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Knoll Pharmaceutical Company (“Knoll”) submits herewith its comments on this draft 
guidance. The draft guidance asserts in Paragraph IV, first bullet, that a sponsor cannot 
submit a New Drug Application under 8 505(b)(2) of the Food, Drug, and Cosmetic Act (“the 
Act”) if the drug covered by the application is “a duplicate of a listed drug and eligible for 
approval under section SOS(i)” of the Act. ’ For the reasons discussed below, Knoll believes 
that this assertion is at odds with the applicable law and would create additional and 
unnecessary work for both FDA and sponsors.2 

Both the words and the structure of 0 505 of the Act compel the conclusion that (except 
for issues of exclusivity, which are not relevant here) FDA lacks authority to refuse to file, 
review, and approve a new drug application merely because it has previously approved another 
new drug application for the same active ingredient under 8 505(b)(2) or 0 505(b)(l). Section 
505(a) provides that a new drug may not be lawfully marketed unless it is the subject of either 

1. The draft guidance cites as authority for this proposition 21 C.F.R. 0 314.101(d)(9). That 
regulation does not, in fact, bar 6 505(b)(2) applications in all circumstance where there is also 
a listed drug. Rather, it specifies that FDA has discretion to but is not required to decline to 
consider 8 505(b)(2) applications in such circumstances. If FDA desires to change the 
regulation, it must do so by means of a notice of proposed rule making inviting comment; it 
cannot do so by means of a guidance. 

2. Knoll has previously presented these views to the agency in other contexts. SeeLetter 
from Robert W. Ashworth, Ph.D. and Steven J. Goldberg, Esq., Knoll Pharmaceutical 
Company, to Dockets Management Branch, Oct. 18, 1999, commenting on Docket No. 99D- 
2636, Draft Guidance for Industry on Levothyroxine Sodium, and Knoll Pharmaceutical 
Company’s November 9, 1999 Supplement to Citizen Petition on Scheduling and Procedure, 
Docket No. 97N-03 14/CP3. 
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an approved New Drug Application under 8 505(b) or an approved Abbreviated New Drug 
Application under 6 505(j). Either an NDA or an ANDA is permissible; the statute expresses 
no preference. 

That the choice of an NDA or an ANDA is the applicant’s is reinforced by the wording 
of 80 505(b) and 505(j). “Any person” may submit an NDA under 6 505(b), and “any 
person” may submit an ANDA under 9 505(j).3 The statute imposes no duty on “any person” 
to refrain from submitting an NDA if an ANDA is also a possibility; the choice is left up to 
the applicant. 

Certainly the Act does not make FDA’s approval of a previous NDA a ground for 
denial of a later NDA submitted under fi 505(b). If an NDA is submitted under 5 505(b), 
FDA must (after a specified time period) approve it unless it finds that one or more of the 
grounds specified in $505(d) is applicable. FDCA 0 505(c). None of the grounds in 0 505(d) 
has anything to do with whether one or more applications for the same drug were previously 
approved under 5 505(b)(2), an omission which is fatal to FDA’s claim of authority to deny an 
NDA on the ground that it had previously approved another NDA for the product containing 
the same active ingredient.4 

There is no doubt that these provisions of 0 505 apply to 8 505(b)(2) applications as 
well as 8 505(b)(l) applications. FDA has recognized as much. In the preamble to the 
ANDA/505(b)(2) regulations, for example, FDA stated that in all respects relevant to this 
issue, 6 505(b)(2) applications are “subject to the same statutory provisions as full NDAs. ” 
57 Fed. Reg. 17950, 17952 (April 28, 1992). 

The legislative history confirms that the ANDA provisions were intended to 
supplement - not supplant - the NDA provisions of the Act. As explained in the House 
Report, “Title I of the bill [the ANDA provisions] allows drug manufacturers to use an 
abbreviated new drug application (ANDA) when seeking approval to make generic copies of 
drugs that were approved by the FDA after 1962. ” H.R. Rep. No. 98-857, pt. 2, at 11 (1984) 

3. The Act speaks of any person’s “filing” an NDA. These comments follow common usage 
in using the phrase “submitting” an NDA so as to avoid confusion with the actions FDA may 
take in “refusing to file” or “filing” a submitted NDA. 

4. Nor can FDA avoid its lack of authority to deny an NDA on this ground by calling it a 
“refusal to file,” notwithstanding FDA’s regulation claiming such authority. 21 C.F.R. 
0 314.101(d)(9). Like the draft guidance, this regulation flies in the face of the statute, and is 
therefore unlawful. 
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(emphasis added) (copy attached). The ANDA procedure did not replace the NDA procedure; 
it “graft[ed] on the NDA procedure . . . authority for an abbreviated new drug application 
(ANDA) procedure . . . ” I&. Two commentators have confirmed this view: 

The statute continues the availability of paper [505(b)(2)] NDAs 
for post-1962 drug approval, although it is expected that most 
applications will take advantage of the new ANDA procedures. 

Allan M. Fox and Alan R. Bennett, The Legislative History of the Drug Price Competition 
and Patent Term Restoration Act of 1984, at 95 (1987) (copy attached). 

The 1984 Waxman-Hatch Act amendments to the FDCA left 
intact one option for FDA approval of generic drugs that had 
existed previously. Approval of a generic drug can still be 
obtained by submitting a new drug application to the agency 
pursuant to FDCA Section 505(b). 

Donald 0. Beers, Generic and Innovator Drugs: A Guide to FDA Approval Requirements, at 
2-2 (Sth ed. 1999) (footnote omitted) (copy attached). 

From a policy standpoint, FDA’s attempt to remit some applicants to ANDAs once an 
NDA is approved will not necessarily save the agency any work, and could be unfair. In the 
case of levothyroxine, for example, FDA has twice recognized, once in a Federal Register 
Notice5 and once in a draft guidance,6 that applicants will be able to rely on published 
literature for proof of safety and effectiveness. Thus? each 5 505(b)(2) application for 
levothyroxine sodium will likely contain most or all of the same published studies. Once FDA 
reviews those published data, it can apply its judgments on safety and efficacy to all 
levothyroxine products, and need not repeat the review. By contrast, it would have to review 
de novo each bioequivalence study in an ANDA, making more work, not less. 

5. Prescription Drug Products; Levothyroxine Sodium, Docket No. 97N-0314, 62 Fed. Reg. 
43,535,43,538 (Aug. 14, 1997). 

6. Draft Guidance for Industry on Levothyroxine Sodium, Docket No. 99D-2636, 64 Fed. 
Reg. 44,935 (Aug. 18, 1999). 
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For these reasons, Knoll urges FDA to delete the first bullet in Paragraph IV from the 
draft guidance. 

Respectfully submitted, 

Robert W. Ashworth, Ph.D. 
Director, Regulatory Affairs 

Steven J. Goldberg 
Associate General Counsel 
Product and Trade Regulation 
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98ru c!ONORESS 
2d session 1 HOUSEOF REPRESENTATIVFB . [ yzy5’ 

DRUG PRICE COMPETITION AND PATENT TERM 
REBTORATION ACT OF 1934 

AUWST 1, lS&L-Committed to the Chnmittee of the Whole House on the Statea of 
tha Union and ordered to be printed 

Mr. RASTENMEIER, from the Committee on the Judiciary, 
.e. . submitted the following 

REPORT 

together with 

ADDITIONAL VIEWS 

[Including cost e&mate of the Congressional Budget offica] 

The Committee on the Judiciary, to whom was referred the bill 
(HR. 3605) to amend the Federal Food, Drug, and Cosmetic Act to 
authorize an abbreviated new drug application under section 605 of 
that Act for generic new drugs equivalent to approved new drugs, 
and for other purposes, having considered the same, report favor- 
ably thereon with amendments and recommend that the bill as 
amended do pass. 

