDA to revoke the Pediatric Rule and
revert to its historical practice of regulating only those drug uses that are claimed in a product’s
labeling. Because Faulding’s Petition confirms the predictions made in our Citizen Petition, we
respectfully request that FDA consolidate the two Petitions. We believe that careful reevaluation
of the Pediatric Rule in light of the two Petitions will demonstrate that (1) it was an ill-conceived
and legally impermissible set of regulations that is already beginning to cause the problems about
which we warned in our Citizen Petition, and (2) for the reasons stated in the two Petitions, it

should therefore be revoked.

Association of American
Physicians and Surgeons, Inc.

Andrew Schlafly, General Counsel

1601 N. Tucson Boulevard, Suite 9

Tucson, AZ 85716-3450

Phone: (800) 635-1196

Competitive Enterprise Institute
Sam Kazman, General Counsel

1001 Connecticut Avenue, N.W.
Suite 1250

Washington, D.C. 20036
Telephone: (202) 331-1010 ext. 218

Consumer Alert

Frances B. Smith, Executive Director
1001 Connecticut Avenue, N.W.
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Washington, D.C. 20036
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12420 Parklawn Drive

Rockville, MD 20857

CITIZEN PETITION

The undersigned, on behalf of the American Association of Physicians and Surgeons, the
Competitive Enterprise Institute, and Consumer Alert, submits this petition under sections 201(n)
and (p), 301(a) and (d), 502(a), (f), and (j), 505(a), (d)(7), (i), and (k), and 701(a) of the Federal
Food, Drug, and Cosmetic Act and section 351 of the Public Health Service Act to request the
Commissioner of Food and Drugs to revoke FDA’s regulations concerning pediatric testing of
drugs, as published at 63 Fed. Reg. 66,632 (1998), and to refrain from taking any form of
administrative action pursuant to those rules.

A. Action requested

The Commissioner should immediately revoke the following provisions of Title 21 of the
Code of Federal Regulations:

PART 201 - LABELING

(a) A manufacturer of a marketed drug product, including a biological drug
product, that is used in a substantial number of pediatric patients, or that provides
a meaningful therapeutic benefit over existing treatments for pediatric patients, as’
defined in Secs. 314.55(c)(5) and 601.27(c)(5) of this chapter, but whose label
does not provide adequate information to support its safe and effective use in
pediatric populations for the approved indications may be required to submit an
application containing data adequate to assess whether the drug product is safe
and effective in pediatric populations. The application may be required to contain
adequate evidence to support dosage and administration: in some or all pediatric
subpopulations. including neonates, infants, children, and adolescents, depending
upon the known or appropriate use of the drug product in such subpopulations.
The applicant may also be required to develop a pediatric formulation for a drug
product that represents a meaningful therapeutic benefit over existing therapies for-
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pediatric populations for whom a pediatric formulation is necessary. unless the
manufacturer demonstrates that reasonable attempts to produce a pediatric
formulation have failed.

(b) The Food and Drug Administration (FDA) may by order. in the form of a
letter, after notifying the manufacturer of its intent to require an assessment of
pediatric safety and effectiveness of a pediatric formulation, and after offering an
opportunity for a written response and a meeting, which may include an advisory
committee meeting, require a manufacturer to submit an application containing
the information or request for approval of a pediatric formulation described in
paragraph (a) of this section within a time specified in the order, if FDA finds
that:

(1) The drug product is used in a substantial number of pediatric patients for the
labeled indications and the absence of adequate labeling could pose significant
risks to pediatric patients; or

(2) There is reason to believe that the drug product would represent a
meaningful therapeutic benefit over existing treatments for pediatric patients for
one or more of the claimed indications, and the absence of adequate labeling
could pose significant risks to pediatric patients. ‘

(c)(1) An applicant may request a full waiver of the requirements of paragraph
(a) of this section if the applicant certifies that:

(1) Necessary studies are impossible or highly impractical because, e.g., the
number of such patients is so small or geographically dispersed, or

(ii) There is evidence strongly suggesting that the product would be ineffective
or unsafe in all pediatric age groups.

(2) An applicant may request a partial waiver of the requirements of paragraph
(a) of this section with respect to a specified pediatric age group, if the applicant
certifies that:

(1) The product:

(A) Does not represent a meaningful therapeutic benefit over existing therapies
for pediatric patients in that age group, and

(B) Is not likely to be used in a substantial number of patients in that age group,
and

(C) The absence of adequate labeling could not pose significant nisks to
pediatric patients; or :

(i1) Necessary studies are impossible or highly impractical because, e.g., the
number of patients in that age group is so small or geographically dispersed, or

(iii) There is evidence strongly suggesting that the product would be ineffective
or unsafe in that age group, or

(iv) The applicant can demonstrate that reasonable attempts to produce a
pediatric formulation necessary for that age group have failed.

(3) FDA shall grant a full or partial waiver, as appropriate, if the agency finds
that there is a reasonable basis on which to conclude that one or more of the
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grounds for waiver specified in paragraphs (c)(2) or (c)(3) of this section have
been met. If a waiver is granted on the ground that it is not possible to develop a
pediatric formulation, the waiver will cover only those pediatric age groups
requiring that formulation. If a waiver is granted because there is evidence that
the product would be ineffective or unsafe in pediatric populations, this
information will be included in the product’s labeling.

(d) If a manufacturer fails to submit a supplemental application containing the
information or request for approval of a pediatric formulation described in
paragraph (a) of this section within the time specified by FDA, the drug product
may be considered misbranded or an unapproved new drug or unlicensed biologic.

PART 312 - INVESTIGATIONAL NEW DRUG APPLICATION
(3.) H* K R
(10) * K %

(iii) Pediatric studies. Plans for assessing pediatric safety and effectiveness.
sk ok ok K

I EEEE

(b) * * *

(1) End-of-Phase 2 meetings — (i) Purpose. The purpose of an end-of-phase 2
meeting is to determine the safety of proceeding to Phase 3, to evaluate the Phase
3 plan and protocols and the adequacy of current studies and plans to assess
pediatric safety and effectiveness, and to identify any additional information
necessary to support a marketing application for the uses under investigation.
kK ¥k Kk

(iv) Advance information. At least I month in advance of an end-of-Phase 2
meeting, the sponsor should submit background information on the sponsor’s plan
for Phase 3, including summaries of the Phase 1 and 2 investigations, the specific
protocols for Phase 3 clinical studies, plans for any additional nonclinical studies.
plans for pediatric studies, including a time line for protocol finalization,
enrollment, completion, and data analysis, or information to support any planned
request for waiver or deferral of pedlamc studies, and, if available, tentative
labeling for the.drug. * * *

(v) Conduct of meeting. * * * The adequacy of the technical information to
support Phase 3 studies and/or a marketing application may also be discussed.
FDA will also provide its best judgment, at that time, of the pediatric studies that
will be required for the drug product and whether their submission will be
deferred until after approval. * * *

(2) “Pre-NDA” and “pre-BLA” meetings. * * * The primary purpose of this
kind of exchange is to uncover any major unresolved problems, to identify those
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studies that the sponsor is relying on as adequate and well-controlled to establish
the drug’s effectiveness, to identify the status of ongoing or needed studies
adequate to assess pediatric safety and effectiveness, to acquaint FDA reviewers
with the general information to be submitted in the marketing application
(including technical information), to discuss appropriate methods for statistical
analysis of the data, and to discuss the best approach to the presentation and
formatting of data in the marketing application. * * *

To permit FDA to provide the sponsor with the most useful advice on preparing a
marketing application, the sponsor should submit to FDA’s reviewing division at
least 1 month in advance of the meeting the following information:

k % Kk K K

(ii1) Information on the status of needed or ongoing pediatric studies.
* ok ok ok K

ok e ok ’

(a) Pre-investigational new drug (IND) meetings. * * * The meeting may also
provide an opportunity for discussing the scope and design of phase 1 testing,
plans for studying the drug product in pediatric populations, and the best approach
for presentation and formatting of data in the IND.

(b) End-of-phase | meetings. * * * The primary purpose of this meeting is to
review and reach agreement on the desngn of phase 2 controlled clinical trials,
with the goal that such testing will be z adequ to provide sufficient data on the
drug’s safety and effectiveness to support a decision on its approvability for
marketing, and to discuss the need for, as well as the design and timing of,
studies of the drug in pediatric patients. For drugs for life-threatening diseases.
FDA will provide its best judgment, at that time, whether pediatric studies will be
required and whether their submission will be deferred until after approval. * * *

PART 314 - APPLICATIONS FOR FDA APPROVAL TO MARKET A
NEW DRUG OR ANANTIBIOTIC DRUG

Sec. 314.50 Content and format of an application.
T cnt and format ol an appIIc: ;

(d) ***

(7) Pediatric use section. A section describing the investigation of the drug for
use in pediatric populations, including an integrated summary of the information
(the clinical pharmacology studies, controlled clinical studies, or uncontrolled
clinical studies, or other data or information) that is relevant to the safety and
effectiveness and benefits and risks of the drug in pediatric populations for the
claimed indications, a reference to the full descriptions of such studies provided
under paragraphs (d)(3) and (d)(5) of this section, and information required to be
submitted under Sec. 314.55.
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Sec. 314.55 Pediatric use information.

(a) Required assessment. Except as provided in paragraphs (b), (c). and (d) of
this section, each application for a new active ingredient, new indication, new
dosage form, new dosing regimen, or new route of administration shall contain
data that are adequate to assess the safety and effectiveness of the drug product for
the claimed indications in all relevant pediatric subpopulations, and to support
dosing and administration for each pediatric subpopulation for which the drug is -
safe and effective. Where the course of the disease and the effects of the drug are
sufficiently similar in adults and pediatric patients, FDA may conclude that
pediatric effectiveness can be extrapolated from adequate and well-controlled
studies in adults usually supplemented with other information obtained in
pediatric patients, such as pharmacokinetic studies. Studies may not be needed in
each pediatric age group, if data from one age group can be extrapolated to
another. Assessments of safety and effectiveness required under this section for a
drug product that represents a meaningful therapeutic benefit over existing
treatments for pediatric patients must be carried out using appropriate
formulations for each age group(s) for which the assessment is required.

(b) Deferred submission. (1) FDA may, on its own initiative or at the request
of an applicant, defer submission of some or all assessments of safety and
effectiveness described in paragraph (a) of this section until after approval of the
drug product for use in adults. Deferral may be granted if, among other reasons,
the drug is ready for approval in adults before studies in pediatric patients are
complete, or pediatric studies should be delayed until additional safety or
effectiveness data have been collected. If an applicant requests deferred
submission, the request must provide a certification from the applicant of the
grounds for delaying pediatric studies, a description of the planned or ongoing
studies, and evidence that the studies are being or will be conducted with due
diligence and at the earliest possible time.

(2) If FDA determines that there is an adequate justification for temporarily
delaying the submission of assessments of pediatric safety and effectiveness, the
drug product may be approved for use in adults subject to the requirement that the
applicant submit the required assessments within a specified time.

(c) Waivers — (1) General. FDA may grant a full or partial waiver of the
requirements of paragraph (a) of this sectiorf on its own initiative or at the request
of an applicant. A request for a waiver must provide an adequate justification.

(2) Full waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section if the applicant certifies that:

(i) The drug product does not represent a meaningful therapeutic benefit over
existing treatments for pediatric patients and is not likely to be used in a
substantial number of pediatric patients;
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(i) Necessary studies are impossible or highly impractical because, e.g.. the
number of such patients is so small or geographically dispersed; or

(iii) There is evidence strongly suggesting that the drug product would be
ineffective or unsafe in all pediatric age groups.

(3) Partial waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section with respect to a specified pediatric age group, if the
applicant certifies that:

""" B (1) The drug product does not represent a meaningful therapeutic benefit over
— ' existing treatments for pediatric patients in that age group, and is not likely to be
used in a substantial number of patients in that age group;

(ii) Necessary studies are impossible or highly impractical because, e.g.. the
- number of patients in that age group is so small or geographically dispersed:;

(iii) There is evidence strongly suggesting that the drug product would be
ineffective or unsafe in that age group; or
— (iv) The applicant can demonstrate that reasonable attempts to produce a
pediatric formulation necessary for that age group have failed.
(4) FDA action on waiver. FDA shall grant a full or partial waiver, as
- appropriate, if the agency finds that there is a reasonable basis on which to
conclude that one or more of the grounds for waiver specified in paragraphs (c)(2)
or (c)(3) of this section have been met. If a waiver is granted on the ground that it
is not possible to develop a pediatric formulation, the waiver will cover only those
pediatric age groups requiring that formulation. If a waiver is granted because
there is evidence that the product would be ineffective or unsafe in pediatric
‘ populations, this information will be included in the product’s labeling.

(5) Definition of “meaningful therapeutic benefit”. For purposes of this section
and Sec. 201.23 of this chapter, a drug will be considered to offer a meaningful
therapeutic benefit over existing therapies if FDA estimates that:

(1) If approved, the drug would represent a significant improvement in the
treatment, diagnosis, or prevention of a disease, compared to marketed products
adequately labeled for that use in the relevant pediatric population. Examples of
e ) how improvement might be demonstrated include, for example, evidence of
increased effectiveness in treatment, prevention, or diagnosis of disease,
elimination or substantial reduction of a treatment-limiting drug reaction,
documented enhancement of compliance, or evidence of safety and effectiveness
in a new subpopulation; or
(i) The drug is in a class of drugs or for an indication for which there is a need
for additional therapeutic options.
(d) Exemption for orphan drugs. This section does not apply to any drug for an
indication or indications for which orphan designation has been granted under part
316, subpart C, of this chapter.
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Sec. 314.81 Other postmarketing reports.
"y * %k ok k¥
(b) * * *
(2) % * *
(i) Summary. A brief summary of significant new information from the previous
year that might affect the safety, effectiveness, or labeling of the drug product.
The report is also required to contain a brief description of actions the applicant
has taken or intends to take as a result of this new information, for example,
— submit a labeling supplement, add a warning to the labeling, or initiate a new
: study. The summary shall briefly state whether labeling supplements for pediatric
use have been submitted and whether new studies in the pediatric population to
support appropriate labeling for the pediatric population have been initiated.
Where possible, an estimate of patient exposure to the drug product, with special
reference to the pediatric population (neonates, infants, children, and adolescents)
~ shall be provided, including dosage form. * * * * *
(Vi) * * * .
(c) Analysis of available safety and efficacy data in the pediatric population and
- changes proposed in the labeling based on this information. An assessment of
data needed to ensure appropriate labeling for the pediatric population shall be
included.
- (vii) Status reports. A statement on the current status of any postmarketing
studies performed by, or on behalf of, the applicant. The statement shall include
whether postmarketing clinical studies in pediatric populations were required or
agreed to, and if so, the status of these studies, €.g., to be initiated, ongoing (with
o projected completion date), completed (including date), completed and results
submitted to the NDA (including date). To facilitate communications between
FDA and the applicant, the report may, at the applicant’s discretion, also contain a
list of any open regulatory business with FDA concerning the drug product
subject to the application. * * * * *

rioe PART 601 - LICENSING
B Sec. 601.27 Pediatri lics.

(a) Required assessment. Except as provided in paragraphs (b), (c), and (d) of
- this section, each application for a new active ingredient, new indication, new

dosage form, new dosing regimen, or new route of administration shall contain
data that are adequate to assess the safety and effectiveness of the product for the
claimed indications in all relevant pediatric subpopulations, and to support dosing
and administration for each pediatric subpopulation for which the product is safe
and effective. Where the course of the disease and the effects of the product are
“‘“ similar in adults and pediatric patients, FDA may conclude that pediatric
effectiveness can be extrapolated from adequate and well-controlled effectiveness
studies in adults, usually supplemented with other information in pediatric
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patients, such as pharmacokinetic studies. [n addition, studies may not be needed
in each pediatric age group, if data from one age group can be extrapolated to
. another. Assessments required under this section for a product that represents a
meaningful therapeutic benefit over existing treatments must be carried out using
appropriate formulations for the age group(s) for which the assessment is
required.
(b) Deferred submission. (1) FDA may, on its own initiative or at the request
of an applicant, defer submission of some or all assessments of safety and
- effectiveness described in paragraph (a) of this section until after licensing of the
product for use in adults. Deferral may be granted if, among other reasons, the
product is ready for approval in adults before studies in pediatric patients are
: complete, pediatric studies should be delayed until additional safety or
‘ effectiveness data have been collected. If an applicant requests deferred
submission, the request must provide an adequate justification for delaying
pediatric studies, a description of the planned or ongoing studies, and evidence
that the studies are being or will be conducted with due diligence and at the
earliest possible time.
o (2) If FDA determines that there is an adequate justification for temporarily
delaying the submission of assessments of pediatric safety and effectiveness, the
product may be licensed for use in adults subject to the requirement that the
applicant submit the required assessments within a specified time.
— (c) Waivers — (1) General. FDA may grant a full or partial waiver of the
requirements of paragraph (a) of this section on its own initiative or at the request
of an applicant. A request for a waiver must provide an adequate justification.
(2) Full waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section if the applicant certifies that: ‘

(i) The product does not represent a meaningful therapeutic benefit over
existing therapies for pediatric patients and is not likely to be used in a substantial
number of pediatric patients;

(i1) Necessary studies are impossible or highly impractical because, e.g., the
- number of such patients is so small or geographically dispersed; or

(iil) There is evidence strongly suggesting that the product would be ineffective
or unsafe in all pediatric age groups.

(3) Partial waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section with respect to a specified pediatric age group, if the
applicant certifies that:

(i) The product does not represent a meaningful therapeutic benefit over
existing therapies for pediatric patients in that age group, and is not likely to be
used in a substantial number of patients in that age group;

(ii) Necessary studies are impossible or highly impractical because, e.g., the
number of patients in that age group is so small or geographically dispersed;
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(i11) There 1s evidence strongly suggesting that the product would be ineffective
or unsafe in that age group; or

(iv) The applicant can demonstrate that reasonable attempts to produce a
pediatric formulation necessary for that age group have failed.

(4) FDA action on waiver. FDA shall grant a full or partial waiver, as
appropriate, if the agency finds that there is a reasonable basis on which to
conclude that one or more of the grounds for waiver specified in paragraphs (c}(2)
or (c)(3) of this section have been met. [fa waiver is granted on the ground that it
is not possible to develop a pediatric formulation, the waiver will cover only those
pediatric age groups requiring that formulation. If a waiver is granted because
there is evidence that the product would be ineffective or unsafe in pediatric
populations, this information will be included in the product’s labeling.

(5) Definition of “meaningful therapeutic benefit”. For purposes of this
section, a product will be considered to offer a meaningful therapeutic benefit
over existing therapies if FDA estimates that:

(1) If approved, the product would represent a significant improvement in the
treatment, diagnosis, or prevention of a disease, compared to marketed products
adequately labeled for that use in the relevant pediatric population. Examples of
how improvement might be demonstrated include, e.g., evidence of increased
effectiveness in treatment, prevention, or diagnosis of disease; elimination or
substantial reduction of a treatment-limiting drug reaction; documented
enhancement of compliance; or evidence of safety and effectiveness in a new
subpopulation; or ’

(i) The product is in a class of products or for an indication for which there is a
need for additional therapeutic options.

(d) Exemption for orphan drugs. This section does not apply to any product for
an indication or indications for which orphan designation has been granted under
part 316, subpart C, of this chapter.

Sponsors of licensed biological products shall submit the following information
each year within 60 days of the anniversary date of approval of the license, to the
Director, Center for Biologics Evaluation and Research:

(2) Summary. A brief summary stating whether labeling supplements for
pediatric use have been submitted and whether new studies in the pediatric
population to support appropriate labeling for the pediatric population have been
initiated. Where possible, an estimate of patient exposure to the drug product,
with special reference to the pediatric population (neonates, infants, children, and
adolescents) shall be provided, including dosage form.

(b) Clinical data. Analysis of available safety and efficacy data in the pediatric
population and changes proposed in the labeling based on this information. An
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assessment of data needed to ensure appropnate labeling for the pediatric
population shall be included.

(c) Status reports. A statement on the current status of any postmarketing
studies in the pediatric population performed by, or on behalf of, the applicant.
The statement shall include whether postmarketing clinical studies in pediatric
populations were required or agreed to, and if so, the status of these studies. e.g..
to be initiated, ongoing (with projected completion date), completed (including
date), completed and results submitted to the BLA (including date).

B. Statement Of Grounds For Revoking The Pediatric Rule

The Association of American Physicians and Surgeons (“AAPS”) is a not-for-profit
membership organization that represents approximately 4,000 physicians nationwide in all
practices and specialties. It was established in 1943 to preserve the practice of private medicine,
and has remained dedicated to the Oath of Hippocrates and the sanctity of the patient-physician
relationship, which AAPS believes must be protected from all forms of third-party intervention.
Indeed, since its founding over fifty years ago, AAPS has been the only national organization
consistently supporting free market principles in medical practice. AAPS seeks reconsideration
of FDA’s Pediatric Rule on the ground that it impedes the ability of physicians to treat their
patients by diminishing the choices available to prescribing physicians. AAPS believes that
FDA should not direct the research efforts of pharmaceutical companies. Rather, it should
expeditiously approve all drugs that are safe and effective for the purposes for which they are
intended, and leave to doctors, in consultation with their patients, the decision of whether any
“off-label” use is appropriate.'

The Competitive Enterprise Institute (“CEI") is a non-profit public policy organization
dedicated to the principles of free enterprise and limited government. CEI believes that
consumers are best helped by being allowed to make their own choices in a free marketplace,
rather than by being forced into decisions because of government regulation. CEI is nationally
recognized as a leading voice on a broad range of regulatory issues ranging from environmental
laws to antitrust policy to regulatory risk. CEI reaches out to the public and the media to ensure
that its ideas are heard, works with policymakers to ensure that they are implemented, and, when

‘ Use of a product for a purpose or in a manner not suggested by the product’s labeling
constitutes an “off-label use.” “Off-label uses include treating a condition not indicated on the
label, or treating the indicated condition but varying the dosing regimen or the patient

population” from that indicated on the label. Washington Legal Found. v. Friedman, 13 F. Supp.
2d 51, 55 (D.D.C. 1998), appeal docketed, No. 99-5304 (D.C. Cir. Sept. 9, 1999).
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necessary, takes its arguments to court to ensure that the law is upheld. CEI objects to FDA's
unprecedented assertion of authority to order manufacturers to conduct studies with respect to
uses that they do not intend to claim on their labels or otherwise promote. CEI particularly
objects to FDAs claim that it can direct a drug company to reformulate a drug if FDA believes
that such a reformulation may have a beneficial pediatric use. Such an approach is not only
inefficient, but will dramatically raise the costs and diminish the availability of drugs to

consumers.

Consumer Alert is a national, non-profit, non-partisan membership organization for
people concerned about the excessive growth of government regulation at the national and state
levels. Founded in 1977, Consumer Alert is dedicated to informing the public about the
consumer benefits of competitive enterprise and to promoting sound economic, scientific, and
risk data in public policy decisions. Consumer Alert’s vision of consumerism is that advancing
competition is the best regulator of business, and that individual choice is the best expression of
consumer interest. Consumer Alert’s mission is to enhance understanding and appreciation of
the consumer benefits of a market economy so that individuals and policymakers rely more on
private, rather than governmental, approaches to consumer concerns. Like CEI, Consumer Alert
objects to the Pediatric Rule as an unnecessary and unwarranted governmental intrusion into
what should essentially be private manufacturer decisions concerning which drug uses to study
and obtain FDA approval to market and which formulations to develop.

On behalf of the doctors, patients, and drug manufacturers who are members of the
petitioning organizations, AAPS, CEI, and Consumer Alert (“Petitioners™) hereby request that
FDA reconsider and withdraw its Pediatric Rule for the following reasons:

. First, the Pediatric Rule conflicts with the pediatric exclusivity provision in the
Food and Drug Administration Modernization and Accountability Act of 1997
(“FDAMA"™), Pub. L. No. 105-115, 111 Stat. 2296 (1997), that Congress
established to encourage voluntary pediatric testing. Since FDA published its
Final Rule, actual experience has demonstrated that this mechanism is working
well, rendering the Pediatric Rule unnecessary. See App. A., pp. A-1 to A-26.

° Second, the Pediatric Rule conflicts with FDAMA'’s goal of streamlining the drug
approval process by instead increasing the cost of pharmaceuticals, further
delaying the introduction of new drugs to market, and hampering new drug
innovation. See App. A, pp. A-26 to A-39.

. Third, FDA’s decision to characterize pediatric uses as foreseeable and therefore
“intended” so that FDA can then compel either pediatric clinical studies or
possibly the development of pediatric formulations is a dramatic, unprecedented,
and illegal assertion of authority, see App. B, for which FDA has supplied no
satisfactory justification, see App. C.
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. Finally. as a matter of sound public policy and basic constitutional principles. the
Pediatric Rule — which forces manufacturers to conduct expensive clinical research
and to reformulate a safe and effective product to sell to persons to whom they do
not intend to sell — represents an unnecessary intrusion into manufacturers’ basic
decisional prerogatives concerning the intended purchasers of its products and a
prime example of regulatory overreaching. See App. D.

Although Petitioners did not participate in the rulemaking, the adverse impact of this
Rule on their members warrants the action requested in this Petition.” Moreover, although FDA
may have considered some of the arguments made below in the course of the rulemaking, FDA
has failed to justify its unprecedented assertion of authority to (1) deem certain uses
“foreseeable” — even for drugs that have not yet actually been sold, and even if the manufacturer
disclaims those uses — and (2) treat those allegedly “foreseeable” uses as “intended uses” for
which manufacturers must conduct and submit testing information establishing the safety and
effectiveness of the drugs.” FDA’s failure to articulate a theory justifying its assertion of power
to direct manufacturers to engage in research to prove the safety and effectiveness even of
disclaimed uses, as well as the new evidence confirming the effectiveness of the incentive-based
provisions of FDAMA, warrant a thorough reconsideration, and revocation, of the Pediatric Rule.

> Description of the Pediatric Rul

Without demonstrating the existence of any problem warranting government intervention
or providing an adequate legal foundation, FDA has established an extensive layer of regulations
forcing manufacturers to seek approval for use on pediatric populations of drugs that are labeled
and promoted only for adults. Specifically, with respect to “each application for a new active
ingredient, new indication. new dosage form, new dosing regimen, or new route of
administration,” the Pediatric Rule requires manufacturers to submit “data that are adequate to
assess the safety and effectiveness of the drug product for the claimed indications in all relevant

pediatric subpopulations, and to support dosing and administration for each pediatric

: Courts have “found injury-in-fact where the defendants’ actions impaired the plaintiffs’
access to certain goods.” Arent v. Shalala, 866 F. Supp. 6, 10 (D.D.C. 1994) (citing Competitive

Enter, Inst. v. NHTSA, 901 F.2d 107, 113 (D.C. Cir. 1990)), aff’d in part and remanded in part
gn_g_thgr_grmmdg 70 F.3d 610 (D.C. Cir. 1995). In Arent, the court also found that even “‘where

the plaintiff is not itself the subject of the contested regulatory action,” it still may be within the
“zone of interests” if it is directly interested as a purchaser of the regulated product. 866 F.

Supp. at 12. As physicians whose ability to treat patients will be compromised by the delays and
increased costs that the Pediatric Rule will cause, and as representatives of patients whose health
will be compromised, Petitioners plainly fall into this “zone of interests.”

’ For an explanation of the term “intended use,” see App. B, p. B-1.
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subpopulation for which the drug is safe and effective.” 21 C.F.R. § 314.55(a) (1999).* The
Rule further requires manufacturers to develop and use pediatric formulations appropriate for
each age group in which the clinical studies needed to generate the requisite data of safety and
effectiveness are conducted. See id.

The Rule permits deferral of these requirements — at FDA''s discretion — to expedite the
drug approval process or to address safety concerns with testing the drug on children before its
safety and/or effectiveness in adults has been adequately established. See id. § 314.55(b).
Similarly, the Rule permits waiver of these requirements if:

(1) The drug product does not represent a meaningful therapeutic benefit over
existing treatments for pediatric patients and is not likely to be used in a
substantial number of pediatric patients;

(1) Necessary studies are impossible or highly impractical because, ¢.g,, the
number of such patients is so small or geographically dispersed; or

(i11)  There is evidence strongly suggesting that the drug product would be
ineffective or unsafe in all pediatric age groups.

