
28872 Fede ral Reg i ster / Vol. 54, No. 130 / Monday July 10, 1989 / Proposed R u les

DEPARTMENT OF HEALTH AND D . Pa t en t Informa tion, Certification, of us e. The re gulations permitted
HUMAN SERVICES and Notice o f C ertification t o Patent AN DA's for "similar" and "re lated"

Food and Drug Administration Owne r and Certain Application Holders products o n l y if FDA had made a
E. Exclusivity separa t e finding, following a

21 CFR Parts 10, 310 , 314, and 320 F W ithdrawal or Suspens i on ot manufacturer's petition, that an AN D A
Ap proval of an ANDA was ap pro pri a te for that product . T itl e I

[Docket No. B5N-0 21 41 IV The List provides for the submiss ion of AN DA's

RIN 0905-AB63 V Pr
ov isions of this Proposal for duplicates and certain related

A. D efinit ion s versions of d rug products previously
Abbreviated New Drug Application B. Drug Products for Which approved by FDA for safety and
Regulations Abbreviated Applications May Be effectiveness and listed in the ap proved

AGENCY' Food and Drug Administration .
Submitted drug product list published by the

g C . ANDA Suitabi li t y Petitions agen cy. l5tle I further makes the
ACTION : Proposed rule . D . Content an d Format of an ANDA existence ofa pa t ent on a n ap proved

SUMMARY: The Food andDrug No
tic e of Certification of Invali dity drug a factor in th e approval of generic

or Noninfringement of a Patent copies of th a t drug, and establishes aAdministration (FDA) is proposing F Amendments to an Unapproved system (th e so-c all e d "exclusivityregu lations t o i mple m e nt T itle I of the AND
A Drug Price C o mp e t ition a nd Patent Term G. Oth er Appl icant Responsibilities p~N61 ons"] fo r rewarding research

Resto ration Act o f1 9 84 (Pu b . L . 98417), H. 1Y m e Frames fo r FDA A ction s on
associated with signi fican t innovation
bywhich amends s ection 50 5 o f the F eder al ANDA's p

ro viding for a delay in the

Food, Drug , and Cosmetic Act (21 U.S.C. I . App lica t ions Described by Secti on submission or e ffective approval date of

355) . The proposal provi des for the 505(b)(2) of t he A
ct certain generic applications.

submission of a bbreviated new drug II ofPub . L. 98-417 amended the
sJ . Applications for Changes in patent law to p rovide for the e xt e n sion,appl icatio n s for generic versions of drug Approved Drug Products that Require under certain circumstances, of thep roducts first a pproved afte r 1 962. the Review of Investigations normal 17-year term of a product, use, orBefore enactment o f Pub . L . 98-417 IC Delay in the Effective Date of process patent of a patented producta b brev iated ap p li ca ti ons were permitted Approval of an ANDA and 5 05( b)(2) which is subject t o prema rk etingunder FDA regu lations for generic Application Because of the Existence of clearance .versions o f drug products first ap proved a Patent The propose d r ule set forth bel ow, ifbetween 1938 and 1962. These new L

. Exclusivity adopted as a final rule, will implementpro vi s ion s will benefit consumers by M. Re fusal to Approve ANDA a Title I of P ub . L. 98-4 17 Finalmaking generic dr u g products available N. Withdrawal or Suspension of
more quickly . Approval of ANDA's r e gula tions implementing the provisions

oaieS: C omments by October 10, 1989 . O. Determination th at a Listed Drug of Title II o f the l aw w ere published in

FDA pro poses that any final rule based was Withdrawn for Safety or the Federal Register ofMarch 7 1988 (53

o n this pro posa l would become effective Effectiveness Reasons FR 7298 ) . It sh ould be note d th at

60 days afte r its publication in the p Removing Drugs from the List altho ug h antibio tics a re expressly

Federal Regis ter. Q. Pa tent Information in Full New covered by Ti t l e Il, they are no t covered

nooaESSes: Written com ments to the Drug Appli cations and Supplements by Title I. Title I applies only to drugs

Dockets Management Branch R
. Public Disclosure of Safety and approved under section 505 of the ac t

