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Re: Docket No.: 99P-2252CPI 

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 

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. Spom to Kala Pate1 (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. Spom, at l-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. 

-,a 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 generic copies (i.e., pharmaceutical equivalents) of Aredia.3 

*,. “. 

1 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 ReauirinP Manufacturers To Assess the Safetv and Effectiveness 
of New Drugs and Biological Products in Pediatric Patients: Final Rule, 63 Fed. Reg. 66,632, 
66,657-58 (1998) (asserting that “‘[iIntended 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)). 

.~“_ 

..w.I 

-2 

._. ., 

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 m 
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 & of its intended uses, which, in FDA’s view, include pediatric uses. See 
Brief for FDA at 3 1, Washington Legal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C. 
Cir. Feb. 11,200O) (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 LePal Found. v. Hennev, 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).4 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. 

“ ,  

--Ij 

., 

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 equivalents5 although it does intend to enforce the Rule for most 

(...Continued) 
against Aredia under the Pediatric Rule. & Heckler v. Chanev, 470 U.S. 82 1, 83 l-32 (1985). 

4 See also 21 U.S.C. 5 352(f) (1994) (providing that product not bearing adequate 
directions for use is misbranded); 2 1 C.F.R. 8 201.100 (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); & 5 201.5 (defining “adequate directions for use” for 
nonprescription drugs to mean “directions under which the layman can use a drug safely and for 
the purnoses for which it is intended” (emphasis added)); 2 1 U.S.C. 3 33 l(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. 

5 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 permissible 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 di.fference 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 

- .d: 

-- 

Manufacturers To Assess the Safetv and Effectiveness of New Drugs and Bioloe;ical 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. 

,wl 

(. . .Continued) 
^d requirements of section 505(j) of the act.“). 

. . 

6 &H.R. Rep. No. 98-857, pt. 1, at 23 (1984), renrinted 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 chan.~e.” (emphasis 
added)) (Exh. 4 hereto); 21 U.S.C. 5 355(j)(2)(A)(iii) (1994 & Supp. III 1997) (authorizing FDA 
to require additional information for suitability petition respecting the route of administration, 
dosage form, or strength with resnect to which the Fsuitabilitvl netition 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 &l 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 ANDAs 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 $ee 21 U.S.C. 5 355(j)(2)(A)(i), (iv), (v), (4)(B), (F), (G); Mova Pharm. Corn. 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.A.N. 
at 2654 (“[AIn 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. 

Respectfully submitted, 

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 
Fiances B. Smith, Executive Director 
1001 Connecticut Avenue, N.W. 
Suite 1128 
Washington, D.C. 20036 
Telephone: (202) 467-5809 

ti 
_ Bert W. Rein 

Andrew S. Krulwich 
Daniel E. Troy 
Karyn K. Ablin 
Kristina R. Osterhaus 
WILEY, REIN & FIELDING 
1776 K Street, N.W. 
Washington, D.C. 20006 
Telephone: (202) 7 19-7000 

Counsel for: 

Association of American 
Physicians and Surgeons, Inc. 

Competitive Enterprise Institute 
Consumer Alert 
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Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
Room 1-23 
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 20 1 (n) 
and(p), 301(a) and (d), 502(a), (0, and (j), 505(a), (d)(7), (i), and (k), and 701(a) of the Federal 
Food, Drug, and Cosmetic Act and section 35 1 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 reauested 

The Commissioner should immediately revoke the following provisions of Title 2 1 of the 
Code of Federal Regulations: 

PART 201- LABELING 
. . 

Sec. 201 33 Required pedlatnc studies. 
(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 meaningfial therapeutic benefit over existing treatments for pediatric patients, as 
defined in Sets. 314.5.5(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: 

(i) 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: 

(i) 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 nurnber of patients in that age group, 

and 
(C) The absence of adequate labeling could not pose significant risks to 

pediatric patients; or 
(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, 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 ha\,e 
been met. If a waiver is granted on the ground that it is not possible to de\felop 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 
Set 3 12 23 INI3 content and format. 

6 . *** 

(10) *** 

(iii) Pediatric t d s u ies. Plans for assessing pediatric safety and effectiveness. 
***** 

Sec. 3 12.47 Meetings. 
***** 

(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. 
***** 

(iv) Advance information. At least 1 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 pediatric studies, and, if available, tentative 
labeling for thedrug. * * * 

(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 techn’ 1 ’ f rca m ormation), 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: 
***** 

(iii) Information on the status of needed or ongoing pediatric studies. 
***** 

Sec. 313 82 Early cons-. 
***** 

(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 1 meetings. * * * The primary purpose of this meeting is to 
review and reach agreement on the design of phase 2 controlled clinical trials, 
with the goal that such testing wi~l%e!?&qu%e 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 C-and of m. 
***** 

(4 *** 

(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. 3 14.55. 
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***** 

Sec. 3 14.55 Pediatric use information. 
(a) Required assessment. Except as provided in paragraphs (b), (c), and (cl) 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 paragaph (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 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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(ii) 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: 

(i) 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 t d s u ies 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: 

(i) 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 
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 

(ii) 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 
3 16, subpart C, of this chapter. 
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Sec. 3 14.5 1 Other postmarketing reports. 
***** 

-7 

- .: 

(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. * * * * * 

64 *** 

(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 
.- 

.- 

. . . ..d 

^ -. 

. _. 

-.. 

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, e.g., to be initiated, ongoing (with 
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. * * * * * 

PART 601- LICENSING 
Sec. 60 1.2-c studies. 

(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. in 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. 

(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. g 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; 

(ii) 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 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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(iii) There is evidence strongly suggesting that the product would be ineffecti\.e 
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, a product will be considered to offer a meaningful therapeutic benefit 
over existing therapies if FDA estimates that: 

(i) 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. Exampies 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 

N.,.i 

-.._j 

. ../ 

enhancement of compliance; or evidence of safety and effectiveness in a new 
subpopulation; or 

(ii) 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 

i..d part 3 16, subpart C, of this chapter. 

. . 
Sec. 601.37 Annual reports of postmtnc studies. 

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: 

.w...’ 

...-L 

--, 

. . .._ 

(a) 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. 

.I .4 

_ ̂., 

(b) Clinical data. Analysis of available safety and efficacy data in the pediatric 
population and changes proposed in the !abeling based on this information. An 
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assessment of data needed to ensure appropriate 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). 

“S”., 

B. . . Statement Of Grounds For Revokhg The Pedlatnc Rule 

1. Petitioners 

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. A4PS 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 presc-ibing 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 

. ..- 

.^ 

-... 

I 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. m v. FrieW , 13 F. Supp. 
2d 5 1,55 (D.D.C. 1998), & docketi, 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 FDA’s 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: 

l 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-l 15, 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. SGG App. A., pp. A-l to A-26. 

0 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. & App. A, pp. A-26 to A-39. 

0 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, m App. B, for which FDA has supplied no 
satisfactory justification, s App. C. 
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l Finally. as a matter of sound public policy and basic constitutional prhip[es. 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. * 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.3 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. 

2. Description of& Pedmc Rule 
. . 

Without demonstrating the existence of any problem warranting government intervention ,._,II .,., -.z* 
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 & all relevant 

. . 
pedlamc subooulatlons 9 and to support dosing and administration for each pediatric 

7 
Courts have “found injury-in-fact where the defendants’ actions impaired the plaintiffs’ 

access to certain goods.‘* w v. Sh&&, 866 F. Supp. 6, 10 (D.D.C. 1994) (citing betitive 
901 F.2d 107, 113 (D.C. Cir. 1990)), &?d inwed in pa 

,70 F.3d 610 (D.C. Cir. 1995). In m, 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.” 

3 For an explanation of the term “intended use,” s.~ App. B, p. B-l. 
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subpopulation for which the drug is safe and effective.” 2 1 C.F.R. $ 3 14.55(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. lj 3 14.55(b). 
Similarly, the Rule permits waiver of these requirements if: 

0) 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; 

(ii) Necessary studies are impossible or highly impractical because, u, 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. 

u 9 3 14.55(c). 

The Rule does m, 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, 
$ 3 14.55. 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.” & 
$i 201.23(a) (1999). This includes, at FDA’s discretion, “adequate evidence to support dosage 
and administration in some or all pediatric subpopulations.” U The Rule also purports to allow 
FDA to require manufacturers “to develop a pediatric formulation for a drug product that 

4 All emphasis in this letter and the accompanying appendices is added unless otherwise 
noted. 

5 Indeed, FDA has long required manufacturers to disclaim pediatric uses in the absence of 
clinical testing. & 21 C.F.R. 5 201.57(f)(9)(v), (VI) (1999). 
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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.” I.& 

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. ss;l; & 5 201.23(c). If a 
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.” u 9 201.23(d); 21 U.S.C. 4 355(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. 9 355(d). 

3. Summarv 

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 volu&~& - 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. 2 1 U.S.C. $ 355a (Supp. III 1997). 
Another important FDAh4A provision requires FDAto pu%h“standards for the prompt review 
of supplemental applications” to encourage manufacturers to seek approval for off-label uses of 
marketed drugs. & 21 U.S.C. 9; 371 note (Supp. III 1997). The Pediatric Rule, however, 
m 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, m 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(i); and (3) institute a fast-track approval process 
for drugs to treat life-threatening illnesses, id 4 356. 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. Q 334 (1994 & Supp. 
III 1997). Rather, FDA intends to seek court injunctions requiring manufacturers to conduct the 
testing required by the Pediatric Rule. &Z 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. 
sloiver. 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 concerning 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. a 21 C.F.R. $5 201.23, 
3 14.55. 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. & 
2 1 C.F.R. $0 201.23, 3 14.55. 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 ps;r 
s 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, s App. B, pp. B- 1 to B- 15. 

If 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. 
& 21 U.S.C. 9 352 (1994 & Supp. III 1997); 21 C.F.R. $5 201.5,201.100 (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 
~pp. B, pp. B-15 to B-22. Thus, FDA’s m “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. 
tndeed, 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 mdlcattons 
and into the realm of direct control over manufacturer research and development of formulations. 
For a more detailed discussion of this point, SLX App. D. 

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

(1) 

(2) 

(3) 

(4) 

(5) 

the stark contrast between key goals of recent food and drug legislation and the 
Pediatric Rule’s effect, S,S Xpp. A; 

FDA’s abrogation of the well-settled “intended use” principle in purporting to 
dictate manufacturer decisions concemmg appropriate labeled indications for their 
drug products, s App. B, pp. B-l to B-15; 

the disruption of Congress’s drug approval and misbranding mechanisms that 
would ensue if FDA’s oer “foreseeabi!ity” theory underlying the Rule is 
consistently applied, sep App. B, pp. B-15 to B-22; 

the lack of statutory support for the Rule, S.E App. C; and 

the unconstitutional taking that results i?om enforcement of the Rule, SST App. D. 

c. Environmental 

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. 9 25.22 (1999), and is exempt 
pursuant to 21 C.F.R. 9 25.30(h) (1999) in that it is concerned with FDA’s procedures in 
administering the Act. 

. . 
D. Economic 

Not requested. 
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E. Certificatioq 

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 
the petition relies, and that it includes representative data and information known to the petitioner 
which are unfavorable to the petition. 

Respectfully submitted, 

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 
100 1 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 

a&a-Q2 
rt W. Rein 

Andrew S. Krulwich 
’ Daniel E. Troy 

Karyn K. Ablin 
Kristina R. Osterhaus 
WILEY, REIN & FIELDING 
1776 K Street, N.W. 
Washington, D.C. 20006 
Telephone: (202) 7 19-7000 -_ 

Counsel for: 

.4ssociation 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. 
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APPENDIX A: 

THE PEDIATRIC RULE CONTRAVENES 
KEY PURPOSES UNDERLYING FDAAIA. 

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 R/lodemization and Accountability Act (“FDAIMA”), Lvhich was 

enacted barely one year before FDA promulgated the regulations comprising the Pediatric Rule 

Compare Pub. L. No. 105-I 15, 111 Stat. 2296 (1997) with Regulations Requirinc ManuMurcrs 

To Assess the Safety and Effectiveness of New Drugs and Bioloeical 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 cair;y‘irito Gffec’t tl%” wyff ‘bf Congress as expressed 
by the statute. 

Ernst & Emst v. Hochfelder, 425 U.S. 185, 213-14 (1976) (internal quotations omitted). ~llL[s. 

“regulations, in order to be valid[,] must be consistent with the statute under \\~hich they are 

promulgated.” I Jnited States v. Larionoff, 43 1 U.S. 864, 873 (1977) (invalidating regulations 

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

Fertilizer 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 hndamentally at odds with the manifest congressional design.” 

(internal quotations omitted)). 
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Far from reflecting and enforcing the congressional policies and purposes unda-I~~it1g 

FDA.VA. the Pediatric Rule contravenes key FDAMA goals in at least tivo respects. as set forth 

below. 

I. 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 inccnti\,e 

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 OK-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 carefull> 

crafted balance concerning the appropriate circumstances for bringing off-label uses on-label. 

A. As Congress Has Recognized, Off-Label Uses Are A Common, t 
Well-Recognized, And Essential Part Of Medical Practice. 1 

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 

I 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. 
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and effectiveness.“’ Nevertheless, once “a drug or device is approved by the agency as silt;‘ .IIKI 

effective for one purpose. no FDA regulations prevent doctors from prescribing it for an>’ I)~IIC’I 

purpose.“’ Such use is called “off-label use” and includes treating a condition not imiicatcd 011 

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

population.” Washington Legal Found. v. Friedman, 13 F. Supp. 3d 5 1. 55 (D.D.C. I OOS ). 

-._ anDeal docketed, No. 99-5304 (D.C. Cir. Sept. 9, 1999). 

..,. 1 

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

. . . a acknowledged, “FDA knows that there are important off label uses of appro\,ed 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 

__ ,.i.:. .,,.~:~li’.” 

_... 1 U.S. General Accounting Office, Off-Label Drugs: Reimbursement Policies Constrain 
.“,z. 

. 

Phvsicians in Their Choice of Cancer TheraD _ ies, Pub. No. GAOiPEMD-9 I- 14* at 10 ( 199 1) 
[hereinafter “GAO Report”]. 

“. 
3 Michael I. Krauss, Loosenine the FDA’s Drug Certification MonoDolv: Implications t;jr 
Tort Law and Consumer Welfare, 4 Geo. Mason L. Rev. 457,470 (1996). 

n-.. 

*“. 

“.,, 

. . . 

.-_ 

. . 

4 Accord James M. Beck & Elizabeth D. Azari, FDA. Off-Label Use, and Informed 
Consent: Debunking Mvths and MlsconceDtionS , 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”). 

5 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); k Beck & Azari, w note 4, at 81 (“Nothing in the FDCA . . . suggests 
that FDA is to conduct its own evaluations of uses other than those proposed by a 
manufacturer.“). 

_ . 
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practice is well-equipped to make responsible prescribing choices for both 
approved and unapproved uses.6 

Even this is an understatement. Off-label uses of drugs and medical de\.iccs constitute ;I 

“common and integral feature” of many, if not most, areas of medical practice.- Estimates ot’tllc‘ 

number of prescriptions for off-label uses of drug products range from twenty to sixty percent o t 

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]11 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’df information.“‘” 

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 1 (Jan. 17, 199 1). 

: Beck & Azari, supra, note 4, at 79. .^ 

: See id. at 80; accord Krauss, w 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, Speech of FDA Deputy Commissioner for Policy at the Food and 
Drug Law Institute Semmar on Drug Ad 

. . 
vertlsl% and Promotion (Feb. 26, 1992); see Use of 

Appro 
. * 

ved Drugs for Unlabeled Indlcatlons 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”]. 

10 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. 1:94CVO1306) [hereinafter “WLF Mem.“] (citing Hubbard Tr. 721. 
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In certain fields, rates of off-label use are particularly high. For example, “[o]ff-labs 

is common. and even predominant, in the treatment of cancer patients.“” A government studi, 

that collected data from the spring of 1990 found that, of the seventeen most commonly ust’d 

anti-cancer drugs, five had been used off-label at least 70% of the time.” Similarly, Carl Dison. 

the President of the Kidney Cancer Association, recently stated that the “most lvidely prcscribcci 

medication for kidney cancer is off-label.“‘3 

Some off-label uses define “state of the art treatment.““’ In the case of AIDS, for 

example, experts report that between 90% and 100% of applications are off-label.” According to 

a representative of the American Medical Association, “[iIn 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, 

I I GAO Report, supra note 2, at 40; & 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]t is even possible that for a specific form of cancer, a drug given off-label may l1ai.c 
been proven to be more beneficial than any drug labeled for that cancer.“). 

I2 Id. at 21-22. 

13 & FDA, &gle Issue Focus Meeting. Section 40 1 of the FDA Modernization Act: 
Dissemination of Information on Unapproved/New Uses for Marketed Druo =s. Biologics. and 
Devices, at 14 (July 8, 1998) <http://www.fda.goviohrmsldockets/dockets/98n0222:‘trOOO~~l .tst> 

I-! GAO Report, supra note 2, at 11. 

I5 See Kenneth P. Berkowitz et al., Congress Tries To Bridge the “Label GaD.” but Nobody 
Is Cheering, Med. Mktg. & Media, Jan. 1998, at 40,42. 

I 6 Beck & Azari, suprq note 4, at 80 (citing Fran Kritz, FDA Seeks To Add Drugs’ New 
Uses to Labels, Wash. Post, Mar. 29, 1994, at 211 (quoting American Medical Association vice- 
president)). 

A-5 



“[olbviously, many more people would die, and the clamor about FDA-induced ‘drug Ias!’ \\otllcf 

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 . . throu$1 

[their] serendipitous observations and therapeutic innovations.“‘* The great majority of 

breakthroughs in treating depression and schizophrenia come through unapproved uses, as l1at.c 

nearly all curative anti-cancer therapies.” 

Off-label uses are especially common in pediatric populations. k Washington Leeal 

- ’ Found., 13 F. Supp. 2d at 54 (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 
,*a* >-*A? ,.w&*&~‘d.~.. 

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

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

17 Krauss, supra note 3, at 473. 

IX . . 
Unlabeled Indlcatrons, w note 9, at 5. 

19 3 
& Robert M. Goldberg, wing up the FDA s I Ved ical Information Monouolv, 1995 

Regulation: Cato Rev. of Bus. & Gov’t, No. 2, at 38. 

20 & WLF Mem., supra note 10, at 7 (citing Temple Tr. 54; David Kessler, Speech of 
FDA Commissioner to the American Academv of Pediatrics (Oct. 14, 1992); Hubbard Tr. 165. 
77-78); m 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 statin, u that safety and effectii-encss ha\,c not 

_- 

- 

-.+ reasonable assurances that marketed products are safe, both for their labeled uses and for general 

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 111~‘ 

label is “silent” as to that particular use. Such uses pose no great safety hazard because “FD.4 

premarket review of drugs involves [such] extensive scrutiny [that] the agency ordinarily has 

-. 

-_ 
use.“” Neither does any correlation necessarily exist between the off-label versus on-label status 

of a use and the benefits of that use.‘3 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.““’ 

. . . . . 

..- 

. . ” 

e... 

21 & 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); 2 1 C.F.R. $ 201.57(f)(9)(v) ( 1999) 
(requiring explicit disclaimer on label of drugs not approved for pediatric populations); 
Reauthorization of the Prescription Drum User Fee Act and FDA Reform: Hearings Before the 
Subcomm. on Health and Environment of the House Commerce Comm 105th Cong. (Apr. 23. 
1997) (statement of Sanford N. Cohen, American Academy of Pediatric:) (“Eighty 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”]. 

21 Beck & Azari, Supra note 4, at 82. 

c- 

._ 

.- 

. 

_ i 

23 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)). 

14 GAO Report, supra note 2, at 11. 
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If anything, off-label pediatric uses arguably represent a less risky altemati1.e for chiicir211 

than does FDA’s Pediatric Rule. Drugs used off-label in pediatric populations have already l~e11 

established to be safe and effective for use in adult populations. See 2 I U.S.C. $ 35 j(d) ( 1 (N-I & 

Supp. III 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. & 2 I C.F.R. 9 3 14.55(a) (1999) (requiring e 

new drug sponsors to submit “data that are adequate to assess the safety and effectiveness of the 

drug product for the cIaimed 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 effecti\.e t‘ot- 

adults represents an alternative that is at least as safe - if 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: 

[I]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. so. 105-3 10. at 60 (1997); see also 21 U.S.C. Q 396 (Supp. III 1007) (~.~cl~~ptill~ 

practice of medicine from Food, Drug, and Cosmetic Act); H.R. Conf. Rep. No. 105-300. at 0’. 

reurinted 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 prescriptions. See 42 U.S.C. $$ 1396b. 1396r-8 ( I994 & Supp 

III 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 incenti\.es 

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

23 See also FDA, Public Hearing on Pharmaceutical Marketing and Information Exchange 
in Managed Care Environments (Oct. 19, 1995) <http::/\vww. fda.govicder.:‘ddmac/ 
MANAGEDCAREPANEL2.htm> (statement of Pharmacist Calvin Knowlton on behalf of 
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”). 
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B. The Pediatric Rule Is Inconsistent With FD.4.M.A 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. III 1997). If the manufacturer agrees to conduct. and FD.4 

accepts, such studies, the manufacturer is entitled to an additional six months of marketing 

exclusivity under certain circumstances. & id The statute also contains a sunset provision and 

a requirement that FDA report to Congress on this provision by January 1, 2001. (d. 4 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 
,-. “-,p,.*, I” . . w. _ -. *I 

adequacy of the incentives provided under this section,” and (3) “any suggestions for 

modification that the Secretary determines to be appropriate.” u $ 355a(k). 

Although Congress only authorized FDA to request pediatric studies and to suu,clest 

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. 0 355a(a), (c) (Supp. III 1997) (authorizing FDA to “make[] a 

written reauest for pediatric studies” from manufacturers of new and marketed drugs) and S. 

Rep. No. 105-43, at 3 (“The legislation gives the Secretary authority to request pediatric clinical 

t&& 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. 
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$ 20 1.23(a) ( 1999) (providing that manufacturer of marketed drug “mav be reouired to suhni~t Liti 

application containing data adequate to assess” safety and effectiveness of drug. jnciudin~ c~o~;;~~c‘ 

and administration in some or all pediatric subpopulations and “m .av to LieVclop 

a pediatric formulation”) and id. 5 314.55 (1999) (requiring new drug manufacturers to conduct 

pediatric studies and develop pediatric formulations). It makes little sense for Congress to h31.c 

enacted legislation that “gives the 2 pediatric clinical trials” - and 

provides substantial incentives to induce manufacturers to agree to conduct such studies - i fall 

along the Secretary 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 

--, 

.- ,, 

_ 

, .#2 

m-, 

. .- 

sunset provision in the legislation, but it also expressly required FDA to report to Congress 
.- il .+*-%a ~*vl.*..H,t**~7,~‘.. 

concerning the effectiveness of the legislation, including any suggestions that FDA could offer to 

improve the scheme. 21 U.S.C. 4 355a(j)-(k). Rather than heed these explicit directives by 

giving Congress’s scheme the benefit of the statutorily mandated trial run, hotvever, 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[Q that a mixture of incentives and requirements is most likely to result in 

real improvements in pediatric labeling.” IB, FDA provided no evidence to support this “belief.” 

Instead, it pointed out that, under FDAMA, incentives are not available for many products. & 

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 studio 

requests ivith FDA.” Of those 159 requests, FDA had acted on I57.‘- Nine acti\.e moieties. 

including six approved active moieties, have already received extended exclusivity as a result o t‘ 

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 approved drugs “only in compelling circumstances,” \\,hich 

it estimates will exist for “approximately two marketed drugs per year.” 63 Fed. Reg. at 66.05J. 

In light of this experience, FDA should reconsider its assertion that the FDAMA 
c 

procedures will be insufficient to bring about pediatric testing 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.” (internal quotations omitted)); see also Texas v. EP.A, 

499 F.2d 289, 3 19 & 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 & FDA, Center for Drug Evaluation and Research. Pediatric Exclusivity Statistics (last 
modified Oct. 1, 1999) <http://www.fda.govlcder’pediatric!wrstats.htm>. 

2’ ssid 
1 

28 See FDA, Center for Drug Evaluation and Research, Anproved Active Moieties to Which 
H, FDA a 
D _ TUg.t (last modified Oct. 29, 1999) 
<http:l/www.fda.gov/cderipediatriciexgrant.htm> (listing 3 “rants of pediatric extended exclusivity 
for six approved active moieties, including grants for ibuprofen to two different sponsors). 
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The Rule Conflicts with the Supplemental Application Provision. 

*,..w 

-- 

uses of approved drugs. & 21 U.S.C. 9 371 note (Supp. III 1997). The provision accomplishes 

A second provision demonstrating that Congress intended to encourage - not t‘orcc 

manufacturers to seek approval for off-label uses concerns supplemental applications for nc‘\\ 

this by, inter alia, establishing mechanisms by which FDA can “encourag[e] the prompt re\,ie\\ 

1 

,.2 

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 

,A purpose of the legislation 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. 

Y.. No. 105-3 10, at 64. 

Congress had a compelling practical reason for structuring FDAMA to allow off-la&l 

.- uses to continue rather than to forcing those uses on-label immediately - medical discoveries 

w.s 

,-...-. 

happen faster than FDA can possibly track: 

New uses for drugs are often discovered after FDA approves the package ihserts 
that explain a drug’s approved uses. Congress would have created hat.oc in the 
practice of medicine had it required physicians to follow the expensive and titne- 
consuming procedure of obtaining FDA approval before putting drugs to new 
uses. 

Unitedhem. Inc,, 879 F.2d 1154, 1163 (3d Cir. 1989).‘9 

.  . I  

. . - .  

19 a William L. Christopher, - OffLabelDePrescriDtion: ru- 
Vacuum, 48 Food & Drug L.J. 247, 261 (1993) (stating that FDA “couid not review druss dt 
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. S 26.1A-36.9(g) (1996) contains the following statement: 

(Continued...) 

d 

-.._ 
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Despite Congress’s clear intent to allow off-label uses to continue and merely enco~~r:~gc 
T 

*s 
- 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 “reduclel the overall burden of 

submitting supplemental applications and obtaining their approval,” the Pediatric Rule incrc:lscs 

“S 
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. & 2 1 C.F.R. S 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,d&y or even deny patients’ 
ability to obtain medically effective treatment. FDA approval for each use Lvould 
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 I 
comparisons required to determine what drugs work and for whom.” Goldberg, supra note IO. a~ 
42; s Doug Bandow, The FDA Can Be Dangerous to Your Health, Cato: This Just In (Jan. ‘0. 
1997) <http:/lwww.cato.org/dailysll-29-97.html> (“[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). In short, the Pediatric Rule contwiict~ tilt 

,. ̂_ 

..I 

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 o~‘n mandatory sgtcnl o t‘ 

regulations on Congress’s dramatically different, voluntary scheme. addressing the identical :w;\ 

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. 1’. LeLvis, -J-IA 

U.S. 11,20 (1979) (internal quotations omitted). Applying this well-established canon in . 

Transameica Mortgaee Advisors, the Supreme Court refused to recognize private causes of 
, I ,.~,“>*:‘~i$l... . . 

action for damages for violations of a statute that “nowhere expressly provides for a private c”atw 

of action.” u 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.” IJ. 

(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. &R ilwa La r bo Executives’ Ass’n v. National Mediation Bd., 29 F.3d 655. 6_iS- a v 
: 

.-, >-. 59 (en bane), amended bv 38 F.3d 1224 (D.C. Cir. 1994). In light of a statute that provided for 

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

.^. 

I _ 
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the Board had exceeded its jurisdiction by initiating dispute investigations sua sponte giv-en th:rt 

“Congress effectively has provided a ‘who, what, when, and how’ laundry list yov.eming the 

[agency’s] authority.” IcJ at 665, 667. The court further obsemed that “[t]he duty to act und~t ‘. 

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 67 I. 

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 rec!uirc 

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 require those 
I 

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’s 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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. . . The domestic and international medical communities, as well as FDA, agree that pdiatrlc 

- 

.^i 

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

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 ‘Xvithout hesitation” in its rcsponsc to 

FDA’s proposed rulemaking that researchers should complete Phase 1 and part of Phase 7 bc~‘c)rc 

beginning pediatric testing.30 The international community likewise acknowledges that “[n~]hcn 

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, 

r-x 

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

-- 

,- 

r--e, 

-_ 

30 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”]; s Committee on Drugs for the American Academy of 
Pediatrics, Guidelines for the Ethical Conduct of Studies To Evaluate Drues in Pediatric 
Pouulations, 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 Guideline$‘]; See alsa FDA, Public Meeting on FDA’s Proposed 
Regulation to Increase Pediatric Use Information for Drugs and Biolo$s (Oct. 27, 1997) 
<http://www.fda.gov/cder/meeting/transcript/1027pedi.htm> (remarks of Dr. McCarthy, senior 
research fellow at the Kennedy Center for Bioethics. Georgetown University) (“I would make 
sure that the studies are at least through Phase 11 in adults before you move to children, and I 
would like to see it in two or three phases - older children, then younger children, and finally 
infants.“) [hereinafter “Public Meeting”]; & (remarks of Dr. Spielberg) (“[Plediatric 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.“). 