Id. § 314.55(c).

The Rule does not, however, permit waiver or deferral of these requirements based on a
manufacturer’s certification that it does not intend to market the drug for pediatric use. See id.
§ 314.55. Thus, whereas manufacturers once could control the uses for which they conducted

clinical studies and sought approval of new drug products, FDA has now forced manufacturers to

conduct studies and develop formulations for uses of a new drug that manufacturers may not
desire to pursue.’

With respect to marketed drugs that have not been approved for pediatric use, the Rule
purports to allow FDA to require manufacturers to “‘submit an application containing data
adequate to assess whether the drug product is safe and effective in pediatric populations.” Id.
§ 201.23(a) (1999). This includes, at FDA’s discretion, “adequate evidence to support dosage

and administration in some or all pediatric subpopulations.” [d, The Rule also purports to allow

FDA to require manufacturers *“to develop a pediatric formulation for a drug product that

* All emphasis in this letter and the accompanying appendices is added unless otherwise

noted.

clinical testing. See 21 C.F.R. § 201.57(f}(9)(v), (v1) (1999).

Indeed, FDA has long required manufacturers to disclaim pediatric uses in the absence of
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represents a meaningful therapeutic benefit over existing therapies for pediatric populations for
whom a pediatric formulation is necessary, unless the manufacturer demonstrates that reasonable
attempts to produce a pediatric formulation have failed.” Id.

Although the regulation concerning marketed drugs contains waiver provisions similar to
those governing new drugs, a manufacturer cannot obtain a waiver merely because it does not
wish to expand the uses of its product to pediatric populations. See id. § 201.23(c). Ifa
manufacturer does not comply with FDA’s pediatric testing requirement, FDA asserts the
authority to declare the offending product to be “misbranded or an unapproved new drug or
unlicensed biologic.” Id. § 201.23(d); 21 U.S.C. § 355(d) (1994 & Supp. III 1997).° FDA
claims this authority notwithstanding its necessary previous finding that precisely the same
product is “safe for use under the conditions prescribed, recommended, or suggested in the
proposed labeling thereof.” 21 C.F.R. § 201.23(d); 21 U.S.C. § 355(d).

3. Summary of Argument

FDA should immediately revoke the regulations comprising the Pediatric Rule. The
Pediatric Rule is fundamentally inconsistent with key purposes and provisions of FDAMA which
encourage manufacturers to bring off-label uses on-label voluntarily - that is, in response to '
incentives rather than by FDA fiat. One of these incentives encourages manufacturers to seek
approval for use of their drugs in pediatric populations by offering them an additional six months
of exclusivity for their drugs under certain circumstances. 21 U.S.C. § 355a (Supp. III 1997).
Another important FDAMA provision requires FDA to publish “standards for the prompt review
of supplemental applications” to encourage manufacturers to seek approval for off-label uses of
marketed drugs. See 21 U.S.C. § 371 note (Supp. III 1997). The Pediatric Rule, however,
requires precisely the same type of studies that the statute only authorizes FDA to request. The
mandatory nature of the Pediatric Rule also creates serious ethical problems associated with drug
testing on children that are minimized under Congress’s voluntary scheme. For a more detailed
discussion of these points, see App. A, pp. A-2 to A-26.

The Pediatric Rule also conflicts with FDAMA'’s goal of reducing the inordinate amount
of time that FDA consumes in approving new drug applications (“NDAs"). To effectuate this
purpose, Congress included provisions in FDAMA designed to: (1) abbreviate and simplify the
data necessary for FDA to conclude that a drug is safe and effective, 21 U.S.C. § 355(d); (2)
streamline clinical research on drugs, id. § 355(1); and (3) institute a fast-track approval process
for drugs to treat life-threatening illnesses, id. § 356. Yet the Pediatric Rule requires not only

6 In the vast majority of cases, however, FDA does not actually intend to seize the
offending drugs and remove them from the market as provided in 21 U.S.C. § 334 (1994 & Supp.
[11 1997). Rather, FDA intends to seek court injunctions requiring manufacturers to conduct the
testing required by the Pediatric Rule. Sce 63 Fed. Reg. at 66,655.
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additional clinical studies but also the potential development of pediatric formulations of certain
drugs. Thus, the Rule will render the already cumbersome drug approval process costlier,
slower, and even more inefficient. For a more detailed discussion of this point, see App. A pp.
A-26 to A-39.

In addition to conflicting with key FDAMA goals, the Pediatric Rule contravenes the
long-standing and universal understanding of Congress, the courts, and FDA conceming the
nature of the “intended uses™ of drug products that are subject to FDA’s regulatory authority.
From the 1906 inception of national food and drug law to the present, drug manufacturers have
always determined the “intended uses” for which they sought approval to market their drug
products by virtue of the promotional claims they made in their product’s labeling. Any other
uses — no matter how foreseeable or desired — were considered to be “off-label” and, thus,
outside of FDA’s jurisdiction.

FDA’s promulgation of the Pediatric Rule, by contrast, would overturn this long-standing
and universally understood balance of power by purporting to allow FDA - rather than the
manufacturer — to determine the uses to which the manufacturer’s product would be put.
Specifically, FDA has asserted the right to require manufacturers of both new and marketed
drugs to seek approval for use of their drugs on pediatric populations -~ even though the
manufacturer may only desire to market its drug to adult populations. See 21 C.F.R. §§ 201.23,
314.55. Under the Pediatric Rule, FDA may now even force a manufacturer to develop new
formulations of a drug for uses for which the manufacturer never intended to seek approval. See
21 C.F.R. §§ 201.23, 314.55. Not only has FDA far exceeded its congressional mandate in
treating foreseeable uses as “intended uses,” but it has also gone farther afield by creating a per
se presumption that certain uses are foreseeable even where (1) the drug has not actually been
marketed, and (2) the manufacturer has affirmatively disclaimed the allegedly “foreseeable” use
at issue. FDA should immediately cease such unwarranted intrusion into determining the uses
for which drugs will be marketed, which Congress historically has made the manufacturers’
exclusive province. For a more detailed discussion of these points, sge App. B, pp. B-1 to B-15.

[f taken to its logical conclusion, the theory underlying the Pediatric Rule would render
the drug approval and misbranding mechanisms of the Food, Drug, and Cosmetic Act (“FDCA”),
Pub. L. No. 75-717, 52 Stat. 1040 (1938), virtually inoperable. For example, requiring
manufacturers to conduct clinical studies to establish the safety and efficacy of all arguably
foreseeable uses of each new drug that they seek to market would dramatically delay the
necessary approvals for marketing those drugs. Moreover, the “Abbreviated New Drug
Application” (“ANDA”) process for generic follow-on drugs — which requires the ANDA to
contain substantially identical labeling to the pioneer label — would cease to function if ANDA
applicants were required to claim, on their labeling, foreseeable uses that were unforeseen when
the pioneer drug’s label was approved. Further, considering foreseeable uses to be “intended”
would render the overwhelming majority of marketed drugs “misbranded” because their labels
would not contain adequate directions for each “intended use” of the drug as required by law.
See 21 U.S.C. § 352 (1994 & Supp. III 1997); 21 C.F.R. §§ 201.5, 201.100 (1999). FDA cannot
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avoid these harsh consequences by selectively enforcing its newly created foreseeability theory.
which would be impermissible in any event. For a more detailed discussion of these points, see
App. B. pp. B-15 to B-22. Thus, FDA’s per se “foreseeability™ theory, and consequently the
Pediatric Rule, are untenable.

In addition to conflicting with key purposes of FDAMA and flying in the face of well-
settled understanding of the types of intended uses subject to FDA’s regulatory authority, the
Pediatric Rule finds no statutory support in any other provision of the food and drug laws.
[ndeed, none of the statutory bases upon which FDA relies authorize the agency to venture so far

afield from its mission of ensuring that drugs are safe and effective for their labeled indications
and into the realm of direct control over manufacturer research and development of formulations.
For a more detailed discussion of this point, see App. D.

In sum, FDA should revoke the regulations comprising the Rule in light of:

(1) the stark contrast between key goals of recent food and drug legislation and the
Pediatric Rule’s effect, seg App. A,

(2) FDA'’s abrogation of the well-settled “intended use” principle in purporting to
dictate manufacturer decisions concerning appropriate labeled indications for their
drug products, see App. B, pp. B-1 to B-15;

(3) the disruption of Congress’s drug approval and misbranding mechanisms that
would ensue if FDA’s per se “foreseeability” theory underlying the Rule is
consistently applied, see App. B, pp. B-15 to B-22;

(<) the lack of statutory support for the Rule, see App. C; and
(5)-  the unconstitutional taking that results from enforcement of the Rule, se¢ App. D.
C. Environmental impact

The subject matter of this petition is not within any of the categories of action for which
an environmental assessment is required pursuant to 21 C.F.R. § 25.22 (1999), and is exempt
pursuant to 21 C.F.R. § 25.30(h) (1999) in that it is concerned with FDA’s procedures in
administering the Act.

D;Egnnnmic_imnasl

Not requested.
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.- E. Certification

The undersigned certifies, that, to the best knowledge and belief of the undersigned, this
‘ petition, including all appendices attached hereto, includes all information and views on which
i the petition relies, and that it includes representative data and information known to the petitioner

which are unfavorable to the petition.

Association of American
Physicians and Surgeons, Inc.
Andrew Schlafly, General Counsel

Respectfully submitted,

el ST

Andrew S. Krulwich
Daniel E. Troy

1601 N. Tucson Boulevard, Suite 9 Karyn K. Ablin
- Tucson, AZ 85716-3450 Kristina R. Osterhaus
Phone: (800) 635-1196 WILEY, REIN & FIELDING
1776 K Street, N.W.

Competitive Enterprise Institute
Sam Kazman, General Counsel

1001 Connecticut Avenue, N.W.
Suite 1250

Washington, D.C. 20036
Telephone: (202) 331-1010 ext. 218

Consumer Alert

Frances B. Smith, Executive Director
1001 Connecticut Avenue, N.W.
Suite 1128

Washington, D.C. 20036

Telephone: (202) 467-5809

Washington, D.C. 20006
Telephone: (202) 719-7000

Counsel for:

Association of American
Physicians and Surgeons, Inc.
Competitive Enterprise Institute

Consumer Alert
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APPENDIX A:

THE PEDIATRIC RULE CONTRAVENES
KEY PURPOSES UNDERLYING FDAMA.

Perhaps the most striking deficiency of the Pediatric Rule is that it clashes with
fundamental policies embodied in Congress’s most recent food and drug legislation, the Food
and Drug Administration Modemization and Accountability Act (“FDAMA"), which was
enacted barely one year before FDA promulgated the regulations comprising the Pediatric Rule.

Compare Pub. L. No. 105-115, 111 Stat. 2296 (1997) with Regulations Requiring Manufacturers

To Assess the Safety and Effectiveness of New Drugs and Biological Products in Pediatric

Patients: Final Rule, 63 Fed. Reg. 66,632 (1998).
It is a fundamental principle of administrative law that:
The rulemaking power granted to an administrative agency charged with the

administration of a federal statute is not the power to make law. Rather. it is the

- power to adopt regulations to carry'into effect the will of Congress as expressed
by the statute.

Emst & Ernst v. Hochfelder, 425 U.S. 185, 213-14 (1976) (internal quotations omitted). Thus.
“regulations, in order to be valid[,] must be consistent with the statute under which they are
promulgated.” United States v. Larionoff, 431 U.S. 864, 873 (1977) (invalidating regulations

that were “contrary to the manifest purposes of Congress™); accord United States v. Vogel

Eertilizer Co., 455 U.S. 16, 26 (1982) (“This Court has firmly rejected the suggestion that a

regulation is to be sustained simply because it is not technically inconsistent with the statutory

language, when that regulation is fundamentally at odds with the manifest congressional design.”

(internal quotations omitted)).

A-1



Far from retlecting and enforcing the congressional policies and purposes underlving
FDAMA. the Pediatric Rule contravenes key FDAMA goals in at least two respects. as sct torth
below.

L. THE RULE CONFLICTS WITH CONGRESS’S GOAL OF

ENCOURAGING MANUFACTURERS TO BRING ADDITIONAL
USES OF A DRUG ON-LABEL VOLUNTARILY.

One major goal of FDAMA is to encourage manufacturers, through various incentive
provisions, to bring off-label uses of their drugs on-label on a voluntary basis. In making these
provisions voluntary rather than mandatory, Congress recognized the value of off-label uses by
ensuring that cumbersome regulatory restrictions would not interfere with physicians’ ability to
prescribe cutting-edge medical treatments.' The Pediatric Rule, however, which requires that
off-label pediatric uses be brought on-label, rejects the very notion that off-label uses represent a
beneficial treatment option (as FDA has long acknowledged), and upsets Congress’s carefully
crafted balance concerning the appropriate circumstances for bringing off-label uses on-label.

A. As Congress Has Recognized, Off-Label Uses Are A Common,
Well-Recognized, And Essential Part Of Medical Practice.

The label for an approved drug “identifies only those uses for which the manufacturer has

conducted studies and has demonstrated, to FDA's satisfaction, substantial evidence of safety

: Indeed, it is precisely the voluntary nature of the pediatric exclusivity provisions that is

essential to keeping FDA within its statutory mandate. If manufacturers were instead required to
bring off-label uses of a drug on-label, this would interfere even more with the practice of
medicine than would barring physicians from prescribing drugs off-label, which is indisputably
outside FDA's jurisdiction. Forbidding physicians from prescribing drugs off-label would
merely eliminate certain uses of the drug. Requiring manufacturers to bring off-label uses on-
label. by contrast, could cause the drug to be withdrawn from the market altogether as a
“misbranded” product until the manufacturer could comply.



and effectiveness.™ Nevertheless, once *“a drug or device is approved by the agency as safte and
effective for one purpose. no FDA regulations prevent doctors from prescribing it for anv other
purpose.”™ Such use is called “off-label use” and includes treating a condition not indicated on

the label. or treating the indicated condition but varying the dosing regimen or the patient

population.” Washington Legal Found. v. Friedman, 13 F. Supp. 2d 51. 355 (D.D.C. 1998).
appeal docketed, No. 99-5304 (D.C. Cir. Sept. 9, 1999).*

As FDA'’s former Deputy Commissioner for Policy, William B. Schultz. has

acknowledged, “FDA knows that there are important off label uses of apprbved drugs.™ The

agency has even gone so far as to state that:

There is no FDA policy that seeks to limit physician prescribing of prescription
drugs to only FDA approved indications. Such a policy would . . . be an
unwarranted intrusion into the physician-patient relationship and have detrimental
public health consequences. . . . We, too, recognize that the physician in clinical

a

- U.S. General Accounting Office, Qff-Label Drugs: Reimbursement Policies Constrain

Physicians in Their Choice of Cancer Therapies, Pub. No. GAO/PEMD-91-14, at 10 (1991)
[hereinafter “GAQ Report™].

; Michael 1. Krauss, Loosening th ’s Drug Certification Monopolv: Implications tor
Tort Law and Consumer Welfare, 4 Geo. Mason L. Rev. 457, 470 (1996).

4 Accord James M. Beck & Elizabeth D. Azan, FDA. Off-I.abel Use, and Informed

( Qnsgnt Det_)gnlglng Myths gngi_ Misconceptions, 53 Food & Drug L.J. 71, 104 (1998)

(describing off-label uses as “using an approved drug to treat a disease that is not indicated on its
label, but is closely related to an indicated disease, treating related, unindicated diseases, and
treating the indicated disease but varying from the indicated dosage, regimen, or patient
population™).

3 More Information for Better Patient Care; Hearing Before the Senate Comm. on Labor
and Human Resources, 104th Cong. 81 (1996) (statement of William B. Schultz, FDA Dep.

Comm’r for Policy); see Beck & Azari, supra note 4, at 84 (“Nothing in the FDCA . . . suggests
that FDA is to conduct its own evaluations of uses other than those proposed by a
manufacturer.”).



practice is well-equipped to make responsible prescribing choices for both
approved and unapproved uses.’

Even this is an understatement. Off-label uses of drugs and medical devices constitute a
“common and integral feature™ of many, if not most, areas of medical practice.” Estimatces ot the
number of prescriptions for off-label uses of drug products range from twenty to sixty percent of
the approximately 1.6 billion prescriptions written each year.® As Michael R. Taylor. a former
FDA Deputy Commissioner for Policy, has stated, “‘off-label use is often essential to good
medical practice, and in some areas — oncology and pediatrics among them — off-label uses
constitute a significant portion of standard therapy. FDA recognizes and accepts this reality.™
William Hubbard, FDA’s Senior Associate Commissioner for Policy, Planning, and Legislation,
has likewise affirmed that “[a]ll of [FDA’s] physicians and scientists . . . strongly believe in the
concept of physicians being able to prescribe for off-label uses based on their own experience.

knowledge, consultation with colleagues and other sources of information.”"”

O

Letter from Ann Witt, Acting Director of FDA Division of Drug Marketing, Advertising
and Communications, Office of Drug Standards, to A. John Rush, M.D., Director, Mental Health
Clinical Research Center, University of Texas at Dallas, at | (Jan. 17, 1991).

Beck & Azari, supra note 4, at 79.

3

See id. at 80; accord Krauss, supra note 3, at 472 (observing that twenty to sixty percent
of all prescriptions written each year prescribe drugs for an off-label use).

’ Michael R. Taylor, issioner for Policy at the Food and

Mﬁ@@mm@w&mﬂn&i&m (Feb. 26 1992); see Use of
Approved Drugs for Unlabeled Indications, 12 FDA Drug Bulletin 4, 5 (Apr. 1982)

(*“Unlabeled’ uses may be appropriate and rational in certain circumstances, and may, in fact,
reflect approaches to drug therapy that have been extensively reported in medical literature.™)

[hereinafter “Unlabeled Indications”].

0 Pl.’s Mem. in Supp. of Summ. J. at 9, Washington Legal Found. v. Friedman, 13 F. Supp.
2d 51 (D.D.C. 1998) (No. 1:94CV01306) [hereinafter "WLF Mem.”] (citing Hubbard Tr. 72).
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[n certain fields, rates of off-label use are particularly high. For example. “[o]ff-lubel use
is common, and even predominant, in the treatment of cancer patients.”™ A government study
that collected data from the spring of 1990 found that, of the seventeen most commonly used
anti-cancer drugs. five had been used off-label at least 70% of the time."* Similarly. Carl Dixon.
the President of the Kidney Cancer Association, recently stated that the “most widely prescribed
medication for kidney cancer is off-label.”"?

Some off-label uses define “state of the art treatment.”™" In the case of AIDS. for
example, experts rebort that between 90% and 100% of applications are off-label."” According to
a representative of the American Medical Association, *“[i]n some cases, if you didn’t use the

drug in the off-label way, you’d be guilty of malpractice.”'® As one author bluntly stated,

GAO Report, supra note 2, at 40; id. at 3, 11 (“A third of all drug administrations to
cancer patients were off-label, and more than half of the patients received at least one off-label
drug. . .. [I]tis even possible that for a specific form of cancer, a drug given off-label may have
been proven to be more beneficial than any drug labeled for that cancer.™).

- Id. at 21-22.

P See FDA, Single Issue Focus Meeting, Section 401 of the FDA Modemization Act:

Disseminati I t ved/New Uses for Marketed Drugs, Biologics, and
Devices, at 14 (July 8, 1998) <http://www.fda.gov/ohrms/dockets/dockets/98n0222/tr00001 .txt>.

14

GAO Report, supra note 2, at 11.

3 See Kenneth P. Berkowitz et al., Congress Tries To Bridge the “Label Gap,” but Nobody
[s Cheering, Med. Mktg. & Media, Jan. 1998, at 40, 42.

te Beck & Azari, supra note 4, at 80 (citing Fran Kritz, FDA Seeks To Add Drugs’ New
Uses to Labels, Wash. Post, Mar. 29, 1994, at Z11 (quoting American Medical Association vice-

president)).



“[o]bviously, many more people would die, and the clamor about FDA-induced “drug lag” would
be more intense, if off-label prescriptions were suppressed.”"”

Through off-label use, physicians discover new, more effective means of treating their
patients. The FDA Drug Bulletin reported that when physicians resort to off-label use of drug
products, they often discover “‘[v]alid new uses for drugs already on the market . . . through
[their] serendipitous observations and therapeutic innovations.”™® The great majority of
breakthroughs in treating depression and schizophrenia come through unapproved uses, as have
nearly avlvlp éurative anti-cancer therapies."’

Off-label uses are especially common in pediatric populations. See Washington Legal
Found., 13 F. Supp. 2d at 56 (observing that off-label uses are important to pediatrics). In fact,
FDA recognizes that many off-label uses are the norm in pediatrics, often because testing in
children can be prohibitively expensive and because involving children in clinical trials raises

special concerns not present with respect to adult testmg As a result of the costs, risks. and

unique difficulties involved in bringing pediatric uses on-label for a drug only approved for uses

1 Krauss, supra note 3, at 473.
" Unlabeled Indications, supra note 9, at 5.
v See Robert M. Goldberg, i ’s Medigal tion Monopoly, 1995

Regulation: Cato Rev. of Bus. & Gov't, No. 2, at 48.

0 See WLF Mem., supra note 10, at 7 (citing Temple Tr. 54; David Kessler, Speech of

EDA Commissioner to the American Academy of Pediatrics (Oct. 14, 1992); Hubbard Tr. 164,
77-78); infra pp. A-23 to A-25 (discussing unique problems associated with pediatric testing,

including separation from parents, discomfort, fear, and difficulty in obtaining blood samples).
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in adult populations, most drugs carry a disclaimer stating that safety and effectiveness have not
been tested in children.”

FDA has attempted to justify the Pediatric Rule by saying that “the absence of pediatric
labeling information poses significant risks for children.” 63 Fed. Reg. at 66.632. Yet off-label
pediatric uses, like other off-label uses, are not unduly risky. “Off-label” merely means that the
label is “silent” as to that particular use. Such uses pose no great safety hazard because "FDA
premarket review of drugs involves [such] extensive scrutiny [that] the agency ordinarily has
reasonable assurances that marketed products are safe, both for their labeled uses and for general
use.” Neither does any correlation necessarily exist between the off-label versus on-label status
of a use and the benefits of that use.” As the GAO Report stated, “[t]he category ‘off-label use’

runs from clearly experimental use to standard therapy and even to state-of-the-art treatment.”™"

! See Lawrence Bachorik, Why FDA Is Encouraging Drug Testing in Children, FDA
Consumer, July-Aug. 1991, at 15 (interview with Paula Botstein, M.D., Deputy Director of

FDA’s Office of Drug Evaluation I) (stating that because population of children is small,
financial return of studying drugs in children is small); 21 C.E.R. § 201.57(f)(9)(v) (1999)
(requiring explicit disclaimer on label of drugs not approved for pediatric populations);
Reauthorization of the Prescription Drug User Fee Act and FDA Reform: Hearings Before the

Subcomm. on Health and Eavironment of the House Commerce Comm., 105th Cong. (Apr. 23.
1997) (statement of Sanford N. Cohen, American Academy of Pediatrics) (“Elghty percent or

more of drugs approved since 1962 have been approved and labeled for use in adults with a
disclaimer that they are not approved for use by children.”) [hereinafter “Cohen Testimony™].

= Beck & Azari, supra note 4, at 82.

=3 See id. at 72 (“All medical treatments, including off-label treatments, have medical risks.

. The mere fact of off-label use . . . is a matter solely of FDA regulatory status and cannot
logically be considered a medical risk of a drug or medical device. Nor is off-label use
inherently experimental or investigational.” (citation omitted)).

- GAO Report, supra note 2, at 11.
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[f anything, off-label pediatric uses arguably represent a less risky alternative for children
than does FDA's Pediatric Rule. Drugs used off-label in pediatric populations have already been
established to be safe and effective for use in adult populations. See 21 U.S.C. § 355(d) (1994 &
Supp. I 1997) (requiring that drug be safe and effective “*for use under the conditions
prescribed, recommended, or suggested in the proposed labeling thereof"). Moreover, doctors
prescribing drugs off-label to children will do so on a one-on-one basis, in the context of a
doctor-patient relationship. The Pediatric Rule, by contrast, pressures manufacturers in the
context of clinical studies — which involve groups of patients rather than the highly
individualized setting of a doctor-patient relationship — to administer those same drugs to
children before they are approved for use on adults. See 21 C.F.R. § 314.55(a) (1999) (requiring
new drug sponsors to submit “data that are adequate to assess the safety and effectiveness of the
drug product for the claimed indications in all relevant pediatric subpopulations, and to support
dosing and administration for each pediatric subpopulation for which the drug is safe and
effective’). Common sense dictates that the individualized administration to children in the
context of a doctor-patient relationship of drugs already established to be safe and effective tor
adults represents an alternative that is at least as safe — i1f not far safer — than forcing
manufacturers to test unapproved drugs on groups of children in the context of clinical studies.

Congress has recognized the well-established benefits of off-label uses. Specifically. it
has expressly forbidden FDA from interfering with those uses, thus enabling physicians to take
advantage of the latest advances in medical technology in treating their patients:

[1]t has been the long held view of Congress that the FDA should not regulate the

practice of medicine. In general, the FDA has no authority to regulate how

physicians prescribe approved drugs in the context of their medical practice.

Physicians prescribing off-label uses of approved drugs is not within the
jurisdiction of the FDA.
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H.R. Rep. No. 103-310, at 60 (1997); see also 21 U.S.C. § 396 (Supp. 1[I 1997) (exempting
practice of medicine from Food, Drug, and Cosmetic Act); H.R. Conf. Rep. No. 105-399, at v~.
regvrinted in 1997 U.S.C.C.A.N. 2880, 2887 (warning that “‘the FDA should not interfere in the
practice of medicine™ and that physician-prescribed off-label use of medical devices “is not the
province of the FDA™). Likewise, Congress allows reimbursement under the Medicare and
Medicaid programs for off-label pre;criptions. See 42 U.S.C. §§ 1396b, 1396r-8 (1994 & Supp.
111 1997).”

At the same time, Congress recognizes that there is some benefit in encouraging
manufacturers to seek FDA approval for off-label uses to keep the drug label up to date — so long
as the FDA approval process does not obstruct the availability of effective treatments to
prescribing physicians and their patients:

Although the use of an approved product for an unapproved use does not violate

the law, it is important to encourage the addition of new uses to the FDA-

approved product labeling in order to keep that labeling current with medical
practice.

H.R. Rep. No. 105-310, at 63; see also S. Rep. No. 105-43, at 42 (1997). To encourage
manufacturers voluntarily to seek approval for off-label indications — while at the same time
ensuring that FDA did not exceed its statutory authority — Congress included various incentives

in FDAMA. The Pediatric Rule undercuts that regime, substituting compulsion for cooperation.

B See also FDA, Public Hearing on Pharmaceutical Marketing and Information Exchange
in Managed Care Environments (Oct. 19, 1995) <hup://www.fda.gov/cder/ddmac/
MANAGEDCAREPANEL2 htm> (statement of Pharmacist Calvin Knowlton on behalf ot
American Pharmaceutical Association) (stating that Medicare and Medicaid statutes “provide
payment for off-label use of drugs if these uses are recognized as accepted medical practice
under the authoritative compendia listed in the Federal Medicare and Medicaid statutes™).

A-9




B. The Pediatric Rule Is Inconsistent With FDAMA Provisions
Designed To Encourage Manufacturers To Bring Off-Label
Uses On-Label Voluntarily.

1. The Rule Is Inconsistent with the Pediatric Exclusivity Provision.

In FDAMA, Congress enacted an elaborate voluntary incentive scheme whereby FDA
may request pediatric studies for both new and marketed drugs if FDA determines that additional
pediatric information concerning those drugs “may produce health benefits in the pediatric
population.” 21 U.S.C. § 355a (Supp. [II 1997). If the manufacturer agrees to conduct. and FDA
accepts; sﬂch studies, the manufacturer is entitled to an additional six months of marketing
exclusivity under certain circumstances. See id. The statute also contains a sunset provision and
a requirement that FDA report to Congress on this provision by January 1, 2001. Id. § 355a(j)-
(k) (Supp. III 1997). Notably, FDA must discuss in its report (1) “the effectiveness of the
program in improving information about important pediatric uses for approved drugs,” (2) “the
adequacy of the incentives provided under this secm;n an; (s.)’;‘any suggestions for
modification that the Secretary determines to be appropriate.” | Id. § 355a(k).

