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- DATES OF CONSIDERATION AND PASSAGE
Nirector. Senate June 29, August 10, September 12, 1984
R ‘House September 6, 1984 ‘ . :
. . - 8. 1538 was passed in lieu of the House bill after amending its lan- S
» House of guage to contaih the text of the House bill. The House Report- £
nt of H.J. * (Part 1, this page, and Part II, page 2686) and 3 Related Report e
economy. . (page 2721) are set out.’ P o oL
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use 2(bX2) . _Thé Committee on Energy and Commerce, to whom was referred - - S .
was_avail- . the bill (HL.R. 3605) to amend the Federal Food, Drug, and Cosmetic ;
:M\‘pclﬁ- : _ : Act to authorize an abbreviated new.drug application under section f
- 505 of that Act for generic new drugs equivalent to approved new E
* sailed B drugs, having considered the same, report favorably thereon with .~ |
the defini- ) : _amendments and recommend that the bill as amended do pass. L s
of Repre- R : S I T B
A LOREE * L x L * * . o #
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. PURPOSE AND SUMMARY
The purpose. of Title 1 of the bill is to make available more low
cost generic drugs by establishing a generic drug approval proce-
dure for pioneer drugs first approved after 1962. Under current

law, there is a generic drug approval procedure for pioneer drugs - .
aitgggoved. ‘before 1962, but-not for pioneer drugs approved after = -

Title I of the bill generally extends the procedures used to _:'a}")- g
prove generic copies of pre-62 drugs to post-62 drugs. Generic copies
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of any drugs may be approved if the generic is the same as. the
original drug or so similar that FDA has determined the differ-

.ences do not require safety and effectiveness testing.

Title I also requires patent owners to submit information to FDA

- regarding produce and use patents that cover approved drugs. Ge-

neric copies of these drugs may be approved when the patents

‘expire unless the generic company certifies that the patent is in-
-valid or will not be infringed. In such cases, the generic company
., ‘must notify the patent owner about ifs certification and approval

of the generic drug may not be made effective until the court de-
cides the suit for patent infringement or a- period.of 18 months,

‘whichever occurs first. Notification must be given when the generic

has submitted an ANDA with bicequivalence data.

Tn addition, Title I affords four years of exclusive market life to
drugs which may not be patented and which are-approved for the
first time after enactment of the bill. Further, drugs which were
approved for the first time between -1982:and the date of enactment
received ten years of exclusive market life.

TITLE 1

The purpose ‘of Title II of the bill is to create a new incentive for
increased expenditures for research ‘and development of ‘certain
products which are subject to premarket government approval. The
incentive is the restoration of some of the time lost on patent life

. while the product is awaiting ‘pre-maiket approval. Under currrent

law, a patent continues to run while the maker of the product is
testing and awaiting apprc val to market-it. -
" Title TI of H.R. 3605 provides for one extension of the earliest

' patent on certain products subject to:pre-market approval. The ex-
- ‘tension would be for a period equal to: (1) half of the time required
to. test the product for safety (and effectiveness in-some cases); and

(2} all of the time required for the agency to approve marketmg of
the product. These products include: human- drugs, animal drugs,
medical dmnr-as, and food and color additives,

| didio i plaléo nwovoidl iLails Uil iné peaiula Go x.ldwvx.sb CR ST
First, the period of extension may not exceed two years for prod-
ucts either currently being tested or awaiting approval. For all

.other products, the period of extension may not exceed five years,

Second, the period of patent extension when added to the patent
time left after approval of the product may not exceed fourteen
years. Third, any time that the product’s manufacturer did not act
with- due dlhgence durmg the regulatory re\new penqd would be
subtracted. -

- Finally, Title, II pmv;des that 1t is not an act of patent mfrmge—
ment for a generic drug maker to import or to test a patented drug

in-preparation for seeking FDA approval. if marketing. of the drug '

would occur after exp1ratxon of the pa*bent

', HEARINGS . : :
The Commlttee s Subcommlttee on Health and the Envu'onment

held one day of hearings on H.R. 3605, the Drug Price Competition -
- Act, on July 15, 1983. Testimony was received from 15 witnesses,
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representing nine organizations, with additional material submit-~

ted by two individuals and organizations.
' ComMITTEE CONSIDERATION

" On August 2, 1983, the Committee’s Subcommiittee on Health

and the Environment met in open-session and ordered favorably re-

‘ported H.R. 3605 without amendment by voice vote. On June 12,

1984, the Committee met in open session on H.R. 3605, amended
the bill, and ordered it favorably reported by a voice vote. The title

of the bill, as amended, is the “Drug Price Competition and Patent:

Term Restoration Act of 1984.” _ R
" BACKGROUND AND NEED FOR THE LEGISLATION
TITLE 1—~ABBREVIATED NEW DRUG APPLICATIONS .

Prior to 1962, the Federal Food, Drug and Cosmetic Act (FFDCA)
required that all drugs be approved as safe before they could be -
‘marketed.. The 1962 amendments required that all new- drugs, ge-

neric and pioneer, must be approved as safe and effective prior to-
marketing, ’ ' ’ SR -

As g result of the 1962 amendments, FDA did two things regard- o

ing pre-1962 drugs. First, the :ﬁency created the -Drug Efficacy
Study (DESD .to determine if all pre-1962 drugs: were - effective..
Second, FDA established a policy permitting the approval of a ge-
neric drug equivalent to a safe and éffective pre-1962 pioneer drug.

As a result of the 1962 amendments, the' manufacturer: of a pio-
neer drug must conduct tests on humans that show. the.product to
:be safe and ‘efféctive and submit the tesults in a new drug applica-
tion (NDA). A manufacturer of -a’géneric drug must conduct tests

-that show the geéneric drug is the same ‘as the:pioneer drug and. .

that it’will be -propérly manufactured and -labeled. This informa-

tion is submitted in an abbreviated new drug apglicatiq’n. (ANDA). .

The. only differénce between a NDA -and an A is that the .
generic manufacturer is not réguired to conduct human clinical
trials. FDA considers such retesting to be unnecessary and wastefiil
because the drug has already been determined {o be safe and effec-
tive, Moreover; such retesting is unethical because it requires that

some sick patients take placebos and be denied treatment known to

be effective.... ... . T S
" The FDA allows'this ANDA: procedure only for pioneer drugs ap-

proved before 1962, There is no ANDA: procediire for agp‘rowng ge-
neric ‘equivalents of apioneer, drugs approved after 1962. While-the -

FDA has been considering since 1978 an extension of the pre-1962:

ANDA policy to -tﬁost'-l%z drugs, it has not extended the regula-

:tion; Because of the

necessary. to establish a post-1962 ANDA policy. e g
Some have suggested that. “Paper NDAs” be used to approve ge-.

,rl_}eric- .eﬁuivalents of pioheer drugs approved aftér 1962. Under the.
aper P

entific reports, instead of clinical trials, to support findings of

safety ang eiifit:a,cl)ir‘.i

FDA estimates"t

percent of all post-1962 drugs.
' . 2649 .

agency’s failure to-act, Title I of H:R: 3605 is -

DA procedure, the generic manufacturer may submit sci-

This procedure is inadequate, however, because -
t satisfactory reports are not.available for 85.
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- Currently, there are abp'roxiihétely 150 ‘drugs 'éppx"o'iredﬂ*..aftéi'- ‘

1962 that are off patent and for which there is 'no generic equiva-

lent. All of these drugs could be approved in generic form if there

was a procedure. Each year, more pioneer drugs go off patent and
become available for approval as.generics. A -

. Among the drugs dvailable or soon to be available for genericap-
proval are five best sellers: valium, motrin, inderal, dyazide, and

lasix. Dyazide, for example, is the most widely used diuretic for the =
treatment of high. blood pressure. Its patent expired in 1981.