31 International Conference on Harmonisation, Guidance on Nonclinical Safety Studies for 
the Conduct of Human Clinical Trials for Pharmwuticals, 62 Fed. Reg. 62,922. 62,925 ( 1997). 

32 & at 62,922 (stating that FDA “is committed to seeking . . harmonized technical 
procedures”). Similarly, the European Committee for Proprietary Medicinal Products (*CP>IP”) 

(Continued... 1 

.- , 
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also expressed its commitment to deferring pediatric testing in a 1977 report entitled G~nerai 

Considerations for the Clinical Evaluation of Drugs in Infants and Children Lvhen it stated that. 

“[blecause of ethical considerations, reasonable evidence of efficacy generally should be know II 

before infants and children are exposed to the agent.“33 

Congress’s voluntary incentive scheme minimizes the risks arising from concurrent _‘. 

pediatric testing. Because adult drug approval does not hinge upon successful completion o t 

pediatric testing, there is no pressure on manufacturers to rush pediatric testing. Rather. the 

manufacturers, after consulting with appropriate medical professionals, may determine the 

__ 

appropriate timing 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 testing, given that their drug products cannot be 
;“ii’iYG *&.~~^wyl;u~.*.>~.~. j.. 

approved and marketed until safety and efficacy testing is complete. & 21 C.F.R. $ 3 1 J.SS( 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 Chmcal In vestigation 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. & & at 4-5. Such inconsistencies in timing requirements and aye 
categories could force sponsors engaged in the international pharmaceutical market to conduct 
duplicative studies, thereby exposing more children than necessary to the risk of 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 r’ssess 
the Safety and Effectiveness of New Drugs and Biological Products in Pediatric Patients, at I5 
(Nov. 12, 1997) [hereinafter “Glaxo Wellcome Comments”]. 

33 . . 
FDA, G> l-u in Infants and 

Children, at 5 (1977) [hereinafter “General Considerations in Infants and Children”]. 
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.Llanufacturers naturally ivill try to place lraluable new treatments into the hands ofLld~i]ts \\ 110 

need them as expeditiously as possible. The Pediatric Rule. however. hinders manufacturers’ 

efforts to do so by requiring that, before adults may have access to the new drug, it must t;I-st 1~2 

approved as safe and effective for use in children. Thus, FDA has limited rnan~~fact~~rc~.s 10 t]l~~ 

undesirable choices: 

(1) test the drug on children sooner rather than later to minimize the delay iI1 
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 ti on-iabel. 

**5,lil-yT**” li 
In light of these alternatives, FDA’s claim that “[nlothing in the rule requires 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. (“[IIndustry 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.“); & at 66,640 (arguing that “the rule will not require 

studies in settings where ethical or medical concerns militate against studies” and that the Rulc*~ 

deferra! 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 7 1 C.F.R. -- 

$ 3 13,55(a). 

Moreover, FDA has indicated that deferral should rarely be granted. FDA. for csanlplc. 

refused one pharmaceutical company’s,request to recognize circumstances in which FDA \\.ould 

automatically grant deferral. Instead, FDA adopted rules that give FDA complete discretion to 

determine whether deferral is appropriate. See id. 4 3 14.55(b) ( 1999); 63 Fed. Reg. at OO.Ol3 

(“The need for deferral must be considered case-by-case.“). FDA has further warned that 

’ deferral is not “necessarily warranted where analytic tools and clinical methodologies cannot bc 

easily adapted to pediatric patients,” nor are “[dlifficulties in developing an adequate pediatric 

formulation” likely grounds for obtaining a deferral. Ih, 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 certification from the applicant of the grounds 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.F.R. 5 314.55(b).3” 

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 

34 In light of this substantial premium placed on early drug testing on children, FDA’s othtx 
proffered justification of the safety of the Rule - & 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. 
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.-“, 

new mandate. This response is insufficient as a matter of law. &, Q., .Clotor lrehiclc II I’s;. 

Ass’11 v. State Farm Mut. Auto. Ins. CO., 463 U.S. 29, -!3 ( 1983) (holding that “agency must 

examine the relevant data and articulate a satisfactory explanation for its action”). 

It 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. 01~1~ a tiny tixtion n t‘ 

all new drugs actually obtain FDA approval to be marketed, and thus are ever used by chilclrcn.” 
L._ 

.- 

I 

_ . .  

_ . I  

_- 

Of the drugs that begin human clinical testing, “[olnly 230//o . . . eventually receive marketing 

approval.” Drugs and Biolopics - A Consumer’s Perspective: Hearings Before the Subcomm. 

on Oversight and Investipations of the House Commerce Comm., 104th Cong. (May 25, 1995) 

(written testimony of Kenneth Kaitin) [hereinafter “Kaitin Testimony”].36 As one commenter - 
I 

observed, “up to 50% of drugs are abandoned before phase 3.” & 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 

Patients; Regulations Reauirinp Manufacturers To Assess the Safety and Effectiveness of NW 

Druos and Biological Products: Proposed Rule, 62 Fed. Reg. 43.900.13.9 11 ( 1997); accord 
c ..‘ 

r- ., 

-. 

” i 

. i.; 

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

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

; 7 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” - &, at the end of Phase II. 63 Fed. Reg. at 66.643. 

. , 
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Kaitin Testimony, supra p. A-- 71 (stating that only 64% of the drugs that begin Phase III testing 

eventually receive market approval). 

These “drug dropout” rates establish that the Pediatric Rule will subject children to risk) 

testing of products that will never even be marketed in the U.S.38 Indeed, by FDA’s owu 

calculations, fully thirty percent of the children who would be exposed to drug testing under the t: 

Pediatric Rule would be needlessly put at risk. 62 Fed. Reg. at 43,911 (increasing estimate of 

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). I“ FDA’s 

estimate conservatively assumes that manufacturers would conduct m pediatric testing until 

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

III, 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 efficac! ,,, ,I -r.“~~i-~._?r,.,l’nai 

of drugs for adults has been established, violates the whole purpose of the Pediatric Rule, \\,hich 

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 

3s & Public Meeting, a note 30 (statement of Dr. Walson, Division Head, Clinical 
Pharmacology/Toxicology, at Children’s Hospital in Columbus, Ohio) (referring to “negati\.e 
guinea pig image of [pediatric] research”). 

3’) FDA’s assumption that only 30% of pediatric testin, a will be unnecessary is inconsistent 

with its position that “[plediatric studies of drugs and biologics for life-threatening diseases may 
in some cases be appropriately begun as earlv as the initial safetv data in adults becomes 
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 betbrc’ Its 

initiation.“’ 

r.%... 

-- 
, 

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 

mu, 

--, 

FDA affirmatively waives the requirement also unnecessarily a ggravates the special problcrns 

involved in conducting pediatric testing. As Dr. Clemente, founder and Chairman of the Board 

. .- i 

. ..i 

of Ascent Pediatrics, explained during hearings on the Pediatric Rule, “[tIesting 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[‘] 

*-.. reluctanice] to enroll their children in a clinical study.“J’ Additionally, “[tlhere 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.“J2 These practical 

,--1 

. .../ 

. . . . . 

A..;. 

. ..- 

*...A 

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 

40 This potential for harm undercuts FDA’s former position that “[a] prime requirement [ot 
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 & at 1. 

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

-I1 kL 

.,- 

,_.,- 

43 & Ethical Guidelines, m 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”). 

x_ 
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investigators who have expertise to conduct trials in young children. and determining appropri;itc 

timing of clinical trials in light of the child’s maturation.” Additionally. special risk factors 

apply to children, including “discomfort. mconvenience, pawn. fright. separation from par~lts OI 

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 “[sltudies 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.“47 

The scheme that Congress established in FDAMA minimizes such problems. Because 
_‘.. i..“,.I%L 

pediatric testing is encouraged but not required, manufacturers can determine \vhen, and \~%cth~‘r. 

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 So. 
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). 

45 Ethical Guidelines, supra note 30, at 288. 

46 & General 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 . . . .“). 

47 Ethical Guidelines, supra note 30, at 288. 
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a large number of products from consideration for testing on children. The Pediatric Ruin 1,) 

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 thr: 

Pediatric RuIe is statutorily permissible and consistent with FDAMA. That provision a~~~rcis 

extended market exclusivity to a drug for which a manufacturer has conducted pediatric studies 

that were “required pursuant to regulations promulgated by the Secretary” and that comply \f.ith 

the requirements of 4 355a. .a 21 U.S.C. 5 355a. The provision, however, does not constitute 

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

No. 105-3 10, at 54 (acknowledging that regulations requiring pediatric studies must be 

“promulgated under other authorities of law”); flational Pharm. Alliance v. Hennev, 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 disclaitn 

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. & 21 U.S.C. 5 355a(i) (Supp. III 1997). 

* * * 
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In sum, the Pediatric Rule is inconsistent with FDAMA’s voluntary pediatric esclusi\ II? 

and supplemental application provisions. It is, accordingly, an impermissible exercise ot‘FD.4’5 

regulatory authority. 

II. THE RULE CONFLICTS WITH CONGRESS’S GOAL OF 
STREAMLINING AND ACCELERATING THE DRUG 
APPROVAL PROCESS. 

Another of Congress’s primary concerns in enacting FDA&IA was the unreasonably Ions 

delay between a manufacturer’s submission of a new drug application (‘XDA”) and FDA’s _. 

approval of the appiication, 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.JB 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 to 1975, the average cost of developing a 
. .,.i- ~.:~~“i,:~,.i-‘ir- 

new drug was $125 million. From 1981 to 1990, the cost averaged 5394 million.“! .\\,erage 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 sev’en 

years.j’ 

48 See Sam Kazman, D 9, J. Reg. & Sot. 

Costs, Sept. 1990, at 35-36. 

-I9 & Michael R. Ward, Drum Approval Overregulation, 1992 Regulation: Cato Re\.. of 
Bus. & Gov’t, No. 4, at 49; see also The Cato Institute, Handbook for ConPress (105 h 
Congress), at 342 (1998) (stating that cost of drug development has increased by eve: 400% in 
less than two decades). 

50 See Goldberg, supra note 19, at 45. 

51 & 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 tifty percent relative to other industrialized countries. Although the United States 

leads the world in researching, developing, and patenting valuable new drug treatments - fi-om 

1979 to 1989, the United States Patent and Trademark Office granted between 2.000 and _1.700 

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

marketing of these products.‘3 For example, for each year from 1964 to 1989, “pharmaceutical 

firms tiled between.800 to 2,200 investigational new drugs with the FDA. . . . Of the 80 to Z(J 

new drug applications tirms file annually, the FDA approves only 20 to 60,” and “[mlany of 

those represent reformulations of existing products.“” Similarly, “[o]nly 27% of recently- 

_, approved new drugs in the US. 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 
;:‘,‘I:L; .‘^““;i*~~,r~‘.,‘i~~~- 

. ..a. approved in the U.S., Europe, and Japan, 58% originated in the U.S., 47% began clinical testing 

r*;‘ 
in this country, but only 18% were first marketed here.” Kaitin Testimony, supra p. A-2 1. “In 

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

i? 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.“). 

53 Lj& Ward, supra note 49, at 48. 

--.i 

. .I. 
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L’nsurprisingly, FDA’s onerous regulations have caused Britain to overtake the U.S. as rllc tt rlricl 

leader in introducing new drugs to the market.” 

Doctors are also highly dissatisfied with FDA’s lengthy drug approval process. Rcccnt 

pelts commissioned by CEI revealed that “67% of the neurologists and neurosurgeons sun~>~t‘d 

believe that the FDA takes too much time to approve new drugs and medical devices. and 5S”cI 

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,” n,hile 

7 1% 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.j’ 

55 .‘j& Kazman, suprq note 48, at 40 (“From 1977 to 1987, 204 new drugs were introduced % 
in the US; of these, 114 were available in Britain, Lvith an average lead-time of more than ti\.e 
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 t1t.o 
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 pubtication reveals that it took FDA nearl) 
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. & Julie C. 
Defalco, Competitive Enterprise Institute, Treatment Delayed. Treatment Denied: Therapeutic 
Lae and FDA’s Performance, at 2-3 (Feb. 1997). 

56 Competitive Enterprise Institute, A National Survey of Neurologists and Neurosuraeons 
Regarding the Food and Drug 

. . 
Atinls tration, at 1 (Oct. 1998). 

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

58 u at 2, 14. 
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Congress recognized all of this. As a House Report discussiny the proposed dr-u~ 

.-- modernization legislation notes: 

_. 

..- 

il... 

Currently, it takes nearly 15 years to develop a new drug - twice the time required 
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, 

-9 

.- .I 

-. 

Unfortunately, many patients do not have the time to wait the nearly 15 
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 oar-t of the 
de ’ otin ‘. t -ai _lav osed b 
< the F -r ui ent and auuroval time vvithout 
enhancing the safety and effectiveness of new drugs and bioloeics. 

H.R. Rep. No. 105-310, at 34-35. The Senate noted similar problems concerning the protracted. 

complex, and expensive nature of obtaining FDA approval to market a new drug: --as.*. .%\ 

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-consumin,, 0 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 
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. 

.h_. To address this problem, Congress included a number of provisions in FDA&IA intcndccl 
. . 

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. 3 356 (I994 & Supp. It1 1907). t_ikc\iisc. ’ 

Congress adopted provisions designed to “[s]treamlin[eJ clinical research on drugs.” H.R. Rc’p. 

No. 105-3 10, at 69; 21 U.S.C. $ 355(i) (1994 & Supp. III 1997). Further. Congress allo~c,cd FD.-\ 

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. Icl. 

3 355(d); see H.R. Rep. No. 105-310, at 67. Primary purposes underlying this latter pro~.isiotl 

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 W$zr,‘~peedier, and less costly, ho\ve\.cr. 

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 years 

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

59 & 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 

(CotltillllcJ... 1 

A-30 



hinder even further a drug approval process that is already subject to sh-p congressional 

criticism for its protracted nature. See supra pp. A-26 to A-30. 

Substantial social harm results from this unwarranted delay. Even “[b]y a conservati1.e 

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 Lvill 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 because they are denied access to safe 

and effective treatments. Even the children that the Pediatric Rule purports to help n,ill 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 will save lives after its approval. then ho\<. 
>.;. . . . . 

many lives were lost while it was being reviewed?“6’ 

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 PhRMA member companies) [hereinafter “PhR\lX 
Comments”]. 

60 Bandow, m note 29, at 1 (quoting Robert Goldberg of Brandeis University); m 
Gregory Conko, Slowine Down Drug Approval Could Prove Costly, USA Today, July 2 1. 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. 

6 I Kazman, w note 48, at 47. 
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” 
p 

headlines, television coverage, and congressional hearings creates pressure on FDA. \~‘hc11 I-D:! 

delays approval of a beneficial dru,, 0 however. the victims are “inv.isible.““’ The r.ictims 01’drug 

lag and their families rarely know of the error and therefore cannot complain. The Pediatric Ruin r 

has only reinforced this harmful political incentive for FDA to be overcautious in appro\,ing 

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 w.ill 

be borne by manufacturers and consumers alike. 

62 & 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 w.110 
are beneficiaries and those who are victims. In most cases, the beneficiaries are highly visible 
and the victims are invisible.“); Kazman, UQU 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. Vernon, The Regulation of Pharmaceuticals at 5 (1983))); 
Kazman, supra note 48, at 41-43 (contrasting reaction to erroneous approval with reaction to 
erroneous delay). 

63 & 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, m 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.“). 

61 AAP Comments, supra note 30, at 6. 

P 
L: 

$ 
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1. The Pediatric Rule Increases Manufacturer Costs. 

-- FDA has substantially underestimated the monetary cost of the studies that manutllcttlrc‘r~ 

. . . must now conduct. In its Final Rule, FDA estimated the cost of the Rule to be S-16.7 miI/ioll, ;I 

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. & 63 Fed. Reg. at 66.00 I. 

This estimate, however, does not accurately assess the number of children who must be studied 

- 

for each drug. According to one prominent drug manufacturer, the Pediatric Rule Lvill 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 increased manufacturer development costs associated with the now-required development of 

pediatric formulations. Drug manufacturers who responded to FDA’s proposal of the Pediatric 

--. 

-_e, 

^. ̂, 

Rule showed that FDA “grossly underestimated the number of drugs for which new formulations 
_,,,, ~ / _( F **“e(dw~- 

would be required.“66 Moreover, one survey showed that developing a pediatric formulation t’or 

.,. a single drug product now costs between $500,000 and $3.5 million.67 Taken together, the 

“- 

x . . 

_._. 

._ 

- 

..-,_ 

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

66 a, u, Glaxo Wellcome Comments, w note 32, at 14; see also ih, at 2 (“The 
proposed new rule . . . will have a resource impact on the industry and FDA far greater than FD.4 
has estimated . . . .“). 

hi & PhRMA Comments, supra note 59, at 8 (citing informal survey of member 
companies); ih, at 25 (“Some companies have spent millions of dollars in efforts to dev.elop ~1 
pediatric formulation and some have given up the pursuit after multiple efforts to develop a 
pediatric formulation have failed.“); see also Public Meeting. supra note 30 (remarks of Dr. 
Clemente) (“[Tlhe 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 a1111 111~’ 

L 
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 \\ill pass on 

at least some of their increased research costs to purchasers. By requiring the development ot’ 

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 

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

Many drugs are of little or no use to pediatri~~~$u;‘ulations. Moreover, creating pedi;ltric 

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 

hY Glaxo Wellcome Comments, supra note 32, at 1 I- 12. 

69 & Cohen Testimony, supra note 2 1 (noting that “pediatric use represents a relatively 
small segment of the total market for a drug”); Pediatric Patients: Regulations Reauiring 
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products; 
ProDosed Rule, 62 Fed. Reg. 43,900,43,902 (1997) (observing that “[nlot all [New Molecular 

(,ContinucJ...) 
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presumptively requires pediatric testing and formulation development on u new drugs ;IIIJ 

__r 
even some marketed drugs - and for “all relevant pediatric subpopulations.” including neonates. 

infants. children. and adolescents . 21 C.F.R. $9 313.55(a). ?01.~(;l). 

FDA’s reliance on the Rule’s waiver provisions in response to concerns that many drugs 

do not have pediatric uses is not reassuring. & 63 Fed. Reg. at 66,644-45. Although FDA 

-.- 

k . . . . 

--.~ 

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.” id. 

.II 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 

-Ij 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-0 165, 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.“); PhRMA Comments. 
supra note 59, at 20 (“Physicians caring for children use relatively few of the hundreds of drugs 
and biologics currently marketed.“). 

-_ ‘0 a, e.g., AAP Comments, m 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.” 2 I C.F.R. 

$ 3 14.55(a). This response is insufficient as a matter of law. I&e, u, State Fa-m, -l63 U.S. :tt 

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

for its action”). 

The detrimental effects of this inefficient allocation of limited manufacturer drug 

development resources extend beyond mere economic inefficiencies. The regulations also \L ill 

hamper valuable new drug innovation.” Requiring that drugs be tested concurrently in adults 

and children will tirther discourage sponsors from pursuing high risk projects.-3 The Pediatric 

71 FDA’s statement is even less assuring in light of the limited resources that it has to 
implement the rule. & Public Meeting, ~u~ra note 30 (statement of Dr. Temple, Executi\.e 
Director of Medical Affairs at McNeil Consumer Products ‘cg?@‘&y) (“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.“). 

& Goldberg, Suprac note 19, at 40 (“[T]he 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 Co-, w note 49, at 342 (“Just as control 
of information in despotic countries destroys creativity and innovation, the FDA’s monopoly on 
the research, development, and use of new medical knowledge is choking off the next medical 
revolution.“); Krauss, m note 3, at 462 (observing that “substantial increases in the cost of 
developing a drug for the United States market,” largely caused by FDA’s “involvement in 
testing” . . . will “affect both the number of new drugs devetoped and the market price of 
developed drugs during their patent monopoly”). 

‘3 & Glaxo Wellcome Comments, w note 32, at 1 l-12 (“[Sluch a requirement during 
the investigational phases would necessitate diversion of resources from concurrent competing 
programs (e.p., 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.“). 

=; 

d 

.,. 2. 

“ 

A-36 

. . “, 



. . . 
Rule will divert limited company resources from the research of new therapies to pcdi;ltl-ic II.I;I/~ 

-.- 
. . 

that explore limited, and possibly inappropriate, uses of existing products. By di\,erting 

-- 

I.. 

resources, the Rule will hurt patients who await new life-saving discoveries.‘” It may c\.cn gi\ L 

companies an incentive to focus their research on diseases that almost exclusively affect x.i~~ts. 
* * * 

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 

..- 

.-,.4 
be if those uses were on-label. & Home Box Office, 567 F.2d at 36 (“[A] regulation perfectly 

“..“, ,. I(\ R 

reasonable and appropriate in the face of a given problem may be highly capricious if that 

‘...l problem does not exist.” (internal quotations omitted)); see also Northwest Airlines. Inc. v. 

‘4 ti Handbook for CongTess, SJQU 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, _s~~ta 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”). 

‘5 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. & 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, m note 59. at 4-5. 
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Goldschmidt, 645 F.ld 1309, 13 17 (8th Cir. 1981) (same). Instead, FDA relies on nothing [1101’2 

than a handful of anecdotes documenting adverse reactions in children from off-label drug uses. 

.& 62 Fed. Reg. at 43,901. 

c 

Adverse drug reactions, however, regularly occur from on-label uses as \veIl.-” Thus. 

identification of a few adverse reactions from off-label drug uses in pediatric populations is 311 

insufficient justification for the Rule. Rather, FDA must establish that a significant number 01‘ 

those reactions could have been prevented if those same products had been tested and appro\.cd 

?3 
C 

for use in children, taking into account, of course, the likelihood of adverse 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 

I. 
would waiting to prescribe that product in children until after it has been approved as safe and 

._ y. F*rw,u ,wr,*i.,~ -” - 

effective for adults, isolated anecdotes cannot suffice to support the sweeping regulations 

embodied in the Pediatric Rule. &, u, 5 U.S.C. $ 557(c) (1994) (“‘411 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 r 

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”); Burlinrton Truck Lines, 

Inc. v. United States, 371 U.S. 156, 167 (1962) (rejecting agency decision where “[t]here are [lo 

-6 & Beck & Azari, m note 4, at 82 (emphasizing that “previously unknown safety 
concerns can arise with labeled as well as unlabeled indications”). 

i. 
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‘> 
-.a.! tindings and no analysis . . . to justify the choice made[J [and] no indication of the basis 011 

nhich the Commission exercised its expert discretion”).-‘ 

^-_ In sum, the Pediatric Rule is not only inconsistent with FDA-VA, it is also bad polic>,. 

..“.Y, Far from streamlining and accelerating the drug approval process, the Rule complicates alld 

. _.> 
hinders that process. Moreover, instead of encouraging manufacturers to seek approl.al for ot’r- 

label uses of a drug on a voluntary basis, the Rule forces manufacturers to seek appro\.at for USC’S 

niJ 

-- 

of their product that they did not intend to pursue. FDA should effectuate the goal of bringing 

pediatric indications on-label through the incentive scheme established by Congress in FDAh1.A. 

-- 

I... 

To the extent that there remains some lingering concern over the availability and 
current pediatric treatments, Congress has already addressed the problem by enacting the 

safety of 

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-10 to A- 12. 

-- 

: “II 

-ss! 
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APPENDIX B: 

THE PEDIATRIC RULE CONT,qVENES THE LONG-STANDING VIE\\! 
OF CONGRESS, TtiE COUI$TS,‘AhD FDA THAT FDA’S AUTHORITY 
IS LIMITED TO “‘NTE~Wz%~ CLAIMED, USES OF DRUGS AND 

DOES NOT ENCOMPASS USES THAT FDA CONSIDERS “FORESEE.-\BLE.” 

~-,::.yy&“&;% “, .’ I- : 
Since the 1906 brig& of federal food &i(! drug law to the present. the “intended uses** of 

: ; $, -.:“$. 
‘;.,‘ ‘;, :,A~.&$>;:, l’-.lr><-.“F,, ,. i : .‘C ;gp; * i;,,., 

.., 
” .‘<i 

.+~“~d:~$p 

the product’s labeling. lkoughout 

s" oftheir products through their' 

tended" merely because that use is 

FDA’s jurisdiction. 

repeatedlyadvisedthat its 

regulatory authority extended only to “intended uses,” which derived from manufacturer claims, 

B-l 



and that it could not regulate other off-label uses. FD,4’s actual practices in c~~~ol.cin~ [hc i;,c,tl 
I". ,.'. _,., 'I 

: _., ,,'. 

and drug laws confirm this limitation nn itc allthnrirxf , i :$ ‘.s":.&‘&t " _ 

,..... -. ,e , , 
rnti~fac~~r ). 

_ . . , /  ,.,‘c‘-’ . “/,, FDA further asserts that those “foreseeable uses” ~$%‘~;i, 

I ,. ZI$hority include pediatric uses of new and marketed dntoc I~~,-I h;r\llr~in;‘~,,..:^..-c 

i, pediatric studies of marketed drugs and biologics . . . ,“). I , “.. .‘I .&-ii _ .~~~$&2~~~~~~, ,, 

‘._ .;, : -+ 

: 

.in an even bolder attempt to expand its power beyond_~~~~~~~~~~, FDA glso argues that 
:.. ,., ; -, ‘“:‘y . -““- ,,,, s,.: ,- ,~ ) p-‘.. L . 

j __,. ;+: .:& a foreseeable use remains foreseeable - and therefore purpotiG& subject to fiDAYs jurisdiction _ 
. . . . ._ _: ,.. ok,,. -e, _ 

+**w ~,“~:“***i*:-w? “even where such use is not expressly recommended ok is ev&.m .> x .^ .al> ..%.. i, ‘“$, 
: - as ark ail pediatric . 

a 

;,,. “ ~dCY, has condemned this practice. In a 1977 report, theWpepat-tme ,,,,, - .,.~. . 
vquld,.be tnapurounate for FDA to reouire a Anlo cnnnrnr tn &;k~t;~bt.=‘~e 

marketed drug or the use of the drug in different patient.populat!ons, unless there is I-..--., 
evid&&ofwidespread unapproved use of the drug. If FDA wishes to‘explore new 0~ differant 
uses for an approved drug, it might consider financing the studieS’~~~e~~‘~,“bPna~mPr 

: :: .:. .I. -_ : Education, and Welfare, wart: Review Panel on New Drug‘Reeulati _’ 



Or c2) “any SdmnCe or mixture *f substances i-d for the cLIre, mitigation. o, 

Prevention of disease of either man or other animals.” 
.- 

actual compositi*n deviated from the composition specified in the label. d fig ioi3f Stat, at 
_“f -I 

:1” :,y..“&,. ,’ j “” ‘.’ ,* I. 

label claims. & d 
/ ., 

, -<w*.J- <*ii ***:;*A ne%.‘ir?;. ,, .; . ..& 
prescdmi, rkorntnended, or suggested inosed m . . ,- f ._) ,, / I ..,a* _1 ” .” Id, 5 505(d)(l), 52 ., .:_. c 

!“_ “.i -* 

“Labeling” Was defined to @Jude :‘a11 labels and other written, printed or graphic mattg+-~ 3 

(I) uPon anY article ormY of its containers or wrappers, or (2) accompanying Huch article," pub. w. 
L. No* 75-717~ 3 201(m), 52 Stat. at 1041 (codified as amended at21 U.S.C. 3 321(m) (1994,). 

..” 

E 
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” 

_” _,. .,l . . /. x,-. 1 

As this last change illustrates, Congress’s limitation on the scope of FD.4 prefll;lrkc[ ” 

A.,.’ 

safety review to claims in the manufacturer’s labeling demonstrated Con~ress:s:u?d~~~l; 
; :;.--. 

( ; : ,+p.... ,+-‘- :. , 
l., ‘I<.& .: ,a. i mlrrl~ 

that FDA c*dd regulate only the usis which a manl~factl~rer clnirnpd ;,, ;tr ~.,~,l;...j-:..s:-. 
II ,.._.. .“I _ 

_( --.x-:” -‘. 
‘-‘. - -_. ” ,. 

product’s “intended uses:*’ 
7’ 

Congress did not extend FDA authority to unclaimIe$ ,!s$of a :’ 
:“., .._.. i”S.__ r i. “i;?;, 

the food and drug laws. This time, Congress reo 

drug manufacturers seeking annrovai tn A’LAr\nqrate thnt rh ’ .~‘“. 
Pll- nmrmrn,-l . . ..?..I..-* I-.- - .r-‘,:“~*-.?~ . ; : 

> .,y ‘*gq&&$~ r:.ayx%,‘~ pyq. 
FDP’srreliFce on its regulation: $&king “intended use” in support of its argument that”“.’ 