The amendments (stated in terms of the pege and line numbers 
of the .bill as reported by the Committee on Energy and Commerce) 
are as follows: 

Page 14, line 22; strike out “(i)” and strike out line 9 on page 16 
and all that follows through line 4 on page 16. 

Page 27, line 3, strike out “(i)“, insert close quotation marks at 
the end of line 19, and strike out line 20 on that page and all that 
follows through lme 21 on page 28. 

Page 37, line 24, strike out ‘or the Seize 
7 Page 38, strike out lines 11 through 22, an 

of Agriculture”. 
insert in lieu thereof 

the following: 
“(11, the Commissioner shall notify the Secretary of Health 
and Human Services if the patent claims any human drug 

964240 .* 
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was willing to compromise on the provisions of title I of the bill (re- 
lating to abbreviated new drug application procedures (ANDAs)) in 
exchange for some greater protection of existing human pharma- 
ceuti&. ,atents. The generic manufacturers, on the other hand, 
were v&l g to live with an eighteen-month rule because of other 
provisions. of the bill. 

In light of the foregoing, the net effect of the Sawyer amendment 
would have: been to substantially delay generics, from getting onto 
the market when they seek to challenge the validity of a tent. 
According to the statistics of the Judicial Conference of the 6 nited 
States, the median time between filing and disposition of a.patent 
suit is 36 months. Annual Report of the Director of the Admm&ra s 
tive C)ilice of the United States Courts-1982, at 253. Over ten per- 
cent of these cases take more than 77 months. Thus, a requirement 
that FDA defer generic ap roval until after a court decision of 

is tantially delay FDA approvals. of patent invalidity -would su 
course, in the event that the FDA approves a generic because of 
the expiration of I8 months without a court decision, and it is later 
determined that the patent .is valid, the patent owner may still re- 
cover damages from the generic. 14 Therefore, in most cases the bill 
affords greater protection for patent holders than current law. 

&.iCi’lONAL hALy8IB OF ‘%RUCI PRICE ti- ON AND PATEN’+ 
%RM &STOBATION Acr OF 1984” 

GENERAL 

The Federal Food, Drug, and Cosmetic Act (hereinafter FDCA), 
21 U.S.C.- 355, establishes a system of premarketing clearance for 
drugs. Generally, the FDCA prohibita the introduction into com- 
merce of any new drug unless a new drug a litition (NDAI filed 
with the Food and Drug Administration @‘D 8 is effixtive with re- 
spect to that drug. 21 U.S.C. 335(a). The FDA is part of the Depart 
ment of Health and Human Services (HHS) and the Secre 

% 
of 

HHS has delegated her responsibilities under the Act to the m- 
missioner :of Food and Drugs. 21 U.S.C. 21 CFR 5.10. A new drug is 
one not, generally recognized b qualified experts as safe and effec- 
tive .for its intended use. 21 : SC. 321(pXl). The Government can L? 
sue to enjoin violations, prosecute criminall , and seize and con- 
demn articles. 21 U.S.C. 331(d), 332(a), 333 an tf 334. 

‘The FDCA establishes an introduction procedure for ,new drugs, 
designed to elicit sufficient scientific information about a drug; m- 
eluding reports on invest’ tions, corn ition, methods and precau- 
tions in manufacture, an samples o ?r p” the drug, which will permit 
an intelligent assessment of its safety and efficacy. 21 U.S.C. 3550~1. 
. The law provides standards under which, after notice and hear- 

3 
the .FDA can refuse to allow a NDA to become effective, ,21 

U. ‘.C. -355 (c) and (d), or can withdraw a NDA in effect on the basis 
l of new evidence that the drug was unsafe. 21 U.S.C. 355(e). Cener- 

all the FDA must ap rove or disa prove an a plication within 
18pdays. The FDA is ciire&d to rekse agrovaf of NDA and to 
withdraw any prior approval of NDA if “su tantial evidence” that 

1‘ see propomd B&ion zll(eX4) and 35 U.S.C. 271. 
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the drug is effective for its intended use is lacking. 21 U.S.C. 355 (d) 
and (e). Substantial evidence is defined to include “evidence con- 
sisting of adequate clinical investigations, by experts qualified by 
scientific tr ’ ’ 

-23 
and ex 

r 
rience to evaluate the effectiveness of 

the drug involv , on the asis of which it could fairly and respon- 
sibly be concluded by such experts that the 

9l 
will have the 

effect it purports or is represented to have under t e conditions of 
use prescribed, recommended, or suggested in the labeling or pro- 
posed labeling thereof.” 21 U.S.C. 355(d). 

FDA orders refus’ or withdrawing a NDA are reviewable in 
the court of appeals. ?I 1 U.S.C. 3550. other kinds of FDA orders 
may be reviewed in federal district courts under the Administra- 
tive Procedure Act WA). 

The Act provides an alternative 
solely for investigational use. 21 U. 8 

rocedure for drugs intended 
.C. 355(i). Compliance with a 

comprehensive set of FDA regulations is required. 21 CFR 312.1 et 

?inall y, section 355(i) requires records and reports relating to 
clinical experience and other data or information regarding an a 
proved drug to be made available to the FDA which shall han dF- e 
them with due regard for the professional ethics of the medical 
profession and the interesta of patients. 

SUMbSARYOFTHEBItL 

The “Dru 
of 1984” @I. k 

Price Competition and Patent Term Restoration Act 
. 3605) consista of two titles which affect introduction 

procedures and patent requirements for certain kinds of generic 
new drugs. Title I of the bill allows drug manufacturers to use an 
abbreviated new drug application (ANDA) when seeking approval 
to make 
after 196 I 

eneric copies of drugs that were approved by the FDA 
. Title II of the bill encourages drug manufacturers to 

assume the increased costs of research and development of certain 
producta which are subject to premarketiug clearance by restoring 
some of the time lost on patent life while the product is awaiting 
FDA approval. 

Section I of the bill sets out the short title: ‘Drug Price Competi- 
tion and Patent Term Restoration Act of 1984”. 