Although Congress only authorized FDA to request pediatric studies and to suggest
appropriate modifications after the incentive program had been tested, FDA has promulgated
regulations, far beyond its statutory mandate, which require manufacturers to conduct those same
studies. Compare 21 U.S.C. § 355a(a), (c) (Supp. III 1997) (authoriziﬁg FDA to “make[] a
WM” from manufacturers of new and marketed drugs) and S.
Rep. No. 105-43, at 3 (“The legislation giv e Secretary authority to request pediatric clinical

trials for new drug applications and provides 6 extra months of market exclusivity to drugs when

the manufacturer voluntarily meet{s] certain conditions under the program.”) with 21 C.F.R.




$201.23(a) (1999) (providing that manufacturer of marketed drug “may be required to submit an

application containing data adequate to assess™ safety and effectiveness of drug. ihcluding dosaue
and administration in some or all pediatric subpopulations and “may also be required to develop
a pediatric formulation”™) and id. § 314.55 (1999) (requiring new drug manufacturers to conduct

pediatric studies and develop pediatric formulations). It makes little sense for Congress to have

enacted legislation that “gives the Secretary authority to request pedi’atric clinical trials™ - and
provides substantial incentives to induce manufacturers to agree to conduct such studies — if all
alongﬂt'gzgecretary had authority to require those same studies, thus largely negating the
elaborate congressional scheme.

It is particularly inappropriate for FDA to contradict these explicit congressional
provisions in light of their obviously experimental nature. Not only did Congress include a \
sunset provision in the legislation, but it also expressly required FDA to report to Congress
concerning the effectiveness of the legislation, mcludlilgma;y:uggestlons that FDA could ofter to
improve the scheme. 21 U.S.C. § 355a(j)-(k). Rather than heed these explicit directives by
giving Congress’s scheme the benefit of the statutorily mandated trial run, however, FDA instead

proclaimed that it “does not believe . . . that incentives alone will result in pediatric studies of

some of the drugs and biologics where the need is greatest.” 63 Fed. Reg. at 66,639. Rather.

FDA declared its “belie[f] that a mixture of incentives and requirements is most likely to result in

real improvements in pediatric labeling.” Id. FDA provided no evidence to support this “belief.”
Instead, it pointed out that, under FDAMA, incentives are not available for many products. Sec¢
id.

Contrary to FDA’s pessimistic view of the efficacy of the pediatric exclusivity provisions

in FDAMA, many manufacturers have already decided to take advantage of these provisions. To
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illustrate. as of October 1, 1999, manufacturers had already filed 159 proposed pediatric study
requests with FDA. Of those 139 requests, FDA had acted on 157." Nine active moietics.
including six approved active moieties, have already received extended exclusivity as a result of
pediatric testing. > Most of the drugs that are currently benefiting from the extended pediatric
exclusivity'provisions are approved, marketed drugs rather than new drugs. FDA has stated that
it would require pediatric testing for appréved drugs “only in compelling circumstances.” which
it estimates will exist for “approximately two marketed drugs per year.” 63 Fed. Reg. at 66.054.

In light of this experience, FDA should reconsider its assertion that the FDAMA
procedures will be insufficient to bring about pediatric te.sting and revoke the Pediatric Rule. 63
Fed. Reg. at 66,639; see Home Box Office, Inc. v. FCC, 567 F.2d 9, 36 (D.C. Cir. 1977) (“[A]
regulation perfectly reasonable and appropriate in the face of a given problem may be highly
capricious if that problem does not exist.” (intemal quot_at_ions omitted)); see also Texas v. EPA,
499 F.2d 289, 319 & n.49 (5th Cir. 1974) (observing that agency must rely upon data that is “the
best that is feasibly available™ and that agency has “duty to reconsider and revise its requirements
as better data becomes available™). At a minimum, FDA should allow Congress’s voluntary

pediatric exclusivity scheme the congressionally mandated opportunity to prove its efficacy.

=6 See FDA, Center for Drug Evaluation and Research, Pediatric Exclusivity Statistics (last
modified Oct. 1, 1999) <http://www.fda.gov/cder/pediatric/wrstats.htm>.

27 S_gs&

3 See FDA, Center for Drug Evaluation and Research, Approved Active Moieties to Which
FDA Has Granted Exclusivity for Pediatric Studies Under Section S05A of the Federal Food,
Drug, and Cosmetic Act (last modified Oct. 29, 1999)

<http://www.fda.gov/cder/pediatric/exgrant.htm> (listing grants of pediatric extended exclusivity
for six approved active moieties, including grants for ibuprofen to two different sponsors).




2, The Rule Conflicts with the Supplemental Application Provision.

A second provision demonstrating that Congress intended to encourage - not torce
manufacturers to seek approval for off-label uses concerns supplemental applications for new
uses of approved drugs. See 21 U.S.C. § 371 note (Supp. I 1997). The provision accomplishes
this by, inter alia, establishing mechanisms by which FDA can “encourag[e] the prompt review
of supplemental applications” and “work([] with sponsors to facilitate the submission of data to
support supplemental applications.” Id. According to an accompanying House Report, the
purpose of the legisiation is to “encourage the regulated industry to submit supplemental
applications whenever feasible” for new uses of approved products and to do so by “reducing the
overall burden of submitting supplemental applications and obtaining their approval.” H.R. Rep.
No. 105-310, at 64.

Congress had a compelling p;ggtical reason for structuring FDAMA to allow off-label
uses to continue rather than to forcing those uses on-label immediately — medical discoveries
happen faster than FDA can possibly track:

New uses for drugs are often discovered after FDA approves the package inserts

that explain a drug’s approved uses. Congress would have created havoc in the

practice of medicine had it required physicians to follow the expensive and time-

consuming procedure of obtaining FDA approval before putting drugs to new
uses.

United States v. Algon Chem. Inc,, 879 F.2d 1154, 1163 (3d Cir. 1989).”°

2 See William L. Christopher, Off-Labe] Drug Prescription: Filling the Regulatory
Vacuum, 48 Food & Drug L.J. 247, 261 (1993) (stating that FDA *‘could not review drugs . . . at
a pace equal to that at which physicians discover beneficial off-label uses™).

Many states have statutes endorsing the use of off-label drugs. For example, N.J. Stat.
Ann. § 26.1A-36.9(g) (1996) contains the following statement:

(Continued...)




Despite Congress's clear intent to allow off-label uses to continue and merely encourage
- rather than require — that those uses be brought on-label, the Pediatric Rule requires
manufacturers of marketed drugs to seek approval for off-label pediatric uses. Moreover.
although the goal of the supplemental application provision is to “reduc[e] the overall burden of
submitting supplemental applications and obtaining their approval,” the Pediatric Rule increascs
that burden by requiring manufacturers not only to conduct clinical studies to support pediatric
uses, but also to develop entirely new formulations appropriate for various pediatric

subpopulations. See 21 C.F.R. § 201.23(a) (requiring manufacturer of marketed drug “to

(... Continued)
“Off-label” use of FDA-approved drugs provides efficacious drugs at a lower
cost. To require that all appropriate uses of a drug undergo approval by the FDA
may substantially increase the cost of drugs and delay or even deny patients’
ability to obtain medically effective treatment. FDA approval for each use would
require substantial expenditure and time to undergo the clinical trials necessary to
obtain FDA approval.

This widespread consensus that a drug regulatory scheme permitting off-label uses is
superior to one that does not stems from the notion that market forces, rather than the
government, can most efficiently determine the uses and the patient populations for which drugs
should be marketed. As one commentator has observed, “the clinical judgment of the
marketplace is more effective and quicker than the FDA regulatory scheme in making the
comparisons required to determine what drugs work and for whom.” Goldberg, supra note 19. at
42; see Doug Bandow, The FDA Can Be Dangerous to Your Health, Cato: This Just In (Jan. 29,
1997) <http://www.cato.org/dailys/1-29-97 htmi> (“[E]ffectiveness is best tested in the
marketplace.”). Indeed, economic studies, along with many years of FDA and drug manufacturer
experience, demonstrate that market forces have provided manufacturers with the incentive to
design and produce safe drugs, particularly if tort remedies are available as a disincentive. See
Krauss, supra note 3, at 459 (citing A. Mitchell Polinsky, An Introduction to Law and Economics
(1983)). Thus, private drug companies as market actors, and physicians and patients making
individualized health decisions — rather than the government — are better able to respond to the
medical, pharmaceutical, toxicologic, ethical, and resource considerations involved in deciding
whether to market a drug to pediatric populations.
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develop a pediatric formulation™ in certain instances). I[n short, the Pediatric Rule contradicts the
supplemental application provision.
C. Judicial Precedent Establishes That FDA Cannot Superimpose
Its Own Conflicting Scheme Of Mandatory Pediatric Regulations

On Congress’s Voluntary Scheme.

Judicial precedent confirms that FDA may not superimpose its own mandatory svstem of

regulations on Congress’s dramatically different, voluntary scheme. addressing the identical area

of law. As the Supreme Court has long recognized, it is “‘an elemental canon of statutory
construction that where a statute expressly provides a particular remedy or remedies. a court must
be chary of reading others into it. When a statute limits a thing to be done in a particular mode. It
includes the negative of any other mode.” Transamerica Mortgage Advisors, Inc. v. Lewis, 444
U.S. 11, 20 (1979) (internal quotations omitted). Applying this well-established canon in
Transamerica Mortgage Advisors, the Supreme Court refused to recognize private causes of
action for damages for violations of a statute that ‘nowher;expressly provides for a private causc
of action.” Id. at 14, 19-20. After observing that “Congress expressly provided both judicial and
administrative means for enforcing compliance,” the Court concluded that “it is highly
improbable that Congress absentmindedly forgot to mention an intended private action.” [d.
(internal quotations omitted).

The D.C. Circuit reached a similar conclusion in considering the propriety of the National

Mediation Board’s assertion of authority to investigate representation disputes among a carrier's

employees. See Railway Labor Executives’ Ass'n v. National Mediation Bd., 29 F.3d 655. 638-

59 (en banc), amended by 38 F.3d 1224 (D.C. Cir. 1994). In light of a statute that provided tor

such investigations to be initiated “upon request of either party to the dispute,” the court held that




the Board had exceeded its jurisdiction by initiating dispute investigations sua sponte given that
“Congress effectively has provided a ‘who, what, when, and how laundry list governing the
[agency’s] authority.” Id. at 665, 667. The court further observed that “[t]he duty to act under
certain carefully defined circumstances simply does not subsume the discretion to act under
other, wholly different, circumstances, unless the statute bears such a reading.” [d. at 671.

Applying this judicial reasoning to the context of the Pediatric Rule, where Congress has
enacted a detailed statutory scheme granting FDA limited authority to request that manufacturers
voluntarily conduct pediatric studies of certain drugs. FDA cannot assert the authority to require
manufacturers to conduct those studies. Moreover, where, as here, Congress expressly gave
FDA authority to request pediatric studies, “it is highly improbable that Congress
absentmindedly forgot to mention” that it also intended to grant FDA authority to'w those
same studies. |

D. The Serious Ethical Problems That Arise From The

Mandatory Nature Of The Pediatric Rule Confirm
The Superiority Of Congress’s Incentive-Based Solution.

The disturbing ethical problems that arise from the Pediatric Rule’s requirement of
mandatory testing of drugs in children — problems that are minimized by use of a voluntary
pediatric testing scheme — further confirm the superiority of Congress’é incentive-based scheme
over the mandatory Pediatric Rule. First, the Pediatric Rule pressures manufacturers to conduct
pediatric testing before a drug has been established as safe for adults. Second, by presuming that
all drugs should be tested in children, the Pediatric Rule exacerbates the special risks involved in

pediatric testing.
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1. The Pediatric Rule Increases the Risk of Pediatric
Testing Before a Drug Is Shown To Be Safe for Adults.

The domestic and international medical communities, as well as FDA. agree that pediatric
testing generally should be deferred until Phase 2 or Phase 3 of the clinical research process. The
American Academy of Pediatrics, for example, pointed out “without hesitation™ in its response to
FDA'’s proposed rulemaking that researchers should cémplete Phase | and part of Phase 2 betore
beginning pediatric testing.’® The international community likewise acknowledges that “{w]hen
pediatric patients are included in clinical trials, safety data from previous adult human exposure
would usually represent the most relevant safety data and should generally be available before
pediatric clinical trials.”™' Acting together with parallel regulatory bodies in Europe and Japan.

FDA co-sponsored and endorsed the international agreement that made this assertion.* FDA

0 Letter from American Academy of Pediatrics to FDA Dockets Management Branch re

Docket No. 97N-0165, Regulations Requiring Manufacturers To Assess the Safety and
Effectiveness of New Drugs and Biological Products in Pediatric Patients, at 1, 5 (Nov. 13. 1997)
[hereinafter “AAP Comments”]; see Committee on Drugs for the American Academy of
Pediatrics, Guidelines for the Ethical Conduct of Studies To Evaluate Drugs in Pediatric
Populations, 95 Pediatrics 286, 287 (1995) (stating that “studies in children should be preceded
by initial clinical trials in adults to provide preliminary pharmacokinetic, safety, and efficacy
data™) [hereinafter “Ethical Guidelines™]; see also FDA, Public Meeting on FDA’s Proposed
Regulation to Increase Pediatric Use Information for Drugs and Biologics (Oct. 27, 1997)
<http://wwwfda.gov/cder/meeting/transcript/ 102 7pedi.htm> (remarks of Dr. McCarthy, senior
research fellow at the Kennedy Center for Bioethics. Georgetown University) (“1 would make
sure that the studies are at least through Phase II in adults before you move to children, and [
would like to see it in two or three phases — older children, then younger children, and finally
infants.”) [hereinafter “Public Meeting”]; id. (remarks of Dr. Spielberg) (“[P]ediatric studies in
general should not be initiated with a new chemical entity prior to the establishment of the adult
dose, serum concentration profile, and a clear ‘go’ decision for the drug development process.™).

3 International Conference on Harmonisation, Guidance on Nonclinical Safety Studies for

the Conduct of Hum linical Trials for Pharmaceuticals, 62 Fed. Reg. 62,922, 62,925 (1997).
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Id, at 62,922 (stating that FDA “is committed to seeking . . . harmonized technical
procedures”™). Similarly, the European Committee for Proprietary Medicinal Products ("CPMP™)
{(Continued..)




also expressed its commitment to deferring pediatric testing in a 1977 report entitled General

Considerations for the Clinical Evaluation of Drugs ih Infants and Children when it stated that,
“[blecause of ethical considerations, reasonable evidence of efficacy generally should be known
before infants and children are exposed to the agent.”™"

Congress’s voluntary incentive scheme minimizes the risks arising from concurrent
pediatric testing. Because adult drug approval does not hinge upon successful completion ot
pediatric testing, there is no pressure on manufacturers to rush pediatric testing. Rather. the
1nanufacfﬁrers, after consulting with appropriate medical professionals, may determine the
appropriate tihing and circumstances under which to initiate pediatric testing, first ensuring that
the product is safe for adults.

By contrast, the Pediatric Rule’s mandatory approach exerts enormous pressure on
manufacturers to conduct concurrent pediatric testmg, given that thexr drug products cannot be

R R O

approved and marketed until safety and efficacy testing is complete. See 21 C.F.R. § 314.55(a).

(... Continued)
determined that, “In general, safety studies should be conducted first in animals as a part of the
routine pre-clinical development, then in adults, and subsequently in younger patients.”
European Agency for the Evaluation of Medicinal Products, Committee for Proprietary
Medicinal Products, Note for Guidance on Clinical [nvestigation of Medicinal Products in
Children, at 2 (Mar. 17, 1997). The age categories for pediatric testing also conflict with those
“set forth in the CPMP. See id. at 4-5. Such inconsistencies in timing requirements and age
categories could force sponsors engaged in the international pharmaceutical market to conduct
duplicative studies, thereby exposing more children than necessary to the risk ot drug testing.
resulting in what one drug manufacturer has called a “tremendously wasteful” allocation of
resources. Letter from Glaxo Wellcome Research and Development to FDA Dockets
Management Branch re Docket No. 97N-0165, Regulations Requiring Manufacturers To Assess
the Safety and Effectiveness of New Drugs and Biological Products in Pediatric Patients, at 15
(Nov. 12, 1997) [hereinafter “Glaxo Wellcome Comments™].

. FDA, General Considerations for the Clinical Evaluation of Drugs in Infants and
Children, at 5 (1977) [hereinafter “General Consideratjons in Infants and Children™].
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Manufacturers naturally will try to place valuable new treatments into the hands of adults who
need them as expeditiously as possible. The Pediatric Rule, however, hinders manufacturcrs’

efforts to do so by requiring that, before adults may have access to the new drug. it must {irst be

approved as safe and effective for use in children. Thus, FDA has limited manufacturers to three

undesirable choices:

(1) test the drug on children sooner rather than later to minimize the delav in
providing it to ailing adults, thus triggering the ethical concerns discussed
above by prematurely testing a product on children;

(2) test the drug on adults first to ensure that it is safe and effective before
testing it on children, thereby causing undesired, and potentially life-
threatening, delays in making the treatment accessible to adults; or

3) redirect research and development efforts away from diseases occurring in
both adults and children and toward diseases occurring exclusively in
adults to avoid this conundrum altogether, ultimately harming children by
limiting the quantity and quality of available pediatric treatments, both off-
label and on-label.

e

In light of these alternatives, FDA’s claim that “[n]dtfling in the ‘rulé yrequires concurrent testing
in adults and pediatric patients, nor testing in infants and neonates before testing in older
children,” 63 Fed. Reg. at 66,642, rings hollow.

Nor does FDA’s reliance upon the Pediatric Rule’s deferral provisions solve this
dilemma. See id. (“[I]ndustry comments appear to have misunderstood the explicit deferral
provisions' of the rule and perceived them as rare exceptions to a usual requirement that adults
and children be studied at the same time.”); id, at 66,640 (arguing that “‘the rule will not require
studies in settings where ethical or medical concerns militate against studies™ and that the Rule’s
deferral provisions are “‘specifically designed to ensure that no pediatric study begins until there
are sufficient safety and effectiveness data to conclude that the study is ethically and medically

appropriate™). Those provisions are merely exceptions to the general rule that all pediatric
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testing must be completed before a drug can be approved and marketed. See 21 C.F.R.
§ 314.55¢a).

Moreover, FDA has indicated that deferral should rarely be granted. FDA. for example,
refused one pharmaceutical company’s request to recognize circumstances in which FDA would
automatically grant deferral. Instead, FDA adopted rules that give FDA complete discretion to
determine whether deferral is appropriate. See id. § 314.55(b) (1999); 63 Fed. Reg. at 66.643
(“The need for deferral must be considered case-by-case.”). FDA has further warmned that
" deferral is not “necessarily warranted where analytic tools and clinical methodologies cannot be
easily adapted to pediatric patients,” nor are “[d]ifficuities in developing an adequate pediatric
formulation” likely grounds for obtaining a deferral. Id. at 66,644.

Even in the rare instances where deferral may be granted, the Pediatric Rule places a high
premium on testing new drugs on children as early as possible. Applications for deferral must
not only “provide a ceniﬁcatioﬁ from the applicant of the groi;nds for delaying pediatric studies™
and “‘a description of the planned or ongoing studies,” but they must also include “evidence that

the studies are being or will be conducted with due diligence and at the earliest possible time.”
21 C.E.R. § 314.55(b). )
In sum, FDA has done little to address legitimate concerns that the Pediatric Rule

essentially mandates concurrent testing. Rather, it has summarily dismissed these concerns,

leaving ethical issues unanswered and raising additional concerns about how it will apply this

“ In light of this substantial premium placed on early drug testing on children, FDA’s other

proffered justification of the safety of the Rule — Le., that “no pediatric study may go forward
without the approval of an {Institutional Review Board], which is responsible for ensuring that
the study is ethical and adequately protects the safety of the subjects” — provides little comfort.
63 Fed. Reg. at 66,640.

A-20




new mandate. This response is insufficient as a matter of law. See, e.g.. Motor Vehicle Mirs.

Ass'n v. State Farm Mut. Auto. [ns. Co., 463 U.S. 29, 43 (1983) (holding that “agency must
examine the relevant data and articulate a satisfactory explanation for its action™).

[t is particularly troublesome for FDA to subject children to the risk of concurrent testing
where the vast majority of that testing will ultimately prove unnecessary. Only a tiny traction of
all new drugs actually obtain FDA approval to be marketed. and thus are ever used by children.
Of the drugs that begin human clinical testing, “[o]nly 23% . . . eventually receive marketing
approval.” Drugs and Biologics — A Consumer’s Perspective: Hearings Before the Subcomm.
on Qversight and Investigations of the House Commerce Comm., 104th Cong. (May 25, 1995)
(written testimony of Kenneth Kaitin) [hereinafter “Kaitin Testimony”].”* As one commenter
observed, “up to 50% of drugs are abandoned befc;re phase 3.” See 63 Fed. Reg. at 66.643."

Even for the drugs that successfully reach Phase III, FDA itself has estimated that “only about

65% of all [new molecular entities] that enter phase III trials are eventually approved.” Pediatric

Drugs and Biological Products; Proposed Rule, 62 Fed. Reg. 43.900. 43.911 (1997); accord

35

See Krauss, supra note 3, at 462 (“Only one out of 5,000 new drugs now complete [the
drug approval] process successfully.”).

0 Accord David A. Kessler, The Regulation of Investigational Drugs, 320 New Eng. J.
Med. 281, 282 (1989) (“[T]he vast majority of preliminary drug studies do not lead to marketing
applications.”).

FDA’s position in the Pediatric Rule is that pediatric testing for products meant to cure
serious diseases that are less than life-threatening should begin when data is available “from the
initial well-controlled studies in adults” — i.¢., at the end of Phase II. 63 Fed. Reg. at 66.643.




Kaitin Testimony, supra p. A-21 (stating that only 64% of the drugs that begin Phase II{ testing
~ eventually receive market approvél).

These “"drug dropout” rates establish that the Pediatric Rule will subject children to risky
testing of products that will never even be marketed in the U.S.* I[ndeed. by FDA’s own
calculations, fully thirty percent of the children who would be exposed to drug testing under the
Pediatric Rule would be needlessly put at risk. 62 Fed. Reg. at 43,911 (increasing estimate ot
pediatric studies required by 30% to account for testing of “drugs that ultimately fail to gain
regulatory approval™); accord 63 Fed. Reg. at 66,662-63 (affirming prior calculations). ” FDA's
estimate conservatively assumes that manufacturers would conduct no pediatric testing until

Phase III or later. See 62 Fed. Reg. at 43,911. If some pediatric testing occurred before Phase

[11, the number of children needlessly put at risk would be even higher than FDA’s 30% estimate.

To expose children to huge risks unnecessarily, even before minimal safety and etticacy
of drugs for adults has been established, violates the whole purpose of the Pediatric Rule, which

is purportedly to make treatments safer for children. In addition, this potential exposure

highlights the superiority of Congress’s voluntary approach to pediatric testing. That approach

33

See Public Meeting, supra note 30 (statement of Dr. Walson, Division Head, Clinical
Pharmacology/Toxicology, at Children’s Hospital in Columbus, Ohio) (referring to “negative
guinea pig image of [pediatric] research”).

* FDA’s assumption that only 30% of pediatric testing will be unnecessary is inconsistent
with its position that “‘[p]ediatric studies of drugs and biologics for life-threatening diseases may
in some cases be appropriately begun as early as the initial safety data in adults becom

available.” 63 Fed. Reg. at 66,643.
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allows for maximum flexibility in ensuring that such testing is both necessary and safe betore its
initiation.™

2. The Pediatric Rule Exacerbates the Special Risks
and Difficulties Involved in Pediatric Testing.

The Pediatric Rule’s requirement that new drugs be universally tested on children unless
FDA affirmatively waives the requirement also unnecessarily aggravates the special problems
involved in conducting pediatric testing. As Dr. Clemente, founder and Chairman of the Board
of Ascent Pediatrics, explained during hearings on the Pediatric Rule, ““[t]esting in children is
different and it is also very demanding and expensive for a number of reasons. such as the
limitation of qualified study sites, the identification of appropriate patients, [and] parents[’]
reluctan[ce] to enroll their children in a clinical study.”™' Additionally, “[t]here are practical
considerations, such as obtaining blood and urine samples, {and] difficulty in obtaining outcome
data as children may not be able to describe symptoms or side effects.”™ These practical
considerations can make it difficult to develop appropriate methodologies to assess a drug’s
safety and effectiveness in children as well as to implement adequate behavioral safeguards for

studies. Other problems include obtaining informed consent,” the limited number of

0 This potential for harm undercuts FDA's former position that “[a] prime requirement [of

clinical investigation] is that the subjects (patients) are exposed to the least possible risk-
consistent with anticipated benefit.” FDA, General Considerations for the Clinical Evaluation of
Drugs (1977), at ii; accord id. at 1.

41

Public Meeting, supra note 30 (remarks of Dr. Clemente).
42 m_

# See Ethical Guidelines, supra note 30, at 292 (observing that “obtaining truly informed
consent may be difficult {in children with chronically progressive or potentially fatal diseases]
because of the child’s debilitated condition or the mental and emotional state of the parents™).




investigators who have expertise to conduct trials in young children, and determining appropriate
timing of clinical trials in light of the child’s maturation.* Additionally. special risk factors
apply to children, including “*discomfort. inconvenience, pain. fright. separation from parents or
familiar surroundings [and] effects on growth or development of organs.™

Yet another barrier to conducting clinical trials in pediatric patients is the difficulty in
enrolling sufficient numbers of children. Traditionally, studies of drug products in pediatric
populations have involved sick children.” Without the prospect of a medical advance for their
child, parents may have no incentive to enroll their children. In fact, at least one pediatric
medical journal has declared that “*[s]tudies that promise no demonstrable benefits to the child
participating in the study or to children in general should not be conducted, irrespective of the
minimal nature of the attendant risks.”*’

The scheme that Congress established in FDAMA_‘ mipig}izes such problems. Because
pediatric testing is ehcouraged but not required, manufacturers can determine when, and whether.
to conduct such testing. Manufacturers are therefore likely to defer testing until they are sure that

the product will gain approval for use in adults and there is demonstrated pediatric interest, thus

producing a potential “sick child” population for testing. This winnowing process will eliminate

44

Letter from Novartis Pharms. Corp. to FDA Dockets Management Branch re Docket No.
97N-0165, Pediatric Patients: Regulations Requiring Manufacturers To Assess the Safety and
Effectiveness of New Drugs and Biological Products: Proposed Rule, at 3-4 (Nov. 13, 1997).

3 Ethical Guidelines, supra note 30, at 288.

46

eneral Considerations in Infants and Children, supra note 33, at 5 (“Based on
ethical considerations, sick children rather than well ones will be the principal source of the
experimental population . . . .”).

7 Ethical Guidelines, supra note 30, at 288.
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a large number of products from consideration for testing on children. The Pediatric Rulc. by
contrast, exacerbates these problems by virtue of its universal mandatory approach to pediatric
testing.

E. Section 355a(i) Of FDAMA Does Not Allow FDA To
Bootstrap Its Authority To Promulgate The Pediatric Rule.

Contrary to FDA’s claims, 21 U.S.C. § 355a(i) does not support its position that the
Pediatric Rule is statutorily permissible and consistent with FDAMA. That provision awards
extended market exclusivity to a drug for which a manufacturer has conducted pediatric studics
that were “required pursuant to regulations promulgated by the Secretary™ and that comply with
the requirements of § 355a. Seg 21 U.S.C. § 355a. The provision, however, does not constitute

an independent grant of statutory authority for FDA to require pediatric studies. See H.R. Rep.

No. 105-310, at 54 (acknowledging that regulations requiring pediatric studies must be

“promulgated under other authorities of law”); National Pharm. Alliance v. Henney, 47 F. Supp.

2d 37, 41 (D.D.C. 1999) (acknowledging that, apart from congressionally enacted legislative

incentives for pediatric testing, such testing “is not otherwise required of drug manufacturers™).