“intended uses”inchn-k commonWforese&ble uses is without merit. & 2 1 C.FcRJ;~‘$;ti 5 “,.., 
(1999) (defining “intended,:use” f$$‘~~.&g>r id S 801.5 (detining “intended use” for a device),, 
Both regulations distin9uisD,b~~~~enIjntended uses and common uses. This readinss&$,ed . . 

the HX-4, y+$jch requrr$,t,hat: a drug or device be safe and effective.o&y ‘fGr ,.!.,V.‘ 
, 

laneted uses. ti 2 i ~.S.C’~~ 355(d), 36Oc, 360e ( 1994 & Supp. III 1997). It wou1d’be absurd 
to defne “intended use” as a use that the statute does not require to be safe and effective. 



_, ,.,‘,. ~ 
. .., ,A ‘* . . . 

._. ,; 

claims ,for effectiveness, whether made initially in a new-drug application or at anv time 
..:. “’ ‘“C ..i ~~~~~~~~~~~~~: .: -- - 

be supported by ‘substantial evidence’ . . . .“j.. -4 
” ., . . 1: ;,‘- , -“,2&c: 1 ..,> j:$ s&!&-: ._i :.$g. s 

. _.. 
,. a. V” 

history surrounding the enactment of the 1’962’Dru$ Amendments 
_’ 

. 
-I--r&&tes 

,: ” : ‘.‘, _,I, ,. ,-, -, II :,: .-J &&: 
i, : 0‘~‘;;~. fi -‘. .y;y “V\~>~ 

that both Congress and FDA used the terms “claimed us 
: 

$$$?s’prescrmed, recommended, or suggested,~mt,he labeling’~ mterchanueablv. For 
~~~~~~,, ., .;y >:‘. -,,*.. 1;-I -;: .., +&*,,&@~ ” oe <, ” P. ,” - _ ;” 

Senate Committee Report described the bill’ as reouirine 

r which it is _, , intended, it is not a new dr 

ed during hearings for the House 
1’. w 

ne drugs be shown effecti 
‘v 

e for 

’ & m Indusm Act of 1962: Heaenps Befo 
.I :; 

_,. ‘,, I ” ‘““-““, e-~ re the House G. r / _> ._ 

; _:. Both ihe,Senate and the House versions of the bill contained~?h”e;uiii 
@?em?$!hat a drug be found to be effective for use “under the co&h&& preicri 

did, or suggested in the labeling.” & S. 1552, 87th Cong:~$‘k[a)(9) (as i 
(196l’j;;‘B~R:‘11581, 87th Cong. Title I, Part A, 9 102(d) (as reported) (1962). 

~. . .~ ___, 

_~ .“,_,,. B-6 
,‘. I_ .: 
‘,_ 

? 
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FDA that his product is e: ffective for the purposes claimed before it is marketed”). 111 shor[. th~t-~ . I_ .- : ” _, ,I_ 

:vas kzmimitv that “claimed use,” “. Intended use.” and “use undet-,{~$q conditions prescribed. 
.__; ‘. 

recommended, or suggested in the labeling” were svnonvmo~~s tekis. L,. .>$... .I a d f-9 ‘,,r,,-,(:<sII, .:e-: . .,,l/ 

* ‘- --‘. 9’ “ katlon ( 
. 

ANDA”) urocedure bv which the ktnrtfmllrr 

Iew-required to obtain approval of a standard NDA). ,; .“,““m:d~2.&yp~ 
.* x 7 >* Pub. T..‘Nn C 

hat a drug is 

drug,” FDA must approve the drug without reauirine additional LIYniGI t,=ctino 

..I 4 3550’)(2)(A)(iv), (4)(F). In other words - and contrary to ,I$<;; “_ 

ol&label uses as a prerequisite to approval of the folIow-on generic product _ :,,‘,;& 
h s.aewe~*~~*~~~ ” “, : L, .;-, ,gcr+ ,, .,. .b ,>, ..r,-;.“<,j_<p 

_ i, _.. .,_ >.,i.. .I/._, 1,. 
. Rather, an ANDA 

in-a pioneer drug 



‘657.26jJ (“[AIn ANDA maynot be considered for a condition of use that has not 4 i prc~.~ousi~ f 

been approved for the listed drug.“).’ 

This process was analogous to provisions in the earlier enacted 1976 Medical Device 
Amendments, which allowed FDA to give clearance to “substantially equivalent” follow-on 
devices as long as they claimed Q& the “intended uses” approved for the pre-existing devices 
that they imitated. & Pub. L. No. 94-295,90 Stat. 539 (1976) (codified as amended at 21 
USC. $ 36Oc(f)(3), (i)(l)(A)). 



~~ _ J ----\.,,‘,rti,l~, !LTZ-, UL ~upp. 111 IYY/) (substantlai 

-. ., \, ,,; .*,_;1. 

istory of federal food and drug legislation demonstrates.that Congress onlv 
I ““,~~_,I ” 

,..*#!#,+:&ii‘ J-L.-.. 1 

courts “have always read the . . . 

150.5 (S.D.N.Y. 1983) 

foreseeable effects- In 1953, the Second Circuit held that claims were essential to establisij Ll,, 

B-9 



“intended use.” &G FTC v. Liugett & Mvers Tobacco CO., 103 F.ld 955. 955 (2d Cir-, I~)-;, 
i. ,, ‘:::, IL i. ‘_ et .‘$+, ,‘“O .,:,=. j ,. i, “. “.<>:.-““-,. 

(perCu?iain), &fg 108 F. Supp. 573 (S.D.N.Y. 1952).” *l 
., .T.^” The real tes;‘$‘how was this prodtfct 

1. Pa. 1901). 

u-her FDA rerzulationj.“). 

of a provision dividing responsibility between FTC and FDA. m 21 U.S.C. S 321(g)( 1) 
(1994)U 15 U.S.C. $55(c)(1994). 

f3 
: :: i... :i :;&;:?‘.. &.?$d ._ .,,:_(( h 



,’ . . . . 

r‘-‘-’ 
,,+!::-:F+ause FDA had shown no inclination to change its sfatukry ieterpretation at that time. 
;$,F,T&ed in dictum that it was not deciding whether such a‘c.&nge would be possible. 

- - . .,. 

I  

oduct would 



those claimed uses therefore delj,$ FDA’s authority. 

ed on man;facturer representations). 

i 
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., 
. . ,,.* : * ). ; ;.;‘~ h: ;slons.qr:e not !!mlted to the tobacco context but e&iid tn the ~l;‘&,~ 

F. bqth safe and effective, based on the data submitted bv t&?‘i” 

il’..,. pp$:,“” ‘;i-,,<:I . ,:..,j 
.~q&@yg y;:;;;,; ‘J 

~1 

the investigation or production qfone of its drugs.” 
-~ ..I.. . Qmoetltl 

_,. ;. .,>> 
ve Problems m I& Drug Industrv: 

““~~~?~‘“*~~~~~~~.~“.; 2 m Bureau^of Chem‘istry, United States Department of Agri{~~{@e,‘$&-&e and ,$ ‘:‘“tX.\,C ,.&, *., ,>*.: ~.q~&#&~.~~~: .a, , ,A.! _ RePulatorv w Nb. 13, The Status of Tobacco and Its PreDarations Under the Food 
- ,. 

and Dwu?& 24 (1914) (“[Tjdt@co and its preparations, when labeled . . to indicate their tlSe 
for the cure, n$gation, or prevention of disease, are drugs within the mkaning of the act and. ;1s 
such, areoub$ct’to [its] pr&ions. . :,i2i,t ‘:+*;&Y.T.,e ::+>* . . [TJobacco and its preparations which are not so labeled .i j 
and are u&l‘~or Smoking or chewmg or as snuff and not for medicinal purposes are not s&j&t to 
the provisions of the act.“); May 24, 1963 FDA Bureau of EnforcementYGuideline, wfinted’i~n ,.._ . “: .I ‘1.. , ...d,V,. I *.i .,,.,: ““c,- blic Health C@rette punendments of 1971: Hearings Before the Consmer Subcomm. o t the ., , * 

.‘on Comm&&9fdSCong. 240 (1972) (“The statutory b&is for the exclusion of 
tobacco produc& from FDA’s junjsdiction is the fact that tobqo marketed ‘f<TVchewing & “iJ \‘> ,r~,<~~~<>+2p ” _ : Z” r: ;y:* &$12e;.:;: , ,I _.,., I.d.*.:i:. ‘/T’ ., 
smoking[,l wtthout.acdompanymg the&@utlc claims, does not meet the defit$ions . . . fb?-?dsd: drug, device bt &fetic.,,); . . ,y . . . . ““‘“.>‘.“$. Il,*.%a-, 

.I, ette J.abw Ad ertlslng 1965. Heus Before t 
%- v . . _ 

hr: 
HauseComm.9astate auf Fore’ 89th Cong. 193 (1965) (FDA‘ Cotiti-GS~ioner 
Rankin,s:~~s~~~~~~ admili;~~hat ~D~~~diction 

4; c F 5, , ,.‘;*;& 1 ~* & 
under the Food, Dt;lg, and.~~~lii;;;tric 

. ,9 Act over Gbacco, us it bears drUg 
irk.,” ST< ;. ;’ /._, 1. -_ i :I ‘I ,. 

$.> ” ..,..- L ,. . . _-s.. I.?. -. 
IO . . John Jennings, I& Rx WeI. R~,w for All . . 

Prescrlbw , FDA Papers, Nov. 
1967. at 14-15. 



nearmzs Berore me bubcomm. on ~MonoDolv of the Senate Select Comm. on .snlajj ~~~~~~~~~~~ 

03d Gong. 9406 (1973) (statement of Bureau of Drugs Director Henry E. Simmons). 

More recently, former FDA official Stuart L. Nightingale acknowledged that L.[[~ Jhilc [llc 

FDA can and does encourage the submission of supplemental NDAs for unlabeled USA< tllP 

- ~~~~~=qx~ramaJ~ IracE preSS article confirmed the official’s conclusion.‘: 
.‘;‘ ,. :. ^. 

: . . . . ,.\, 
Perhaps former FDA official J. Richard. Crout most aptly summarized the reason ti.hb 

,c.: j 
” *,’ 

FDA’s cu*ent attempt to regulate allegedly foreseeable off-label uses is improper w/len he StL,tC~ 

.I ,- ‘/ 3.:‘ .1 

it is essential that those of US in regulatqy agencies and in the legal profession lzot 
take offense at drug usage outside the package insert merely because it is 
occurring. We must understand how our drug labeling system works and 

sion for no gQod nu~[)o 
._ i .I .- i., , 

* *. * 
r j (d. 

In sum, the evidence is overwhelming thatcongress, the courts, and FDA have, for 
_‘i -<c ., ,i 

nearly a century, considered “intended uses” to be limited to claimed uses. 
) _- / ,C‘ ‘,. FDA’~ recently 

I_ 
’ 

il,T ‘...$ 
,, ,.;g& ‘51 I1 

u 

., . swil. .5 
.,.I ! “;:~ ~“&C$i 

-~;2~*~. 
.: I 1 

Stuart L. Nightingale, Mbeled 1 Jses Of ,bDro ed Dw ,26 Drug Information J. 14 1. 
*;ye; ..r ~?/$;.~~.~~ +,, 

I42 ( 1992) (originally presented at the Drug Infdrmatitii Workshop, Oct. 1690). 1 

-, ;c “f ,1;5;* 9 
p 

. i. ‘. i’“’ :- .C,f#, :, 
,) -i. ^ 

,.. .,.&?jL 

4 
I? 

Q 

,,, .‘;-.‘::*.‘-!-‘. ,,.@&,, -- .::,:.;y;p: 
*( * ‘& :: y&<; , 1 

&G The FDA& Off-J.abeJ DII.K&&, U.S. Reg. Rep., June 1989, at 2-3 (“Obviousl\ 
drug manufacturers are under no legal or regulatory obligation to discourage off-label drug I.& or ‘e 

+.“^ a to legitimize unapproved indications by pursuing FDA approval.“). 

2” ,, 13 

bl,>_ ,, J. Richard Crout, b Praise of the J,o 
‘.,. 143-44 (1974). 3 29 Food Drug Cosm. L.J. 139, 
b, .’ 4 

/ \. _ -i. :,,. :>:g++ i:: 
-. 



promulgated 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 Ilot only. 

7. .* f&y treats “foreseeable uses” as “intended uses,” but it also purports to’create a nerve legLil 

presumption that pediatric drug uses are “foreseeable” baSe$ & nothing more t&n the 

where the manufacturer exnressIv disclaini’ti’use -of G-i;in 

., ‘.I ,~, .7”.-, 
:-.,:where the drug has never actuallv been used tn.egdiztrir nhtiattai;Anr 

‘<&+**j’.~ ;“ “..y’ .’ rn I;<.ht ,-. 

“., ’ ,‘.,-. :- ,~ , 

‘-6 
.-*a- * 

ti:E~:bk. l”... ‘. 

APPROVAL OF BOTH P;ION@k-&&in Ctii@ 

fjQffititiii ;THE 

-:-.- ---.- 

:@@oi;t.ow-oN 

PRODUCTS AND CAUSE AN,0Vl EI$WWEE~~~~~M~ER OF MARKETED PRODUcTs.Ttj .~E~$&eL~~~~$ 
~““.lfSBItAtidED. 

.:. ( ,-; L.. 
~ . . . 

‘$ _,. ‘. Carried to its logical conclusion, FDA’s’foreseeabi?i$?heE;ry~ui;;~erlying the-pediatric 
,“,A ,: .‘ -,. yI 

L x f. .“,:., 
Rule would seriously delay and complicate theprocess of obt@ng FDA approval’for pioneer 

,;. 

A. The Approval Process For Pioneer Producti *b%uld Bk Hf&eredl 

drugs and devices. 

,i J..:,&Y,,.. :,I I.‘-. ‘A.., i ,.p;? *:z @..y,+ 
I ,,“i ,~“““*.~,,<,I,i~il ,_ I.. 

,rj &!j 
* . . ;fi; 2 rc;*,: Mqny drugs and devices originate or are first approved-and used outside the United 

States. By the time FDA approval is sought, a’ rtmge of uses .&&be documented in-the literature. 

Important uses of a new drug or device also mav emerge dui% the oAkn’len&l 

tw:f k&J \ G?y.,;j 
*;..c ,. ! 
-“sa3 ‘: I-l p” ,?,y., -I :=;“c >a .q 

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

,, -.- *“? “’ ,..i and its concomitant assertion ofjurisdiction over tobacco products in FDA Rro n & 
I --, ‘~“q7&~~~$$?3$ 3 v& -,‘,.” ‘1 

:; ” Williamson Tobacco Co,, 153 F.3d 155 (4th Cir. 1998), cert. granted, 119 Sv’Ct. ly95 ( 1999). 
,, , 

::.2,. i 



review. &e IJnited States,.v. Algon Chem. Inc., 879 F.2d 1 I54 1 163 (3d Cir. 19s~)) (.-se,, rlsCs 
.\.._. ;, .- “’ ,,,r,,;.<., 

,_ ..I. 

for drugs are often discoveredafter FDA approves the uackaue insetic ttlnt Pv~~q;n a 
: _<*.~.A’ : ,. 

“‘. ’ ,I . . . .._ ‘I.. _’ 

intended usyw9,,,ypw none sf f&. qw.rging new uses can delay or compIic$i:ie approval of the 

uses, manufaf ii !, 
.: -, .,. ., . ‘..., _ 

Because manufacturers must establish that ail “intended uses” are safe and effective, no drug or ii: ,.” ,:c &‘“.P >y-.” 9.: “..” 
. . ‘. -:1.. :,” -:i. ” 

: I., ._ ,.. . ..‘., .- 

^ 



device approval could be granted until every foreseeable use had been tested and supported. 
“, 

-.,_. 
THUS, the manufacturer would have to make an all-or-nothing choice: either test and obtain 

_) :.j: L .,:z”; .*.; ‘i.i _ ,.“..L __d,,l ,..,, _:-_.. ., 

approval for all foreseeable uses as detined by FDA, or forego FDA approval entirejyci” L _ 
._ . ,. ,. . 

Even for a manufacturer opting to go forward and subject itselfto this onerous,s,cJrcrrlc. .., ” .I ” .*_“ic . . ...“. . . . . 
, . ..I *.a, “~.a. . .._.. L,.., 

FDA could force it repeatedly to revtse its labeling and supplement its s~~,u~,~~~&s, cotidttci:ir$ 
i#. /,> 4$L ,@2*‘: .<,A+&+<“$::*; “;‘,“:* .‘.r;“~~~~~~~~l~~~~,~, __‘_ :“. ,.‘_.-.‘_ j$T** “i;!. ‘L;& F “~ & ;” ,.,,, -‘>$.“’ ‘.. 2 . 

_’ : 
$,*& ,+,q.: 1. .‘., 

)_“_, ,_l...jl ‘r’ . ,=T ‘ ,-,% .>.‘$ ir,*’ ‘. I:,<- i_ ‘-2” 
whatever furthertests that_tDA beheves are needed to satisfv FDA’s ever evolving and (_ .A,._. .,...l . . . . 

.e’FDA annroval for the orininnllv mm-ified L1se.s. At lvorsi. 

ug innovator’s ability to place valuable new treatments into the,harrds of ailing ,...; 1 

,lication of‘%JA’s foreseeability theory would create similar proble,ms for’ ._.. ., .sa”w 

I . “_, ,.. ” . ,.,.-... 

The problem does not ‘a&%oh+ly from a manufacturer’s actions. Acttons of-the 
profession completely independent of the manufacturer can make a use foreseeable. For’., ‘, I ;> , ‘ _‘ .r$t****AiM ~rr~:-..‘xi: , 
example, a phystctan, m the course;of practicing medicine. may try a drug or&vice for anew 

patients and re$rt ‘th&perience at a professional conference or in a medical. ;. joumal. .oiii~r~~~~~~cians’~~~:~~~~ new use. T(.ir SUCCeSS ma; ,e;d’;& *y-;;;, 

communications, perhapsAy,Fa t~~ss$qp% Very soon. the use,tmmes fogy~b~~. t+,, i&-:~ .;+< >,“L, ..? ,._, 
“intended uses must be approved by’ FDA and described’in’a product’s FDA-approved labeling. 
&g 21 USC. $5 355(a), 3%@)‘(‘&94); 21 C.F.R. 4 31&3(h)(4) (1999). Ifevej foreseGbTe”use 
were an intended use, then every drug and device with a foreseeable off-label use created in the 
manner just described is be&g-marketed unlawfully. 

” _ 
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U.S.C. 4 355(j), and the substantial equivalence clearance process for foilo~vv-on devices. s;c‘c‘ ,L1, 
.,.‘.; -7. ..~ ,, i ‘_ \ ,,, ) { ; GS, * ,’ 

$6 360(k). 36oc(f), (i) (1994 & Supp. 111 1997), limit t’he intended uses that may be appro\.cd, 

See supra pp. B-7 to B-9. annrc,L ,,I Specifically, the labeling of%.$&& drug seekin ANDA 

-must be substantially identical to that of the pioneer. See id. 4 3jj(j)(l)(A)(v). (J)(G); 2 1 C’.F,R, 
<“:,&.L. ,.. 

._ .., ~_,.*.,< _, .: 

(I 999). Likewise, a fqllow-~:dev~~~~,~~~~~~~~,,l:substantially equivalent** ~0 tllc 
., i + o>:p.; ,. I___, 

,: ‘T.‘ I_ \. ‘, ,-,, \ , _ ., _,/. “a,./*. .._ /; d: i j “,~~~h~>‘.~j Vi&. ;i . .(. ,, .” ,. ., _ r-‘l, ,: 
dicate device, s 21 U.S.C. 9 360,$(f)(l)(A), and must have the same “intended use,** see id, 

y “>>$ “~~~~‘~~~~.~~~~~~~~~~~~~~ i , 
.ll > .~ . i .,~ a’> rx-el ‘“.%*+&, j , .~“~y@~~~~~~ I . . . ._ .:;.-A ..“... ,, 

A); 21 C.F.R‘. S -@7.92(a)(5) (~.~~~~9). Vt~s~;~~~~n-ements are not met, FDA tlltlst 
:a*, ,‘.>A w$f&;:i “;‘.a ~~~~~~~~~~~,‘ _ :‘” ..~~.““~~~.~~~~~~.. -‘. 
_../ .e ,. , ._ ,.“+ Y. :~~~~~~;~~~~~~~.~~~~;~~i’ .~~,“-; _ &‘-.‘- .“’ _ 

al or clearan&. & 21 ti1S.C. $8 3SS~ji;ii@~;~36O(n) (Supp. III 1917). In other 
. . ..si i i$yw*“.* ,, ;d &~>,g~ “. 
.:. lsk,,,~s “” .;pa~ ($->,< ,“Uj< .:, _,_. I_ ,~ ,_, +; ” :z,; ->*“)3/: 

. ’ .;*..q: .‘.&,Z.> ‘-~-~~~~~~~~~~~~:I.,. _ : . .: /. . . ‘;- ’ ’ -on products are prohibited from havmg any Intended uses or indications that \verc 
.,, 

. . : _,: 
. :. i “, .:!53x I - ,~, .c?i: II i&a& &&. .p+, ~‘&.i~~~&s~~~~- [< . 

t approved for the pioneer product and supported by its labeling. i,,“” . . . ,/I’..~ ,.:, ; ; . 1.. “r,r k.; o$“‘:,$+: ,_ 
4 3 

But circumstances’at the time t&at.a m”“ufactu’ef~u~~~,.‘fs a follow-on application - 
L$!;+G ~~~~~p$$pJ& .* 3 i , : 

: :,7,. r, ,i.:,..a.:” ’ 
:, II. br.qT,$:~,;,:;,? 5, i. 

the end of the period of $ent exclustvlty - may be very different from those 
.^‘. .I _. ,+u>.p.,. j.. _. 

U?k+?fW,.~SW $ni.V.,.’ +,./^ .ir.,,: 
when the pioneer product entered the market. The pioneer will have been on the market for ~O,IIL’ 

y ‘l ; ~+e2,, 4”‘.&!~ c e’: i 
time, and important off-label uses may have arisen from th&‘&ed&al community’s experience 

.,, ,., ,, .*<p .$$, ,;s~ij-~ ,/Pl “>.~ ; .’ :,: .r’&&&p~. 
Indeed, those may be thd$redommant continuing uses, as other new ., ‘“_i ,. :. ,.., $ ‘,, :$4 ii”. . . ,. :,, ,: ,A r$&y::? ” 

products may have rendered the original “intended uses” i$&$iG obsolete. 
6.’ ,,,.? ,,. 

,,‘ 
No impediments to approval arise under the understanding of “intended use” that existed 

up-.- ,F... -‘:mqihw$wz&~**~~~~~: ; 1,.,~ :,;+ -a,e: , ,,gw~*~~ ^ 

before FDA’s pediatric rulemaking. As 1062 as the l+$hg ofthe follow-& product did not 
: >.: ;-:: 

‘“1 ‘<.Q’ ;, s,..-, ..&+&&,&&i * ,. 1, ,,1., ,A. ;T, ,,:1 +. ;“g&.~~:~q6~ I’ ,’ 
se, that use was not an y$ndecl use subject to FDA approval - regardless 

I% ,_ .I 

, ” -2;:. .*;.y~, &>,s,>*,,r,i:& ,>: : ;,>-.,,:..:--r,~-~- ,’ . ,..*., \ ii.*” ‘, - i. 
of how foreseeable, common, and desired it may have been. Thus, the fotfow-on manufacturer 

‘“A .$.‘.;:v.*,;;:zp 3.r. -2 . 
-. p . ..) ;.-.J*.‘* ;.::*. _ .~. ?_ ,s -?” ;e;-aL ., ; .I, .;;; ,: I. ‘. .‘,‘ .,,t;+-& a<.- i_ s. I) 

One such situation is described in IJI re Orthopedic B&G Scre w Products Liability 
Jitigation, 159 F.3d 817 (3d Cir. 1998), pet. for cert. filed, 67 U.S.L.W. 3684 (U.S. May 3. IOOO) 
(No. 98- 1768). 



simply would employ the same labeling claims as the original manufacturer and obtain c~ip~‘ditc~~ 
- i’**:’ . . i 

approval, providing the competition that Congress soughi to foster in enacting the folio\\.-on LII.LI~ 

‘and device approval provisions. 

. 
By contrast, under FDA’s new theory, foreseeable,‘colnmon, or desired ot‘f-label ~1~s ;I~L 

‘. ,,,. 
) ;, -: : pT,~v 

Ie,l,“intended uses” regardless of what the%ar;ldfacturer clarm$ j A dilemma results. FDA C;UIIW~ ~.+ ....:-. f..,. 

: ’ _.., ,& ., ) 

&Q 21 U.S.C. $ 360c(i)(l)(E)(i) (sub&uitial~equivalence~f%devices). There is no exit from the ‘./ s ‘.A 
..-,l,.: r-3 __ 

:ould in&&e expense &id delay df a full ne\\ ‘dilemma. 
.: 

The manufacturer of a genenc dtig i . r,. ,“,~rr~~~~~,*“,~~.*~~~~~ / , .$tw+~,* _. 

drug application to obtain approval for these fbreseeable, b?‘unclaimed, uses. Such a strategy. 

..” . ..& ,.:.> +p;?!s.T:,%l - 
‘” ~w&“,~;$&~~$ici, however. would sacrifice the exuedited approval process altogether. Thus, if applied faithtillI\~. 

g .-.:- : I. ;- 
&$ FDA’s new theor’y would thwart Congress’s goal of increasgd &mpetitioti, jeopardizing the __( , 

whole system for approving generic drugs and follow-on d&ices. 
I I -- 

c: .‘V.. 
F 

e ~~~+&&&>~~:. / ,:, ,.,.-,a- 1,“. Marketed Products lj%$u~kJ f3e Misbyapded. \. :,q-.y : 
>“( 
&&j 3. .I\ : ,. _,” 

Faithful application of FDA’s new theory that foresee&je uses are “intended” - and 
,. I* .: ,.. 

: 
,* -,. s; . . .d”> F*$ ‘.’ . 

“. CY( 
-..therefore subject to FDA’s jurisdiction - would also wreak llavoc among drugs and devices 

1 - ,,:,; ,. : . 
already on the market. Drugs and devices are misbranded ‘&d cannot be sold unless &,l of their _,. _ .,. 

ti 2 1 U.S .C. intended uses have been approved by FDA and are supported- by the labeling. 

&$ 355(a), 352(f)( 1). Taken seriously, FDA’s theory would mean that each time an off-label use 

. . . . 

. 
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n annroved product becomes foreseeable, the product Lvould become misbranded (bec+s~ fora ,L . .^ 

its labeling would not support all of its intended uses), and the product would have to be, r 

withdrawn from the market. 

D. Serious IS~UIS l$‘oul,d Arise Regardless Of FDA’s Enforcemel 

;.&g, ,. 
Tn avert these difficulties. FDA might invoke “enforcement discretjpn 

_; . i ::* 
to approl: 

1. ,,.i. ..i:, : ;> :&.$. :&& .. 

t’i;lued mark&r& of drugs and devices with unapproved “i’ntended ,.?I ..‘i% ~aw%c;, 

wretiok For examnle. violations of the FDCA.n 

:-law tort claims.‘* Moreover, competitors, consumer groups, and: others. otten chaitenge,, 

Court’s 

See. &, +&$lev v. Danek Med.. Inc., 179 F.3d 154, 160-61 (4th Cir. 1999); m 
it&, 857 F.2d 290,313 (6th Cir. 1988); Stanton v. Astra Phanri. Prods.. Inc., 718 

F 2d 553, 563 (3d Cir. 1983). An interesting example presently is awaitingthe Supreme “;iicci*;,r~- : 
de&on whether to grant certiorari. &In re Orthoped’c Bone Screw Prods. I,iability Litis., 
159 F.3d 817 (3d Cir. 1998), pet, for cert. filed, 67 U.S.k.W. 3684 (U.S. Mftr 3, 1999)‘ii -. 
1768). Jn that case, FDA refLsed to clear a follow-on device application’tiiih labeling clam~my 
m established off-label use, but approved an amended notification that inc!$ed only the 

labeled uses of the predicate device. The Third Circuit held thatthc 
"Yfr\&ppn anil rf&&& off-label uses was actionable under astate law ton & 

vo. ‘x3- 

I._ -----I ---- 

established I 
omissi& ofU x-I’ U11.. ..- y-7 --__ --- ..~~ 

:’ 

: manufacnirer’ s 
eory of , _: 

“fraud on the FDA.” I& at. 829. 
;;. -1 

‘., ” r; . . fp. bsp” i .;. 
3ir. 1998); ’ See a, Serono J,abs.. Inc. v. Sh&&, 158 F.3d 1313, 1316-i’l (D.C. ( 

xxv. FDA, 51 F.3d 390,395 (3d Cir. 1995). 



. 

.-‘e 

.’ 