(HFA- EffectivenessData (21 U. S.C. 355) . Antibiotics are a pproved
30 5 ), Foo d and D rug Administration, Rm . y i, Conforming Amendme nts under section 507 of the ac t (21 U . S . C .
4 -62, 5600 Fishers Lane, Rockville, MD ~I. Economic Assessment 357) . Thi s proposed rul e would,
20 8 57 VIII. Environmental Impa ct ho weve r, reorganize the current
FOR FURTHER INFORMATION CONTACT. (Jt, Paperwork Reduction Act of 1 980 regulations governing the abbreviated
Marily n L. Watson, Center for D rug X . R e quest fo r Comments antib i otic app li cation p ro c edu res by
Evalua tion a nd Research (HFD~60J, placing th em in a new subpar t.
Food and Drug Administration, 5800 1 • Introduction
Fishers La ne, R oc kvill e, MD 20857 301- On September 24,1984, the President

Il. Background
295-8038. signed into law the Drug Price The act as passed b y Congress in 193 8
SUPPLEMENTARY INFORMATION: Competition and Patent Term established a system of premarke t
Table of Conten t s Rest o ration Act of 1984 (Pub. L. 98-417). clea rance fo r d rugs under which

1. Introduc t ion Title I o f the law amended th e Federal applicant s seeking d rug approval we re

II. B ackground Food, Drug , and Cosmetic Act (the act) required to submit to FDA a new drug

A. The Abbreviated New D rug
to expand the universe o f d rugs for application containing, a mo ng other

Applica t ion (ANDA) Procedure for Pre-
which FDA woul d accept abb rev iated thm gs, data showing t he dr ug 's safety .

19 62 Drugs new
drug applications (ANDA s) . Before (Sections 7A1(p)(1 ) and 5 05(a) as enacte d

enactment o f Pub . L. 98-417 ANDA ' s ( 21 U . S. C . 321(p) an d 355(a)) .) The la w a t
B . Procedure for Duplicates of Post- were p erm it te d under FDA regulations that time provided that a new dru g

1962 Drugs (" Pap er NDA Policy) for du pl icates, i .e., ge neric (different appli ca t ion would automatically b ecome
C. The Drug Price Competition and manufacturers') versions, only of drug effective ( i .e ., the pro duct co uld be

Pa t ent Term Restora tion Act of 1984 products first approved between 1 9 38 lawfully marketed) within a fixe d period
D . Relation sh ip to New Drug and 1962. The ter m "d uplica te" applied unless the agency affirmatively refused

R egulations to a drug produc t th at was the same as to approve the application.
III. Highlights of this Proposal an already approved drug product in In addition to products for which a
A. Abb rev i at e d Applica t ions dosage for m, route of administration, new drug application had become
B . ANDA Suitability Petitions kind an d amount of act ive ingredient, effective, many prod ucts were mar keted
C . 505(b)(2) A ppl ications indication(s), and any other cond i tio n s w ithout effective a p p lications that were
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more applicants have made paragraph September 24 . 1984 . Sections the-19H Amendments makes clear tha
t IV certifications on a patent that patent 505(c)(3)(D)(v) and 5050J(4}(D)(v) of the Congress intended the exclusivity

is removed from the list for any reason act grant a 2-year period of exclusivity provisions of section 505(c)(3)(D) of the
other than because that patent has been for non-new chemical entities, or for act to delay submission or approval of
declared invalid in a lawsuit brought by certain changes made to already applications described by sectio n
that patent owner within 45 days of approved products, approved during the 505(b)(2) of the act to the same exten

t receiving notice under1 314 .95 any "window period . (This 2-year period that section 5050)(4)(D) of the act delays
applicant with a pending application or expired on September 24,1980 .) There is submission or approval of ANDA's .
delayed effective date who has made no requirement that an applicant have Section 505(c)(3)(D) of the act, however .
such a certification should submit an conducted clinical investigations to unlike section 505(jj(4)(D) of the act,
amended patent certification, certifying qualify a drug for exclusivity under the could be interpreted to apply only to
under $ 314 .94(a)(12)(ii) if applicable, above three provisions . On the other those 505(b)(2) applications that are
that no relevant patents claim the drug. hand, the remaining two exclusivity required to submit a patent certification .
If other relevant patents still claim the provisions, sections 505(c)(3)(D)[iii) and (See section 505(c)(3) of the act) Under
drug, the applicant should instead [iv) and 505(j](4)[D1(ill) and [iv) of the this lnterpretation, applications
submit a request to withdraw the act, which grant a 3-year period of described by section 505(b)(2) of the act
paragraph IV certification. Once the exclusivity, specifically require that the that were not required to submit a
amendment or letter has been applicant have "conducted or sponsored patent certification because, for
submitted, the application will no longer new clinical investigations essential to example, the pioneer drug wa s
be considered to be an application the approval" of the application, or the unpatentable, would be exempt from the
containing a paragraph IV certification . Supplement. exclusivity provisions of section