TWe I-Abbreviated New Drug Applications 
Section 101 amends section 565 of the Federal ‘Food, Drug, and 

Cosmetic Act, 21 U.S.C. 355, to graft on the NDA procedure previ- 
ousl described, authority for an abbreviated new drug ap 
(AN%A) P ed ure applicable to drug manufacturers see L 

lication 
rot 

roval to make generic copies of drugs that were approved b; t& 
b A after 1962. There are ‘la]n estimated 156 drug products ap 
proved after J962 [that] are currently off patent and would become 
availa,blf, for eneric co using the ANDA procedure proposed in 

?i-!EewHa 
#e 

ANJF 
.98-8!?J Part .I, ‘at 19 

A procedb is set forth in subsection ‘) of the in- 
troductory procedure provisions of current law. 21 U.S. ts . 355. As.a 
consequence, existing subsection (j), relatin .to records and reports 
which have to be made available to the F% . A by manufacturers of 
approved drugs, is redesignated subsection W. 
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Paragra hA(l) of proposed s&section (j) authorizes any person to 
ffie an’ AN% 

Paragra h (2XA) of proposed subsection (j> describes the informa- 
tion whit K has to. be included in the ANDA. Specifically, the 
ANDA must include: 

(9 sufficient information to show that the conditions of use 

P 
rescribed, recommended or su 
or which the applicant is see & 

.ested in the proposed labeling 
approval are the same as 

those that have been previously approved for the listed drug; 
(W(I) if that listed drug, referred to in clause (9, has only one 

active ingredient, suffkient information to show that the 
active ingredient of the generic is the same as that of the listed 
drug;, or 

(WI) if the listed drug, referred to in clause (i), has more 
than one active ingredient, sufficient information to show that 
all of the active ingredients in the generic drug are the same 
as thaw3 of the listed drug, or 

(ii)0 if that listed drug, referred to in clause (it, has more 
than one*active ingredient, and if one of the active mgredients 
in the generic drug is different and the applicant is seeking ap 
proval miser 
which are di 

aragraph (2X0, relating to ANDAs for drugs 
if erent? sufficient information to show that the 

other active ingredrents of the generic ars the same as the 
active ingredients of the listed drug as well as sufficient infor- 
mation to show that the different active ingredient is an active 
ingredient or a listed drug or of a drug that is not a new 
as defined by section 201(p) of the Act, 21 U.S.C. 321(p), 3 an 
such other information about the different active ingredient 
that the ANDA may require. 

(iii) sufficient information to show that the .route of adminis- 
tration, the dosage form and the strength of the generic drug 
are the same as those of the listed drug, or if the generic de 
parts from the listed drug in any one of these 
mformation regarding that difference as the FE 

articulars, such 
A may reqm, 

(iv) sufficient information to show that the generrc drug is 
bioequivalent 16 to the listed drug, except that if the applicant 
is seeking a proval under paragra h (2x0) relating tp ANDAs 
for drugs w ‘ch are different, su R k lcient mformatron to show 
that the active ingredients of the generic are of the same phar- 
macological or therapeutic class as those of the listed drug and 

to have the same therapeutic effect when ad- 
to patients for an ap roved condition for uge, 

(v) sufficient information to 8 R ow that the 
for the generic drug is the same as that o 

roposed labeling 
P the listed 

except for approved changes when a roval has been obtain 
A& 

2% 
under paragraph (2Xc), relating to As for drugs which are 
different, or because the. eneric and the listsd drug are pro 
duced or distributed by dli! erent manufacturers; 

(vi) the scientific information about a neric that is re- . . 
quired for a NDA under existing law, 21 U. r .C. 35501X2)-(5), as 
redesignated by section 103(a) of this bill (~355&XlXI3HF9~, 

I namely a Ml list of ita component art&les and composition, a 

I‘ The term bicequivehnt 31 defined in mction 101 of the bii. 
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full description of methods and precautions in manufacture, 
drug and component article samples, and a specimen of the 
proposed label; 

(vii) a certfication by the applicant (in the opinion of the ap 
plicant and to the best of such applicant’s knowledge) of patent 
information applicable to the listed drug if that information 
has been submitted under subsections (b) and (c) of existing law 
as proposed to bs amended by section 102(aXl) and (aX2) of the 
bill, i&a. With respect to all product patents which claim the 
listed drug snd all use patents which claim an indication for 
the drug for which the applicant is seeking approval, i.e., a 
controlling use patent, the applicant must certify, in the opin- 
ion of the applicant and to the best of the apphcant’s knowl- 
eiv- 

(II that the patent information as required under subsec- 
tiow (b) and (c) of existing law as proposed to be amended 
by ‘section 102; (a)(l) and (aX2) of the bill, i&a, has not 
been filed, 

(TX) that one or more of the product or controlling use 
oatents as hereafter reouired to be nrovided for NDAs 
have ejrpired; 

w 

(III) that one or more of the roduct or controlling use 
patenta as hereafter required to L provided for NDAs will 
expire on a specified future data, and 

0 that one or more of the product or c&trolling use 
patents ss hereafter required to be provided for <NDAs 
either are invalid or will not be infringed. 

(viii) a statement when appropriate that an applicant is seek- 
ing approval for an indication not previously claimed by any 
use patent. 

The FDA cannot require that an ANDA contain information 
above and beyond that required by clauses (i) through (viii), supra. 

Paragraph (2XB) of proposed subsection .(j) requires additional 
patent information to be included in the ANDAs of applicants who 
certify pursuant to subparagraph (AXviiXIV), supra, that one or 
more of the product or controlling use patents either are invalid or 
will not be infringed. Proposed subparagraph (B)(i) provides that 
the ANDA in these circumstances shall state that the notice re- 
quired by clause (ii) of this subparagraph has been given to the af- 
fected owner(s) of a patent which is subject to the certification re- 
quirement or their representatives and to the affect4 holder of an 
approved NDA which contains the patent information required by 
introduction procadures of existing law as amended by section 
102(a)(l) and (aX2) of the bill. 

Clause (ii) provides that the required notice shall state that an 
ANDA which contains data from bioavailablity or bioequivaience 
studies has been submitted along with a certification seeking a. 
pro& for marketing a drug covered by an unexpired patent. Ad tK - 
tionally, the notice shall explain in detail the legal and factual 
basis of the applicant’s opinion that the relevant patent is invalid 
or will not be infringed. 

Subparagraph (iii) requires that in the case of an ANDA which is 
subsequently amended so as to bring it within this notice require- 
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men& notice shall be given when the amended application is sub- 
mitted. 

Paragraph (2x0 of roposed subsection (i) relates to ANDAs for 
drugs which are d’ erent from the listed drugs. Generally, a d 
person would be prohibited from submitting an ANDA in these cir- 
cumstances unless the variance is one permitted by the law as 
amended by this bill and the FDA has granted a petition reque& 
ing the change. If an applicant wishes-to vary one active m ‘ent 
or the route of admimstration, dosage form or strength o P the ge- 
neric drug from the listed 
mission to f?le an ANDA for t ‘e differing generic drug. The d”B 

it must petition the FDA for r- 
EE A 

has 90 dayi to a 
its submission. 4% 

reovgi dsrsa 
hali 

prove the petltlon from the d$e of 
approve a pet&on to subnnt an 

ANDA for a differing generic drug unless clincial studies are 
needed to show the safety and effectiveness of the change. 

Paragraph (3) of roposed subsection (j) requires the FDA to ap 
prove an ANDA. u J ess it Snds one of the follm- 

CA) that the methods used in, or the facilities and controls 
used for; the manufacture, processing and packing of the ge- 
neric drug are inadequate to assure and preserve its identity, 
strength, quality and purity; 

(B) that the ANDA does not contain sufficient information to 
show that each of the conditions for use for the generic drug 
have been previously approved for the listed drug, 

(00 that the active mgredient of the generic drug is not the 
‘sameasthatofthelisteddrugandthelisteddrughasonly 

one active ingredient, 
(C&I that the active ingredients of the generic drug are not 

the same as those of the listed drug and the listed drug has 
more than one active ingredient, or 

(C)@ii) that the active ingredients of the generic drug -differ 
from those of the listed drug and a petition 
change iu one active in 

r 
r-tY% a edient has been granted ut the o er 

active in edients of t e eneric drug are not the same as 
those of a e listed drug or t a e different active ingredient in the 
generic is not a listed drug or if.the different active ingredient 
f2; yew drug as defined by sectron 201(p) of the Act, 21 U.S.C. 

‘PC 
. 