Rather, it recognizes that there may be situations where FDA properly may require pediatric
testing under preexisting statutory authorities, such as where a manufacturer declines to disclaim
pediatric uses. As discussed in Appendices B and C below, FDA’s rule goes far beyond its
preexisting authorities. Section 355a(i), which deals with the consequences of properly required

testing, cannot'expand these authorities. See 21 U.S.C. § 355a(1) (Supp. III 1997).

* * 3
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In sum, the Pediatric Rule is inconsistent with FDAMA’s voluntary pediatric exclusivity
and supplemental application provisions. It is, accordingly, an impermissible exercise of FDA’s
regulatory authority.

IL THE RULE CONFLICTS WITH CONGRESS'S GOAL OF

STREAMLINING AND ACCELERATING THE DRUG
APPROVAL PROCESS.

Another of Congress’s primary concerns in enacting FDAMA was the unreasonably long
delay between a manufacturer’s submission of a new drug application (“NDA™) and FDA’s
approval of the application, as well as the substantial expense associated with that process. Since
1962, regulation by FDA has more than doubled the development costs for drugs and has
significantly delayed the introduction of new drugs to the United States market.® A study that
was reported in 1992 estimated that “the cost of bringing a new drug to market” had increased
230% over a fifteen-year time period.”” From 1963 tol975the average cost of developing a
new drug was $125 million. From 1981 to 1990, the cost averaged $394 million.™ ’A\'er‘agc drug
review time has almost doubled from two years in 1962 to more than three years in 1989, and the
time required to gather data has more than doubled from three years to between six and seven

years.”'

® See Sam Kazman, D vercaution: ’s Drug Approval Process, J. Reg. & Soc.

Costs, Sept. 1990, at 35-36.

* See Michael R. Ward, Drug Approval Overregulation, 1992 Regulation: Cato Rev. of
Bus. & Gov't, No. 4, at 49; see also The Cato Institute, Handbook for Congress (105th

Congress), at 342 (1998) (stating that cost of drug development has increased by over 400% in

less than two decades).
30

See Goldberg, supra note 19, at 45.

3 See Ward, supra note 49, at 49.
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While cost and delay have dramatically increased, the number of unsafe drugs has not
declined correspondingly. ™ Moreover, the number of new drugs introduced in the U.S. has
declined by fifty percent relative to other industrialized countries. Although the United States
leads the world in researching, developing, and patenting valuable new drug treatments — from

1979 to 1989, the United States Patent and Trademark Office granted between 2.000 and 4.200)

drug patents annually — increasingly onerous FDA regulation has significantly hampered the

marketing of these products.” For example, for each year from 1964 to 1989, “pharmaceutical
firms filed between 800 to 2,200 investigational new drugs with the FDA. ... Ofthe 80 to 230
new drug applications firms file annually, the FDA approves only 20 to 60.” and “[m]any of
those represent reformulations of existing products.™ Similarly, “[o]nly 27% of recently-

approved new drugs in the U.S. were first marketed in this country; 54% were available one or

more years in a foreign market prior to U.S. approval . . .. For biopharmaceutical products

SRS PR

approved in the U.S., Europe, and Japan, 58% originated in the U.S., 47% began clinical testing
in this country, but only 18% were first marketed here.” Kaitin Testimony, supra p. A-21. ~In

contrast, 57% were first marketed in Europe and 25% were first marketed in Japan.” Id.

3 See id.; see also Goldberg, supra note 19, at 43 (*[T]he FDA’s regulation of new drug
approvals yields little in the way of additional safety. In fact, over the past 20 years the number
of drugs that the FDA or manufacturers pulled from the market because of safety concerns has
been insignificant both here and abroad. Worldwide only a handful of drugs have been
discontinued for safety reasons, and little difference exists in the rate that unsafe drugs have been
pulled from the market in the United States and the United Kingdom.™).

3 See Ward, supra note 49, at 48.

34 I_Q'_
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Unsurprisingly, FDA’s onerous regulations have caused Britain to onertake the U.S. as the world
leader in introducing new drugs to the market.”

Doctors are also highly dissatisfied with FDA's lengthy drug approval process. Recent
polls commissioned by CEI revealed that “67% of the neurologists and neurosurgeons surveyved
believe that the FDA takes too much time to approve new drugs and medical devices. and 38",
agree that such delays cost lives.™ Sixty-five percent of cardiologists and 77% of oncologists
agree that FDA is too slow in approving new drugs and medical devices, and 57% of
cardiologists and 47% of oncologists also agree that FDA'’s delay in approving drugs costs
lives.”” Eighty percent of neurologists and neurosurgeons “claim that the approval process, on at
least one occasion, prevented them from treating their patients with the best possible care,” while
71% of cardiologists and 63% of oncologists agree that “FDA’s approval process has hurt [their]

ability to treat [their] patients with the best possible care™ on one or more occasions.™

33

See Kazman, supra note 48, at 40 (“From 1977 to 1987, 204 new drugs were introduced
in the US; of these, 114 were available in Britain, with an average lead-time of more than five
years per drug. On the other hand, of the 186 new drugs introduced into Britain during this
period, only 41 were already available in the U.S. and then only by an average lead-time of two
and a half years. As for exclusively available drugs, there were 70 in Britain but only 54 in the
US.”). Similarly, a Competitive Enterprise Institute publication reveals that it took FDA nearly
two years to approve taxotere, a drug designed to treat advanced cases of breast cancer, while the
Canadians had approved the drug in a year and the Europeans in 16 months. See Julie C.

Defalco, Competitive Enterprise Institute, Treatment Delayed, Treatment Denied: Therapeutic

Lag and FDA’s Performance, at 2-3 (Feb. 1997).
% Competitive Enterprise Institute, A National Survey of Neurologists and Neurosurgeons

Regarding the Food and Drug Administration, at 1 (Oct. 1998).

57
27

Id. at 12 (citing surveys of oncologists and cardiologists commissioned by CEL in July
1996 and August 1995, respectively).

8 Id. at 2, 14.




Congress recognized all of this. As a House Report discussing the proposcd drug

end

modernization legislation notes:

Currently, it takes nearly 15 years to develop a new drug — twice the time required
o in the 1960s. New scientific knowledge can produce effective new treatments for .
uncured diseases, but a drug development process slowed by outmoded regulation
may mean that cures come too late for many patients,

- Unfortunately, many patients do not have the time to wait the nearly (35
i years it now takes to bring a new drug or biologic from the laboratory to the
pharmacy shelf. . . .

- Part of the reason for this growing development time is the increasing

complexity of the diseases researchers are targeting. But an undeniable part of the -
delay in gettin icines to pati liesint iles and regulations imposed b
- the FDA — requi ts that add to devel ent and approval time without

. enhancing the safety and effectiveness of new drugs and biologics.

H.R. Rep. No. 105-310, at 34-35. The Senate noted similar problemsvconceming the protracted,
complex, and expensive nature of obtaining FDA approval to market a new drug:

- Over the years, and particularly with the enactment of requirements that
the FDA determine that drugs and devices are effective as well as safe, the FDA's
requirements for clinical testing and its premarket reviews of new products have
grown increasingly complex, time-consuming, and costly. From the 1960’s to the
1990’s, for example, the time required to complete clinical trials for new drugs

" has grown from 2.5 to nearly 6 years. Applications for the approval of new drugs

typically run to hundreds of thousands of pages in length. According to a recently

e published study, from the beginning of the process to the end, it takes an average
of 15 years and costs in the range of $500 million dollars to bring a new drug to
market.

S. Rep. No. 105-43, at 6.

To address this problem, Congress included a number of provisions in FDAMA intended
to streamline and accelerate the drug approval process. For example, Congress enacted a fast-
track approval process to “expedit[e] the approval of drugs and biological products that

demonstrate the potential to address unmet medical needs for serious and life-threatening
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conditions.” H.R. Rep. No. 105-310, at 54; 21 U.S.C. § 356 (1994 & Supp. HI 1997). Likcwise.
Congress adopted provisions designed to “[s]treamlin[e] clinical research on drugs.” H.R. Rep.
No. 105-310, at 69; 21 U.S.C. § 355(i) (1994 & Supp. I1I 1997). Further, Congress allowed FD A
to approve an NDA based on only “one adequate and well-controlled clinical investigation and
confirmatory evidence,” rather than the two investigations that FDA often had required. Id,
§ 355(d); see H.R. Rep. No. 105-310, at 67. Primary purposes underlying this latter provision
were to:

reduce the number of patients required to undergo clinical trials and the

possibility of receiving a placebo; reduce the cost of drug development, and thus,

the ultimate cost of a new drug to the public; reduce the total time needed to

obtain FDA approval of a new drug; increase the number of new drugs that can be

investigated; and thus speed the development and availability of important new
drugs to help improve the public health.

Id. at 68.

Far from making the drug approval process simpleér, speedier, and less costly, however.
the Pediatric Rule instead renders the process more expensive, protracted, and inefficient. as
discussed in more detail below.

A. The Pediatric Rule Further Delays Bringing Drugs To Market.

The increased testing and formulation requirements of the Pediatric Rule will delay the
drug approval process, directly contravening FDAMA'’s goal of accelerating drug approvals. For
example, one survey of drug manufacturers showed that it takes from five months to four vears

to develop a pediatric formulation.” Moreover, requiring additional clinical studies can only

3 See Letter from Pharmaceutical Research and Manufacturers of America to FDA Dockets

Management Branch re Docket No. 97N-0165, Pediatric Patients: Proposed Rule Requiring

Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products. at
(Continued ..
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hinder even further a drug approval process that is already subject to sharp congressional
criticism for its protracted nature. See supra pp. A-26 to A-30.

Substantial social harm fesﬁlts from this unwarranted delay. Even “[b]y a conservative
estimate, FDA delays in allowing U.S. marketing of drugs used safely and effectively elsewhere
around the world have cost the lives of at least 200,000 Americans over the past 30 years.™' In
the pediatric context, FDA’s extensive new testing and formulation requirements will further
delay the access of new drugs to the market. This denial to the general population of these
beneficial treatments will harm patients who are unable to obtain potentially lifesaving
medication. Indeed, it will not only be adults who suffer be;:ause they are denied access to safe
and effective treatments. Even the children that the Pediatric Rule purports to help will instead
be harmed because they will no longer be able to obtain beneficial drugs on an off-label basis.
As one commentator pointedly asked, “if a new drug w1 ll s?v?lives after its approval, then how
many lives were lost while it was being reviewed?”!

The difficulty of detecting the victims of FDA’s “drug lag” renders the harm even more

insidious. When FDA approves a harmful drug too quickly, the political outcry of newspaper

(... Continued)
8 (Nov. 13, 1997) (citing informal survey of PARMA member companies) {hereinafter “PhRMA

Comments”].

o0 Bandow, Supra note 29, at 1 (quoting Robert Goldberg of Brandeis University); see
Gregory Conko, Slowing Down Drug Approval Could Prove Costly, USA Today, July 21. 1998,

at 10A (“While the FDA approval process is intended to keep unsafe drugs off the market, its
overcaution in reviewing new drug applications often keeps potentially life-saving therapies out
of the hands of people who need them.”). For specific examples of lives lost due to overcaution.
see Krauss, supra note 3, at 467-68.

o Kazman, supra note 48, at 47.
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headlines, television coverage, and congressional hearings creates pressure on FDA. When FDA
delays approval of a beneficial drug, however. the victims are “invisible.™ The victims of druy
lag and their families rarely know of the error and therefore cannot complain. The Pediatric Rule
has only reinforced this harmful political incentive for FDA to be overcautious in approving
drugs.” Thus, despite FDA’s best intentions, the Rule, as a practical matter, may largely ignore
the following admonition of even one of the Rule’s most ardent supporters:
' Remedies should avoid impeding availability of a necessary drug to non-pediatric

populations [because t]he goal is to accomplish pediatric studies so the drug may

be labeled for infants and children, not to deprive a non-pediatric population of an

important drug.**

B. The Pediatric Rule Increases The Costs Of Drug Approval.

The Pediatric Rule also will lead to increased research and development costs, which will

be borne by manufacturers and consumers alike.

62 See Walter E. Williams, The Argument for Free Markets: Morality vs. Efficiency, 15
Cato J., Nos. 2-3, at 183 (Fall/Winter 1995/96) (“In all interventionist policy there are those who
are beneficiaries and those who are victims. [n most cases, the beneficiaries are highly visible
and the victims are invisible.”); Kazman, supra note 48, at 41 (**As former FDA Commissioner
Alexander Schmidt once stated, ‘In all of FDA’s history. I am unable to find a single instance
where a Congressional committee investigated the failure of FDA to approve a new drug. But
the times when hearings have been held to criticize our approval of new drugs have been so
frequent that we aren’t able to count them. The message to FDA staff could not be clearer.”
(quoting H.G. Grabowski & J.M. Vemon, The Regulation of Pharmaceuticals, at 5 (1983)));
Kazman, supra note 48, at 41-43 (contrasting reaction to erroneous approval with reaction to
erroneous delay).

03 See Ward, supra note 49, at 47 (“Drug approval stringency . . . exceed[s] what is socially
optimal because the FDA is more adversely affected by approving harmful drugs than by
denying approval of beneficial drugs.”); Kazman, supra note 48, at 42 (“The political invisibility
of drug lag’s victims is the major reason for FDA’s inherent overcaution in approving new
drugs.”).

04

AAP Comments, supra note 30, at 6.
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L. The Pediatric Rule Increases Manufacturer Costs.

FDA has substantially underestimated the monetary cost of the studies that manufacturers
must now conduct. In its Final Rule, FDA estimated the cost of the Rule to be S46.7 million. 4
figure that was reached only after reducing the total cost of testing by 42% to account for costs
that manufacturers purportedly would have incurred voluntarily. See 63 Fed. Reg. at 66.661.
This estimate, however, does not accurately assess the number of children who must be studicd
for each drug. According to one prominent drug manutfacturer, the Pediatric Rule will require
testing of 34,000 patients per year, in contrast to FDA’s extremely low estimate of 10.860)."

In addition to the increased manufacturer research costs, the Pediatric Rule will also lead
to increaéed manufacturer development costs associated with the now-required development of
pediatric formulations. Drug manufacturers who respondea to FDA’s proposal of the Pediatric

Rule showed that FDA *“grossly underestimated the number of drugs for which new formulations

ot i S R
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would be required.” Moreover, one survey showed that developing a pediatric formulation for

a single drug product now costs between $500,000 and $3.5 million.*” Taken together, the

03

Compare Letter from Wyeth-Ayerst Research to FDA Dockets Management Branch re
Docket No. 97N-0165, Regulations Requiring Manufacturers To Assess the Safety and
Effectiveness of New Drugs and Biological Products in Pediatric Populations: Proposed Rule. at
6-7 (Nov. 13, 1997) with 63 Fed. Reg. at 66,663.

00 See, e.g., Glaxo Wellcome Comments, supra note 32, at 14; see also id. at 2 (“The
proposed new rule . . . will have a resource impact on the industry and FDA far greater than FDA
has estimated ...."”).

o7 See PhARMA Comments, supra note 59, at 8 (citing informal survey of member
companies); id. at 25 (“*Some companies have spent millions of dollars in efforts to develop a
pediatric formulation and some have given up the pursuit atter multiple efforts to develop a
pediatric formulation have failed.”); sge alsg Public Meeting. supra note 30 (remarks of Dr.
Clemente) (“[T]he formulation question is a very important one . . . a formulation for a child is
truly a daunting avenue to approach.”).
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substantial number of products for which pediatric formulations likely will be necessary and the
enormous development costs for each of those products equal a staggering increase in
manufacturer expenditures to. bring a new drug to market.

2. The Pediatric Rule Increases Consumer Costs.

Drug companies will not be the only ones who suffer economic burdens as a result of the
Pediatric Rule. Consumers also will pay an additional price because manufacturers will pass on
at least some of their increased research costs to purchasers. By requiring the development of
pediatric formulations, “‘the cost of some, if not most, adult formulations [will increase] due to
the need to allow for the incremental and potentially high cost of development of such pediatric
2968

formulations.

C. The Pediatric Rule Exacerbates The Inefficiencies Of
The Drug Approval Process. '

Many drugs are of little or no use to pediatric populations. Moreover, creating pediatric
formulations is difficult. Accordingly, establishing a presumption that manufacturers must test
drugs on children and develop pediatric formulations will lead to an inefficient use of both
FDA'’s and drug manufacturers’ resources.

FDA, the American Academy of Pediatrics, and sponsors of drug development all agree
that a large number of drugs, probably the majority, are of limited or no benefit to pediatric

patients.” Yet despite these limited or nonexistent benefits for many drugs, the Pediatric Rule

638

Glaxo Wellcome Comments, supra note 32, at 11-12.

® See Cohen Testimony, supra note 21 (noting that “pediatric use represents a relatively

small segment of the total market for a drug”); Pediatric Patients; Regulations Requiring

Mapufact To Assess the Sa and Effectiv of New Drugs and Biological Products;
Proposed Rule, 62 Fed. Reg. 43,900, 43,902 (1997) (observing that “[n]ot all [New Molecular
(Continucd...
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presumptively requires pediatric testing and formulation dei'elopment on all new drugs - und
even some marketed drugs — and for “all relevant pediatric subpopulations.” including neonates.
infants, children. and adolescents. 21 C.F.R. §§ 314.55(a). 201.23(a).

FDA'’s reliance on the Rule’s waivgr provisions in response to concerns that many drugs
do not have pediatric uses is not reassuring. See 63 Fed. Reg. at 66,644-45. Although FDA
asserts that the “rule is designed to require studies only in those settings in which there is a
significant medical need or where usage among pediatric patients is likely to be substantial.” 1d.
at 66,640, FDA continues to ignore that, by requiring all manufacturers to conduct testing absent
a waiver, FDA creates a broad presumption that it will require such testing, not that it will limit
such testing.” Even if FDA were to waive the requirement for most drugs, the mere process of
requiring all manufacturers to compile data to support waiver requests and considering each
request would largely be a wasted effort, resulting in a significant and unnecessary drain on both
public and private resources.

Nor was FDA’s response to concerns that required testing in each pediatric age group
would be excessive and unnecessary any more reassuring. Rather than addressing these concerns

or providing further guidance in the preamble to the Pediatric Rule, FDA instead insisted that it

- (... Continued)
Entities] have usefulness in pediatric patients™); Letter from Merck Research Laboratories to
FDA Dockets Management Branch re Docket No. 97N-0165, Regulations Requiring
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products in
Pediatric Patients, at 9 (Nov. 12, 1997) (“FDA and sponsors agree with the American Academy
of Pediatrics that there are substantial numbers of drugs, probably the majority of those
developed, which would be of limited or no benefit to pediatric patients.”); PARMA Comments.
supra note 59, at 20 (“Physicians caring for children use relatively few of the hundreds of drugs
and biologics currently marketed.”).

o See, e.g., AAP Comments, supra note 30, at 4 (“Waivers should be granted RARELY."™).
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still believed that “'studies in more than one age group may be necessary.” Id. ' FDA's Final
Rule gives it absolute discretion to decide whether to waive testing requirements in particular
pediatric age groups “if data from one age group can be extrapolated to another.” 21 C.F R,

§ 314.55(a). This response is insufficient as a matter of law. See, e.g.. State Farm, 463 U.S. at

43 (holding that “agency must examine the relevant data and articulate a satisfactory explanation

#

for its action™).

The detrimental effects of this inefficient allocation of limited manufacturer drug
development resources extend beyond mere economic inefficiencies. The regulations also will
hamper valuable new drug innovation.” Requiring that drugs be tested concurrently in adults

and children will further discourage sponsors from pursuing high risk projects.” The Pediatric

71

FDA’s statement is even less assuring in light of the limited resources that it has to

implement the rule. See Public Meeting, supra note 30 (statement of Dr. Temple, Executive

Director of Medical Affairs at McNeil Consumer Products Company) (“Unless additional

resources are provided, and unless additional help is available, the challenges to [FDA] to

implement this proposed rule will be enormous. [FDA] will need much outside assistance.™).

- See Goldberg, supra note 19, at 40 (“[TThe FDA’s approval procedures have short-

circuited the natural process of incorporating . . . information in the development of new

products. The FDA in effect forces pharmaceutical companies to reinvent the wheel, thus

driving up development costs.”); Handbook for Congress, supra note 49, at 342 (“Just as control

of information in despotic countries destroys creativity and innovation, the FDA’s monopolv on

the research, development, and use of new medical knowledge is choking off the next medical

revolution.”); Krauss, supra note 3, at 462 (observing that “substantial increases in the cost of

developing a drug for the United States market,” largely caused by FDAs “involvement in
testing” . . . will “affect both the number of new drugs developed and the market price of
developed drugs during their patent monopoly™).

7 See Glaxo Wellcome Comments, supra note 32, at 11-12 (“[S]uch a requirement during
the investigational phases would necessitate diversion of resources from concurrent competing
programs (e.g., development and testing of adult formulations). If resources are diverted from

development of an adult formulation, the larger patient population would not be served and the -
sponsor would be less prepared to generate the pharmaceutical data necessary to achieve

approval of the adult formulation.”).
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Rule will divert limited company resources from the research of new therapies to pediatric trials

that explore limited, and possibly inappropriate, uses of existing products. By diverting

resources, the Rule will hurt patients who await new life-saving discoveries.™ [t may even give

companies an incentive to focus their research on diseases that almost exclusively affect adults.
% * *

Although FDA claims the Rule is necessary to address the lack of adequate drugs
approved for pediatric uses and to ensure that children will have safe and appropriate treatments
available, the above discussion demonstrates that the Rule creates, rather than solves, problems.
Moreover, the evidence that FDA cites in justifying the need for the Rule is scant and/or
questionable.” FDA has failed to demonstrate that pediatric populations are being denied needed
treatments, or that off-label uses of adult-use drugs are any less safe or effective than they would
be if those uses were on-label. See Home Box Office, 567 F.2d at 36 (“[A] regulation perfectly
reasonable and appropriate in the face of a given probler;l maybe ﬁighly capricious if that

problem does not exist.” (internal quotations omitted)); see also Northwest Airlines. [nc. v.

™ See Handbook for Congress, supra note 49, at 342 (observing that FDA's drug approval
process “is raising the cost of essential drugs and denying sick people access to lifesaving

medicines™); Krauss, supra note 3, at 458 (observing that FDA’s “certification monopoly™ over
drugs “has arguably cost thousands of American lives™); id, at 471 (noting that “‘efforts to extend
the FDA’s certification monopoly to off-label prescriptions have cost lives and money™).

75 For example, FDA’s assertion in its Proposed Rule that the ten drugs most prescribed for
children all lack adequate pediatric labeling is simply inaccurate. See 62 Fed. Reg. at 43,900.
As the Pharmaceutical Manufacturers Association of America has explained: five of the ten
drugs cited by FDA already contain pediatric labeling; one is in the midst of FDA’s approval
process; one does not have labeling, but extensive dosage information about it is available in
pediatric and standard medical texts; one does not have an NDA on file to amend because it has
an exemption under the grandfather clause; and one states on its label that it is not approved for
diaper dermatitis. PhRMA Comments, supta note 59, at 4-5.
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- Goldschmidt, 645 F.2d 1309, 1317 (8th Cir. 1981) (same). Instead, FDA relies o nothing more

than a handful of anecdotes documenting adverse reactions in children from oft-label druyg uscs.

See 62 Fed. Reg. at 43,901.

Adverse drug reactions, however, regularly occur from on-label uses as well. ™ Thus,
identification of a few adverse reactions from off-label drug uses in pediatric populations is an
insufficient justification for the Rule. Rather, FDA must establish that a significant number ot
those reactions could have been prevented if those same products had been tested and approved |
for use in children, taking into account, of course, the likelihood of ad‘verse drug reactions that
might occur as a result of the clinical testing itself.

Even if the articles describing these scattered instances of adverse reactions did suggest
that pediatric testing of an unapproved product might lead to fewer adverse drug reactions than
would waiting to prescribe that product in children until after it has been approved as safe and
effective for adults, isolated anecdotes cannotsufﬁ;tosupport the sweeping regulations
embodied in the Pediatric Rule. Seg, e.g., 5 U.S.C. § 557(c) (1994) (“All decisions, including
initial, recommended, and tentative decisions . . . shall include a statement of . . . findings and
conclusions, and the reasons or basis therefor, on all the material issues of fact, law, or discretion
presented on the record . . . .”); State Farm, 463 U.S. at 43 (holding that “agency must examine

the relevant data and articulate a satisfactory explanation for its action”); Burlington Truck Lincs,

nc. v. United States, 371 U.S. 156, 167 (1962) (rejecting agency decision where “[t]here are no

76

See Beck & Azari, supra note 4, at 82 (emphasizing that “previously unknown safety
concems can arise with labeled as well as unlabeled indications™).

A-38

¥



findings and no analysis . . . to justify the choice made(] [and] no indication ot the basis on
which the Commission exercised its expert discretion™).
| [n sum, the Pediatric Rule is not only inconsistent with FDAMA. it is also bad policv.
Far from streamlining and accelerating the drug approval process, the Rule complicates and
hinders that process. Moreover, instead of encouraging manufacturers to seek approval for off-
label uses of a drugon a voluntary basis, the Rule forces manufacturers to seek approval for uscs
of their product that they did not intend to pursue. FDA should §ffectuate the goal of bringing

o,

o : pediatric indications on-label through the incentive scheme established by Congress in FDAMA.

id

To the extent that there remains some lingering concern over the availability and safety of
current pediatric treatments, Congress has already addressed the problem by enacting the
= Pediatric Exclusivity provisions in FDAMA. FDA cannot override Congress’s policy choice
concerning the most appropriate means of addressing this issue. See supra pp. A-10to A-12.
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APPENDIX B:

THE PEDIATRIC RULE CONTRAVENES THE LONG-STANDING VIEW

D FDA THAT FDA’S AUTHORITY

, ‘ CLAIMED USES OF DRUGS AND
DOES NOT ENCOMPASS USES THAT FDA CONSIDERS “FORESEE ~\BLE -

premarket review and the freedom of physrcrans to pracnce medicine in accordance wrth therr

demonstrates that manufacturers determrne the “mtended uses” of their products through therr

labeling claims. It also shows that a use does not become “1ntended” merely because that use is

foreseeable or desired. Indeed 1mponant provrsrons of the F ood Drug, and Cosmetrc Act

regulatory authority extended only to “intended uses," which derived from manufacturer claims,
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and that it could not regulate other off-label uses. FDA'’s actual praetices in enforcing the food

and ydrug laws confirm this limitation on its authority.

~“only for adult use:

- Pedtatnc panents are a significant subpopulation, affected by many of the same

Seases as adults and are ﬁQLe_s_e_e_dzle_usg[s of:new-dny;
| _SL at 66,645; 5§§_§_Lsg id. at 66,653 (“FDA beheves tha it ha

ple authority to require

"VF'Vpedtatrlc studies of marketed drugs and btolog1cs

L

n an even bolder attempt to expand its power bevond \

a foreseeable use remains foreseeable — and therefore purport to FDA’s jurisdiction -

AR eV

w_here such use is not expressly recommended of i

" —as are all pediatric

The Department of Health Educatron and Welf €, the ]
ﬁparent agericy, has condemned this practice. In a 1977 port, t
- e'mappropnate for FDA to require a drug sponsor toi ew uses for a
marketed drug or the use of the drug in different patient populati ¢ ss'there is reliable
‘evidence of widespread unapproved use of the drug. If FDA wishes to explore new or different

uses for an approved drug, it might consrder financing the studres itself.” Depanment of Health.
Educatron ‘and Welfare

to FDA s current
epartment stated that it

, FDA étlso:argu_es that

&

e



the claxms based nature of the “mtended use” concept Most i gmﬁcantly,

or (2) “any substance or mixture of substances intended to be used for the cure mmuauon or

prevention of disease of elther man or other animals.”

4 56 34 Stat, at 769' The 1906 Act

prohibited the sale only of “adulterated“ énd “misbranded” products ‘which were products W hos;

actual composmon devnated from the composmon specxﬁed in the label Ld_ §§ 8 IO 34 Stat at 5

product to cure, mi_tigate, or pre\?ent‘ isease sufficed to estabhsh the requisite “inte

Congress iéd‘uircd‘ for

p'r'escﬁbed‘, recommended, or suggested

Stat. at 1052 (codified as amended at 21 US.C. § 355(a)(1).