L. Exclusivity With the exception of the 2-year 505(c)(3)(D) of the act .

1 . Excluatvity fnr certain approved
exclusivity provision for non-new The agency does not believe that thi s

drug ptvducts.
Sections 505(j)(4)(D) and chemical entities or changes approved interpretation to reasonable and intends

505(p)(3)(D) of the act partially protect between January
1, 1982. and September to apply section 505(c)(3)(D) of the act to

certain listed drugs, or certain changes 24,1984 (sections 5050)(4)(D)(v) and all 505(b)(2) applications . Although
in listed drugs, from competition in the 505[c)(3)(D)(v) of the act), the exclusivity section 505(c)(3) of the act states that
marketplace for specified periods by provisions are limited to new chemical the delayed effective dates specified mo
placing a moratorium on the submission entities, which by definition are section 505(c)(3)(A) through (D) apply

of, or by delaying the effective date of innovative, and to those significant
.an application filed under subsection

approval of
. ANDA's and 505(b)(2) changes in already approved drug (b) which contains a certification

applications for those listed drug products, such as a new use, which required by paragraph (2) of such

products . (The exclusivity provisions of require new clinical studies . Congress aubaecGon, patent certification is

the act do not provide any protection understood
. that the substantial relevant only to section 505(c)(3 )(A)

from the marketing of a generic version economic rewards of exclusivity ought through (C) of the act These paragraphs
of the same drug product if the generic well encourage drug companies to make delay an application a effective date on
version is the subject of a full new drug minor and unimportant alterations in the basis of the patent status of the
application submitted under section their marketed drug products or to pioneer drug . Section 505(c)(3)(D) of the

50 5(b)(1) of the act) These periods of conduct additional tests which they act, however, delays an effective date
exclusive marketing are independent of could claim provide important new on the basis of excluervSty, which i s
any marketing exclusivity accorded an information about a marketed drug entirely independent of the patent status

orphan drug pursuant to section 527 of product . To avoid rewarding such of the pioneer drug . Indeed, in the floor
the act and of any protection a listed behavior, the 3-year provision includes debates preceding enactment of the 1984
drug may have as a result of a patent . the special criteria intended to restrict Amendments, Congressmen Waxman

Proposed § 314 .20e implements the eligibility to significant innovations. See specifically stated that one of the

exclusivity provisions of sections Cong. Rec. H9114,9124 (daily edition purposes served by the exclusivity

505(j)[4)(D) and 505(c)(3)(D) of the act. September 6, 1984) (statement of provisions was to supply neede d

The holder of a new drug application or Representative Waxman) ; Cong . Rec. incentives to develop new drugs where

supplemental new drug application 510505 (daily edition August 1 0, 1984) little or no patent life remains . Cong .

submitted under section 505(b) of the act (statement of Senator Hatch). Rec. H9113 (daily edition, September e,

that was approved on or after January 1 . The exclusivity provisions of section 1984). It would thus be illogical and
1982, may be entitled to a period of 505(j)(4)(D) of the act operate to prohibit inconsistent with Congressional inten

t exclusive marketing (hereinafter the submission or delay the effective to apply the exclusivity provisions only

referred to as "excluarvity") for the drug date of approval of (1) an ANDA to those 505(b)(2) applications required
product subject to the approved submitted under section 505(j) of the act to make a patent certification .

application or supplemental application. for a duplicate of a listed drug that is Exclusivity provides the holder of an
Briefly, the exclusivity provisions entitled to exclusivity and (2) an ANDA approved new drug application limited

provide the following protection . submitted under section 505 6 ) of the act protection from new competition in the
Sections 505(c)(3)(D)(i) and pursuant to an approved petition under marketplace for the innovation
505(j)(4)(D1(i] grant a 10-year period of section 505(j ) (2)(C) of the act for a drug represented by its approved drug
exclusivity to new chemical entities product that is similar to a listed drug =Thus, if the innovation relates
approved during a specified "wmdow that is entitled to exclusivity. The to a new active moiety or ingredient

period"- January 1, 1982, to September exclusivity provisions of section then exclusivity protects the pioneer
24,1984, the date of enactment of the 505(c)(3) [D) of the act affect applications drug product from other competition
1984 Amendments . Sections described under section 505(b)(2) of the from products containing that moiety or