[n fact, however, FDA does not require applications for pioneer drllgs or de\,icGi;“;$ : 
: ._ >:: .~)~*~~W>. ..d,?~s.~.<. .,. -5:. , ., <.,a., ,” ,,; 4 *g!$$@.&~,pL~. justify all foreseeable us&. Nor does it reject ANDA or “substantially eq;‘iiGl;len~“~:i~~i’~~~~ 

.,. 
.,.- ., ‘I;i ,;.~&s$j4,. : .,,~;~.~~~:c~~,~~,~~~~ 

J- _ -’ y,-; :; y : y :, ‘C s,.g.: -L;>\ AZ<* applications because the ioneei product has foreseeable and desired off-la&j ~&es. ‘Tf$i& &es 



(1995) (“The 1933 Act, like every Act of Congress, should not .be read as a series of unrcla~ccl i 

.~- ., _’ “< ‘,. b, 

and.isolated provisions.“). 
,. 

.^. . ,Zl 
ho be sure, FDA’s statutory interpretatiqns a~e.e~~~~~~$.~@ deference II the Act 1s E 

_ ,L ,-> .,. A.,,> 
‘;, :;ti&,uous. & Chevron u,S A Inc 

‘:..‘~.-::,.~ , . 
. v. NatiQnm 

..I . - ._- . . ?. *-- i 
.I ;. . ..#“7 4>, 

‘::,~.:$g#i~~ An important element of harmofiy’is ‘% . 
. . . _.. . .(.. 

._ gtgs,~,~k~,,~~~~~ Supreme Cm-t has rejected 

&uctions that require giving inconsrstent meam! 

definitions for terms with settled meanings that have been widely understood and relied upon. -.o i Q)>.W\ .,. 
-7:----- ., , : ,,Z?& 

-‘;‘-“,&“& at 130-32. Where, as here, 
_.._ .+$,ik ..,z@#&& S& - . 

“the business community directly affected & the enforciT ,” . ,. *“,a:.. 

“,:,’ -‘I 
, ‘*, ,.i & ,& .~!:,~~;~.~~rx,!~~~~~; . 

anency [jmd] the Congress have read [a] stat&the same way for 60 years,” consist&’ has a 

powerful claim. IL 
..- . . . . r*****&4+&>!g,..b~- 

‘+ .” 
.‘ ’ As previously noted, and despite FDA’s contrary assertions, FDA’S new ” -- -- v rneory 1s 

.: *. . :j&.,,t >“‘. ~ .,.a ___.. “, *. 

~&~+~wJ to the well-settled understanding by FDA. the cou$kahd Congress of ‘the “intended 

_‘. i.$se” concept. Important statutory provisions that are understandable and tunctlonal wnen v t.: I <-:,.:: .; . . ;,>:-.s . ,“l; “.‘t& ‘. ,, ..‘. ,’ (_ : ” ,*;.y _ 

%&ended use” is determined by claims would become unworkable under FDA’s new theory. ,). 

Far from seeking harmony and consistency, FDA’s new theory is mere expediency, a linguistic 

juggle intended solely to create jurisdiction over off-label uses that Congress never intended. 
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8 $7. FDA’S ABRUPT REVERSAL OF POSITION A$ TO ITS AUTHORITY 
TO REGULATE OFF-LABEL QES CC)N,T9QC’ENl$S ITS LONG- 
STABDING REPRESENTATIONS ON THIS MATTER. ,. ii* ,*, I., >.‘i,I^. ;, ,,)” 

As previously discussed, for years FDA conceded,Jhat its jurisdiction extended to claimccl 

ations with respect to off-labcl drug uses only. See supra pp. B-12 to B-15. FDA’s rePresent; 
v 

uses in particular were no less equivocal. -,, ,,~.,k. A .,p ;<;. 
It#edT~former FDA Commissioner David 

i >:,:@ts~ ‘,“~,,. :;~.,;::,; .“‘ _( 
, i...-,.c .‘,Z+ “y+jQ .- _ \ I.. .“.“II’ ..” ,:,a-_ :, :. .’ ^ -&,“..,-*,<a&& r I 

-L:.:’ :~$‘I( pcCl~r admitted that FDA lacked authority to requin :r to conduct pediatric ’ ., 
., .’ 

proval for pediatric’usc: 
-‘,’ 

lications, I ‘need to 

,’ ,‘y 

eview drug ‘. 

In promulgating the Pediatric Rule,‘PDA has done’a>complete about-race Irom ur. 
#&g&g - 

ifi! mv 4~,&,~:~ Kessler’s remarks on this issue. Despite the admission ,by FDA’s former Commissioner that 

,.. 

“FDA cannot compel firms to conduct teals’: on pediatric popuIattons .: ,*- ‘.. i 
’ I :? ,,+-. +-:‘ ~.-~-~*;-~~~, *-,-v.+‘. “““.:,“; I 

approval for adults oniyll FDA noti $iiifts the authority to require Precisely 
-’ ,- _- “._T .j^ _’ If t),t I . 23: . . . *‘ $“,~;~~~;~~~~~ # ,! : 
,. r ;< _ 

_ 
; 

,._, ..‘,, ,_ 

‘s&i : ,,; ‘” .l>. . ,. 
. . . . . .‘A?? 

I _., 

mv of Pediatrics 
‘DA has never had freedom to 



assess the safety and effectiveness ofthe drug product for the claimed hdications”in -;fl rc,le\ <rut 
.‘,‘.:‘:: 

: :-‘:’ &$, r 1;: &gj~;&i3~ 
pediatric subnonulations;and to SUPPOI? dosing and administratidn’for each nediatric 

“: , y,, .&+. ; _ 2 ‘;x :&&+$ 
subpopulation for which thedrug is safe and effective”); iB, 4 201.23(a) (warning that. :“ 

,,*,I- j II Despite the previously universal consensus that off-label uses include pet 
drug app;‘roved for adult‘use.only, FDA now claims that such pediatric uses do a consti’tute ott- 
label uses. ti 62 Fed:’ Reg. at 43,907. Specifically, FDA argues that ch{ldren no &?$??a% .,,(,- .,I g&%..?. ” :.. ;.. f 
“viewed as a‘pdpulatidii’~~firely distinct from adults” but rather as% %&%*graphrc *“_ ‘. i 
subp$ul&~n.” d $ $$~i$&~l. Therefore, according to FDA; “&e &fci”;iiug Pi~‘~&~~~~~‘i~ ,11) 

longer considered a new ind&ation” but is now merely a use of a product fo; its *‘a@&ed 
6 

indications in a significant subpopulation.” d at 43,901, 43,907; & 63 Fed. Reg.% 66,63-t. i 

66,657. 
,_ ._ 

1 . . r 
r.p, I .&w*?,,*,r”,i.ii.,“-i ;,Lp”i’.&7p.: ‘. %,:..t;,:+ :,& .i. -.a i ‘_ k.‘“. >d:y’.F .,,,., ^. -I ._. .’ ., -.’ .., 2..,1,,>, 

FDA’s effort to revise what is generally understood is internally inconsistent.“& otie d : ., ,._ > 
hand, FDA pretends that children are not a distinct population but merely a’?demo$%$~ “ ’ 
subpofiulation with many &&rities to the adult population.” & 62 Fed. Reg. at 43,901-Y’ On 
the other hand, FDA has imposed extensive and onerous new testing r&$%tierits ~‘%d%!%ri 
required ma&facture&“develop entirely new formulations of their drug 1 specifically-for that 
so-called “subpopulation.” &g 21 C.F.R. $9 201.23(a). 314.55(a); see also 62 Fed. Reg. at 
43,901 (‘C&&t pediatric dosing cannot necessarily be extrapolated from adult%%g““’ ‘;i 
information‘ .^Y . . Botentiaily%gnificant differences in pharmacokinetics may alter a di-iigls 
effect in nediatric natie&.“): The stark contrast between FDA’s iustitication for the Rule based 

L 

on the professed s between adults and children and the dramatically different testing 
(Continued...) 
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Given such a dramatic reversal, the Pediatric Rule will come under far more esactin; 

scrutiny should this Citizen Petition culminate in a court challenge. See, e.~;. Good Sam~iran 

Hosp. v. Shalab, 508 U.S. 402, 417 (1993) (“An agency interpretation of a relevant pr&Gon 

-., .: j .,<v ,p,,_. : 
.: .- other contex 

and formulation requirements mandated for that supposedly similar “subpopulation” undercuts 

&, to cons<der off-label pediatric uses as being within a manufacturer’s intended use. 
(. ., .” 

.ij. ,, ,.’ _. .T< .j 
U 

.-‘~ 

.; : : .- 
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CERTAfN DRUG 
DIRECTIONS FOR’US: 

IV. FDA’S AUTHORITY TO REQUI 
CONCERNING INVESTIGATIONAL USE AND TESTING bF “’ 
DRUGS C,ANNOT SYFGRT THE RULE . . . . . . . . . . . . . . . . . . . . . . . . . t..~,..f.,.“f’..’ ,...: I.... ;.,;,;;;.-l ! 

. . a”, ~ ” ” x ..~~~~~~~~~~~~~ E .,--‘;. d/I 

FDA CANNOT ‘RELYJJ‘@N ‘f TS 
,, ;;;;;; .“y@&& _:_. :g ’ -.‘.. :, 

?6”ISSJg r;-,,i, ,,; V. 

GRANT OF STATUTORY AUTHl 

-i- 



l$ $$$tio~ ,to the numerous shogcomings of the Pediatric Rule prc ,....q* ‘i’ _, .z.. .;, 

aeencv’sl’ljd&‘ers can be decided only by considering the pow$+&ngres 

_‘.. r . . .‘+JL‘Lr~ :, , . 

orovisio%.*li~wever. m-Ovid& FDA with the requisite statutory authqnzatjon to ret 

manufa&Iii$rs to (1) conduct clinical studies of drug uses for .&j&.&ey ( 
‘“1 :., :* .,.‘. .: ,,,,, _LI _.. 

permis$&‘exercise of delegated authority, FDA’s promulgati& ofthe Pediatric Rule represents 

an unprecedented and unauthorized foray into controlling the marketing decisions of private drug ~.. 

compani~sc~~~emipg which drug uses to pursue and which fgm@tions to develop. FDA 
;.. I-. _/ 

should therefdre heed the words of its former Co?m&sioner l$‘a&nowledging its lack of legal 

authorit$$%mulgate such regulat :ions and immediately revdke ihe Rule. 



I. FDA'S AUTHORITY"jTqPROHIBIT“FALSE ORMISLE+DING" 'I :.- 
LABELINGCANNOT~~PP~RTTHERULE. ".>",) r:., .., - 

$a I’ u ,v* : . . . . ,.. 

:d thqt, it$,@hohty to prohibit “false oc misleadi$$’ Iat;eri 

$:that the drug is for use by adults onlv’and 

As an initial matter, even Ihe term “misbrand~be~~~~~‘s,~d~lusio~~~~:~jr tts ‘twiwc. 
.., : _ :,&,yN ” ..~ .,. _ ” ‘. i :Y”~,:~,.,“~~~~~~~‘~;-, i,% ., L,‘,U .,<‘>. ,,I. ;.;“;:;;,’ .uh’~d@&&*,g~ !id. . . :y,m’” ,$+,%<,i: .rr’.’ . . 

that term suggests that any”%eg%d “misbranding” can be remedi&&fi@kgmg $~~i$@~tn~ on 
. ..‘. r ,. . ..~.;i:‘,‘ ,‘&<‘, ‘. _, <“I. ,_ ,.(/ 

the label. FDA’s reliance on its “misbranding” authority as giving it broad power %t%$‘re 
. ::., . . .- ., ‘.. 

additional clinical studies and the development of pediatric formulations - as oppti$&l% h 
. _‘_ 

reworded disclaimer - is misp&ed. 
_ I. -‘. ; _. ,“‘~. ..‘~,,.Q-i.‘,‘~~,,,“~. 1: .S?.,‘ *> x ) L, x 

.>.,::: :’ <A;:,,... 
, ,j I”*..w<~~A>,- “.%h... .a~w**<,...g~h”xs : .$“‘l “,,W ~.~;;~:~.~;:,~..~,; 

Moreover, FDA’s pre-Pediatric Rule regulations already &%‘tiie tGi the labehng for d&gs 
,~. ‘...I 

that the manufacturer seeks or has obtained approval to market for adult .tise only ‘&iI‘i’&‘be 

“false” or “misleading” with respect to pediatric uses. Specifically, pre-Pediatric Rule -’ zl’ 

regulations require the label to include detailed information fully disclosing not 6&itifki?iatiotl 

concerning use of the product on.adults but also the “limitations of usefulness of t%%%F &i ,. : 
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pediatric populations . 21 C.F.R. 9 201.57; id: 8 20*.57(c)(3)(i) (1999). In the pediatric ~c)ll(c\l. .vi 

for example, FDA regulations unambiguously provide that: 
” +..I;, Z\ 

‘b _’ .iI ; i&.,;<.,z:: s L I.“: ‘, >:...: “-“” .” p ” ,**a$ I iv /. t i.i p,; ,<;1 : 
If the requirements for a finding of substantial evidence to supp&‘G a pediatric 

jir : “,,/,, 
indication or a pediatric use statement have not been met for any pediatric ’ ‘, ^ 
population, this subsection ofthe labeljng shall contain the.follo$ng sta&Aj&t.” . .._( 
“Saf&v~ and effect 

I’S , . . 
_. ‘&tleSS In oedlatrtc natients have not been s ab sh d e.t, ‘;r; e .,. ..,,, i‘:*,?iwii ;? ._ ,,,l. _ 

,. -:. y:.>: ‘F: ..4i:, *,“F$ $L.‘“, : *.~;,’ ;. +;1’,@&- +,,M++& -i. .’ 
Lh, 9 201.57(fJ(9)(ti). FDA also requires’any hazards assoc&ed with +e,?fthe d$‘$ pCCli;ltl-ic 

I: I.‘:’ “q r&..~ ’ :_ *@&j&&F+? . 
populations to be @cribed iti’the labeling. See id, it is hard to ir$&&e how a iabei &Lur;,tclJ- 

. . . . _ .I . . i ,L”“,‘L.;: : , 
,,. ,:. -’ -i”)- ;..,I , ;$q<;; ,-,,$ -.“a.” .&&-+,&q$q: 

disclosing the lack%f testing c$ dhildren of a drug marketed exclusi&$“%r adult ‘ilse ceu]d [JC 
.“*.&#“m’ “’ /i . t:. . . ,$ .; * >,<.“” ~~“&e.q?q ” 

; _;_ 

FDA therefore has approved the product for adult use only. 

. i&a, .’ :-..,&&z. : 
With respect to already marketed drugs, Congress has provid&addltional ,$$&&e a< to 

,- ;_“- ., 
,. .L: . . qz” ,.‘,,L < i ;.** ,,: :._- 

what constitutes misleading labeling for purposes of declaring a marketed”drug to be :: =” w ,.*.a” #3.e*~~.~‘r~*~.*:~~<*i F.2 : “’ 
I _. 

1; “misbranded.” Specifically, 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 labeling or advertising 

” / 
I mate Dictionary 744 ( 10th ed. 1997); accord The ‘American 

. . 
Heritage Dlctlow 803 (2d ed. 1982) (defining “mislead” as “[t]o ka&n$ie v&-o@%wtion” 
or “[t]o lead into error or wrongdoing in action or thought; deceive”). ,. .&-. ““/ __ x.;i :: .u,‘AxI”,T1”.i, $?T <; y 

,- 

-: 
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Ich renrwmtatbns or material \c-itlj 

disregarded for someone to reach this fa!se conclusion._ 
,:_. s< ..; >^i ..~‘“~~‘.~~~~,6i/~~,. ,_ ,2-t “. I,,,>*,&li 4. .*a*&*** _ ‘. ‘~~j.-;,,.~~i!rii; x 1 ” _ _:., 

*.* , .._ ..,‘. 3;; ” 
In sum, FDA cannot rely upon its authority to prohibit misleading labeling to justi fi, the 

$&g&~~, . .) ,; 1 ;,$&?,,: &?, c ,,/ ) ~~~~:$$&~~pr’~ ^ ^ .“” nsA*,<%>s~. ^ : ‘J’ :,y:;-sn. .**,, ” i :, ^, 
Pedi&c Rule. FDA’s own pre-Pediatr& R,~Ie-regulati~.~~,~?~~eady ensure that the labels for 

; ..:*;~i .~,~ *i, . /._,.) ._: . . . 
adult-& drugs contain accurate and complete disc1osuTf.z :wnceming (1) use of the drug on 

adults, and (2) the lack of sufficient info~at’.~.~~Fo,~~~~~~~g the drug’s safety and effectiveness . 2 _I ..“I .:a 

on pediatric patients to support use on that population. 
,,*A, ,,.~~~*~~~~~,~~~~~~~~~~~?~~~ 7:::. .’ : ,. .‘.Sb i c * q,+r, ,,.c: .,,. “_ . . .., ~,1.” ” 

t 
ec. ” . +.Lprcsq. ” i ;’ , -2 

, 

..?^ , 7.L.l I -.,- ,_ ._ I. .‘_-.I ::;,.,’ ,.. il y, 
1 ’ Congress did not apply this provision to new drugs:‘perhaps because new drugs have ngt 
yet been marketed and therefore cannot have acquired “&t&&y or usual” uses. 
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~,,-T p .Z< pi. ...‘a*&“‘~ ln a further attempt to justify the Pediatric Rule,‘I!DA hi;‘; 

..^ . . . . r 
,,iu.:,., “,1 m-- i appljcation containing data adequate to ‘assess ‘$@ 

“safe 

and administration 
&, “‘.pg .‘?g$ 

in some or’all pediatric.sui~p”oijulatio?sa 

suchstudies and develop appropriate pediatric’ formulati&F F&A x 

._ _ . 
)prove the NDA on the ground that the drue has not hecn chnwn to h- w,fp- fnr l,pp ,,n~O.. *I-., 

*. . ., ,. *I , 
)ndrttons prescribed. recommended- or CIIUU~C~PA in thP nrfinfica~ i 

‘“.‘=y ,, : : 

&.A’. ground that it is “dangerous to health when used in the dos?ge or .ma 
,” Y .I . ; 

-2 
3 or duration prescribed, recommended. or surzeested in the lnhelino th,=rPnf” see irt s 7~71; \ 

‘. “dan$&ous” in the abstract. Indeed, even adrug as seer&$& inno&ous. as Tylenol can, be 
., .‘, 



3 Similarly, FDA’s relik$$$ 5 35 1 of the Public Health 
,‘i >,>~~~~~~,~&& .i .i- /. ,$p&&~~~~~ 5. .“i 

Ser;;ice’k~~;(“PHS,A~~~~,~~!icl, 
requires biological products introduced into interstate commerce to be “safe pur$~Gd_,~$xr.* i. e+&~“&~~ s*jp: s:+: &,%< .I 
support the Pedia@%& ‘is misplaced because biologics $‘&bject to the same saifety Bnd .M- ?‘ 
efficacy requirements as drugs. sI;f3 42 U.S.C. @ 262 ( 1994 & Supp.’ iii 1957). Before‘& ‘.;.: &~&e,, 3, q:l &$$&*~:*.:&x 2 

“%WrIufacturer may &l&-t& an apphcatioi to receive a license’$or its l$$$$?&rskuit to the 
PHSA, a biologic product must f%i: have 6een studied under an Inv&~&bnai tie$!?@$&’ 
Application. slee 21 ~.F:~r~~~~~~~; ~~~~~~~~~~~ for Bio.id~cs fliUati&;l; and Research, 

Frequently Asked Ouestiow (l?st.modified Sept. 23, 1999) <http://~~~~v.f~a.go~:cberif~q,htm~~. 
Only after “studies demonstrate that the product is safe and effective for its intended ;ie”may 2 
manufacturer submit data to the Center for Biologics Evaluation and Rqzarqh~ as paq.pf a 
biologics appli&tiony’& & && a biologics license has been ap$oTed, FDA may re\*ike the 
license if it finds that “the licensed product is not safe and effective for all of its intended ;ses.” ,‘> I.. ;“:‘“‘::‘.i”.“.Y j__i:, L~;q;>$~*+$p>,r.., 
21 C.F.R. $ 601.:j‘(@&) (i9!#~%‘%~ eveni, interpretinsg “safe” under the PHSA more broadly .: ,_., i&*>+ & ,i,>: i/ 
than “safe” under the FDCA would eviscerate the carefully crafted d@aplj;roval scheme that Congress estiblished, in the Fp&&;” ., I ‘ A* ,vi: “5, ‘i 

:-, I, _,.. ̂ _,.., 

1. ,~sl~~!~‘:,:... 

C-6 
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i -4 . /. ,.; ,. : ,.A .:, ,, 

much less. prescT;l.n ne -a-y-- -:- J - J- .I * . . 

/, .: 

~,~m$$$?$,$i~ even disclaimed,” 63 Fed. Rep. at-66.658, c&@$ 

eat “4q~~~~c!q pronouncements on this phrase,. -Ser; App. B,‘vF”E , 1 

:,qped” and “recommended’* - i$~:ti&j~‘&~ ., ,..,” 

:,&orger as --prescribe” or “recommend,” @+&:Yhe-ph~$ 

nr musr necessanly nave demonstrated to FDA’s stiti<fictKc , .L-~ -i,:srri,.; .e ~ ,, _._., 

prescnbed, recommended, or suag&?d In the’p 

!rg,gnat [nose same products are now u,&$@ as a g~I$T~Ji,,natter 
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FDA’s chosen method of forcing compliance Lvith the Pediatric RLlle fun/ler dt’lllL~llStrLlti’S 1 1 
, .’ ).. 

that FDA has exceeded its authority in promulgating the’ Rule. If a drug is truly “dangerotl$ to. i. ice ! I 
^.V ! ‘_ . . s 

: ! h, ~ ;- 
health” as,FDA suggests, then the appropriate remedy’“$ould be to declare the drug to.& ‘-““‘.” ‘Y 

; 
misbranded and withdraw it from the market to protect the public. & 2 I u.S.C. 38 33.4: 3756 ) 

,i ,i._ .,. . 

( 1YM & Supp. III 1997) (authorizing seizure of misbt%%d drugs). FDA, however, has’d<i.F&d7 
I” -;2’,.+J:*4 ‘;:<; j .;;. > .,... “..i*\r . . . . ’ ,. .., , ,^.k. “J-‘. .. ,, . 

that it does @ intend to remove the offending drug$:f$mthe market. datherit .int&di to :<$I; ‘. 
” .;. ,‘I I’,,~ ,,.:+ .;g.i,;.;. $T~.; :, 

,‘: -;:y, ,z:, : ,I il 
court injunctions requiring manufacturers to &onduct-,the;testtng required by the”&$d&& ~?.{e. :, :Q)$&, ,,, -,g * -^ ‘&&. .‘,,I -+, 

: ;-,. :. ..f..3 : I A ,~~~~,~,~~:~~~.~~,,;~ i ‘.. ‘, ^ _. <‘a.;c : 2” ,,.. I:,. : : S~r&m&$~~~ ) & ‘~ 63 Fed. Reg. at, 66,6 j5. _ ,;. ,, ~~~~:, , (, .~~~~~~I“:“; .,~“.~.~.,~~~~~...~.~~~ ‘( , .;’ , -_ ._ >., .- :..:_ ;c.>:’ ’ ‘.: ‘-; ‘X”,.? :” ::y; _ ii‘ 
_ p.yPy a .a ,~ i,.. “V i‘ ,,,>a,, .‘; 2 *:_ ~,__ <,“,‘. “+A ” .’ .: ,._ .-a- .“.” .,,C.~% ..;.5.,>; ‘_ __ ,_ ‘--?: ‘ r .-,.I.,< *sur .I*: j .i .T:;~- ; ..’ ;.,y;:. .,:. (^ .::‘:,.a j, .; ,, i 

An injunction such as the one FDA ,declares thkt’it Will’seek would be’mandatory rathe; ;“ 
f$ .,**“: ;+,z; ” -c _ ,;? :. r : .‘ _I /. g 

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

prohibiting manufacturers from performing a certain task-in the future. Mandatory injunctions 
1 

are disfavored in the courts, and FDA cannot esta t to this drastic remedy through this f 
_./ / ” .~l.~~a’&&+,~~~ .>&$ _.,..., ,. i. j ,i : e : ,, ,.:_ e M&::ra 

rulemaking. Asthe Tenth Circuit has stated, “[i]t is fundtitntal that mandatory injunctire t-el~et 
.,” ;:‘,I .+,:.,..... 

,; i.?: pi. “,- k S& 
,-, .; 2 

should be granted only under compelling cir&.rmstances~itia&rtuch as it is a harsh remed&~ .‘~ 

process not favored by the courts.” Citizens Concerned for Separation of Church & State v.‘Cit\ [ 

& County of Denver, 628 F.2d 1289, 1299 (10th Cir. 1986); see also Malkentzos on Beha] f ot 

MM v. DeBuow , 102 F.3d 50, 54 (2d Cir. 1996) (“[A] p&ty moving for a mandatory injunction. 
- ..gqjp:; I , > / e_, s.~~.*~Y~~~~~~~~~~~~,~~: 3’ ‘:+,’ A 

which alters the status quo by commanding ‘some positive&must meet a higher standard.“). 

FDA’s rejection of the traditional remedies for safeguarding the public health against 9 is: 
& 

“dangerous” drugs in favor of a contrived, ad hoc, and judicially disfavored remedy further I?? .I i, r ” 
highlights the legally unsound premises upon which the Pediatric Rule rests. 

& 
:: 

ip 
In sum, FDA lacks the claimed legislative authority to require manufacturers to con&cot 

k& 

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

.C-8 
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:+ :; ,I.L\ : ..-q*..,,; ” “:j*, ,,., \> ., ._L _I -‘:.*.;;-. .( _.,. .: . . ,,. 
* ) .,/,..” “.~ 

m ;!q 
: ;a based upon an improper characterization of those products as “dangerous” for 11s~ uf~llcl [llc’ 

)‘ 
_) _ 

3 ‘conditions prescribed, recommended, or suczested in the labelinv thereof CVI1m-e the 

manufacturer never sought approval to market the drug for pediatri 
. . . . __ .I,, .I 

been established. use of the nroduct on Pediatric nnt 

‘Reg. at 66,657-58. Specifically, FDA claimsthat theiab& of drug :s approved for adult use do 
,.I_ I :‘, ‘A~:+.:;*~:.. 3.’ L’ . :. ..,., _ ‘. : +a .Y ‘: 

not bear adequate directions for use because they do not contain directions for use of the drus on 
:,&?<@*~&,. d 4 

,..:a LiT,,,. a: %Z ..,,, b *;, i ..,,~,&,,.&*?$&w -,m 7 : ‘, $I, ;,? , ,- 

pediatric populations, which FDA characterizes as a %$imon” 
lie 

use if an adult-use drug tre$s a 
..; i’” / - :‘” .;:L . ,._ :, “G’. 

.‘.*: :.- . : _;_’ :~~.:$&$; i .; ~~~~~.’ .g- , _: ; ;, “j. ‘, ;+ *-,.. ‘,>, ,: 
drsease affecting both adults and children. .‘& iB, at 66:6$ FDA further asserts that it may “I 

,‘, ,,i, +a “<,,5 :,,: .: ,_ : ‘ .,- ,-*x... 
therefore require manufacturers to conduct studies of, and obtain ap& i . ,<, - &byLf+.‘i i .._ oroval for, use of their drug I -.:/_ = 
8. ..A -:. . ,y , .: ,.1,.” ~ ‘“$h ., ’ ;; .I>,:. I* 
on pediatric populations or forbid the manufacturer from marketing the drug at all by declaring it ..*. ! _ ,,,. j _‘.“’ ‘. c:‘. , .” ET’“, ‘;&&~ *a, 4” 1 ..f ._ ‘, ,‘.;y ‘,_. ,k _ 

‘z-q 

.d 

I-; 
! ‘. vu 

1,. With respect to prescription drugs, “adequate directions for use,” according to FDA. exist 

where: 
r r 

., 

Labeling on or within the package from which&e-drug is to be dispensed bears ,. 6 . . ; ./_ 7. i_ 
adequate information for its use, &‘&ding mdtcattons, effects, dosages, routes,, .” __ . .:. ‘._ 
methods, and frequency and duratton of adm’in[<$~at~on. and any relevant hazards, : “’ 
contraindications, side effects, and precautions under which practitioners licensed ‘* 

1 

.4 

--, 

by law to administer the drug can use the drug safely and for the pllrposes for , 
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In sum, FDA’s jurisdiction to regulate drugs extends 
._,,, * I.;L -. ,. ,“,.’ 

manufacturer seeks approval. It does not include the right to 

only so far as the uses for I[ li1c11 111~‘ 
..‘^,c- \ ,“ .~~~-~~~,’ 

require manufacturers to sccli 

.:’ 

rtric populations of a drug labeled for adult use onlv. Rather. US& 011 rIlii(Irt-rl ,)I‘ 

_” .I. ._s,, .~ ,. . . ., .._ 

nr adult use,only is exclusively within the province off 1) the miiifacrurc 

)rOVal for Pediatric Populations and 
,,:rrr. ,, 

(21 the medical ‘nrofe~ci~ti-~~~h~~h 

rotesstonal Judgment in prescribing the Product off-label for tiediatrir 

iatric studies reauirement 

(authorizing FDA to require submission of data “obtained as the result of [the] investigation 
\ ,.cil ,, ,, .;:++ *,z. 