“Valium is a popular tranquilizer whose patent expires in 1985."An-
other drug whose patent has expired is indocin, an anti-inflamma-
tory drug: used in the treatment of arthritis that is the tenth high-
est selling drug in the United States, .~ =~ = =~ o

The availability of generic versions of pioneer drugs approved.
after 1962 would save American consumers $920 million over the -
next 12 years. Older Americans, in particular, would benefit be-

cause they. use almost 25 percent of all prescription drugs. 7 -
- Moreover; the:lack of generics for post<1962 pioneer drugs will

cost Federal -and State: governments millions: of déllars. For the

drug metronidazole, purchased by the Department of Defense, the
taxpayers saved approximately $1.2 million in one year as a result
of the availability of a lower priced generic version. Federal and

State governments will be-denied comparable savings on drugs ap-'

-proved after-1962 because of the lack of an approval procedure.
IR TITLE 11—PATENT TERM RESTORATION v
Patents are designed to promote innovation by providing ine

right to exclude others from making, using, or selling an invention.

They enable innovators to obtain greater profits than could have
been obtained if direct competition existed. These profits-act as in-
centives for innovative activities. . - S e T T
_Although the patent term in the United States is 17 years, the

period during the patent term in which products are marketed (the

effective patent term) is usually less than 17 years because patents

often are obtained before products are ready to be marketed.; '
" _Effective patent terms are influericed by many factors, including
. Federal -pre-narketing and premanufacturing regulations., The
prodiicts covered by. these regulations. include pharmaceuticals;
medical devices, food additives, and color additives. Pharmaceuti-
cals for instance cannot be marketed- in the United States until

they have been approved by the Food and. Drug Administration

(FDA). To obtain such approval, drugs must undergo extensive test-
ing to prove they are both safe and effective. All these products are
_subject to different regulations that have had varying impacts-on
effective patent terms. o '

. In testimony before several Congressional committees, represent-
atives from the pharmaceutical firms that are heavily involved in
basic research and rely upon patents, claimed that the average ef-
fective patent term of drugs has declined. They argued thata con-
tinuation of the decline would result in decreased expénditures for
. research and development and, eventually, in a decline in the in-
troduction of new drugs. , e
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review, the research intensive firms argued for patent term exten-
sion legislation. They stated that the legislation would create a sig-
nificant, new incentive which would result in increased expendi-

tures for research and development, and ultimately in more inno-
vative drugs. B

Commrrres: OVERSIGHT FINDINGS

Pursuant to:,CIausé 208X A). of Rule XI of the Rules of the House
of Hepresentatives, the Committee reports that oversight .of the

Food and Drug Administration and the Federal Food, Drug, and
Cosmetic Act was conducted by. the Subcommittee on.Health and -

the Environment. A hearing was held on July 15, 1983. The find-
ings of the Committee’s oversight activities have been incorporated
into_the legislation and .are discussed in those portions of this

report. entitled -“Background ‘and. Need. for the_ Legislation” and

“Section-by-Section Analysis.”
. Commrr7EE ON GOVERNMENT OPERATIONS
Pursuant to clause 2(X3XD) of rule XI of the Rules of the House
of Representatives, no oversight findings have been submitted to
the Committee by the Committee on Government Operations.

~ Commrrree Cost EstiMaTe

_In compliance with clause 7(a) of rule XUI of the Rules of the
House of Representatives, the Committee believes that the costs, if -

any, incurred in carrying out H.R. 3605 will be offset by savings.to
the Federal government. In testifying before the Committee’s Sub-

-committee on Health and the Environment, officials from the Food -

and Drug Administration estimafed that any greater workload re-
sulting . from the approval of generic drugs under Title I would be

absorbed initially. Later, the officials estimated, some additional
staff might be required to process generic drug applications. This

additional staff could.cost up to $1.1 million. The dctual cost to the

- Federal. government cannot be estimated because it is. unknown

how much additional staff, if any, might be hired.

Enactment of the legislation, however, will result.in significant

cost. savings to the Federal government. Unlike the costs of HR.

3605, these. savings are certain. The Federal government spent
about $2.4 billion for drugs in 1983. Many of these drugs will be

available as. low. cost generic after enactment: of H.R:: 3605. For: ex-

ample, the Department of Defense saved approximately $1.2-mil-

lion in one year when a lower priced generic version of metronida-
zole becaine available. . ‘ - :

CoNGRESSIONAL BupceT OFFICE EstivaTe

Pursuant to_clauses 2()(3) (B) and (C) of rule XI of the Rules of.
the House of Representatives, the Committee sets forth the follow-
ing letter and cost estimate prepared by the Congressional Budget-
Office with respect to the reported bill: - -~ = -

2651
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1.8, CoNGRESS,
CONGRESSIONAL BUDGET OFFICE, -~
< S : Washington, DC, June 19, 1984.-
Hon. Joun D. DINGELL, - o : : '
Chairman,; Committee on Energy and Commerce, S
House of Representatives, Washington, DC. - ; -

" Dear Mr. CHAIRMAN: The Congressional Budget -Office has re-

viewed H.R. 8605, the Drug Price Competition and Patent Term

- Restoration Act of 1984, as ordered reporteds‘r;y‘ the House Cominit-
tee on Energy and Commerce on June 12,'1984. o

‘Title I of this bill would allow drug manufacturers to use an ab-

- breviated new drug application (ANDA) when seeking approval to

make generic copies of drugs that were approved by ‘the Food and

Drug. Administration (FDA). after 1962. An estimated 150..drug

products_approved after 1962 are currently off patent and would"

‘become -available for generic copy. using the ANDA procedure pro-
posed in this bill. - ST e R

The FDA estimates that the enactment of, H.R. 8605 would at
least triple the workload of the division Rﬁ%dnsible for approving
ANDAS: Currently, this division reviews ANDZ erl '
of pre-1962 approved drug products. The workload would increase

as several manufacturers file an ANDA for each drug product.that

becomes- available for generic copy. Because they would be réview-

ing information. on new drugs, the FDA believes it would ‘take
them a year to process each of the new applications, This is dabout

three months longer on average than it currently takes to process

a nre1962 ANDA. Dr. Marvin: Seife, Direrctor of FDA’s Division of

Generic Drug. Monographs, tesiified before the Subcommittee ‘on

Health and the Environment that a greater workload could at first -

be absorbed, but may later require additional office space and 15
- new FDA employees. Assuming an -average full-time equivalent po-
sition -plus. overhead and fringe ‘benefits is- $70,000, the potential
cost to the FDA of implementing this legislation could be about

$1.1 ‘million.. The actual cost to the federal government would -

depend on the extent to which the FDA would expand to ac¢omo-
date the increased workload. e

Enactment of this legislation coul& also result in'savingé to both .

the federal and state and local governments. In fiscal year 1983,
-the federal government spent approximately $2.4 billion-for drugs
. in the Medicaid program, and in veteran and ‘military hospitals.

Data on drug costs in the Medicare program are unavilable. If the
federal government is currently purchasing these 150 copiable drug

products at higher, brand name prices, savings may result if lower

priced, generic copies of these drugs are substituted. L :

It is difficult to know in advance which of the available 150 drug
products manufacturers would choose to copy. It is also difficult to
estimate the price at which these generic copies would be sold. Ge-
neric versions of ten popular drug products show their price to be
on average 50 percent less than their brand name equivalent. The
dollar amount the federal government currently spents on these
150 brand name drug products is unknown.