505(c)(3)(D)(ii) and 50.501(4j(D)(ii) of the act and are essentially the same as ingredient . If the innovation is a ne
w act grant a 5-year period of exclusivity those for abbreviated new drug dosage form or route of administration ,

to new chemical entities approved after applications. The legislative history of then exclusivity protects only tha t
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aspect of the drug product, but not the submission or delaying approval of the narrow theory of exclusivity, once
active mgredients . If the innovation is a ANDA's or 505(b)(2) applications that the licensed company's product was
new use, then exclusivity protects only "refer to the drug for which the [first approved, ANDA applicants could copy
that labeling claim and not the active approved] subsection (b) application the licensed product, without regard to
ingredients, dosage form, or route of was submitted . Depending upon the the innovator's exclusivity .
administration. meaning of the phrase "refer to" and the The agency does not believe that

The language of sections 505(c)(3)(D) word "drug, these provisions could be Congress intended the exclusivity
and 505(j)(4)(D) of the act is ambiguwe interpreted to allow ANDA's and provisions to discourage innovator s
as to which ANDA's or 505(b)(2) 505(b)(2) applicants, once FDA approved from making improvements in their drug
applications are affected by an subsequent new drug applications for products nor from authorizing the
innovator's exclusivity . The statutory different versions of the same drug, to marketing of competitive products

. language allows at least two circumvent the mnovator's exclusivity Accordingly, FDA has concluded tha t
interpretations . The narrower by "refemng to" the subsequent the broader interpretation of the scope
interpretation of the protection offered versions of the innovator's drug. of exclusivity should be applied to all
by exclusivity is that exclusivity covers On the other hand, the two provisions types of exclusivity conferred b y
only specific drug products and that confer exclusivity on changes in sections 505(c)(3)(D) and 505(j)(4)(D) of
therefore protects from generic already approved drugs delay the the act .
competition only the first approved effective date of approval of all ANDA's Therefore, when exclusivity attaches
version of a drug, or change in a drug . or 505(b)(2) applications that have the to an active moiety or to an innovative
Under this interpretation, an innovator's same "conditions of approval" as the change in an already approved drug, the
exclusivity could lose its value as soon innovators drug, without regard to submission or effective date of approval
as FDA approved a second full new drug whether the ANDA "refers to" the of ANDA's and 505(b)(2) applications
application for a version of the drug, innovator's drug product or to another for a drug with that active moiety or
because an ANDA could be approved version of the same product for which a innovative change will be delayed until
by reference to the second approved subsequent new drug application was the innovator's exclusivity has expired,
version of the drug, which would not be approved. whether or not FDA has approved
covered by exclusivity. FDA does not believe that Congress subsequent versions of the drug s

The'broader interpretation of the intended the exclusivity provisions to entitled to exclusivity, and regardless of
coverage of exclusivity is that it covers operate inconsistently, or that Congress the specific Hated drug product to which
the active moieties in new chemical intended the protection offered by the the ANDA or 505[b](2) application
entities or changes in non-new chemical exclusivity for changes in approved refers .
entities rather than covering only drugs to be broader than the protection Proposed new if 314.108 implements
specific drug products . Thus exclusivity offered by exclusivity for new chemical the exclusivity provisions with respect
would protect the new active moiety of entities. FDA therefore proposes to to both ANDA's and 505(b)(2)
a new chemical entity or the innovative adopt a uniform interpretation of the applications .
change in a non-new chemical entity scope of exclusivity . In addition, FDA a . Definitions. To understand how the
from generic competition even after FDA has concluded that adopting the agency intends to administer th e
had approved subsequent full new drug narrower interpretation of the scope of exclusivity provisions of the act, it is
applications for subsequent versions of exclusivity for all types of exclusivity necessary to define a number of terms
the drug. Under this theory, an ANDA or would seriously undermine its value, that are used in those provisions . Some
505(b)(2) application for a drug with the reducing the incentives for research and of those definitions have already been
same active moiety as the innovator's innovation in the pharmaceutical discussed ; others are as follows:
new chemical entity or as the industry. t. New chemtcal entity. "New
innovator's change in a non-new For example, ifFDA adopted the chemical entity" means a drug that
chemical entity could not be approved narrower interpretation that exclusivity contains no active moiety that has been
until the innovator's exclusivity expired, covers only a specific drug product and approved by the Food and Dru g
even if the ANDA or 505(b)(2) does not prevent ANDA s from copying Administration in any other application
application relied on another approved subsequent versions of the innovative submitted under section 505(b) of the
version of the innovator's drug . product, a manufacturer of a new act. Thus, FDA interprets the statutory