" 1. § 505(d)(1). 52

3

(1) upon any article or any of its containers
L. No. 75- =717, § ZOI(m), 52 Stat. at 1041 (codlﬁed as amended at 21 U S. C § 321(m) (1994

“Labeling”™ was defined to mclude “all labels and other written, printed, or graphic mattet””

Or wrappers, or (2) accompanying such article.” Pub.

emsveisanes

Py

BRSO
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As this last chanoe xllustrates Congress s lrmrtatxon on the scope of FDA | pret

safety review to clalms m the manufacturer s labelmo

demons(rated C ongress’s uj
that FDA could reoulate only the Uses Wthh a manutacturer clatmed in is |

dbe!u

s regulatxq_n defining “mtended use”
“intended uses’ rnclude common or fbreseeable uses is without
(1999) (defining “mtende it

in support of its argunient that
merit. See 21 C.F.R. §201.5
¢” fora drug), id. § 801.5 (defining “intended use” for a' device).
Both regulations distinguis between mtgnded uses and common uses. This reading is »onf' rmed
by the text of the FD CA, which requires. tha_t a drug or device be safe and effective only for
labeled uses. See 21 U S.C. §§ 355(d), 360c, 360¢ (1994 & Supp. 111 1997). It would be absurd
to defme mtended use”

as 2 use that the statute does not require to be safe and effectrve




recommended or suggested in the labeling.” SeeS. 1552, 87th Corig §4d(a
(1961) H.Rf"11581 87th Cong. Title I, Part A, § 102(d) (as reported) (1962

clzums for effecm eness, whether made mmally 1n a new- druo apphca[mn or at any mm

)k9) (as mtroduced)

3



vgmérﬁ';%eﬂ‘w» By

FDA that hls product is effectxve for the purposes claxmed befo

it is marketed™). [n short. there

Unani mlty that “clalmed use,” “intended use,” and “‘use und

the conditions prescribed.

nded or suogested in the labelmo ‘were svnonvmous terms.

~ The Drug Price Competition and Patent Term Restoration Actof |

984 further illustrates




2647, 2654 (“[IA]n A\iDA may not be consxdered fora condmon of use that has not prev Iousl\

been approved for the listed drug ") ’

were required to estabhsh the safety and effectxveness of the product & e* S. Rep '\Io ll)\-

: I!mit FDA s rev1ew 04 premar et submis smns to the proposed labelmg before the agency ).

Instead it temporanly authon / A, In revnewmg a submission under 21 U S. C ;§ 360(k) to

require a manufacturer to _incltid 3 beling of its devxce a statement of “appropnate

there is “a reasanable hkelxhood that the devxce will be employed for that unclaxmed use augi

’ This process was analogous to provisions in the earIxer enacted 1976 Medlcal Dewce
Amendments, which allowed F DA to give clearance to "substantxally equivalent” follow-on
devices as long as they claimed only the “intended uses’ "approved for the pre-existing devices
that they imitated. See Pub. L. No. 94-295, 90 Stat. 539 (1976) (codified as amended at 21

US.C.§ 3600(0(3) (1)(1)(A))

43, at 27 (“Thxs sectlon‘ mcludes two provxsmns that express the commxttee S specxﬁc mtenn nto’

information” about an unclalmed use 1f ~ but onlv |f FDA expressly determmed ‘m wutmu that

M A0
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3 consnders claxmed uses ‘by themanufacturer and not foreseeable uses — to be “i

that “‘that use causes harm I_d_‘ N 3600(1)(1) (E)(1) (1994 & Supp 11 1997) (substannal

equivalence); _d_ N 3600(1 (1 (E)(IV) (ﬁve -year sunset on FDA authority). This hmxted prox isi .

‘intended uses”.

for which safety and effectweness data must be submxtted Thus unless a man

courts “have always read the . statutory deﬁmttons employmg the term mtend

specific marketmg representatxons Ammn_ﬂealm_ﬂm_dg,g&_‘m 574 F Supp 1498
1505 (SD.N.Y. 1983) mmmmgs 744 F.24 912 (24 Cir. 1984). Ase

!lmtgg Sggzgs 264 F. 79 (5th Cir. 1920) “intended use” was based upon clalms not actual or

d]e

foreseeable effects. In 1953, the Second Circuit held that claims were essential to establisll an
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(2d Cir. 19

'Jl
faa

(per uriam), ﬁfg 108 F Supp 373 (S D.N.Y. 1952) ¢ “The real test zs\how was this product

»ppeals also ha\ ruecud

ion for methadone.

afe when used off- _

g must be “safe™

‘American Pharm. Ass’n

unintended fashxons”)

- TheF DCA s deﬁmtlon of “drug” had been 1mported wholesale into the FTC Act as part
of a provxsxon dividing responsibility between FTC and FDA. Compare 21 US.C. § 321(g)y
(1994) _Lth 15 U.S.C. § 55(c) (1994).

an Pharmacétlticdl Ass'n

P ]

B0

AT

sy

ooy

o



ntent. “The manufacturer of the article,
nectron wrth lts sale, can determme the" se to wh

v

Courts have repeatedly relied on manufac
to rule that the products are drugs. See, eg.,
< 239 U.S. 510 (1916) (treating product represented as a pre ‘
es as a drug);

) (ﬁndmg product tobea drug based upon manufact ’
odors in ammals)

turers’ exphcrt laim: régardmg therr products

, 22 F. 3d 235 (10th
that product would

uc would “correct ulcers™);

. , 126 F.2d 42 (9th Ctr 1942) (holdmg that product was a
- drug because it was represented as a treatment for arthritis); V. . 855 F.

Supp 534 (DRI 1994) (finding that hair products were drugs because manufacturer marketed
’ the products as hair growth stimulation and hair loss prevenuon products) tates v. Vital

(Continued.. )




In sum. judicial authority confirms that only claimed uses quality as “intended uses.”

those claimed uses therefore delpjgruhth_F A's authority.

In the 73 years since the enactment of the original Food and Drucy Act, andin the
~ 41 years since the promulgatnon of the modem Food, Drug, and Costrietic Aét. the
EDA has 3
; : -t

H

(.. Continued) e
Health Prods., Ltd., 786 F. Supp. 761 (E.D. Wis. )(concludmcr that hydrooen eroxxcfe solunonsg\ -
were drugs based on manufacturer claims about the solutions), aff’d, 985 F. 2d 563 (7th Cr. '
1992) (table); “Cal- R TTEE Shpp
249 (E.D.N.C. 1991) (holdmg that product marketed to public for purpose of welght reducu

‘ appetlte suppressxon, and preventlon of _eolon cancer was a drug)

(finding that product was a drug

product’s label); , 239 F. Supp 465 (D
(concludmg that product was a dmg based on manufacturer’s representation that ould ¢

wide variety of ills), mm,a_ud_e_d__gn_o_[hqmug_s 362 F.2d 923 (3d Cir. 1966);
2350 Jars. etc., of U.S. Fancy Pure Hgngx 218 F. Supp. 208 (E.D. Mich.), aff’d, 344 F.2d 788
(6th Cir. 1965) (concludmg that product was a drug based upon representation that roduct

“would cure a wnde variety of ills); United States v, 3 Cartons, 132 F. Supp. 569 (S.D. Cal. 1952)

(concludmg that products at issue were drugs based on manufacturer representatxons)




SR

[Even before the 1950s, there are many examples] of [FDA" s] interpretation that
cwarettes and related tobacco products are not a “drug” under the Act gxcept
hea , including correspondence between the : agency and
members of Congress . These records, including correspondence dating from
g 'ow that the Commissioner’s mterpretanon 3
dccordance with [h, 0 temporaneous construction of the 1938 Act by the persons . :
charoed w’ h 1ts ad tlon

itical

and are used for s \okmg or chewmg'or as snuff and not for medicinal purposes are not su }ect to
the provnslonsof the act ”), May#24 1963 FDA Bureau of Enforcement Guldelme __ep_un_[_eg_lﬂ

' John Jennings, Ww&mummmm FDA Papers Nov.
1967 at 14 15




Hearings Before the Subcomm. on Monopoly of the Senate Select Comm

—on Small Business.

93d Cong. 9406 (1973) (statement of Bureau of Drugs Director Henry E. Simmons)

More recently, former FDA official Stuart L. Nightingale acknowledged that “[wlhile the

FDA can and does encourage the submission of supplemental NDAs for unlabeled uses, the
decision about whether or not, and when, to s}ubmit such an application is the décision of the

sponsor. ! A contemporaneous trade press article confi rmed the off' cxaI s concl usxon

Perhaps former F DA official J. chhard Crout ‘most aptly summarized the reason why

FDA’ s current attempt to regulate allegedly foreseeable off—label uses is improper when he stated

that;

it Is essential that those of us in regulatory agencies and in the legal profession not -
" take offense at drug usage outside the package insert merely because it is :
occurring. We must understand how our drug labeling system works and
‘recognize that such usage will occur as a necess
medicine; and the more current the phystcran Is
wrll occur,

ary part of the practice of good
in his pracuce the more often it

In sum, the evidence is overwhelming tha’t"Congress,_the colirts, and FDA have, for “

nearly a century, considered “intended uses” to be limiteqto_‘czl‘aimedﬁuses. FDA’s recently

o P : &
1t

Stuart L. Nightingale, Approv » 26 Drug Information J. 141,
142 (1992) (originally presented at the Drug Informatxon Workshop, Oct 1990)
s Sec BBAC T e

US Reg Rep., June 1989, at 2-3 (* Obviously.,
drug manufacturers are under no legal or regula ory obligation to dxscouraoe off-label druu use or e
to legitimize unapproved mdrcatlons by pursuing FDA approval.”). '

o J. chhard Crout, mﬁaimﬂmmly_ﬂagkggg__[ﬂm, 29 Food Drug Cosm. L.J. 139. u

143-44 (1974).




_p'rom'plgated Pediatric Rule is inconsistent with this uniform 'interpretation. [ndeed, the Pediatric

Rule is an even more dramatic departure from this well-settled understanding because it not onlv

treats “foreseeable uses™ as “intended uses,” but it also purports to create a per se legal

presumption that pediatric drug uses are “foreseeable™ base oh'ﬁbthing more thziﬁ the

TR —

4 The Supreme Court is currently considering FDA’s new interpretation of intended use

and its concomitant assertion of jurisdiction over tobacco products in FDA_v. Brown &
Williamson Tobacco Co., 153 F.3d 155 (4th Cir. 1998), cert. granted, 119 S. Ct. 1495 (1999).
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mtended

"orlgmal appl a on ThlS long tandmg view of “mtended uses enables manufacturers to place

vaIuable new drug treatments mto the hands of patients who need them in an efﬁcxent and

expeditious manner.

TS

'Under FDA’snovel posmon that it has the power to define foreseeable uses as mtended ;

’ juses manufacturers would be demed the choxce to market a product for lxmxted uses only

ABecause mgnufao Irers rnust establi h that all “intended uses” are safe and effective, no drug ‘br .

. Se_e Mlchael P VanHuysen Note Befgnm Qﬁ hg \Fgw lzrug Appr_ova! Prggess 49
Admin. L. Rev 477 488- 89(1997)




device approval could be 0rantf:d untll every foreseeable use had been tested and supported

Thus, the manufacturer Would have to make an al] or—nothmv choice: elther test and obtairi -

approval for all foreseeable uses as deﬁned by FDA, or forego FDA approval emlrelv ’

AR A

~useina few pat_rents’and repon the expenence ata professmnal conference n
journal. Other phy crans‘m try the new use. “Their succes may lead to further =
' commumcatxons perhaps on the Internet. Very soon. the use becomes foreseeable{ But all

mtended uses” must be approved by FDA and described in a product s FDA pproved la li_ng.' )
See 21 US.C. §§ 355(a) 352(6 (1994), 21 CFR. § 310.3(h)(4) (1999). Ifevery foreseeable use
“were an mtended use, then every drug and device with a foreseeable off- label use created in the

manner just descnbed 1s bemg marketed unlawfully.




”'must be substanually identical to thatofthe ptoneer Seeid. § 3550' ‘)(2”)(A)(t'/). tzt)(G) 21 ( FR. |

1 rements are not met F DA must

eny approval or clearance See 71 'U S.C. §§ 355(j(4 B) O(n) ‘Supp 11 1997) ln othcr

'ords, follow-on products are prohibited from haym‘g’ an

intended uses or indications that were

t approved for the proneer product and supported by its labellng

But crrcumstances at the trme that a manufa‘ ure mits ap folloW—on application -

:,enerally at or near the end of the penod of patent exclusrvrty may be very drfferent from those

when the pioneer product entered the market The ptoneer will have been on the market for some

' time, and important off-label uses may have arisen ‘fr’omb v

cal community’s experience

ith the product. !’ Indeed, those may be the predomina; nuing uses, as other new
pr Y P A uing

pr"oducts may have rendered the original “lntended nses" largely obsolete. k

No tmpedrments to approval arise under the understandmg of “mtended use” that existed

before FDA’s pedratnc rulemakmg As long as the labelmg of the follow on product dld not

cl aim an off-label use, that use was not an “intended subject to FDA approt{al - regard‘lessb

of how foreseeable, common, and desired it , the follow-on manufacturer

One such situation is descrtbed in

Ll_ttga_t_t_o_n 159 F.3d 817 (3d Cir. 1998), pet. for cert. filed, 67 U.S.L. W 3684 (U.S. May 3. 1999)
{No. 98-1768).




-simply would employ the same labeling claims as the original manufacturer and obtain expedited

+ approval, providing the competition that Congress sought to foster in enacting the follow-on drug

~~and device approval provisions.

By contrast, under FDA’s new theory, foreseeable, common, or desired off-lubel uses are

lntended uses” regardless of what ‘thé‘i’fn‘anufa'kiturer claims,” A dilemma results. FDA cannot

355())(2)(A)(v) (4)(G) (drugs) ;_d_ §§ 360(1(); 360(:(1); 2ICF R‘ § 807k97(a)( 5) (devrces) see

alsg‘ 21 U.S.C. § 360c(D)(1)EX1) (subs_t/antival‘equivalence for devices). There is no' exit‘frorn the

, llemma. The manufacturer of a generlc drug‘e’ould’i'ncur the efx'iseﬁs"é‘ a'nd:delay’ of ‘a'full new

drug application to obtain approval for these foreseeable but unclauned uses. Such a strate gy.

: ;however would sacrifice the expedrted approval process altogether Thus 1f applted fatthtully.

: DA s new theory would thwart Congress s goal of increas r mpetition; j’eo'pardi‘zing the

.. whole system for approving generic drugs and follow-on dvrces

. C ‘Marketed Products Would Be ‘Mlsbranded

Farthful apphcatlon of FDA’s new theory that foreseeable uses are mtended“ - and

voc among drucs and dewces

erefore subject toF DA’s Junsdlctlon would also wrea'

Ty

"_'_jalready on the market Drugs and dev1ces are mxsbranded and cannot be sold unless __ll of Illell‘

_m_ende_d uses have been approved by FDA and are supported by the labelmg See21 US.C.

§§ 355(a), 352(f)(l). Taken seriously, FDA’s theory would mean that each time an off-label use




for an approved product becomes foreseeable, the product would become misbranded (because

its labeling would not supporr all of its intended uses), and the product Woald,have o be

withdrawn from the market.

D - “S‘eri’ous Issues Would Arise Regardless Of FDA’s Enforcement Po ‘k

; ‘s‘tate—law tort claims.lé Moreover competitors, consumer groups,' and oth

FDA s approvals and clearances 1o FDA’s new theory of “mtended us

cyrounds for such challenges Thus agency “drscretron is no panacea

* * *

8 Sgg 9_,& I_g_l_lgL_Q_gngk_M_e_d_uLc_‘ 179 F.3d 154, 160-61 (4th Cir. 1999); _n_rg
&e_uﬂe_on_n_Lm& 857 F.2d 290, 313 (6th Cir. 1988); Stanton v. Astra Bbagn, Prods.. Inc., 718
R o 2d,553 563 (3d Cir. 1983). An interesting example presently is awaltmg ‘the Supreme Court’s
decision whether to grant certiorari. Sege ility Litig.,
159 F.3d 817 (3d Cir. 1998), pet. for cert. filed, 67 U.S. L W. 3684 (U. S May 3, 1999) (No. 98-
1768). In that case, FDA refused to clear a follow-on device appllcatron labeling clarmmg
* " an established off-label use, but approved an amended notification that included only the-
establlshed lab led uses of he predicate device. The Third Circuit held that the manufacturer’s

1 sired off-label uses was actlonable under a state law tort theory ot
* “fraud on the FDA ” j_ at 829 ' B

© Ses, uwlﬁmm 158 F.3d 1313, 1316- 7(D.C. Cir. 1998);

S_Cb_QﬂDg_CQ[IL_-v_ED-A 51 F.3d 390 395 (3d Cir. 1993).




The true ‘meamng of a single section of astatute in a settmg as’ complex as that ot
the rev '

SR

1’6v1ew1ng court 1s




(1995) (“The 1933 Act, like every Act of Congress, should _not be read as a series of unrelated

i isolated provisions.™).

) deference if the Act is

To be sure, FDA’s statutory mterpretattons are

ety

Pesney

PRI

" As previously noted, and desplte FDA s contrary assertlons FDA’s new theory is o

contrary to the well-settled understandmg by FDA the courts,,and Congress of the “mtended

se concept Important statutory provrsrons that are understan able and functtonal when

‘ “mtended use” is determmed by clalms would become unworkable under FDA s new theory.

k "Far from seekmg harmony and con51stency, FDA S new theory is mere expediency, a lmgutsnc

- juggle intended éolely to create jurisdiction over off-label uses that Congress never intended.




'kV. FDA’S ABRUPT REVERSAL OF POSITION AS TO ITS AUTHORITY
TO REGULATE OFF-LABEL USES CONTRA\ ENES ITS LONG-
STAVDING REPRESEVTATIONS ON THlS ‘VIATTER

As previously dxscussed for years FDA conck ded that its Jurlsdlcnon extended to chunml

~ The FDA cannot requlre ﬁrms to sﬁbmxt aptﬂﬂ'f i
comnanles to conduct trials on oroducts thev no longer want to pursue.

[D]esplte [FDA’s] pubhc health mandate
t 20

In promulgatlng the Pedlatnc Rule FDA has d mplété'abdut-'faéa from Dr.

Kessler ] rernarks on this issue. Desplte the admxssmn by FDA s former Cormmssmner that

' ulatlons ofa drug for Wthh the

the authority to réquire precisel_\'

- ®  David Kessler, Spee ho A
(Oct. 14, 1992); see H. R. Rep. No. 105 310, at 25 (1 A has never had freedom to
““fequire evidentiary showings that exceed what is required under the law for an approval.™).




i il

P

evelop entirely new formulations of their drug . specxﬁcally for that
_ ’S_e_e 21 CF. R §§ 201. 23(a) 314.55(a); §§.¢_&l§Q 62 Fed Reg atw

[ R

&

effect i m pedlatrlc'panents ). The stark contrast between FDA’s Justlﬁcanon for the Rule based
on the professed _S_lml_l_am_l_QS between adults and ch11dren and the dramatlcally different testing

(Contnmmi




Given such a dramatlc reversal, the Pediatric Rule will come under far more. e\auu

scrutmy should this szen Petmon culmmate in a court challenge. 5 . 8.4 giood Suni;irimn

other contexts the Pedlatrlc Rule w111 be unable to w1thstand such scrutmy

g ( Contmued)
and formula' nrequlrements mandated for that supposedly similar “subpopulation” undercuts

: FDA s efforts to conmde off- label pedlatrlc uses as bemg wnhm a manufacturer s intended use.
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NONE OF FDA’S' ASSE‘

V.

* DIRECTIONS FOR U

- FDA’S AUTHORITY TO REQUIRE SUBMISSION OF DATA', B

APPENDIX C:

JUSTIFICATIONS PROVIDE r

ER 21 U scC. § 352(F) T0 REQ
S TO “BEAR[ ] ADEQUATE
CANNOT SUPPORT THE RULE

CERTAIN DRUG

CONCERNING INVESTIGATIONAL USE AND TESTING OE
DRUGS CANN OoT SUPPORT THE RULE... '




[

companie

| rshouldv therefore heed the words of its former Comm

~an unpreg‘ggenged and unauthorized foray into controlling the mark’et'ing decisions of private drug

: 'ohceming which drug uses to pursue and which formulations to develop. FDA

ioner by aqkﬁowledging its lack of legal

‘authority t ’ pﬁ‘)rﬁulgate:such regulations and i"rhrr"iediabtely”revoke the Rule.




L. FDA’ S AUTHORITY
LABELING CANNOT

) PROHIBIT “FALSE OR \IISLEADI\'G“ :
UPPORT THE R[JLE ‘

FDA has“as‘serted th ; thontv to pI‘Ohlblt “false orm slead,ng * labe

FDA’s own pre-Pediatric Riiley’i'egixlations. '

As an initial matter, even*the term “’misbrmde&’#beﬁewﬁﬁﬁ’

that term suggests that any alleged misbrandmg can be remedied by changin
the label. FDA’s reliance on its “misbranding” authority as giving it broad pdwer to require
additional clinical_,studies and the development of pediatric formulations — as opposed to a

reworded disclaimer — is misplaced.

‘Moreover, FDA’s pre-Pediatric Rule regulations already endtire that tlie"”labelmgfor d’r;iigs

that the manufacturer seeks or has ebtained approval to market for adult use only will nét be
“false” or “misleading” with respect to pediatric uses. Specifically, bfe-Pediatric Rule "+

regulations require the label to include detailed information fully disclosing not only iﬁtdﬁiiation

concerning use of the product on adults but also the “limitations of usefulness of t

C-2



- conclude that insufficient data exist to support use of the drug on p

FDA therefore has approved the product for adult use only.

pediatric populanons 21 CF. R § 201.57; id. § 201.57(c)(3)(i) (1999) Inthe pedmmc contest.

for example F DA regulatlons unamblguously provide that

SR

[t the requlrements for a finding of substantial evidence to support a pednamc
indication or a pediatric use statement have not been met for any pediatric
population, this subsection of the labeling shall contain the following staten
Safetv and effectxveness in pediatric patients have not been established. ™"

Id. § 201.57( f)’(9)(§)). F DA‘a'l‘_s‘_o requireS"any hazards assbciétéd with use of the drug

n pediatric

populations to be described in the labeling. See id, It is hard to i',r;;ag‘i'ne how a la accuutd\

disclosing the lack ¢

testing on children of a drug marketed exclus
et B o T

considered “false
‘Nor c n such abelmg&edxbly bedeemed‘mxsleadmg According to one dict nary

the term “mislead” means “to lead in a wrong direction or into a mistaken actio

" by deliberate deceit.” Labé!ing that unambiguously discloses that an adult—usedrug has.hoi |

been established to be safe or effective for pediatric populations w u H,\lead any reasonable
person to beliéve incorrectly that it is safe and effective for chhdren’j Rather, people accurately

that

With respect to already marketed drugs, Congress has proviéiédi}aif‘gigtiéfaél gul”danéé as 1o

and

“what constitutes mis]eading labeling for purposes of declaring a mafkéftvedikfdmg to

“misbranded.” Spéciﬁcally, Congress has allowed FDA to consider:

not only representations made or suggested by statement, word, design, device, or
any combination thereof, but also the extent to which the 1abeling or advertising

‘ Mmmﬂzbsﬁ&ﬂl:g&&sﬂmm 744 (10th ed. 1997); sssgxd_hs_Ammc_
Hgﬂmggﬂlgggnm 803 (2d ed. 1982) (defining “mislead” as “[t]o lead in the wrong direction™

r“[tlo lead into error or wrongdomg in actlon or thought decewe”)




falls to reveal facts material in the hght of such representatlons or material with

S respect to consequences which may result from the use of the article to which the

labeling or advertising relates under the condit 0 ' ,
beling or advertising thereof or under such conditions of use as are customary or
il R EnERgmany ¢

21 US.C. § 321(n) (1994)." In other words,

on pedratrrc patlents to support use on that populatlon

AT Y v«wwwz&ﬁw

Congress did not apply this provrsron to new drugs perhaps because new druos have not
yet been marketed and therefore cannot have acquxred “customary or usual” uses.

W
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A S approve the NDA on the ground that the drug has”not been shown to be *

safe for use under {hL

“dangerous” in the abstract. Indeed, even a drug as seemingly innocuous as Tylenol can be




her, the drug must

support the Pediatric Rule is :m placed because blologlcsﬁare subJe tt
efficacy requlrements as drugs. S_;g42 U.S.C.§262(19%4 & Supp. III 1997) Befo

“tiatfacturer may submit an’ apphéatlon to receive a llcense t’or its bloIogu: pursuant to the
PHSA, a biologic product must ﬁrst have been studied under an Investxgatlonal New Drug
Application. See 21 C.FR. Part 601; FDA, Center for 8101001cs Evaluation and R‘esearch”
Frequently Asked Questions (la t modified Sept. 23, 1999) <http://www. fda gov/ cbe“ fag. htm>.
Only after “studies demonstrate that the product is safe and effective for its intended use” may a
manufacturer submit data to the Center for Biologics Evaluation and Researgh as part_ of a
biologics appllcatlon ‘Seeid. Onée’ a blOlOglCS license has been approved FDA may rev oke the
license if it finds that “the licensed product is not safe and effective for all of i its intended uses.”
21 C.F.R. § 601. 5(b)(6) ( 1999). In%ny event, interpreting “safe” under the PHSA more bréadlv
than “safe” under the FDCA would v1scerate the carefully crafted drug approval sC
Congress estabhshed in the FDCA

C-6







Bk EEREE e

than prohibitory because it would affirmatively alter manufacturers’ legal dbligatibns rather than

prohibiting manufacturers from perfonning a certain task‘"“iri the future. Mandatory injunctions

should be granted only under compelling c1~rc‘um’stancié' ina much as it is a harsh remedial

process not favored by the courts.” Citizens Concerned for Separation of Church & State v. C ltV ’

& County of Denver, 628 F.2d 1289, 1299 (10th Cir. 1980), see also Malkentzos on Behalt o
MM_MQQQQ 102 F 3d 50 54 (2d Clr 1996) (“[

s

whxch alters the status quo by commandmg some positi § ct ‘must meet a higher standard."). |
FDA’s rejection of the traditional remedies for‘safeguattﬁhgthe public health against
“dangerous” drugs in favor of a contrived, ad hoc, and judicially disfavored remedy further
highlights the legally unsound premises upon which the Pedtatnc Rule rests.

In sum, FDA lacks the claimed legislative authority to require manufacturers to conduct

pediatric studies and develop pediatric formulations for their new or marketed adult-use drugs

“C.8

are disfavored in the courts, and FDA cannot establxsh its right to thls drastxc remedy throu<7h [hlsv

movmg fora mandatory mjunc’tto‘n.k -

[z B

R

PR

e

FrE




based upon an improper characterization of those products as “dangerous™ for use under the

"co’nditions prescribed, recommended:or sudivested in the labelinu thereoﬁ Where the

’manufacturer never sought approval to market the drug for pediatric populations to begm with,

ar d where the labehng for that drug ex licitly warns :fety on pediatric popula_t' Aynj_sy

To justify the Pediatric Rule, FDA also invokes 21 U.S.C. § 352(f), which allows FDA

adequate directions for use.” 63 Fed.

eclare a drug to be misbranded if its label does not

‘Reg. at 66,657-58. S'peciﬁc'ally,’ FDA claims that the of drugs approved for adult usedo o

= not bear,adequate directions for use because they do not contain directions for use of the drug on

pediatric populations which F DA characterizes asa’ 'on use if an adult-use drug treats a

disease affecting both adults and children See igL at 66,658. FDAF further asserts that it may

obtain approval o, use ofthei g

' _th{'_,ereforerequire manufacturers to conduct studiesof,

rketing the drug at all by declaring it

“on pediatric populations or forbid the ﬁnwianufactuijeri'roni

< lobe“misbranded” Seeid. at 66,658; 21 US.C. § 352(D. Once again, FDA’s purported

- where:
w,, Labeling on or within the package from which the drug is to be dispensed bears

- adequate information for its use, mcludmg mdications effects, dosages routes,

* methods, and frequency and duration of admil on, and any relevant hazards,
contraindications, side effects, and precautions under which practitioners licensed
by law to administer the drug can use the drug safely and for the purposes for

=

e

C-9



which lt s mtended

mcl uding all purposes for which 1tlsadvem5ed e
represented ' ‘ , b

21CFR.§ Ol 100(1999) For nonprescnptxon drugs "adequate dlrectlons

"I'S."In any event, an agerncy gu ation cannot override congressmnal intent as ¢
govemning statutes As the Supreme Court has  long held, “{t]he rulem i X‘ng“p

e‘(pressed by the statute "Emmnst & Emst v. Hochfelder, 425 U.S. 185, 213 ¢( 1976) (mtemal

quotations omitted). Indeed, the considerable reluctance with which Congress gave F DA even
extremely narrow authonty to con51der uses of a devnce not 1dent1ﬁed in the product S
connection with FDAMA ] Y it FDA’’s regulatory

authority be limite d to clair €ss horization
to the contrary S_e_e App. B, T T !