CD 6 that an ANDA does not show that the route of adminis- 
tration, dosage form, or strength of the generic drug are all the 

. sameasthoseofthelisteddrug,or 
(DXii) that an.ANDA 

ent route of administration, 
listed drug but the petition 
ap roved under aragraph 

8%) that an AkDA d 
that the PDA required in previously granting a petition allow- 
ing for a difference in the generic drug from the listed w, 

(F) that an ANDA for a generic drug whose active ingrxxb- 
enta are the same as those of the listed drug does not show 
that the generic drug is bioequivalent to the listed d 

?!YJ 
or,Va 

petition regarding a change in one of the active ingr ‘enta in 
a combination eneric has been granted, that the ANDA doss 
not show that & e active ingredients of the generic drug are of 



the same pharmacological or therapeutic class as those of the 
listed drug or does not show that the differing generic combin- 
ation drug can be expected to have the same therapeutic effect 
as the listed combination product when administered to pa- 
tients for an approved condition of use; 

(G) that the ANDA does not show that the proposed labeling 
for the generic drug is the same as that of the listed drug 
(except for changes in the proposed labeling of the generic 
drug because a petition regarding a change has been granted 
and changes from a switch in producer or distributor); 

0 that on the basis of intrinsic or extrinsic information the 
inactive ingredients of the generic drug are unsafe for use 
under the conditions prescribed, recommended, or suggested in 
the proposed labeling for the generic drug or because the corn- 
rio;g the generic. drug rs unsafe under approved condr- 

. 
(I) that a)pproval of the listed drug has been withdrawn or 

suspended for reasons of safety or effectiveness; 
(J) that an ANDA does not m.eet any of thy requirements set 

fk&;gewaph (2XA), relatmg to ANDA s for drugs which 
. 

(K) that an’ ANDA contains any untrue statement of materi- 
al fact. 

Paragraph (4XA) of proposed subsection (j) requires the FDA to 
approve or disapprove an ANDA within 180 days of the initial re- 
ceipt of the application. By mutual agreement of the FDA and the 
applicant, that period may be extended. 

Paragraph (4XB) of proposed subsection cj) allows an ANDA ap 
proval to become effective according to relevant patent-related cir- 
cumstances. Thus, under clause (i) if an applicant certifies in an 
ANDA that patent information has not been supplied with respect 
to a NDA as hereafter is required or that the relevant patents have 
expired, approval of the ANDA would become immediately effec; 
tive. Under clause (ii), if the applicant on the basis of supplied in- 
formation certifies that the patent or patents will expire. on a speci- 
fped future date, approval of the ANDA becomes effective on that 

Clause (iii) would authorize a flexible schedule of ANDA approv- 
al-effectiveness dates when the applicant certifies that one or more 
of the product or controlling use patents are invalid or not in- 
fringed. Generally, approval of the ANDA in these circumstances 
could become effective after a 45day hiatus. An approval of an 
ANDA would not become effective in these circumstances, howev- 
er, if within 45 days of the receipt of notice of the certification an 
action -is brought for patent infringement regarding one ‘or more of 
the patents subject to that certification. In that event, approval of 
the ANDA could not be effective until 18 months after the notice of 
the certification was provided or until a court decision issues, if 
before the expiration of the 18 month time period a court decides 
such patent is invalid or not infringed the approval shall be made 
effective on the date of the courts order. If the court decides such 
patent has been infringed under 35 U.S.C. 271(e) the approval shall 
be made effective on the date the court orders. 
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Each party to a patent infringement suit is charged to reason- 
ably cooperate in expediting the action. Failure by either’ party to 
cooperate in a reasonable manner may be used by the court to 

*. reduce or lengthen the time, as appropriate, before an ANDA ap 
- proval becomes effective. No action for a declaratory judgment re- 

gardin patent infringement can be brought within the 45 days al- 
lowed or notice of certification of patent invalidity or non-i&inge f 
me&. An action for a declaratory judgment regarding infringe- 
ment of a patent shall be brought in the judicial district where the 
defendant has im principal place of business or a regular or estab 
lished place of business. 

If an ANDA certifying patent invalidity or non-infringement is 
fded subsequent to an ANDA for the same listed drug that has 
made a similar certification, clause (iv) provides that the approval 
of the subsequent ANDA can be made effective sooner than 130 
days after the previous applicant has begun commercial marketing, 
or the date on which the court rules the patent invalid or not in- 
fringed, whichever occurs ffit. 

Paragraphr(4xc) of proposed subsection (j> provides that in the 
event of FDA disap roval of an ANDA, the agency shah give the 
applicant notice of t e opportunity for a hearing on the issue of the ii 
approvability of the ANDA. In order to obtain a hearing, the appli- 
cant shall request it in writing.within 30 days of the notice. The 
hearing may begin not later than 120 days after the notice. Howev- 
er, a later date may be set by mutual agreement. The hearing shah 
be conducted as expeditiously as possible. The FDA’s decisional 
order shall be issued within 90 days after the date for filing final 
brie& 

Paragraph (4)(D) of proposed subsection (j> provides for an inter- 
im rule regardii ANDA approval effectiveness in the case of cer- 
tain generic drugs whose listed drugs were originally approved be 
tween January 1, 1982 and the date of enactment of this bill. The 
clause provides that during this transitional period the FDA may 
not make effect&e the approval of an ANDA for a drug which in- 
cludes an active ingredient (including any ester or salt of the active 
ingredient) until 10 years after the date of approval of the MIA. 

Paragraph (5) of proposed subsection (i) relates to the cons 
quences on an approved ANDA worked by withdrawal or sus - 
sion of a proval of the listed drug. The approval of an ANDA s 

ir 
El 

be with rawn or suspended for safety or effectiveness reasons as 

8 
rovided in section 605(eXlH4) of the Act, 21 U.S.C. 355(eXlI-(4). 
imilarly, the approval of an ANDA will also be withdrawn or sus- 

pended If it refers to a drug whose approval is withdrawn or 8u& 
pended under this paragraph. Finally, the approval of an ANDA 
shall be withdrawn or suspended if the FDA determines that the 
listed dru has been voluntarily withdrawn from sale due to rea- 
sons of saf ety or effectiveness. 

The ANDA must be withdrawn or suspended from sale for the 
‘% same period aa the ap roval of the drug to which it refers has been 

withdrawn or suspen ed. When the listed drug has been voluntari- cf 
1 withdrawn from the market and the FDA has ‘determined that 
t?i e listed drug was withdrawn due to safety or effectiveness rea- 
sons, the approval of the ANDA likewise must be withdrawn until 
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such time as the ‘FDA determines that the listed drug was not 
withdrawn from sale for safety or effectiveness reasons. 

Paragraph (S)(A)! of proposed subsection (i) authorizes a program 
$b mformatlon about. h$ed drugs wluch could be cop@ 

Lco me avdable. Wlthm 60 days after enactment of thrs 
bill, the FDA is required to publish and make available a list of 
drugs e ’ ‘ble for consideration in an ANDA. The list must include 
in alpha % tical Order the official and proprietaq name of each 
drug which has been approved for safety and effectiveness prior to 
the date of enactment of this bill. If the drug was approved after. 
1981, the list must include the date of its approval and its NDA 
number. The list must specify whether in vitro or in vivo bioequiv- 
alence studies, or both, are required for ANDAs. Clause (i). 

At 30day intervals thereafter, the FDA must update the list to 
include drugs that have been approved for safe and effectiveness 
a&er enactment of this bill and drugs approv i!T in ANDAs under 
tbis subsection. Clause (ii). 

