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RULE 26.1 CORPORATE DISCLOSURE STATEMENT

Mylan and Watson respectfully submit the following disclosure required by
Fed. R. App. P. 26.1:

1. Mylan Pharmaceuticals Inc. isawholly owned subsidiary of Mylan
Inc., apublicly held company whose stock istraded on NASDAQ
under the symbol “MYL.”

2. Mylan Pharmaceuticals Inc. is a pharmaceutical company specializing
In the devel opment, manufacture, and marketing of affordable generic
medicines.

3. Watson Laboratories, Inc. isawholly owned subsidiary of Actavis
plc, apublicly held company whose stock is traded on NY SE under
the symbol “ACT.”

4, Watson Laboratories, Inc. is a pharmaceutical company focused on

developing and manufacturing generic drug products.
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JURISDICTIONAL STATEMENT

This action for declaratory and injunctive relief arises under the FDC Act, 21
U.S.C. 88 301-397; and the Administrative Procedure Act, 5 U.S.C. 88§ 551-706.
The District Court had subject matter jurisdiction under 28 U.S.C. 88 1331 and
1361. This Court hasjurisdiction under 28 U.S.C. 88 1291 and 1292, because the
District Court entered afinal judgment, in addition to an interlocutory order
denying a preliminary injunction.

The District Court’s memorandum opinion and order denying Mylan’'s
motion for preliminary injunction was entered on May 29, 2014. Mylan timely
filed its notice of appeal on May 30, 2014. Lupin filed its notice of apped of the
order denying the preliminary injunction on June 3, 2014. The District Court
entered afinal judgment on June 16, 2014. Mylan timely filed its notice of appea
of the final judgment on June 16, 2014. Lupintimely filed a notice of appeal of the
final judgment on July 2, 2014. Watson filed a notice of appeal of both orders on
June 16, 2014. Thus, appeals of both District Court decisions are timely.

REPRODUCTION OF
STATUTORY AND REGULATORY PROVISIONS

The statutory sections at issue in this case are reproduced in an Addendum to

this brief.
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SUMMARY OF THE CASE

The U.S. Food and Drug Administration (“FDA™), inits April 24, 2014
Decision underlying thislitigation (the “FDA Decision”), ignored the plain
statutory language of the Hatch-Waxman Amendments governing the 180-day
marketing exclusivity period for generic drug manufacturers. Congress
specifically provided that a court decision finding a patent invalid triggers the
running of the exclusivity period relating to that patent, which courts have
described asthe “court decison trigger.” The FDA Decision, however,
contravened the clear statutory language and invented an exception to the court
decision trigger by creating ambiguity where none existed, denying multiple
generic drug manufacturers the opportunity to distribute generic versions of one of
the highest-grossing drugs currently available. The District Court upheld the FDA
Decision. FDA —and the District Court — should be reversed.

Specifically, Congress provided that a court decision finding a patent invalid
triggers the running of the generic drug marketing exclusivity period relating to
that patent. The relevant statutory provision of the Hatch-Waxman Amendments'
states that the period of 180-day marketing exclusivity for a generic drug begins

running on:

! The Drug Price Competition and Patent Term Restoration Act, Pub. L. No.
08-417, 98 Stat. 1585 (1984).
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(I1) the date of adecision of acourt in [relevant patent
litigation] holding the patent which is the subject of the
certification to beinvalid or not infringed . . . .

Federal Food, Drug, and Cosmetic Act (“FDC Act”) 8§ 505(j)(5)(B)(iv)(Il), 21
U.S.C. 8 355())(5)(B)(iv)(l11) (2002); Addendum. There are no statutory exceptions
to thisprovision. Yet, the FDA Decision ignored this clear statutory language and
unlawfully invented an exception from the court decision trigger for a* patent
which isthe subject of the certification” if that patent — an original patent —islater
reissued, even when the exclusivity period attributable to the original patent
expired more than five years before issuance of the reissue patent. FDA reached
its decision by altering the clear statutory language defining the date when a
generic drug marketing exclusivity period beginsto run.

When FDA tried in the past to change the legal requirements for generic
drug marketing exclusivity periods, courts, including this Court, reversed FDA .

The Court should do the same in this case.

2 Inwood Labs., Inc. v. Young, 723 F. Supp. 1523, 1526 (D.D.C.), vacated as
moot, 43 F.3d 712 (D.C. Cir. 1989) (court rejected FDA attempt to add
requirement that generic drug company could earn generic drug marketing
exclusivity period only if sued by patent holder); Mova Pharm.Corp. v. Shalala,
955 F. Supp. 128, 130 (D.D.C. 1997), aff'd, 140 F.3d 1060 (D.C. Cir. 1998)
(rgjecting FDA attempt to read “ successful defense” requirement into same
provision); accord Granutec, Inc. v. Shalala, 139 F.3d 889 (4th Cir. 1998).
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This case concerns the right to market generic versions of Celebrex®, adrug
used for treatment of arthritis that has been sold by Pfizer Inc. (“Pfizer”) for more
than 16 years, with total 2013 U.S. sales of more than $2 billion. Complaint at 9,
Watson Intervenor Complaint at 10; JA. 26, 127. The effect of the FDA Decision
was that FDA refused to grant final approva on May 30, 2014 to generic drug
manufacturers other than Defendant-A ppellee Teva Pharmaceuticals, Inc. (“Teva’)
for their generic versions of Celebrex®.

The FDA Decision held that Teva's 180-day marketing exclusivity period
tied to an original patent for Celebrex® did not begin to run in 2008, despite FDA’s
admission that the patent was invalidated by afinal court decision in 2008. Thus,
FDA determined that Teva' s exclusivity period blocked approvals for any other
manufacturers of the generic version of Celebrex®. Asaresult, and because Teva
entered into an agreement with Pfizer that settled their patent litigation and
restricted Teva s ability to begin marketing the drug, consumers remain unable to
obtain lower-priced generic versions of thisimportant drug.

The FDA Decision unlawfully determined that Teva's 180-day marketing
exclusivity period had not expired, even though it started running — and should
have expired —in 2008, because of the final court decision holding the relevant
patent invalid. The District Court refused to reverse the FDA Decision,

erroneoudy construing the clear statutory definition of the court decision trigger,
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despite ruling that “it appears that Congress was referring only to original, and not
al, patents when it drafted the court decision trigger clause.” JA. 272 (emphasis
added). That finding by the District Court is fundamentally inconsistent with its
ultimate holding that afinal court decision invalidating the original patent did not
operate as a court decision trigger.

Thus, on May 30, 2014, only Tevareceived final FDA approval to market
the relevant dosage strengths of its generic version of Celebrex®. Pfizer's patent
litigation settlement with Teva prohibits Teva from launching its generic product
until December 2014, or earlier under certain circumstances. And the FDA
Decision, upheld by the District Court, prevents any other manufacturer from
marketing a generic version of the drug until 180 days after Teva begins
commercial marketing. Consequently, absent action by this Court, no other
generic drug manufacturers — including Plaintiff-Appelant Mylan Pharmaceuticals
Inc. (“Mylan™); Appdlant Watson Laboratories, Inc. (“Watson™), which intervened
asaplaintiff in the District Court; and Appellant Lupin Pharmaceuticals, Inc.
(“Lupin™), which aso intervened as a plaintiff in the District Court — will likely
receive FDA fina approval for the relevant dosage strengths of their generic
versions of Celebrex® until June 2015,

In erroneoudly granting a period of 180-day exclusivity to Teva, FDA, and

then the District Court, also denied Mylan, Watson, and Tevatheir statutory right
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to a shared period of 180-day exclusivity tied to the reissue patent for Celebrex®.
This denial —which presents a separate and distinct issue from whether Teva's
period of exclusivity tied to the original patent expired in 2008 — directly conflicts
with the statutory framework, and is unlawful, arbitrary, and capricious.

Both parts of the FDA Decision should be reversed, as should the Didtrict

Court ruling upholding the FDA Decision.

STATEMENT OF ISSUES

1. Whether the FDA Decision was unlawful, arbitrary, and capricious because
it determined, contrary to the clear statutory language of the Hatch-Waxman
Amendments, that a final court decision invalidating an original patent is not
acourt decision trigger for 180-day generic drug marketing exclusivity if the
invalid patent is later replaced by areissue patent.

2. Whether the FDA Decision to deny eligible generic drug manufacturing
companies a period of shared exclusivity tied to the reissue patent was

arbitrary, capricious, or otherwise not in accordance with law.

STATEMENT OF THE CASE

Mylan brought this action in the United States District Court for the
Northern District of West Virginiaimmediately following issuance of the FDA
Decision, and Watson and Lupin timely intervened. Mylan, joined by Watson,

sought judicid review of the FDA Decision that adopted an unauthorized
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interpretation of the court decision trigger in the FDC Act. Mylan moved
immediately for a preliminary injunction, a motion that Watson and Lupin joined,
to enjoin operation of the FDA Decision pending full judicial review, because
Mylan would be irreparably harmed if the FDA Decision were to remain in effect
beyond May 30, 2014. The Didtrict Court denied the preliminary injunction. The
District Court then converted its ruling on the merits of Mylan’s preliminary
Injunction motion to afinal judgment on June 16, 2014. Both decisions have been

appealed, and the appeals are consolidated in this Court.

STATEMENT OF FACTS

l. STATUTORY BACKGROUND

The FDA Decision interprets provisions of the FDC Act, which, as amended
by the Hatch-Waxman Amendments, govern the approval of generic drugs. See
FDC Act 8 505, 21 U.S.C. 8 355 et seg. Pioneer, or brand, companiesfile a New
Drug Application (“NDA”) for FDA approval to market a new drug product, and
NDASs contain evidence of clinical testing establishing the safety and efficacy of
thedrug. FDC Act § 505(b), 21 U.S.C. § 355(b). Generic drug companies are
permitted to market the generic version of adrug that was the subject of an NDA
approval — after relevant patent protections have expired or have been successfully
challenged — by filing an Abbreviated New Drug Application (“ANDA”) that

establishes bioequiva ence to the NDA drug, which isreferred to as the “ Reference
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Listed Drug.” 21 C.F.R. § 314.3 (2013). The FDC Act provides that, under
certain conditions, an ANDA applicant is entitled to a 180-day period during which
FDA cannot approve ANDAS of subsequent applicants for the same drug. FDC
Act § 505()(5)(B)(iv)(1)-(11), 21 U.S.C. § 355()(5)(B)(iv)(1)-(11) (2002).° Thisis
commonly referred to as “180-day exclusivity.” The statutory preconditions for
180-day exclusivity include the following:

1. The holder of an NDA for abrand drug, like Celebrex®, is
required to submit to FDA for listing in the publication
Approved Drug Products with Therapeutic Equivalence
Evaluations (the “Orange Book”) “the patent number and the
expiration date of any patent” that covers the brand drug or a
method of using that drug. FDC Act § 505(b)(1)(G), 21 U.S.C.
8 355(b)(1)(G) (emphasis added).

2. An ANDA applicant is required to submit one of four types of
certifications (or a statement) to “each patent” listed in the
Orange Book for the brand drug, one of which certifies that the
patent in question is“invalid or will not be infringed” (a
“Paragraph 1V” certification). FDC Act 8§ 505(j)(2)(A)(vii), 21

3 As the parties and the District Court agree, exclusivity periods for celecoxib

(the active ingredient in Celebrex® and the name for the generic version of the
drug) are governed by the version of the FDC Act in effect prior to enactment of
the Medicare Prescription Drug, Improvement, and Modernization Act, Pub. L.
No. 108-173, 117 Stat. 2066 (2003) (“MMA"), because the first ANDA for
celecoxib with a Paragraph 1V certification was submitted to FDA prior to the
December 8, 2003 enactment of the MMA. FDC Act § 505(j)(5)(B)(iv)(D-(11), 21
U.S.C. 8 355())(5)(B)(iv)(1)-(11) (2002). The FDA Decision acknowledgesthis, as
does the District Court decision. See FDA Decision at 3, Slip Op. at 5-6 n.2; J.A.
43, 255-56. The text of Section 505 prior to the MMA isreproduced in the
Addendum. Unless otherwise noted, al FDC Act citations herein are to the pre-
MMA version of the statute.
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U.S.C. 8 355())(2)(A)(vii) (emphasis added). The submission
of aParagraph IV certification is capable of forming, and often
does form, the basis for patent infringement litigation between
the ANDA applicant and the patent holder. See FDC Act

8 505())(2)(B), 21 U.S.C. 8 355())(2)(B).

3. If the ANDA applicant isthe first to submit a Paragraph 1V
certification to the particular patent, it becomes a so-called
“first-filer” for purposes of 180-day exclusivity. FDC Act
8 505(j)(5)(B)(iv)(I)-(11), 21 U.S.C. 8 355())(5)(B)(iv)(D)-(11)
(2002). If multiple applicants submit ANDAS containing
Paragraph IV certifications on the same day, 180-day
exclusivity can be shared.*

The specific statutory provision at issuein this case governs the
commencement of the 180-day period of marketing exclusivity to which an ANDA
applicant is entitled provided that the above conditions are met, i.e., (1) the patent
has been listed in the Orange Book; (2) the ANDA applicant filed a Paragraph 1V
certification to that patent and notified the patent holder and NDA holder of the
certification; and (3) the ANDA applicant was the first to file a Paragraph 1V
certification to that patent. In such circumstances, the statute provides that the

180-day exclusivity period beginsto run (or is“triggered”) on:

4 This“shared exclusivity” policy is articulated in FDA guidance. See FDA,
Guidance for Industry, 180-Day Exclusivity When Multiple ANDASs Are
Submitted on the Same Day, at 4-5 (July 2003), available at
http://www.fda.gov/downl oads/Drugs/ GuidanceComplianceRegul atoryl nformation
/Guidances/ucm072851.pdf.
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(1) the date the Secretary receives notice from the applicant
under the previous application of first commercia marketing of
the drug under the previous application,” or

(1) the date of adecision of acourt in an action described in
clause (iii) holding the patent which is the subject of the
certification to be invalid or not infringed, ®

whichever is earlier.

FDC Act 8§ 505()(5)(B)(iv)(1)-(I1), 21 U.S.C. § 355(j)(5)(B)(iv) (2002);
Addendum. In other words, the 180-day marketing exclusivity period awarded to a
company that was the “first-filer” beginsto run when the first-filer commences
commercial marketing of the drug (the commercial marketing trigger) or when the
patent subject to the certification is held invalid or not infringed (the court decision
trigger), whichever occurs first.

An ANDA applicant that isthefirst to file a Paragraph IV certification to a

patent, thereby creating the basis for a period of 180-day exclusivity tied to that

> The “trigger” in this subparagraph is referred to as the “ commercial

marketing trigger,” which occursif the first-filer (described in the subparagraph as
the “applicant under the previous application”) begins marketing the generic
version of the drug. If commercial marketing begins prior to a*“court decision
trigger,” the 180-day marketing exclusivity period beginsto run on the date that
commercia marketing begins.

® Throughout this brief, quotations from this subparagraph, defining the court

decision trigger, generally replace the phrase “an action described in clause (iii)”
with the phrase “relevant patent litigation.” The “action” described is patent
litigation between an ANDA holder and the patent holder or NDA filer and is
based on the ANDA holder’ s Paragraph 1V certification that the patent isinvalid or
not infringed.

10
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patent, must “clear the patent thicket” entirely in order to take advantage of its
statutory boon. Thus, if afirst-filer to a particular patent wins a court decision
declaring that patent invalid, unenforceable, or not infringed, but failstowin a
comparable decision as to other patents covering the drug, it cannot market the
generic version of the drug during the period of exclusivity tied to the patent that
was declared invalid, because the other patents still apply to block marketing. No
provision of the statute precludes such aresult, and, indeed, it is not unusual for a
marketing exclusivity period to expire before first-filers are able to market the
drug. See, e.g., Hi-Tech Pharmacal Co., Inc. v. FDA, 587 F. Supp. 2d 1, 4 (D.D.C.
2008); Nostrum Pharms., LLC v. FDA, No. 11-3111, 2011 WL 2652147, at *3
(D.N.J. duly 6, 2011) (court upheld FDA’s decision that the exclusivity period for
Nostrum on one patent had expired, but Nostrum had obtained a separate and
distinct exclusivity period for adifferent patent); see also Enoxaparin Sodium
Injection, Approval Letter, ANDA 077857 (July 23, 2010), available at
http://www.accessdata.fda.gov/drugsatfda_docs/appl etter/2010/077857s000ltr.pdf.
With regard to enoxaparin sodium, a court decision triggered the exclusivity period
for enoxaparin sodium injection, but the holder (or holders) of that exclusivity
period was unable to market because it had not yet obtained FDA approval. The
exclusivity expired, and the ANDA of adifferent company, Sandoz Inc., was

approved first.

11
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Therelevant original patent for Celebrex®, U.S. Patent No. 5,760,068 (“the
‘068 patent”), was reissued on March 5, 2013, as U.S. Patent No. RE 44,048 (“the
‘048 patent”). Reissue patents are a subcategory of patents under U.S. patent law.
A reissue patent isissued by the United States Patent and Trademark Office
(“PTQ”) upon submission of a new and amended patent application when the
original patent is“deemed wholly or partly inoperative or invalid, by reason of a
defective specification or drawing, or by reason of the patentee claiming more or
lessthan he had aright to claminthepatent....” 35U.S.C. § 251(a). A patent
holder must surrender the predecessor patent as a condition of obtaining areissue
patent. Id.; 37 C.F.R. 8 1.178(a). Once areissue patent isissued for adrug that is
the subject of an NDA, the NDA holder must list the patent in the Orange Book, as
FDA concedes (FDA Decision at 4-5; J.A. 44-45, discussed further below). Also,
once the reissue patent is published in the Orange Book, all ANDA applicants must
file a certification to that patent (or a statement) under the Hatch-Waxman
Amendments, just as they must for any other patent.

M. FACTUAL BACKGROUND

The FDA Decision addressed the statutory provisions governing both the
creation of 180-day exclusivity, and the triggering and expiration of such

exclusivity under the following factual circumstances:

12
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1. Tevacertified in its ANDA for celecoxib that a patent covering that
drug, the ‘068 patent,” wasinvalid or not infringed, pursuant to the
FDC Act, and Tevawasthefirst filer to certify to that patent
(Complaint at 10, FDA Decision at 1; JA. 27, 41);

2. Tevawas challenged in litigation by the patent-holder (G.D. Searle,
which was acquired by Pfizer), and the U.S. Court of Appealsfor the
Federal Circuit held that the * 068 patent was invalid, with a mandate
that issued on May 13, 2008 (Complaint at 10-11, FDA Decision at 1;
JA. 27-28, 41);

3. Tevawas not able to market its product following the court mandate
on the * 068 patent because the Federal Circuit held that two other
patents listed in the Orange Book for Celebrex®, U.S. Patent Nos.
5,466,823 (“the ‘823 patent”) and 5,563,165 (“the * 165 patent”), were
valid and infringed by Teva; thus, Tevafailed to “clear the patent
thicket” (id.);

4, On September 5, 2008, four months after the Federal Circuit’'s
mandate invalidating the ‘ 068 patent, Pfizer submitted the ‘068 patent
to the PTO for reissue proceedings (Watson Intervenor Complaint at
3; JA. 120)

5. Nearly five years after the Federal Circuit’s mandate on the
‘068 patent, on March 5, 2013, the PTO issued a reissue patent,the
‘048 patent, replacing the ‘068 patent (Complaint at 12, FDA
Decision at 1; JA. 29, 41); and

6.  Tevaand severa other companies, including Mylan and Watson, first-
filed Paragraph IV certifications to the ‘048 reissue patent, and were
challenged in litigation by the patent holder in the U.S. District Court
for the Eastern Didtrict of Virginia (Complaint at 12-14, FDA

! A copy of the patent is available here: http://patft.uspto.gov/netacgi/nph-

Parser?Sect1=PTO01& Sect2=HITOFF& d=PAL L & p=1& u=%2Fnetahtml %2FPTO
%2Fsrchnum.htmé& r=1& f=G&[=50& s1=5,760,068.PN.& OS=PN/5,760,068& RS=
PN/5,760,068.