-r” .i -:, rc,: . : ‘I mraas -z 
~~~+$&&~:’ I A :r.&%: :i ./_ ,,.e*irl, “‘A ” i” “;~?&> 

iata relating to clinical experience and other data or info; 
.I. 3’. ” -.:; i. .a>. ?:.p=,> ,&,*x __ *’ : , ,“,P .,. 

.;‘a- >t ,%‘. . . 

;” ‘: 2 
received or other$se obtai& by such applicant with respect to such,‘diug” to en&& FDA to :., .:A 

!& ,- -,:, .< ‘Y..,>> _’ ‘/.. . :> ‘;, :v,$$; . i ‘“~<~.Lb _” 
). 1 1. .i .~I,, --. i . 

determine whether grounds exist for withdrawal of approval of drug). 
_. ,:2-,. 

These pro\;i%ns~ 
9 / ,. !_ . “/ .‘P -,‘ .~ -.- ‘,. .:-hi, ‘ .&,.- ,I.. - ..,,,. ,. 
i& however, only contain di requirements concerning clinical studiesand oth<r%vaiiable 

__ 
..-“~~~,,,-~~.~~.,.~,~~.,,~~~~ i&‘. *,‘,Z , :,p, ,,. ,- ,‘“: ,; ytz, c*y ‘;,- -_, ;;;:, &;‘:, ; <, ,, <;!,p!y 
I_ “2 ‘ _( ,i 

inforrnationwith?espect to &?drug’& issue; .they do m autho&zeFDA to requirie the 
. .)a ,~_ I’.. 

wr’ _/ . I .,.... r,<, _, ._. ip_ ),, 

9--f* manufacturer to generate new data - &, by conducting additional clinic&l studies - particularly 

_ 
a..J for indications for which the manufacturer does not seek approval.’ 

: -4 ..I r r 
I .i. 

5 Tellingly, the Conference Report accompanying FDAMAcharacterizes 9 355(i) ^.j z. .* .a_ .i 
concerning requirements for clinical investigations of a drug as “‘-clinical research 1- I _... 
on drugs.” H.R. Conf. Rep: Go.’ 1’05-399, at 2 I. r 
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Moreover, had Congress intended to~&ant FDA the authority to require the s 
;, ‘. . ..<..>‘. . ;_ .* :., s . ,‘, : 

“.:‘I : 
additional studies beyond those necessary to suppoti use nf the rlnln fnr ;+c 1-~1-~ 

,,-,l_ -, 
:,A: ^_.I: _.-- ‘A B 3 

:.- 

-‘l;‘$;q‘t;ow to do so. u a. wa o. 
r E ec tl 

x”=“‘“u .v 
es 

;‘i 23 .yy ...g ., 
Ass n 

pagiiit“. . . to authorize the Board to offer its services..i‘i; 

PD*AP;IA provision “provides the Secretaj;$ith the authority to impose such (nest-annroval 

nis”). 1 herer,s,noslmiIar provision, bv contrast. g 

authorizing FDA to impose additional .&&es beyond those required to support usage of the drug 
1.: -. _ (, ‘, ‘_ I ,; >p ,i I.’ y;; ,e ^r~bi~~~.~~:“,,~-, y ‘_’ “-‘- : _ .” _... 
for n&cations referred to on the label. Fiji simply cannot craft out of whole cloth a 

.. R)ZGULATIONS FOR THE,EFFI,CIENT EWQRCEMENT.OF THk -’ . Gj,. ;., 
ACT” TO JUSTIFY THE RULE ABSENT &F-INDEPENDENT ‘GRANT 
OF STATUTORY AUTHORITY.- 

y:c.“,., ,.i ,“,f ., :... i 
,. .., 

-,:: ;;,< FDA also relies upon its authority “to issue regulations for the efficient enforcement ot 
.., 

~>~~“~I~~~~~~‘~‘ <*- 
L ‘h \. is%+>), 

,, _ . .,r,:,, _ 

the Act pursuant to 2 1 U.S.C. 5 371. ‘This provision,h&ever, does not give FDA carte bl&eh~” 

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

FDA may issue regulations to implement Congress’s intent as expressed elsewhere in the FDCX. 

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

FDA, to issue the Rule. 
ii ‘. i ., 

;. 
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“‘-+‘Nn JX J). 

Constitution is “to bar Government fr&&~‘$&-& i 

phaqnacetitlcal manuf%cturers the b~rd~~~j - my@.” .: 

drugs, FDA is asserting the authority to command’i$$.$$&rer~ tc ____.______ ____ -.-5 _..Y 
,: . ,., I.__^( :,.---ii 

,.,+% spend what could be massive amounts:ofrese~~~h-‘~~~~~~~~~~whet~~~ & drug is &g&d 

- j ,. ‘! r ,,., 
.^.i . . . :: _ 

*_,_, . .T,s:.... 
z1 ., , ,*. .;*.; ‘II :, _, ,:~“‘“‘?T’gs ;y,+g “,> ;<.z ” ; ,, 1 j/s, j.:.:. ‘.;* ,_ “, -, 

j effective iti pediatric populations. What-ls’mor&, FDA, q$Jrns this power even If the I. ~‘x*cJ-‘V~S” 
~~~j~,, ,_ ,’ 

,~ _,L _ ..,.. \,S’Z >:eL- i )) ::..- ,: 
manufacturer has disclaimed any pediatric use. This‘ ~~~Ktidly~&ffereni‘ from^the govekent 

,. ?. :$., ” .- p$p.“e..*.*’ /_ _. “j. ., :i .&. . 
con’manding one private citizen, as i condition of dnvmg” to work on a particular road, to .erect 
., ,: :. ;7. :::~:“:‘F& ‘_ .,.., ,, . 
warning signs on that road for all to see, 

7 ,, “$s&pq” ” ..~~~~,~~~.~~~. V’ *“Lx y 
& 

The taking is no less egregious &&hrespedt ib%$$s.that are not yet on the market: FbA 
5. _. ,. 

‘approval is not the conferral of a public benefit. WA It is an approval that one must secure before 

using one’s own property. FDA may not condition its approval of that property right on the 

dedication to the public of potentially massive resources in the form of research into the 
,:. 1. 

potentially foreseeable pediatric uses of the product ‘Thi ~$$%nment ca+ no more impose such 
.’ i:.., , &$...A \I.. ,,, b:$T.: :_I .;r.“~;~~~.~-‘“..:~: ,; *:-,. ., , ,. t.1, i’r: ,,“$g$“ .,+<: ,. . .-*,: .*” __ :‘F _= 

a condition on its approval than a land-use commlsston can c’ondition an approval to build’a*&G 

” il 
‘. 

-9 .k .a :“‘i D’ -1 
_. . . ” f7, ? d 



factory on the builder’s simultaneous tinancing of a local school. & Noilan vI %ii’fnm;,t 
i? ,, 

I 

i 
I The Supreme Couc”hF,, made clear that “simply denominating” a governmemmeasure as ” .( 3 I “s+p 
a ‘business regulation’.does not ‘immunize it from constitutional challenge on the g@und that it 
violates a provision of the Bill of Rights.” Polaq, 5 12 U.S. at 392. “’ .,-.” ” Y~4.~~,.~i;?,: : .: .., _“ll* , -- 
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.I . . 
III. The Food And Drug Administration Modm-nizatfqp Act of 1997 xs 

fully Cons+stent with The Pfrat mmcbatit. 
6.; ' ;I, ..;;.,-~~e~~F ,_,a i ,1- 1' ; -- ;,,._ , >x:l ,,'.I“ .; :',' 

Even if GLF has stk$ing to Sue, the d&&t cqurt errad :- 
,~',;.' /. ) z,I*,.>", +v'.* , _ :.' .,: 

invalidating the FDAMA. 
-9 ^ >" ,- ."'!"X _. - --* 

The FDAMA is concerned -exclusively wi-,:? 

commercial spc . '-- 
i” - 

sea. The statute regulates the disseminatinn -c 
.> /. .:;j$$$';: .on that promot'&s an unlawful commerc& t'kaA< 

n&c?, scientists, 

tnat they desire. Indeed, ;,: ‘: ..*sc ..< 
even manufacturers are f ACGS C" 

I_ ,_ . ;‘- > disseminate off-label information in resporise $.,ix.&‘req@&t by a 
,. . . . 

physician, 
_j -1s. .., y. 

--T 
,s.’ 

promote the 
,” ,,* j a” j. (, 

._ ._ illegal dissemination of a drug or-device 
“&, \s’ 

that '>A\'2 ',,, * ,I 
J applies. m 21 l'J.S,C. s 360aaae6(a). . .:... -; " ' '-"'. ' , 

s, L; 

Thus, the district court correctly held that the FD~~A'rnust ke ! : ..I _ 
evaluated under the test that governs the regulation-of commercl3: 

i 

i j..$ a. 
speech. Under that analysis, commercial speech Wre?~ted ,to'-?l;s;al \ 

,. ,._ 11 1 _, 
activity" 

f : .) ,_ 
4 ,. .."r*,, u11"O.~~.,~~~~..~"~~~,I .&z&g#'r*I';""l:\ .-I-‘.: is not ent$$edto First Amendment protection. cen*a .,l , 5 

V. &&Jrc Service m fn NPW -44, Vnl-' $ 

447 U.S. 557, 563-64 (1980,. Commercial speech that "concern:~] ' 
i 

lawful activity and [is] not * * l misleading" may be restricted i: 
,., 

GG 
‘l... continued) . 

dissemination is targeted at the individual physicians whom 'KZ 
purports to represent. 

28 Q 
It 

i" %. 
$ 



the government's interest is substantial, the regulation &rPctlv 
------x 
‘” ., 

c-,-2 -_- 

.:;y :;.,c, .!&“, ,, advances that interest, and the regulation is no more“'exLttL:SIVr 
,. ., _.i , .,,., I," i: '~ 

than nece‘ssary to serve that interest. u. at S'k6. 
'I 

;* 
AS. explained below, 

> -_ ,.,; .x; ",' _",. i'>.,( the FDAMA satisfies eve+ element'~of - - --!e ,.. 

.) -,,.;,:- .,“,, --a------ 

. -j_. ._: 

A. Tha i- .--_ -_ ,-) 

stantiai 

f’2& than 

statutory scheme governing drugs and medica.l:'W.d'evices. 

wit h the very first'federal statute regulating'drugs in;"l9‘b6, the ." ,- . . .-r.~.~.:~~.~~".'~.~..,~I *j i ,S,." ,i I ,,~, ,, . ., :, ; -,';'..,.. .,: ... .,, ,.,,..,. ),", C, 
det ermination of whether a particular product is a '*d.rug" has 

._,.. ,,. ._, ; i., .~.c::...$.~ >,". 1,". :;z., ̂ '. “. .,.i ,7- .. 
turned not onlv on its 

,L : 5.'. 
a physical and chemical char&cter&t%s, but 

.,I" : St8 ::, ,;:, ,.,, I;.*;~ "_ . . I _ .: ; &, q" p$+ ,- y : ~~~~~~~~~~.~~~,:-~~,, : _ . . . ,. 



e 

G. tfvnsona_Wes.tc 

ach Of their intended uses. - 21 U.S.C. § 321(p) (1); ucier 
t ,O and D-a. InG I 412 U.S. 609, 613 (19733. 

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

a particular intended use, ..- the %+facturer geqerally cannot 

introduce the drug into interstate commerce with the'intent that it L'C ,c;, :' 'd'.: ^' I , ._, , ., j?q _ __ ._,. ;": 
be used for that purpose. *See 21 u.s.qp:‘§$ 331(d), :- ., i , 35.3 . ., .-;,, i.;y # The same 
holdk' true with respect to medical -,,devfces. " .' _. 

~,u~~~~~~~~~ct~o~,,,~and:whether qew intend$~~?;$s of the produd't trigger : .~ Iri. Al .&+i~ ,' _ .j-*. ‘,cI;-, ,.(. 
addjtional approval re?quirement,s. Thecourts have long recognized - 

that manufacturers' -7. ,.V1( '" claims about the p'roduct (either implicit or 
I ". *I-* .: ..-;;. 

explicit) are compelling evidence of thatintent." And "it is well r 

.,.." established 'that the "int=ndW" "'*'h product, within Cha be.- I 
meaning of' the [FDCA], 

‘~q:,;',&;;- * 
.- is determined-from its label, accompanyLcg 

.~$“~p&&"~~"‘,, * -I 'I .'( ~; ,.. ts' 11 
labe"Iing, promotional claims, advertising, and any other ralavant - b jl : 
source."' HP- 655 F.2d at 239; sf9 also $ , 

21 C:F.R. §§ 201.128, 801.4. 
,_;, ,.., ..,, 

i * 
: - .- 

The FDAMA addresses one source ofk&ence of a manuf&turerIs 

.- 



, ” 

un&icited dissemination of articles orreference texts discussing 
,, 

offiiabel uses of 
, 

its drugs or devices. The unsolicited 

"; -y;"+oi*: dissemination of such information is highly persuasive evidenre 
..* I" 

“C,... -That -4s particularly " :. .,a.., '_ :- 

+..;F;- - - ' * ."T ."rr, .;.s 
prescription drug 

n? qlstr&ct court recognized, y;.>: -L- 
"'[i'IFtii 

‘;',A",.+ giS d&ice.qa&facczrers. 
.,', .4'. .:. _ " ,, ! pecul~&~~~s ,; :' 
-.,.._ .*j.'. .I'.. ,-.1. 

industry .make dissemination of c,~nn~~c 

reggarch results an especialiy importgni and prevalent ma ",. :Q .,"' rkecina 
tqol', " ibid. , 

,' -I 

il _:: ., iv' because the s-* ale of ples'eription -drugs requires 3 

manufacturer to persuade a physician"--L' , .,. . . _. as i 

CUU3Ulll~L - - 1, _,, r;nac cne drug w&l: serve-its intend 
> 

ILLO-.*I,, (13 r. supp. 2ci at 63). Thus, the'district court recognized 

that a manufacturer's promot:on Df a drug or device through the 

._. dissemination of scientific ;' ,.. _,. 2: ;Lterature' is a crucial factor that 

evidences the intended use of a product'.-. 



Prior to the enactment' of the FDA&A, a manufacturerIs 

dissemination of such information would have been highly relevant 

and material evidence of a violation of the FDCA'S prohibition 

against the introduction into interstate cotie,rce Of drugs and 

-- - ---I ..vc U”bY 

k'< + r4,A5~,~~h uaa I~UL approvea as S; 
., ..!. ^ \. 

The tise of a manufacturer's dissemination of info&ation about the 
-.: "l :. 

off -label uses' of 

.I’ ,TnUS, *il, *: .,,<,'\'. .%A the speech '. i .j 
of a manufackurer properly has been used '"'L' ." ..-, : 

1 C'c), l_demonstrate the - .,. _ , f 
manufacturer's intent under the F'DCA. Sgg unitea v.‘ Axtkk 

of - 
, 362 F.2d &t 925-27 e 

(manufacturer's intended. useof~ ~dm;Eq+etermined' on'the basis of $ 
.. : " '.: 

ciaims made in radio broadcast and in manufaotU~er"3 promotional 'i 
,i ." 2 

material). .I, ,_.: 
r 

Moreover, the treatment of the diss'emination of off'-label i 

information as a separate violation of the FDCA's "misbranding" c J. 
provision is manifestly consistent with the First Amendment. That k; 

I / iirL.*,~*"*r.l!~t'-‘Illl-',*,.a.i"*r ~- I . : 
pf'a;vision ma&es it uniawfulVfor drug and devicC"-iab'~iing“to omit c 

a 
"adequate directions for use" of the drug. 21 u.s.'c. § 352(f). A 

new drug or device that is distributed for an off-label use is 
1 
t 

misbranded because the labeling of such a drug or device would not 
E 

include "adequate directions for use." The product's labeling 
@ z; 
c. 



could not contain adequate directions for a use that the 
FEA has 

not revieyedand approved. .. ., 
The :,,misbran@g':‘ prohibit&on presents ./ . ; ,ib'.?. j' 

,,*: ., ~G, ..,". , no, First“knendment 

regulate commercial ,speech. tha,t l . ; I" 
: .,: activity".) - .l: ,.. i:. .: ./..‘,'. ,,,-i, i . . . . . : 

w v. 
,. ,.. swrer+ ,.. : 2.k. .,c;:. . 

. 
b.ehaviort'f ; CentPal w, 447 U.S. at 563--64 ('k$3& ":"tha 

~ "-,*:. , . :- ".-~-I "i*r ,. I ; The Supreme Court's decision in ah Pr 9s Co, V. 

Pitt,sbwuh CQIIPIIL In , 413 U.S. 376 (0731, 1s 

particularly instructive; That case concerned a municipal 

ordinance that prohibited a newspaper from carrying a‘gender-based 

advertising column for certain positions o'f employmen?? The 



, 

i .._ (, ordinance also prohibited employers from engaging in gamder 
_,.' L.. 

discrimination with reSpeCt t0 those positions and from publishing, 

Or causing to be published, any advertisement that indicated gender 

discrimination. U. at 378, 388-89. _...l ,%e Court recognized that the 
advertisements at issue 11 * ': >qL";c;' >,: .." ,. j_ _ i,. s-3 "/ ,-e> %h I-. sl9naled that the advertisers;i;rere"iikely 

t"..,,$$% a$!. illegaA sex .pref+$repg~ in thnir hiring decision. 11 A, $,,;&a *i ,, " 2: : : ':-I 5.:. ;:. :,-- . .*.. *. _ . . x ,_,.a. =;d. 
^,. , _ .,,' 

-. 

,.- ",. ._ 
(q.r!a) l ,.*, ., ,.““__ : r;: ,‘, 

_,- 
L _ I, ‘.‘” : >,Y -‘. .” 

-i; 
,’ . 

_., ._ ‘.-‘-.,, .-:, -_- 

-, 

The s=e analysis governs ..+ig _ ca:s,e. .i Both Pittsburgh Prea - 
and this case involve un,lawfu-1 conduct: '-~ittqburcrh P,-~~$ _. .".. . I. involved 1 

.&" 7 I: ,_ uniawful gender discriminaE-io~-,~~d.,~t~~~ _ .a' ..:.: ) '*'involves the utilawf;;; I 

,diq&ribution of drugs and medical devices. In both c@e~&$ A; Ii"_".i 1: u..e .i>, p. i .. 
COT?,rCial speech at issue (the +ivertise@ents in Pitt&&rqh‘sr=sq 

1 

and t,he dissemination of journal articles and textbooks in this t 
case) provides persuasive evident ,. "d e of.the intent or motive that is < 

an element of the unlawful conduct. 
i 

And here, as in Pittc;b.m P 
,~~~,,~~~~~~~~~~",crri~" T J r;- =,?a‘: ,._ . 

&f&.&T; "the restriction on advertising .is incidental to a' valid " 
limitation on economic activity." w. 

il 

,..1 .., I l_.. 
In 

zy 
short, there can be no question that the FDCA's ' i 

longstanding use of manufacturers' speech to determine the - 
"intended" uses of their products is consistent with the * 
Constitution. Because that traditional feature of the FDCA passes * 

u 



., ,. _“‘ ~ 

constitutional muster, 

Indeed, 

.the FDAMA also withstands scrutiny. 

the FDAMA simply es?abUshes a safe harbor far 

m&ufacturers, permittjng mQLTe speech and conduct than would be 

allowed under the FDCA alone. The FbAM& ensures that manufacturers 
F.22 * A4 ----'-~t;e certa+ journal;,-.,articles and r&&enc& texts 

,\* _i;_, I/ ,, I :-'I: 1.:-y., ^. 

Y.-.L. Y Jeuaaa-4 (b) . 
‘#Y. , ."\. _ , ",',? ,..,: I '.,1 _ ,- .-, Moreover, _ :.,. 'y " "[sltich dissemination shall not , ,") .. 

nvalrdating the FD+MA, the district cotirt f$S?'fir%& its ., , I '1, I, 

m prescribing grugs for% off- label uses. J.A. 802; 
I)b (l.3 P. SUPP. 2d ,at, 66). That emphasis 1s 

&*A L*Ls 

_.' 
Ryan sunllarly apply to actions by manufacturers, 

, i not 
physicians treating patients. The FDAMA prevents the government 

from using ..*.g~. ‘. certain scientific information \. disseminated by 
manuf--- 
. cacqgreqs as evidence of illegal distribution of their drugs 

., .'. . 
anp;-aevlcesy z _- ___ ,,. ,~ 2 : a ; Bpth the. KXA qd the, FDAMA ensure that physicians _ ,, .I . . 



effective before those products are distributed. for particdar 

inten&? us&. %S unitea StaU%S v- w!l 422 U-S; 544, jj;- : b. _\. ,"'S 

52 (1979) l 
The couxt's decision, however, permits manufacturers, 

in effect, to Drop&Se an uniawful t 

been Droven safe a1 

.i 
i; :" 1 seiectively disseminating favorabls journal art&q&es, uxere w. 0;;;; ,. 

? 9ss reason to spend t 

safety and effectQ$pe 

for the&r patients. 

The district cqurt's order places great emphasis 
on whecker 

an article appears in a "peer-reviewed " prof&~,$,kl journal . As 

the record d~fqtx~,p! p however 0 * [r]eLiance,q~,,peer review is not 
.> _, _ . . ,', 
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'a& adequate substitute for FDA r&view 
_'I., ', _ ‘I , / ,_ ,_ . ,,. 

, becaus& the $eer reviewer 
: :. : > * .‘Z <, ,:,4, i.r. 4.; , ,I_ 

has access to only a limited amount. 6f data." J.A. 593; & &Q 
.I 

<.A. 646, 652. Indeed, ."[i]t is difficult, if not impossible to 

critica$ly evaluate the adequacy of a clinicdl trial 'without access .& ,. . . ;:, . 

814. H0weve.r , all parts' of ,such 
- ;’ 

necessarily subjected to pe&r‘r&Giew. 
.:~-,~--sae.ji::~~.~646. 

Unlike the 
.: .._ ;.Q; I.<" -'+i ~ I ,-d .+"..,'.! *i,, x,g+ ,_ ,.;: LS>:; 

district courtts order, the FDAMA specifically requrres that the F 
.& x" 

must pertain 
to,, a clinical, invest,~~~.~~onl.a~~';be.....Y~,ientifi~~lly 

i". 

sound. 3a.e 21 U.S.C. § 
3g-$$ka-1 (dZ‘ir, rAj’; ‘L ~.2,i 

c . ‘F . R . 

9 99.101(a) (2). 
.~ : :, :,_ _, 

The FDAMA also includes other requirements, ..%additiofi to _' 
.,'>.".. ; . ii. ,, -<* n : :. '.< . R 

peer review, that etisure the reIiabrlity“of the dlssemiiilated 
-*~~~:~.~;,~.,~~-~~.~~~~~~~.*~~..':,~~~ : I 

journal article. 
.For exs@le, una-gk‘ FDw, & ?' j oti;rnal .k-t 

Ti ir\ ,. 2‘, j :.. 
(1) be published by an organization with-an eaiE?&&al boa,rd; (2) be 

generally recognized to be of national scope and reputation; and 
_, 

(3) be indexed in the Index Medicus '>= of the National Library of 
9 

Medicine of the National Ingtitutes of:Health; and (4) not take :!-s 

form of a special supplement fund@d,ejn whole, ,&I?'* in. @art by the 
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,yy 

_.., e..’ ,. I 

~a’:: of speech that is permitted under federal law in order to achieve ‘;I 2 .>- ,_.: 
important public health policy objeciives. 

.y-. ..., .& 
. '.., The district-court-suggested chat the statutory "scheme ai ii; '. -, ..: 

issue here is analogous to a iaw .",-.1,:,'.,, Wcrimrna,lizJng criticism of the c-j i. ., ..:_*. F ./; i., :, _. _1 -. .< -d '.2\?;;- ,, ;" * & 
,' ,_... L". .i. ,.. ; -% " .' 

,,.:>.: ;...y, '. ., : .-, 2. I '" " .a _$ ';_ .*.,....: .- 
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- government." J.A. 802. That analogy is inapt. This case involves 
:: 7.:. ‘-4. 

commercial speech and its regulation in connection with conduct E 

that Congress has properly made illegal for over s&y 'years -- the 
x 
: 

,... _. ̂ _,. _. : 
introduction of products into interstate commerce fof uses that 9 

cf its citizens.'" Pearson v' -J ,,.‘,, l".f. F * ja I<A '" ) 
., C.-h 

Cir. 1999) (quoting Rub v. ,,.. %; _\ ",y+ ,wy* & y "'ee;, ,. .y&""< " i L.: ,.,...,:. 
X995)') . The statute ensur 

"T. i,,t 
physicians by prcmoting off-label uses 

:,< :> I ^._ '-1 ~.','<~..~>.~ 
se:eccive presentation of favorable materials -.,IS ?n.s,t6e$d!+,..the FDAJQ 

B 

t 

u 
,, i ,‘.,, 

ensures that physicians, managing risks for their patients, receive n: 
y ‘. l_. ” _ .._I‘_ 

a balanced- package of material that presents a complete and 
-::. e .Y .a,, >l 

_._w_ . . . . . ~.,,,,~,~,,~,scignt.,i~,ic~l ly ' valid' view of the risks and~,benefi& b_fi the.off- .i. ..,..~>&W 4:. . ,, ., ,I $9' *. . __. ; I 
label uses. 

_",_' 1 >* :: ,." L'" 
-, ‘._ 

Off-label uses of drugs and devices in certain are&k (such as 2 
k., &" 

pediatrics and oncology). are not uncommon and in some circumstances .: * _ '":. +;. . 

have made a valuable contribution to patient care. &q J.A. 726-27 _ ., 

h: 

h 

I. 
(I.3 F. SuPP- at 56). Nonetheless, the risk.to the public from 

,. 
unproven uses of drugs'and devices is‘both real and substantiai. 



_ 

is not exhaustive.. J.A. 486, 503 (62 Fed. Reg. at 64,082, 64,099). 

Thus, "Jt]he supporting company and the provider are'free to adopt 

alteqqtive approaches 50 help. ensure that activities ar,e 
";y,".&p Ij^ .I, 'I ‘. ' ; _. J . ..-I : I, ."' 

and -konaromotional." J.A. 486 '~(62."Pib. R&s. at 

64,082). Far frc !lv Drovides a 

safe har.b?r%.fq$ 

MARGARET JANE PORT ,, ,l ,=c, ,i.&.,* 
,. 
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IN THE UNITED STATES COURT OF APP+LS 
FOR THE DISTRICT OF COLUMBIA CIRCUIT. 

No. 99-5304 

-.-.-- _-: 
Y. Department of HeqJtih~$&d%$ii~ 

^_ *,,: ‘-: j 
“::,..: .,,:., : i 

“i Wa=&<na+nn Leaal Foundation ("WLF") and-its amici seek to 

divert,,t$e Cqurt's attention from what is aCttia$,?y"at issue .,,. ., ",:*+,>",-, ;,l.,'i". 
in this 

their briefs to:,,..@uing that the .; , 

physicians in prescribing drugs and medical devices for 
I,. I 4 _r '"r5.i: 

ses is'commop, important, anq:legal. A ,,,, -'$&'mF Br.. 3-10, 
s 

PhRMA Br. 3-11. q Although we dispute many of their 
:. . ,, . : 

factual assertions, since .a! .least $&!,!T?, the Food and 
I,.)_ 1 ,, j 

(~*FDAII) has taken the' posit&$klat physicians ,. ." 

'may pr&‘c&ribe otherwise approved drugs for unapproved uses provided 
. . ; 

o not promote the drug for such usee. m Opening. Br. 

the conduct and speech of physicians ai-e not at issue in 



Instead, this case concerns the conduct of drug and device 

manufacturers. Congress has long required manufacturers to obtain 
d 
1 
i 

FDA approval or clearance for every use for which a new drug or c 

device is promoted. Prior to 1997, the Federal Food, Drug, and i 

Cosmetic Act ("FDCA") absolutely prohibited manufacturers from 

promoting the unapproved usesof their approved drugs and devices. 
i 

Se PP. 6, 
7-g, infra. “l... ‘F 

g " .._. ;'">?w",5;@; +s ':.,x,l.< & _ -*l,.. "_4, _ : r+i;.;"+;.: ;p' ._. ,>.i 

Section 401 of the Fo;o;$,~~~nqd Drug Administration~Modern%tion ,I -a.. . . ,L;~.~~:~:r.r:,p,..,,e~ * _. . AL. . "_ ~ '_ '- '&,". *: I_ ,.'." ; -2; 
Act ;f**'Llgg7 (,,&&+) ref$&p&he restrictions of tiriG$ law. In 

‘. 7;: ": ... ; 
;. 
kt 

exchange for allowing manufacturers to promote the off-label uses , $ 

of their products through the'dissemination of journal articles and I 
,. 1 : ,;-y!g<: _ ;,. i,;, 1 /__ 

reference texts, 
Congress gg&z~~~l*~ re&ire$ tianuf acture$s t; :agree 

.s._ .* ^,. _‘ "r.,. .5' 
to perform the scientific studies necessary to demonstrate that the ,...p*, 1 

off-label uses are safe and effective and to submit those studies 
, $3 
._, Ei ..a . ‘*a+#,,*~** ~~uu~~",.~~~~~~~,~.~~l'*~~..- -, ‘..'..I 

to the FDA for evaluation. m 21 U.S.C. 89 36baaa(b) (5), 360aaa- / 

3. Congress also directed manufacturers to comply with certain 

other reasonable requirements to ensure that physicians receive all $! 
$: 

relevant information about,the off-label uses of a manufacturer's 
$F 

products rather than a selective view of the available evidence. 
b 
$ 

_li ,:. $ 

As the district 'court recognized (J.A. 752-53 (13 F. Supp. 2h at * 
-_),,"* _,. * 

6511, manufacturers have k'*"strong economic incentive to make t% 

selective disclosures to,physicians, who can increase the sales of 

drugs and medical devices by prescribing those products fordoff- 
E 

.' 
label uses. 