The language of the five exclusivity chemical entity (entitled to 5 years of requirement that a drug (new chemical
provisions (similarly worded in both exclusivity), could not make entity) contain "no [previously
sections 505(c)(3)(D) and 50.5(j)(4)(D) of improvements in the drug, e .g ., by approved] active ingredient (including
the act) is mconsistent on this issue, making a new dosage form of the drug, any ester or salt of the active
tending to support the narrower without destroying the value of its ingredient)" to mean that the drug must
interpretation of the coverage of exclusivity. Approval of a new dosage not contain any previously approved
exclusivity for new chemical entities form, and certain other changes in active moiety. FDA bases this
(sections 505(c)(3)(D) (i) and (u) and approved drugs, require the submission interpretation on the statutory language
505(j)(4)(D) (i) and (ii) of the act and for of a new drug application ; once and on the definition of a "new
drugs approved between January 1, 1982, approved, the new dosage form would molecular entity" m'Type 1" drug in
and September 24,1889 (sections become a new drug product that an FDA's IND/NDA classification scheme
505(c)(9)(D)(v) and 505(jJ(4)(D)(v) of the ANDA application could copy, without (which is used to classify new drugs by
act), and the broader interpretation for being subject to the exclusivity covering chemical type and therapeutic
innovative changes in already approved the original drug product significance), which was in effect at the
drugs (sections 505(c)(3)(D) (iii) and (iv] For the same reasons, aninnovator time the 1984 Amendments were under
and 506(j](4)[D) (iti) and (iv) of the act) . whose drug was entitled to exclusivity consideration in Congress . FDA's
Sections 505(c)(3)(D) (I), (ii), and (v) and could not license another company to longstanding interpretation of the term
505(j)(4)[D) (i), (ii), and (v) of the act make a copy of the pioneer drug without "new molecular entity" is that it is a
confer exclusivity by prohibiting losing the value of its exclusivity. Under compound containing an entirely ne w
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product as of the date of approval. The to the drug for which the subsection (b) submitted for any of the drug products
agency encourages meetings between application [entitled to exclusivity] was qualifying for exclusivity under this
FDA and sponsors of clinical submitted may be submitted provision before the approval of the
investigations to facilitate drug (Emphasis added .) The agency qualifying applications .
development and the approval process. intends to interpret this phrase to mean 2. Exclusion of DESI upgrades from
However, the agency does not agree that that any 505(b) 1 2) application submitted exclusivity. Under FDA's DESI review,
it is possible to determine before to FDA before the approval of another if a manufacturer had an effective new
approval which, if any, studies will be new drug application that qualifies for drug application for a drug product
essential based on such discussions . exclusivity under section 505(c)[3)(D)(ii) before 1962, FDA reaffirmed its approva l