The FDAmust include in the list tent information on listed 
new drugs required under section 10 a)(l). and (2) of this bill as ifir 
that information becomes available. Clause (iii). 

Paragraph s(B) of ro 
~~ 

subsection (j) provides that a drug ap 

K 
roved for safety an e ectiveness under section 505(c) of the Act, 
1 U.S.C. 9 355(c) or under subsection (i) if this bill is enacted, shall 

be considered as. published and thus e ’ ‘ble for approval in an 
ANDA on the date of its approval or the 7 ate of enactment, which- 
ever is later. 

Paragraph (6x0 of ro 
P* *P 

subsection cj) provides that, a drug 
may not be listed as e qq le for consideratron in an ANDA if the 
approval of the former or pioneer drug is withdrawn or suspended 
for s&et or effectiveness reasons under section 5OMeXlX4) of the 
Act, 21 6.S.C. 6 355(eXlX4), or if approval of the generic drug was 
withdrawn or sus nded under paragraph (j)(5), supra, as author- 
ized by this bill. &o, a dru g may not be listed if the FDA deter- 
mines that it has been voluntarily withdrawn for reasons of safety 
or effectiveness. In the. event such a has already been listed, it 
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considered to be bioequivalent to a listed drug if the extent of ab 
sorption of the generic drug does not show a significant F’rence 
from the extent of absorption of the listed -drug when admuustered 
at the same molar dose of the therapeutic ‘ent under similar 

F experimental conditions in either a single ose or multiple doses 
and the difference from the listed 

9 
in the rate of absorption of 

the generic drug is intentional, is re ected in the royWe:- 
ing, is not essential to the attainment of effective Eod s 
centration on chronic use, and is considered medically:insiicant 
for the .drug., 

Section 102(a)(l) of the bilI amends section 505(b) of the Act, 21 
U.S.C. 355(b), to require certain,patent related information to be 
filed with all new drug applications (NDAs) .and with all NDAs re- 
viousiv filed but ,not vet aunroved. The F’DA is required to pub * is h 
the patent .tiormati& up&i approval of the NIlA.- r - 

Section 102(a)(2) of the bill amends .section 505(c) of ‘the Act, 21 
U.S.C. 355(c), to r uire that any previousl 
amended:withj,n 30 33 ys of enactment of this ill to include certain g 

approved NDA be 

patent related information.. The FDA is required to publish the 
patent information upon its submission. In order to accommodate 
these provisions9 the current -text of section 565(c) of the Act, 21 
U.S.C. 355(c), is designated par h (I) and the. new patent relat 

. ed.provisions authorized by this 73 
.a 

would be designated paragraph 
(2XA) and (B). .. 

The patent information required includes the patent number and 
the expiration date of. any patent whjch 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 
if a person not licensed b the owner engages in the manufacture, 
saleoruseofthedrug. wll en.8 patent is issued after the filing of a 
NDA, but before its approval by the FDA, the application-would 
22 tt+ be amended to mclude the patent number and exprratmn 

&&ion 102(a)(3)(A) of the bill amends section 505(d) cf the Act, 
21 U.&C. 355(d), to provide that pending and future NDAs may not 
be approved unless they contain the described patent Mormatron. 
Appropriate redesignatlons of clauses of subsection (d) are author- 
iGd.t&accommoda~ this 

3 Section 102(a)(3)(B) of the b’ ekends section 505(e) of’the Act, 21 
U.S.C. .355(e). to orovide that a NDA may be revoked if the patent 
i&&nation-$ x&t filed within 30 days -after recei t 
notice .&om the FDA specifying the farlure to provi a 

of a Gritten 
e that informa- 

tion., 
Section 102(b)(1)-(6) of the bill amends provisions of e * 

as .approp,riate, in order to reconcile internal references 
xlshfhQI 
to su 

tive and sectional changes that are proposed b the bill. 
Section 103(a) of the bill amends section &I 5(b) of the Act, 21 

U.S.C. 355(b), relating to the filing of a NDA, to redes’ te subsec- 
tion (b) as subsection (b)(l), and clauses therein presen y numbered Y 
(1) through, (6), as clause (A) through 0. Substantively, the 
changes 
filing a % 

reposed by sect&on 103 of the bill,,require an a plicant 
aper NDA for a listed drug under subsection (ix ) of the i! 

bill, relating to drugs that may be considered for generic treat- 
ment, to make the same certifications regarding patents as apply’ 
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to the fling of an ANDA under subsection (j) of this bill. The FDA 
is required to make ap roval of Paper NDAs under the same condi- 
tions that apply to AN5 As submitted under proposed subsection (i). 
Finally,‘section 103 would apply the 10 ear transition rule and the 
4 year unpatentable substances rule to % aper NDAs. 

Paper NDAs are defined as any application submitted under sec- 
tion 505(b) of the Act, 21 U.S.C. 355(b), in which the investigations 
relied u n b the a 
not corXcteJ I? 

plicant to show safety and effectiveness were 
by or or the applicant and the applicant has not ob- 

tained a right of reference or use from the person who conducted 
the investigations or for whom the investigations were conducted. 
Pro 

up”d 
paragraph (21. 

nder subparagraph (2)(A), a Paper NDA which is submitted for 
a listed drug under.subsection (j)(6) would have to include a certi% 
cation by the a plicant regarding the status of certain patents ap 
plicable to .the isted drug If such information has been provided to P 
the FDA; With respect to all product patents which claim the listed 
drug and all use patents which.claim an indication gnel$gg 
which the applicant is see approval (i.e., 
patent), the applicant must cert.’ % , as to one of four &cum&an 

First, the applicant ma certify that the patent informationZ 
quired under section 505 6 ) and (c) of the Act, 21 U.S.C. 355 (b) and 
(c), as amended by this bill, 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 patents provrded have ex- 
pired. Third, the applicant may certify when appropriate that one 
or more of the product or controlling use patents will expire at 
some specified future date. Finally, an applicant may certify on the 
basis of non FDA-supplied information that one or more of the 
product or controlling use patents are invalid or will not be in- 
frin ed. Proposed subparagra 

TdL 
h (2XAXiHiv). 

en applicable, a Paper b A for a listed drug must also state 
that the applicant is not seeking a 
is claimed by any use patent for w l!l 

proval for an indication which 
ch it has not made a certifica- 

tion. Proposed subparagraph (2)@). 
If an applicant certifies that any product or controlling use 

patent is invalid or will not be infringed, paragraph (3)(A) requires 
that it must give notice of such certifkation to either the owner of 
the patent or the representative of the patent owner who was des- 
ignated under section 505 (b) or (c) of the Act, 21 USC. 355 (b) or 
(cl as amended b thisbii. 

kragra h (3x8) requires that such notice state that a Paper 
NDA has ken submitted to obtain approval of the drug to e 
in the commercial manufacture, use or sale of the generic 

age 
%. 

before the expiration of the patent which has been certified as in- 
valid or not infringed. . ,, 

Paragraph (3x0 provides that if a Paper NDA is amended af%er 
submQsion to include a certifkation. that am product patent or con- 
trolling use patent is invalid, notice of such certification must. be 
given tcthe appropriate parties at the time the amended apphca- 
tion is submitted. 