I : ..' 
I 

Thus, the FDAMA promotes the public health by encouraging 
f 

manufacturers to conduct the studies necessary to demonstrate that 

2 



the off-label uses of their products are safe and effective and by 

ensuring that physicians, managing risks for their patients, 

receive an unbiased package of material that presents a complete 

and scientifically accurate view of the risks and benefits of'the 

WLF and its;amici argue th& the FD- is paternalidtic, .,But " : :‘ .., '. ",.,“,..I 
inter&d~~~~::to keep .physicians 

.,. - ; 
the statute is not ignorant of 

.; li i,. .., ~. 
information about off-,label u$%$$:~; To the contrary, the eDAP$'does 

not regulate the exchange of,off-label information among scientists 
i/',r., ,.., ~-~~~~~ ~~~~~~~~~~~.." 

and physicians. Nor does the,.,s.tatute prohibit manufacturers'-from 

disclosing off-labei infor,mation in response to a physician's ,., 

unsolicited request. && 21 U.S.C. 5 360aaa-6(a). The FDAMA 
'~ 

addresses unsolicited disclo$.&$,,by manufacturers with %apec:t to . 

their products, ensuring that-physicians do not receive biased or 

A_ j- ~.- ,..._. .- 
treatment decisions.' 

,, .s- .‘ ',_ 
. ,,‘". 

Moreover, the requirement,',that .drugs and medical.- devices 
.--.$ ..,., ..* ,-> c.,.* , 

'^: _.a ,- ~ j * .I.'.. 
longstanding, central, and'&&ently sensible feature of'our“food 

,_ ,.:,.> '2. ." 
and drug laws. Congress long ago recognized that the FDA is 

e.. 
uniquely positioned to weigh the massive volume of' Complex 

3 



scientific data involved before allowing drug and device 

manufacturers to promote and distribute their products for 

particular uses. The FDAMA ensures that manufacturers do not 

circumv.ent >the approval process, and it permits more manufacturer 

sp'eech",:th,an the prior statutory scheme allowed.' 
; ,;, '. ". ARGrn _, .a+:. *.. ,; 

._ 1.a. '. ..-I:. 
WLF provides no meaningful response to‘our central point 

::. _ 3,. A' I .Z"f. ,-. ;,.&-~ ,. 
..,in thisappeal : .d'& ii 

the FDAMA is focusgd.,,exclusively..~n"~'h~ promotion ,‘ _" .ri*: ,.,__ ir.:i. " I.. ;, A;>..-' ..Z~?, - 
': ?by"ma?$&cturers of the illegal commercial ditit&ition of drugs 

<',‘- : a ,.-,, *: :, .,.l__. :, :;*,;'u ,.' &:, ".Q &, .) 
..‘I'and devioe$ for uses- that the FDA%as'-not appxoved as safe and -,.t.: :" >,' _,: -t;‘:J; '$, ;- ,-.I! '... 

effective. Instead, WLF focuses most of its atten.tion on the fact i : .a ,.'. /. L,!C ,.., ;~.~>.-.'~: -< 
that physic,ians prescribe drugs and devices for off-label uses. 

," ; ,pJ I. 
*. As'.-'explained in our opening brief .(at 33'~34?, the Supreme 

"I,. ._.." 
Court's dna1ysi.s in Wisconsin V. m, gOsY'U.S. 476, 489 

_,... ., -we.*ll*, . ,~xxrrurcar;~~~~~~u~~:,~';. ,.. 
(19931, and Pittsbvrah v'. W&sWrgh Comtnl n on Ntum 

Relations, 413 U.S. 376, 388-89 (19731, governs.this case. This 

'* case, like Mitchell and Pitt-ah Pm, involves unlawful conduct 
-7 : \ 

; .:- .:>;t. ,,. ; .: ‘. ,n. < Ir ..>*. . _, 
.\ 

'In our opening brief (at 26-271, we argued that WLF's 
generalized interest in protecting private 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 lPmembers" are merely financial contributors 
who exercise no meaningful control over WLF's organization and 
structure.: In response, WLF nowhere explains what it means to be 
h llmember'V of WLF. If WLF's physician "members" are ‘Simply 
financial cont,ributors, with no control over the. manner in which 

', . ,,,._ Yr*,&: .._. .‘(,>:; then WLF should not be permitted to represent I, ;' :. .^ ..,.. "I -WLF is governed, 
,.,-.. their interests in this suit. a2 Elynt v. Washinaton Stat@ Q2.k 

' .'.1- 432 U.S. 333, 344 (1977) ("indicia of 
membership" include; power to elect association's governing body as 

~*...',".....‘ir;,.i ,,., j- I.: 4 ,,..,. a well as to finance association's activities). 

? 

4 



apart from speech: &i&&,&l involved crimes motivated by bias; 

PrPa involved unlawful gender discrimination in hiring; 

and this case involves the unlawful- distribution of drugs and 
..:>,g 
,s& devices for intended off-label uses. ,'$n each case, the speech at 

(discriminatory statements in Mi&&lJ, advertisements in 
,p-. Ftp-, 5; ) I Le. 

, and the dissemination of certain journal articles 
/ ql .i. ,/yJ,& ,.: 

iid 
7;: ; and textbooks in th,is case) prov!des,&ighly 'r&evant"evidence of 

the intent or motive t&t is a key"'ele!&nt of theunlatifiil conduct. 
*Q ppT$ 3 '; 

., _ ,,*9>* +. .' i ~7&e% . -, ,~ .. I_ , _,,. 7 _.,, j ~2' _^ I I ,_ 
PfoPedirer ; - :Y "-, ,-,-.<;~.l: 

in this case, as in- &&.&&&& Pregg, the dire& 

. "2estrictions 
"‘ -:p,y, ,p . . . +,a ; <.. -. .y: 

gj 
on commercial speech are "lncldental to 'a valid .~ 

.z.<* ../ .; . . ;, $&$ limitation on economic activity." 'w Prem , 413 0.S.~ at I,.-- 1 

389; m u Opening Br. 33 (collecting cases)..‘ 

Contrary to the thrust of. I&P's brief, the fact that 
c-i 
s 4 : physicians have been able to prescribe drugs and devices for bff- 
iiiQ " .‘.,;,"*C*.E,p?4v*. ~~.~~~~~~~~~~~~~ 

label uses does not legalize the manufacturers' distribution of --s 

their drugs and devices for suchflunapproved uses. And the First 

Amendment affords no protection to the promotion of such illegal 
1: _ $$;,; r 

distribution. In Pittsburgh Pm= , the Court held that an 

advertisement could be prohibited where it "signaled" 'that the 

advertiser was "likely" to have -an cmpermissible discriminatory 
, : . . . 

intent. 413 U.S. at 389. T'here'wa&'"no suggestion in that case 

that the job applicants themse?ves'%ere engaging in unlawful 
,I ~, 

conduct. Thus, a male employee hired purbtiak to the discrimina- 
'" 

. . tory policy at issue in Pitt- Pre& presumably would have been 
.- 

free to continue working at his job, even"though his employer was 

prohibited from engaging in advertising that "signaled" that the 



employer was "likelyUt to have an impermissible intent in the hiring 

process. 

rnntrat-v to WLF'S suqqestion (WLF Br. 20), the fact that the 

:he 

reference texts cllscussing off-label uses would? hav.e ,!?eenQ$d,e,nce ".. , 

that the manufacturer was distributing its products with the intent I.: :.- . 
thnt thev be used in a manner that the ----- - ---I 

manufacturer had ncZ,proven +:','- 

Ltinued interstate 
.x 

ts would have been unlawful. -see 21 
,,.. I_. P .,"~.~.~~,.~~~~*~~~~~~‘~~~,, j' 

2(f), 355, 36Oc(f) (1). 

to be safe and effective. The manufacturer's COT 

distribution of those produc _-_--- 
,-. 

U.S.C. IS 331(a), (d);351(f)t 35 

Moreover, a drub __ -_.--- 7 or device is "misbranded" if its labeling 

does not bear "adequate directions for use." 21‘ U.S.C. 

5 352(f) (1). Thus, the labeling of a drug or device must indicate 

all intended us..-, including those intended uses .,that the 

manufacturer has manifested through its promotional activities. If 
. .._.*n.,*<.*, ..*._** %, 7. 

the labeling does not indicate all intended uses, the, product is 

misbranded, and its interstate distribution is unlawful. .a!2 21 

U.S.C. §§ 331(a)! 352(f) (1). 

b. Amicus ,pharmaceutical Research and Manufacturers of' ". 

'America (~~P~RMA") attempts to distinguish both v and 

Mitchell on the ground that in those cases Ithe speech is 

6 



?i 

f  

e+& distinguishable from the underlying illegal conduct." PhRMA Br. 

Q 12. But that is equally true here. The illegal conduct in this 
",.j i 9 ,s& 

case is the introduction of drugs and medical devices into 

7 ; .;; i interstate commerc,e with the intent that those products be used in i,:., 
id .- 

a manner that the ,FDA has not approved. Just as the spedch in 
*?J .: Y.. 
4 
& p, 3 Pru was .evidence of illegal discrimination"!$nd "the . . ..;, 4. .l,$. 

speech in Mj&,&&l was evidence of unlawful racial 'an,$&i%, 'the 
8 .L zx*.,v ~ . :I 

speech at issue.her,e $s evidence of an $ntent,~, to " :iyJ-egaily .,. -,A , ^,. .;‘&: ‘&&x>. > _I, 

c Y distrtbute FDA-regulated products for unapproved 'uses. : .:&&@ :,.=,. " +z ._I @J ., .." 
The FDCA makes it illegal for a manufacturer to d$stribute an , .,.‘LI, ._ , 

Q ;g:>, $" approved drug for an unapproved use. The core provision.gcWerning +A .; 
the FDAsregulation of hrugs is the premarket approval requihrement <T 

i.;; & applicable to..all "new drugs." 21 U.S.C. § 355. Specificafiy, the 

7 FDCA requires manufacturers to submit applications to the agency ,, '.? 
2 r-~~.J*ax-r*e%w %wew+..~&~*+*"~~ 

establishing thaf.'t%eir new %?ugs are 
y;,, 

or use" and.-Vfeffective 
7 
y: 2 in use." &e. 21 U.S.C. 8 355(b) (1) (A). The FDA can approvg'.a new 
4 

drug application only if the manufacturer has provided substantial .-4 _., i @ @ evidence that the new drug will "have the effect it purport$'"or is 

F+ represented to have under "the conditions of use $S&'Wibed, $%,Y; 
",.j 

*_ J, 
L&J ‘-1 : 

recommenhed, or suggested in the proposed labeling,"" 2'1 U.S.C. 
m 1. i ..~~"nm.a~".*,v,~ I I x 
$y$ § 355(d) is).* Except as provided in the FDAMA, it is illegal for P, i i w 

,-. - -i .*i‘q ..' . ,*%a‘- . .,' > -. .,2 (a 
F *The term "iabeling" 

,"", 
is very broad and includes both the .&j . ,I Vilabel" a& of the drug or device and related promotional material, 

including reprints of journal articles and textbooks +gg@"nated 
C-T- by manufacturers to potential customers. 

& af._%*.pl'R; ,.._ 
I..< : _ 1 ^. 5 202.1(l) (2) (including "reprints" within the definition of 
u' "labeling" for purposes of 21 U.S.C. § 321(m)); W+ &S+United 

. I .,, 

States V. IJrbuteit 335 U.S. 355, 357-58 (1948); Wted StatM v. 
c-5 j, : m, 335 U.S. 345, 34.9-50 (1948); United Stat% v. Articles of I 
W (continued...) 

7 



i 
the manufacturer to distribute a new drug in interstate commerce i 

without first complying with these requirements. m 21 U.S.C. I 

§§ 331(d), 355(a). 

hsv&, not been, 
i 

..,,.-. ,j 
recognized in an 

m 21 C.F.R. 0 310.~3 (h) J4) (~ltT&*;~&&&& of a drug 

: I,:.. :+: ,1 

may arise by reason (among other reaSo&S) of 
* :r~~:,,.ttl'he'..ni~ess of 

&~-ov~I or clearance for every use for'which a neti drug'or de 

“. *: . ‘i:‘“~A~$~+~,~$~~,~:‘ -: ^ _ ), ., 
ive . Such advertisements would‘evidence the manufacturers1 

, 

,. . . continued) 

- 

Fhr TInI- er-i na 50 F.3d 497, 500-01 (8th Cir. 1995); 
, 389 F.2d --- ----- 

: 616 (2d Cik.), ., * ,s .$i 612, 

8 



unlawful intent to distribute those products for the unapproved 

use. m Opening 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 manufactqer would have to demonstrate that the drug is safe . _, r 
:;:; & ,_ 

and effective for cancer treatment- a~~~,,to~~ofjta.in~FDA approval for 

:v-: that particular use. ,$,gg 21 U.S.C. 5*.355(b) (1) (A), (d) (5). Even 
,..yrg~(; : '. I. .YI. '3‘ A' -,, ,?‘ : _ 

where".:,there ,is ,:.a published article "yn' a~ beer-review& medical 
c-.3.. ,‘ "',. ., '. 

\Eq jI, ,,, _: :: : ; . . 
:~"::'- j ~~~~~~.‘,~~~sCuSsin~ 

,, .::. i .j; '.‘Q>.<: I /, . . i'.~,,',,, __; .I i, 
& ,, the effectiv&ess""of the drug in treating 
& -. -2, I ,A,‘ ," ., ^j ,.I_ . 

"' '. ,, 2. .i I 
cancer, 

the ~ 
cannot refer to 7&e. article in- an 

a 
". ,: 

i Ia 8 advertisement without evidencing a new%ntended use for the drug : . 

and thereby triggering the FDCA's approval requirements. t-see 21 

C.F.R., § 201.128. Similar requirements apply to device"s. ser: 21 

-? 

!' > 
U.S.C. fi§ 351(f), 360e(c) (1) (A), (d) (2) (A), (B); 21 C.F.R. § 801.4. 

;& ." -:.-* ,~. .,,a*.p &.,rr “~~dyps??+w~ 
Drug and de&&manufacturer y &are of this rule, 

,, 
p j. .,: 
>,:' i' Importantly, there is no meaningful legal iu, they comply with it. 

distinction between advertising an unapproved use and the conduct 

at issue in this case. Yet, if upheld, 'the district court's ruling 

zt would allow manufacturers to promote the unapproved uses of their 
"*g 
iti approved drugs iind medical 'devices to physicians through the 
.m.i*&%q>,<~.&q+%%' ."-..\..-i : 
.E I“: J distribution of journal articles ‘%&textbooks discussing those .I + 

~:~i..~ji;,*.> ,,..‘l.%-o> 
“r.~...cy ,.“.<? 

,;,y;$“;:;; 
,~~~, ^_ :&2$:‘~ -. B -7 

:.;<: : ” %%f ‘“. .“a 

" ,-,* a,, = <""" '22 off-label uses and to discuss those ‘articles in advertisements : :. .,"~:-;;,~~;~~‘,,:.'..',~. ,.L+:.ii$J ‘:': -"",Q>;< ::.i ‘. ,, ,." , .,.~,~k 2%. 
.: i .I, ..:;~;;;;;., ,$$ 

" ., -':,s.:',- ' ':^' y* 
promoting drugs and devices would provide manufacturers with an 

v i*. ,. q /i. : -, ,,:. , i :-? .p:: _ ..-$ -_t effective means of circumventing the FDCA's approval requirements. 
. . ;..-i."~;;:.;-:~~,-~;~~ ,-: :.,.. 



f 
Thus, in the AIDS drug example, it makes no difference whether i 

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 1 

case, the manufacturer's conduct is dispositive evidence that the ! 

drug is now, "intended" for treatment of cancer,',:.21 U.S.C. ' 

8 321(g) (1) ; but in each case, the manufacturer has not obtained , 
,' / 

approval for distribution, of that new drug, as required by 21 I I ‘:y';.*‘ I, 

U.S.Cr;l: § 355. The same analysis applies to medical devices. ,. 

i&g 21 U.S:.C. §:§ 321(h), 360e(c) (1) (A), (d) (2). 

Indeed, this example highlights another flaw in the arguments 

of WLF and its amici. Even WLF does not conteind that ,a 

manufacturer could J&&. its products for an unapproved use. But 

there is no principled distinction for First Amendment purposes 

between a manufacturer t-s“sij~~~~"‘b~~~~~~~ and a manufacturer I s 

unsolicited dissemination of off-label information in a medical ..a. 

journal or textbook. In both cases, the manufacturer has used ., ,>:,+: I_ 
speech to further an illegal end. 

< 
PhRMA's position is fundamentally at odds with one of the 

basic purposes of the FDCA. Congress specifically amended the 



Kefauver, & a.); m ti v v. Bynson. Westcott and 

a. U&s&, 412 U.S. 609, 613, 630 (1972). 

As the principal sponsor of the relevant provisions of the 

1962 amendments (and certain of his colleagues) emphasized: 

the 
headachgs, shoui 

On v&at logical basis can one possibly argue' that 
initial claim for a drug, say the relief, of 

.d be supported by "substantial evidence," 
but that successive claims, for instance the cure of ,, 
acne n 2e.q it‘nst be so supported? That consid&r~~g&y$i .ch 
would war %&it 'examination and approval of the initial 
claim wOti fa be"iu& ati appropriate and compell'inr'for. succi~~~~~y&~im's. * * * - - - ._,, .T 
'-7V(6;,. ',? ,/, . . . ..J, $-:&iv hi' .- ..&?gwghe . ij _ i.' *;-i ,'. ., . A.:... ,; a,;.. +& ,' 

enefit of this loophole the e&e&&ion 
would';bCk‘&Ht the initial claim w&&d tend tG-.bG Y$iite. 
limited; '$%h, of course, would e&edite a&z&i bf the 
new d& application. Thereafter, -"the sky-would I$e,,the 
limit lt 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 
misbranded; 

,_, dry. as I 

s. Rep. NO. 87-1744, reDrinted & 1962 U.S.C.C.A.N. 'at'2'9iil (views 
., _L>, :.rirr~;-.\r**-~"~~~~~~ 

of Sen. Kefauver, J=r &,.I; a m H.R. Rep. No. 94-853, at 14-15 

(1976) (expres,&ing intent that where a "particular -device is 

intended to be used for more than one purpose * * * i' each use may, 

at the Secretary's discretion, be treated as constituting a 

different device for purposes of classification and other 

regulation"). . 
>r I 3s s-,w.e4d**,.;,i i 

Thus, PhRM&'s contention‘(PhRMA Br. 13 n.6) that' the' FDCA does 

not prohibit a drug manufacturer from distributing a drug-for a new 

‘i , 

is flatly wrong. As explained above, the FDCA plainly does require 
.',_ " 

manufacture,rs to demonstrate the effectiveness of theirldrugs for 

all intended uses before they are distributed for those uses. 

11 



* 21 U.S.C. 88 331(d), 355(b) (1) (A), (d) (5); m W 108 Cong. : 

Rec. 17,366 (Aug. 23, 1962).3 

If Pm's position were correct, the "loophole" that Senator 

Kefauver identified in the 

a drug previously approved for treatins acne could be 

enc6mge and profit 
> .,. 
:.,.:: ._ .' 

product, and would'have li 
:i .,'. -' "3:-i-r j: .: ', _>.I. , x .,. . . . . ,,. &;, 1,; ,s~;.p;..,~4 ..,. 

.' /.-: .ttle;~&ncentlve to demonstrate that' the 
lr~.r*~-r :"&; .. ,~ .:- " : _, :'li.:r, < >). .*. .*..I..:,b.-,:.;>,. ::_ c__: !- _1_ .: 

s . That extzraordinary 

tr, even' -thouah the 

manufacturer had not .‘ 
I ̂  :.: 

effective'for that neti use';" 

entrepreneurs. S2.e United stm V. Rutherford, 442 U.S. 544. 558 

sum, PhRMA's position is contrary to the FDCA. the 

, --- 

(1979). In 
' ,j 

agency's regulations, and sound public policy, and it has no 

support in the case law. 

PhR.MA also irkorrectly contends ‘(PhRMA Br. 12) that, under the 

of the FDCA, "it is the speech and speech alone 
” _ y,, ,~“‘;.“s~~,~~, & 1 x, ;gqg&&b.‘$.:. .: I, "p.3~ . : *y :.q 2; ,, 'fp%d,;* q:.,*. **j, ,,~~, that renders the otherwise lawful sale of a drug illegal." The 
v,,.*;..:, $?y?&~~&$~,,q -, : ,-rL,. .,* .,:~q;~~+>i~ $2 < ; ~ 
* ;,yy. &?$ ..4;. "I G, I, -,.. -I _ ..;, ‘ .,.d,'*' 3 ::, : . . . . .A ._ 

‘;,_;~~~~.,:-'~~:~~ 1.7 *"2A.$wr', ".$ i ', ,-C.'- ~~~~~,~~~~~~~~~~~:~~-1 _ 3As one commentator has explained, 
,.&jy;$s~~@.g i ,;;;::j ,... .;,_ ! recommended conditions of use, 

"[alny change in the 
: I se,.":; ..__ ‘,,"~ relating to such aspects as * * * 
:; J >~~~>~~~ ':!.g; ',," ..,::- ! ':> x ,,,.,.: j -,', 9- the indications for use, requires * '* * the approval of a 

..+,; i".++:i~:"'s? . . ,,'Y .' 7, .,., :. ,."'? Peter ,i ‘,., :-; .j 
Supplemental [New Drug Application] before marketing.". 

'd'b,:"$z .;,, "<;>., ,',t-,.; . I 
._, pa.-:., ,' I', Barton Hutt, B of the Practice of Me-r ta 

..:,..z .-. ,. Food, .33 Association of Food & Drug Officials of the 
,,.g>, .$;,;. .';". ."'.:‘ ., _. ‘.+", I ,‘".-*"",=:" .; "S United States Quarterly Bulletin 3, 12 (Jan. 1969). 

‘. . 

,i -3. : .., 
.j 

! 

,-:, .: 

.; 

;‘,... .,,,. .: : : .  ̂ 1 

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 the FDA has not 

approved as safe and effective. And the &$&me -.Court has made 

clear that 
', [tl he First Amend.ient- *', ,'. .‘T". %;G*. '.) -+ 1 

* does .not prohibit the 
.' I. 

dvidentiarv use of speech * '"*Q 
*' ,Li *,, ;> r~ ,,:, :., .c> .'*.~~~~>~~!~; .+ ., -;;,- / .,Y? c>*- .I to < .pr~~~"~"indit lve ‘.,. ,>“ 1. " or intent _ ,, 

” 
only one plausible explanation: the manufacturer intends to 

encourage the physicians to prescribe their products for the off- 

,ir‘~~~~~.~~~~~~~~~ ‘.A.3 the unanoroved uses are safe and effective., Bc 

--*c u 
’ :..I .~&~~~~X, -:,Jq ,--- --.- -11~~ 

‘-‘* ., ..‘I I,. ,,_. i-, ,,.; 
>Z& 

i >“:- ‘~*~?.;,.z r<+.h.~.. .,>: i;j 

: :-,' '5: : .-q- li: { manufacturer's unlawful intent., As this Court-has recognized, the . . ,, ,,<, ..'"f< -4. 1"; label, ,'? :",;, :- : ~ 'l "intended use" 
of a product 'i$ '"'&e&f&g~ ..',from its 

&.::: , ; '?$q 
.: 

'"" . . . . ;,~~s;;,r~~;~.~~,~:,,~ 
accompanying labeling, promotional claims, advertising;. ax 

22 other relevant source." 1 , 
655 F.2d 236, 239 (D.C. Cir. 1980). 



unapproved use, it can also prohibit the dissemination of 
e 

information that would promote such unlawful distribution. 

&& Pitts&xgh PrW, 413 U.S. at 388-89.' 

d. PhRMA erroneously contends (PhRMA Br. 13-14) that Pearson 

v. Shalala, 
~;B 

164-,:F.3d 650 (D.C. Cir. 19991, "inherently rejects" our 
;r:. 

argument here. Until filing its petition for rehearing in' TAT - . . . . iiT,v<r.,~~p. . i ,.. ,_ _ ,". " I ii -FGJ ,.",..". , 
the governme+',: "did not argue in this Court- that ~'the,~~&zaCutory 

r.-,+' , ,++'2' -, _: : 
scheme at issue .there involved the regulation of il.l&gal‘comm~rcial $$;>, ;', .,&$& '* '2, ; __ ;.; .&& ‘;.&$+* ,:, ,. ,.&A . : 'I $y .&‘, :?:h$+~.:z. ,:,: ; ""4;: _( ,.-. ..: ,> _. _ :.,-. ^ 4& 
,..^^_, ,~~~\~~?'"' 

actrvlty along 
3, .,.: +>,. &&>~,"~ L 
t,he~lines‘"permitted under such cases .GMlrltch&Q and _.. ._ a-.,":, y\> "-A,':‘- 

and the panel did not address the issue in its '.'.. _' : 

opinion. s=Pearsony*~t : ." 172 F.3d 72, 72-73 (IltC!. Cir. 

1999) (Silberman, J., ,,.T a: -+, I concurring in denial of 
;'*.GLr. 

‘_ i .'. rehearing en bane) . 1 -& a_ ij, -3,. 
.. ,,3! 

The subsequent denial of rehearing does not preclude the government ,.. ,.: 1 .:,., 
from litigating the issue in this case. &g wed &tat- V. 

. . > .. 
.--,.vr,i--*~i,..(~~..~~~~~~~~~~ ~~~~~~~: .;.d .:., i., ., .j >,.. 

North, 920 F.2d 940, 950 (D.C. Cir. 19901, m. denied, 500 U.S. 

941 (1991) .6 "C 

- ,I. '.b,';;.; ,. . i 

, :, &.? 
'Contrary to WLF's suggestion (WLF Br. ZS>'n.iO), the FDAMA 

does not preclude a manufacturer from disseminating information to 
$issu physicians from using its products in an unapproved 
manner; The purpose of the FDAMA is to ensure thatmanufacturer 

x. ;.",~..,..all ,~"-/___1~"~~“ m of off-label uses is unbiased, balanced, and ul.timately 
substantiated by scientific evidence. 
81 360aaa-3, 36daaa-6(a), (b). 

&e, .e.a., 21 U.S.C. 
Although the FDAMA prdcludes a 

manufacturer from disseminating information to ensure that 
physicians aire prescribing a drug for an off-label use in-a "proper 
manner" (WLF Br;-25 n.101, that result makes sense, because such 
dissemination would constitute evidence that 'the. manufacturer 

#duct be used for an unapproved purpose. 

the Court in Pearson recognized that "[dlru!, 
-pear to be in an entirely different category" than the dietary 

supplements at issue in that case because Ithe potential harm 



This case is also very different from 44 1,i.Dt. Inc, v. 

mode Is~J~, 517 U.S. 484 (1996). In 44 Lim, the State 

attempted to justify a ban on certain liquor advertising based on 

its e power to flban the sale of alcoholic beverages 

outright." 517 U.S. at 508. Thus, the State in that'case did not 

actually ban the sale of alcoholic beverages; 
i.~ &cis~9:‘ banned 

: "@; : z:. ;; ..* ;: 
speech. 'Se&", by cont'rast,' Congress has actually wcised 

. x. 
its . ,.P :'. _ 

', all 
power to.make unlawful 

: ,, <fSi 1 ,*3‘ 
the distribution of drugs"and'"aeviceb for 

a~~,#&#w.*' . ,' "i. I '. ,- y: " 
unapproved'new uses, 

CA? _j ";,&.\^ :,~L+,:&:; -.: ^. *. s,, 
and the -speech ~reguiated under the :'.&%MA"is 

: ).;~.,i& t~i's"".k.g~& Yi s 
manifest eviZl&nce of "that unlawful conduct. 