C-10




in ormatxon thh respect to the drug at 1ssue, they do n_o_t, authonze F DA to requxre the

N manufacturer to generate new data — i.e., by conducting additional cliniﬁal'studies\—x particularly

for indications for which the manufacturer does not seek approval.®

Telhngly, he Conference Report accompanying FDAMA charactenzes § 353(1)

- concerning requlrements for chmcal investigations of a drug as “[_s]_ue_amlmmg_chmcal research
i on drugs ” H.R. Conf. Rep. No 105 399, at 21.
- C-11
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Moreover, had Conoress mtended to Orant F DA the authonty to requlre the submnssmn of

]

5

o
&

TEEER L R

>

ST,

e

to promulgate regulations beyond what Congress has authonzed Rather, it simply provides that

F D;A may issue regulations to implement Congress’s intent as expressed elsewhere in the FDCA.

Absent an independent statutory basis for the Pediatric Rule, this provision grants no authority to

FDAto issue the Rule.

C- 5
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rity for FDA to promulgate the Pediatric Rule,

a court could only conclgde théﬁ FDA had

qnfééédﬁébly' and ih‘V_al"idéte the Rule.
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~ APPENDIX D:

“ THE PEDIATRIC RULE S CON
BECAUSE IT PURPORTS TO AU
PRIV ATE PROPERTY FOR Pt’JBUc‘ USE mrou*r J [

A key purpose of the Takmgs Clause of the

Constltutlon s “to bar Govemment from forcing

i e

drugs FDA is asserting the authority to command manufacturers to reformulate the drug and\

i 'Spend what could be massive amounts*‘ofresearch fun whether the druglssa cand

:"‘ff ctlve in pediatric populations, What s t 1spowereven ifthe -

manufacturer has disclaimed any pedxatnc use ThlS is hardly dxfferent from the govemment

- commandmg one private cmzen asa condmon of dnvmg to work ona partlcular road to erect

ok wammg 51gns on that road for all to see

i R e R

The taking is no less egreglous W“h respect tO drugs that are not yet on the market F DA};"

approval is not the conferral of a pubhc beneﬁt Ttis an approval that one must secure before
' usm'g one’s own property. FDA may not condition its approval of that property right on the

_ dedication to the public of potentially massive resou'rces m the form of research into the

potentlally foreseeable pedlatnc uses of the product “The govemment can no more 1mpose such .

a condmon on its approval than a land~use commission can condmon an approval to build a new

D-1




factory on the bullder S snmultaneous ﬁnancmg of a local school ig Nollan ‘v C

mia

Coastal g mm'n 483 U S" 825 837 (1987) (charactenzmg an attempt to achlevea pubhc

‘ The Supreme Court has made clear that “simply denommatmg a gove

a ‘business regulation’ does not immunize it from constitutional challenge on th
violates a provision of the B111 of Rights.” Dolan, 512 U. S at392.
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Ix: The Pood And Drug Administration Moderniz

ation Act Of
Fully cOnsistent w1th\Tho ?irat Amendm 1997 1s

.-
-

commerc1al speech

lnformatlon that pro””

»and member:

scientists,
'large are free to dls‘

:hat they de51re.

physxcxan. It is only when manufacturers use su

wWMmWMWWMWWW%WWWWWWWW”

Yo ks e S R + o

vapplies. SQe 21 U.s. C § 360aaa-6(a).

CC.

evaluated under the cest that governs the regulatlon of commer

cilal

speech Under that analy31s, commercxal speech "related to

activity" is noc entztled to First Amendment prOCectlon c;en;;gl

i : E] : Publi 3 - £ N Gt ¥

447 U.S. 557, 563-64 (1980). Commercial speech th,at: "concern’s]

§ AR A R R

.

lawful activity and (is] not * + « misleading" may be restricted if

“{...continued) .
dlssemlnatlon is targeted at the individual physicians whom WL ]
purports to represent. :

28




the government's interest is substantial, the regulation direc:ly

~advances that intereé;, and the regulatlon 1s no more”e c_“savew
than nece;sary to serﬁe that 1nterest Ig at 566

As explained belew; the FDAMA satlsfles every element of‘cbe'

S
R

A. ThquDAMA Concerns Illegal COnduct"

By The ?i:at Amcndment.

ses 21 U.s.C. § 321(g) (1) (B) (deflnesfthe te:

"be used

inrer al;a an artlcle "intended for use"‘ln j

B disease)
Z iD.C. Cir.‘1980)

29




each of their intended uses.

v. Hxnsonr_uestcott_and_Dunningr_lncr, 412 U.S. 609, 613 (1973 .

If a new drug is not approved by the FDAAas safe and effective for

a particular intended use,

the manufacturer generally cannot

ﬁ”prhe same_

~juri Sd;Ctlon and whether new,;ntended use ,of the product trlgger

ad ltwonal approval re@ulrements The . :;rts have long recognized

manufacturers' claims about the product (elther 1mp11c1t or

exp11c1t) are compelling evzdence of thatvlntent And "it is wel’

. established 'that the-"lntendeﬁ' "f a product Wlthl :he

meanlng of the [FDCA], is determlned

mllts label accompany ng

labeilng. promotlonal clalms, advert151ng, and any other relevan

source. ' " Act;on_cn_Smoklng_and_Health 655 F.2d at 239 see‘agso

21 C. F R. §§ 201.128, 801.4.

The FDAMA addresses one source of ev1dence of a manufacturer s

1n€entﬁconcern1ng the uses of ics products

the manufacturer S

See, e.g., Act;nn_on_Smok;ng_and_ﬁealth 655 F.2d at 238-139;
Hnlted_States Stozage_Snaces_nesmsnated_N934

"8" and 43", 777

F.2d 1363 1366 (9th Cir. 1985), gert. denied, 479 U.S. 1086
(1987) unxmai.&;ates V. An.lu:;cka_oz_nexzde —loftness
Rad;at;nn_Jletector

, 731 F.2d 1253, 1256-57 (7th Clr )., gerc.
denied, 469 U.S. 882 (1984); un;;ed_s;atea v. An Article _ . X
st , s Sudden Change, 409
F.2d 734, 739 (24 Cir. 1969); ired. Sta v. article of Drug
ign - i , 362 F.2d 923, 925-26 (3d Cir. 1966) .

30

See 21 U.s.C. § 321(p) (1); Weinperger

Al

fii e n vy



unsolxczted dlssemlnatlon of artlcles or reference texts dlSChSSr“G

off label uses of its' drugs ‘ ‘ ! unso--,ltnd

Wdlssemlnatlon of such 1nformatlon 1s hlghly persua31ve eV1dence

or dev1ces The

_to consumers

their produccs’

zacions. J.A. 745 (13 F. supp

s partlcularly true- of druywa”““ :

dlStrlCt court recoanlzed

prescrlptlon drug lndustry make dlssemlnatlon of

’rch results an especially 1mpor t‘and prevalent market’“g

- a

ibid., because the 5are of P ‘ription drugS‘requires a

R manufacturer to persuade a phys1c1an ‘as opposed to a ray

3*’5’%%’3“”?“ % ’c O

‘r‘44 that the drug wllrfserv 1ts_1ntended purpose. J. A

746 47 (13 F. Supp. 24 at 63). Thus. the dlstrlct court recognlzed
; that a manufacturer's promect:cn of a drug or deV1ce through the

N , -issemination of scientific liter ture is a cruc1al factor that

— evxdences the intended use of a product.

- o3



R e A 5

“Provision makéé"it'ﬁﬁIEWEui;fdr'drug‘and déviééw

Prlor: to the enactment of the FDAMA a manufacturer's

dlssemlnatlon of such information would have been highly relevant

and materlal evidence of a violation of the FDCA's prOhlbltlon

against the 1ntroductlon into interstate commerce of drugs and

devices forﬁuses the FDA has not approved as ‘safe and ~ffecczve

The use of a manufacturer s dlssemlnatlon of 1nformatlon‘abouc the

off label uses of its products askev1dence of

(manufacturer's intended use-of drug-determined on the basis of

claims made’%girad;oﬁbroadcasc and in manUféﬁiﬁffi’é promotional

material;. | | r'/ ‘;
Moreovep&_tbe treatment of the dissemipgtibn o£ bff?1abel

information ae a separate violation of the FDCA's "misbranding"

provision is manifestly consistent with the First Amendment. That

"adequate directions for use" of the drug. 21 U.S.C. § 352(f). &
new drug or device that is distributed for an off-label use is
misbranded because the labeling of such a drug or device would not

include "adequate directions for use." The product's labeling

32
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could noc contaln adequate dlrecc1ons for a use that the FCA has

not revxewed and approved

i~;mayryfreely regulacev[commercig;

«igactl ‘ icy") Za.ude::e.z: V_ ice v
w, 471 u.s. 638
 '9?Federal Governmentw‘ﬁ?‘mmfﬁgﬁmm“

speech that

626, (i§857"w

behavior") ; C.en:x:al_ﬁuds_cm 447 U.S. at 563-64

actzvzcy")

The Supreme Court s deczslon in ‘Rlnnsbuxgh P s Co. .
Pittsburgh Comm'n on Human Relations, 413 U.S. 376 (13737, s
particularly instructive. That case contérnéd‘ aq @gn;cipal

ordinance that prohibited a newspaper from carrying a'Qéh&Er-based

advertising column for certain positions of employment.  The

33




”rsrdlnance also prohlblted employers from engaging in gender

dlscrlmlnatlon W1ch respect to those pOSIClonS and from publish 1ing,

or causzng to be publlshed any advertlsement that 1nd1cated gender

dlscrlmlnatlon id. at 378ﬁk§aa:89,; The Court recognlzed that the

%%"51gnaled that the advertlsers were l kely

and thls case lnvolve unlawful conduct-' Egggshuxgh_zzess involved

un;awful‘gender dlscrlmlnac1onw*and*thf@mﬁﬁgé ‘involves che unlawhn-_

ldlstrlbut*on of drugs and medlcal devxces In both [of

eommerc1al Speech at issue (the advertlsements in
and the dlssemlnatlon of journal artlcles and textbcoks 1n thi

case) provxdes persuasive evidence of the 1ntent or motive that is

-~

an element of the unlawful conduct. And here, as 1n Ei;:sbnfgb“

" "the restriction on advert1s1ng is 1nc1dental to a valid

4

timitation on ecomomic activity." Inid.

fIn short, there can be no question that the FDCA's
longstanding use of manufacturers' speech to determine the
"in:ended? " uses of their produces is consistent witc the

Constitution. Because that traditional feature of the FDCA passes

34
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icual muster, the FDAMA also withstands scrutiny.

Indeed, the FpAMA Simply establishes a safe harbor for

manufacturers permlttlng mcre speech and conducc than would be

'allowed under the FDCA alone The FDAMA ensures that manufacturers

can dlssemlna

21 u.s. C § 360aaa 6(b) } Moreover,w"[s]uch dlssemlnatlon shall not

'be con31dered by the Secretary' as labellng; vadulteration, or

physmclans from prescrlbzng drugs for off label uses ﬁ J.A.,BOZ;

754 56 (13 F Supp

o=

+S

322' J A

s Congress has prohlblced manufacturers from“dlstr*buflng

in the FDAMA 51m11arly apply to actions by manufacturers not
phy31c1ans treatlng patlencs The FDAMA prevents the government

~From u51ng certaln sc1ent1f1c 1nforma:10n dlssemlnated by

manufacturers as evzdence of lllegal dlstrlbutlon of thelr drugs

‘and devxces.u Both the FDCA and the FDAMA ensure that phy51cransv

35




‘effectlve before those products are dlstrlbuted for par

lntended uses. S.es m;.r_ed_s;a&es v. Ru;nemr.duz U';S’:I:'S44, |

. 52 (1979).* The court s decxsxon, however permlts manufaCCurers,

‘ln effect, to propose an un;awful transaCtlon war 5le of thelf

'manufacturers caQstggoesefully oromote

'fse;ecc*vely dlssemlnatlng favorabls *ournal articles, there w1f1 be

approval for

:the 1nterstate dlstrlbuclon of he product

R

o result. phy31c1ans will actual’y have less.

”about the

safety and effectlveness of medlcax products that they prescr ibe
o fo: their patients,‘

. ‘ f ~ The dlstrlct court s order p‘aces great emphaszs on whether

3
oomrd

an artlcle appears ln a "peer-:evxewed" profu' ga; ]oornal, As

the reoo;dtdemonetratee,‘however, " [r]eliance on peer review is not

o



 adequace substltute for FDA revxew, because the pear EEVIewer

has access to only a llmlced amount of data.’ 'Jf

J.A. 646, 652. Indeed, "[l]t is dlfflcult 1f noc 1mp0551b1e to

814. waeVer;

all partSfdeSUChfP

sound. ~ See 21 U.S.C. ’§ 360aaa41(a)(1)(AYf?“§E" C”F R.
§ 99.101(a) (2). . = E

The FDAMA also 1ncludes ocher,requlremenHS[aln addltlon to

peer review, that ‘ensure the rel;_allty of

' dlssemlnaccd

”journal article. For example, und FDKMK”“Eﬁé'Journal must

{1) be published by an organizatxon w1th an edxcorlal”board (55,béh

generally recognized to be of national scope and reputation; and
(3) be indexed in the Index Medicus of the National Library of
Medicine of the National Institutes ofWHealth; and'(4) noc takeV:he

form of ‘a special supplement funded 1n whole or 1n part by“;ka‘

38
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. manufacturer. 21 U.S.C. § 360aaa- 5(5). The district court's order

'_1ncludes no s1m11ar protectlons

In addltlon,,although the dlstr'ct court lzmlted its rullng‘to

wdrugs and devxces that have been approved by the FDA‘as safe and

"effectlve for at least one u e; :

belng an 1nva11d restrlctlon on speech‘bthe FDAMA expands the née;

~cf speech that is permltted under federal law in order to achleve

lmportant public health pollcy objectzves.

" The district court suggested that the statutory scheme at

issue here is analogous to a law "c allzing cr1t1c1sm of the




fgovernment J.A. 802 That analogy is inapt. Thié"ééée involves

commercial speech and its regulation in connectlon w1th conduct

that Congress has properly made illegal for over 51xty years -. the

1ntroductlon of products into interstate commerce“for"uses that |

have not been proven safe and effective. The F

,ent concerns .

cf ics c1tlzens.

Cir. 1999) (quotlng Run;n v.

e TR qwrwwm@mﬁ%m e

\-995)) ‘The statute ensures that manufacturers" ,t.ﬁisiead

phy51c1ans by promotlng of£- label uses t‘

selactive presentatron of favorable mater al

e

scientifi. ally val‘d v1ew of the risks and beneflts”ol‘tnepoﬁﬁ-

i AR

label use. o
Off label uses of drugs and devices in certaln‘areas (such as
pediatrics and oncology) are not uncommon and in $°m3,9¥£§9WS¢§QCES
have made a valuable contrlbutlon to patlent care. Sgg J.A. 726-27
‘13 F. Supp. at 56). Nonetheless, the rlsk to the publlc from
unprouen dééswofwa£ﬁgs and devices is both real and substantla;

40
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is not exhaustive, J.A. 486, 503 (62 Fed. Reg. at 64,082, 64,099).

Thus, "[tlhe supporting company and the provider are free to edopc

are

alternative a rcaches to help ‘ensure that

lndependent and nonpromOtlonal J A

‘64,082). Mehe Document'mere y provzdes a

' Far from bannlng speech
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ACLU American Civil Liberties Union ' ] ’
FDA Food andvDrUg Administration
FDAMA = Food and Drug Administration Modernlzatlon Act

: of 1997

Federal Food Drug, and Cosmetlc Act of 1938
ag amended
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IN THE UNITED STATES COURT OF APPEALS
FOR THE DISTRICT OF COLUMBIA CIRCUIT

No. 99-$3o4t'

- WASHINGTON LEGAL FOUNDATION,

xnwnonucrron "AND suuuanv»hr"an

lngton Legal Foundatlon ("WLF") and ts’amici éeek to

'22 23; PhRMA Br. 3-11.

8,

XSgg Opening Br.

that th y’do not promote the drug for such use‘

8. Thus, the conduct and speech of phy51c1ans are ‘not at issue in

this case.




65)), manufacturers have

Instead, this case concerns the conduct of drug and device

manufacturers. Congress has long required manufacturers to obtain

FDA approval or clearance for every use for which a new drug or

device is promoted. Prior to 1997, the Federal Food, Drug, and

Cosmetic Act ("FDCA")‘absolutely prohibited manufacturers‘from'ﬁ

promoting the dﬁépé%bved usev,of their approved drugs and devxces.‘

sg-e pp' 6: 7°9: inm'

Section 401 of tﬁéiFO d

Act of 1997 ("?DAMAEY"reIa‘ the restrlctlons of prxor law.

exchange for allowing“manufacturers to promote the off-label"uses

of their products through the dlssemlnatlon of journal artlcles and

reference texts Congress

to perform the sc1ent1f1c studles necessary to demonstrate that ‘the

off-label uses are safe and effectlve and to submit those studles‘

to the FDA for evaluation. See 21 U.S.C. §§ 360aaa(b) (5), 360aaa-
3. Congress also directed”manufacturers to comply with certain
other reasonable requlrements 'to ensure that physicians receive all

relevant 1nformat10n about the off-label uses of a manufacturer s

products rather than a selective view of the_ava;;apleﬂevlfence.

As the district court recognized (J.A. 752-53 (13 F. suﬁp.

selective disclosures to phy51c1ans, who can increase the sales of

drugs and medical devices by’ prescrlblng those products for off-

label uses. _ : '
Thus, the FDAMA promotes”the public health by encouraging

manufacturers to conduct the studies necessary to demonstrate that

d Drug Admlnlstratlon Modernization

n

aily requlred manufacturers to agree":wu

strong economic incentive to make

Smsomevm L |
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e
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the off-label uses of their products are safe and effective and by
ensuring that physicians, managing risks for their patients,
receive an unbiased packacecof’material that presents a complete
and sc1ent1f1cally accurate v1ew of the risks and beneflts of the

off-label uses. Moreover, f the studles are conducted and. safe

and effective new uses are
physicians, andrnottjust t

‘distribute info:

'FDAMA is entirely consistent 'the[FitS§‘A¢éh5@§bt§'
WLF and its;amrci argue hat the FDAMA is paternalistic;

the statute ‘s' not intended to keep phy51c1ans'

1nformatlon about off label‘use ‘,the contrary, the FDAMA does

not regulate the exchange ofvoff label information among scientists

and physicians. Nor does the statute prohibit manufactirer

disclosing off- label infor t on in response to a’ thsician’s

unsolicited request. See 21 U .S.C. § 360aaa-6(a). The FDAMA

‘addresses unsolicited discl! s by manufacturers w1th r”spe t,to

- their products, ensurlng that phy31c1ans do not recelve blased or

selectlve 1nformatlon about'off label uses that could dlstort thelr

treatment dec1510ns.

Moreover, the requlrement 'that drugs and medlcal' dev1ces

receive approval from ‘the FDA for'each of thelr 1ntended uses 1s}a‘

longstanding, central and emlnently senSLble feature of our food

and drug laws.,, Congress 1on§'ago recognlzed that the FDA is

uniquely positioned to welgh the massive volume of complex




_scientific data involved before allowing drug and device
manufacturers to promote and distribute théir products for
particular uses. The FDAMA ensures that manﬁfacturers do not

 ;¢ifcud§§Qt¢the approval process, and it permits more manufacturer

{speeCh chan the prior statutory scheme allowed.!

iricenﬁral poiht
‘héhpfbmotibn
,ﬁibhﬂofﬂafﬁgé
dﬂééfsafe"and

1on bn the fact

UCourt s anale1s in H;ngnSAn v. ’Mikshéll? ? 1W ‘ . 483
(1993), and pittsburgh Press Co. V. Rmmmwmm_n—m—ﬂm', , 10
latic n"413 U.S. 376, 388-89 (1973), governs thls case. This

"Eésé,'like‘Mi;ghgll and Ei;;sbu:gh_zxgsa, 1nvolves unlawful conduct

« In our openlng brief (at 26 27) we argued that WLF's
generallzed interest 1in protecting prlvate"individuals and
businesses from "undue interference" by the government (J.A. 13)
+ should not be sufficient to allow the organization to represent the
professional interests of the (presumably) relatively small
‘proportion of WLF's members who happen to  be  physicians,
particularly if WLF's "members" are merely financial contributors
“who exercise no meanlngful control over WLF's organization and
. “structure. In response, WLF nowhere explains what it means to be
“a "member" of WLF. If WLF's physician "members" are simply
o , contrlbutors, with no control over the manner in which
"WLF is governed, then WLF should not be permitted to represent
their 1nterests in this suit. See Hunt v. Washington State Apple
) 'm, 432 U.S. 333, 344 (1977) {"indicia of
membership" includes power to elect association's governing body as
‘well as to finance association's act1v1t1es)
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. ‘the 1ntent or motlve that is a ke,

'”restrlctlons on ' commercial speech

apart from speech: Mitchell involved crimes motivated by bias;
Pittsburgh Press involved unlawful’gender discrimination in hiring;
and this cese”involves the unlawful - distribution of drugs and
devices for intended off-label uées.imln each case, the speech at

issue (dlscr1m1natory statements in M;;ghell advertisementé in

§, and the dlssemlnatlo of certain journal‘artlcles'

endytextbdoks in this case)'provide highly‘?eléfaﬁt"évidence‘of

nﬁ{of eﬁefﬁﬁlaﬁﬁﬁlfclndUCt,‘

‘Moreover; 'in this case, as"ln‘ tesburgh Press, the direct

n dentalr to fvalld

limitation on economic act1v1ty; ) E;;;sbuxgh_kxgsg 413 U.s.

389; seg alag Openlng Br. 33 (collectlng cases)

Contrary to the thrust of - WLF' ' brlef, the fact ‘that

t'phy51c1ans have been able to prescrlbe drugs and devices for off—

label uses does not legallze the manufacturers' dlstrlbutlon of

theirfdfugs and devices for such unapproved uses. And the First

Ahepdment affords no protection to the promotion of such illegal
distribution.  In Rittsburgh Pres&; tHe Court held that an

”advertlsement could be prohlblted where 1t "51gnaled" ‘that the

dvertiser was "likely" to have an 1mperm1551ble dlscrlmlnatory

1ntent. 413 U.S. at 389. There was‘nO'suggestlon in that case

that the jOb appllcants themselves ;were engaglng in ‘unlawful

”conduct. Thus, a male employee hlred pursuant to the discrimina-

'tory pOllCY at issue in E;;;sbuxgh_zzess'presumably would have been

free to contlnue worklng at his jOb even though his employer was

prohibited from engaging in advertlslng that "signaled" that the




employer was "likely" to have an imoermissible intent in the hiring
process..

Contrary to WLF's suggestion (WLF Br. 20), the fact that the
FDAMA prohibits the dissemination of information in v1olatlon of
the statute,' 21 U.s.C. § 331(z), poses no First Amendment

dlfflcultles. Sectlon 331(z) does not, in effect, subject any

manufacturer conductrto regulatory consequences that the FDCA dld

not already 1mpose._‘Prlor to the enactment of th "FDA

that the manufacturer was dlstrlbutlng 1ts products w1th th‘ intent i

that they be used in a manner that the manufacturer had no, proven ;

to be safe and effectlve. The manufacturer s contlnued\lnterstate

dlstrlbutlon of those products would ‘have been unlawful See 21

'U s.c. §§ 331(a), (d), 35L(E), 352(f), 355, 360 (£) (1) .

Moreover, a drug or dev1ce is "mlsbranded" if ltS labellng )
does not bear ‘"adequate dlrectlons for use.‘ N 21 U.s.C.

‘§ 352(f)(l). Thus, the labeling of a drug or device must 1nd1cate .
all intended uses, lncludlng those 1ntended uses ﬁthat the
manufacturer has manlfested through its promotlonal act1v1t1es. If
the labellng does not 1nd1cate all intended uses, the product is
misbranded, and 1ts interstate dlstrlbutlon 1s unlawful ; see 21

u.s.c. §§ 331(a) , 352(£) (1)

b. Amlcusa‘Pharmaceutlcal Research and Manufacturers of

.Amerfca_("PhRMA") attempts to dlstlngulsh both thtsbnxgh_Rress and

Mitchell on the ground that in those cases "the speech is




distinguishable from the underlying illegal conduct." PhRMA Br.
12, But that is equally true here. The illegal conduct in this
case is the introduction of drugs and medical devices into

interstate commerce with the intent that those,products‘be’ueed in

a manner that the FDA has not approved. Just as the speéch in '

speech in m:.chell was evidence of unlawful racial

.speech at 1ssue, ere is MeuidenCe of an intent o illegally

d1str1’ute FDA—regulated products for unapproved uses.

approved drug for an unapproved use. The core prov1310n gd ernlng

_the FDA's regulatlon of drugs ‘is the premarket approval requ‘ ement

applicable to all "new drugs. © 21 U.S.C. § 355. Spec1f1 al:y, ‘the

FDCA requlres manufacturers to submit applications to the agency

establishing thatitheir new drugs ire”Wgafe For use" and weffectlve
in use." See 21 U.S.C. § 355(b) (1) (A). The FDA can apprové ‘a new
drug application only if the manufacturer has provided substantlalb

evidence that the new drug will "have the effect it'purbofts or is

‘represented to have under the conditions of use presc 1bed

recommended, or suggested in the proposed labellng, 21 U.s. c

7§ 355(d) (5) .2 Except as prourded in the FDAMA, it is 111egal for

, . *The term "labellng" is very broad and lncludes both the
‘"label® of the drug or device and related promotional material,

by manufacturers to potentlal customers. = See .R.
§ 202.1(1) (2) (including "reprints" within the deflnltlon of
"labeling" for purposes of 21 U.S.C. § 321(m));
States v. Urbuteit, 335 U.S. 355, 357-58 (1948);
Kordel, 335 U.S. 345, 349-50 (1948), Hn;&gd_snakﬁs V. Arnlalﬁs_gﬁ

(continued...)

. The FDCA makes it 1llegal for a manufacturer to. dl,t'lbuteﬁan{id;

including reprints of journal articles and textbooks diss mlnatedww;




the manufacturer to distribute a new‘drug in interstate commerce ¢
without first complying with these requiremenﬁs; See 21 U.S.C. J
§§ 331(d), 355(a).

Because the entire premarket approval process‘is predicated on

ea show1ng of safety and effectlveness with respect tO”partlcular

(emphasxs added))

,;Congress has long requlred manufacturers “to obtain FDA

approval or clearance for every use'for whlch a new”drug'or dev1ce

‘isf 1ntended  See 21 U.S. c. §§ 331(a), (d)}” 351(5), ‘355,

360c(f)(l) 360e. Indeed WLF and 1ts am1c1 apparently do ‘not

”dlspute that manufacturers may be prohxblted from advertlslng thelr

products fcr any uses that the FDA has ‘not app as‘safe and

effectlve. Such advertlsements would ev1dence the manufacturers'

snd

,,.”,2,(..'\‘.cc:nitinued)‘ " o : i
-_Veteri , 50 F.3d 497, 500-01 (Bth Cir. 1995);

. RS . 89 F. bi
612, 616 (2d Cir.), gex& denied, 392 U S. 907 (1968).
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unlawful intent to distribute those products for the unapproved
use. See Qpening Br. 29-30. Thus, the manufacturer of a drug that
has been approved for the treatment of AIDS (or even headaches) may
not promote that drug for use in treating cancer. Before doing so,

the manufacturer would have to demonstrate that::he drug is safe

" and effective for cancer treatment and to obtain FDA approval for

that partlcular use“ Sgg 21 U.s.C.'§ 55(b)(1)(A) (d)(S). Even

publlshed artl’le 1 a peer- rev1ewed medlcal

b‘s1ng the effectlveness' of the ,drugmaln treatlng

cancer, the mannﬁag;n;gx cannot refer, to " the artlcle 1n ‘an

-advertlsement w1thout evidencing a newblntended use for the drug

and thereby trlggerlng the FDCA's approval requlrements.” Sgg 21

hC.F.R.,§ 201.128. Slmllar requlrements apply to devices. See 21

~U.s.c.o88 383(6), 3608 (c) (1) (), (@) (2) &), (B); 21 C.F.R. § 801.4.