13
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Decision at 1, Watson Intervenor Complaint at 3; J.A. 29-30, 41, 120);
that litigation resulted in the District Court invalidating the patent, but
that decision was appeal ed, is therefore not final, and does not qualify
as acourt decision trigger (Complaint at 13, FDA Decison at 1; JA.
30, 41).

The FDA Decision interpreted the FDC Act as follows:

e “[S]ection 505 of the FD& C Act [providing that the exclusivity
period isto run as of ‘the date of adecision of acourt . . .
holding the patent which is the subject of the certification to be
invalid or not infringed’] is silent asto the effect of reissued
patents on 180-day exclusivity.” FDA Decision at 9; JA. 49.

e “We conclude that the ‘ court-decision-trigger’ provision of
section 505(j)(5)(B)(iv) is ambiguous regarding a scenario in
which an ANDA applicant makes a paragraph 1V certification
to an original patent, a court finds the patent invalid, and the
[PTO] reissues the patent before any other [ANDA] applicant
[has obtained final FDA approval]. Inthese circumstances, the
statute is ambiguous regarding whether such a court decision
should be considered to hold ‘the patent which is the subject of
the certification to be invalid or not infringed.”” FDA Decision
at 10; J.A. 50 (citing FDC Act 8§ 505(j)(5)(B)(iv), 21 U.S.C.

8 355())(5)(B)(iv) (2002)).

e Under Section 505, FDA will treat “an origina and reissued
patent asa single ‘bundle’ of rights for purposes of 180-day
exclusivity.” FDA Decisionat 9; JA. 49.

e Inlight of the statute’s purported ambiguity, “we believe that
when a paragraph |V certification has been made to an original
patent, subsequent paragraph |V certifications to areissued
patent that references the original patent should not be the basis
for [a] separate period []of 180-day exclusivity.” Id.

Based on these statutory interpretations, FDA granted Teva 180-day exclusivity to
market generic celecoxib stemming from Teva's having filed the first Paragraph 1V

certification to the ‘068 patent. 1d. (“eligibility for 180-day exclusivity would

14
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remain intact for the first applicant on the original patent.”). FDA acknowledges,
however, that the May 13, 2008 Federal Circuit mandate would have caused

Teva s exclusivity to expire in November 2008 were it not for the issuance of the
‘048 reissue patent nearly fiveyearslater. See FDA Decision at 1 n.1, Prelim. Inj.
Hearing Transcript at 60; JA. 41, 200. Nevertheless, FDA denied final approval to
all ANDA applicants other than Teva. FDA aso denied Mylan and Watson, as
first-filersto the * 048 reissue patent, a period of 180-day exclusivity tied to the
‘048 patent, which the two companies would have shared with Teva, because Teva
aso qualified as afirst-filer to the ‘068 patent. Complaint at 11; J.A. 28.

On May 30, 2014, consistent with the FDA Decision, FDA issued a final
approval to Tevafor the relevant strengths of celecoxib, but informed Mylan and
Watson that their final approvals were being withheld because of the exclusivity
period, which was granted to Teva. See Mylan Mot. Expedited Briefing, Ex. 3
(D.I. 19). Theimmediate practical effect of the FDA Decision isto prevent these
other ANDA applicants from entering the market for six months, if not more. In
al likelihood, because of a settlement agreement between the brand drug

manufacturer and Teva, the FDA Decision will delay Mylan and Watson, and

15
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perhaps others, including Lupin, from receiving FDA final approvals to market

generic celecoxib for nearly ayear.®

SUMMARY OF ARGUMENT

This appeal presents two separate and distinct questions. Thefirstis
whether the Teva exclusivity period tied to the ‘068 patent expired in 2008. It did.
Oncethisfirst question is answered in the affirmative, the second question is
whether the first-filers to the * 048 patent (which include Teva) are entitled to a
shared period of exclusivity tied to the ‘048 patent. They are.

The FDA Decision, upheld by the District Court, unlawfully disregarded
clear statutory language in determining that Teva's exclusivity period with respect
to the * 068 patent did not expire 180 days after the court decision trigger occurred
in May 2008. Both FDA and the District Court found the statutory language
defining the court decision trigger to be ambiguous. However, thereis nothing
ambiguous about the statute. When the Federal Circuit issued its May 2008
mandate holding the ‘068 patent invalid, the clear statutory language directed that

Teva s exclusivity period tied to the ‘068 patent began to run and expired 180 days

8 If this Court determines that Teva' s period of exclusivity tied to the ‘068

patent has in fact expired, and also decides that Mylan, Watson, and Teva share a
period of exclusivity tied to the ‘048 patent, Lupin would be delayed from entering
the market for an additional 180 days.

16
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later, which was nearly six years ago. “Where the ‘intent of Congressisclear ...
the court, as well as the agency, must give effect to the unambiguously expressed
intent of Congress.”” Chevron U.SA,, Inc. v. Nat. Res. Def. Council, 467 U.S. 837,
842-43 (1984). The District Court even recognized that the court decision trigger
refersto a court decision affecting the original patent — not the reissue patent — yet
inexplicably disregarded this clear statutory language and its own anaysis of this
point. The Digrict Court stated that, whatever the rule for other patents, using
traditional tools of statutory interpretation, “it appears that Congress was referring
only to original, and not all, patents when it drafted the court decision trigger
clause.” JA. 272. Under Chevron Step One, this Court need look no further than
the plain statutory language.

Even if this Court determines that the statutory language is unclear, which it
isnot, and the Court thus engages in review of the FDA Decision under what
courts have referred to as Chevron “ Step Two,” FDA'’ sreading of the statutory
language must be rejected because it produces the absurd result that competing
drug manufacturers can never know whether the exclusivity period has expired,
given that areissue patent could conceivably be granted at any time. Chevron, 467
U.S. 842-43. Similarly, FDA’s “bundle of rights’ approach produces the absurd
and logically inconsistent result that a 180-day exclusivity period is transferred

from an original to areissue patent, while the triggering and expiration of that

17
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same period do not carry forward. The FDA Decision isthus based on an
unreasonabl e interpretation of the statutory language and must be rejected for that
reason, as well.

The second question presented by this case is whether the first-filersto the
048 patent — believed to include Mylan, Watson, and Teva— are entitled to a
shared exclusivity period tied to that patent, because Teva' s original exclusivity
period tied to the ‘068 patent has expired and the * 048 patent is a new and distinct
patent. Such an exclusivity period should be awarded to Mylan, Watson, and Teva
because the statutory framework compels that result. Moreover, maintaining a
separate exclusivity period for the first-filers to the reissue patent is the only
reading of the statute consi stent with the purposes of the Hatch-Waxman

Amendments.®

ARGUMENT

l. STANDARD OF REVIEW

Because the issues on appeal are limited to the legal conclusionsin the
District Court order denying the preliminary injunction and the Final Judgment, the

standard of review hereisde novo. See Sonev. Instrumentation Lab.Co., 591

° Appdllant Lupinisfiling a separate brief arguing that first-filers to the ‘048

patent are not entitled to shared 180-day exclusivity.

18
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F.3d 239, 242-43 (4th Cir. 2009) (“aquestion of statutory interpretation . . .isa
guestion of law that we review de novo”); W.V. Ass n. of Club Owners & Fraternal
Servs,, Inc. v. Musgrave, 553 F.3d 292, 298 (4th Cir. 2009) (legal conclusionsin
preliminary injunction decision are reviewed de novo).

[I.  FDA’sSDECISION TO AWARD TEVA A REVIVED PERIOD OF 180-DAY

ExcLusiVITY CONTRAVENESTHE CLEAR STATUTORY LANGUAGE, AND IS
UNREASONABLE, ARBITRARY, AND CAPRICIOUS.

A. The Statute Unambiguously Forecloses FDA’s I nterpretation of
the® Court Decison Trigger.”

The statutory provision at issue mandates that a 180-day exclusivity period
Istriggered by a*“decision of acourt . . . holding the patent which is the subject of
the certification to be invalid or not infringed.” FDC Act 8§ 505(j)(5)(B)(iv)(Il), 21
U.S.C. 8 355(j)(5)(B)(iv)(Il) (2002).

Agency actions are reviewed under the Administrative Procedure Act
(“APA”). See Am. Bioscience, Inc. v. Thompson, 269 F.3d 1077, 1083-84 (D.C.
Cir. 2001). Under the APA, acourt is directed to “hold unlawful and set aside
agency action” that it finds to be (1) in excess of statutory jurisdiction or (2)
arbitrary and capricious. 5 U.S.C. § 706(2)(A), (C). In determining whether an
agency’ sinterpretation isin excess of statutory jurisdiction, the Court must employ
the two-step anaysis of Chevron. At Chevron Step One, the Court must ook to
the plain language of the relevant statute and exhaust “the *traditional tools of

statutory construction’” to ascertain Congressional intent. Chamber of Commerce
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of U.S v. N.L.R.B., 721 F.3d 152 (4th Cir. 2013) (quoting Chevron, 467 U.S. at
842 n.9). Thus, the Court must give effect to each word and clause of the statutory
provision, in context, to determine whether the statute unambiguoudy forecloses
FDA’sinterpretation. See Shipbuilders Council of Am. v. U.S Coast Guard, 578
F.3d 234, 244-45 (4th Cir. 2009) (“we have a duty, where possible, to give effect
to all operative portions of the enacted language, including its every clause and
word” (internal quotations omitted)); Chamber of Commerce, 721 F.3d at 162 (“in
addition to the language of the [statutory provision] itself, we must look to the
specific context in which that language is used, and the broader context of the
statute asawhole” (internal quotations omitted)).

Within the statutory context — and giving effect to each word as written — the
plain meaning of the court decision trigger admits no ambiguity. The statute
expressly forecloses FDA'’s position. “If the intent of Congressis clear, that isthe
end of the matter; for the court, as well asthe agency, must give effect to the

unambiguously expressed intent of Congress.” Chevron, 467 U.S. at 842-43.%°

0 FDA’sanaysisof the court decision trigger language is found at pages 9-11

of the FDA Decision. JA. 49-51.

20



Appeal: 14-1522  Doc: 36-1 Filed: 07/03/2014  Pg: 30 of 56 Total Pages:(30 of 73)

1. The Plain Meaning and Statutory Context Dictate that the
Court Decision Trigger Must Apply to the Federal Circuit’'s
2008 M andate.

As detailed in the Statutory Background section, the court decision trigger is
thefinal step in a series of linked statutory provisions that create and define 180-
day exclusivity periods. Each of these statutory provisionsistied to a certification
that is, in turn, tied to apatent. Thereis no dispute that the ‘068 patent was listed
by the NDA holder, and that it was the “subject of the certification” Teva
submitted in 2003 aong with its ANDA for celecoxib. Submission of that
certification established Teva as afirst-filer with respect to the ‘068 patent.
Further, FDA does not dispute that the May 13, 2008 Federal Circuit mandate was
afinal “decision of acourt” holding the ‘068 patent invalid. FDA Decision at 1;
JA. 41. Thus, had this Court inquired of FDA (or Teva) on May 14, 2008, asto
whether Teva' s 180-day exclusivity tied to the ‘068 patent had been triggered and
was then running, the answer would have been an unequivocal “yes.” Seeid. But
FDA clams that the statutory language somehow permits FDA to create a
retroactive exception from the court decision trigger for court decisions on patents
that are, years later, the subject of areissue.

The starting point of any statutory analysisis the plain meaning of the
provision itself. See United Satesv. Lehman, 225 F.3d at 426, 428 (4th Cir. 2000)

(* A fundamental canon of statutory construction reguires that ‘ unless otherwise

21



Appeal: 14-1522  Doc: 36-1 Filed: 07/03/2014  Pg: 31 of 56 Total Pages:(31 of 73)

defined, words will be interpreted as taking their ordinary, contemporary, common
meaning.’” (citing Perrin v. United Sates, 444 U.S. 37, 42 (1979)). Asthe District
Court acknowledged, “the ordinary understanding of the words‘a and ‘the’ isthat
they refer to singular items.” J.A. 271-72. “At Chevron Step One, the Court ‘ must
assume that the legidative purpose is expressed by the ordinary meaning of the
wordsused.”” 1d. (quoting Apotex Inc. v. FDA, 414 F. Supp. 61, 70 (D.D.C. 2006)
(per curiam)). The District Court recognized that “it appears that Congress was
referring only to original, and not al, patents when it drafted the court decision
trigger clause,” because the court decision trigger language refers to “a decision of
acourt [on] . . . the patent which is the subject of the certification.” JA. 272.
Thus, even the District Court’ s decision acknowledges that aliteral reading of the
statutory language dictates that “the patent” refers only to the ‘068 patent, rather
than to any combination of the ‘068 and ‘ 048 patents. It further followsthat “a
decision of a court” necessarily means a single court decision on the original
patent, not multiple court decisions invalidating both an original patent and a
reissue patent. Under the plain meaning of Section 505(j)(5)(B)(iv), when afinal
invalidity decision asto the ‘068 patent was rendered in 2008, Teva' s exclusivity
period began to run.

There is no statutory authority for FDA to resurrect aterminated exclusivity

period. Indeed, neither FDA nor the District Court identified any statutory
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provision that even arguably authorizes FDA to rewrite the statutory definition of a
court decision trigger.

The meaning FDA seeksto attribute to the court decision trigger can only be
achieved by inserting plural elementsthat are not in the statute. FDA asserts that
“the patent” can be interpreted to refer to a“bundle of rights” composed of both
the original and reissue patent. FDA Decision a 5; J.A. 45. By first-filing
certifications to an original patent and timely filing a certification to areissue
patent, FDA contends, a generic drug manufacturer obtains a period of 180-day
exclusivity tied to “the patent.” FDA Decision a 9; JA. 49. For that to be the
case, however, the statutory phrase “the patent which is the subject of the
certification” would have to be revised (essentially, rewritten) to allow for multiple
final decisions of multiple courts invalidating both the original patent and the
reissue patent. And the use by Congress of the singular term “patent” would have
to be disregarded.™ FDA has no authority to rewrite the unambiguous words of

the statute.

1 Becausethe FDC Act defines “patent” as “a patent issued by the [PTO]” —
which would include both original and reissue patents — original and reissue
patents are separate patents for the purposes of the FDC Act. FDC Act 8§ 505(m),
21 U.S.C. 8§ 355(m) (2002).
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Thisisnot the first time FDA has given an erroneous interpretation to the
plain language “a decision of acourt.” In Torpharm, Inc. v. Shalala, the court
rejected FDA'’ s argument that the there is any ambiguity in the provision, holding
that “[t]he natural meaning of the statute’ s reference to ‘the court’ is ‘the court that
decides that the patent isinvalid or not infringed.”” No. 97-1925, 997 WL
33472411, at *3 (D.D.C. Sept. 15, 1997). In Mylan Pharms,, Inc. v. Shalala, the
court held “that the FDA exceeded its authority in promulgating a regulation which
IS contrary to the plain meaning of the statut[ory] . . . phrase ‘a decision of a court’
...." 81F. Supp. 2d 30, 47 (D.D.C. 2000). In both Torpharmand Mylan, the
District Court for the District of Columbia concluded that the natural meaning of
the phrase “adecision of acourt” refersto either adistrict or appellate court
decision, regardless of whether the court’ s decision was subject to being appeal ed.
See Mylan, 81 F. Supp. 2d at 47; Torpharm, 1997 WL 33472411, at *3. Similarly
here, the natural meaning of “a decision of acourt . . . holding the patent which is
the subject of the certification to beinvalid or not infringed” dictates that the
provision must apply to “the patent which is the subject of the certification,”
regardless of whether that patent is later reissued.

Furthermore, FDA' s creation of an exception from the court decision trigger
for patentsthat are later the subject of areissue isinconsistent with the rest of the

statutory framework governing 180-day exclusivity, and produces absurd results.
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The court decision trigger is meaningless without reference to the other statutory
provisions governing the listing of patentsin the Orange Book and ANDA
applicant certifications to such patents. See FDC Act 8 505(b)(1)(G),
())(A)(vii)(1V), 21 U.S.C. § 355 (b)(1)(G), ()(Q)(A)(vii)(VI]). Together, these
provisions create and define 180-day exclusivity. And each of these provisions has
long been interpreted by FDA to apply to original patents and, separately, to
reissue patents. Namely, an NDA holder must submit to FDA for listing in the
Orange Book any origina patent, and separately, any reissue patent, that coversits
drug. See FDA Decision at 4; JA. 44 (“the NDA applicant or holder is expected to
submit the reissued patent for listing in the Orange Book . . . ”). An ANDA
applicant must then certify to each original patent and, separately, to each reissue
patent. See FDA Decision at 5; J.A. 45 (“FDA believesit is appropriate to require
ANDA applicants to amend their ANDAS to certify to atimely filed reissued
patent . ..”). FDA'’s present assertion that the triggering provision, alone, applies
to original and reissue patents as a“bundl€’ is the interpretive equivalent of
deciding that “sugar,” if it appears three timesin arecipe as an ingredient, means
“sugar” in two places, and “honey” in athird. Equally absurd is FDA’s
contradictory interpretations of the same word (“patent”) in the Hatch-Waxman
Amendments. FDA twice (with regard to listing and certifying) interpretsit to

mean that original and reissue patents are separate and distinct, and once (with
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regard to the court decision trigger) to mean that an original and reissue patents are
a“bundle of rights.”

FDA'’s attempt to define “ patent” differently in the context of the court
decision trigger from how it defines that term elsewhere is at odds with the
fundamental canon of statutory interpretation that “[a] term appearing in several
placesin a statutory text is generally read the same way each time it appears.”
Ratzaf v. United States, 510 U.S. 135, 143 (1994); seealso Nat’'| Credit Union
Admin. v. First Nat’| Bank & Trust Co., 522 U.S. 479, 501 (1998) (“similar
language contained within the same section of a statute must be accorded
consistent meaning”); Tolbert v. Sevenson, 635 F.3d 646 (4th Cir. 2011) (holding
that repeated use of the term “action” within a single statutory section to
encompass an entire case or suit confirmed that another use of “action” within that
section had the same meaning). FDA'’s position that a “patent” constitutes a
“bundle of rights” in only one instance of severa within a single statutory section
cannot withstand scrutiny.