This ,* 

governed by &.t&ux& Pre95 I which was distinguishe$'and 'cited 
," ,,.") ,. _,, ': ._ : 

with approval in 44. & 517 U.S. at 497 n.7, (plurality 
_-. :. >,,_ 

..r 
opinion). Moreover, the information at issue in this%a& is far 

more susceptible to manipulation and, if biased or' incomplete, 
_, ..;^i-N. ?.*"++. *.~~~,ri~i~~?,:,~,-,~,~~~, ,- 

could have far more dangerous consequences for the publio than the 

objective air&easily evaluated retail price information that was 

banned from advertising in 44 Lim. 
.: 

2.a. WLF does not challenge the district court's %!uling ‘(J.A. 

806) that the FDAMA's supplemental application requirement directly 
'.-'.A 



"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 

applies only to manufacturers and only with respect to products in 

which they have a commercial interest. 

_ Moreover, the FDAMA doesInot interfere with the treatment 
‘. I, _ p;,:." ( : ,.,, *.,A 

deci,sions of physicians. Rather. it en,surYes that physicians can .'>. * ::; 
make their own independent try$py+ ,.de.Q$pqs on. $y .&a.$~ I, Of ;y ., ;q 1 , :., ',' , ,.*.,.'.' 

; 
c~om@f#% and accurate information. As' the district court .A+ -1 I 2 : y _I _. 

recognized, absent regulation, llmanufacturez% will 1,ikely only seek . . . /;_ .._ &y& , ,;,A ..;,a*. .x..:%,L l.', i "b- I- ; *' .: 

to ,..diss,eminqte information ..that, presents their product in a 
: i I _ ."I ,y . .._ ,.;.a;i..-; .,-~ ,,-,,*+ i-i-,- I. .I_, . ;, 

favorable light." J.A.* 752 (13 F. Supp. 2d at 65). And if off- ,j...j,. ,, i,,. ',. . da.2 , . .,*s,i","‘ ;, ,, / 
labe~l uses are as prevalent as WLF suggests, the need for 

_^ 
physicians to receive unbiased and complete information in making 

.~.~~~,,u~,~~~,~~~~~~~.u~~~~~, 
their treatment decisions'is particularly strong. . , 

Our system of regulating drugs and devices is premised on the 
_" ,. .~ 

principle that there is a legitimate government and public health 

interest in ensuring that information about such products is 

accurate. Indeed, that is why Congress established an expert 
'^\ . 

agency to evaluate the complex scientific -data for each new 
/ ~.L""i2r F-j,., _, 

intended use of a drug or device before allowing the product to be 

distributed for such use. The FI&,&as t&e,,.Fegources and relevant 

expertise to evaluate the data to determine whether a particular 

use, is safe and effective; individual physicians generally do not. 

Thus, the FDAMA encourages manufacturers to perform the 

scientific studies necessary for the FDA to make those judgments, 

16 



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 431, the Supreme Court and this Court have 

recognized the validity of .interests 5". <k-hat are no less 
i" .,( 

"paternalistic" than the interests at issue in this 'case. U, ;","., I ._' m~~:-~~q :, '24" F ~ 
.'. 

marketplace is substantial"); 
-,'y;, '.> 

Pearson 
; i.ppf$;&. .&%,%" .&'. I, 

,Jr.__ .'_ 
= .:' "'. 

b. WLF does not contest our' showing that. the FDAMA: directly 

<and materially advances the interest in @&&nting manufacturers 
'W.-'. 

from disseminating biased information to physicians. m Opening 

Br. 41-43, 45-46. However, 
ELF did its %&-$ppresent a decidediy 

incomplete view of the benefits and risks 'of off-label uses of 

drugs and medical devices and the,‘FDA's,$%ition 'with respect to 

such unapproved uses. As explained in o@~o&ning brief (at 441, 
- 

the FDA has recognized that off-label usesoccur and that they can 
iii: IX ̂ ..,I 3-~~~~,.,","*~, 

be beneficial in certain circumstances. '@ut' there is good reason 

why Congress has required manufacturers t&%&onstrate the safety 2 < 
,,. . . .,," p. ,\ ., 

and effectiveness of theuses of their products when they are to be 

commercially distributed for those uses. .As"t,ke 'record below also 
.' 

demonstrates, the risk to the public from unproven uses of drugs 

and,devices is both real.and substantial. ,$& J.A. 523-24, 527-36, 



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. 

& J.A. 523-24, 637-38; a ti &ted Stam v. &Q$&+, 442 

U.S. at 557. ,., . : 

3. As explained in our opening brief (at 46-,52! ! the FDAMA is ,. .~..v&>i.rr.q _ , 
I. 

a narrowly tailor+ : ..$-i,.",. ".' i,;. i ..s means of .,~ accomplish,iz.g,,, substantial ;& /., + ,^ 

congre$si.onal objectives. WLF nevertheless suggests (WLF,Br. 32) 
-*,>' .._ ,//" .?a+ . , .."' 

that Congress cou,ld have accomplished its objective of 'encouraging . I .,. . _: ,,, :: 

manufacturers.,to seek approval of off-label uses by extending the 
,':~F:" .:_ ., I " ,' 

period under which their drugs are protected fr"om competition. 
,..I' ;; '; _ j' ,; 

Another orovision of the FDAMA does extend bv six months the neriod 
I 

.,,, -1 \_ i,, , : 

of market exclusivity for 

manufacturer conducts studi'e"'" 

d 
...>;, .” .“I-:,, * 

certain approved drugs if ., .; 
r-n* 
r 

~mT&-e FDA -to e.val 
I 

.uate 

the 

the 
c 

safety and effectiveness of certain off-label pediatric uses of 
. '. ". 

those drugs. Sg.e 21 U.S.C. 5 355a(a), (cl. Thus, Congress has . . .l'- 

adopted an alternative means of encouraging manufacturers to obtain I. , .^. 
approval of off-label uses in the pediatric area, wherq,off-label 

uses are particularly prevalent, m J.A. 727, and the need for , 
_ ^ ,... .--a .A- _ 

adequate studies is particularly compelling. 

Congress was not required similarly to extend the period of 

exclusivity for all other drugs. 
* 

Indeed, such action'would have 

undermined Conuress's ComDetins interest in Dromotins COmDetitiOn undermined Congress's competing interest in promoting competition . 
which Congress has furthered by enacting : ,-y< in the drug industry, 

.' ,, .',, ..;q I , _ ," ")5-q 
: ,?C 

. ., ..:..: 

provisions of the FDCA that allow low-cost generic drugs to enter 



the market through an abbreviated approval process. & Drug Price 

Competition and Patent Term Restoration Act of 1984, 'Pub. L. No. 

- ', 98-417, 98 Stat. 1585 (1984); ) V. 

mercial transactions. The FI 

exchange of information among scientists, researchers, physicians, 
,i :~s3‘;‘:‘ ;$.a++ )'I-. 

or members of the 'general public. Even with respect to manu- ': ,*,.-T<&-. __ .' 

facturers, 
I * '. 

the FDAMA applies only to the unsollclted 
*$, ."r 

dissemination 
.- 

of off-label information. 
..- *:y ;:I,. 

Thus, the FDAMA expreskly pziyidks that 
."_,..wejj ,, b'"‘, : -><r.. , ,-':_ g;: .+> 

it shall not be construed g,s prohibiting a manufagturer from 

disseminating,. 
such infomation in response to...~.l~~~~~~sician, s 

-0 :\ _t. . . ..', ,( _, ~:,;,,:ry&: s;@;,,$i;> i ,I 'r$, .# 
unsolicited request. .& 21 U.S.C. I 36Oaaa-6'($? 

,\,' .,; 
- :rp$gi : 

.". ' 1 ,_ ‘.' lj>, *,i:::, :.. _ II ,._l\ _,, ., : I., . ', j ." ,a$$; il,ir:-:&~it . 
The cont,&tion of the ACLU (Br. 10) 

,, "~~‘,:~,~+a#&'. I : I- : - 
th&'khe 

'. / 
&I* a"e, ,the 

, ,_, . ‘.yy -. ..,'-&: . . . . : - 
challenged FDA Guidance Documents "broadly preclude manufacturers 

* ki *-^'I 

from virtually any comment on an issue of public importance" is 



commercial features" (ACLU Br. 13) from its unsolicited 

dissemination of information a,bout?,;the ,off-,label us-es of its drugs 

and devices to the physicians who prescribe those products. 

5. As explained in our opening brief (at 52-541, the district I 

croveYn%& manufacturer support ,-of scientific and educational 
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DRUG PRICE AND PATENT TERM-,&T 
P.L. 98-417 

_ ; 

DRUG PRICE COMPETITION"~N~~~;~TENT 

S. 1638 was passed in lieu of‘the HGke ‘I 
guage to contain the text of the 
(Part I, this page, and Part II, PI 
(page 2721) are set out. 

... I 
4, / :‘ ,“,. 

Housii IiillY “T$& l&iu&’ Report .!^‘,, “, .l. .,,- 
age 2666) .and a Relked Report 

. : I' .$* :&.&~: 
HOUSE REPO;RT"l$X 98$&,'h~ I 

[page I] I". ,,. ,_ -- i". _ 
The Committee on Energy 

the bill (H.R. 3605) to amend 
w& &erred 

the Fed&l ‘Fiiod, Drug, and @emetic 
Act to authorize an abbreviated ne~,.c&u~‘@p&%i~~ under section 
505 of that Act for generic new dr@s &@tiai&jt ‘t8 approved new 
drugs, having considered the same;, ‘tip& Gv&&$ thereon with 
amendments and recommend that ttie bill tiS&nded do paw. ; $&&’ ~:~*~&,~&\‘<.-*~$-~ i __ -; * , 

:,;, ,i I( ‘~.A, $I*~ :,.1 
9 8 + L -‘_ * 

_,, .,__ )_ I-*-r “, :.a*, . . . 

hwe I41 ..:, .;.i;,.’ r,;>yt-‘.y3. 

PURPOSIi AND’h,fMARY 
. . . / I_ I/./_ 

.,,:p.1 .- “ _,I, , :.>;‘,* : g$$$, .&k$ ,‘i 0’ 
The ~UIJIOM of Title I of tlie bill iis to ske ‘Sa&ble more low 

&et generic drugs by establishing a gen& d& ii 
dure for pioneer drugs first approved aft& -196 . ae 

prowl proce- 
nder current 

law, there ia a generic drug approval procedure fiir pioneer drugs 
a 
!z 

roved before 1962, but not for pioneer drugs approved after 
12. 

Title I of the bill generally extends the procedures used to ap 
prove generic copi- of pre-62 druga to poet-62 tlrugs. Generic copies 
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The purpose of Title II of the bill is to create a new in@@!! for 
increased expenditures., for research ,and development of certain 
product6 which are subject to premarket government approval The 
incentive is the restoration of some of the time lost on patent life 
while the. proauct,,~~~~w~tj~e,,p~~~~~~~p~val. Under qutr.I?nt 
la$.‘a patent c&&nues. to run while the maker of the produj is 
testing and &vai$htg”a~prc val to market it. 4 

Titk ][I of Ha, 3695 provides for one .exte#on of the ,.e@&et 
p&&t on’tiert& ~~?oducts subject to premarket approval. Thee ex-, b 

tension yvould Ffor a.‘period equal to: (11 half of the time required 

__. 

to test the p&lu%%r safety (and effectiveness in Borne c+s); and p 
(21 alI of the time required for the agency to a 

CP 
prove marketing of 

the- product. Theee products include: human rugs, animal drugs, % 
medical devices, and food and color additives. 

Title II places several limits on the period of patent-ext.&ion. 
First, the period of extension may not exceed two years for prod- 
ucte. either currently being tested or awaiting approval. For all * 
other r&h&,’ the period of extension may not exceed five years, 
Secon x , the period of patent extension when added to,the patent 
time” left after approval of the product may not exceed. fourteen 
y&s. Third,‘any time that the product’s manufactuTrti:did not act ii 
with due diligence ‘during the regulatory review period would be 

, 

siibtr&&d. 
., ..\r,: 

Finally, Title’ II i;rovides that it is not an act of patent infringe- 
ment for a generic drug maker to import or to test a pUnted drug 

1 
i 

in preparation for seeking FDA approval if marketing of the drug 
would occur after expiration of the patent. ., ,. 

HEARIN& 

The Committee’s Subcommittee on Health,and the @ir!qypt 
held one day of hearings on H.R. 3605, the Drug Price &mJJetitlon 
Act, on July 15, 1983. Testimony was received from 15 witn!%W 
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DRtJs PRICE AND PATENT TERM ACT ’ ,, f ,.‘<, 
P.L. 98-417 
rr”“.. If21 
LYV5’= 101 

representi.ng nine organ,&& 
% ,: : 

ted bv two indi\iidi& 
#ions, with additional material submit- 

a anddrganixations. .~~,>2&~& 1 j _,- ,..“_ ;<: ,I ., 

& open semion and orden 
bout amendment, by-voice vote, 0n 
‘_ “’ ‘“*‘“:$b open 

Jtn _ __ 
sessi~on on H.,R. 3665, 

Y reported b 
&&&ij 

,t,h,e,mug Price 
a voice vote. The’.tiiie 

60 mpetition 
L -“,-,.‘.j%r 

and Patent 

ri”‘l@$pproved 
I’$mendments 

&s safe before they ~ouldb$ 
required’ that ai1 new drugs, ge- 

neric’~ii~‘-~ion~~~~~~~~: @.*approved as safe and effective ‘prior to 
marketing. : .I: f ;I: 

As, a,-%ult of the ‘1962 amendments, FDA did two things regard 
ing pre-I962 dni& First, the 
Study (D@Il to..,de.tir$ne “if a 1 pre-1962 drugs were effective. Y 

ency created the Drug Efficacy 

Second, FDA established a licy, neri+ d~~~~j~~~~~~~ &P&l; 
9 

&wa 

Aa t+ re@ of the,@-- 
pre-19 8 

rove1 of a ge- 
pioneer drug. 

62amendments, the manufacturer of a ‘pi& 
neer drug must conduct tests on humans that show the product to 
be safe and effectiveand submit the results in a new drug applicai 
don (NDAX A manufacturer of a generic dru 
that show the gener;ic‘drug is the same as It 

must conduct t&k 
t e pioneer drug and 

that it will be property manufactured and labeled. This @forma- 
tion is sub@ttiS.~~,,.an abbreviated new drug ap ._-, s. ” . ,..““. lication (ANDA). 

The only differenbe between a NDA and an f! NDA is that the 
generic minufacturer is not required to conduct human ~&xii&l 
trials. FDA 4onsiderix such, retesting to be unnecessary and’ wasteful 
because the.drug hq already been determined to be safe and effec: 
tive. Moreover, such ret&in 
some sick patients take b pm&&iu*F;.,, place k.JfJ 

is unethical because it &&es that‘ 
and be denied treatment known to I ‘fi:*~%&., &< .: : , ;. . ._ VW “.“W”‘“. 

The FDA aIlows..th&ANDA procedure only for pioneer drugs ap 
proved before 1962; There is no ANDA procedure for approving ge- 

rhile the neric equivaienta of 3on&r drugs ti after 196i.- H 
FDA’ has heen cqglpi ,, &jn B since 197 l 

proved 

ANDA p&l&y to t-196 f 
an extension of the pre-1962 

tion. Because of t e aaencv’s failure to act. Title I of H.R. 3605 is 
R” drugs, it has not extended the regula- 

necessar 
Some E 

to establish ‘; tit-1962 ANDA p&y. 
ave suggested that. “Paper NDAs” be used to a 

neric j@Cilitents of’pioneer drugs approtied after 1962. 
prove e- 

bnder &e 
Paper NDA .procedure, the generic manufacturer may submit sci- 
entific re 
safety an 8” 

rts, instead of clinical trials, to support findings of 
efica . 

FDA estimriti t x 
This procedure is inadequate, however, because 

at, satisf@ctory reports are not available for 85. 
percetit .of ‘~11 “post-‘RX2 drugs. 
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LEGISLSb’E %IISTOkY’ 
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bage 17j 
.) . 

,. 
:. ” *: “.‘: 

: ‘*,$xB 

y..qy+tpy 
Currently, there are approXimately g$.j &@f:g;p~oved after 

-’ 1962 ‘that are off patent and for which there%, no keneric equiva- 

:+. G Y.& cause they use almost 25 percent of all presGiption.j . ,,-%I .^ ‘y-, , 
i ‘; _ ,f i * % Moreover, the lack of generics for ‘post:? / cost Federal and State governments n ---- 

drug metronidaxole, purchased by the. Departme&t.8+of -1 
“, .’ ‘.~- I ,“_ taxpayers saved approximately $1.2 million in o,ne:! 
” ;. ‘. of the availability of a lower priced gene&’ vers 

, “; .‘- ,‘),’ State governments will be denied comparable saving% on drugs ap 
‘f ” proved after 1962 because of th&&&&+ &iproval procedure. 
.* :- ‘,a ._,:.- ‘ ;. ..; “,‘W,, ; i R,“;& : : 

1.. T3TLE II-PATE?; l’itii~k~ii%+i~~‘~~ .“; *, .;pg;;:,:““~ y& . 
,‘~B’~~~~. pateir~ are designs to prornote:“~novation~ by providing the 

I + ’ right to exclude others from making, using, or‘selli,ng an invention. 
L”&’ They enable innovators to obtain greater prdfits’ than could have yt’... 

‘Z been *ta+wd if pir%t competiiibn existed. ~*$fOfits act as in- il . . . 
” centives for innovative activities. ~, 

Although the patent term in the United S@&’ is 17 years, the 
. period during the patent term in which producta tire marketed (the 

_, :~ “., effective pat&t term> is usually less than 17 years’ because patents 
?~‘- ,:a~,;’ often are obtained before products are ready to be marketed. . .~ 
.“..:’ . . . .’ EffectivG’patGit terms are influenced by many factors, Including 

? . ..1 . . Federal prenarketing and premanufacturin regulations. The , ,., 
producta covered by these regulations inclu e .p&rmaceuticals, t 
medical devices, food additives, and color .additives.: Pharmaceutf- 

‘-::‘y 4s for instance cannot be m,arketed in the .U&cl States until 
, * > ,.. they have been approved by the Food and Lhug Administration 

(FDA). To obtain such approval, drugs must undergo extensive test- 
in 

t 
to prove they are both safe and effective. AI1 these products are . . .,, .r 

su iect to different regulations that have had varymg impacts on 
eff&tive patent terms.- 

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,’ iri; de&ne in the in- 
troduction of new drugs. 

_, ,I ,,‘,> .- ̂ , 
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baize 181 

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- 
nificant, new incentive which would result in increased expendi- 
tures for research and development, 

. . . ‘& ,*,._ -s.“.r 
and ultimately in more inno- 

vative drugs. 

of l%epre&nt&ves, the C&r ._ 
Food and Drug Administration and tl 
lLamatip Ad UIIII pmwilrptprl hv”& g; 

___ :-----.---.~~ 

--mm- of the Committee’s oversight J 
into the legislation and are d”iivussed; :‘in”t 
report entitled “Background and Need ,.-.-.-,, ii . ..- i~:A7 .-- 
“Section-by-Section Analysis.” 

COMMITTEE ON GOVE$NMENT C@yyp$ 

Pursuant to clause 2(1X3KDl of rule XI of the Rules of the House 
of Representatives, no oversight,’ findings have been submitted to 
the Committee by the Committee on Gove.m,ment Operations. 

In compliance with clause 7(a) of rule 1 hi? Rules of the 
House of Representatives, the C!ommitt&j’b&l{i&$‘$~thai fhe co$s, if 
any, incurred in carrying out H.R: ‘3605,..yill ,&~p&$, by savmgs to 
the Federal government. In testifying before the%ommitte$s Sub- 
committee on Health and the~Environment~~off%lals from the Food 
and Drug Administration &mat&l that- any’~fig&r workload re 
sulting from the approval of generic drugs under Title I would be 
absorbed initially. Later, the officials e&imat.$l, some additional 
staff might be required to process generic drug applications. This 
additional staff could cost up to $1.1 million, Th,e.actual cost-to the 
Federal government cannot be estimated, 

,=&a it is unknown 

“., I_0 ,,.I 1 

how much additional staff, if any, might be.hire&+ 
Ena&reiit of the legislation, however, will result in significant 

de+aI novernment. Unlike ‘the costs of H.R. cost savings to the FL----. _~ 
3605, these savings are certain,. ,1 
about $2.4 billion for drugs in ,J-f* _ ._,__ _. 
available as low cost generic after enactmer 
ample, the Department of Defenr 
lion in one year when a lower priced 
zole became available. 

CONGRESSIONAL Bupcx~ Glpp!c~ E@I~ATE 

Pursuant to clauses 2(1X3) (Bl and (0 
the House of Representatives, the’ Committee 
ing letter and cost estimate prepared by the Congressional Buaget 
Oftice with respect to the reported bill: 

of- rule XI of the Rules of 
3e@ forth, the follow- - .m, 
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6, ,Ithe ‘Drug 
1 Congrwsional - -_- _ _ 
Price Competition and 

, as ordered reported by- the Ht 

: copies of drugs that were. ap roved bv the- I% 
IjA) after i962~ &I 

2 are currently off 

poeed in t’ * - . 
The FII 

,le.for generic copy using the AN 
atent-aiii’d%oul;i 

8 
his bill. 

A procedure pro. 
‘, .” 

IA estimates that the enactment of H.R. 3665 Would at 
least triple the workload of the division res 
ANDAs. Currently, this division reviews A 

nsible for approving 

of p-1962 approved drug 
NF As ‘for generic copies 

as several manufacturers 
roducts. The workload would increase 

fr e an ANDA for each drug&duct. that P 
becomes availa&for, generiq..wp~Reeausethey would be review- 
ing infe,rmation on’,-new’-“tirugs, the FDA believes it wouM”take 
them a year to process each of the new applications. This &I ‘about 
three months longer on, average than it currentiy takes to process 
a pre-1962 ANDA..Dr. Marvin Seife, Director of FDA’s Division of 
Genqic;“.Dru 
Health .a+l tf 

‘Menographs, testified before. the. Subcommittee on 
e..Rnvironment that a greater workload co&d at Btst 

be absorbed, but-may- la&G require additional of&e space and 15 
neticr PDA. emplo ees. 
sition plus over,. ead i 

Assuming an average full-time 
and,. fringe benefita is $70,000, Y-lx 

uiyalent po- 

$1.1 millron. The actual cost to the federal government $% 
cost t-e the FDA of implementing this legislation could tit 

tential 

depend on the extent @.,which the PDA would expand &I ac$omo 
date the increasedworklo:~~, 1. 

Enactme,nt ef$& legislation could also result in savi&s ti“b&h 
the fede:aJ and state and ‘local governments. In fa ‘year i983, 
the f&e+l govemnient epeht approximately $2.4 billion for’ diu 
in the lbdicaid progiam, and in veteran and 
Data on drug costs in the Medicare 

milita 
7 

,:hospita s. 18” 

.federal government is currently pun: R 
rogram a&$ unW able..,Jf the 
asing these 150 cop%ble,drug 

pr$uctis at higher, brand name prices, savings may result if lower 
priced, 

It is d 
eneric copies of these drugs are sub&&&d. 
iff%ult 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 dru 
on average 50 percent less than t % 

products show their price to be 
eir brand name equivalent. The 

dollar amount the federal government currently sp$nts on these 
150 brand name ‘dru 

1 
products is unknown. 

Title II of .this bil would’ extend the amount of time for which 
certain patenta are issued to include some or all of the time re- 
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Ipage. 211 ._ 

ANDA b for drugs which are thq &ne 
In, the case of drugs which are ‘the satie 

focus of the bill is to provide the‘ ‘Food ‘L 
(FDA) with sufficient information’t& assuiii 
the,,sa;me as the listed drug * ihZ has s 
to be safe and effective. Same l&G u&i 

2 pioneer 
B of the term 

iti& means a 
t is 

ministratio.n,, 
the same in dosage, form, 

.;,,:(r,g&Jg FT. 2 contains the same% active i 
mended “for use under the same &nditior .‘.I g&g;. _, ; -. tee has ‘adop---& *t;e F#jA,i poli’-‘-. 

..,;- $$:yc$;‘~ ‘, “*_ ., 
,.::““.-.:“: ; except that the bill permits an A iv’ 

of ut 
DA to ~“~~@$Wed for less than 

:;. ‘7 ‘, , 
p~Y$p$: ;,a11 .of the. mdications for which the list.%&ug has been approved 

as explained below. , P. -- ._( ,,:~yg&,&&&~!;r 2 7. 
,A must include sufficient p&jjg&x,xon & i);oftr that 

the conditions of use for which the appIi&t is ‘seeking approval 
are the same as those that have been 
listed dru . The a 

f 4 
plicant need not see & 

reviously approved for the 
approval for all of the in- 

dicatjons or whrc the listed drug has been approved. For exam- 
ple, d the listed drug has been-. approved’” for hypertension and . . 

First, an ANI 

fw!Dna pectqp, and if th j,nd& ’ .-..@r&~n,sron is protected 
by patent, then the aoo rcant cou d seek. annroval for only the 

.:..Ll. .C.%+19’1” p ,-*. .4&y 

an ‘na pectoris indicati&. 
J 

-.-~-- ;---,““fCr, 8. 

bile the FDA’s current ‘regubtions 
,;.& qw .I”@>,c * : ‘. 

for .con*rdqmg ANDA’s for 
pioneer dru 
for annrova P 

approved before 19 
for an indication otli&?;thnn $ 

licant to petition R &h has been ap 
proved for the pioneer drug, section !6~bi:tehte?/~ overturns that 
policy.S Thus, an ANDA may riot% con&&e8 ‘for a condition of 

liti listed drug. 
.,-- &ri& 

_ _ __-- _- -- ug iire‘il 

~~ . ..- -------- .-----_ 

use that has not been previously ai, 
An ANDA must also contain su 

‘rovitd:‘f%i 
8 tcient il 

the a-dive ingredients of the ‘@en&k dr: 
__. &ion to show that 

the hsted drug. If the listed drug’ has 
ihi same as those of 

tie- a&&ingredient, then . _ ,. ,-, II_. 
the active ingredient of the generic must be the,sam.e. If the listed 
drug ha& more than one actrve. mgredient, U&i’~su@cient .informa- 
tron must be included to show that all of tha,#ve ingredients in 
the generic drug are the same. 

., ,.t 

In addition, an ANDA must contain suffzient information to 
show that the route of administration, the dosage form and the 
strength of the generic drug are the same as those of the listed 
drug. 

Further, an ANDA must include sufficient information to show 
that the generic drug is bioequivalent to the listed drug. 

‘The term “lhd dny” ix explained in para6raph (61 of ni xx&n 56.Yj) of the FFDCA. 
Generally. a listed d 
that hax been l p “3 

includes any dru6 that W bean xppnwad for’kfkty and cffectivencr or 

’ 48 Fed. Rq. 8!& t1963~ 
under ncr rukwtion (ib. 

* Id. at 2753. 
* Id. at 2755. 
21 C.F.R. 314.2tcl provide in part: 
“A pmqpxctive applicar)t may seek a determination of the ouitabilit~ of l abbreviated new 

drq application for a product thet the applicant believea ximilar or reWxd to a dru6 product 
that hax been declamd to k auitablc for an abbrtviabd new dru( l ppGcaUon . . .” 
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/ ., ,. . “._ ._,,. “,,1.. i- .-= 
., ,.. . __,_ ...I_*.“( .-. 

. . ,.._ 

. 
i, “..  ̂ .,r. .., . 

. 
‘. ., ..j. j . . ,. ’ -‘. 

: 

I, / ,.. ,. 
,-‘.I ,_,::_ . . . . ? 