Drug and dev1ceVmanufacturers are'no' only aware of thls rule,

they comply Wlth 1t Importantly, there is no meanlngful legal
dlstlnctlon between advertising an unapproved use and the conduct
at 1ssue in this case. Yet, if upheld "the dlstrlct court's rullng

. .would allow manufacturers to promote‘the unapproved uses of their

; ,*uapproved drugs and medical dev1ces to phys1c1ans through the

: dlstrlbutlon of journal artlcles and “textbooks dlscu551ng those

'{uoff—label uses, leen the nature of the prescrlptlon drug and

‘ device markets, the authority to distrlbute journal articles about

;off 1abe1 uses and to dlscuss those:articles in advertlsements

bpromotlng drugs and dev1ces would prov1de manufacturers w1th an

effective means of c1rcumvent1ng the FDCA's approval requirements.




Thus, in the AIDS drug example, it makes no difference whether
the manufacturer expressly labels the drug for cancer treatment,
advertises the drug for cancer treatment, or distributes a journal

article supporting use of the drug for cancer treatment. In each

case, the manufacturer s conduct is dispositive evxdence that the

drug 1s, now _"1ntended" for treatment of cancer;5¢21 U.s.c.

§ 321(g)(1); but in each case, the manufacturer hasfnét‘obtained

approval for dis rib ion of that new drug, as requlred by 21

U.S.Cgps 355;1~ The same analysis applles to medlcal devices.

See 21 U.S. C §§ 321(h), 360e(c) (1) (A), (d)(2).

Indeed, this example highlights another flaw'in‘theTarguments

of WLF and its amici. Even WLF does not cont that a

manufacturer could lahel its products for an unapproved use. But

there lS no pr1nc1pled dlstlnctlon for First Amendment pUrposes

between a manufacturer 5 speech on a label and a manufacturer s

unsollc1ted dlssemlnatlon of off label 1nformatlon 1n a medlcal

journal or textbook In both cases, the manufacture

has_used
speech to further an 1llega1 end |
PhRMA's p051tlon is fundamentally at odds w1th one of the
basic purposes of the FDCA. Congress speczflcally amended the
”deflnltlon of "new drug" in 1962 to ensure that drug manufacturers

would be requlred to demonstrate the effectlveness of thelr

‘products for eagh condltlon prescribed in the labellng SQg 21

U.s.c. §§ 321(p)(1), 3ss(d)(s) (e)(3); S. Rep. *No{” 87 -1744,

trenxnn&ed in. 1962 U.S.C.C.A.N. 2884, 2898, 2901-02 (Vlews of Sen.




v AR

Kefauver, et al.); see also Weinbexger v. Hynson. Wegtcott and
Dunning. Inc., 412 U.S. 609, 613, 630 (1972).
As the principal sponsor of the relevant pro?isionsfof the‘
1962 amendments (and certain of his colleagues) emphasized:
on what logical basis can one possibly argué‘that’
the 1n1t1al claim for a drug, say the relief. of

“should be supported by "substantial evidence, "
successzve clalms, for instance the cu e an_m

xbmlnatlon and approval of the _
claim would be. just as appropriate and compelllng forw

would be that. the 1n1t1a1 claim ‘would tend to b
llmlted whlch of course, would expedite approv
‘new drug application. Thereafter, "the sky would be the
limit" and extreme claims of any kind could be made,
subject only to the very cumbersome power of the FDA to
seize a single specific shipment of the drug as
mlsbranded - e

S. Rep. No. 87 1744 zgpr;ntgd in 1962 U.S.C.C.A.N. at 2901 (views

of Sen. Kefauver, et al ), see alsg H. R’“Rep No 94 853 Cat 14 15
(1976) (expre581ng intent that where a '"particuiar ‘device is
intended to be used for more than one purpose * * * % each use may,{
at the Secretary s dlscretlon, be treated as constltutlng a
different idev1ce ‘for purposes of classificatidn”‘aﬁd‘“other,
regulatlon") | | | EE |
J Thus,,PhRMA's'contention'(PhRMA Br. 13 n.6) that the FDCA does
not prOhlblt a drug manufacturer from distributing a drug for a new
use as long as the FDA prev1ously approved the drug for a prlor use

is flatly wrong ‘ As explalned above, the FDCA plalnly d

manufacturers to demonstrate the effectiveness of thelr drugs for

all intended uses before they are distributed for those uses.

11




S_ee 21 U. s C. §§ 331(d), 355(b) (1) (A), (d) (5); see also 108 Cong.
Rec. 17, 366 {Aug. 23, 1962).°3

If PhRMA s pos1tlon were correct the "loophole" that Senator
‘:/Kefauver ldentlfled in the 1962 leglslatlve hlstory would be a mlle

w1de. a drug prev1ously approved for treatlng acne could be

dlstrlbuted for the, treatme t

of "

‘ pésiEiBﬁ;’wﬂiéh' 1nsofar'as we are aware, the drug lndustry has not

"prev1ous1y advocated would crlpp e the FDA s ablllty to ensure

“that new drugs are effectlve for thelr 1ntended uses. It would

also place the publlc lat Athe nmercyv of drug and dev1ce

entrepreneurs. See I.Im..ts_cL&t.a_tes v. Rutherford, 442 U.S. 544, 558

(1979) In sum, PhRMA's pos1tlon 1s contrary to the FDCA the

hagency s regulatlons, and sound publlc pollcy, and 1t has no
'support in the case law .
PhRMA also ircorrectly contends (PhRMA Br. 12) that, under the

government's view of the FDCA "1t 1s the speech and speech alone

that renders the otherw1se lawful sale of a drug 111ega1 The

" ’As one commentator has explalned "[a]ny change in the

recommended conditions of use, relatlng to such aspects as * * *
the indications for use, requires * * * the approval of a
Supplemental [New Drug ‘Appllcatlon] before marketing.™ Peter
Barton Hutt, ici

, .33 Association of Food & Drug Officials of the
United States Quarterly Bulletin 3, 12 (Jan. 1969).

12




speech does not "render" the sale of a drug unlawful; rather, the
speech furnishes evidence of the manufacturer's unlawful intent to

distribute the drug for a new intended use that thé FDA has not

approved as safe and effective. And theMSupreme ‘Court has made

& clear that "[t]he First Amendment B

bpr‘hlblt the

fev d nt‘ary use of speech *

,the‘use of'the statement

"go buy’a»gun

J_The analogy is wholly 1napt

;"go buy a gun" can carry a perfectly lawful message.

contrast, a manufacturer s unsollc1ted dlssemlnatlon to phys1c1ans

e a m%mﬁw%\%

of 1nformatlon about the off- label uses,of thelrbproducts can have

,only' one plau51ble explanatlon- f the m nufacturer 1ntends to

encourage the phy31c1ans to prescrlbe thelr products for the off-

”label uses even though the manufacturer has not demonstrated that

o the unapproved uses are safe and eff‘ct v § Because Congress has

prohlblted the dlstrlbutlon of drugs and'medlcal dev1ces‘for an

‘ ‘otherwise (PhRMA Br. 12), a
manufacturer's continued distribution of a drug or device with the
+knowledge that the product is subj to spread off-label use

" ‘could demonstrate that the manufacturer intends ‘to dlstrl_utehthe

. .product for that off-label use. '

. 5 801.4; see also H.R. Rep. No. 94-853, at 14; 37 Fed. Reg. 16,504
- (Aug. 15 1972). The dissemination of off-label 1nformatlon is
“just one type of evidence that can be used to demonstrate a

~'manufacturer's unlawful intent. As thls Court has recognlzed the

1f@"1ntended use"' of a product  is “determined "from its label,
_accompanying labeling, promotional claims, advertising, and any
other relevant source." Action on Smoking and Health v. Harris,
655 F.2d 236, 239 (D.C. Cir. 1980). ' '

*Although "PhRMA’”suggests"

13




unapproved use, it can also prohibit the dissemination of
information that would promote such unlawful dist;ibution.

See Eiiishnzghegress, 4l3,U.S. at 388-89.° |
d. PhRMA:erroneousiy contends (PhRMA Br. 13-14) that Pearson

V. shalala 164 F.3d 650 (D.C. Cir. 1999) "1nherently rejects" our

argument here. Untll f111ng 1ts petltlon for rehearlng in Egarsgn'

‘ Eigggbg;gn?gxgaa’ and the[panel‘did not address‘the,is

172 F.3d 72;'72-73 (D.C. ‘cir

oplnlon.

h'1999) (Sllberm‘ 4J.,\concurr1ng 1n denlal of’rehea ing en banc)

lJThe subsequent den1a1 of rehearlng does not preclude the government

from lltlgatlng the 1ssue 1n thls case. Sngun;Lgd_sga;gs v.

R

North, 920 F.Zdv940, 950 (D.C. Ciz. 15907 . cert. denied, 500 U.S.

941 (1991).°

5Contrary to WLF's suggestlon (WLF Br. 25 n.10), the FDAMA

does not preclude a manufacturer from dlssemlnatlng lnformatlon to

d;asuadg_ physicians from using its products in an unapproved

mannér. The purpose of the FDAMA is to ensure that madlufacturer

o - promotion of off-label uses is unbiased, balanced, and ultimately
substantiated by scientific ' evidence. See, e.g., 21 U.s.c.

§§ 360aaa-3, 360aaa-6(a), (b). Although the FDAMA pr

manufacturer from disseminating information to en

physicians are escrlblng a drug for an off-label use in- a "proper

manher" (WLF Br. 25 n.10), that result makes sense,_because such

-~ dissemination would constitute evidence that the manufacturer

1ntends that the product be used for an unapproved purpose.

6Moreover, the Court in Rgaxsgn recognlzed that "[d]rugs * x
“appear to be in an entlrely different category" than the dietary
" supplements at issue in that case because "the potential harm

presumably is much greater." Id. at 656 n.é6.

14




This case is also very different from iﬂ_quumeaxL‘_ln§+ v.
Rhode Islapd, 517 U.S. 484 (1996). In 44 Liquormart, the State

attempted to justify a ban on certain liquor advertising based on

its unexercised power to "ban the sale of alcoholic beverages

outright." 517 U.S. at 508. Thus, the State in thatccase did not

actually' ban ‘the sale of alcoholic beverages,'“iﬁ

on yh banned

speech

"kn rast, Congress has actual Yy

evxdence of that unlawful conduct

'manlfest
‘governed by Bltlﬁbuzgh_Exeas which was distinguisn
w1th approval 1n AA;L;gngrmaz; SQQ 517 U s at 497 n

Zpiurallty

Oplnlon). Moreover, the lnformatlon at issue in this casells far

more susceptlble to manlpulatlon and if biased or 1ncomplete,

could have far more dangerous consequences for the publlc”than the
objective and easily evaluated retail price information that was
‘banned from advertising in 44 Liguormart.

2.a. WLF does not challenge the districticourt's;rulinébfd}A.'

‘806) that the FDAMA s supplemental appllcatlon requlrement dlrectly

, and materlally advances the government's lnterest in encouraglng

‘manufacturers ‘to undertake the sc1ent1f1c studles anc to'perform

the other steps necessary to obtaln FDA approval for the off label

\uses of thelr products.

WLF and 1ts amici contend, however, that the“éo?érnment's
addltlonal 1nterest in preventing manufacturers from selectlvely

disseminating favorable off-label information to physic1ans is not

15




"substantial® in light of its alleged paternalistic character. But
the FDAMA was not enacted to keep physicians ignorant of truthful

information about off-label uses. To the contrary, the statute

applles only to manufacturers and only w1th respect to products in

‘whlch they have a commercxal 1nterest

o Moreover, the FDAMA does,

deClSlonS of phy31c1ans, Rather, it ensures that phy51c1ans can

recognlzed absent regulatlon,m"manufacturers’w111w11kely only seek

&to dlssem;nate 1nformatlon that presents thelr product in a

.

rfavorable llght .J A. 752 (13 F ‘Supp 2d at 65) And if off-

‘label uses are as prevalent as 'WLF suggests, the need for

’phy51c1ans to recelve unblased and complete 1nformatlon in maklng

thelr treatment dec151ons is partlcularly s‘rong

. Our system of regulatlng drugs and dev1ces is premlsed on the
prlnc1ple that there is a legltlmate government and publlc health
lnterest 1n ensurlng that 1nformatlon about such products is

accurate.‘ Indeed that is why Congress establlshed an expert

agency to evaluate the complex SC1ent1f1c data for each new

1ntended use of a drug or device before allowxng ‘the product to be

dlstrlbuted for such use. The FDAwhas the/resources and relevant

expertlse to evaluate the data to determlne whether a partlcular

use 1s safe and effectlve, 1nd1v1dua1 phy91c1ans generally do not.
Thus, the FDAMA encourages manufacturers to perform the

scientific studies necessary for the FDA to make those judgments,

16
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and it enables physicians to treat their patients with the benefit
of full disclosure of relevant data by manufacturers seeking to
promote the off-label uses of their products. As explained in our
opening brief (at 43), the Supreme Couff'and this Court have

recognized the validity of "are no less

“paternalistic" than the inte

'761;'769 (1993) {"there 1s'no

from disseminating biased infofmé:1bnvto“phys;ciahéﬂ See Opening

Br. 41-43, 45-46. However, WLF and its amici present a decidedly

incomplete view of the benefits and riské'&ffoff-label uses,of

drugs and medical devices and the FDA's position with respect to

such unapproved uses. As explained in odr opening brief (at 44),

the FDA has recognlzed that off label uses occur and that they can

be benef1c1al in certain c1rcumstances. 'Bux there lS good reason

why Congress has required manufacturers t onstrate the safety

and effectiveness of the -uses of their products when they are to be

commercially distributed for those uses. As the record below also
demonstrates, the risk to the public from unproven uses of drugs

and devices is both :eal‘andvsgbstan;ial,_ysggiq.A. 523-24, 527-36,

17




manufacturersw

594-95. Patients can be directly harmed by the drug or device, or
an ineffective drug or device might be used in place of another
drug or device that has been approved for the particular condition,
thereby depriving the patient of an effective treatment.
See J.A. 523-24, 637-38; see also United States vmhgnfgxd 442

U.s. at 557.

3. Ask xplained in our opening brief (at 46

a narrowly Tt ilored  means of

congreSsional objectlves. WLF nevertheless sugges

o) seek approval of off label uses by extendlng the

perlod under whlch thelr drugs are protected from competltlon.

Another prov1s1on of the FDAMA does extend by s1x months the perlod

of market(,e;olus;v1ty for certain approved ,erQS; if the

manufacturer oonducts studies requested by the FDA to evaluate the

safety and“effectiveness of certain off-label pediatr c uses of

those drugs. See 21 U.S.C. § 355a(a), (c). Thus,kc'ngress has

adopted an alternative means of encouraging’manufaoturers'to obtain

~approval of off -label uses in the pedlatrlc area, wherﬁﬂoff label

uses are partroularly prevalent, see J.A. 727, and the need for

"adequate studies is particularly compelling.

Congress was not requlred 81m11ar1y to extend the perlod of

exclu51v1ty for all other drugs. Indeed such actlon would have

undermlned Congress s competlng 1nterest in promotlng competltlon

’ln the drug lndustry, whlch Congress has furthered by enactlng

‘prov1szons of the FDCA that allow low-cost generlc drugs to enter

)

18




- facturers, the FDAMA applies only to the unsgligi;gdh

the market through an abbreviated approval process. gSee Drug Price

Competition and Patent Term Restoration Act of 1984,”?ub. L. No.

98-417, 98 Stat. 1585 (1984); I.exa_BhamaceumcaleJ._s_.A._,_mL v.
, 182/F

,3d 1003 11004

(D.C. Cir. 1999). Congress was nét required to “und ,lne those

Amerlcan C1v11 leertles Unlon ("ACLU") (Br.‘

court -cor ctly ”concl"ded that" the FDAMA r

speech rather than pure speech. The FDAMA appl

dlssemlnatlon of off 1abel 1nformatlon by manufacturers propos1ng

commerc1a1 transactlons. The FDAMA in no way restrlcts the

exchange of lnformatlon among sc1entlsts, researchers physzc1ans,

or members of the general publlc. Even w1th r to_manu-

semination

of off label 1nformatlon. Thus, the FDAMA expressly'prov1des,that‘

it shall not be construed as prohlbltlng a nmnufacturer from

dlssemlnatlng such 1nformatlon in response to

unsollc1ted r'quest. Sge 21 U S C § 360aaa 6(

The;kontentlon of the ACLU (Br. 10)‘tha,

challenged FDA Guldance Documents "broadly preclude manufacturers

“from v1rtually any comment on an issue of publlc lmportance" is

19




also inaccurate. The statute and Guidance Documents apply only to
the manufacturers' promotion of unlawful commercial transactions.
And it is difficult to discern how a manufacturer could "strip all
commercial features" (ACLU Br. 13) from its unsolicited j
dissemination of information about the off-label uses of its drugs
‘and devices to the thsicians’who p;escribeythose‘products.

5. As explained in our opening brief (at 52-54), tﬁe district !

court al

b ld;ng that the FDA's Guldance Document

'gﬁ?erﬁing manufacturer support 'oyl sc1ent1f1c and educatlonal

activities violates the First Amendment. WLF's ;;gatment of that

- H

issue warrants no additional respogSe,’

CONCLUSION S | ,

For the foregoing reasons, the judgment of the district court

should be reve;sedf
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DRUG PRICE AND PATENT TERM ACT
P L 98-417

'DRUG PRICE COMPETITION"' AND PATENT
_ TERM RESTORATI r

'P.L. 98-417,"See

S.‘l’53§ v:vas“pueed‘i;l lieu of the H use i\dfl"lvgi"i'is' 15}1. o
guage to contain the text of the ‘House bhil ;

Act to authorize an abbre\nated ne druf ppl

rugs
drugs, having considered the same; repo

* L] *

[page u] ;
PURPOSE AND Suumnv

The purpose of Txtle I of the bill is to make lable more low
cost generic drugs by establishing a generic dru a&proval proce-
dure for pioneer drugs first approved after 1962. Under current
law, there is a generic drug approval procedure for pioneer drugs
aggé'oved before 1962, but not for pioneer drugs approved after

Title I of the bill generally extends the procedures used to ap-
prove generic copies of pre-62 drugs to post-62 drugs Generic copies
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of any drugs may be approved if the generic is the same a
original drug or so similar that FDA has determined the
b ire safety and effectiveness testing. =~ -

The purpose of Title II of the bill is to crea ne » for
increased expenditures for research and development of certain
products which are subject to premarket government approval. The
incentive is the restoration of some of the time lost on patent life
while_the. product aiting.pre-market.approval. Under currrent

s to run while the maker of the product i

preval to market it.

‘certain products subject to pre-market approval. Th
tension would be for a period equal to: (1) half of the time requir
to test the product for safety (and effectiveness in some cases); and
(2) all of the time required for the agency to approve marketing of
the product. These products include: human drugs, animal drugs,
medical devices, and food and color additives.

x-

Title 11 places several limits on the period of patent extension. =

First, the period of extension may not exceed two years for prod-
ucts. either currently being tested or awaiting approval. For all
other J)roducts. the period of extension may not exceed five years,
_ Second, the period of patent extension when added to _the patent
time left after approval of the product may not exceed fourteen
ars. Third, any time that the product’s manufacturer did not act

subtracted. =~ — R
Finally, Title II provides that it is not an act of patent infringe-
ment for @ generic drug maker to import or to test a patented drug
in preparation for seeking FDA approval if marketing of the drug
would occur after expiration of the patent.

HEARINGS

The Committee’s Subcommittee on Health and the Environment

held one day of hearings on H.R. 3605, the Drug Price Competition
Act, on July 15, 1983. Testimony was received from 15 witnesses,
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ions, with additional material s
organizations.

Committee's Subcommittee

n open session and ordered favorably
mendment. by voice vote. On June 12,
oren: session on H.R. 3605, amended
rab i')repo:;ed,b a voice vote. itle
he"“ rug Price

2

'ood, Drug 3met FD
approved as safe before they could be
iments required that all new drugs, ge-
.approved as safe and effective prior to

As a result of t|
ing pre-1962 dru;
Study (DESD

the .,afency created the Drug Efficacy
if all pre-1962 drugs were effective.

Second, FDA established a policy, ﬁ;;g;gm ting.the approval of a ge-
neric dnig’equivalent” m’gsg%é“a% ‘effective pre-19 ;pioneer drug.

As a result of the 1962 amendments, the manufacturer of a pio-
neer drug must conduct tests on humans that show the product to
be safe and effective and submit the results in a new drug applica-
tion (NDA). A ma rer | tests
that show the generic drug is the same as the pioneer drug and
that it will be properly manufactured and labeled. This informa-
tion is submitted in an abbreviated new drug application (ANDA).

The only difference between a NDA and an ANDA is that the
generic manufacturer is not required to conduct human clinical
trials. FDA considers such retesting to be unnecessary and wasteful
because the drug has already been determined to be safe and effec-
tive. Moreover, suchﬁretestingoi: unethical because it requires that

some sick patients take placebos and be denied treatment k
The FDA procedure only for pioneer drugs ap-

proved before 1962, There is no ANDA procedure for approving ge-
neric equivalents of pioneer drugs approved after 1962. While the
FDA has been considering since 1978 an extension of the pre-1962
ANDA policy to post-1962 drugs, it has not extended the regula-
tion. Because of the agency's failure to act, Title I of H.R. 3605 is
necessary to establish a post-1962 ANDA policy.

Some have suggested that. “Paper NDAs"” be used to approve ge-

‘neric_equivalents of pioneer drugs approved after 1962. Under the

Paper NDA procedure, the generic manufacturer may submit sci-
entific reports, instead of clinical trials, to support findings of

_ safety and efficacy. This procedure is inadequate, however, because
t‘fgat, satisfactory reports are not available for 85

FDA estimates that satisf:
percent of all post-1962 drugs.
2649
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_Currently, there are approximately 150 drugs approved after
1962 that are off patent and for which théfek\jis]ug%"ﬁggeric equiva-
lent. All of these drugs could be approved in generic form if there
was a procedure. Each year, more pioneer drugs go off patent and
become available for approval as generics. - e '
mong the drugs available or soon to be &
proval are five best sellers: valiui
lasix. Dyazide, for example, is t
treatment of high blood pressure:
Valium is a popular tranquilizer w
other drug whose patent has expir
tory drug used in the treatment
est selling drug in the United Sta
The availability of generic versions of p:

le for generic ap-
dyazide, and
uretic for the
pired in 1981.
es in 1985. An-
‘anti-inflamma-
e tenth high-

after 1962 would save American consumers $920 million over the
next 12 years. Older Americans, in F rticul d benefit be-
use they use almost 25 percerit of all prescri ugs. ‘

Moreover, the lack of generics for post-1962 pioneer drugs will
cost Federal and State governiments millions of dollars. For the
drug metronidazole, purchased by the Departm Defense, the
taxpayers saved approximately $1.2 million in ar as a result
of the availability of a lower priced generic version. Federal and
State governments will be denied comparable savings on drugs ap-
. proved after 1962 because of il of.an approval

TITLE 1i—PATENT TERM R

rugs approved

““Patents are designed to promote innovation by providing the
right to exclude others from making, using, or selling an invention.
They enable innovators to obtain greater profits than could have
been obtained if direct competition existed. The fits act as in-
centives for innovative activities. o PR ,
~_ Although the patent term in the United States is 17 years, the
. period during the patent term in which products are marketed (the
_ effective patent term) is usually less than 17 years because patents
often are obtained before products are ready to be marketed.
- Effective patent terms are influenced by many factors, including
 Federal pre'narketing and premanufacturing regulations. The
““products covered by these regulations include pharmaceuticals,
.. medical devices, food additives, and color additives. Pharmaceuti-
_cals for instance cannot be marketed in the United States until
they have been approved by the Food and Drug Administration
- (FDA). To obtain such approval, drugs must undergo extensive test-
ing to prove they are both safe and effective. All these products are
subject to different regulations that have had varying impacts on
effective patent terms. o » :
In testimony before several Congressional committees, represent-
~ atives from the pharmaceutical firms that are heavily involved in
- basic research and rely upon patents, claimed that the average ef-
. fective patent term of drugs has declined. They argued that a con-
.. tinuation of the decline would result in decreased expenditures for
research and development and, eventually, in decline in the in-
troduction of new drugs. o -
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As compensation for the loss of patent term due to government
review, the research intensive firms argued for patent term exten-
... ... sion legislation. They stated that the legislation would create a sig-
w257 nificant, new incentive which would result in increased expendi-
tures for research and development, and ul n more inno-
- vative drugs. . N et

ComMITTEE (
- .Pursuant to clause 2(1X3XA) of Rule X
‘of Hepresentatives, the Committee repo
Food and Drug Administration and the Fede
Cosmetic Act was conducted by the Su
the Environment. A hearing was held o
ings of the Committee’s oversight activities }
_into the legislation and are discussed in_
report entitled “Background and Need fo!
“Section-by-Section Analysis.” ‘

Zincorporated
rtions of this
gislation" and

CoMMITTEE ON GOVERNMENT O

" Pursuant to clause 2(1X3)(D) of 'Ar‘ﬁle XI of ‘the Rul
of Representatives, no oversight findings have been submitted to
the Committee by the Committee on Government Operations.

R < N TN R SR -
OMMITTEE (08 st

Rules of the
 that the costs, if
offset by savings to

Committee’s Sub-

In compliance with clause 7(a) of rul
House of Representatives, the Committee
any, incurred in carrying out H.R. 3605
the Federal government. In testifying bef: >mmittee’s St
committee on Health and the Environmen s from the Food
and Drug Administration estimated that any ter workload re-
sulting from the approval of generic drugs under Title 1 would be
absorbed initially. Later, the officials estimated, some additional
staff might be required to process generic drug applications. This
additional staff could cost up to $1.1 million. The actual cost to the
Federal government cannot be estimated use it is unknown
how much additional staff, if any, might be_

Enactment of the legislation, however, will
cost savings to the Federal government. Unlike the costs of HR.
3605, these savings are certain. The government spent
about $2.4 billion for drugs in 1983. Many of these drugs will be
available as low cost generic after enactment of H.R. 3605. For ex-
ample, the Department of Defense saved apprgx:imately $1.2 mil-
lion in one year when a lower priced generic version of metronida-
zole became available. :

It in significant

CONGRESSIONAL BUDGET OFFICE ESTIMATE

Pursuant to clauses 2(1x3) (B) and (C) of r eXI of the Rules of
the House of Representatives, the Committee gets forth the follow-
ing letter and cost estimate prepared by the Congressional Budget

Office with respect to the reported bill: ~ =
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soe ook UGS, CONGRESS,
- CoNGRessSIONAL BUDGET OFFicE,
- Washington, DC, June 19, 1984
Hon. ) N D. D,INGELL, FR i i l
Chairman, Committee on Energy and Commerce,

House of Representatives, Washington, DC.

e 9

gec ucts approved a

.of drugs that we:e.anmwd by the
ion (FDA) after 1962. estimated 150
luct: ) d ¢ 1962 are currently off gatent and ‘would
come available.for generic copy using the ANDA procedu o
posed in this bill. : e

The FDA estimates that the enactment of H.R. 3605 would at
least triple the workload of the division responsible for approving
ANDAs. Currently, this division reviews ANDAs for generic copies
of pre-1962 approved drug rroducts. The workload would increase
as several manufacturers file an ANDA for each drug product that

becomes available for, generic.copy. - Because they would be review-
ing information on new drugs, the FDA believes it would take
them a year to process each of the new applications. This is about
.three: months longer on average than it currently takes to process
a pre-1962 ANDA,

n:.i Monographs, testified before the Subcommittee on
the Environment that a greater workload could at first
be absorbed, but may later require additional office space and 15
new "FDA,‘Vemploiy‘ee‘s;VAssqming an average full-time ea:ziyalent po-
sition plus overhead and fringe benefits is $70,000, the potential
cost to the FDA of implementing this legislation could be about
$1.1 million. The actual cost to the federal government would
depend on the extent to which the FDA would expand to accomo-
date the increased worklo:!. e
Enactment of this legislation could also result in savings to both
the federal and state and local governments. In fiscal year 1983,
the federal government spent approximately $2.4 billion for qun
in the Medicaid program, and in veteran and military hospitals.