FDA'’s interpretation also produces absurd results. Under the plain language
of the court decision trigger, and applying common sense, when afirst filer obtains
afinal court decision and thereby triggersthe start of its 180-day exclusivity tied to
the original patent, al of the competitors who were not first-filers would

understand that the period of exclusivity will expire 180 days later, and act
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accordingly. But, under FDA'’ s tortured revision of the statute, the later filers
cannot be at all certain that the exclusivity period expires as otherwise expected —
nor commence the expensive and time-consuming preparations to market their
products once the FDC Act permits generic competition — because at some point in
the future a reissue patent may be issued that resuscitates the “zombie” exclusivity
period. A statutory interpretation that produces absurd results cannot be condoned
by this Court under any circumstances, and even more so when the plain language
of the statute provides an approach that isrational. See Green v. Bock Laundry
Mach. Co., 490 U.S. 504, 527 (1989) (Scdlia, J., concurring) (reasoning that the
Court must avoid interpreting a statute to produce an absurd result where an
alternative meaning is possible). The FDA Decision is contrary to the plain
language of the statute and should be reversed.

2. TheDistrict Court’sDecision on the Merits Was Based on
an Erroneous Reading of the Statute.

The District Court failed to conduct the requisite analysis under Chevron
Step One and exhaust traditional tools of statutory construction in determining
whether Congress spoke clearly as to the precise question at issue here — namely,
whether the Federal Circuit’s 2008 mandate invalidating the ‘068 patent was a
court decision trigger.

In determining that the statutory court decision trigger was ambiguous, the

District Court’s analysis erroneously conflated the questions of: (1) whether a
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period of exclusivity tied to an original patent was triggered by “a decision of a
court” on that patent, and thus expired 180 days later; and (2) whether reissue
patents could give rise to a separate period of 180-day exclusivity. Echoing that
error in the analysis, the District Court concluded that “ambiguity exists here with
respect to the court decision trigger clause's treatment of exclusivity periods for
reissued patents.” J.A. 270. However, the issue with respect to the court decision
trigger in this case is not its treatment of any exclusivity period tied to the ‘048
reissue patent, but its treatment of the exclusivity period tied to the origina ‘068
patent, which was only much later the subject of areissue.

Further, in reaching its conclusion, the District Court noted that “the * court-
decision trigger language [] does not necessarily define what causes the exclusivity
entitltement to arise.”” 1d. (citing Apotex Inc. v. FDA, 414 F. Supp. 2d at 71 (per
curiam)). However, the occasional lack of clarity about whether certain conditions
giveriseto an “exclusivity entittement” isimmaterid to the plain statutory
language defining the court decision trigger. Finally, as noted above, the District
Court failed to act in accordance with its proper conclusion that the ordinary
meaning of singular words used in the court decision trigger provision dictates that
it was intended to apply to an original patent, likely because the District Court
mistakenly focused on the entirely separate question of whether a separate period

of 180-day exclusivity tied to areissue patent exists. Id. at 21-22.
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Notably, in similar instances in which FDA attempted to revise the text of
the statutory 180-day exclusivity framework, reviewing courts reversed FDA at
Chevron Step One, rather than deferring to agency language at odds with the
statute, as the District Court did here. In Granutec, Inc. v. Shalala, for example,
this Court determined that the same statutory provision at issue here
unambiguously precluded FDA'’s regulation interpreting the statute to require that
“the applicant submitting the first application has successfully defended against a
suit for patent infringement.” 139 F.3d 889, at * 3 (4th Cir. 1998) (unpublished
decision) (quoting 21 C.F.R. § 314.107(c)(1) (1997)). Employing traditional tools
of statutory construction, the Granutec court reasoned that FDA’ s so-called
“successful defense” interpretation “adds a requirement not contemplated in the
statute, and . . . renders superfluous 21 U.S.C.A. § 355(j)(4)(B)(iv)(l), which
allowsthe 180-day period to begin at the time FDA receives notice of marketing of
the drug, regardless of the outcome of any infringement suit.” Id. at *7. Inthe
present case, FDA has added an exception not contemplated in the statute, and
thereby rendered the court decision trigger at 21 U.S.C. 8 355())(5)(B)(iv)(I1)
(2002) entirely meaningless where there remains any possibility that the patent to
which it applies could one day be reissued.

In Inwood Labs., Inc. v. Young, the U.S. District Court for the District of

Columbia similarly determined that the statute was unambiguous on its face, and
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FDA could not insert a provision — that did not exist — requiring patent litigation.
723 F. Supp. 1523, 1526 (D.D.C. 1989). The Inwood court reasoned that “[t]he
two alternatives [for triggering 180-day exclusivity] are clear, and they establish a
complete and workable statutory scheme. ...” Id. Similarly, here, FDA’s
Insertion of an extra-statutory exception undermines the proper functioning of the
statutory scheme Congress devised.

Furthermore, if the District Court in this case were correct that the relevant
statutory language (“the patent which is the subject of the certification”) is
ambiguous simply because it does not explicitly address every fact pattern covered
by itslanguage, virtually any language in any federal statute would be similarly
ambiguous. Thereis no dispute that the ‘068 patent was the subject of the
certification that Tevafiled with FDA in November 2003. Nor isthere any dispute
that the May 2008 mandate of the Federal Circuit was afinal court decision
invalidating that patent — FDA admitted as much, twice, in the FDA Decision. See
FDA Decisonat 1, 1 n.1; JA. 41.

To render the statute ambiguous, FDA must torture the language to mean
that a“ patent which is the subject of the certification” cannot include an original
patent if that patent is later surrendered and replaced by a reissue patent, although
the District Court also said that the interpretation advanced by Mylan is reasonable.

JA. 271. The District Court decided that this supposed ambiguity means that this
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and other language about a “patent” that |eads to a marketing exclusivity period
cannot include areissue patent. But that conclusion — even if it is accurate (and it
Is not, see Section |11, infra) — does not compel, or even support, a finding that the
court decision trigger does not include a court decision invalidating an original
patent. The language, of course, does not exclude any particular type of patent
from the definition of “the patent” invalidated, just as it does not exclude any kind
of “final court decision” invalidating a patent.*? The attempt to manufacture
ambiguity about what “the patent” meansisjust as serioudy flawed as FDA’s
previous attempts to reword the statutory provisions governing 180-day
exclusivity, and closely resemblesits attempt to exclude from the phrase “court
decision” adecision dismissing an action for declaratory judgment.”® Just asthe
courts rgjected FDA'’ s attempt to redefine “ court decision” in that case, Teva
Pharms., USA, Inc. v. FDA, 182 F.3d 1003 (D.C. Cir. 1999), this Court should
dismiss FDA'’s attempt to redefine “the patent which is the subject of the
certification” as not including the ‘068 patent. Accordingly, the FDA Decision and

the District Court’ s decision should be reversed.

2 Infact, FDA treats other classes of patents, such as continuation and

divisonal patents, as falling under the “patent” definition.

3 Asnoted above, “patent” is defined by the FDC Act to mean any patent
issued by the PTO.
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B. Evenif the Statute Were Ambiguous, FDA'’s I nter pretation of the
Court Decision Trigger s Not Reasonable.

Even if this Court does not find that the statutory court decision trigger
compels reversal under Chevron Step One, the Court should set aside the FDA
Decision under Chevron Step Two because it is not “based on a permissible
construction of the statute,” i.e., it isarbitrary and capricious. Chevron, 467 U.S.
at 843-44. Agency action isarbitrary and capricious when it “entirdy fail[s] to
consider an important aspect of the problem, offer[s] an explanation for its decision
that runs counter to the evidence before the agency, or is so implausible that it
could not be ascribed to adifferencein view or the product of agency expertise.”
Motor Vehicle Mfrs. Ass n of the United States v. Sate Farm Mut. Auto. Ins. Co.,
463 U.S. 29, 43 (1983).

The FDA Decision constitutes an unexplained departure from FDA’ s long-
standing and judicially recognized ministerial role with respect to patents by
simultaneously interpreting patent law (which FDA is not charged with
administering) and demonstrating that FDA lacks expertise to do so. FDA'’s
“bundle of rights’ approach to original and reissue patents is entirely unfounded in
patent law, or in any prior FDA decision or action. Furthermore, FDA’s “bundle
of rights’ interpretation produces an absurd Situation wherein the statutory
exclusivity period tied to an original patent is carried forward by virtue of areissue

patent, but the statutory triggering and expiration of that exclusivity is not carried
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forward. Finally, FDA’s approach is unreasonable from a policy perspective,
because it sows confusion and is demonstrably not, as FDA claims, avehicle for
consistency and predictability.

FDA has long asserted that its role regarding patents under the Hatch-
Waxman Amendmentsis purely ministerial. See aaiPharma Inc. v. Thompson,
296 F.3d 227, 241 (4th Cir. 2002); Teva Pharms. USA, Inc. v. Sebelius, 595 F.3d
1303 (D.C. Cir. 2010); Ranbaxy Labs. Ltd. v. Leavitt, 469 F.3d 120, 125 (D.C. Cir.
2006), abrogated by Teva Pharms. USA, 595 F.3d 1303; Am. Bioscience, Inc., 269
F.3d at 1084; Mylan Pharms., Inc. v. Thompson, 139 F. Supp. 2d 1, 10-11 (D.D.C.
2001), rev'd on other grounds, 268 F.3d 1323 (Fed. Cir. 2001). FDA hasno
expertise in patent law, and its considerations of patent law are not entitled to any
judicial deference. See Bd. of Governors of Univ. of N. Carolinav. U.S Dep't of
Labor, 917 F.2d 812, 816 (4th Cir. 1990) (“In those instances where an agency has
ruled on a question of law outside of its area of expertise, we no longer defer to the
rulings of the agency, but instead conduct the more searching inquiry of de novo
review.”); Shanty Town Assocs. Ltd. P'snipv. E.P.A., 843 F.2d 782, 791 n.12 (4th
Cir. 1988). Yet, the FDA Decision, which promulgated a “bundle of rights’
approach to original and reissue patents, required FDA to delve into the relative
complexities of the patent statute and regulations governing those types of patents.

See FDA Decision at 3-4; J.A. 43-44.
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FDA'’sforay into patent law demonstrates that FDA should be required to
continue to follow aministerial approach. The only case FDA cited in the FDA
Decision and before the District Court to justify its “bundle of rights’ theory,
Vaupel Textilmaschinen KG v. Meccanica Euro Italia SP.A., 944 F.2d 870, 875
(Fed. Cir. 1991), isinapposite, and FDA'’ sreliance on Vaupel evinces a
fundamental misunderstanding of the “bundle of rights” concept under patent law.
Vaupel, like other cases discussing a bundle of patent rights, relates specifically to
the “bundle of rights’ associated with a single patent, which can be divided and
assigned to licensees. In other words, rather than bundling two patents together to
create the “bundle of rights” invented by FDA, patent cases discussing the “bundle
of rights’ recognize that a single patent can bestow this bundle, even if the patent
Isareissue patent. See Zoltek Corp. v. United Sates, 58 Fed. Cl. 688, 698 (Fed.
Cl. 2003) (applying the “bundle of rights’ approach to a reissue patent, without
reference to the original patent); see also MobileMedia Ideas, LLC v. Apple, Inc.,
885 F. Supp. 2d 700, 707 (D. Ddl. 2012) (in a case involving sixteen patents,
including at least one reissue patent, the court reasoned with respect to those
patents that “[a] patent is abundle of rights which may be divided and assigned or
retained in whole or in part” (internal quotations omitted)). By thelogic of these

“bundle of rights’ patent cases, the ‘048 reissue patent would be a completely



Appeal: 14-1522  Doc: 36-1 Filed: 07/03/2014  Pg: 44 of 56 Total Pages:(44 of 73)

separate “bundle of rights’ disconnected from the “bundle of rights’ that
comprised the original ‘068 patent before its surrender.

Moreover, over ahundred and fifty years of patent case law dictates that a
reissue patent is separate and distinct from the original patent, not a “bundle of
rights’ with the original. See, e.g., Peck v. Collins, 103 U.S. 660, 664 (1880) (“[1]f
areissueisgranted, the patentee has no rights except such as grow out of the
reissued patent. He has none under the original. That is extinguished.”); Russell v.
Dodge, 93 U.S. 460, 463 (1876) (characterizing areissue patent as a“new patent”);
Moffitt v. Garr, 66 U.S. 273, 279 (1861) (“[T]he act of surrender extinguishes the
right of the action so far as the old patent isconcerned . . . . The only right saved is
under areissue, and in virtue of the new patent . . . [B]ut the only rights which
survive the surrender [of the original patent], survive alone by virtue of the new
patent.”); O’ Reilly v. Morse, 56 U.S. 62, 112 (1853) (describing reissue as “[t]he
right to surrender the old patent, and receive another in its place”); Grant v.
Raymond, 31 U.S. 218, 224 (1832) (referring to a reissue patent as a“ new

patent”).l4

' Seealso Senju Pharm. Co., Ltd. v. Apotex Inc., 746 F.3d 1344 (Fed. Cir.
2014) (reaffirming Aspex Eyewear, Inc. v. Marchon Eyewear, Inc., 672 F.3d 1335
(Fed. Cir. 2012)); Aspex Eyewear, Inc., 672 F.3d at 1341-42 (describing reissue as
“the issuance of anew patent.”); Seattle Box Co., Inc. v. Indus. Crating & Packing,
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Nor can FDA'’s “bundle of rights’ approach with regard to the court decision
trigger be traced to the precedents FDA citesin the FDA Decision: the FDA letters
on Mircette, Ultracet and Adderall. See FDA Decision at 7-8; JA. 47-48. None of
these prior letter decisions were put before a court to test whether it was consistent
with the statute. Further, none of FDA'’s cited examples involved an exclusivity
period tied to an original patent that would have expired — based on operation of
the court decision trigger — years before the reissue patent issued. FDA
acknowledges as much in the FDA Decision, noting that in the three examplesiit
cites exclusivity was deemed to be triggered by either a court decision on the
reissue patent, or by commercial marketing. FDA Decision at 9; JA. 49.
Application of the court decision trigger to an original patent was not at issue in
those instances.

Furthermore, in the case of fluoxetine, adrug that FDA does not citein the

FDA Decision but that Mylan raised before the District Court , there was a final

Inc., 731 F.2d 818, 829 (Fed. Cir. 1984) (“When a reissue patent issues, a new
patent with presumably valid claims exists.”); Freeman v. Altvater, 138 F.2d 854,
857 (8th Cir. 1943) (“Reissue isthe act of the commissioner in granting a new
patent.”); Mobile Shelter Sys. USA, Inc. v. Grate Pallet Solutions, LLC, No. 10-
978, 2011 WL 7030963, at *2 (M.D. Fla. Nov. 10, 2011) (“[T]he law is abundantly
clear that an origina patent isvoid and unenforceable after it issurrendered in a
reissue proceeding.”); Nellcor Puritan Bennett LLC v. CASMed. Sys,, Inc., No. 11-
cv-15697, 2012 WL 3525636 (E.D. Mich. Aug. 14, 2012) (recognizing areissue
patent as a new and distinct patent); House v. Young, 12 F. Cas. 598 (N.D. Ohio
1867) (No. 6738) (referring to areissue patent as a “new patent”).
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court decision of non-infringement with respect to both an original and areissue
patent, as well asathird patent. FDA’s approval letter to a subsequent ANDA
applicant that was blocked by the first-filer’ s exclusivity identifies each of the
three patentstied to that exclusivity, but nowhere suggests that the three patents (or
two of the three patents, the original and the reissue) are “bundled” together to
create exclusivity. Indeed, FDA did not distinguish the origina and reissue patent
from the third patent at all. See Fluoxetine Delayed-release Capsules, 90 mg
(Once-Weekly), Approval Letter, ANDA No. 078572 (Mar. 22, 2010), available at
http://www.accessdata.fda.gov/drugsatfda_docs/appl etter/2010/078572s000ltr.pdf.
Similarly, evenif FDA’s“bundle of rights’ approach were alinguistically
feasible interpretation of the statutory language, which it is not, the interpretation is
not a permissible or reasonable one because it produces the absurd result that a
180-day exclusivity period would carry forward from an original to areissue
patent, while the triggering and expiration of that same period do not carry
forward. By itsinterpretation, FDA isarbitrarily cherry-picking when original
patents and reissue patents create a “ bundle of rights,” and when they do not.
Finally, FDA'’sinterpretation of the statute unnecessarily introduces
uncertainty into the framework governing 180-day exclusivity. If an expired
marketing exclusivity period can be resuscitated when a patent is reissued — even

58 months (or more) after the exclusivity period expired — there can be no
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predictability for ANDA applicants that they will be able to market once they
receive final approval, because a reissue patent could be sought and granted at any
time.

[11.  FDA’SDENIAL OF SHARED EXCLUSIVITY TO FIRST-FILERSTO THE ‘048

PATENT | SINCONSISTENT WITH THE STATUTE, ARBITRARY, AND
CAPRICIOUS.

FDA’s denial of shared 180-day exclusivity to the first-filers to certify to the
‘048 patent isinconsistent with the FDC Act, arbitrary, and capricious. The statute
dictates that Mylan, Watson, and Teva be granted shared 180-day exclusivity under
the framework of the Hatch-Waxman Amendments.

Under Chevron Step One, the language of the FDC Act isclear: exclusivity
can be associated with “any” patent. Specifically, as summarized above, the
Hatch-Waxman Amendments set out a series of conditions that, when met, create
180-day exclusivity. These provisionsdictate first that an NDA sponsor submit
with its application “the patent number and the expiration date of any patent which
clamsthe drug for which the applicant submitted the [NDA] or which clams a
method of using such drug . ...” FDC Act § 505(b)(1)(G); 21 U.S.C.

8 355(b)(1)(G) (emphasis added). FDA publishes the patent information in the
Orange Book. FDC Act § 505(b)(1), (¢)(2), 21 U.S.C. 8§ 355(b)(1), (c)(2). The
FDC Act then requires each ANDA applicant to submit a certification “with

respect to each patent which claimsthelisted drug . . . or which claims a use for
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suchlisted drug . ...” FDC Act 8 505(j)(2)(A)(vii), 21 U.S.C. 8§ 355(j)(2)(A)(vii)
(emphasis added). FDA has consistently treated these requirements as applying to
both original and reissue patents, as discussed in the FDA Decision. FDA
Decision at 4-5; J A. 44-45. Because there isno distinction in the statute between
original patents and reissue patents — and indeed the FDA has treated the statute as
applying to both — an exclusivity period for each patent must likewise occur under
the plain language of the statute. As discussed further below, the fact that FDA
followed a patent-by-patent approach to exclusivity periods for a drug with an
ANDA that predates MMA (like celecoxib) supports the conclusion that separate
exclusivity periods should be awarded for origina and reissue patents.