Title II of this bill would extend the amount of time for which
certain patents are issued to include some or all of the time re-

As for generic copies
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qmred for a manufacturer to test a product for safety and efﬁcacy

and to receive marketing approval, Products affected by this legis-

lation would be drugs, medical devices, and food and color addi-

‘tives. Manufacturers must show due diligence in their product test~
.ing or this amount of time will be subtracted from the total life of
the patent. This provision would place an additional burden on the

A. They would be responsible for keeping track of a manufactur-
er's product testing time and for determining their diligence in

‘completing the testing. These costs, however, would be negligible. -

Engctment of this bill could result in increased personnel costs to
the federal government of approximately $1.1 million. The bill,
however, does not specifically authorize additional appropnatsons

 for the FDA.. This bill may also result in savings if cheaper,. generic’

drugs are made -available for purchase by the federal government.
ese savings would occur in various programs throughout ‘the
budget such as Medicare, Medicaid, .and the Veterans A lstra-

" tioh. However, the magnitude of these savings is unknown.

"Please call me if I can be of additional assistance, or your staﬁ'
may wish to contact Carmeld Pena (226-2820) of our Budget Analy-
sis Division for further detm]s on this %tlmate

Smcerely, , :
HANUSHEK .
(For Rudolph G. Penner, Dzrector)

Inmnomm ImpacT STATEMENT .

Pursuant to clause 20)(4) of rule XI of the Riles ‘of the. House ‘of
Re resentatlves, the Committee makes the following stateinent.
%%rd to the inflationary impact of the reported bill:

mmittee believes that enactment of H.R. 3605 will not
have an inflationary impact upon the economy. In fact, Title I of
the bill will have a deflationary effect bécause it makes available:
lower priced generic' versions of drugs. Such generic drugs’are.
three to fifteen' times less costly than their brand name counter-
‘parts: The estimated $1 ‘billion cost savings to consumers as-a
result of Title I's generic. drug approval procedure will have a de-
flationary. effect upon the national economy. While Title II of the
bill provides for a limited extension of the patents on certain prod-

“ucts, the Cominittee believes that the additional patent téerm will

act as ‘a spur to develop mnovatwe and, ultimately, lws oostly.

treatments for dlseases

SEcnomBY-SEc'rmN ANALYS]S
'm:u: 1—DRUG PRICE oompmnon ACT

 Section 101 o
Section 101 a.mends section 505 of the Federal Food, Drug and

"Cosmetic Act (FFDCA)! to establish a new subsection (J) provxdmg

for the approval- of abbreviated new drug applications (ANDA).
Paragraph (1) of subsection (j) sets forth the information which
must be included in an ANDA

121 U.S.C. 356.

2653
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ANDA 5 for drugs which are the same . - ” el
- In the case of drugs which are the same: as the listed drug; the
focus of the bill is to-provide the Food and Drug Administration
(FDA) with sufficient information to assure that the generic drug is

the same as-the listed drug2 that has previously been determined-

to be safe and .effective. Some have suggested-that a genéric drug
must be-identical in.all respects to the listed drug instead of the
same.- The. regulations ‘that permit ANDA’s for ‘pre-1962 pioneer
drugs make no such distinction.? In rejecting the use of the term
identical, the FDA regulation comments that “identical means a
product that is the same in dosage form; strength, and route of ad-
*ministration, contains the same active ingredient, and ‘is recom-
mended for use under the same conditions of use.”* The Commit-
‘tée has adopted the FDA’s policy of utilizing the term ‘“same”
except that. the bill permits an ANDA to be approved for less than
all of the indications for which the listed drug has been approved
as explained below. : ' T ®
First, an ANDA must include sufficient information to show that
the conditions of use for which. the applicant is seeking a;}proval
are the same as those that have been previously approved for the
listed drug. The a]lnlplicant need not seek approval for all'of the in-
dications for which the listed drug has been approved. For exam-

‘ple, if the listed drug has been approved for hypertension and .

angina péctoris, angd if the indication for hypertension is protected

by patent, then the applicant could seek approval for only the

" .angina pectoris indication.

While the FDA’s current fegu]a@inns for éonsiderihg ANDA’s for

paUHERE UrUEs approved vefore «JFol peraul an applicant W0 petiilon
for approval for an indication other than that which has been ap-
- proved for the pioneer drug, section 101 of the bill overturns that
policy,® Thus, an ANDA ‘may not be considered for a condition of
.-Bse that has not been previously approved for the listed drug.
. -An ANDA must also contain sufficient information to show that
-the active ingredients of the generic drug are the same as those of
the listed drug. If the listed drug has one active ingredient, then
. the active ingredient of the generic must be the same. If the listed
drug has more than one active ingredient, then sufficient informa-
-tion must be included to show that all of the active ingredients in
‘the generic drug are the same. i _ o
. In addition, an ANDA must contain sufficient information to
show that the route of administration, the dosage form and the
gtrength- of the generic drug are the same. as those of the listed
rug. RS - o
Further, an ANDA must include sufficient information to show
that the generic drug is bicequivalent to the listed drug.

% The term “listed drug” is explained in paragraph {8} of new section 505() of the FFDCA.
Generally, a listed drug includes any drug that has been approved for-safety and effectiveness or
that has approved under new subsaction (). .

3 48 Fed. Reg. 2751 (1983). '

* Id. at 2753

31d. at 2755.

21 C.F.R. 314.2(c) provides in part: .

"A prospective applicant may seek a determination of the suitability of an abbreviated new
drug application for a product that the applicant believes similar or related to-a drug product
that has been declared to be suitable for an abbreviated new drug application . . .»
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Fifth, an. ANDA must contain adequate information to show that
the' proposed labeling for the generic drug is the same as that of
the gsted drug. The Committee recognizes that the proposed label-
ing for the generic drug may not be exactly the same. For example,
the naine and address of the manufacturers would vary as might
the exfiration dates for the two products. Another example is that
one color is used in the coating of the listed drug and another color
is used in that of the generic drug. The FDA might require the
listed drug maker to specify the color in its label. The generic man-
ufacturer, which has used a different color, would have to specify a

“different color in its label,

"~ Sixth, an ANDA must include a list of all the components of the

generic drug, a description of the composition of the generic drug, a.

description of the methods and controls used.in the manufacture,

‘processing and packing of the generic drug, samples of the generic
drug and its components, and specimens of thé proposed labeling.:

‘Seventh, an ANDA must include a certification by the applicant

- regarding the status of certain patents applicable to the listed drug
-if the: patent information has been submitted under section 505 (b)..

or (¢). With respect to all product patents which claim the listed
drug and all use patents which claim an indication for the drug for™

-which the applicant is seeking approval (hereafter described as a
controlling -use patent), the applicant must certify, in His opinion.

and to the best of his knowledge, as'to one of four circuimstances.

The applicant m?g) certify that the patent information required

under sections 505

the grqduct or controlling use patents provided have expired.
, the applicant may certify when appropriate that one or
more of the product or controlling use paterits will expire at some
specified date in the future. When the applicant. makes these certi:
fications, it must rely.-upon the patent-information supplied to the
FDA. Last, an applicant may certify if applicable that one or more
of the product or controlling use patents are invalid or will not he
The Committee recognizes that in some instances an’ applicant
will have to make multiple certifications with respect to product or
controlling use patents. %or example, if the _{aroduct patent has ex-
pired and a valid controlling use patent will

and the other will expire in three years. The Committee-intends

that the applicant make the appropriate certification for each: prod-

uct and controlling use patent.