Section 103(b) of the bill deals with the effectiveness of a proval 
of a Paper NDA for a listed drug. Accordingly, section 505(c of the P 
Act, 21 U.S.C. 355(c), as amended by section 102(a)(2) of the bill, is 
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further amended to require the FDA to make approval effective as 
ap ropriate in light of relevant, patent-related mrcum&n 

% the applicant certified in the Paper NDA:that no pa= infor- 
*’ mation was su plied or that the relevant patents have ex ired, a 
. proval of the aper NDA may be made immediately e ectrve. :: ff- P 

the applicant certified on the basis .of supplied information that the 
patent would’ expire ,011 a specified future data, the Paper NDA 
ma be a proved and the approval becomes effective on that date. 

c&A ner ly, if the -applicant certifies. that one or *more ‘of the prod- 
uct or controlling use patents were invalid or not 
ai .of the Paper NDA becomes immediately effive. e-f.y&~J’g-y 
within 45 da after receipt of notice of the certification of inval&- 
ty or non-’ lllr ringement, an action for patent Wringement regard- 
ing one or more ‘of the patents subject to the~~&rtifIcation .is, 
brought, approval of the Paper NDA may not be made effective 
until 18 months after the notice of certification was provided or a 
court decision issued. If the court finds the patent is valid or not 
infringed, then approval. shah be effective on the date of the court’s 
order. If the court decides the patent‘ has been i&inged an order 
under 35 U.S.C. 271(e) shall issue. Each party to the action has an 
affirmative duty to reasonably cooperate in expediting the action 
and the court may shorten or extend the 13month period, as ap 
pro riate., when either party breaches that duty. 

r! o actron for a declaratory judgment with respect to the patent 
may be bro ht before the expiration ‘of the 45 day period which 
begins with yil t e giving of notice ofthe certiication of patent inva- 
lid&y or non-infringement. At the end of the 45 days, a suit for de- 
claratory judgment regarding the patent in question may. be 
brought in the judicial district where the defendant has its princi- 
pal place of business or a regular and established place of business. 

Sub aragraph (D) denies the FDA the authority to make eff’ 
tive t ii. e approval of a Paper NDA for a drug which contains an 
active ingredient (including any ester or salt of the active in - 
ent) that was a proved for the ffit time in an NDA between anu- 

B 
P 

ary 1, 1982 an the date of enactment of this bill until 10 years 
after the date of a proval of’the NDA. . 

Section 104 of t e bill adds a new subsection (1) to section 505 of B 
the Act, 21 U.S.C. 355, which makes hitherto undisclosed safe 
and effectiveness information that has been submitted in an ND $ 
available to the public upon request- Absent extraordinary circum- 
stances,, safety and effectiveness information and data shall be dis- 
closed m the following circumstances: (1) if the NDA is abandoned; 
(2) if the FDA has determined that the NDA is not approvable and 
all legal appeals have been exhausted, (3) if a roval of the NDA 
under sectron 505(c) of.the Act, 21 U.S.C.A. 8 3&c), has been with- 

has determined t%t &e drug is not a new d”B; or (5) upon the 
drawn and all le al a peals have been exhausted, (4) if the FDA 

effective date of a proval of the first ANDA w ‘ch refers to the 
&ug or upon the ii te which an ANDA could have been approved 
if an aPphcation had been -submitted. 

Sectron 104 of the bill adds a new subsections (m) to section 5Q5 df 
the Act, 21 U.S.C. 8 355, to define the terni “ tent” to mean a 
patent issued by the Patent and Trademark &, ce of the Depart 
ment of Commerce. 
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Section 105(a) of the bill requires the FDA to promulgate rules to 
implement new subsection Q). ,These rules, which shah be: issued 
withinone year of enactment of this biR, shall be promulgated in 
accordance with ‘the informal rulemairing requirementf~ of> the 
AP& 5 Y.S.C. 553. .: 1 

Section 1OMb) of the bili ‘establishes an interim procedure for a$ 
proving ANDAs for pcst1962. drugs until. the final: regulations 
become, effective. During the ,year following zenactment of this bin; 
ANDAs for listed post-1962. drugs may. be submitted %I accordance 
with, the current .regulations applicable2 to p-1962 pioneer drugsz 
21.C.F.R. 314.2. In the event of inconsistencies between current .reg- 
ulations and the Act as amended by this bill, .FDA sFfollo+: the 
latter. However, the. .FDA ma u;$c;~prove. ani.eA-‘i?r.;Pa 
NRA under this interim.pr ocetr 

d”t8 
bea= 

section 505M3XJN or section 505(jX4XD) ,of 
‘;+irchIsdescq~. in 

a&&me&A& t’e. .: : 
e :Federal -Foo$ ,.p”g : r,: A: ;. 

f&&ion 106 of. fie bfl~. amen& 28’ UTS.C. 12$jOl’&. i&& a ‘M 
reference indicating that certain declaratory jud@knta&icns in- 
volving patents’ controversies cannot be brought except Wauthor- 
ized:byth.isbill. l 

., i 

;:.. 
..:. 

Titk II-Patent~Extension 
iection Z?Ol ‘of.. thdill adds .a .new. section 156 to t&e. .96, -to 

extend the ‘normal 17 y&k:term”of a product, use, or..process. tent 
‘in the case of a’ atented product whrch ;iir subject. topre-mar 
clearancelasde % 

E 
edinthisAct). .$ . . 

w 

vnder propoked; section” 156(a) the terni of .a patent. wh&&:&ms 
a product, .a method .of us’ ii produ& or a method ‘of mariufactur- 
% at. .produ’ct is .extende?ko’ m its origin@ expiration. date if cer- 
taq,’ specified conditions are’ met. The conditions that .permit an 
extension’ of patent. life .are set forth in eight numbered. para- 
graph. ., 
’ Paragraph :(l) requires the ‘tenttob&infor&atthetimean 

application for extension is. su mitted to the. Commissioner. of Pat- 1%” 
ents and !I’radeti~ks. 

Paragraph (2) alloV&. extension only if. the term;if ‘ihe pat&t .has 
never. ‘been extended. ‘I&+ the extension- authorized by the bill is 
a..on$kime extension. 
T ‘Paragrapli (3) 

3 
‘uir& &F ,+ ~&&on .& .&&&a ,b, i;;8i\idmi+ 

t$,&vti~ oyer word of 4-i epten&, or its age& m accordance 

.P&grap 
mrements of subsectron <a), lnfra 

“% 
.I/. 

“‘(41, +iich consistk of two. subpar 
pkoductand use -patents, not process,. patents.. 

g& &&+h 
T 

zmrntta 
ubparvph. <A3 

. 
L& 

roduct or use patent-to be; extended. If two requrrements 
the approved.. product has $0 be onethathas % not 

been cl&ed in another. product tent which.~wasissiaed:.earlier or 
&ich was previously extended.‘- EC0 nd; the approved ..product and 
the uw ap roved for the product may not have been identicali 
closed or escribed in another product patent. which- was’i#su B K 

dis- 
ear- . 

liq cr which was. .reviously extended., 
cl 

“,..,.,‘-‘,,’ ‘4 
!?ubparvaph ); permits a. product X patent. to : be-ext&ded~~notr 

~~a.nt.n thet at : .would not quahfy .under subparagraph. (A) 
cvcumstances.. In order rto be. extended: := thesec.u- 
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VII. STATEMENT i)~ LEGISLATIVE INTENT - ANIAs 