FDA’s denial of ashared period of exclusivity isalso invaid under Chevron
Step Two. FDA'’s position, adopted by the District Court, was that Teva srevived
period of sole 180-day exclusivity tied to the ‘068 patent and ‘ 048 patent was a
“bundle’ that somehow precluded shared exclusivity among the first-filersto the
048 patent. Assuch, FDA denied first-filers to the ‘048 patent their right to a
180-day exclusivity period tied to the reissue patent (except Teva, which gains an
undeserved period of sole exclusivity in place of the exclusivity it should have
shared with Mylan, Watson, and perhaps others).

FDA’s denial of shared exclusivity tied to the ‘048 patent conflicts with the

statutory framework established by the pre-MMA Hatch-Waxman Amendments,
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and it arbitrarily treats first-filers to the 048 patent differently from first-filers to
an original patent.

First, there can be no question that, in the pree-MMA regime for exclusivity
periods, FDA embraced a patent-by-patent approach to exclusivity. This approach
permitted multiple periods of exclusivity to be awarded for generic versions of the
same drug, if different companies were first-filers to different patents covering that
drug. See Apotex Inc. v. FDA, 414 F. Supp. 2d 61 (D.D.C. 2006), aff'd, 226 F.
App'x 4 (D.C. Cir. 2007). See also Watson Labs,, Inc. v. Sebelius, No. 12-1344,
2012 WL 6968224, at *3 n.2 (D.D.C. Oct. 22, 2012) (“FDA indicates that prior to
the 2003 amendments, it granted exclusivity on a patent-by-patent basis. This
meant that a period of exclusivity could potentially arise for each patent claimed by
adrug.” (citation omitted)). In fact, FDA continuesto acknowledge that the
patent-by-patent framework appliesin pre-MMA cases. FDA Decision at 3; JA.
43 (“[R]egulations governing pre-MMA 180-day exclusivity should be interpreted
to award such exclusivity on a patent-by-patent basis. That is, igibility for 180-
day exclusivity would be based on which company submitted the first paragraph
IV certification challenging each listed patent.” (footnote omitted)). FDA deviated
from its patent-by-patent framework when it refused to grant shared exclusivity to

the first-filers to the ’ 048 patent.
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Agencieslike FDA arerequired to treat like sSituations alike. See Burlington
N. and Santa Fe Ry. Co. v. Surface Trans. Bd., 403 F.3d 771, 777 (D.C. Cir. 2005)
(“Where an agency applies different standards to similarly situated entities and
failsto support this disparate treatment with a reasoned explanation and substantial
evidencein the record, its action is arbitrary and capricious and cannot be upheld.”
(citations omitted)) ."> Yet FDA did exactly what courts have proscribed:
according disparate treatment without reasoned explanation. The FDA Decision
treated two functionally indistinguishable categories of ANDA applicants —those
who submit Paragraph 1V certifications to a reissue patent and those who submit
Paragraph |V certifications to an original patent — differently, without ajustifiable
explanation for doing so. As such, the FDA Decision was arbitrary and capricious

and must be reversed.

> Seealso Bracco Diagnostics, Inc. v. Shalala, 963 F. Supp. 20, 27-28
(D.D.C. 1997) (“Government is at its most arbitrary when it treats smilarly
situated people differently” (quoting Etelson v. Office of Pers. Mgmt., 684 F.2d
918, 926 (D.C. Cir. 1982))); United Sates v. Diapulse Corp. of Am., 748 F.2d 56,
62 (2d Cir. 1984) (holding that FDA must act “evenhandedly” and may “not ‘ grant
to one person the right to do that which it denies to another similarly situated'”
(quoting Marco Sales Co. v. FTC, 453 F.2d 1, 7 (2d Cir. 1971))); Int’|
Rehabilitative i, Inc. v. Kesder, No. SA-93-CA-0242, Medical Devices
Reporter (CCH) 15,181 (W.D. Tex. June 29, 1993) (finding that FDA’s
“divergent treatment” of two muscle stimulator devices was “glaring evidence of
arbitrary action.”).
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The Hatch-Waxman Amendments create a balanced incentive structure
intended to both protect the rights of patent holders and encourage the introduction
of lower-cost generic productsinto the U.S. market. Slip. Op. at 5-7; J.A. 255-57.
Courts have rejected actions taken by FDA that would interfere with thisincentive
structure established by Congress. See Ranbaxy Labs. Ltd. v. Leavitt, 469 F.3d
120, 126 (D.C. Cir. 2006) (finding that an FDA decision that would have deprived
an ANDA applicant of 180-day exclusivity after that applicant fulfilled the
statutory requirements was “inconsistent with the text and structure of the Act and,
because it diminishes the incentive the Congress gave manufacturers of generic
drugs, isinconsistent with the purpose of the Act.”); Ranbaxy Labs., Ltd. v. Leavitt,
459 F. Supp. 2d 1 (D.D.C. 2006).

Y et, the FDA Decision in this case similarly diminishes the statutory
Incentive structure by depriving Mylan and Watson of the shared statutory
exclusivity period to which they are entitled after having borne the risks and costs
associated with fulfilling the statutory requirements for exclusivity.

If an ANDA applicant chooses to submit a Paragraph IV certification to a
listed patent, thereby challenging that patent by declaring it to be invalid or not
infringed, it exposes itself to costly and potentialy lengthy patent litigation

initiated by the patent holder. The statutory incentive for taking this costly step,
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and helping to clear the way for the earlier marketing of generic products, isthat a
first-filed Paragraph IV certification creates the basis for 180-day exclusivity.

FDA agreesthat each of the statutory provisions mentioned above, regarding
thelisting of patents and certification to those patents, applies equally to original
and reissue patents. And indeed, it is clear from the facts of this case that the risk
and costs of patent litigation borne by ANDA applicants who certify to areissue
patent are equal to those borne by ANDA applicants who certify to an original
patent. See G.D. Searle LLC v. Lupin Pharms,, Inc., No. 2:13-cv-00121 (E.D. Va
Mar. 14, 2014) (patent infringement litigation brought by G.D. Searle and Pfizer
againgt Mylan, Watson, Lupin, Teva, and Apotex based on those companies
certifications to the * 048 patent); JA. 53. FDA offers no rationale for the
disconnect between that undisputed fact and its unfounded determination that
“FDA does not consider areissued patent to be a new and distinct patent for
purposes of 180-day exclusivity.” FDA Decison at 5; JA. 45. While FDA asserts
that its purpose isto “consistently and predictably implement the FD& C Act,” id.,
and states conclusorily that its action is “consi stent with the objectives of the
Hatch-Waxman Amendments,” FDA Decision at 9; J.A. 49, FDA failsto address
or even acknowledge the damage its approach works on the basic statutory
framework of incentivesthat Act creates. Thisisthe essence of arbitrary and

capricious decison making. See Motor Vehicle Mfr's. Ass n. of the United Sates,
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463 U.S. at 43, 52 (agency decision-making is arbitrary and capricious where the
agency “entirely failed to consider an important aspect of the problem,” or failsto

“offer a‘rational connection between the facts found and the choice made.’”); see
also Ohio River Valley Envtl. Coal., Inc. v. Kempthorne, 473 F.3d 94, 103 (4th Cir.
2006) (holding an EPA determination to be arbitrary and capricious where the
Agency failed to explain why the promulgated change “with the potential to alter

the. .. processin away that may make it less environmentally protectiveis

neverthel ess consistent with the [Surface Mining Control and Reclamation Act].”).
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CONCLUSION

This Court should reverse the District Court’ s decision upholding FDA’s
determination that Teva' s marketing exclusivity period tied to the ‘068 patent did
not expire in November 2008, and instruct the District Court to enter a Declaratory
Judgment to that effect. Mylan and Watson also urge this Court to instruct the
District Court to enter a Declaratory Judgment that FDA should award a separate,
shared exclusivity period to eigible first-filers to the * 048 patent.
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(d) Regulations
(1) In general

The Secretary shall issue regulations to im-
plement this section. Before issuing regula-
tions to implement subsections
OYW)(A)DAID), (b)(1)(C), or (b)(3)(A) of this
section, the Secretary shall convene and con-
sult an advisory committee on compounding
unless the Secretary determines that the
issuance of such regulations before consulta-
tion is necessary to protect the public health.
The advisory committee shall include rep-
resentatives from the National Association of
Boards of Pharmacy, the United States Phar-
macopoeia, pharmacy, physician, and con-
sumer organizations, and other experts se-
lected by the Secretary.

(2) Limiting compounding

The Secretary, in consultation with the
United States Pharmacopoeia Convention, In-
corporated, shall promulgate regulations iden-
tifying drug substances that may be used in
compounding under subsection (b)(1)(A)({)III)
of this section for which a monograph does not
exist or which are not components of drug
products approved by the Secretary. The Sec-
retary shall include in the regulation the cri-
teria for such substances, which shall include
historical use, reports in peer reviewed med-
ical literature, or other criteria the Secretary
may identify.

(e) Application

This section shall not apply to—

(1) compounded positron emission tomog-
raphy drugs as defined in section 321(ii) of this
title; or

(2) radiopharmaceuticals.

(f) “Compounding” defined

As used in this section, the term
“compounding’ does not include mixing, recon-
stituting, or other such acts that are performed
in accordance with directions contained in ap-
proved labeling provided by the product’s manu-
facturer and other manufacturer directions con-
sistent with that labeling.

(June 25, 1938, ch. 675, §503A, as added Pub. L.
105-115, title I, §127(a), Nov. 21, 1997, 111 Stat.
2328.)

EFFECTIVE DATE

Section 127(b) of Pub. L. 105-115 provided that: ‘“‘Sec-
tion 503A of the Federal Food, Drug, and Cosmetic Act
[21 U.S.C. 353a], added by subsection (a), shall take ef-
fect upon the expiration of the 1-year period beginning
on the date of the enactment of this Act [Nov. 21,
1997].”

§ 354. Veterinary feed directive drugs
(a) Lawful veterinary feed directive requirement

(1) A drug intended for use in or on animal
feed which is limited by an approved application
filed pursuant to section 360b(b) of this title to
use under the professional supervision of a li-
censed veterinarian is a veterinary feed direc-
tive drug. Any animal feed bearing or con-
taining a veterinary feed directive drug shall be
fed to animals only by or upon a lawful veteri-
nary feed directive issued by a licensed veteri-
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narian in the course of the veterinarian’s profes-
sional practice. When labeled, distributed, held,
and used in accordance with this section, a vet-
erinary feed directive drug and any animal feed
bearing or containing a veterinary feed directive
drug shall be exempt from section 352(f) of this
title.
(2) A veterinary feed directive is lawful if it—
(A) contains such information as the Sec-
retary may by general regulation or by order
require; and
(B) is in compliance with the conditions and
indications for use of the drug set forth in the
notice published pursuant to section 360b(i) of
this title.

(3)(A) Any persons involved in the distribution
or use of animal feed bearing or containing a
veterinary feed directive drug and the licensed
veterinarian issuing the veterinary feed direc-
tive shall maintain a copy of the veterinary feed
directive applicable to each such feed, except in
the case of a person distributing such feed to an-
other person for further distribution. Such per-
son distributing the feed shall maintain a writ-
ten acknowledgment from the person to whom
the feed is shipped stating that that person shall
not ship or move such feed to an animal produc-
tion facility without a veterinary feed directive
or ship such feed to another person for further
distribution unless that person has provided the
same written acknowledgment to its immediate
supplier.

(B) Every person required under subparagraph
(A) to maintain records, and every person in
charge or custody thereof, shall, upon request of
an officer or employee designated by the Sec-
retary, permit such officer or employee at all
reasonable times to have access to and copy and
verify such records.

(C) Any person who distributes animal feed
bearing or containing a veterinary feed directive
drug shall upon first engaging in such distribu-
tion notify the Secretary of that person’s name
and place of business. The failure to provide
such notification shall be deemed to be an act
which results in the drug being misbranded.

(b) Labeling and advertising

A veterinary feed directive drug and any feed
bearing or containing a veterinary feed directive
drug shall be deemed to be misbranded if their
labeling fails to bear such cautionary statement
and such other information as the Secretary
may by general regulation or by order prescribe,
or their advertising fails to conform to the con-
ditions and indications for use published pursu-
ant to section 360b(i) of this title or fails to con-
tain the general cautionary statement pre-
scribed by the Secretary.

(c) Nonprescription status

Neither a drug subject to this section, nor ani-
mal feed bearing or containing such a drug,
shall be deemed to be a prescription article
under any Federal or State law.

(June 25, 1938, ch. 675, §504, as added Pub. L.
104-250, §5(b), Oct. 9, 1996, 110 Stat. 3155.)

PRIOR PROVISIONS

A prior section 354, act June 25, 1938, ch. 675, §504, 52
Stat. 1052, which directed Secretary to promulgate reg-
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ulations for listing of coal-tar colors, was repealed ef-
fective July 12, 1960, subject to provisions of section 203
of Pub. L. 86-618, by Pub. L. 86-618, title I, §103(a)(2),
title II, §202, July 12, 1960, 74 Stat. 398, 404.

SECTION REFERRED TO IN OTHER SECTIONS

This section is referred to in sections 331, 360b of this
title.

§355. New drugs

(a) Necessity of effective approval of application

No person shall introduce or deliver for intro-
duction into interstate commerce any new drug,
unless an approval of an application filed pursu-
ant to subsection (b) or (j) of this section is ef-
fective with respect to such drug.

(b) Filing application; contents

(1) Any person may file with the Secretary an
application with respect to any drug subject to
the provisions of subsection (a) of this section.
Such person shall submit to the Secretary as a
part of the application (A) full reports of inves-
tigations which have been made to show wheth-
er or not such drug is safe for use and whether
such drug is effective in use; (B) a full list of the
articles used as components of such drug; (C) a
full statement of the composition of such drug;
(D) a full description of the methods used in, and
the facilities and controls used for, the manufac-
ture, processing, and packing of such drug; (E)
such samples of such drug and of the articles
used as components thereof as the Secretary
may require; and (F) specimens of the labeling
proposed to be used for such drug. The applicant
shall file with the application the patent num-
ber and the expiration date of any patent which
claims the drug for which the applicant sub-
mitted the application or which claims a meth-
od of using such drug and with respect to which
a claim of patent infringement could reasonably
be asserted if a person not licensed by the owner
engaged in the manufacture, use, or sale of the
drug. If an application is filed under this sub-
section for a drug and a patent which claims
such drug or a method of using such drug is
issued after the filing date but before approval
of the application, the applicant shall amend the
application to include the information required
by the preceding sentence. Upon approval of the
application, the Secretary shall publish infor-
mation submitted under the two preceding sen-
tences. The Secretary shall, in consultation
with the Director of the National Institutes of
Health and with representatives of the drug
manufacturing industry, review and develop
guidance, as appropriate, on the inclusion of
women and minorities in clinical trials required
by clause (A).

(2) An application submitted under paragraph
(1) for a drug for which the investigations de-
scribed in clause (A) of such paragraph and re-
lied upon by the applicant for approval of the
application were not conducted by or for the ap-
plicant and for which the applicant has not ob-
tained a right of reference or use from the per-
son by or for whom the investigations were con-
ducted shall also include—

(A) a certification, in the opinion of the ap-
plicant and to the best of his knowledge, with
respect to each patent which claims the drug
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for which such investigations were conducted
or which claims a use for such drug for which
the applicant is seeking approval under this
subsection and for which information is re-
quired to be filed under paragraph (1) or sub-
section (c¢) of this section—
(i) that such patent information has not
been filed,
(ii) that such patent has expired,
(iii) of the date on which such patent will
expire, or
(iv) that such patent is invalid or will not
be infringed by the manufacture, use, or sale
of the new drug for which the application is
submitted; and

(B) if with respect to the drug for which in-
vestigations described in paragraph (1)(A) were
conducted information was filed under para-
graph (1) or subsection (¢) of this section for a
method of use patent which does not claim a
use for which the applicant is seeking ap-
proval under this subsection, a statement that
the method of use patent does not claim such
a use.

(3)(A) An applicant who makes a certification
described in paragraph (2)(A)(iv) shall include in
the application a statement that the applicant
will give the notice required by subparagraph
(B) to—

(i) each owner of the patent which is the sub-
ject of the certification or the representative
of such owner designated to receive such no-
tice, and

(ii) the holder of the approved application
under subsection (b) of this section for the
drug which is claimed by the patent or a use
of which is claimed by the patent or the rep-
resentative of such holder designated to re-
ceive such notice.

(B) The notice referred to in subparagraph (A)
shall state that an application has been sub-
mitted under this subsection for the drug with
respect to which the certification is made to ob-
tain approval to engage in the commercial man-
ufacture, use, or sale of the drug before the expi-
ration of the patent referred to in the certifi-
cation. Such notice shall include a detailed
statement of the factual and legal basis of the
applicant’s opinion that the patent is not valid
or will not be infringed.

(C) If an application is amended to include a
certification described in paragraph (2)(A)(iv),
the notice required by subparagraph (B) shall be
given when the amended application is sub-
mitted.

(4)(A) The Secretary shall issue guidance for
the individuals who review applications sub-
mitted under paragraph (1) or under section 262
of title 42, which shall relate to promptness in
conducting the review, technical excellence,
lack of bias and conflict of interest, and knowl-
edge of regulatory and scientific standards, and
which shall apply equally to all individuals who
review such applications.

(B) The Secretary shall meet with a sponsor of
an investigation or an applicant for approval for
a drug under this subsection or section 262 of
title 42 if the sponsor or applicant makes a rea-
sonable written request for a meeting for the
purpose of reaching agreement on the design and
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size of clinical trials intended to form the pri-
mary basis of an effectiveness claim. The spon-
sor or applicant shall provide information nec-
essary for discussion and agreement on the de-
sign and size of the clinical trials. Minutes of
any such meeting shall be prepared by the Sec-
retary and made available to the sponsor or ap-
plicant upon request.

(C) Any agreement regarding the parameters
of the design and size of clinical trials of a new
drug under this paragraph that is reached be-
tween the Secretary and a sponsor or applicant
shall be reduced to writing and made part of the
administrative record by the Secretary. Such
agreement shall not be changed after the testing
begins, except—

(i) with the written agreement of the spon-
sor or applicant; or

(ii) pursuant to a decision, made in accord-
ance with subparagraph (D) by the director of
the reviewing division, that a substantial sci-
entific issue essential to determining the safe-
ty or effectiveness of the drug has been identi-
fied after the testing has begun.

(D) A decision under subparagraph (C)(ii) by
the director shall be in writing and the Sec-
retary shall provide to the sponsor or applicant
an opportunity for a meeting at which the direc-
tor and the sponsor or applicant will be present
and at which the director will document the sci-
entific issue involved.

(E) The written decisions of the reviewing di-
vision shall be binding upon, and may not di-
rectly or indirectly be changed by, the field or
compliance division personnel unless such field
or compliance division personnel demonstrate to
the reviewing division why such decision should
be modified.

(F') No action by the reviewing division may be
delayed because of the unavailability of infor-
mation from or action by field personnel unless
the reviewing division determines that a delay
is necessary to assure the marketing of a safe
and effective drug.