. Eighth, if there are indications whiéﬁ are claimed by any ‘ﬁ'se :

patent and for which the applicant is not seeking approval, then an
ANDA' must state that the applicant is not seeking apg‘mval' for
those indications which are-claimed by such use patent.

Ple, the listed drug may be ,ap{)r,oved for two indications. If the ap
plicant is seeking approval only for indication No. 1, and not indi-
cation No. 2 because it is'protected by a use patent, then the appli-
cant must make the appropriate certification and a statement ex-
plaining that it is not seeking agé)roval-for indication No. 2.

Finally, the Committee intenc

mation available to the applicant regarding reports of adverse ef- .
| 2655 .

_ and (c) has not been submitted if that is the -
" case. If appropriate; the applicant may certify that one or mote of

-

\d , . nt will not expire for three .
“years, then the ﬁpliéan't must certify that one.,ggte‘nt has expired

or exam- _'

that an ANDA contain any infor-
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fects not reflected in the labeling, an environmental impact analy-

sis pursuant to FDA regulations; statements regarding the protec--

tion of human subjects ‘in clinical investigations as required by
FDA regulations, and a statement regarding compliance with ‘good,
~laboratory practices <in non-clinical investigations as required by
FDA regalations. g At ALon! . )

ANDA s for'drﬁgé L;)hifck c.l};e' differgni :

Paragraph (2XC) prohibits any person from submitting an' ANDA
for a generic drug which differs from the listed drug unless the
change is permitted by the statute and the FDA has granted a peti-
tion requesting the change. B _

If an applicant wishes to vary the route of administration, dosage
form or strength of the generic drug from the listed drug, it must
first petition the FDA for permission to file an ANDA for the dif-

. fering generic drug. In addition, an applicant may request to vary
“one of the active ingredients in the generic drug from’ the listed
drug when the listed drug is a combination product. The remaining
active ingredients of the generic drug must be the same as the

other active ingredients of the listed drug. . - -
. These are the only changes from the listed drug for which an ap-
~plicant may petition. As is explained in the ANDA regulations for
" pre-1962 drugs, the Committee generally expects that approval of
petitions will “ordinarily. be limited to dosage forms for the same
_ route of ‘administration or to closely related ingredients.” 7 If the
FDA grants a petition for a change from the listed drug, the FDA -

VR POt m“\p}, 2 AN v T T e e T '

the change as it deems necessary: o
The FDA must approve a petition’to submit an ANDA for a dif-

fering generic drug unless clinical studies are needed to show the
safety and effectiveness of the change. In reviewing a petition to
change one of the active ingredients in a combination product, the
Committee does not intend to ‘change the ‘FDA’s current policy re-
garding the evaluation of the safety and effectiveness of combina-
tion products. If the FDA finds that safety. and effectiveness testing
.of the active ingredients of the drug, individually or in combina-
tion, is required, then the FDA must deny. the petition. ,

. The FDA must either approve or disapprove.a petition: within 90
.days of its submission. As is the case under the current regulations,
“there is no legal requirement that the hearing opportunity provid-
ed by section 505(c) be made available.to ANDA applicants who dis- -
agree with an adverse agency decision” on whether clinical studies
are needed to show the safety and effectiveness of the differing ge-
‘neric drug.® “Appropriate review of such decisions may be
had . . . under the applicable standard-—that applicable to admin-
istrative decisionmaking generally—which is whether the agency’s
decision is arbitrary, capricious, an abuse of discretion, or other-
wise not in accordance with law (5 U.8.C. T06(2XA)).” ® If the FDA

€1d. at 2756. See 21 CFR 314.2(f) (4), (5), 6), (T), and (8).
. 71d. at 2755. See 21 CFR 314.2(c). .
: ig at 2752.
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does not approve a petition, then an ANDA may not.be filed for a

generic drug that varies from the listed drug.

An ANDA for a drug which differs from the listed drug and for

which a petition has been approved by the FDA must contain such

additional information regarding the difference as the FDA may
require when it granted the petition. For example, if the route of
administration of the generic drug differs from that of the listed
drug, .then the FDA may require such additional information on
that change as it deems necessary. - . . 7. '

If the FDA approves a petition permitting an applicant to vary
one of the active ingredients of a generic dn {

mation to show that the active ingredients of the generic drug (in-
cluding the varying active'i ient) are of the same pharmaco-
logical or therapeutic clas

condition of use. o _ T
An example of such a change. in one of the active ingredients

~ that the FDA might find ‘acceptable is the substitution of acetamin-

ophen for aspirin in a combination product. Another example

“might be the substitution’ of one antihistamine for another. The -

active ingredient, which the applicant wishés to vary and which
the FDA has granted a petition, must have been approved for

_safety and effectiveness or must not be within the regtuirements of -
section 201(p) of FFDCA.2¢ o ;.

Certification of invalidityz_af nvbﬁinfringémeﬂt‘ of @ patent - ‘ _ " ' f
When an ‘applicant certifiés that any product or controlling use

patent is invalid or will not be infr'inﬂged;_’_!'?@ragl‘ﬂph“(Z)(B) requires

that it must give notice of such ‘certi

: ication ‘to, either  the owner of
the patent or the representative of the patent owner that was des-

-ignated when the patent informition was submitted under section
> 505() or (¢) of the FFDCA. The FDA may, by regulation, establish -

a procedure for designating in the NDA the’ representative of the
patent owner. In addition, notice of the certification must be given
to the holder of the approved New Drug Application (NDA) for the

drug which is claimed by a product patent-or thé use of which is’

claimed by ‘a‘use patent, - © o T o

This notice must-be "Ven,siniulténedusl with: théirs’l'l'bmissio&‘of,

an ANDA. The Committee does not intend that applicants be per-

mitted  to circumvent this- notice : requirement by filing- sham

ANDA’s or ANDA’s which.are substartially incomplete. The Com-

mittee intends that the applicant must have made a good faith

effort to meet the requirements set forth 'in parag;aph (2XA) re- ..

garding the contents of an ANDA. .+ . . TR T PR
While the Committee does not -intend that-failure to include a

.minor piece of information in. an-ANDA vitiates the effectiveness
of the notice required. gnder. pa-ragraph»(Z'XB}y,_an ANDA must -_in- ;

1021 USC. 321p). For example, a drug marketed prior to 1938 and unchanged'is & “grandfa-

thered 'drug” and thus not. within the scope of the definition of “new drug” set forth in section
201¢p} of the FFDCA. Another example of a-drug outside the scope of section-201(p) is ‘a product
;c_hat is get:er?lly ‘vecognized as safe and effective and that has been used to'a’material extent or
or.a material time. s e e .
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clhude the results of any required bxoavaﬂa‘bxhty or bxoequlvalence
tests. Failure to include the results of such tests when required will
void the effectiveniess of any notice under paragraph (2)B). Notice
must then be given' again when an" ANDA with any required bloa—
vallab:hty or bicequivalence data is submitted to the FDA." |

- When the applicant gives notice of the cértification of patent in-
validity or non-infringement; the notice must state that an ANDA
" has been submitted to obtain approval of the drug to engage in the
commercxal manufactiire, use or sale of the generic drug before the

iration of the patent which has been certified as mvahd or non-'

' m rmged

f an ANDA is amended after submission to include a certxfica-,

txon that a product patent or controlling use patent is mvahd or

not mfrmged then the notice of such certification must be given to

’théa appropnate partles when the amended apphcatxon is subxmt»

» Grounds for. dzsapprovai of an ANDA

Paragraph (3) provides that the FDA" shall approve an ANDA
except in one of the following circumstances.