Data on drug costs in the Medicare ﬁrogra‘m” are unavilable. If the

federal governmient is currently purchasing these 150 copiable drug
products at higher, brand name prices, savings may result if lower
priced, generic copies of these drugs are substituted.

It is difficult to know in advance which of the available 150 drug -

products manufacturers would choose to copy. It is also difficult to
estimate the price at which these generic copies would be sold. Ge-
neric versions of ten popular drug products show their price to be
on average 50 percent less than their brand name equivalent. The
dollar amount the federal government currently spents on these
150 brand name drug products is unknown. , L
Title II of this bill would extend the amount of time for which
certain patents are issued to include some or all of the time re-
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quxred for a manufacturer to test a groduct for safety and efficacy -
and to receive marketmg approval. Products affected by this legis-
lation would be drugs, medical devices, and food color addi-
st show due diligence in their product tes
ime will be subtracted: from the t
ion would fplace an additional
esponsible for keepmg track of
e and for det

of approxnmately $l 1 mil
Fecxf ically authorize additional ' :
may also result in savings if chi net
ble for purchase by the federal g en
occur in various programs throug, out the

re, Medncald and the Vete ‘Admini

: af o
Carmela Pena (226-2820) of our Budge A
her details on thxs estimate.

ng
ard to the inflationary xmpact of the ‘reported blll
mmittee believes that enactment of H.R. 3605 will not
have an inflati impact upon the economy. In fact, Title I of S
- “the bill will deflationary effect because it makes available =~
lower priced generic versions of drugs. Such generic drugs are =’
three to fifteen times less costly than their brand name counter-
parts. The estim $1 billion cost savings to consumers as a
“result of Title I's generic drug approval procedure will hav de-
flationary effect’ u?on the national economy. While Title Il of the =~
bill provides for a limited extension of the patents on certain prod-
ucts, the Comm lieves that the additional patent term will
“act as a spur’ lop innovative and, ultxmately lese costly
treatmenta for diseasés. : o '

w1th

Szcnon BY-SECTION Amwsxs

TITLE l-—-Dﬁ.UG PRICE COMPETITION ACT’

Section 101

Sectxon 101 amends section 505 of the Fedcral Food Drug and
Cosmetic Act (FFDCA)! to establish a new subsection (J) providing
_for the approval of abbreviated new drug upplications (ANDA).
Paragraph (1) of subsection (j) sets forth the information which
must be mcluded in'an ANDA. ;

rause 355
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~ ANDA's for drugs which are the same

listed drug, the
,, ug Administration
DA) with 1t informatiori’to ass the generic drug is
the same as the listed drug 2 that has been determined
be safe and effective. Some have sigge t a generic drug
- be identical in all respects'to the listed drug instead of the
ame. The regulations that permit A pre-1962 pioneer
rugs make no such distinction.® In re use of the term
ntical, the FDA regulation cormments’ lentical means a
roduct that is the same in dosage form, st nd route of ad-
ini t, .and is recom-

nistration, contains the same"active
nended for use under the same conditio
tee has adopted the FDA's poliﬁ"' of uti
ept that the bill permits an ANDA to
_all of the indications for which the lis

“as explained below. : SeeE
First, an ANDA must include sufficient
the conditions of use for which the applicant ing approval
are the same as those that have been Krevi”ously approved for the
listed dru% The agplicant. need not seek approval for all of the in-
dications for which the listed drug has been approved. For exam-
ple, if the listed drug has been approved for ‘hypertension and
angina pectoris, and if the indication for. hy ion is protected
. by patent, then the applicant cc sal for only the
' an‘%ma pectoris indication. = | snri v

hile the FDA's current regulations fi ring ANDA's for
pioneer drugs approved before 1962 permit an applicant to petition
~_for approval for an indication other than that which has been ap-
proved for the pioneer drug, section 101 of the bill overturns that
policy.® Thus, an ANDA may not be considered for a condition of
use that has not been previously approved for the listed drug.

An ANDA must also contain sufficient information to show that
the active ingredients of the generic drug are the same as those of
the listed drug. If the listed drug has one active ingredient, then
- the active ingredient of the generic must be the same. If the listed
drug has more than one active ingredient, th flicient informa-
tion must be included to show that all of the i e ingredients in
. the generic drug are the same. o

In addition, an ANDA must contain sufficient information to
show that the route of administration, the dosage form and the
‘s’trength of the generic drug are the same as those of the listed

rug.
Further, an ANDA must include sufficient information to show
that the generic drug is bioequivalent to the listed drug.

1 The term “listed drug” is explained in paragraph (6} of new section 505(j) of the FFDCA.
Generally. a listed drug includes any drug that has been approved for safety and effectiveness or
that has been spproved under new subsaction (j). - .

148 Fed. Reg. 2751 (1983).

¢ 1d. at 2753.

 1d. at 2755. .

21 C.F.R. 314.2(c) provides in part: ki

“A prospective applicant may seek a determination of the suitability of an sbbrevisted new
drug application for s product that the applicant befieves similar or related to a drug product
that has been declared to be suitable for an abbreviated new drug applicstion . . **
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¢- Fifth, an ANDA must contain adequate in
‘the proposed l’abelin%ofor the generic drug i
the listed drug. The mmittee recoghizes tha
_ing for the generic drug may not be exactly th
the name and address of the man ers. \

xpiration dates for the two products. A

show that
“as that of
‘oposed label-
For example,
Ty as might

or i used in the coating of the lis ,
is used in that of the generic drug t require the
sted drug maker to specify the col eneric man-
ufacturer, which has used a differe to specify a

ifferent color in its label.

th, an ANDA must includ iponents of the

generi  drug, a description of th eneric drug, a
escription of the methods and anufacture,

processing and packing of the generi
drug and its components, and specir
Seventh, an ANDA must include
regarding the status of certain |
if the patent information has been’
or (c). With respect to all product pi
drug and all use patents which claim an i
which the applicant is seeking approval (
ntrolling use patent), the applicant
and to the best of his knowledge, as to one
‘The applicant ‘may c¢ertify that the patent i
under sections 505 (b) and (c) has not b
case. If appropriate, the applicant ma
the product or controlling use pat
Third, the applicant may certify when ap 3
more of the product or controlling use patents will expire at some
specified date in the future. When the applicant makes these certi-
fications, it must rely upon the patent information supplied to the
FDA. Last, an applicant may certify if applicable that one or more
of the product or controlling use patents are invalid or will not be

the generic
sed labeling.
the applicant
e listed drug
htiog;SQS (b)

q‘i’ “his bbbiii'icn
umstances.

infringed.

controlling use patents. For example, if the F
pired and a valid controlling use patent will
years, then the applicant must certify that one
and the other will expire in three years. The
~that the applicant make the appropriate certific
.. -uct and controlling use patent. =~ " TooEEs oo
 Eighth, if there are indications which are claimed by any use
patent and for which the applicant is not seeking approval, then an
ANDA must state that the applicant is not seeking approval for
_ those indications which are claimed by such use patent. For exam-
ple, the listed drug may be aprroved for two indications. If the ap
plicant is seeking approval only for indication No. 1, and not indi-
cation No. 2 because it is protected by a use patent, then the appli-
cant must make the appropriate certification and a statement ex-

luct patent has ex-
‘expire for three
tent has expired
mittee intends
for each prod-

~ plaining that it is not seeking approval for indication No. 2.
.. Finally, the Committee intends that an ANDA contain any infor-
‘mation available to the applicant regarding reports ‘of adverse ef-
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fects not reflected in the labeling, an environmental impact analy-

sis pursuant to FDA regulations, statements regarding the protec-
; subjects in clinical investigations as required by
FDA regulations, and a statement regarding compliance with good

'At)l"yl [t!ractlfa in non-clinical investigations as required by
ations: : . A

ohibits any person from submitti
g which differs from the listed d

by the statute and the FDA has gr

ange' . e S R s e 1 S
v hes to vary the route of administr,
gt he generic drug from the li
the FDA for permission to file an

“addition, an applicant may)

“pre-1962 drugs,

- petitions will '
_route of ad

ion or to closely related ingredients.” ” If the

itional information in the ANDA regarding
ns necessary. £o
~The FDA must approve a petition to submit an ANDA a dif-
fering generic drug unless clinical studies are needed w the

‘safety and effectiveness of the change. In reviewing

change one of the active ingredients in a combination product, the
Committee does not intend to change the FDA's current policy re-

2 S

arily be limited to dosage forms for t same "

for &-change from the listed drug, the FDA

irding the evaluation of the safety and effectiveness of combina-

tion products. If the FDA finds that safety and effectivenes
of the active ingredients of the drug, individually or in cor

~ tion, is requi

red, then the FDA must deny the petition. -

he FDA 1 er approve or disapprove a petition within 90
days of its 5y n. As is the case under the current regulations,
“theré is no legal requirement that the hearing opportunit;

~ ed by section 505(c) be made available to ANDA applicants who dis-
dverse agency decision” on whether ,clini(;_?l:_gtudie S

~ agree with an adverse
" are needed to show the safety and effectiveness of
neric drug.® ‘“Appropriate review of such decisions
had . . . under the applicable standard—that applic le to ‘
istrative decisionmaking generally—which is whether the agency's
“decision is_arbitrary, capricious, an abuse of discretion, or other-
wise not in accordance with law (5 U.S.C. T06(2XA))."° If the FDA

s1d. at 2756. See 21 CFR 314200 (41, (51, 61, (T), and (8.
7 Id. at 2755, See 21 CFR314.2102.
:}3 at2152.
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‘gerieric drug that varies from the listed drug.

-,;.addxtlonal inform
- reéquire when it
~admi
--a-'drug.
“that char{;ge as

logical or therapeutic class as those of the listed drug. Tn ‘additic
-the differing generic drug must be expected to have the sa
" therapeutic effect when admmlstered to patnents for ‘an' appy
- condition of use, : :

that the FDA migh
ophen for aspirin

, :safety and effectiveness or must not be within the requi

i

“an ANDA, The Cor

DRUG PR[CE AND PATENT TERM ACT
CP.L. 98-417 ’

: i i [page 24) o
does not approve a 'petmon, then an ANDA may not be fi led 'for a

-:An ANDA for a drug which differs frorn the listed drug in for
which a petition been approved by the FDA must contai
re arding the difference as the FD:

?r ited the petition. For example, if t}
th genenc drug differs from th

ary. e
‘petmon permnttm an applica
gredients of a generic drug from th
the ANDA must contain sufficient
1e_ active ingredients of the gene
ve ingredient) are of the sam

If the F
h

g the vary

An example of such a change in one of the actlve ng
_acceptable is the substitution of a
combination product. Another
might be the substitution of one antihistamine for anot
active ingredient, which the apphcant wishes to vary a
the FDA has granted a petition, must have been app

section ZQI(pl,of FF, L s ases N
Certzf ication of in it ‘of‘ nomnfrmgement of a paten

When an applicant certifies that any product or controlhngw use

patent is invalid or will not be infringed, paragraph (2)B) requires
that it must give notice of such certification to_either the" ‘owner of
the patent or the representative of the patent owner that was des-
ignated when the patent information was submitted under séction
505(b) or (c) of the FFDCA. The FDA may, by regulation, establish
a procedure for designating in the NDA the representative of the
patent owner. In eﬂdmon, notice of the certification must be given
to the holder of the approved New Drug Application (NDA) for the

red by a product patent or the use of which is

claimed by a use |
This notice must be | 'glven simultaneously with the submiss
ttee does not intend that applicants be per-
v this notice requirement by filing sham
ch are substantially incomplete. The Com-

mittee intends that the applicant must have made a good faith

“effort to meet the requirements set forth in paragraph (2XA) re-

garding the contents of an ANDA.

While the Commiittee does not intend that failure to include a
minor piece of information in an ANDA vitiates the effectiveness
of the notice requu'ed under paragraph (2XB), an ANDA must in-

1021 U. S(, 42pi. For eumple a drug marketed prior to 1918 and unchanged isa gundfn
thered drug”’ and thus not within the scope of the definition of “new drug” set forth in section
201ip! of the FFDCA. Another example of a drug outside the scope of section 201ip) is's product
that is genera“y recognized as safe and effective and that has been used to & material extent or
for a material time. L
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clude the results of any required bioavailability or bioequivalence
tests. Failure to include the results of such tests when required will
void the effectiveness of any notice under paragraph (2XB). Notice
~must then be given again when 'an ANDA with any required bioa-

vailability or bicequivalence data is sub he FDA.

~ When the applicant gi tice ion of patent in-
" : state that an ANDA
ug to engage in the
jeneric drug before th

atent is invalid or
n must be given to
lication is submit-

~_“not infringed, then the n
Mw Aappropriate parties

- Grounds for disapproval of an ANDA
. Paragraph (3) provides that the FD.
" except in one of the following circumst
- First, the FDA shall not approve &
in, or the facilities and controls used for jufacture, process-
ing and packing of the generic drug are inadequate to assure and
_ preserve its identity, strength, quality and purity.

Second, an ANDA shall not be approved if it does not contain
adequate information to show that each 1e conditions for use
for the generic drug have been-previously.
drug. If an ANDA includes a condition for v
drug has not been approved, then th
proved. R

Third, an ANDA must be disapprov j
the generic drug is not the same as isted dr
listed drug has only one active ingredi /ANDA must also be
disapproved if any of the active ingredients in the generic drug are
not the same as those of the listed drug unless a petition regarding
a change in one of the active ingredients has been granted. If the
listed drug is a combination product and a”petition permxttmg a
change in one of the active ingred he generic drug has
been granted, then the ANDA must be ¢ roved if the other
active ingredients of the generic drug the same as those of

 the methods used

" the listed drug. Further, ANDA must
cumstance if the different active ingr g i
not a listed drug or if the different edient is a drug

- within the requirements of section 201

in the generic drug is

the FFDCA.

Fourth, an ANDA for a drug which is the same must be disap-
proved if it does not show that the route of administration, dosage
form, or strength of the generic drug are all ithek same as those of
the listed drug. If the route of administration, dosage form, or
strength of the generic drug differs from that of the listed drug, an
ANDA must be disapproved if no petition regarding the change
wal? Fra‘nted. B

i

ifth, an ANDA must be disapproved if the generic drug differs

from the listed drug and a petition regardmg the change has been
2658 ‘
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granted, but the ANDA does not contain all of the additional infor-
mation that the FDA required in granting the petition.

A sixth ground requiring disapproval of an ANDA for a generic
drug whose active ingredients are the sameai those of the listed
drug is that there is unsufficient informat; “show that the ge-

. neric drug is biocequivalent to the listed di a petition regard-
ing a change in one of the active ingred a combiniation ge-
_heric drug has been granted, then the ANDA miust be disapproved

application fails to show that the
generic drug are of the same pharmacolog:
“as those of the listed drug. In addition, suc
_approved if it fails to show" ' ’

erapeutic class

1L

1g"is the same as that

beling due to the fact

ed by a different man-

larly, changes in

ié & petition regard-
r

ifacturer are not a grounds for disa prova

he proposed labeling of the generic drug bec

_ing a change has been granted is not a groiinds for disapproval.

- Eighth, an ANDA must be disapproved if i r any other infor-
mation before the FDA shows that the inactive ingredients of the
generic drug are unsafe for use under the conditions prescribed,
i~ recommended, or suggested in the proposed labeling for the generic

. drug. An ANDA must also be dis;g?rov;eg%i ‘ mposition of the

generic drug is unsafe undef“ipproved condit f use. For exam-

_ple, the composition of the generic drug might afe because of

. the type or quantiti of the inactive ingredient included or because

of the manner in which the inactive ingredient was included.

- Ninth, an ANDA may not be approved if the approval of the
listed drug has been withdrawn or'suspended for reasons of safety
«or effectiveness under section 505(e) (1)(4) of the FFDCA.!! The

"ANDA may also not be approved if the FDA determines that the
= listed drug has been voluntarily withdrawn from the market for

- safety or effectiveness reasons. The Committee recognizes that the

- maker of a listed drug might withdraw it from the market without

. specifying the reason or without articulating safety or effectiveness
~concerns. -For this reason, the Committee authorized the FDA to
examine whether safety or effectiveness con¢erna were one of the
reasons for the voluntary withdrawal of the drug from the market.

IF the FDA so finds, then ah ANDA for a generic version of that
drug may not be approved. : G T

¢ Tenth, an ANDA may not be approved if it does not meet any of

the requirements set forth in paragraph (2XA). For example, an

ANDA that does not contain the certifications regarding patents

uired in paragraph (aXAXvii) cannot be approved.
t, an ANDA may not be approved if it contains any untrue
statement of material fact.}? - o &

1421 US.C. 352eX1)-t4). Co
't See Untrue statements in application, 21 C.F.R. 314.12 (1982).
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A requxree the FDA to approve
days of initial receipt of the
that extensions thay be necess:

ons of thns pernod for 8o long as th

pp“roval before the patent o the lis
this situation and to assure tha
ith the safety and effectivene
)(Bf} permits the FDA to appro

rtified in an that no
hat the relevant patents have expire
NDA may be made effective immedia
| based upon the submitted pate
or patcnts would expire in one ye
roved and the approval made effective in on

.. ing situation,
.- invalidity
fnngemen, rega

¥

- tification i

o
-

patent
rding one ar more of the patents subjectv to th
ught,!? then approval of the ANDA may not
immediately. Instead, approval of the ANDA may
C tive unti] 18 months after the no ti
cation was provided unless a district court has de
patent infringement earlier. Once either of these e
the approva‘l of the ANDA becomes effective, then
ry responsibility with respect. to mak g the
1eric drug effective. :
the action has an affirmative duty
s expediting the action. If the plaintiff breaches that
“duty, the court ? shorten the 18 month period as it deems
propriate. - defendant breaches that duty, the ‘ rt,
‘extend the 18 month period as it deems appropriate. -
If the court decides that the patent is invalid or infringed
before the expiration of the 18 month period (or such_ shorter or
~ longer period as the court decides), then the approval may be made
- effective on the date of the court decision. If the court decides that
the patent is valid or infringed before the expiration of the 18
month period, then the approval may be made effective on such
data as the court orders. ’XP he Committee wishes to emphaslze ‘that
the court may not order an ANDA approved under thxs provxsxon v

o cboperate )

'3 The Commithe recognizes that, in certain instances, the patent owner mny agree with the
certification of the spghclnt For example, when the applicant cemﬂu tlm patent No. 1
valid and patent No. 2 is not infringed, the patent owner m:no h the certificatit
garding patent No. 2. Then an action for patent infringement Iy ho bnu;ht ‘with ru «

to patent No. l
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These are times when approval of an ANDA may be made effective =~

if the FDA has approved the ANDA. , e e
This additional remedy permits the commencement of a legal

action for patent infringement before the generic drug maker has

-_begun marketing. The Committee believes this procedure fairly bal-
-~ ances the rights of a patent owner to prevent others from making,

e elling its patented product and the rights of third parties -
he validity of a patent or to market a product which
med by the patent. €, ek

is bill relating to the litigation of disputes i
ty and infringement are not intended
t law with respect to the burden of proof and
f to be considered by the courts in determi
is valid or infringed. - :
‘expressed that x»—'rnrl,i.ttimfI an’ og licant tc
1e conclusion of the 18 month period and possi-
ution of the patent infringement suit overtur
stion of a patent’s validity. On the contra:
that a patent would have the same statuto-
dity as is afforded under current law.”
nstances, an ANDA will contain mnltis_lq;cert fications. *
== The FDA should make approval of the ANDA effective upon the
- last certification. For example, if an ANDA contains a certification ~
that a product patent is expired and a controlling use patent will
“expire in three years, then the FDA must make approval of the =~
. ANDA effective in three years. In the case where the patent certifi-
* cation is amended in an ANDA to allege invalidity or non-infringe- -

 ing whether
. Concern he
.- market its d

“ ry presumptio;
s+ In most ing

" ment of & patent, the FDA ‘may-not-make-the-approval effective - -

“may be brought.. .. .
2. No“action for a declaratory judgment regarding th
issue may ‘be brought before the expiration of the 45 day’

“within the 45 day period that an action for patent infringement

riod
“commencing with the provision of notice of the certification of =
- patent invalidity or non-infringement. Any suit for declaratory =
~ judgment after the 45 day period must be brought in the judicial
district where the defendant has its principal place of businessora .

" regular and established place of business.

- Subsequent certifying patent invalidity or nonin

‘ ifying patent invalidity or non-infringement is

an ANDA for the same listed drug that has

“’imade the sameé certification of invalidity or non-infringement,

- pardagraph (4XBXiv) provides that the approval of the subeequent =
ANDA may not be made effective sooner than 180 days after the =~
previous applicant has begun commerical marketing, or the date

- on which the court holds the patent invalid or not infringed,
whichever occurs first. In the event of multiple ANDA's certifying
patent invalidity or non-infringement, the courts should employ
the existing rules for multidistrict litigation, when appropriate, to

" avoid hardship on the parties and witnesses and to promote the

_ just and efficient conduct of the patent infringement actions.'*
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Disapproval of an ANDA

If the FDA decides to disapprove an"ANDA, paragraph (4XC) pro-
vides that the FDA must give the applicant notice of the opportuni-
ty for a hearing on the issue of the approvability of the ANDA. To
avail itsclf of this hearing, the applicant m submit a written re-
‘quest within 30 days of the notice. If is requested, it must
begin not later than 120 days after ce. However, the hear-
.. .:ing may be held later if both the app nd the FDA agree. The

“hearing shall be conducted on an ex 3is. The FDA's order

“regarding the hearing shall be issu

- for filing final briefs. -

- - Paragraph (4XDXi) provides that th
. tive the afproval of an ANDA forad »

‘dient (inc ndinf anil ester or salt o e ingredient) which
- was approved for the first time in’ A between January 1,

1982 and the date of enactment of this oill until 10 years after the
date of approval of the NDA. For example, if active in ient X
was approved in a drug for the first time in 1983, when the a prov-
al of an ANDA for a drug containing active ngredient X could not
be made effective until 1993, O TR  S

Unpatentable drugs

luding an active ingre-

If the active ingredient (including anyester or salt of the active

ingredient) of a drug.is approved for-the-first-time in an NDA after
the enactment oﬁgis bill, then paragraph (4XDXii) provides that
the FDA may not make the approval of an ANDA for a drug which
contains the same active ingredient effective until four years after
the approval of the NDA if the following conditions are met.

First, the holder of the NDA must certify that no patent has ever
been issued to any person for such drug or for a method of using
such drug. Second, the holder must certify that. it cannot receive a

tent for such drug or for a method using such drug for any

nown therapeutic purpose. In determining whether a drug meets
these two patent stipulations, the FDA may rely upon the certifica-

tions of the NDA holder. . o o

~ If the FDA determines at any time during the four year period
that an adequate supply of the dru“g will not be available, it may
make the approval of an ANDA effective before the expiration of
the four year period. The FDA may also make the approval of an
ANDA for such drug effective before the four year period if the
holder of the NDA consents. G

Withdrawal or suspension of listed drug’a ap, val

Paragraph (5) provides that the approval of an ANDA is with-
raw‘:%r suspended if approval of the listed version of the generic

drug has been withdrawn or suspended for safety or effectiveness

reasons as set forth in section 505(e) (1)~(4) of the FFDCA. The ap-
proval of an ANDA is also withdrawn or suspended if it refers to a
drug whose approval is withdrawn or suspended under section
505(3X5) of the EFDCA. In addition, the approval of an ANDA is
withdrawn or suspended if the FDA determines that the listed
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*drug has been voluntarily withdrawn from

fectiveness concerns.”

. . The Committee recognizes that the maker of a listed drug might
~ withdraw it from the market with ing the reason or with-
- “out articulating safety or effectiy rns. For this reason,

the Committee authorized the FD line whether safety or
effectiveness concerns asons_for the voluntary

he FDA so finds, then

sale due to safety or ef-

g to'which it refers has been
drug has been voluntari-
DA has determined that
ty or effectiveness rea-
st be wg%hdrawn until

withdrawn or suspendec
li withdrawn from the mar
the listed drug was withdrawn due t
ns, then the approval e
ich time as the FDA determi

Listings of drugs ,
* Within 60 days after enactme ill, Paragr
quires the FDA to publish and to 1 lable a list of drugs eli-

" gible for consideration in an' AND. t must include the offi-
cial and proprietary name of each drug that has been approved for
safet{ and effectiveness prior to the of enactment of the bill.
The list must be in alphabetical.or the drug was approved
after 1981, the list must include th approval of the drug
and the NDA number. Third, the lis pecily whether in vitro
or in vivo bioequivalence studies, or are required for ANDA's. °

At 30-day intervals, the FDA update the list to include
drugs that have been approved for safety and effectiveness after
enactment of H.R. 3605 and drugs approved in ANDA’s under this
subsection. In addition, the FDA must integrate into the list patent
information submitted under sections 508 (b) and (c) of the FFDCA
as it becomes available. R Y

A drug approved for safety and effectiveness under section 505(c)
or under subsection (j) shall be considered as published and thus
eligible for approval in an ANDA | ate of its approval or the
date of enactment, whichever is laf e ,

- Paragraph (6XC) provides a drug may not be listed as eligible for
consideration in an ANDA if the approval of the pioneer drug is

" withdrawn or suspended for safety or effectiveness reasons as set
forth in section 505 (eX1)~4) of the FFDCA or if approval of the ge-
neric drug was withdrawn or suspended under Section 505GX5) of

“the FFDCA. In addition, a drug may not be listed if the FDA deter-

mines that the drug has been voluntarily withdrawn from sale due
to safety or effectiveness concerns. If such a drug has already been
listed, then it must be immediately removed from the list. .
The Committee recognizes that the maker of a listed drug might
withdraw it from the market without specifying the reason of with-
out articulating safety or effectiveness concerns. For this reason,
the Committee authorized the FDA to examine whether safety or
effectiveness concerns were one of the reasons for the voluntary
withdrawal of the drugs from the market. If the FDA so finds, then
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- the drug may not be listed. Persons adversely affected by this
“rv slon ma k judicial review under Title 5 o Jnited

e drug may not be listed until

as not withdrawn from sale !

notice regarding the removal
ed in the Federal Regi

 considered bioequivalent t
absorption of the generic drug d
e from the rate and extent of .
- d drug when administered at the same molar d
peutic ingredient under similar experimental condit
single dose or multiple doses. A generic drug shall a
‘ bivequivalent to a listed drug if the extent
rug does not show a significant differ
rption of the listed drug when ad
ose of the t}l':erapeutitl: it:lgredient tlxil
ns in either a single dose or multip
the Tistad drig In the Tate of absa

p

pa
new NDA's and with all NDA's
- but not yet approved. Pending and future NDA’s 'ma
“proved ‘unless they contain the appropriate pa :
heNFIl))A shall publish the patent information upol
the NDA., : ol

 be filed with all”

mended within 30 days of enactment of this bill ¢
patent information. The FDA shall publish the pa

Hits ion. An NDA may be revoked if the pa )
mpaotion av  'is advisable and is not filed within 30 days after

“réceipt of a written notice from the FDA specifyin
~provide the patent information. ] AR
The patent information to be filed includes the patent number

‘and the expiration date of am&rabent which claims the drug in the
'NDA or wgich claims a method of using such drug with respect to =
i [ patent infringement could reasonably be asserted

e failure to

% F570s See Definicion of Bioavailability, 21 CF.R 01w (1962, _
10 See Definition of Bioequivalent Drug Products, 21 CF.R 320.1(e) (1982).