(G) For purposes of this paragraph, the review-
ing division is the division responsible for the
review of an application for approval of a drug
under this subsection or section 262 of title 42
(including all scientific and medical matters,
chemistry, manufacturing, and controls).

(¢) Period for approval of application; period for,
notice, and expedition of hearing; period for
issuance of order

(1) Within one hundred and eighty days after
the filing of an application under subsection (b)
of this section, or such additional period as may
be agreed upon by the Secretary and the appli-
cant, the Secretary shall either—

(A) approve the application if he then finds
that none of the grounds for denying approval
specified in subsection (d) of this section ap-
plies, or

(B) give the applicant notice of an oppor-
tunity for a hearing before the Secretary
under subsection (d) of this section on the
question whether such application is approv-
able. If the applicant elects to accept the op-
portunity for hearing by written request with-
in thirty days after such notice, such hearing
shall commence not more than ninety days
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after the expiration of such thirty days unless
the Secretary and the applicant otherwise
agree. Any such hearing shall thereafter be
conducted on an expedited basis and the Sec-
retary’s order thereon shall be issued within
ninety days after the date fixed by the Sec-
retary for filing final briefs.

(2) If the patent information described in sub-
section (b) of this section could not be filed with
the submission of an application under sub-
section (b) of this section because the applica-
tion was filed before the patent information was
required under subsection (b) of this section or a
patent was issued after the application was ap-
proved under such subsection, the holder of an
approved application shall file with the Sec-
retary the patent number and the expiration
date of any patent which claims the drug for
which the application was submitted or which
claims a method of using such drug and with re-
spect to which a claim of patent infringement
could reasonably be asserted if a person not li-
censed by the owner engaged in the manufac-
ture, use, or sale of the drug. If the holder of an
approved application could not file patent infor-
mation under subsection (b) of this section be-
cause it was not required at the time the appli-
cation was approved, the holder shall file such
information under this subsection not later than
thirty days after September 24, 1984, and if the
holder of an approved application could not file
patent information under subsection (b) of this
section because no patent had been issued when
an application was filed or approved, the holder
shall file such information under this subsection
not later than thirty days after the date the pat-
ent involved is issued. Upon the submission of
patent information under this subsection, the
Secretary shall publish it.

(3) The approval of an application filed under
subsection (b) of this section which contains a
certification required by paragraph (2) of such
subsection shall be made effective on the last
applicable date determined under the following:

(A) If the applicant only made a certifi-
cation described in clause (i) or (ii) of sub-
section (b)(2)(A) of this section or in both such
clauses, the approval may be made effective
immediately.

(B) If the applicant made a certification de-
scribed in clause (iii) of subsection (b)(2)(A) of
this section, the approval may be made effec-
tive on the date certified under clause (iii).

(C) If the applicant made a certification de-
scribed in clause (iv) of subsection (b)(2)(A) of
this section, the approval shall be made effec-
tive immediately unless an action is brought
for infringement of a patent which is the sub-
ject of the certification before the expiration
of forty-five days from the date the notice pro-
vided under paragraph (3)(B) is received. If
such an action is brought before the expiration
of such days, the approval may be made effec-
tive upon the expiration of the thirty-month
period beginning on the date of the receipt of
the notice provided under paragraph (3)(B) or
such shorter or longer period as the court may
order because either party to the action failed
to reasonably cooperate in expediting the ac-
tion, except that—

(i) if before the expiration of such period
the court decides that such patent is invalid
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or not infringed, the approval may be made
effective on the date of the court decision,

(ii) if before the expiration of such period
the court decides that such patent has been
infringed, the approval may be made effec-
tive on such date as the court orders under
section 271(e)(4)(A) of title 35, or

(iii) if before the expiration of such period
the court grants a preliminary injunction
prohibiting the applicant from engaging in
the commercial manufacture or sale of the
drug until the court decides the issues of
patent validity and infringement and if the
court decides that such patent is invalid or
not infringed, the approval shall be made ef-
fective on the date of such court decision.

In such an action, each of the parties shall
reasonably cooperate in expediting the action.
Until the expiration of forty-five days from
the date the notice made under paragraph
(3)(B) is received, no action may be brought
under section 2201 of title 28 for a declaratory
judgment with respect to the patent. Any ac-
tion brought under such section 2201 shall be
brought in the judicial district where the de-
fendant has its principal place of business or a
regular and established place of business.

(D)(1) If an application (other than an abbre-
viated new drug application) submitted under
subsection (b) of this section for a drug, no ac-
tive ingredient (including any ester or salt of
the active ingredient) of which has been ap-
proved in any other application under sub-
section (b) of this section, was approved dur-
ing the period beginning January 1, 1982, and
ending on September 24, 1984, the Secretary
may not make the approval of another appli-
cation for a drug for which the investigations
described in clause (A) of subsection (b)(1) of
this section and relied upon by the applicant
for approval of the application were not con-
ducted by or for the applicant and for which
the applicant has not obtained a right of ref-
erence or use from the person by or for whom
the investigations were conducted effective
before the expiration of ten years from the
date of the approval of the application pre-
viously approved under subsection (b) of this
section.

(ii) If an application submitted under sub-
section (b) of this section for a drug, no active
ingredient (including any ester or salt of the
active ingredient) of which has been approved
in any other application under subsection (b)
of this section, is approved after September 24,
1984, no application which refers to the drug
for which the subsection (b) application was
submitted and for which the investigations de-
scribed in clause (A) of subsection (b)(1) of this
section and relied upon by the applicant for
approval of the application were not con-
ducted by or for the applicant and for which
the applicant has not obtained a right of ref-
erence or use from the person by or for whom
the investigations were conducted may be sub-
mitted under subsection (b) of this section be-
fore the expiration of five years from the date
of the approval of the application under sub-
section (b) of this section, except that such an
application may be submitted under sub-
section (b) of this section after the expiration
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of four years from the date of the approval of
the subsection (b) application if it contains a
certification of patent invalidity or non-
infringement described in clause (iv) of sub-
section (b)(2)(A) of this section. The approval
of such an application shall be made effective
in accordance with this paragraph except that,
if an action for patent infringement is com-
menced during the one-year period beginning
forty-eight months after the date of the ap-
proval of the subsection (b) application, the
thirty-month period referred to in subpara-
graph (C) shall be extended by such amount of
time (if any) which is required for seven and
one-half years to have elapsed from the date of
approval of the subsection (b) application.

(iii) If an application submitted under sub-
section (b) of this section for a drug, which in-
cludes an active ingredient (including any
ester or salt of the active ingredient) that has
been approved in another application approved
under subsection (b) of this section, is ap-
proved after September 24, 1984, and if such ap-
plication contains reports of new clinical in-
vestigations (other than bioavailability stud-
ies) essential to the approval of the applica-
tion and conducted or sponsored by the appli-
cant, the Secretary may not make the ap-
proval of an application submitted under sub-
section (b) of this section for the conditions of
approval of such drug in the approved sub-
section (b) application effective before the ex-
piration of three years from the date of the ap-
proval of the application under subsection (b)
of this section if the investigations described
in clause (A) of subsection (b)(1) of this section
and relied upon by the applicant for approval
of the application were not conducted by or
for the applicant and if the applicant has not
obtained a right of reference or use from the
person by or for whom the investigations were
conducted.

(iv) If a supplement to an application ap-
proved under subsection (b) of this section is
approved after September 24, 1984, and the sup-
plement contains reports of new clinical inves-
tigations (other than bioavailabilty! studies)
essential to the approval of the supplement
and conducted or sponsored by the person sub-
mitting the supplement, the Secretary may
not make the approval of an application sub-
mitted under subsection (b) of this section for
a change approved in the supplement effective
before the expiration of three years from the
date of the approval of the supplement under
subsection (b) of this section if the investiga-
tions described in clause (A) of subsection
(b)(1) of this section and relied upon by the ap-
plicant for approval of the application were
not conducted by or for the applicant and if
the applicant has not obtained a right of ref-
erence or use from the person by or for whom
the investigations were conducted.

(v) If an application (or supplement to an ap-
plication) submitted under subsection (b) of
this section for a drug, which includes an ac-
tive ingredient (including any ester or salt of
the active ingredient) that has been approved
in another application under subsection (b) of

180 in original. Probably should be ‘‘bioavailability’.
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this section, was approved during the period
beginning January 1, 1982, and ending on Sep-
tember 24, 1984, the Secretary may not make
the approval of an application submitted
under this subsection and for which the inves-
tigations described in clause (A) of subsection
(b)(1) of this section and relied upon by the ap-
plicant for approval of the application were
not conducted by or for the applicant and for
which the applicant has not obtained a right
of reference or use from the person by or for
whom the investigations were conducted and
which refers to the drug for which the sub-
section (b) application was submitted effective
before the expiration of two years from Sep-
tember 24, 1984.

(4) A drug manufactured in a pilot or other
small facility may be used to demonstrate the
safety and effectiveness of the drug and to ob-
tain approval for the drug prior to manufacture
of the drug in a larger facility, unless the Sec-
retary makes a determination that a full scale
production facility is necessary to ensure the
safety or effectiveness of the drug.

(d) Grounds for refusing application; approval of
application; “substantial evidence” defined

If the Secretary finds, after due notice to the
applicant in accordance with subsection (c) of
this section and giving him an opportunity for a
hearing, in accordance with said subsection,
that (1) the investigations, reports of which are
required to be submitted to the Secretary pursu-
ant to subsection (b) of this section, do not in-
clude adequate tests by all methods reasonably
applicable to show whether or not such drug is
safe for use under the conditions prescribed, rec-
ommended, or suggested in the proposed label-
ing thereof; (2) the results of such tests show
that such drug is unsafe for use under such con-
ditions or do not show that such drug is safe for
use under such conditions; (3) the methods used
in, and the facilities and controls used for, the
manufacture, processing, and packing of such
drug are inadequate to preserve its identity,
strength, quality, and purity; (4) upon the basis
of the information submitted to him as part of
the application, or upon the basis of any other
information before him with respect to such
drug, he has insufficient information to deter-
mine whether such drug is safe for use under
such conditions; or (5) evaluated on the basis of
the information submitted to him as part of the
application and any other information before
him with respect to such drug, there is a lack of
substantial evidence that the drug will have the
effect it purports or is represented to have under
the conditions of use prescribed, recommended,
or suggested in the proposed labeling thereof; or
(6) the application failed to contain the patent
information prescribed by subsection (b) of this
section; or (7) based on a fair evaluation of all
material facts, such labeling is false or mis-
leading in any particular; he shall issue an order
refusing to approve the application. If, after
such notice and opportunity for hearing, the
Secretary finds that clauses (1) through (6) do
not apply, he shall issue an order approving the
application. As used in this subsection and sub-
section (e) of this section, the term ‘‘substantial
evidence’” means evidence consisting of ade-
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quate and well-controlled investigations, includ-
ing clinical investigations, by experts qualified
by scientific training and experience to evaluate
the effectiveness of the drug involved, on the
basis of which it could fairly and responsibly be
concluded by such experts that the drug will
have the effect it purports or is represented to
have under the conditions of use prescribed, rec-
ommended, or suggested in the labeling or pro-
posed labeling thereof. If the Secretary deter-
mines, based on relevant science, that data from
one adequate and well-controlled clinical inves-
tigation and confirmatory evidence (obtained
prior to or after such investigation) are suffi-
cient to establish effectiveness, the Secretary
may consider such data and evidence to con-
stitute substantial evidence for purposes of the
preceding sentence.

(e) Withdrawal of approval; grounds; immediate
suspension upon finding imminent hazard to
public health

The Secretary shall, after due notice and op-
portunity for hearing to the applicant, withdraw
approval of an application with respect to any
drug under this section if the Secretary finds (1)
that clinical or other experience, tests, or other
scientific data show that such drug is unsafe for
use under the conditions of use upon the basis of
which the application was approved; (2) that new
evidence of clinical experience, not contained in
such application or not available to the Sec-
retary until after such application was ap-
proved, or tests by new methods, or tests by
methods not deemed reasonably applicable when
such application was approved, evaluated to-
gether with the evidence available to the Sec-
retary when the application was approved,
shows that such drug is not shown to be safe for
use under the conditions of use upon the basis of
which the application was approved; or (3) on
the basis of new information before him with re-
spect to such drug, evaluated together with the
evidence available to him when the application
was approved, that there is a lack of substantial
evidence that the drug will have the effect it
purports or is represented to have under the con-
ditions of use prescribed, recommended, or sug-
gested in the labeling thereof; or (4) the patent
information prescribed by subsection (c) of this
section was not filed within thirty days after
the receipt of written notice from the Secretary
specifying the failure to file such information;
or (b) that the application contains any untrue
statement of a material fact: Provided, That if
the Secretary (or in his absence the officer act-
ing as Secretary) finds that there is an immi-
nent hazard to the public health, he may sus-
pend the approval of such application imme-
diately, and give the applicant prompt notice of
his action and afford the applicant the oppor-
tunity for an expedited hearing under this sub-
section; but the authority conferred by this pro-
viso to suspend the approval of an application
shall not be delegated. The Secretary may also,
after due notice and opportunity for hearing to
the applicant, withdraw the approval of an ap-
plication submitted under subsection (b) or (j) of
this section with respect to any drug under this
section if the Secretary finds (1) that the appli-
cant has failed to establish a system for main-
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taining required records, or has repeatedly or
deliberately failed to maintain such records or
to make required reports, in accordance with a
regulation or order under subsection (k) of this
section or to comply with the notice require-
ments of section 360(k)(2) of this title, or the ap-
plicant has refused to permit access to, or copy-
ing or verification of, such records as required
by paragraph (2) of such subsection; or (2) that
on the basis of new information before him,
evaluated together with the evidence before him
when the application was approved, the methods
used in, or the facilities and controls used for,
the manufacture, processing, and packing of
such drug are inadequate to assure and preserve
its identity, strength, quality, and purity and
were not made adequate within a reasonable
time after receipt of written notice from the
Secretary specifying the matter complained of;
or (3) that on the basis of new information be-
fore him, evaluated together with the evidence
before him when the application was approved,
the labeling of such drug, based on a fair evalua-
tion of all material facts, is false or misleading
in any particular and was not corrected within
a reasonable time after receipt of written notice
from the Secretary specifying the matter com-
plained of. Any order under this subsection shall
state the findings upon which it is based.

(f) Revocation of order refusing, withdrawing or
suspending approval of application

Whenever the Secretary finds that the facts so
require, he shall revoke any previous order
under subsection (d) or (e) of this section refus-
ing, withdrawing, or suspending approval of an
application and shall approve such application
or reinstate such approval, as may be appro-
priate.

(g) Service of orders

Orders of the Secretary issued under this sec-
tion shall be served (1) in person by any officer
or employee of the department designated by
the Secretary or (2) by mailing the order by reg-
istered mail or by certified mail addressed to
the applicant or respondent at his last-known
address in the records of the Secretary.

(h) Appeal from order

An appeal may be taken by the applicant from
an order of the Secretary refusing or with-
drawing approval of an application under this
section. Such appeal shall be taken by filing in
the United States court of appeals for the cir-
cuit wherein such applicant resides or has his
principal place of business, or in the United
States Court of Appeals for the District of Co-
lumbia Circuit, within sixty days after the entry
of such order, a written petition praying that
the order of the Secretary be set aside. A copy
of such petition shall be forthwith transmitted
by the clerk of the court to the Secretary, or
any officer designated by him for that purpose,
and thereupon the Secretary shall certify and
file in the court the record upon which the order
complained of was entered, as provided in sec-
tion 2112 of title 28. Upon the filing of such peti-
tion such court shall have exclusive jurisdiction
to affirm or set aside such order, except that
until the filing of the record the Secretary may
modify or set aside his order. No objection to
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the order of the Secretary shall be considered by
the court unless such objection shall have been
urged before the Secretary or unless there were
reasonable grounds for failure so to do. The find-
ing of the Secretary as to the facts, if supported
by substantial evidence, shall be conclusive. If
any person shall apply to the court for leave to
adduce additional evidence, and shall show to
the satisfaction of the court that such addi-
tional evidence is material and that there were
reasonable grounds for failure to adduce such
evidence in the proceeding before the Secretary,
the court may order such additional evidence to
be taken before the Secretary and to be adduced
upon the hearing in such manner and upon such
terms and conditions as to the court may seem
proper. The Secretary may modify his findings
as to the facts by reason of the additional evi-
dence so taken, and he shall file with the court
such modified findings which, if supported by
substantial evidence, shall be conclusive, and
his recommendation, if any, for the setting aside
of the original order. The judgment of the court
affirming or setting aside any such order of the
Secretary shall be final, subject to review by the
Supreme Court of the United States upon certio-
rari or certification as provided in section 1254
of title 28. The commencement of proceedings
under this subsection shall not, unless specifi-
cally ordered by the court to the contrary, oper-
ate as a stay of the Secretary’s order.

(i) Exemptions of drugs for research; discre-
tionary and mandatory conditions; direct re-
ports to Secretary

(1) The Secretary shall promulgate regulations
for exempting from the operation of the fore-
going subsections of this section drugs intended
solely for investigational use by experts quali-
fied by scientific training and experience to in-
vestigate the safety and effectiveness of drugs.
Such regulations may, within the discretion of
the Secretary, among other conditions relating
to the protection of the public health, provide
for conditioning such exemption upon—

(A) the submission to the Secretary, before
any clinical testing of a new drug is under-
taken, of reports, by the manufacturer or the
sponsor of the investigation of such drug, of
preclinical tests (including tests on animals)
of such drug adequate to justify the proposed
clinical testing;

(B) the manufacturer or the sponsor of the
investigation of a new drug proposed to be dis-
tributed to investigators for clinical testing
obtaining a signed agreement from each of
such investigators that patients to whom the
drug is administered will be under his personal
supervision, or under the supervision of inves-
tigators responsible to him, and that he will
not supply such drug to any other investi-
gator, or to clinics, for administration to
human beings;

(C) the establishment and maintenance of
such records, and the making of such reports
to the Secretary, by the manufacturer or the
sponsor of the investigation of such drug, of
data (including but not limited to analytical
reports by investigators) obtained as the re-
sult of such investigational use of such drug,
as the Secretary finds will enable him to
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evaluate the safety and effectiveness of such
drug in the event of the filing of an applica-
tion pursuant to subsection (b) of this section;
and

(D) the submission to the Secretary by the
manufacturer or the sponsor of the investiga-
tion of a new drug of a statement of intent re-
garding whether the manufacturer or sponsor
has plans for assessing pediatric safety and ef-
ficacy.

(2) Subject to paragraph (3), a clinical inves-
tigation of a new drug may begin 30 days after
the Secretary has received from the manufac-
turer or sponsor of the investigation a submis-
sion containing such information about the drug
and the clinical investigation, including—

(A) information on design of the investiga-
tion and adequate reports of basic informa-
tion, certified by the applicant to be accurate
reports, necessary to assess the safety of the
drug for use in clinical investigation; and

(B) adequate information on the chemistry
and manufacturing of the drug, controls avail-
able for the drug, and primary data tabula-
tions from animal or human studies.