First, the FDA shall not approve an ANDA if the methods used ‘

in, or the facilities and controls 'used for, the manufacture, process-

ing and packmg of the generic drug are inadequate to assure and :

preserve its identity, strength, quality and purity.

Second, an ANDA shall not be approved if it-does not contain
adequate information to show that each of the conditions for use
for the genenc drug have been prevmusly approved for the lxsted

drug gas ﬁo been app oved then the genenc drug may not be ap-
prove

Third, an ANDA must be dzsapproved 1f the active mgredlent of
the generic drug is not the same as that of the listed drug and ‘the
listed drug has only one active ingredient. An ANDA must also be
disapproved if any of the active ingredients in the generic drug are

_not the saime as those of the listed drug unless a petition regarding.

a change in one of the active ingredients has been granted. If the
listed drug is a combination: product and a petition permitting a
change in one of the active ingredients in the generic drug has

been granted, then the. ANDA must be disapproved if the other

active ingredients of the generic drug are not the same as those of

the listed drug. Further, ANDA must be disapproved in such a cir- -

cumstance if the different active ingredient in the generic drug is
not a listed-drug or if the different active ingredient is a drug
within the requirements of section 201(p) of the FFDCA. .

Fourth, an ‘ANDA for a drug which is the same must be dlsap-
proved if it does not show that the route of administration, dosage
form, or strength of the generic drug are all the same as those of
the listed drug. If the route of administration, dosage form, or
strength of the generic drug differs from that of the listed drug, an
ANDA must be disapproved if no petition regarding the change
was granted.

Fifth, an ANDA must be disapproved if the generic drug differs

from the hsted drug and a petltlon regardmg the change has been
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P.L. 98417 - - ‘ .
granted, but the ANDA does not contain all of the additional infor-
mation that the FDA required in granting the petition.

A sixth ground requiring disapproval of an ANDA for a generic
drug whose active ingredients are the same as those of the listed
drug is that there is unsufficient information to show that the ge-
neric drug is bicequivalent to the listed drug. If a petition regard-
ing a change in one of the active ingredients in a combination ge-
neric drug has been granted, then the ANDA must be disapproved
if the application fails to show that the active ingredients of the
generic drug are of the same. pharmacological or therapeutic class
as-those of the listed drug.'In addition, such.an ANDA must be dis-
approved if it fails to show that the differing generic combination’
drug can be expected to have the same therapeutic effect as the
listed combination product when administered to patients for an.
approved condition of use. - e e

-Beventh, an ANDA must also be disapproved if it fails to show .
that the proposed labeling for the generic drug s the same as that
of the listed drug. Changes in the proposed labeling due to the fact
that the generic drug is prodiiced or distributed by a different man-.
ufacturer are not'a grounds for disapproval. Similarly, changes in
the proposed labeling of the generic drug because a ‘{)eti‘tion_ regard-
ing a change has been'granted is not a grounds for disapproval. ~

Eighth, an ANDA ‘must be disapproved if it or any other infor-
mation before the FDA shows that the inactive ingredients .of the
generic drug are ‘unsafe for use under the conditions prescribed,
recommetided, or suggested in the proposed labeling for the generic

. DRUG PRICE AND PATENT TERM ACT - . -

drug: An ANDA must also'be disapproved if the composition of the .
generic drug is unsaf¢ undér approved conditions of use, For exam- =
ple; the composition of the geheric drug might be unsafe because of
the type or quantity of the inactive ingredient included or because
of the manner in which the inactive ingredient was included. | -
Ninth, ‘an ANDA may not be approved if the approval of the
listed drig has been withdrawn or suspended for reasons of safety
or effectiveness under section 505(e) (1)-(4) of the FFDCA.*! The
ANDA may also not be approved if the FDA determinés that the
listed drug has been voluntarily withdrawn from the market for
safety 'or effectiveness reasons. The Committee recognizes that the
maker of a listed drug might withidraw it from the market without
specifying the reason or without articulating safety or effectiveness
concerns. For this reason, the Committee authorized the FDA to
examineé whether safely or effectiveness concerns were one of the
reasons for the voluntary withdrawal of the drug from the market.
IF the FDA g0 finds, then an ANDA for a generic version of that

)

drug may not be approved. ‘ L 4 o
Tenth, an ANDA may not be approved if it does not meet any of
the requirements sét  forth in paragraph (2XA). For: example, an
ANDA "that does not ‘contain the certifications regarding patents

required’in K?qrégraph (aXAXvii) cannot be approved. . -
t, an DA ‘may not be approved if it contains any untrue
staten};gt of material fact.12 LR :

2L USC S6oeNI-d) - ‘
12 See Untrue statements in application, 21 CF.R. 314.12 (1982).
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Approval of ari ANDA B

the FDA may agree upon. ,
Effectiveness of an ANDA approval

The Committee recognizes that some ANDA’s will be submitted -
-and ready for approval before the: patent on the listed drug has ex-

pired, To deal with this situation.and to assure that the FDA con:
cerns.itself solely with the safety and effectiveness of the generic
drug, paragraph (4XB) permits the FDA to approve an ANDA but
make the approval effective at some later date when appropriate.

If the applicant certified in an ANDA that ne: patent information
was supplied or that the relevant patents have expired, then.the

approval of the ANDA may.be made’ effective immediately. If the
applicant certified based upon.the submitted patent information:

that the patentor patents would expire in one year,.then an
ANDA may ‘be approved and the approval made effective in one
If the applicant certified that one.or more of the product or con-
trolling use patents were invalid or not infringed, then approval of

the ANDA ‘may be made effective immediately except in the follow- -

ing situation. If within 45 days after notice of the certification of

2lidity nr non-infrincamont g raceinwad an astinn for natant in.

iringement regarding one ar more of the patents subject (o the'cer-

tification is brought,'? then approval of the ANDA. may. not\be.
iade effective immediately. Instead, approval of the ANDA. may
not be made effective until 18 months afier the notice of the cerfifi-
cation was provided unless a district court has decided .a case for
patent infringement earlier, ‘Once either of these events occurs and .
the approval of the. ANDA becomes effective, then the FDA has dis-
charged its statutory responsibility with respect to making the ap-
proval of the generic drug effective. R :

Each party to the action has an affirmative duty to reasonably
cooperate in expediting the action. If -the plaintiff breaches that -
duty, .the court may shorten the 18 month period as it deems ap-:

propriate. If the defendant breaches that duty, the court may -

extend the 18 month period as it deems appropriate.. -~ = .

If ‘the court decides that the patent is invalid or not infringed
before the expiration of the 18 month period (or such shorter or
longer period as the court decides), then the approval may be made
effective on the date of the court decision. If the court decides that
the patent 'is valid or infringed before the expiration of the 18
month period, then the approval may be made effective on such
data as the court orders. The Committee wishes to emphasize that
the court may not order an ANDA approved under- this provision.