* ., ” .: \ ’ 

,DW that 
.:, ̂ ,) ,___ pe’ ~QJ that df 

&at &evjYfoptJ&e& label- _ rl (..L.,, ,:, 
For example, for the generic drurr mav not be 

lplicant -’ I.:’ “ie~~rd~ng the’status 

“:~,:,4S, .,if the pa-tent information has b 

,,.zb;$.rug and 
I respect to all 

all 
product li; 

,_ ; use patents which claim ‘an 
! the applicant is seeking api&val 

in”; 

Lrolling use patent), the anulit 
..cifcumstances. 

t”ion reouired 
er s&ions 505 and _ 

‘.Y”d’” .? case. If appropriate, the applicant-inay%ert-.. 
_ \I .‘.’ , ~-“d~L the &duct or controlling use pate&& ‘?~r 

-$.:‘L “Thir$ the applicant may certify wl 
:-’ ?amore of the product or controlling uQe’.ant&& 
;, i ..~h” -specified date in the future. When the I 

:. 4?&&‘ications, it must rely upon the patent information supplied to the 
,.-.Y. -,:.:FDA. Last, an applicant may certify if applicable‘that, one or more 

-‘_I :-of -the product or controlling use patents are invalid or will not be 

---- ,-o?ided 1: l$ve, expired. 
hen nntiro#iate~ that one or 

8411’ expire at some ~)--r-&ng -‘E.& these cetii- 

9.3 .+z&$g&+? .- 
’ ““%?%mmittee_ recognizes that in some instances .an _,.i,; ap I:,. will~have to make multiple certifictitions with %$&t’s p 
-controlling use patents. For example,‘% the, ” ‘ro&ct 

rot 
licant 
uct or 

-, _; 
.MGS+~~~ pired and a valid controlling use pat&t wi 1 .n$?xpiie ‘for three P 

patent has ex- 

., .,years, then the a plicant must certify that onC”“&nt has expired 

.:, ‘and the other wi 1 expire in three years. The P 8 -‘.&$&ee intends 
il - -“. that the applicant make the appropriate certific$&i&&~, each prod- 

uct and controlling use patent. a..*. ~ 
.c 

Eighth, if there are indications which are claim&d by any use 
, patent and for which the applicant is not seeking approval, then an 

ANDA must state that the applicant is not seeking ap roval for 
those indications which are claimed by such use patent. P or exam- 
ple, the listed drug may be ap 

P 
roved for two indications. If the a 

plicant is seeking approval on y for indication No. 1,’ and not in lf i- 
cation No. 2 because it is protected by a use patent, then the appli- 
cant must make the appropriate certification a’nd a” statement ex- 
plainin 

Final y, ! 
that it is not seeking a 

x 
proval for indicatioK’No. 2: 

the Committee inten s that an ANDA‘ contain any infor- 
“. ‘“~I ‘mation available to the applicant regarding reporta of adverse ef- 

Y 

4 
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fecte not reflect& in the labeling, an environmental impact analy- 
sis pursuant ‘-to PDA regulations, statement5 regarding the protec- 
tion of human 5ubject.e in clinical investigations a5 required by 
FDA regul&iona~ ‘and a statement regarding compliance .yith good 
1aboratq-y‘ p&&e& ‘in non-clinical investigations a5 I required by 

‘FO& +gulatians.5 :,.‘. ‘~ ,. : rj &pyg * . . . . . . . i ̂ .. . . _ 
i ,,, F +;.& ~&?‘“.;; ‘:‘:*f,p 

.‘“;aNl!@% fbr cb& &ch are diffeFen,t 
,.I; -_ .i!>,& __ ,.. L’i $‘. ,. .‘, : \$< ;“/rt; .‘.. . 

, s-*. Fareigraph c2#c, “prohjt,its any pei~n from submit~~,~~ ~~A;NB~ “.-‘“~~ ‘-“’ “” ’ ,aYy@@,i# dl ,,: .: ::.<&.b$:* .::q$:.;&+> 1 zi .pip &j,>:* 

’ “for. ?generic d&g W&It differs from the l&ted. drug unl&k the .;. __* ., 
._ ?Shan’gais p&&ift&l by the statute and the’FDA has granted a peti- i ‘dtion ~tie;st$~;~~~+--anKe. .+~&gw- $: .,._ .$g&. ‘I; ;I;: :$$ :-. 

’ If‘& applicatit W.&he5 to vary the route of adminis+Sor$do5age 
forii#r5treiigth ofthe generic drug from the &$,d,rug, it ,must ._ 

,) 

fir5tS&%itiWthe’FDk fooi fiermission to file an AlVDA$f~$the dlf;,, ;,,: i/ 
fering generic d$,$%n addition, an applicant may r-%$5!> vary .‘*~~ti ‘b;f the ~~~~’ ingredients in-“‘th~~ Beri~ric drug f~~-~~~, iisted _i 
drug When thel&$$ drug is a combinatisr) “product. ‘$%~+@$aining 
active ingredion~t$~~of” the generic drug must be the”:#$i@? as the-, ,.- 
other active,in#@ie~t& of the li5ed drug. 

:F f”+&@&; -l, ,:i, , ‘. 
The5e are the only changes from the listed drug for v@$~an ay 

plicant may “i.i%tion, A5 is explained in the ANDA regulations for 
,pre-1$62 drugs;. the Committee generally eiipects that appqoval of 

. petitlons will “or$linarity be limited to dosage form5 for the Same 
route of adm%i&~<fion or to closely related ingred~en,@.“~~Jf the 
.FlfiA? :~&&jp~f$f,&#&-. f,,j@~$$#J$&&fm~~ l@,,,J drug, the FPA : _, 
may”i%quire such additional inform+ion ,in the A%DA:. rtgardmg 

_, 
_. 

the change a5 it, d&k necessary. _, .i:-, ,1 . ,_, 
‘. . TIie,FDA m&c ._‘. 

approve a petition to submit an 
_$+ey 

#j&j fiqy’ a dif- 
fering generic :drug unless clinical studies are needed 50 ,.&ow the I _. ., 1, _, _, 
safety and -effectiveness of the change. In reviewing a petrtton to 
change one of the active ingredient5 in a combinatiop product, the 
Committee doe5 not intend to change the FDA’s current policy re- 
garding the evalu&ti&r~ of the safety and effectiveness ofzcombipt.., 
tion produck If the FDA finds that safety and effectiven~.,testing 
of the active ingredients of the drug, individually or in -combma- 

,- tion, is reqtiirdrd, then the FDA must deny the petition. : 
The, FDA must either approve or disapprove a petition %thin 90, 

i, . daya of it5 subm&&. ‘A5 h the case under the current~~~u!ations, 
“.’ “the& i5 no“&ar&$irement -that the hearing op’portunrty .provid- 

ed by section 5Q$cl be ‘made available to -ANDA. applicant&who dis 
” agr& with an a&e&e agency decision “ on‘ whether, clinical studies 

are needed to she*” the safety and effectiveness of the dif&jng ge- 
neric drug.* wi’&P;p@~pri&ie review 

of such d&g&&w~~~ay be 

had under the applicable standard-that applica% “cd: admin- 
i5t&e decisionmaking generally-which is whether the agency’s 
&&on is .&it&y, capricious, an abuse of discretion. or other- 
wise not in accordance with Iaw (5 USC. 706(2HA+“*.ff t,he FDA 

,.‘. 
6 [d, a 27.x * 21 CFR :w.an t41.t5,. r61.171. and tw. 
’ Id. rt 2Eii%&i 2i CFR’Zt4.2w. 
: ;; at 2752. -- I 

: 
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“. 
does not .qprove a petition, then an 
getieric drug that varies from the listed drug. * ..1_., 

,An ANDA for a drug which differs from the I 
tition ji&3eqn approved by the 1 

$I regarding the difference ti the’ 
e petition. For example, iT’ tli$;i 

i$&“ieneiic drug differs frop, 
‘;*^‘2”k~y require such @d 

that: tic-,$! 

gp=R!p-Y. 
. . . ._. Z.‘C : -:-.-g;l=‘----- i,‘~~.s*rrrq+~ 

d d p&ion permitting an 
. .,&.:. L&i. 

apblicar 

^ 

which a ‘“PI 
additiokal inforI,i@tit 
ri$uiti.$hen it &it% tfr 
a&ni~~$~~ati~~ P ,P _. 

I drug, tfien the jFt)A tdat && e, &.g-&-&$ 
If the DA ap&$+& If 

on0 of the a&ve jngx@ei&4 of a -generic drug 
cee4J- ,:..-: lit&& @@+G&$&& the’ ‘ANDA must Conta 

m+ti..n~,.$d show .that $ 
cludmg the ya$&‘“active ingredient) are of the logi&1 ai therape’utjc’$]w a those of the l&&j’- 
the- difi 

<q’ active ingre$ienti of.@-I 

iring geneiic drug must be expected to have tl.- 
ttieratiktic- effect when ~administered to patients for an” afi@j~ed . . . . 
condition oP us 

An eximpie 
that the_.FDA, might~$j 

9, ,I,.,$.+’ ,.;:;;..’ - 
G,.,,\ ) 

of such a c);ang& in on& *of’ ihe :&& ‘f&&p& 

@accqptable is the substitution of a&@&n- 
ophen for aspirin in a combination product. Another” ‘$&@ le 
might be the sub&it&ion of one antihistamine for anot&. he J 
active ingredient, tih’ich the applicant wishes to vati &a, %ch 
the,. PA.. h-q.. granted a petition, must have been appro$@‘:,for 
safety and effectivetiess or must not be within the requir~me~~~ of 
-tion 2!+(p) .oLS@3?$&~ O _ .I_,i “W %41%* u e”*mw&h ~~~~.~~~~,~,~,“~,.. $;,, z,;. &.;/ .: 
Certificatiqn of int@idity of noninfringement of a patent -‘- .y.& 

.:* ;: ,.ip* <, 
W&n’& applicant certifies that any pr&ludt kc&&&&use 

patent is invalid or will not be infringed, paragraph CZWB) requires 
that it rn,tst give notice of such certification to.either th&.owner of 
the patent or the repr&ntative of the patent owner that wti des- 
ignated Lvhen the patent information was submitted undei-!&ion 
505(b) oi’k) of the FFDCA. The FDA may, by regulation, e&.ablish 
a firocedure for ,:d~&iiiiting in the NDA the representative of the 
patent otiner. Hn addition, notice of the certification must be given 
to the holder of th&“a$$tived New Drug Application (NDA) for the 
drug w%h is clriitied by a product patent or the use of 4&h .is cIaimed by’a ug p&-& _I( ,. 

This @ice must be given simultaneous1 with the submit&& of 
an ANDh;. Thk ‘G~&ittee does not inten d that applicants be per- 
mitted to circunjv&it ‘this notice requirktieni by tiling sham 
ANDA% O;r ANDA’s iti%‘ich are ‘kubstantially incom lete. The Cum- 
mittee intends that ‘the ‘applicant must have ma e a good faith B 
effort to”ineet ‘the .r%qui~ements set forth in paragraph f2#A) re- 
garding the contents of an ANDA. 

While the Corn&t&e does not intend that failure to inc1ude.a 
minor piece of information in an ANDA vitiates the effectiveness 
of the notice required under paragraph (2KB1, an ANDA must in- 

. 
10 21 USC. 321tp1 For example. a drug marketed prwr tu I’J:lP and unchanged ie a “gandfa- 

thered drug” and thus not ,yithmOthc arope of the definition of “new dr$’ e?t for$ in *ion 
201tp1 of’the FFD(!A. ALother exirmple of x drug outxtdc the cope of xxctlon ‘Nl~~~,u l pduct 
lhat is generatly recqpiia ‘C xafe and efkctive xnd that hax been uxxd to x mxlm~! eT@t or 
for a material time. 
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c 
4 

n 

Third, an ANDA must be disapprov 
the generic drug is not the same aa 
listed drug has only one a&iv-e ingrc 
disapproved if any of the active ingr 
not the same as those of the li 
a than 
listed 

e in one of the active ingrei 
6[ rug ia a combination. Product,$i$~~& Potitioti permitting a 

change in one of the a&e. ingred 
been granted, then I 

. E 
B 

active in 
P 

‘enta of the generic dru 
the lis druu. Further. AR 
cumstance if 

iont;b in .the generic drug has 
the ANDA -muat be’ ‘di%P ,g ~gfyg&t roved 

R 
if the other e same 81) ihoee of 

I%% must b6 Approved in such.8 cir- 
ihe different active i6iie~t iir the generic’ drug is 

not a listed drug or if ‘the-‘4 
within the requirementa ofsection ‘21 

Fourth, an ANDA for a &iii &hi&-ia the same must be dlaap 
proved if it does not show that-the rou.t&of administr&on, dosage 
form, or strength of the generic drug are all the 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 hated drug, an 
ANDA must be disapproved if no petition regarding the change 
was ranted. 

Fi th, an ANDA must be disapproved if the. eneric drug differs % 
from the listed drug and a petition regarding t a e change has tin 

c 
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.-“. 

7 ” 
recommended, or suggested 
drug. An ANDA must also 

&J ‘i generic drug L unsafe und 
i pie, the composition of the generic drug might b@eii’lckrfe because of 

T :I: : ^ the type or quantit 
.,- +. .,._,_, of the manner in w g 

of the inactive ingredient-included or because 
ich the inactive- ingredie&$& included. 

w I.:. Ninth, an ANDA may not be approv&I ,*~f”^the”appliouill of the 
_ listed drug hes been withdrawn sr-suspe&d&%?&asom of safety 

-_--- ., ” or effectiveness under section 505(e) (lH4i 6f ih& FFIjCA.1 L The 
ANDA may also not be approved if the FDA ;let&nines that the 

4 . . listed drug has been voluntaril 
safety or effectivenees reasons. 

withdrawn from the-market for 
+h e Committee* r&bgnizes that the 

-. maker of a listed drug might withdraw it.frdm th&narket without 
specifying the reaeon or without articulatiiig“&fet$ or effectiveness 

Le.4 “.:’ concerns. -For this reason, the Cornmitt.& auth6rimd0 the FDA to 
examine whether safety or effective~essi%#@rWW”~6~~ ‘;iif the 

rm rrjpirPi$h&*4&#&%*i” T,, “‘,~,.L~~~.~~,~~~!.i”l’ :I;; .. re88ona for the voluntary w@hdraGl of &‘drug from the market. 
‘.. -; IF the FDA so finds, then afr ANDA for a ~g&isi;ic version of that 

4 drug may not be approved. ,. 
Tenth, an ANDA ma 

CI the requirements set orth in r 
not be approved if-it’&eb iot meet any of 

ANDA that does not contain 
aragraph ‘CiX&. For example, an 

t R e certifications ‘i@garding patMa LJ ,.+ 
YES uired in paragraph (aXAXvii) cannot be approved. 

t, an ANDA may not be approved if it contains any untrue 
_-I statement of material fact.l* 

” 21 USC. 3124cY1)-0). 
I* Sa Untrue atakmenb in application. 21 C.F.R. 314.12 W%?). 
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. 1 ,. / I ie relevant petenta h&g.! 
” 
“.” 

~‘$~@%v~ Qf- the, -ANDA may be. made, effectioe imirredI&elii~ If 
aWicant cefii,@ed based upon the submiked‘ pat&&‘%i 

$..eet :oy patents would expire in One yoic _ 
k ip~roved and the armrotial madi effective in one 

*iy;elKg@t ‘+I- 
I 45 days after 

iity &c$ qc)&fringement 
notice of 1 

fri.@ement i$ja&ing 
ia receive& en acti& .‘k 

ti&at_ion. igY ,broukht, 
one or more of the patents stibj - _ - 

13 then approval of the ANbA mi;ri, n&““k “’ 
made effkcti~~‘jjnmediately. Instead, a 
ncit be m&d& effective u&i1 18 months a 

proval of the A 
L r the no&e-% 

cagon v@““~k$$j&l unless a d$tric$ .irdii-k ha$‘&&&>‘““- 

mnaibility with tipect to MI&g the.ap ’ 
,$wi~ drue effective. _: ‘yg .y ,. - ->^..‘“i?: , .~ ,- 

~~ ~“,cthe action has an amrmative diity i;o..‘~~~nebiy’ ‘.j ‘,)’ 
. c&$&M .b. expediting the action. 

drity. the:&&. ma shorten the 18 
Jr ih$ pl&niifi bw&hee that . 

d 

.: ,wmcl.%&& :’ . : 

propriate.. rf, ttie,’ :_’ efehdant breaches that Iduty, the court niay 
&end the 18 tionth period aa it d&ma a$piopriate. i ’ .f&, - - “i; .~, ._ .I, :_ I , 

If the court;. decides that the patent is invalid or .J)& kfringed‘ 
before the, expi%tion of the’ 18 month period (oi“iruch.s&&r .qr 
longer period ea the court decides), then the approval m&y be made 
effective on the date of the court decision. If the court decides that . . ,. 
the patent t #id or infringed before t&e exbiii&%*Sf the 18 
month period, then the a 
data aa the court. orders. f 

proval may be made effective on Buch 
he Committee wishes to, emphasize that 

the court may not order an ANDA apprdtied under &S provision. >i.: 

certifidon of th 
. 

_ 
vrlld and ~ii&ii No. 2 b no 

!W P-t .E .!~~~~~ ,. . , _ 

gding pstent NO. 2 Theq I 
iw. . 

to patent No. 1. ., ., 
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These are times when approval of an ANDA may be made e&ctive .” :‘ -- 
if the FDA haq approved the ANDA. 

This additional remedy permits the commencement of ‘g legal 
action for patent infringement before the generic drug maker has 
begun marketing. The Committee believes this procedure f&irly bal- 
an&s the rights~of, a patent owner to prevent others fran.&aking, b ” . 

:,using, or selling.im patented, product and the rights of.third parties I:... 
: “t~~‘~li~;e’.~~~~~,~~imed by the patent. ~.,. 

to .~cd.est the validity of a patent or to market a produc’t,.which” ,-,, --;;; :, 

%zI 
.; i ,. ;&#~ “. :_ I ;! .: ‘^,.’ .’ _. . . _ I 

+,; .,,* ,.e provieio@?$%h~ bill- relating to the litigation ‘of dispu.$es in- . ..^.,,. * ‘,::i.e 
~‘,~v~lvlng ~~~~:~,~~i ‘ii;nd infringement arB not’ iii~~d~ to ” ,‘,z -t- .:“’ 
~“~OdiEy ex~~~~~‘~ law with iegpect to the burden of off anit; ,_ ! ‘~~~-^-,, 

...~~,4,u~&g,“. the nature of the$r+f to be considered by the. courm in ~~~rnin-.“-:,,~I::,,,,-: 
’ ing whether a-patent’ is valid or infringed. . j ,“““I “.~$q3.&$ * : 

Concern has been expreesed that permittin Ii&i2+&& & W%” 
,, market ita drug’at%e conclusion of the 18 mont 

.,’ bly b&m t& r@$lution of the patent infen 

% .*J .,_ ,, ̂ ‘.,*’ 
pen Emdpoi3&1- 

the etatutoiii,.p#&& 
ment,suit &$&um y~:1;‘~‘$, ; 

’ the ~mmittee ~~~ 

tion 

B 

of a patent’e vdi 
r 

ity* oliyfii &jf-traw;.. .hd-?::~ ;~‘- 

that a patent would have the”irexae etatu~ __)_“‘_ .‘~~‘-.;:r. 
ry ~~um~t~.n Gf *g.lidity aa is affordd under cumfit *&p:. -! i : ( ,< ‘. 

In most ins~n~s; ah ANDA will contain mull ~ ‘certi~~tio~:,“, f ?~~t”~~,-’ 

“7 The’ FDA should make approval of the ANDA e I; ective ti’@n the 
last &tificat&$ ‘#‘or example, if an ANDA contains a certification 
that a product patent is expired and a controlling uise patent will. 
expire in three years, then the FDA must make approval ,of the _’ 
ANDA effective m three yearn. In the caee where the patent certifl- 

, I cation ia amended in an ANDA to allege invalidity or non-infringe 
ment of a ~l&entq~%3W FDA%my%Wmnke+he approval effective ,, 
within the 45, day period that an action for patent- infringement 
ma be brought.. .-,, 

. 

NY 
-.A< ;&g “?“” ,, ;. ,:/a 

o”action for a “declaratory judgment regarding the l%mnt at ‘Tz”‘: .‘: 
iaeue may be brought before the expiration of the ‘,445 day .period 
commencing with the provision of notice of the certification of 
patent invalidity or non-infringement. An euit for declaratory 
judgment after the 45 day period muat be 3: rought in the judicial 
district where the defendant has its principal place of business or t! _ ,. 
regular and Gtablished place of business. 

: 

@-‘. ,I ,r/, .* I> _; <r*;rriur4-i, .,,, . . . . tiled subsequent ‘to%n ANDA for the same listed drug. that haa ., 1”’ iii$le the same’&&tiflcation of invalidity or non-infringement, *,i: 
:, .$ y,J par&graph (4WBKvGT “lGovidea that the approval of the subeequent I’ 

ANDA may‘ not be made effective sooner t&n. 180. daya after the 
previous ap licant haa begun commerical marketing, or the date 

c;: 
-I .: on which t e court holds the patent invalid ornot infringed. R 

J whichever occuti ‘Est. In the event of multiple ANDA’s ‘$6iitifyintz 
patent invalidit or non-infringement, the courts should employ 
the existing rules for multidistrict litigation, when appropriate, to 

F-T avoid hardship on the parties and witnesses and to promote the 
-: just and efficient conduct of the patent infringement actions.14 _..., 

‘4 ti U.S.C. Mm. ,.-- 
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Disapproval of an ANDA _ % ;>*, 6. ;‘.%,- 
. If the FDA decides to disap&ove.an-ANDA, paragraph .(4)(C) pro- 

vides that the FDA must give the applicGi$‘ notice of the opportuni- 
ty for a hearin 
avail itself of t a 

on the issue of the approtibility of the ANDA. TO 
is hearing, the appll~~nt,.~mi&t~ubmit a written re 

que$ within 30 days of the notice: If,a,h:e&ing is requested, it must 
pesln not later than 120 da@.after the-notice. However the hear- 
mg may be held later if both the appli;ca&t and: the FDA &me. The 
hearing shall be conducted on an ex’ 

regarding the hearing shall~be iaeu 
i&$$&s. The FDA’s order 

for filing final briefs. ,_, ,., +JC 
e!i@ “%tn~!@ days after the date 

* .xl:,‘**y$,&$ ,i. 
lzomittin nrk ’ .;,:.&. __ ::: ; 

.-;~‘*$&$& : ., : 
: . kg g&$y,,;~~~~$ : : . 

~ 5 lJ&?&:$!i;J i 
Paragraph (4X&i) provia& ‘that the. I?DA “may not make effec- 

tive the a 
.dxent (inc udin P 

proval of an ANDA for a d~‘iE&,iding an active ingre- 
an ester or Irelt of thj%tive ingredient) which 

was approved or t f K e first” Gpne in &? IWAb&ween January 1, 

date of approval of the NDA. ‘For example, if active 
1982 and the date of enactment of thii~bill’irntil 10 yeara afrn;h; 

in 
was approved in a drug for the first time in 1933, when t e a B”i 
al of an ANDA for a drug containing’active:ingredient X co 

prov- 

be made effective until 1993. 
t!! d not 

> _: .:: ^ ,.:x .+ ,. ,.. ,. 
Wnwtentab~ drum .‘,‘, ,: ‘, : .*...t- 

D 
. 
“, 
:. 
‘4 

% 

‘_ . . . 

If the active ingredient (including any e&r or e&t of the active 
b 8 

%%%!$ tf% bg then para 
mved ~f~~&e&r&&me in an NDA after 

the FDA may not make thi approval 03 t 
- ‘_I _ --lhii) provides that 

! for a. drug which 
contains the same active ingredient ef&cti~~~uritil four yearn 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 an 
such drug. Secon err 

rson for such @ug, or for. a method of using 
, t e. holder mu& certify that. it cannot receive a 

K” 
tent for such drug or for a method wing such drug for any 

nown therapeutic purpose. In deter$ir& whether a drug meets 
these two patent ati 
tiom of the NDA ho der. P 

ulations, the FDA may rely upon the certiflca- i. ‘~ ;, ‘: :i . 
If the *FDA determines at “any time during the four year period 

that an adequate sup 
make the approval o P 

ly of the dru 
an ANDA e R 

will not be available, it may 
active before the expiration of 

the four year period. The l?DA- may~iil%‘miiiiie the’ approval of an 
ANDA for euch drug effective before the f&r year period if the 
holder of the NDA consente. 

, .,* /( _. ., ,, _.a.*. 
r i.,..“.., 

a 
t 

Withdmwal or suspension of listed d&g’s a&&al 
Paragraph (51 

drawn or sutrpen cf 
rovidea that the approval’ ‘iiT an ANDA ia with- 
ed if approval of the lira~.~~raion of the generic 

drug haa been withdrawn or suspended ,for safeti or effectiveness 
reasons ae net forth in sqction 505(e) (l~j+l of the FFDCA. The ap 
proval of an ANDA is al& withdrawn or awpended if it refers to a 
drug whcee ap roval t withdrawn gr ewpended under section 
505(jK5) of the FFDC A. In addition, the approval of an ANDA is 
withdrawn or auapended if the FDA determines that the listed 
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drug has been voluntarily withdra&$?rom”sale due to safety or ef- 
fectiveness concerns.” ” 

The Committee recognizes that a 
a. withdraw it from the-1 ‘; ..y; , 

@%m,a$r of a listed drug might 
dying the reason or with- 

ns. For.this reason, 
e whether safety or 
Ur for thevoluntary a..-.h. .._ 

.nds, then 
rat drug must 

- 

: 
the 

1 it refers has been 
hti j&n voluntari- 

has determined that 
@i.veness rea- 
:hdrawn until 

L iii% was not 

----- 

gzi;+ii, ea;Gaph (6) re- 
---------‘--~x~.,,Y’ -y, 

)A& publish and to make available a list of drugs eli- 
A?.@4 list must include the offs- gible for consideration in an. AND 

cial and proprietary name of each dti : 
safet and effectiveness prior to t: 

has been approved for 

The ist must be in alob& T 
ractment of the bill. 

after 1981, the list mu_ 
ie,..&ug was a 

:.of .approval of 
proved 

and the NDA number. 1. 
& _. .._ me drug 

or in vivo bioequivalence __ _ 
At 3O-day intervals, the““1 ___ Jt -@late ihe list to include 

drugs that have been approved f$%afety and effe&;eness after 
enactment of H.R. 3305 and drugs approved in ANDA’s under this 
subsection. In addition, theFDA must inte ate into the list 
information submitted under sections !%oS 8 1 and (cl of the FF 

tent 
DCA 

as it becomes available. 
A drug ap roved for safet 

or under su tlect 
and ei&&eness under section 505(c) 

ion (il shal f be considered as ublished and thus 
eligible for approval jn an ANDA on-the date o P .,.. _*,_/,. 
date of enactment, whichever is l@er,, 

its approval or the 

Paragraph (6MC) drovid& a drug ‘m#g’ dQt be ii&d as eligible for 
comdderat~on in an APQA if the ‘ep$sroval of the pioneer drug is 
withdrawn or suspended for safety OF effectiveness reasons as set 
forth in se&ion 505 (eX lH4i of the FPJQ$ or if a proval of the ge- 
ner& drug was withdrawn or eusp&iided .under SL ion 505(jX51 of 
the FFDCA. In addition, a drug may not b listed if the FDA deter- 
mines that the drug has been voluntarily withdrawn from sale due 
to safet 
listed, t K 

or effectiveness concerns. If such a drug has already been 
en it must be immediately removed from the list. 

The Committee recognized that &e mal;er of a listed drug might 
withdraw it from the mailret without deifying the reason of with- 
out articulating safety or effectiv%ss concerns. For this reason, 
the Committee authorized the FDA’ t.& examine whether safety or 
effectiveness concerns were one ‘oftbe reasons for the voluntary 
withdrawal ofthe chugs from the m&ket. If the FDA so finds, then 
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$gredient 
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r .@pnib .~8e, and is considered niedically in&ificant foi 

---- -- - g,1r C“ ” -~.; .‘-.I. i> .,., ‘41, I,,-. 
. %,‘,“..“‘,: _%.. .:: .? _ r?& !;y&@g. 

,; ;,;g I ,?&a k~.$,; 
;” .5$: $ ‘;’ (, ?g~-, -. 

..““^., ” --‘,-,‘,..~~~~.i~~~ i ,(., ; ~,. &>$ ‘!j, ‘i .>\,, 
JS*i, ,-, +:.q&.$“v$+$$~~~, j 

section Ion ,. 
_ .I.., ,~+&.+&“pq& y,“: ..,;, 

“_ ,. ,..~ Section 1&“&f the -bill requi;w that bebin ‘pa~~~*inform~~~~“-i”‘ 

be filed with* all ‘new NDA’s and with all NDA’s pWiously filed 
but not yet appqrved. Pending and future NDA’ri‘ may not be ap .- I “:I 
Jh 

roved ‘unle+~ they contain the appropriate pat&% ‘linformation. 
/* ‘,. e FDA shall publish the patent mformatioa~~upi&%pproval of 

the NDA. ,. ‘;-: ;;, (. 
: : ‘C This section a@ requires that any p~vio&y*‘&&d NDA &‘.‘-’ . 

, ,~ ! .a/. ’ ^ ‘J- amended%thiri 30 days of enactment of this bill to include certain 
--‘,’ + patent information. The FDA shall ublish the p?&%t”mformation’ 

, “ 
.a.*. I. 
“’ ’ “‘~~~lt-its ~~biiii~~~. An NDA may IL revoked if the’ patent infor- 

mation available ‘is advisable and is not filed within II@ days after -“‘~ipt 1 a ~~jt~n notice from the FDA specirj;ir;g ii;i”e failure to 
provide the p&&t information. , “j. y<:,” 

The patent information to be filed includes the patint number 
and the ,ex iration 
NDA or w ,,i$b ,ql,aims a R 

date of any 
meth or 

tent which claims the drug in the 

%hich a 
of wing such drug with respect to 

. a 3’ chuCuY!;of patent infringement could reasonably be asserted ;..., L i ,A”j 
;‘:- _.I .” .’ :i* ~ ~~~~~ jg’Mil,ibbilit~. 51 C,*,g, :~Li).,(.) ,19a2,. ‘.. ‘.’ i-~~~ . . 

1‘ See Ddlni+iom ot Biocquivdcnt Drug Producta, 21 C.F.R 32O.ltrt tlWZL 
_\ i .-. _ ?, !I “-:> ,“. I. yy.J$y$ _, . . 3 . . ; ,: ,. 
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