(3)(A) At any time, the Secretary may prohibit
the sponsor of an investigation from conducting
the investigation (referred to in this paragraph
as a ‘‘clinical hold”) if the Secretary makes a
determination described in subparagraph (B).
The Secretary shall specify the basis for the
clinical hold, including the specific information
available to the Secretary which served as the
basis for such clinical hold, and confirm such de-
termination in writing.

(B) For purposes of subparagraph (A), a deter-
mination described in this subparagraph with
respect to a clinical hold is that—

(i) the drug involved represents an unreason-
able risk to the safety of the persons who are
the subjects of the clinical investigation, tak-
ing into account the qualifications of the clin-
ical investigators, information about the drug,
the design of the clinical investigation, the
condition for which the drug is to be inves-
tigated, and the health status of the subjects
involved; or

(ii) the clinical hold should be issued for
such other reasons as the Secretary may by
regulation establish (including reasons estab-
lished by regulation before November 21, 1997).

(C) Any written request to the Secretary from
the sponsor of an investigation that a clinical
hold be removed shall receive a decision, in writ-
ing and specifying the reasons therefor, within
30 days after receipt of such request. Any such
request shall include sufficient information to
support the removal of such clinical hold.

(4) Regulations under paragraph (1) shall pro-
vide that such exemption shall be conditioned
upon the manufacturer, or the sponsor of the in-
vestigation, requiring that experts using such
drugs for investigational purposes certify to
such manufacturer or sponsor that they will in-
form any human beings to whom such drugs, or
any controls used in connection therewith, are
being administered, or their representatives,
that such drugs are being used for investiga-
tional purposes and will obtain the consent of
such human beings or their representatives, ex-
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cept where it is not feasible or it is contrary to
the best interests of such human beings. Noth-
ing in this subsection shall be construed to re-
quire any clinical investigator to submit di-
rectly to the Secretary reports on the investiga-
tional use of drugs.

(j) Abbreviated new drug applications

(1) Any person may file with the Secretary an
abbreviated application for the approval of a
new drug.

(2)(A) An abbreviated application for a new
drug shall contain—

(i) information to show that the conditions
of use prescribed, recommended, or suggested
in the labeling proposed for the new drug have
been previously approved for a drug listed
under paragraph (7) (hereinafter in this sub-
section referred to as a ‘‘listed drug’’);

(ii)(I) if the listed drug referred to in clause
(i) has only one active ingredient, information
to show that the active ingredient of the new
drug is the same as that of the listed drug;

(IT) if the listed drug referred to in clause (i)
has more than one active ingredient, informa-
tion to show that the active ingredients of the
new drug are the same as those of the listed
drug, or

(I1II) if the listed drug referred to in clause (i)
has more than one active ingredient and if one
of the active ingredients of the new drug is dif-
ferent and the application is filed pursuant to
the approval of a petition filed under subpara-
graph (C), information to show that the other
active ingredients of the new drug are the
same as the active ingredients of the listed
drug, information to show that the different
active ingredient is an active ingredient of a
listed drug or of a drug which does not meet
the requirements of section 321(p) of this title,
and such other information respecting the dif-
ferent active ingredient with respect to which
the petition was filed as the Secretary may re-
quire;

(iii) information to show that the route of
administration, the dosage form, and the
strength of the new drug are the same as those
of the listed drug referred to in clause (i) or,
if the route of administration, the dosage
form, or the strength of the new drug is dif-
ferent and the application is filed pursuant to
the approval of a petition filed under subpara-
graph (C), such information respecting the
route of administration, dosage form, or
strength with respect to which the petition
was filed as the Secretary may require;

(iv) information to show that the new drug
is bioequivalent to the listed drug referred to
in clause (i), except that if the application is
filed pursuant to the approval of a petition
filed under subparagraph (C), information to
show that the active ingredients of the new
drug are of the same pharmacological or
therapeutic class as those of the listed drug
referred to in clause (i) and the new drug can
be expected to have the same therapeutic ef-
fect as the listed drug when administered to
patients for a condition of use referred to in
clause (i);

(v) information to show that the labeling
proposed for the new drug is the same as the
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labeling approved for the listed drug referred
to in clause (i) except for changes required be-
cause of differences approved under a petition
filed under subparagraph (C) or because the
new drug and the listed drug are produced or
distributed by different manufacturers;
(vi) the items specified in clauses (B)
through (F') of subsection (b)(1) of this section;
(vii) a certification, in the opinion of the ap-
plicant and to the best of his knowledge, with
respect to each patent which claims the listed
drug referred to in clause (i) or which claims
a use for such listed drug for which the appli-
cant is seeking approval under this subsection
and for which information is required to be
filed under subsection (b) or (c) of this sec-
tion—
(I) that such patent information has not
been filed,
(IT) that such patent has expired,
(ITI) of the date on which such patent will
expire, or
(IV) that such patent is invalid or will not
be infringed by the manufacture, use, or sale
of the new drug for which the application is
submitted; and

(viii) if with respect to the listed drug re-
ferred to in clause (i) information was filed
under subsection (b) or (c¢) of this section for a
method of use patent which does not claim a
use for which the applicant is seeking ap-
proval under this subsection, a statement that
the method of use patent does not claim such
a use.

The Secretary may not require that an abbre-
viated application contain information in addi-
tion to that required by clauses (i) through
(viii).

(B)(1) An applicant who makes a certification
described in subparagraph (A)(vii)(IV) shall in-
clude in the application a statement that the
applicant will give the notice required by clause
(ii) to—

(I) each owner of the patent which is the
subject of the certification or the representa-
tive of such owner designated to receive such
notice, and

(IT) the holder of the approved application
under subsection (b) of this section for the
drug which is claimed by the patent or a use
of which is claimed by the patent or the rep-
resentative of such holder designated to re-
ceive such notice.

(ii) The notice referred to in clause (i) shall
state that an application, which contains data
from bioavailability or bioequivalence studies,
has been submitted under this subsection for the
drug with respect to which the certification is
made to obtain approval to engage in the com-
mercial manufacture, use, or sale of such drug
before the expiration of the patent referred to in
the certification. Such notice shall include a de-
tailed statement of the factual and legal basis of
the applicant’s opinion that the patent is not
valid or will not be infringed.

(iii) If an application is amended to include a
certification described in subparagraph
(A)(vii)(IV), the notice required by clause (ii)
shall be given when the amended application is
submitted.
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(C) If a person wants to submit an abbreviated
application for a new drug which has a different
active ingredient or whose route of administra-
tion, dosage form, or strength differ from that of
a listed drug, such person shall submit a peti-
tion to the Secretary seeking permission to file
such an application. The Secretary shall ap-
prove or disapprove a petition submitted under
this subparagraph within ninety days of the date
the petition is submitted. The Secretary shall
approve such a petition unless the Secretary
finds—

(i) that investigations must be conducted to
show the safety and effectiveness of the drug
or of any of its active ingredients, the route of
administration, the dosage form, or strength
which differ from the listed drug; or

(ii) that any drug with a different active in-
gredient may not be adequately evaluated for
approval as safe and effective on the basis of
the information required to be submitted in an
abbreviated application.

(3)(A) The Secretary shall issue guidance for
the individuals who review applications sub-
mitted under paragraph (1), which shall relate to
promptness in conducting the review, technical
excellence, lack of bias and conflict of interest,
and knowledge of regulatory and scientific
standards, and which shall apply equally to all
individuals who review such applications.

(B) The Secretary shall meet with a sponsor of
an investigation or an applicant for approval for
a drug under this subsection if the sponsor or
applicant makes a reasonable written request
for a meeting for the purpose of reaching agree-
ment on the design and size of bioavailability
and bioequivalence studies needed for approval
of such application. The sponsor or applicant
shall provide information necessary for discus-
sion and agreement on the design and size of
such studies. Minutes of any such meeting shall
be prepared by the Secretary and made available
to the sponsor or applicant.

(C) Any agreement regarding the parameters
of design and size of bioavailability and bio-
equivalence studies of a drug under this para-
graph that is reached between the Secretary and
a sponsor or applicant shall be reduced to writ-
ing and made part of the administrative record
by the Secretary. Such agreement shall not be
changed after the testing begins, except—

(i) with the written agreement of the spon-
sor or applicant; or

(ii) pursuant to a decision, made in accord-
ance with subparagraph (D) by the director of
the reviewing division, that a substantial sci-
entific issue essential to determining the safe-
ty or effectiveness of the drug has been identi-
fied after the testing has begun.

(D) A decision under subparagraph (C)@ii) by
the director shall be in writing and the Sec-
retary shall provide to the sponsor or applicant
an opportunity for a meeting at which the direc-
tor and the sponsor or applicant will be present
and at which the director will document the sci-
entific issue involved.

(E) The written decisions of the reviewing di-
vision shall be binding upon, and may not di-
rectly or indirectly be changed by, the field or
compliance office personnel unless such field or
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compliance office personnel demonstrate to the
reviewing division why such decision should be
modified.

(F) No action by the reviewing division may be
delayed because of the unavailability of infor-
mation from or action by field personnel unless
the reviewing division determines that a delay
is necessary to assure the marketing of a safe
and effective drug.

(G) For purposes of this paragraph, the review-
ing division is the division responsible for the
review of an application for approval of a drug
under this subsection (including scientific mat-
ters, chemistry, manufacturing, and controls).

(4) Subject to paragraph (5), the Secretary
shall approve an application for a drug unless
the Secretary finds—

(A) the methods used in, or the facilities and
controls used for, the manufacture, proc-
essing, and packing of the drug are inadequate
to assure and preserve its identity, strength,
quality, and purity;

(B) information submitted with the applica-
tion is insufficient to show that each of the
proposed conditions of use have been pre-
viously approved for the listed drug referred to
in the application;

(C)(@@) if the listed drug has only one active
ingredient, information submitted with the
application is insufficient to show that the ac-
tive ingredient is the same as that of the list-
ed drug;

(ii) if the listed drug has more than one ac-
tive ingredient, information submitted with
the application is insufficient to show that the
active ingredients are the same as the active
ingredients of the listed drug, or

(iii) if the listed drug has more than one ac-
tive ingredient and if the application is for a
drug which has an active ingredient different
from the listed drug, information submitted
with the application is insufficient to show—

(I) that the other active ingredients are
the same as the active ingredients of the
listed drug, or

(IT) that the different active ingredient is

an active ingredient of a listed drug or a

drug which does not meet the requirements

of section 321(p) of this title,

or no petition to file an application for the
drug with the different ingredient was ap-
proved under paragraph (2)(C);

(D)(@@) if the application is for a drug whose
route of administration, dosage form, or
strength of the drug is the same as the route
of administration, dosage form, or strength of
the listed drug referred to in the application,
information submitted in the application is in-
sufficient to show that the route of adminis-
tration, dosage form, or strength is the same
as that of the listed drug, or

(ii) if the application is for a drug whose
route of administration, dosage form, or
strength of the drug is different from that of
the listed drug referred to in the application,
no petition to file an application for the drug
with the different route of administration,
dosage form, or strength was approved under
paragraph (2)(C);

(E) if the application was filed pursuant to
the approval of a petition under paragraph
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(2)(C), the application did not contain the in-
formation required by the Secretary respect-
ing the active ingredient, route of administra-
tion, dosage form, or strength which is not the
same;

(F) information submitted in the application
is insufficient to show that the drug is bio-
equivalent to the listed drug referred to in the
application or, if the application was filed pur-
suant to a petition approved under paragraph
(2)(C), information submitted in the applica-
tion is insufficient to show that the active in-
gredients of the new drug are of the same
pharmacological or therapeutic class as those
of the listed drug referred to in paragraph
(2)(A)(1) and that the new drug can be expected
to have the same therapeutic effect as the list-
ed drug when administered to patients for a
condition of use referred to in such paragraph;

(G) information submitted in the application
is insufficient to show that the labeling pro-
posed for the drug is the same as the labeling
approved for the listed drug referred to in the
application except for changes required be-
cause of differences approved under a petition
filed under paragraph (2)(C) or because the
drug and the listed drug are produced or dis-
tributed by different manufacturers;

(H) information submitted in the application
or any other information available to the Sec-
retary shows that (i) the inactive ingredients
of the drug are unsafe for use under the condi-
tions prescribed, recommended, or suggested
in the labeling proposed for the drug, or (ii)
the composition of the drug is unsafe under
such conditions because of the type or quan-
tity of inactive ingredients included or the
manner in which the inactive ingredients are
included;

(I) the approval under subsection (c¢c) of this
section of the listed drug referred to in the ap-
plication under this subsection has been with-
drawn or suspended for grounds described in
the first sentence of subsection (e) of this sec-
tion, the Secretary has published a notice of
opportunity for hearing to withdraw approval
of the listed drug under subsection (c¢) of this
section for grounds described in the first sen-
tence of subsection (e) of this section, the ap-
proval under this subsection of the listed drug
referred to in the application under this sub-
section has been withdrawn or suspended
under paragraph (6), or the Secretary has de-
termined that the listed drug has been with-
drawn from sale for safety or effectiveness rea-
sons;

(J) the application does not meet any other
requirement of paragraph (2)(A); or

(K) the application contains an untrue state-
ment of material fact.

(5)(A) Within one hundred and eighty days of
the initial receipt of an application under para-
graph (2) or within such additional period as
may be agreed upon by the Secretary and the
applicant, the Secretary shall approve or dis-
approve the application.

(B) The approval of an application submitted
under paragraph (2) shall be made effective on
the last applicable date determined under the
following:

(i) If the applicant only made a certification
described in subclause (I) or (II) of paragraph
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(2)(A)(vii) or in both such subclauses, the ap-
proval may be made effective immediately.

(ii) If the applicant made a certification de-
scribed in subclause (III) of paragraph
(2)(A)(vii), the approval may be made effective
on the date certified under subclause (III).

(iii) If the applicant made a certification de-
scribed in subclause (@IV) of paragraph
(2)(A)(vii), the approval shall be made effective
immediately unless an action is brought for
infringement of a patent which is the subject
of the certification before the expiration of
forty-five days from the date the notice pro-
vided under paragraph (2)(B)(i) is received. If
such an action is brought before the expiration
of such days, the approval shall be made effec-
tive upon the expiration of the thirty-month
period beginning on the date of the receipt of
the notice provided under paragraph (2)(B)@)
or such shorter or longer period as the court
may order because either party to the action
failed to reasonably cooperate in expediting
the action, except that—

(I) if before the expiration of such period
the court decides that such patent is invalid
or not infringed, the approval shall be made
effective on the date of the court decision,

(IT) if before the expiration of such period
the court decides that such patent has been
infringed, the approval shall be made effec-
tive on such date as the court orders under
section 271(e)(4)(A) of title 35, or

(ITI) if before the expiration of such period
the court grants a preliminary injunction
prohibiting the applicant from engaging in
the commercial manufacture or sale of the
drug until the court decides the issues of
patent validity and infringement and if the
court decides that such patent is invalid or
not infringed, the approval shall be made ef-
fective on the date of such court decision.

In such an action, each of the parties shall
reasonably cooperate in expediting the action.
Until the expiration of forty-five days from
the date the notice made under paragraph
(2)(B)(1) is received, no action may be brought
under section 2201 of title 28, for a declaratory
judgment with respect to the patent. Any ac-
tion brought under section 2201 shall be
brought in the judicial district where the de-
fendant has its principal place of business or a
regular and established place of business.

(iv) If the application contains a certifi-
cation described in subclause (IV) of paragraph
(2)(A)(vii) and is for a drug for which a pre-
vious application has been submitted under
this subsection continuing such a certifi-
cation, the application shall be made effective
not earlier than one hundred and eighty days
after—

(I) the date the Secretary receives notice
from the applicant under the previous appli-
cation of the first commercial marketing of
the drug under the previous application, or

(IT) the date of a decision of a court in an
action described in clause (iii) holding the
patent which is the subject of the certifi-
cation to be invalid or not infringed,

whichever is earlier.

(C) If the Secretary decides to disapprove an
application, the Secretary shall give the appli-
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cant notice of an opportunity for a hearing be-
fore the Secretary on the question of whether
such application is approvable. If the applicant
elects to accept the opportunity for hearing by
written request within thirty days after such
notice, such hearing shall commence not more
than ninety days after the expiration of such
thirty days unless the Secretary and the appli-
cant otherwise agree. Any such hearing shall
thereafter be conducted on an expedited basis
and the Secretary’s order thereon shall be issued
within ninety days after the date fixed by the
Secretary for filing final briefs.

(D)(1) If an application (other than an abbre-
viated new drug application) submitted under
subsection (b) of this section for a drug, no ac-
tive ingredient (including any ester or salt of
the active ingredient) of which has been ap-
proved in any other application under sub-
section (b) of this section, was approved during
the period beginning January 1, 1982, and ending
on September 24, 1984, the Secretary may not
make the approval of an application submitted
under this subsection which refers to the drug
for which the subsection (b) application was sub-
mitted effective before the expiration of ten
years from the date of the approval of the appli-
cation under subsection (b) of this section.

(ii) If an application submitted under sub-
section (b) of this section for a drug, no active
ingredient (including any ester or salt of the ac-
tive ingredient) of which has been approved in
any other application under subsection (b) of
this section, is approved after September 24,
1984, no application may be submitted under this
subsection which refers to the drug for which
the subsection (b) application was submitted be-
fore the expiration of five years from the date of
the approval of the application under subsection
(b) of this section, except that such an applica-
tion may be submitted under this subsection
after the expiration of four years from the date
of the approval of the subsection (b) application
if it contains a certification of patent invalidity
or noninfringement described in subclause (IV)
of paragraph (2)(A)(vii). The approval of such an
application shall be made effective in accord-
ance with subparagraph (B) except that, if an ac-
tion for patent infringement is commenced dur-
ing the omne-year period beginning forty-eight
months after the date of the approval of the sub-
section (b) application, the thirty-month period
referred to in subparagraph (B)(iii) shall be ex-
tended by such amount of time (if any) which is
required for seven and one-half years to have
elapsed from the date of approval of the sub-
section (b) application.

(iii) If an application submitted under sub-
section (b) of this section for a drug, which in-
cludes an active ingredient (including any ester
or salt of the active ingredient) that has been
approved in another application approved under
subsection (b) of this section, is approved after
September 24, 1984, and if such application con-
tains reports of new clinical investigations
(other than bioavailability studies) essential to
the approval of the application and conducted or
sponsored by the applicant, the Secretary may
not make the approval of an application sub-
mitted under this subsection for the conditions
of approval of such drug in the subsection (b) ap-
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plication effective before the expiration of three
years from the date of the approval of the appli-
cation under subsection (b) of this section for
such drug.

(iv) If a supplement to an application approved
under subsection (b) of this section is approved
after September 24, 1984, and the supplement
contains reports of new clinical investigations
(other than bioavailability studies) essential to
the approval of the supplement and conducted or
sponsored by the person submitting the supple-
ment, the Secretary may not make the approval
of an application submitted under this sub-
section for a change approved in the supplement
effective before the expiration of three years
from the date of the approval of the supplement
under subsection (b) of this section.