*2 The Committee recognizes that, in certain instances, t,hei tent owner may agree with 'tbe
certification of the applicant. For example, when the appﬁcangaeertifies that patent No. 1 is‘in-
valid and patent No. 2 is not infringed, the patent owner may eﬁre:l wl';i;b the certification re-

t need only be.

garding patent No. 2. Then an action for patent infri brought with res
“topatent No. 1., - I S e e

Paragraph (4(A) requires the FDA. toapprove or disapprove an.
ANDA within 180 -days. of initial receipt of the application. The-
- Committee recognizes that extensions may be necessary go the bill -

permits extensions of this period for so long.as the applicant and

‘the statiitory-|

“expire in thr.
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if the FDA has approved the ANDA. A ) .
This. additional remedy permits the commencement. of a legal
action for patent infringement before the generic drug maker has
begun marketing. The Committee believes this.procedure fairly bal-
ances the rights of a patent owner to prevent others from making,
using, or selling its patented product and the rights of third parties
to contest the validity of a patent or- to market a product which
th,?' believe is not claimed by the patent. . 2 L
he provisions of this bill relating to the litigation. of disputes in-
volving patent 'validity' and infringement are not intended to
modify existing. patent law with respect to the burden of proof and
the nature of the proof to be considered by the courts in determin- .

ing whether a patent is valid or infringed. - .

Concern has been expressed that permitting an ggplicant to.
market its drug at the conclusion of the 18 month period and possi-.
bly before: the resolution of the patent infringement suit overturns.
the statutory presumption of a patent’s yalidity, On the contrary,
the Committee intends that a patent would have the same statuto-
ry presumption of validity as is afforded under current law. = - .

In miost instances, an ANDA will contain multiple certifieations. -
The FDA should make approval of the ANDA: effective upon the
last certification. For example, if an ANDA contains a certification
that a product patent is expired and a controlling use patent will .

"expire ‘in three years, then the FDA must make approval -of the

ANDA effective in three years. In the case where the patent certifi-

cation is. amended in an ANDA to allege invalidity or non-infringe-
ment of a patent, the FDA may not make the approval effective
within ‘the 46 day period that an action for patent infringement

may be brought. L S . RIS
o action for a declaratory judgment regarding the: patent at
issue may be brought before the.expiration of the 45 day period
commencing with the provision- of notice of the certification of
patent invalidity or non-infringement. Any suit for declaratory
Judgment after the 45 day period must be brought in the judicial
district where the defendant hasits principal place of business or a
regular and established place of business. = - A R
Subsequent ANDA's certifying patent invelidity or noninfringement. -
If an ’-ANDAvcertifying patent invalidity or non-infringement is.
filed subsequent to.an. ANDA for the same listed drug that has
made the. same certification of invalidity or non-infringement,
paragraph (4XBXiv) provides that the appreval of the subsequent
ANDA may not be made effective sooner. than 180-days after the
previous applicant has begun commerical marketing, or the date
on. which..the court. holds. the patent invalid-or . not infringed,
whichever occurs first. In the event of multiple ANDA's certifying
patent invalidity or non-infringement, the-courts should employ- .
the existing rules for multidistrict litigation, when appropriate, to -
avoid hardship on the.parties and witnesses and to promote the .
just and efficient conduct of the patent infringement actions.’* -

1428 US.C. 1407,

2661
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D:sapproval of an ANDA

If the FDA decides to: dzsapprove ‘an’ ANDA paragraph 4XC) pro- _
vides that the FDA must give the applicant notlce of the opportuni- .
ty for a hearing on the issue of the approvability of the ANDA. To

avail itself of this hearing, the apphcant must submit a written re-
quest within 30 days of the notice. If a hearing is requested, it must
begin not later than 120 ‘days after the notice. However, the hear-

ing may be held later if both the appllcant and the FDA agree The -

hearing shall be conducted on anexpedited basis. The FDA’s order

for filing final bnefs S
Tmnsztwn rule

regarding the hearing shall ‘be xssue thm 90 days after the date

Paragraph (4)DXi) prov1des that the FDA may - not make effec~
tive the afproval of an ANDA for a drug including an active ingre-

dient (including any ester or salt of the active ingredient) which
was approved for the first time in an NDA between January 1,

1982 and the date of enactment of this bill until 10 years after the

date ‘of approval of the NDA. For example, if active ingredient X
was approved in a ‘drig for the first time in-1983, when the approv-
al of an - ANDA for a' drug containing active mgrechent X could not

be made effective until 1993.
Unpatentable drugs

If the active mgredlent (mcludmg any. é&ster or salt of the active =~

Ingredxent) of a drug is anoroved for the first tnne m an NDA afte

iall seul ol Shas o ady DLCIY Poa :y-"‘x‘—-* U, ,\_,,\,u) prEaesy foa Lnul

the FDA may not make the approval of an ANDA for a drug which'
contains the same active ingredient effective until four years after

the approval of the NDA if the following conditions are met. -
First, the holder of the NDA must certify that no patent has ever
been issuéd to any person for such drug or for a method of uging

such drug. Second, the holder must certify that it cannot receive a -

{itent for-'such drug or ‘for a method ‘using’ such: drug for any"
own therapeutic purpose. In’ deterrmmng whether ‘a drug meets

these two patént stipulations, the FDA may rely upon the certxfica-g _

tions of the NDA holder. -

If the FDA determines at any time during the four year period
that an adeguate supply of the drug will not be avaﬂable, it may
make the approval of an ANDA effective before the expiration of -

the four year period. The FDA inay also'make the approval of an

ANDA for such drug effective before the four year perlod 1f the )

holder of the NDA consents.

Withdrawal or suspension of listed drug’s approval

Paragraph (5) provides that the approval of an ANDA is w1th-
drawn or suspended if approval of the listed version of the generic
drug has been withdrawn or suspended for safety or effectiveness
reasons as set forth in section 505(e) (1)-(4) of the FFDCA. The ap-
proval of an ANDA is also withdrawn or suspended if it refers to a
drug whose approval is withdrawn or suspended under section
505(3X5) of the FFDCA. In addition, the approval of an ANDA is
vmthdrawn or suspended if . the FDA de
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-drug bhas been voluntarily withdrawn from sale due to safety or ef-

fectiveness concerns. . . -

The Committee recognizes that the maker of a listed drug might
withdraw it from the market without specifying the reason or with-
out articulating safety or effectiveness concerns. For this reason,
the Committee authorized the FDA to examine whether safety or
effectiveness concerns were one of  the reasons for the veluntary
withdrawal of the drug from the market. If the FDA: so finds, then
the approval of an ANDA for a generi¢ version of that:drug must
be withdrawn or siuspended. - :

The ANDA must be withdrawn or suspended from salé for the
same, _period as the a?myal_. of the drug to which it refers has been

}vi__thdrawn or suspended, When the listed drug has been: voluntari-
"'t{xé listed drug was withdrawn due to safety or effectiveness rea-
sons, then the approval of the ANDA must-be withdrawn until

such time as the FDA determines that the listed drug was not -

withdrawn from sale for safety or effectiveness reasons.’
Listings of drugs . - e U0
Within 60 days after .enactment of this bill, Paragraph (6) re-

quires the FDA to publish and to.make available a list of drugs eli- .
gible for consideration in an ANDA. The list mustiinclude the offi-

cial and proprietary name of each drug that has been approved for
safety and effectiveness prior to the date of enactment of the bill.
The list must be in alphabetical .order. If the drug was approved

after 1981, the list. must include the date of approval of the drug-
‘ ify whether in vitro
‘or in vivo bioequivalence studiés, or both, are réquired for ANDA’s."

and the NDA numbeér. Third, the list must speci
. At 380-day_intervals, the FDA must update the list to.include

‘drugs that have been approved for safety and’ effectiveness after
- enactment of H.R. 8605 and drugs approved in' ANDA’s-under this

subsection. In addition, the FDA must integrate into-the list paternt
information submitted under sections 505 (b) and (¢} of the FFDCA
as it becomes available.” : R ,