THE FOLLOWI.& STA.TEMENTS HELP TO CLARIFY THE 

LEGISLATIVE INTENT BEHIND TITLE I OF THE STATUTE, WHICH 

AUTHOR I ZES NEW ANDA PROCEDURES, ALTH&GH' ANIAs HAD PRE- 

VIOUSLY BEEN AVA,.ILABLE FOR PRE-1962’ DRUG’ PRODUCTS, WHICH 

DID NOT REQUIRE A SHOWiNG OF EFFECTIVENESS TO BE’MARKETED, 

THE STATUTE CREATED A SIMPLIFIED APPROVAL PROCEDURE FOR 

POST-l%? PRODUCTS AS WELL, BEFORE PASSAGE OF THI s BILL, 

POST-l%2 DRUGS COULD BE APPROVED ONLY THROUGH A FULL NIA 
INCLUDING HUMAN CLINICAL TRIALS, OR THROUGH A, PAPER NIAt 
WH ICH I S A FULL NIA WHERE THE HUMAN CL I N I CAL TR IALS ARE 

SUBMITTED FROM PUBLISHED OR NON-PROPRIETARY SOURCES.RATHER 

,THAN FROM NEW CLINICAL STUDIES, THE STATUTE CONTINUES THE 
AjIAlLABlLlTY OF PAPER NDAs FOR POST-1962 DRUG APPROVAL, 

ALTHOUGH IT I S EXPECTED THAT ,yOST APPL ICAT IONS WILL TAKE 

ADVANTAGE OF THE NEW ANDA PROCEDURES.. 

CONGRESSIONAL REPORTS: 

THE FOLLOWING EXCERPTS FROM THE HOUSE REPORTS 

WILL HELP TO CLARIFY THE MEAN.1 NG OF, THESE 

PROVISIONS: 

HOUSE REPORT PART 1, AT PAGES \14-15,16-17:. 
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PURPDSE AND %JHMARY 

TlTLE I 

The purpose of Tille 1 of the bill is to make available more low 
cost. generrc drugs by establishing n generic dru 
dure for pioneer drugs first approved alter 1% ; f 

approval proce- 
Under current 

law, there is a generic drug approval procedure for pioneer drugs 
a 
!iif 

roved before 1964 but not for pioneer drugs approved after 
12. 

Title 1 of the bill generally extends the procedures used to ap 
prove generic copies of pne-62 dru s 
of any drugs may be 

to post-92 drugs. Generic copi& 
ap 

P 
roved d I -the generic is the same as the 

original drug or so eimi ar thut FDA has determined the differ- 
en&s do not require safety and effectiveness testing. 

Title I also requires patent owners to submit information to FDA 
regarding produce and use patents thnt cover approved drugs. Ge 
neric ‘copies of these drugs may be approved when’ the patents 
expire unless the generic company cerlifies Chat the patent is in- 
valid or will not be infringed. In such cases, the generic company 
must nolify the patent owner nbout its certiilcation,and approval 
of the generic drug may not be mnde elfectjve until the court de- 
cidcrr the suit for pntent’ infringement or a period of 18, -months, 
whichever o~urs first; Notificution must be given when the generic 
has submitted nn ANDA with ‘biocquivale’nce data. 

In addition, Tille I’ allords four years of exclusive market life to 
drugs which may not be patented and which ore approvedfor the 
first time after enactment of the bill. Further, drugs which were 
rq~proved for. lhc first time between l!W and the-date of en&zlment 
rc?ccived ten yeora of exclusive market life. 

~MxCHOUND AND NEED FOR THE LEGlSLATiON 

TITLE I-AlMleVIATED NEW DRUQ API’WCATIONB 

Prior to 1962, the Federal Food, Drug and Cosmetic Act (FFDGA) 
required that nil 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. 

As n result of the. 1962 amendmenta, FDA did two things regard- 
ing pre-1’362 drugs. First, lhe a ency created the Drug Eflicacy 
Study (DEW to determine if a I pre-1962 drugs were effective. P 
Second, FDA established a policy rmitting the a r-oval of a ge- 
neric drug equivalent to a safe an r ‘effective pre-I !a ’ pioneer drug. 

As a result of lhe 1962 amendmenta, the manufacturer of a pi* 
neer drug must conduct tests on humans that show the product Lo’ 
be aafe and effective and, submit the results in a new dru 
tion (NDAI. A manufacturer of a generic dru 

c 
must con ii 

applica- 
uct teats 

that show the generic drug is the same as t e pioneer drug and 
that it will be properly manufactured and labeled. This informa- 
tion is submitted in an abbreviated new drug application (ANDA). 

The only difference between a NDA and’ an ANDA is that the 
generic manufacturer is not required to conduct human clinical 
trials. FDA considers such retesting.;to.be unnecessary rind’ wasteful 
because the drug has already been determined to be safe and effec- 
tive. Moreover, such retestin is unethical ,because it requires that 
some sick patients take place be denied treatment known to 
be effectiva. 

The FDA allows this ANDA procedure only for pioneer drugs ap 
proved before 1962. There is no ANDA procedure for approving ge- 



neric equivalents of 
if 

ioneer drugs a 
d 

proved after 1’362. While the 
FDA has been consi ering since 197 an extension of the pre-1962 
ANDA policy to 

R” 
t-1962 drugs, it has not extended the regula- 

tion.’ Because of t e agency’s failure to act, Title I of H.R. 3605 ia : . 
necesaar 

Some K 
to eetabliah a post-1962 ANDA policy. 

ave euggeeted that “Paper NDAs” be used to a 
neric equivalenta of pioneer drugs approved after 1’362. rft-z:: Ki 
Paper NDA procedure, the generic manufacturer .may submit sci- 
entific re rta. in&ad of clinical trials, to support finding& of 
eafety an r eflicac 
FDA estimatea t at Satisfactory reporta are not avcrilable for 85 K 

. This procedure iS inadequate, however,, besauae 

percent of all poet-1962 drugs. 
* * * * 

Currently, there’ are approximately 150 drugs approved after 
l9G2 that are off patent and for which there in no generic equiva- 
lent. All of these drugs could be,approved in generic form if there 
was a procedure. Each year, more pioneer druga go off patent and 
become available for approval as generics. . 

Among the drugs available orsoon to be uvuiluble for generic np 
prove1 are five best sellers: Valium, motrin, indernl, dyazide, and 
Iasix. Dyezide, for example, is the moat widely used diuretic for the 
treatment of high blood premure. Ita patent expired in, 1961. 
Valium iq a popular tranquilizer whose patent expirea in 1985. Ant 
other drug whose patent has expired is indoci,n,,an~anti-inflamma- 
tory drug used in. the treatment of arthritis that is the tenth high- 
est selling drug in the United States. 

The availability of generrc vemione of pioncqr drugs ap&oved 
altar 19G2 would save American conaumera $OzO million over the 
next I2 years. Older Americans, in parlicular, would benefil be- 
cnuse they use almost 25 percent of all prescription drugs. 

Moreover, the lack of generics for poet-l9G2 pioncu?r drugs will 
cost Pcderal and Stute governmenta millions of JoRare. For the 
drug metronidazole, purchneed by the Department of Defenae, the 
taxpayer-a saved approximetely $1.2 million in one year aa 8 result 
of the availability of a lower priced generic.version. Federal and 
State governments will be denied comparable eavinga on drugs ap 
proved after 1962 because of the lack of’ an approval procedure. 