(v) If an application (or supplement to an ap-
plication) submitted under subsection (b) of this
section for a drug, which includes an active in-
gredient (including any ester or salt of the ac-
tive ingredient) that has been approved in an-
other application under subsection (b) of this
section, was approved during the period begin-
ning January 1, 1982, and ending on September
24, 1984, the Secretary may not make the ap-
proval of an application submitted under this
subsection which refers to the drug for which
the subsection (b) application was submitted or
which refers to a change approved in a supple-
ment to the subsection (b) application effective
before the expiration of two years from Sep-
tember 24, 1984.

(6) If a drug approved under this subsection re-
fers in its approved application to a drug the ap-
proval of which was withdrawn or suspended for
grounds described in the first sentence of sub-
section (e) of this section or was withdrawn or
suspended under this paragraph or which, as de-
termined by the Secretary, has been withdrawn
from sale for safety or effectiveness reasons, the
approval of the drug under this subsection shall
be withdrawn or suspended—

(A) for the same period as the withdrawal or
suspension under subsection (e) of this section
or this paragraph, or

(B) if the listed drug has been withdrawn
from sale, for the period of withdrawal from
sale or, if earlier, the period ending on the
date the Secretary determines that the with-
drawal from sale is not for safety or effective-
ness reasons.

(TMH(A)(Q) Within sixty days of September 24,
1984, the Secretary shall publish and make avail-
able to the public—

(I) a list in alphabetical order of the official
and proprietary name of each drug which has
been approved for safety and effectiveness
under subsection (c¢) of this section before Sep-
tember 24, 1984;

(IT) the date of approval if the drug is ap-
proved after 1981 and the number of the appli-
cation which was approved; and

(ITIT) whether in vitro or in vivo bioequiva-
lence studies, or both such studies, are re-
quired for applications filed under this sub-
section which will refer to the drug published.

(ii) Every thirty days after the publication of
the first list under clause (i) the Secretary shall
revise the list to include each drug which has
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been approved for safety and effectiveness under
subsection (c) of this section or approved under
this subsection during the thirty-day period.

(iii) When patent information submitted under
subsection (b) or (c) of this section respecting a
drug included on the list is to be published by
the Secretary, the Secretary shall, in revisions
made under clause (ii), include such information
for such drug.

(B) A drug approved for safety and effective-
ness under subsection (c¢) of this section or ap-
proved under this subsection shall, for purposes
of this subsection, be considered to have been
published under subparagraph (A) on the date of
its approval or September 24, 1984, whichever is
later.

(C) If the approval of a drug was withdrawn or
suspended for grounds described in the first sen-
tence of subsection (e) of this section or was
withdrawn or suspended under paragraph (6) or
if the Secretary determines that a drug has been
withdrawn from sale for safety or effectiveness
reasons, it may not be published in the list
under subparagraph (A) or, if the withdrawal or
suspension occurred after its publication in such
list, it shall be immediately removed from such
list—

(i) for the same period as the withdrawal or
suspension under subsection (e) of this section
or paragraph (6), or

(ii) if the listed drug has been withdrawn
from sale, for the period of withdrawal from
sale or, if earlier, the period ending on the
date the Secretary determines that the with-
drawal from sale is not for safety or effective-
ness reasons.

A notice of the removal shall be published in the
Federal Register.
(8) For purposes of this subsection:

(A) The term ‘‘bioavailability’” means the
rate and extent to which the active ingredient
or therapeutic ingredient is absorbed from a
drug and becomes available at the site of drug
action.

(B) A drug shall be considered to be bio-
equivalent to a listed drug if—

(i) the rate and extent of absorption of the
drug do not show a significant difference
from the rate and extent of absorption of the
listed drug when administered at the same
molar dose of the therapeutic ingredient
under similar experimental conditions in ei-
ther a single dose or multiple doses; or

(ii) the extent of absorption of the drug
does not show a significant difference from
the extent of absorption of the listed drug
when administered at the same molar dose
of the therapeutic ingredient under similar
experimental conditions in either a single
dose or multiple doses and the difference
from the listed drug in the rate of absorption
of the drug is intentional, is reflected in its
proposed labeling, is not essential to the at-
tainment of effective body drug concentra-
tions on chronic use, and is considered medi-
cally insignificant for the drug.

(9) The Secretary shall, with respect to each
application submitted under this subsection,
maintain a record of—

(A) the name of the applicant,
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(B) the name of the drug covered by the ap-
plication,

(C) the name of each person to whom the re-
view of the chemistry of the application was
assigned and the date of such assignment, and

(D) the name of each person to whom the
bioequivalence review for such application was
assigned and the date of such assignment.

The information the Secretary is required to
maintain under this paragraph with respect to
an application submitted under this subsection
shall be made available to the public after the
approval of such application.

(k) Records and reports; required information;
regulations and orders; access to records

(1) In the case of any drug for which an ap-
proval of an application filed under subsection
(b) or (j) of this section is in effect, the applicant
shall establish and maintain such records, and
make such reports to the Secretary, of data re-
lating to clinical experience and other data or
information, received or otherwise obtained by
such applicant with respect to such drug, as the
Secretary may by general regulation, or by
order with respect to such application, prescribe
on the basis of a finding that such records and
reports are necessary in order to enable the Sec-
retary to determine, or facilitate a determina-
tion, whether there is or may be ground for in-
voking subsection (e) of this section. Regula-
tions and orders issued under this subsection
and under subsection (i) of this section shall
have due regard for the professional ethics of
the medical profession and the interests of pa-
tients and shall provide, where the Secretary
deems it to be appropriate, for the examination,
upon request, by the persons to whom such regu-
lations or orders are applicable, of similar infor-
mation received or otherwise obtained by the
Secretary.

(2) Every person required under this section to
maintain records, and every person in charge or
custody thereof, shall, upon request of an officer
or employee designated by the Secretary, permit
such officer or employee at all reasonable times
to have access to and copy and verify such
records.

(I) Public disclosure of safety and effectiveness
data

Safety and effectiveness data and information
which has been submitted in an application
under subsection (b) of this section for a drug
and which has not previously been disclosed to
the public shall be made available to the public,
upon request, unless extraordinary  cir-
cumstances are shown—

(1) if no work is being or will be undertaken
to have the application approved,

(2) if the Secretary has determined that the
application is not approvable and all legal ap-
peals have been exhausted,

(3) if approval of the application under sub-
section (c) of this section is withdrawn and all
legal appeals have been exhausted,

(4) if the Secretary has determined that such
drug is not a new drug, or

(5) upon the effective date of the approval of
the first application under subsection (j) of
this section which refers to such drug or upon
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the date upon which the approval of an appli-

cation under subsection (j) of this section

which refers to such drug could be made effec-

tive if such an application had been submitted.
(m) “Patent” defined

For purposes of this section, the term ‘‘pat-
ent’” means a patent issued by the United States
Patent and Trademark Office.

(n) Scientific advisory panels

(1) For the purpose of providing expert sci-
entific advice and recommendations to the Sec-
retary regarding a clinical investigation of a
drug or the approval for marketing of a drug
under this section or section 262 of title 42, the
Secretary shall establish panels of experts or
use panels of experts established before Novem-
ber 21, 1997, or both.

(2) The Secretary may delegate the appoint-
ment and oversight authority granted under sec-
tion 394 of this title to a director of a center or
successor entity within the Food and Drug Ad-
ministration.

(3) The Secretary shall make appointments to
each panel established under paragraph (1) so
that each panel shall consist of—

(A) members who are qualified by training
and experience to evaluate the safety and ef-
fectiveness of the drugs to be referred to the
panel and who, to the extent feasible, possess
skill and experience in the development, man-
ufacture, or utilization of such drugs;

(B) members with diverse expertise in such
fields as clinical and administrative medi-
cine, pharmacy, pharmacology,
pharmacoeconomics, biological and physical
sciences, and other related professions;

(C) a representative of consumer interests,
and a representative of interests of the drug
manufacturing industry not directly affected
by the matter to be brought before the panel;
and

(D) two or more members who are specialists
or have other expertise in the particular dis-
ease or condition for which the drug under re-
view is proposed to be indicated.

Scientific, trade, and consumer organizations
shall be afforded an opportunity to nominate in-
dividuals for appointment to the panels. No indi-
vidual who is in the regular full-time employ of
the United States and engaged in the adminis-
tration of this chapter may be a voting member
of any panel. The Secretary shall designate one
of the members of each panel to serve as chair-
man thereof.

(4) Each member of a panel shall publicly dis-
close all conflicts of interest that member may
have with the work to be undertaken by the
panel. No member of a panel may vote on any
matter where the member or the immediate
family of such member could gain financially
from the advice given to the Secretary. The Sec-
retary may grant a waiver of any conflict of in-
terest requirement upon public disclosure of
such conflict of interest if such waiver is nec-
essary to afford the panel essential expertise,
except that the Secretary may not grant a waiv-
er for a member of a panel when the member’s
own scientific work is involved.

(5) The Secretary shall, as appropriate, pro-
vide education and training to each new panel
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member before such member participates in a
panel’s activities, including education regarding
requirements under this chapter and related reg-
ulations of the Secretary, and the administra-
tive processes and procedures related to panel
meetings.

(6) Panel members (other than officers or em-
ployees of the United States), while attending
meetings or conferences of a panel or otherwise
engaged in its business, shall be entitled to re-
ceive compensation for each day so engaged, in-
cluding traveltime, at rates to be fixed by the
Secretary, but not to exceed the daily equiva-
lent of the rate in effect for positions classified
above grade GS-15 of the General Schedule.
While serving away from their homes or regular
places of business, panel members may be al-
lowed travel expenses (including per diem in lieu
of subsistence) as authorized by section 5703 of
title 5, for persons in the Government service
employed intermittently.

(7) The Secretary shall ensure that scientific
advisory panels meet regularly and at appro-
priate intervals so that any matter to be re-
viewed by such a panel can be presented to the
panel not more than 60 days after the matter is
ready for such review. Meetings of the panel
may be held using electronic communication to
convene the meetings.

(8) Within 90 days after a scientific advisory
panel makes recommendations on any matter
under its review, the Food and Drug Administra-
tion official responsible for the matter shall re-
view the conclusions and recommendations of
the panel, and notify the affected persons of the
final decision on the matter, or of the reasons
that no such decision has been reached. Each
such final decision shall be documented includ-
ing the rationale for the decision.

(June 25, 1938, ch. 675, §505, 52 Stat. 1052; Pub. L.
86-507, §1(18), June 11, 1960, 74 Stat. 201; Pub. L.
87181, title I, §§102(b)—(d), 103(a), (b),
104(a)-(d)(2), Oct. 10, 1962, 76 Stat. 781-783, 784,
785; Pub. L. 92-387, §4(d), Aug. 16, 1972, 86 Stat.
562; Pub. L. 98-417, title I, §§101, 102(a)—(b)(5), 103,
104, Sept. 24, 1984, 98 Stat. 1585, 1592, 1593, 1597;
Pub. L. 102-282, §5, May 13, 1992, 106 Stat. 161;
Pub. L. 103-80, §3(n), Aug. 13, 1993, 107 Stat. 777;
Pub. L. 105-115, title I, §§115, 117, 119, 120, 124(a),
Nov. 21, 1997, 111 Stat. 2313, 2315, 2316, 2318, 2324;
Pub. L. 106-113, div. B, §1000(a)(9) [title IV,
§4732(b)(11)], Nov. 29, 1999, 113 Stat. 1536,
1501A-584; Pub. L. 107-109, §15(c)(1), Jan. 4, 2002,
115 Stat. 1420.)

REFERENCES IN TEXT

The General Schedule, referred to in subsec. (n)(6), is
set out under section 5332 of Title 5, Government Orga-
nization and Employees.

AMENDMENTS
2002—Subsec. (1)(1)(D). Pub. L. 107-109 added subpar.

(D).

1999—Subsec. (m). Pub. L. 106-113 substituted ‘“United
States Patent and Trademark Office” for ‘‘Patent and
Trademark Office of the Department of Commerce’.

1997—Subsec. (b)(1). Pub. L. 105-115, §115(b), inserted
at end ‘“The Secretary shall, in consultation with the
Director of the National Institutes of Health and with
representatives of the drug manufacturing industry, re-
view and develop guidance, as appropriate, on the in-
clusion of women and minorities in clinical trials re-
quired by clause (A).”

Filed: 07/03/2014

TITLE 21—FOOD AND DRUGS

Pg: 14 of 17

§355

Subsec. (b)(4). Pub. L. 105-115, §119(a), added par. (4).

Subsec. (c)(4). Pub. L. 105-115, §124(a), added par. (4).

Subsec. (d). Pub. L. 105-115, §115(a), inserted at end
“If the Secretary determines, based on relevant
science, that data from one adequate and well-con-
trolled clinical investigation and confirmatory evi-
dence (obtained prior to or after such investigation) are
sufficient to establish effectiveness, the Secretary may
consider such data and evidence to constitute substan-
tial evidence for purposes of the preceding sentence.”’

Subsec. (i). Pub. L. 105-115, §117, inserted ‘(1) after
‘1), redesignated former pars. (1) to (3) as subpars. (A)
to (C), respectively, of par. (1), added pars. (2) to (4), and
struck out closing provisions which read as follows:
‘“‘Such regulations shall provide that such exemption
shall be conditioned upon the manufacturer, or the
sponsor of the investigation, requiring that experts
using such drugs for investigational purposes certify to
such manufacturer or sponsor that they will inform
any human beings to whom such drugs, or any controls
used in connection therewith, are being administered,
or their representatives, that such drugs are being used
for investigational purposes and will obtain the consent
of such human beings or their representatives, except
where they deem it not feasible or, in their professional
judgment, contrary to the best interests of such human
beings. Nothing in this subsection shall be construed to
require any clinical investigator to submit directly to
the Secretary reports on the investigational use of
drugs.”

Subsec. (j)(2)(A)@@). Pub. L. 105-115, §119(b)(2)(A), sub-
stituted ‘‘paragraph (7) for ‘‘paragraph (6)”.

Subsec. (j)(3). Pub. L. 105-115, §119(b)(1)(B), added par.
(3). Former par. (3) redesignated (4).

Subsec. (j)(4). Pub. L. 105-115, §119(b)(1)(A), (2)(B), re-
designated par. (3) as (4) and in introductory provisions
substituted ‘‘paragraph (5)’ for ‘‘paragraph (4)”.
Former par. (4) redesignated (5).

Subsec. (j)(4)(D). Pub. L. 105-115, §119(b)(2)(C), sub-
stituted ‘‘paragraph (6)’’ for ‘‘paragraph (5)”.

Subsec. (j)(5), (6). Pub. L. 105-115, §119(b)(1)(A), redes-
ignated pars. (4) and (5) as (b) and (6), respectively.
Former par. (6) redesignated (7).

Subsec. (j)(7). Pub. L. 105-115, §119(b)(1)(A), (2)(D), re-
designated par. (6) as (7) and in subpar. (C) substituted
‘“‘paragraph (6)” for ‘‘paragraph (5)” in two Dplaces.
Former par. (7) redesignated (8).

Subsec. (j)(8), (9). Pub. L. 105-115, §119(b)(1)(A), redes-
ignated pars. (7) and (8) as (8) and (9), respectively.

Subsec. (n). Pub. L. 105-115, §120, added subsec. (n).

1993—Subsec. (j)(6)(A)(1i). Pub. L. 103-80, §3(n)(1)(A),
substituted ‘“Secretary’ for ‘‘Secretry’’.

Subsec. (j)(6)(A){ii). Pub. L. 103-80, §3(n)(1)(B), in-
serted comma after ‘‘published by the Secretary’’.

Subsec. (k)(1). Pub. L. 103-80, §3(n)(2), substituted
‘‘section. Regulations” for ‘‘section: Provided, however,
That regulations”.

1992—Subsec. (j)(8). Pub. L. 102-282 added par. (8).

1984—Subsec. (a). Pub. L. 98-417, §102(b)(1), inserted
‘or (j) after ‘‘subsection (b)”.

Subsec. (b). Pub. L. 98-417, §§102(a)(1), 103(a), des-
ignated existing provisions of subsec. (b) as par. (1)
thereof and redesignated existing cls. (1) through (6) of
such par. (1) as cls. (A) through (F) thereof, respec-
tively, inserted requirement that the applicant file
with the application the patent number and the expira-
tion date of any patent which claims the drug for which
the applicant submitted the application or which
claims a method of using such drug and with respect to
which a claim of patent infringement could reasonably
by asserted if a person not licensed by the owner en-
gaged in the manufacture, use, or sale of the drug, that
the applicant amend the application to include such in-
formation if an application is filed under this sub-
section for a drug and a patent which claims such drug
or a method of using such drug is issued after the filing
date but before approval of the application, and that
upon approval of the application, the Secretary publish
the information submitted, and added pars. (2) and (3).

Subsec. (c¢). Pub. L. 98-417, §§102(a)(2), (b)(2), 103(b),
designated existing provisions of subsec. (¢) as par. (1)
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thereof and in par. (1) as so designated substituted
‘“‘subsection (b) of this section” for ‘‘this subsection”
and redesignated former pars. (1) and (2) as subpars. (A)
and (B), respectively, and added pars. (2) and (3).

Subsec. (d)(6), (7). Pub. L. 98-417, §102(a)(3)(A), added
cl. (6) relating to the failure of the application to con-
tain the patent information prescribed by subsec. (b) of
this section, and redesignated former cl. (6) as (7).

Subsec. (e). Pub. L. 98417, §102(a)(3)(B), in first sen-
tence, added a new cl. (4) relating to the failure to file
the patent information prescribed by subsec. (¢) of this
section within 30 days after the receipt of written no-
tice from the Secretary specifying the failure to file
such information, and redesignated former cl. (4) as (5).

Pub. L. 98-417, §102(b)(3), (4), in second sentence, in-
serted in provisions preceding cl. (1) ‘‘submitted under
subsection (b) or (j) of this section’ and in cl. (1) sub-
stituted ‘‘under subsection (k) of this section or to
comply with the notice requirements of section
360(k)(2) of this title” for ‘“‘under subsection (j) of this
section or to comply with the notice requirements of
section 360(j)(2) of this title’’.

Subsecs. (j), (k). Pub. L. 98-417, §101, added subsec. (j)
and redesignated former subsec. (j) as (k).

Subsec. (k)(1). Pub. L. 98-417, §102(b)(5), substituted
“under subsection (b) or (j) of this section’ for ‘‘pursu-
ant to this section”.

Subsecs. (1), (m). Pub. L. 98-417, §104, added subsecs.
() and (m).

1972—Subsec. (e). Pub. L. 92-387 inserted ‘‘or to com-
ply with the notice requirements of section 360(j)(2) of
this title” in cl. (1) of second sentence relating to the
maintenance of records.

1962—Subsec. (a). Pub. L. 87-781, §104(a), inserted ‘‘an
approval of”’ before ‘‘an application’.

Subsec. (b). Pub. L. 87-781, §102(b), inserted ‘‘and
whether such drug is effective in use’ after ‘‘is safe for
use”’.