A drug approved for safety dnd effectiveness under section 505(c)

or under subsection (j) shall be consideréd-as published and thus

eligible for approval in an ANDA on the date of its approval or the
date-of enactment, whichever is later. - ~ e R
Paragraph (6XC) provides a drug may not be listed as eligible for
consideration in an ANDA if the approval of the pionéer drug is
withdrawn or suspended for saféty or effectiveness reasons as set
forth in seetion 505 (eX1)-(4) of the’FFDCA or if a&gtrova,l.‘of-the*ge‘
neric drug was withdrawn of suspended under Sectio “of
the FFDCA. In addition, a drug may not be listed if the FDA deter-
mines that the drug has been voluntarily withdrawn from sale due
to safety or effectiveness concerns. If such a drug has already been
listed; then it must be immediately removed from the list. - . - - nt
g

:The Coraimittee recognizes that the maker of a listed drug.m

withdraw it from the market without specifying the reagon of with-
out articulating safety or effectiveness concerns. For. this reason, .
the Committee authorized the FDA to examine whether safety or
effectiveness concerns were one of the reasons for the voluntary
withdrawal of the drugs from the market. If the FDA so finds, then

withdrawn from the market and .the FDA has; determined that

stion -505GX5)- of
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the drug may not be listed. Persons adversely affected by this deci-~
sion may seek judicial review under Title 5 of the United States’
Code. ~ S ‘ ekl

A drug'may. not be listed as long as ifs approval is withdrawn of
suspended. If the drug ‘has been voluntarily withdrawn from the -
market, then the drug may not be listed until the FDA determines

that the drug was not withdrawn from ‘sale for safety or effective-
ness reasons. A notice regarding 't

list must be published in the Federal Register.
Bioavailability and bicequivalence studies .

As used in this bill, the term “bioavailability” means thé :rafa.e
and extent to which the active ingredient or therapeutic ingredient

is: absorbed from a drug and becomes available at the site of drug

action.'s . I s - : .

A drug shall be considered bioequivalent to a listed drug if the
rate and extent of absorption of the generic drug do not show a sig-
nificant difference from the rate and extent of absorption. of the.

listed drug when administered at the same molar dose of the thera-
peutic ingredient under similar experimental conditions in either a
single dose or:multiple doses, A generic drug shall also be consid-

ered to be bicequivalent to'a listed drug if the extent of absorption

of the generic 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 exper-.

imental conditions'in either a single dose or multiple doses and the

ThaaRT 24

neric drug is intentional, is- reflected in the proposed labeling, is

not essential to the attainment of effective body drug concentra-

E?nfi on cl:gzronic use, and is considered. medically insignificant for
edrug. . : ; R :

o L SectwnlOﬂ ST RN
* Section 102°of the bill requires that certain patent information
be filed with all'new NDA's and with all NDA’s previously filed
but not yet approved. Pending:and future NDA's may not be ap-
proved -unless they "contain the appropriate patent information.
T]?eNFl]))f shall publish the patent information upon approval of:

This section also requires that any previously approved NDA be
amended within 30 days of enactment of this bill. to include certain-

patent information. The FDA shall publish the patent information -
‘upon its submission. An NDA may be revoked if the patent infor--
mation available is advisable and is not filed within 30 days after

recéipt of a written notice from the FDA specifying the failure to
provide the patent information. : :

The patent information to be filed includes the patent number
and the expiration date of any patent which claims the drug in the
NDA or which claims a method of using such drug with respect to
which a claim of patent infringement could reasonably. be asserted

. 15 See Definition of Bioavailahilits; 21 C.F.R. 320.1(a) (1982).

i '# See Definition of Bioeq\ﬁva}gpg i)rug-Products, 21 CF.R. 320.1(e) (1982).
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if a person not licensed by the owner engaged in the manufacture,
sale or use of the drug. Patents which claim a method of manufac-
turing such drug are not required to be submitted.

Finally, section 102 makes a number of technical changes. -

Section 103 .~
Section 103 amends section 505(b) of the FFDCA to require an

© ' DRUG PRICE AND PATENT TERM ACT

~ applicant filing a Paper.NDA’s for a listed drug under section
505(3X6) to make the same certifications regarding patents as man-
dated in_the filing of ANDA’s under new subsection ‘() of the

FFDCA. In addition, the FDA must make approvals for such Paper

NDA'’s effective under ‘the same conditions that apply to’ ANDA’s-

submitted under subsection (). Finally, section:103: applies-the 10

£ear transition rule and:the 4 year unpatentable substances rule to

aper NDA’s. . -
Paper NDA's

Paper NDA’s are defined as any application submitted under sec-

tion 505(b) of the FFDCA in which. the investigations relied upon

by the applicant to show safety and effectiveness were not-conduct- -
d by or for the applicant and the applicant has not obtained a
right of reference or use from the person. who conducted the'stud__-' :

ies or for whom the studies were conducted. :
Patent certifications in paper NDA’s for fistedfdfugs

‘When a Paper NDA'’s is submitted for .a listed drug under section’
505(j)6), it ‘must include.a certification by the aipplicant regi%rdmﬁ'
such

the status of certain patents ea_(,pplicable to the listed drug

information has been provid

which claim ‘an indication for the drug-for which the applicant is
seeking approval (hereafier described as.a controlling use patent);
the applicant must certify, in his opinion and to-the best of his
knowledge, as to one of four circumstances. T

First, the applicant may certify that the patent information re-

quired under sections 505 (b} and (c) has not been submitted if that . .
is the case. Second,.if appropriate, the applicant may certify that

one or more of the product or controlling use ﬁatents, provided have
expired. Third, the applicant may certify w

the FDA. Last, an applicant may certify if. applicable that one .or

more of the product or controlling use patents are invalid or will

not be infringed. - o S o

The Committee recognizes that in some instances an applicant
will have to make multiple certifications with respect to- product
and controlling use patents. For example, if the product patent has.
expired and valid controlling use rg?tent will not expire for three
years, then the & fli"caht must. certify that one patent has expired
and the other wi

that the applicant. make the appropriate certification for each prod- "
uct and conti'ollirig use patent. B :

2665

: to the FDA. With respect. to all .
product patents. which claim the listed drug and all use patents

9 en appropriate that.
one or more of the product or controlling use patents will expire at
some specified date in the future. When the applicant makes these.
certifications; it must rely upon the, patent information supplied to

expire in three years. The Committee intenids

.
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Every Paper NDA for a listed drug: miisf also state when apph— y

cable,. that the -applicant is not:seeking appmval for an indication

which s claimed by any use patent for which it has not:made a_~
certification. For example, the listed drug may be approved for two

indications:. If the apphcant is seeking approval only for indication

No. 1, and not-indication No. 2.because it:is protected by a use
patent then the applicant ‘must make the.appropriate certifica: -
tions and a statement explalmng that- xt is not seeking" approval for, )

indication No. 2.

Certzﬁcatzon of znvahdlty or. nonmfrmgement of a patent '
When an applicant- certifies that any: product ‘or controllmg use

patent is mvalxd or will not be infringed, section 505(b)X3) requires

that it-must give notice of such:certification to either the.ownér of
the patent or:the representative of the patent owmer that was so

designated when the patent information was" submitted under sec-

tion 505 (b) or (¢} of the FFDCA. The EDA may, by regulatlon, es-
tablish a procedure for designating in the NDA the representaitve
of the patent owner. In addition,. notice of the certification must be
given to the holder: of the ap(froved :New Drug Application (NDA)
for the drug which'is claime:
which is claimed by the use patent. -

"This-notice must be given sunultaneously with the submlssmn of

a Paper NDA. The Committee does not intend that applicants be:~
germltted ‘to-circumvent this notice requriement by. filing sham

aper NDA’s or Paper NDA’s which are substantially’incomplete.