HOUSE REPORT PART 2 AT PAGE 5: 

SUMMARY o? H.R. ‘5605 
H-R.. 3605 contains two titlea. The first title of the bill creates a 

new eystem for the ii~proval of generic drugs by the Food and Drug 
Administration. Tbia approval procem for drugs approved by the 
FDA after 1962 haa been Beverely crItI&ad as too cumbersome and 
expensive. In eesence the provisiona of title I of H.R. 3605 extend 
thhpgzfy for approva! of genernw for pre-1962 drugs to the 

‘I’bua, under T Jt. 3605 a general manufacturer may submit to 
FDA a request for approval of a generic substitute for an 

The generic manufacturer must establieh that t L 
poet- 

ZLtute is tbe same or therapeutically equivalent toz 
drug which baa already been approved. 

Under the approval process In H.R. 3605, a generic manufacturer 
may submit aa application for a proval to FDA .befor+he socalled 
poyfer drug pea off pat+. TL generic may submrt data eatab- : 
lehmg brcequrvalency durmg this tune period. In order to complete 

this application tbe generic manufacturer must conduct certain 
drug testa. In order to facilitate this type of testing, section 202 of 
the bill creates general exception to the rules of patent infring’e- 
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meLThue, a generic manufacturer may obtain a supply of a pat- 
ented drug product during the life of the patent and conduct t&a 
wing that product if the purpose of thoee testa is to submit an ap 
plication to FDA for approval. 

H-R 3305 permits generic applications to be effective after a 
patent expires, In addition, H.R. 3605 provides that a generic man- 
ufacturer may request FDA approval to &gin marketing before the 
ptont on the drug has expired. Under current law, this situatron 
m not an imue because of the cumbersome ap r-oval process. If the 
generic manufacturer seeka such an approva P* It must allege that 
the exieting patent is invalid or will not be infringed. In this mn- 
stanca not&.ation must be given b 
holder concerning the application for 

the generic to the patent 
SD A approval. In theaa cases 

the FDA may not approve the generic application until either. (1) 
I8 months have expired or (2) a court haa determined that no in- 
fringement will take place. ARer the expiration of 18 montha. if 
there hae been no intervening judicial determination, the FDA will 

e the ““fy .J tent. 
nally, tl 

eneric application, even if the drug is still on 
e I also rovides for a four year grant of mar E t ex- 

clu8ivity to be gran Mf.b{ the Cornmiesioner of the F’DA for unpab 
~b&~b&awea whlc have been approved for use as dw by 
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2-2 GENERIC ANDJNNOVATOR DRUGS 

§ 2.01 GENERALLY 

The 1984 Waxman-Hatch Act amendments to the FJXA left 
intact one option for FDA approval of ‘generic dkgs that h&d existed 
previously. Approval of a generic drug Can .stilJ be obtained by submit- 
ting a new drug application to tbe agency pursuant to FDCA !$ection 
505(b).’ That application is, however, required to contain full safety 
and effectiveness testing of the drug, the type of testing necessary to 
obtain approval of a pioneer product. 

Two subsequent changes apply to applications submitted pursuant 
to Section ‘505(b). First, the 1984 amendme& added a new item that 
must be included in a 505(b) applicati~rtification concerning the 
patent status of the drug covered by the application? Second,’ in 1985,. 

* 21 U.S.C. 3%(b). The FDA interpreted that section to provide th&ei 
separate mechanisms for approval of generic copies of approved drugs: full 
NDAs, ANDAs, and *paper NDAs.” The latter t&o options we? available, 
however, only in limited circumstances, and were directly addressed by the 
1984 Act. These two kinds of applications will be discussed inthe next chapter. 

Antibiotic drugs were, before November 20, .1997, approved under a differ- 
ent provision, FDCA Section 507,21 U.S.C 357. That section has now been 
repealed, but its prior existence is relevant to the applicability to antibiotih 
of the patent information, patent certificatidn, and market exclusivity provi- 
sions of the Act. See Section 4.02[1] infra For biologic drugs, which are 
otherwise covered by the FDCA, the FDA considers product !icensing under 
Section 351 of the Pubtic Health Service Act, 42 U.S.C 26% to be a substitute 
for NDA approval under 21 U.S.C. 355.‘See Section 351(j) of the Public 
Health Service Act, 42 U.S.C. 262(j). Animal drugs are approved pursuarit to 
PDCA Section 5X2,21 U.S.C. 360b. This volume does not discuss the animal 
drug provisions, which parallel the human drug provisions in many respects 
but also deviate in important ways. (The Potential for residues of animal drugs 
in food-producing animals produces, for example, sometimes complex legal 
queslions.) This volume does discuss, however, the provisions of the Generic 
Animal Drug.and Patent Term Restoration Act of 1988. That statute provides 
for abbreviated new animal drug applications (“ANADAsrr) for generic copies 
of innovator d*gs approved under new drug applications (“NADAs”) and 
permit patent term extension for animal drugs. As will be seen, it raises many 
of the same issues presented by the Waxman-Hatch Ad. 

* FDCA Section 505(b)(lb (c)(2), 21 US.C~355@)(1), (c)(2). See Section 
2.01 [q, i&l. 
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FULL NEW DRUG APPLICATIONS i-3 

the FDA issued new regulations on the content .of and procedures 
applicable to new drug applications.’ 

5 2.92 NEW DRUG APPLlCktt-IONCONTENT 

[A] Safety and Effktiveness Data 

An NDA filed pursuant to Section 505(b) must contain “till 
reports of investigations which have been made.to show whether or 
not [the] drug is safe for .use and whether [the] drug is effective in 
use.‘* Safety studies include studies of the pharmacologic. properties 
of the drug relating to potential adverse reactions;5 animal toxicology 
studies, including, as appropriate,‘acute, subacute, and chronic toxicity 
testing; carcinogenicity studies; any studies related to the drug’s particu- 
lar mode of action or conditions of ~se;~ reproduction and teratology 
studies;’ and studies on drug absorption, distribution, metabolism, and 
excretion in animals.R The results of safety testing in. tiumans must 
also be submitted; including pharmacokinetic and bioavailabilit$ data;’ 
clinical pharmacology data;“’ and any available information on adverse 
reactions, drug-drug interactions, or other safety considerations.” 

The effectiveness studies’required for approval of an NDA must 
include “adequate and well-controlled . . . clinical investigations.“!: 
Historically, FDA has interpreted the %” on “investigations” as a statu- 
tory requirement of at least two investigations, although FDA.deviated 

3 50 Fed. Reg. 7452 (Feb. 22, 1985). 
’ FDCA Section 505(b)(l)(A), 21 U.S.C 355(b)(l)(A). 
5 21 CF.R. 31450(d)(2)(i) (1997). 
6 21 C.F.R. 3145O(d)(2)(ii) (1997). 
7 21 CF.R. 3145O(d)(2)(iii) (1997). 
IJ 21 C.F.R. 314.5O(d)(2)(iv) (1997). 
9 21 CER. 31450(d)(3) (1997). 
lo 21 C.F.R. 31430(d)(5)(i) (1997) 
‘121 C.F.R. 3145O(d)(5)(vi)(a) (1997). Safety data acquired after submis- 

sion of an NDA must be provided to the FDA in periodic -safety update 
reports,” submitted four months after initial NDA submission, fallowing re- 
ceipt of an approvable letter (Le., a letter stating that the NDA can be approved 
if relatively minor issues are resolved), 21 C.F.R. 314.110 (1997), and when- 
ever else the FDA requests one, 21 C.F.R. 3145O(d)(S)(vi)(b) (1997). 

‘2 FDCA Section 505(d), 21 U.S.C. 355(d). 