Under proposed § 314.50(j), an is not affected by this exclusivity if the manufacturer submitted a
applicant would be required to include provision. The agency believes, supplemental new drug application to
in its application a list of all published however, that an exception to this rule conform the product's indications for
studies or publicly available reports of must be made where the first applicant use to those determined to be effective
clinical investigations known to the to obtain approval and qualify for in the DESI review . This is known as a
applicant through a literature search exclusivity publishes its data and the DESI upgrade .
that are relevant to the conditions for competing applicant amends its The agency believes as a matter of
which the applicant is seeking approval . application to include the first policy and statutory interpretation that a
The list would be accompanied by a applicant's published data . Where that grant of exclusivity is inappropriate for
certification that the applicant has data would be essential to the approval any DESI upgrade . Except for the 2-year
thoroughly searched the scientific of the competing application, the second exclusivity provision (section s
literature and, to the best of the application will be deemed to refer to 505(j)(4)(D)(v) and 505(c)(3)(D)(v) of the
applicant's knowledge, the list is the first application. FDA is proposing to act), Congress carefully limited the
complete and accurate and, in the amend § 314.60 to ensure that the exclusivity provisions of the statute to
applicant's opinion, the listed studies or competing applicant cannot, without a new chemical entities, which by
publicly available reports do not provide right of reference, rely on the first definition were innovative, and to those
a sufficient basis for the approval of its applicant's data and at the same time changes in already marketed drug
application or supplement without avoid the first applicants exclusivity . products, such as a new use, which are
reference to the new clinical Under proposed § 314.60(b), an important innovations. A DESI upgrade
investigation(s) in the application. The amendment submitted by the competing does not constitute a change in a
agency proposes that the applicant applicant to include reports of marketed drug or a major innovation:
explain why the studies and reports are investigations conducted or sponsored rather it permits the continued
msuf8cient, by the exclusivity holder, to which the marketing of an already existing produc t

v. Sections 505(c)(3)(D)(v) and competing applicant had not obtained a for an already existing indication . Thus,
505(j)(9)(D)(v) of the act provide right of reference, and which would be FDA does not believe that DESI
exclusivity for a drug product that does essential to the approval of the upgrades qualify for exclusivity .

not contain a new chemical entity and to competing application, would cause the Changes in DESI drugs that were no t
the subject of a new drug application or application to be deemed withdrawn shown to be effective in the pESI review
supplemental application submitted and resubmitted . Because an application may, however, be entitled to exclusivity .

under section 505(b) of the act and for a drug entitled to 5 years of 3. Challenges to exclusivity
approved between January 1, 1982, and exclusivity cannot be submitted until the determinations. Drug products that
September 7A,1989. The approval of an exclusivity expires, the resubmission qualify for exclusivity under one of the
ANDA or 505(b)(2) application that would not be accepted until the statutory provisions discussed above
refers to the previously approved drug exclusivity had expired (or until the are identified in FDA's list and its
product or which refers to a change expiration of 4 years from the date the monthly supplements, which state the
approved in a supplemental application first application was approved, where expiration date of the period o f
may not be made effective before the competing applicant sought to exclusivity for any listed drug that FDA
September 24,1988. Because this date challenge a patent on the first believes qualifies for exclusivity . The
has passed, the proposed rule contains applicant's drug) . authority to make final exclusivity
no reference to this provision. The exclusivity provisions of sections determinations has been delegated to

Applications described in sections 505(c)(3)(D) (iii) and (3v) of the act delay the Center for Drug Evaluation and
505(b)(2) and 505(c)(3)(D) of the act the effective date of approval of any Research's Office of Drug Standards.
present one issue not encountered with 505(b)(2) application that is for the (See 52 FR 10881 ; April 6,1987 .)

ANDA's . Because applications conditions of use of a previously Interested persons may disagree with
submitted under section 505(b) of the act approved application that contained the agency's findings with respect loa
may be entitled to exclusivity, there is new clinical investigations essential for period of exclusivity accorded or not
an issue as to the treatment of approval . Consequently, if two 505(b)(2) accorded a drug product. An interested

concurrently pending 506(b)(2) applications are under review at the person should first informally contact
applications for the same conditions of same time and one is approved before the agency to determine that the
approval where the first approved the other, the effective date of approval conclusion represented in the list is real

505(b)(2) application for a drug is of the second application to be approved and not an error . Having established
entitled to exclusivity, and the approval will be delayed, regardless of the date of that the entry or lack of entry in the list
of subsequent 505(b)(2) applications for submission, if the first contained new represents an agency finding, th e

that drug may be delayed . FDA clinical investigations essential for interested person who disagrees with
proposes to interpret the exclusivity approval and thereby qualified for the finding should petition the agency
provisions with respect to competing exclusivity. pursuant to 21 CFR 10.25 to include,

WSIbJ(2) applications in the following The issue of competing applications exclude, or revise exclusivity
manner. Section 505(c)(3)(D)(ii), states under section 505(c)(3)(D)(i) of the act is information in the list if thepetitioner
that no application which refers moot . No 505(b)(2) applications were believes the information in the list i s
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