9 Cot mzttee mtends that the apphcant nminst have made a'good

S INBET Ling &v\iu&svbliva.‘ui) LTin g u;v COTLE

Paper NDA as set forth ih section 505(b) of FFbCA '
When the applicant gives notice of the certxﬁcatwn of invalidity
or non-mfrmgement, the notice' must state that a Paper NDA has

ol a

been:submitted to obtain approval -of the drug to ‘engage in the

commercial manufacture; use or sale of the generic drig before the

expiration- of the patent whlch has been cert:tﬁed as invalid or. non-.

infringed. -
a Paper NDA is amended after submxssmn to mclude g certlfx-
cation that a product patent or controlling use patent is invalid,

then the notice of such certification must be given to the. appropn- ‘

ate parties when the amended application is submltted

__."/f?é&‘iveness of approval of a paper NDA for a. listed drug

! The Committee recognizes that some Papér NDA’s for listed
drugs'will be submitted and ready for approval before the. patent-
on the listed drug has expired. To deal with this situation and to-

assure that the FDA concerns itself solely with the safety and ef-

fectiveness of the generic drug, section 505(cX3) requires the FDA
to approve a Paper NDA but make the approval effectwe at some
later date when appropriate.

If-the applicant certified in the Paper NDA that no patent infor-
mation was supplied or that the relevant patents have expired,
then the approval of the Paper NDA may be made effective imme-
diately. If the applicant certified based upon the submitted patent
mformatmn that the patent would explre in one year, then the

by the product patent or the use of -
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Paper NDA may be approved and the approval made effective in

one year,

. If the applicant certified that one or more of the product of con-
trolling useN%atents were invalid or not infringed, then approval of
the Paper NDA may be made effective immediately except in the
following situation. If within 45 days after notice of the certifica-
tion of invalidity or non-infringement is received, an action for
patent infringement regarding one or more of the patent subject to
the certification is brought,?® then approval of the Paper NDA
may not be made effective immediately. Instead, approval ‘of the -
Paper’ NDA may not be made effective until 18 months after the
notice of the certification was provided. = = ERNE

Each party to the action has an. affirmative duty to reasonably
cooperate in expenditing the action. If the.plaintiff breaches that
duty, ‘the court may shorten the 18 month period as-it deems ap- -
propriate. If the defendent breaches that duty, the court may -
extend the 18-month period as it deems appropriate. . .- . .

If the court decides that the patent is invalid or not infringed.
before the expiration of the 18-month period (or such shorter or
longer period as the court decides), then the approval may be made
effective on the date of the court decision. If the court decides that
the. patent invalid' or infringed before the expiration of the 18

month period, then the approval may be made effective on such

date as the court orders. The Committee wants to emphasize that
the court may not order the Paper NDA approved. These are times
when the approval of a Paper NDA may be made effective if the
FDA has completed its review of the Paper NDA, - -~ -~ .
No action ‘for a declaratory judgment regarding the patent at-
issue may be brought before the expiration of the 45 day period
commencing ‘with the provision of notice -of the certification of
patent. invalidity or non-infringement. After the 45 day period, any
suit for declaratory judgment regarding the patent at issue must be
brought in the judicial district where the defendant has its princi--
pal place of business. or a regular and established place of business.

Transition rule _ :

Section 505(cX8XD)). provides that the FDA may not make effec:

tive the approval of a Paper NDA for a drug which contains ap: .
active ‘ingredient (including any ester or salt of the active ingredi--
ent) which was approved for the first time in an NDA between Jan-.
uary 1, 1982 and the date of enactment of this bill until 10.years:

after the date of approval of the NDA. For example, if active ingre- - -
dient X was approved in a drug for the first time in 1988, then the -

pproval of & Paper NDA for a drug containing active ingredient X = -
could not be made effective until 1993. " L PP
Unpatgntdbk drugs : P e B

If the active ingredient (including any ester or salt of the active.
ingredient) of a drug is approved for the first time in an NDA after ..

17 The Commniitte recognizes that in certain instancss, the patent owner may sgree with the
certification-of t,he. applicant. For example, when the applicant certifies that patent No. 1.is in-
valid and patent No. 2 is not inf; , the patent owner may e;free with the certification re-
gonrdiagn ﬁ%ﬂ% No. 2. Then an action for patent infringement only be brought with respect
pa [ MR . . 5 .
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the enactment of:this:bill; then section: 505(cX3)XD)ii) provides that ~

the FDA-may- not make:the approval of a Paper NDA for-a drug

which :contains that active ingredient ‘effective -until four years -

after the approval of the NDA if:the following conditions are met."
The holder-of the NDA must certify that no patent has ever been

issued. to any ‘person for such-drug or for a method of using such

- drug: Further, ‘the holder must certify that he carnot receive a‘ -
patent - for such-drug or ‘for a method: using such drug for any" .

kniown therapeutic purpose..- = -

If the FDA determines at any timé during the four year period
that an adequate supply: of the drug will not be available, it may

make the approval of a Paper NDA effective before the expiration
of the four year period. The FDA may also make the approval of a
Paper NDA for the drug effective before the four-year period if the
holder of the NDA consents. "~ = = e et et

' Section 104°

Section 104 amends section 505%af the FFDCA o add a new sub-

section (1). This new subsection provides that safety. and effective-

ness information that has. been submitted in-4n .NDA and which
has not been preyiously discloséd to the public shall be made avail--
able to:the:public upon request under the following circumstances -

unless extraordinary circumstances are shown. - o

_First, the safety and.effectiveness information and data shall be
disclosed upon: request if: the NDA ‘his been abandoned. Second,
such information and data shall be made available upon request if
LT has o siaed it whe Nl 8 ot approvabie and ail

Iegalap al~s I;ax;é een exhausted. d; the data and information

shall 'be: released iipon. request if the approval of the NDA under

section 505(c) of the FFDCA has been -withdrawn zand all legal ap-

- peals have been exhausted. Fourth, such information and. data’
shall be released upon request if the FDA Has:determined that the

drug which-is the:subject of the NDA is not a new'drug.

P R na 3

shall be released upon request, unless extraordinary circumstances
are shown, are merely a restatement of the ‘current regulation. The
Committee intends that all terms in new section 505(1) be given the
same meaning that they have in the regulation:.!® It is not the
intent of the Committee to alter the rights of the public under the
Freedom of Information Act. o '

These conditions under which such safety and effectiveness data.. :

_The Committee does intend, however, to clarify the interpreta-
tion of 21 ,:Q.-F.R. 314.»14(ﬁ(i5).19-"1n. this “cilj)cumvstange, sque.ty‘a"'nd"ei'-

38 See Confidentiality of data and information in a new drug application (NDA) file, 21 CFR. - -

314.14(fX1)-(4) (1982).
18 2] C.F.R. 314.34(fX5) provides:

" ") A final determination has been made that the drug may be marketed without submission

of such safety and/or effectiveness data and information.” ) )
Committee was concerned that this provision of the regulation might be interpreted as

permitting the disclosure of such information and data upon enactment of this bill. This is be-

cause all drugs approved for safety and effectiveness prior to enactment of this bill are deemed

listed ,and thus eligible for consideration in an ANDA upon enactment of the bill. The Commit-

tee wished to avoid any possibililt}r that listing of a drug under this bill would be deemed a final .

de,'t_e,rmti_natiog that the drug could be approved without the submission of safety and effective-

néess information. . -
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