Subsec. (¢). Pub. L. 87-781, §104(b), substituted provi-
sions requiring the Secretary, within 180 days after fil-
ing an application, or such additional period as the
Secretary and the applicant agree upon, to either ap-
prove the application, if meeting the requirements of
subsec. (d) of this section, or give notice of opportunity
for hearing on question of whether such application is
approvable, and providing that if applicant requests
hearing in writing within 30 days, the hearing shall
begin within 90 days after expiration of said 30 days,
unless the Secretary and applicant agree otherwise,
that such hearing shall be expedited, and that the Sec-
retary’s order shall be issued within 90 days after date
for filing final briefs, for provisions which had an appli-
cation become effective on the sixtieth day after filing
thereof unless prior thereto the Secretary postponed
the date by written notice to such time, but not more
than 180 days after filing, as the Secretary deemed nec-
essary to study and investigate the application.

Subsec. (d). Pub. L. 87-781, §102(c), inserted references
to subsec. (c¢), added cls. (6) and (6), provided that if
after notice and opportunity for hearing, the Secretary
finds that cls. (1) to (6) do not apply, he shall approve
the application, and defined ‘‘substantial evidence” as
used in this subsection and subsec. (e) of this section.

Subsec. (e). Pub. L. 87-781, §102(d), amended subsec.
(e) generally, and among other changes, directed the
Secretary to withdraw approval of an application if by
tests, other scientific data or experience, or new evi-
dence of clinical experience not contained in the appli-
cation or available at the time of its approval, the drug
is shown to be unsafe, or on the basis of new informa-
tion, there is shown a lack of substantial evidence that
the drug has the effect it is represented to have, and
provided that if the Secretary, or acting Secretary,
finds there is an imminent hazard to the public health,
he may suspend approval immediately, notify the ap-
plicant, and give him opportunity for an expedited
hearing, that the Secretary may withdraw approval if
the applicant fails to establish a system for maintain-
ing required records, or has repeatedly or deliberately
failed to maintain records and make reports, or has re-
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fused access to, or copying or verification of such
records, or if the Secretary finds on new evidence that
the methods, facilities and controls in the manufac-
turing, processing, and packing are inadequate to as-
sure and preserve the drugs’ identity, strength, quality
and purity, and were not made adequate within a rea-
sonable time after receipt of written notice thereof, or
finds on new evidence, that the labeling is false or mis-
leading and was not corrected within a reasonable time
after receipt of written notice thereof.

Subsec. (f). Pub. L. 87-781, §104(c), substituted provi-
sions requiring the Secretary to revoke any previous
order under subsecs. (d) or (e) of this section refusing,
withdrawing, or suspending approval of an application
and to approve such application or reinstate such ap-
proval, for provisions which required him to revoke an
order refusing effectiveness to an application.

Subsec. (h). Pub. L. 87-781, §104(d)(1), (2), inserted ‘‘as
provided in section 2112 of title 28”°, and ‘‘except that
until the filing of the record the Secretary may modify
or set aside his order”’, substituted ‘‘or withdrawing ap-
proval of an application under this section’ for ‘‘to per-
mit the application to become effective, or suspending
the effectiveness of the application’”, “United States
court of appeals for the circuit’ for ‘‘district court of
the United States within any district’, ‘“Court of Ap-
peals for the District of Columbia Circuit’ for ‘‘District
Court for the District of Columbia’, ‘‘transmitted by
the clerk of the court to’ for ‘‘served upon’’, and ‘‘by
the Supreme Court of the United States upon certiorari
or certification as provided in section 1254 of title 28"
for ‘‘as provided in sections 225, 346, and 347 of title 28,
as amended, and in section 7, as amended, of the Act
entitled ‘An Act to establish a Court of Appeals for the
District of Columbia’, approved February 9, 1893, and
eliminated ‘“‘upon’ before ‘‘any officer designated”, ‘‘a
transcript of”’ before ‘‘the record’” and ‘‘and decree’ be-
fore ‘‘of the court affirming”’.

Subsec. (i). Pub. L. 87-781, §103(b), inserted ‘‘the fore-
going subsections of’’ after ‘‘operation of”’, and ‘‘and ef-
fectiveness’ after ‘‘safety’’, and provided that the regu-
lations may condition exemptions upon the submission
of reports of preclinical tests to justify the proposed
clinical testing, upon the obtaining by the manufac-
turer or sponsor of the investigation of a new drug of
a signed agreement from each of the investigators that
patients to whom the drug is administered will be
under his supervision or under investigators respon-
sible to him, and that he will not supply such drug to
any other investigator, or to clinics, for administration
to human beings, or upon the establishment and main-
tenance of records and reports of data obtained by the
investigational use of such drug, as the Secretary finds
will enable him to evaluate the safety and effectiveness
of such drug, and provided that the regulations shall
condition an exemption upon the manufacturer or
sponsor of the investigation requiring that experts
using such drugs certify that they will inform humans
to whom such drugs or any controls connected there-
with are administered, or their representatives, and
will obtain the consent of such people where feasible
and not contrary to the best interests of such people,
and that reports on the investigational use of drugs are
not required to be submitted directly to the Secretary.

Subsec. (j). Pub. L. 87-781, §103(a), added subsec. (j).

1960—Subsec. (g). Pub. L. 86-507 inserted ‘‘or by cer-
tified mail”’ after ‘‘registered mail’’.

EFFECTIVE DATE OF 1999 AMENDMENT

Amendment by Pub. L. 106-113 effective 4 months
after Nov. 29, 1999, see section 1000(a)(9) [title IV, §4731]
of Pub. L. 106-113, set out as a note under section 1 of
Title 35, Patents.

EFFECTIVE DATE OF 1997 AMENDMENT

Amendment by Pub. L. 105-115 effective 90 days after
Nov. 21, 1997, except as otherwise provided, see section
501 of Pub. L. 105-115, set out as a note under section 321
of this title.
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EFFECTIVE DATE OF 1984 AMENDMENT

Section 105 of Pub. L. 98-417 provided that:

‘‘(a) The Secretary of Health and Human Services
shall promulgate, in accordance with the notice and
comment requirements of section 553 of title 5, United
States Code, such regulations as may be necessary for
the administration of section 505 of the Federal Food,
Drug, and Cosmetic Act [this section], as amended by
sections 101, 102, and 103 of this Act, within one year of
the date of enactment of this Act [Sept. 24, 1984].

‘“(b) During the period beginning sixty days after the
date of the enactment of this Act [Sept. 24, 1984], and
ending on the date regulations promulgated under sub-
section (a) take effect, abbreviated new drug applica-
tions may be submitted in accordance with the provi-
sions of section 314.2 of title 21 of the Code of Federal
Regulations and shall be considered as suitable for any
drug which has been approved for safety and effective-
ness under section 505(c) of the Federal Food, Drug, and
Cosmetic Act [subsec. (¢) of this section] before the
date of the enactment of this Act. If any such provision
is inconsistent with the requirements of section 505(j)
of the Federal Food, Drug, and Cosmetic Act, the Sec-
retary shall consider the application under the applica-
ble requirements of such section. The Secretary of
Health and Human Services may not approve such an
abbreviated new drug application which is filed for a
drug which is described in sections 505(c)(3)(D) and
505(j)(4)(D) of the Federal Food, Drug, and Cosmetic
Act, except in accordance with such section.”

EFFECTIVE DATE OF 1972 AMENDMENT

Amendment by Pub. L. 92-387 effective on first day of
sixth month beginning after Aug. 16, 1972, see section 5
of Pub. L. 92-387, set out as a note under section 360 of
this title.

EFFECTIVE DATE OF 1962 AMENDMENT

Amendment by Pub. L. 87-781 effective on first day of
seventh calendar month following October 1962, see sec-
tion 107 of Pub. L. 87-781, set out as a note under sec-
tion 321 of this title.

CONSTRUCTION OF AMENDMENTS BY PUB. L. 102-282

Amendment by Pub. L. 102-282 not to preclude any
other civil, criminal, or administrative remedy pro-
vided under Federal or State law, including any private
right of action against any person for the same action
subject to any action or civil penalty under an amend-
ment made by Pub. L. 102-282, see section 7 of Pub. L.
102-282, set out as a note under section 335a of this title.

TRANSFER OF FUNCTIONS

For transfer of functions of Federal Security Admin-
istrator to Secretary of Health, Education, and Welfare
[now Health and Human Services], and of Food and
Drug Administration in the Department of Agriculture
to Federal Security Agency, see note set out under sec-
tion 41 of this title.

REPORT ON PATIENT ACCESS TO NEW THERAPEUTIC
AGENTS FOR PEDIATRIC CANCER

Pub. L. 107-109, §15(d), Jan. 4, 2002, 115 Stat. 1421, pro-
vided that: ‘“Not later than January 31, 2003, the Sec-
retary of Health and Human Services, acting through
the Commissioner of Food and Drugs and in consulta-
tion with the Director of the National Institutes of
Health, shall submit to the Committee on Health, Edu-
cation, Labor, and Pensions of the Senate and the Com-
mittee on Energy and Commerce of the House of Rep-
resentatives a report on patient access to new thera-
peutic agents for pediatric cancer, including access to
single patient use of new therapeutic agents.”

DATA REQUIREMENTS FOR DRUGS AND BIOLOGICS

Section 118 of Pub. L. 105-115 provided that: ‘“Within
12 months after the date of enactment of this Act [Nov.
21, 1997], the Secretary of Health and Human Services,
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acting through the Commissioner of Food and Drugs,
shall issue guidance that describes when abbreviated
study reports may be submitted, in lieu of full reports,
with a new drug application under section 505(b) of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355(b))
and with a biologics license application under section
351 of the Public Health Service Act (42 U.S.C. 262) for
certain types of studies. Such guidance shall describe
the kinds of studies for which abbreviated reports are
appropriate and the appropriate abbreviated report for-
mats.”’

REQUIREMENTS FOR REVIEW OF APPROVAL PROCEDURES
AND CURRENT GOOD MANUFACTURING PRACTICES FOR
POSITRON EMISSION TECHNOLOGY

Section 121(c) of Pub. L. 105-115 provided that:
(1) PROCEDURES AND REQUIREMENTS.—

““(A) IN GENERAL.—In order to take account of the
special characteristics of positron emission tomog-
raphy drugs and the special techniques and processes
required to produce these drugs, not later than 2
years after the date of enactment of this Act [Nov. 21,
1997], the Secretary of Health and Human Services
shall establish—

‘(i) appropriate procedures for the approval of
positron emission tomography drugs pursuant to
section 505 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355); and

‘“(ii) appropriate current good manufacturing
practice requirements for such drugs.
¢“(B) CONSIDERATIONS AND CONSULTATION.—In estab-

lishing the procedures and requirements required by
subparagraph (A), the Secretary of Health and
Human Services shall take due account of any rel-
evant differences between not-for-profit institutions
that compound the drugs for their patients and com-
mercial manufacturers of the drugs. Prior to estab-
lishing the procedures and requirements, the Sec-
retary of Health and Human Services shall consult
with patient advocacy groups, professional associa-
tions, manufacturers, and physicians and scientists
licensed to make or use positron emission tomog-
raphy drugs.

€“(2) SUBMISSION OF NEW DRUG APPLICATIONS AND AB-

BREVIATED NEW DRUG APPLICATIONS.—

‘“(A) IN GENERAL.—Except as provided in subpara-
graph (B), the Secretary of Health and Human Serv-
ices shall not require the submission of new drug ap-
plications or abbreviated new drug applications under
subsection (b) or (j) of section 505 (21 U.S.C. 355), for
compounded positron emission tomography drugs
that are not adulterated drugs described in section
501(a)(2)(C) of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 351(a)(2)(C)) (as amended by subsection
(b)), for a period of 4 years after the date of enact-
ment of this Act [Nov. 21, 1997], or for 2 years after
the date on which the Secretary establishes proce-
dures and requirements under paragraph (1), which-
ever is longer.

‘(B) EXCEPTION.—Nothing in this Act [see Short
Title of 1997 Amendment note set out under section
301 of this title] shall prohibit the voluntary submis-
sion of such applications or the review of such appli-
cations by the Secretary of Health and Human Serv-
ices. Nothing in this Act shall constitute an exemp-
tion for a positron emission tomography drug from
the requirements of regulations issued under section
5056(1) of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 355(1)).”

““COMPOUNDED POSITRON EMISSION TOPOGRAPHY DRUG”
DEFINED

Section 121(e) of Pub. L. 105-115 provided that: ‘‘As
used in this section [amending sections 321 and 351 of
this title and enacting provisions set out as notes
under this section and section 351 of this title], the
term ‘compounded positron emission tomography drug’
has the meaning given the term in section 201 of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C. 321).”
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REQUIREMENTS FOR RADIOPHARMACEUTICALS

Section 122 of Pub. L. 105-115 provided that:
‘‘(a) REQUIREMENTS.—
‘(1) REGULATIONS.—

‘“(A) PROPOSED REGULATIONS.—Not later than 180
days after the date of enactment of this Act [Nov.
21, 1997], the Secretary of Health and Human Serv-
ices, after consultation with patient advocacy
groups, associations, physicians licensed to use
radiopharmaceuticals, and the regulated industry,
shall issue proposed regulations governing the ap-
proval of radiopharmaceuticals. The regulations
shall provide that the determination of the safety
and effectiveness of such a radiopharmaceutical
under section 505 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355) or section 351 of the
Public Health Service Act (42 U.S.C. 262) shall in-
clude consideration of the proposed use of the
radiopharmaceutical in the practice of medicine,
the pharmacological and toxicological activity of
the radiopharmaceutical (including any carrier or
ligand component of the radiopharmaceutical), and
the estimated absorbed radiation dose of the radio-
pharmaceutical.

‘“(B) FINAL REGULATIONS.—Not later than 18
months after the date of enactment of this Act, the
Secretary shall promulgate final regulations gov-
erning the approval of the radiopharmaceuticals.
‘“(2) SPECIAL RULE.—In the case of a radiopharma-

ceutical, the indications for which such radiopharma-
ceutical is approved for marketing may, in appro-
priate cases, refer to manifestations of disease (such
as biochemical, physiological, anatomic, or patholog-
ical processes) common to, or present in, one or more
disease states.
‘“(b) DEFINITION.—In this section, the term ‘radio-
pharmaceutical’ means—
‘(1) an article—

‘“(A) that is intended for use in the diagnosis or
monitoring of a disease or a manifestation of a dis-
ease in humans; and

‘(B) that exhibits spontaneous disintegration of
unstable nuclei with the emission of nuclear par-
ticles or photons; or
‘(2) any nonradioactive reagent kit or nuclide gen-

erator that is intended to be used in the preparation
of any such article.”

SPECIAL RULE

Section 123(f) of Pub. L. 105-115 provided that: ‘“The
Secretary of Health and Human Services shall take
measures to minimize differences in the review and ap-
proval of products required to have approved biologics
license applications under section 351 of the Public
Health Service Act (42 U.S.C. 262) and products required
to have approved new drug applications under section
505(b)(1) of the Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 355(b)(1)).”

TRANSITION

Section 125(d) of Pub. L. 105-115 provided that:

‘(1) IN GENERAL.—AnN application that was approved
by the Secretary of Health and Human Services before
the date of the enactment of this Act [Nov. 21, 1997] for
the marketing of an antibiotic drug under section 507 of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
357), as in effect on the day before the date of the enact-
ment of this Act, shall, on and after such date of enact-
ment, be considered to be an application that was sub-
mitted and filed under section 505(b) of such Act (21
U.S.C. 355(b)) and approved for safety and effectiveness
under section 505(c) of such Act (21 U.S.C. 355(¢c)), ex-
cept that if such application for marketing was in the
form of an abbreviated application, the application
shall be considered to have been filed and approved
under section 505(j) of such Act (21 U.S.C. 355())).

‘(2) EXCEPTION.—The following subsections of section
505 (21 U.S.C. 355) shall not apply to any application for
marketing in which the drug that is the subject of the
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application contains an antibiotic drug and the anti-
biotic drug was the subject of any application for mar-
keting received by the Secretary of Health and Human
Services under section 507 of such Act (21 U.S.C. 357) be-
fore the date of the enactment of this Act [Nov. 21,
1997]:
“(A)(1) Subsections (¢)(2), (A)(6), (e)(4), (N(2)(A)(Vii),
(M 2)(A)(viiD), (H(2)B), (HDH(B), and (j)(4)(D); and
“(ii) The third and fourth sentences of subsection
(b)(1) (regarding the filing and publication of patent
information); and
“(B) Subsections (b)(2)(A), (b)(2)(B), (b)(3), and (c)(3)
if the investigations relied upon by the applicant for
approval of the application were not conducted by or
for the applicant and for which the applicant has not
obtained a right of reference or use from the person
by or for whom the investigations were conducted.
‘(3) PUBLICATION.—For purposes of this section, the
Secretary is authorized to make available to the public
the established name of each antibiotic drug that was
the subject of any application for marketing received
by the Secretary for Health and Human Services under
section 507 of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 357) before the date of enactment of this
Act [Nov. 21, 1997].”

TERMINATION OF ADVISORY PANELS

Advisory panels established after Jan. 5, 1973, to ter-
minate not later than the expiration of the 2-year pe-
riod beginning on the date of their establishment, un-
less, in the case of a panel established by the President
or an officer of the Federal Government, such panel is
renewed by appropriate action prior to the expiration
of such 2-year period, or in the case of a panel estab-
lished by Congress, its duration is otherwise provided
for by law. See sections 3(2) and 14 of Pub. L. 92-463,
Oct. 6, 1972, 86 Stat. 770, 776, set out in the Appendix to
Title 5, Government Organization and Employees.

APPEALS TAKEN PRIOR TO OCTOBER 10, 1962

Section 104(d)(3) of Pub. L. 87-781 made amendments
to subsec. (h) of this section inapplicable to any appeal
taken prior to Oct. 10, 1962.

SECTION REFERRED TO IN OTHER SECTIONS

This section is referred to in sections 321, 331, 333, 334,
33ba, 352, 353, 353a, 355a, 3b55b, 356, 356-1, 356a, 356c, 360,
360b, 360j, 360aa to 360ee, 360aaa, 360bbb, 360bbb-1, 374,
379g, 379h, 379i, 379r, 381, 382, 384, 802, 811, 827 of this
title; title 10 section 1107; title 26 section 45C; title 28
section 2201; title 35 sections 155A, 156, 271; title 42 sec-
tions 236, 262, 282, 284m, 300cc-12, 300cc-13, 300cc-17,
1395y, 1396r-8.

§ 355a. Pediatric studies of drugs
(a) Definitions

As used in this section, the term ‘‘pediatric
studies” or ‘‘studies’ means at least one clinical
investigation (that, at the Secretary’s discre-
tion, may include pharmacokinetic studies) in
pediatric age groups (including neonates in ap-
propriate cases) in which a drug is anticipated
to be used.

(b) Market exclusivity for new drugs

If, prior to approval of an application that is
submitted under section 355(b)(1) of this title,
the Secretary determines that information re-
lating to the use of a new drug in the pediatric
population may produce health benefits in that
population, the Secretary makes a written re-
quest for pediatric studies (which shall include a
timeframe for completing such studies), and
such studies are completed within any such
timeframe and the reports thereof submitted in
accordance with subsection (d)(2) of this section
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