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CITIZEN PETITION 

ACTION REQUESTED 

This Citizen Petition is submitted under Section 505 of the Food, Drug and Cosmetic Act 
(“FDCA”) and Section 10.30 of the Food and Drug Administration’s (“FDA”) implementing 
regulations. This petition requests, on behalf of Ranbaxy Laboratories Limited (“Ranbaxy”), 
that FDA (1) refrain from the approval of any ANDA for sirnvastatin 80 mg tablets until 
Ranbaxy’s 180-day exclusivity has expired and (2) confirm that Ranbaxy’s rights to 180-day 
exclusivity with regard to ANDA No. 76-285 for simvastatin 80 mg have not been affected by 
FDA’s delisting of U.S. Patent No. ‘RE 36,481 (the “‘481 patent”) and U.S. Patent No. RE 36.520 
(the “‘520 patent”), the patents on which Ranbaxy’s paragraph IV certifications were based. In 
order to preserve its entitlement to exclusivity, Ranbaxy requests that FDA correct its erroneous 
removal of these patent listings by reinserting the information in the Orange Book and maintain 
the listing until Ranbaxy’s term of exclusivity has elapsed.’ 

STATEMENT OF GROUNDS 

I. Background 

In November 2001, Ranbaxy submitted ANDA No. 76-285 for multiple strengths of 
simvastatin tablets, which refers to ZocorB as the reference listed drug. Merck & Co. (“Merck”) 
holds the NDA for ZocorB. With its ANDA, Ranbaxy submitted paragraph IV certifications for 
the ‘481 and ‘520 patents, both of which were listed in the Orange Book as patents that claim 
ZocorB. Ranbaxy believes that it is the first ANDA applicant to submit a substantially complete 

1. IVAX Pharmaceuticals, Inc. (“IVAX”) filed a Citizen Petition on January 5,2005 (docket 
2005P-0008) in which it requests that FDA reinstate the ‘48 1 and ‘520 patents to the Orange 
Book, require subsequent ANDAs for simvastatin to contain certifications to these patents, and 
not approve ANDAs for simvastatin tablets, 5 mg, 10 mg, 20 mg, and 40 mg until IVAX’s 180- 
day exclusivity expires. Ranbaxy has no objection to consolidating its petition and IVAX’s 
petition in the same docket. 



paragraph IV certification for simvastatin tablets 80 mg with regard to the ‘481 and ‘520 patents. 
Ranbaxy’s ANDA has been tentatively approved. 

Nearly three years later, on September 27,2004, Ranbaxy discovered a statement on the 
FDA website for the Electronic Orange Book that FDA has delisted the “48 1 and ‘520 patents. 
This delisting came as a surprise to Ranbaxy. These patents claim related compounds of 
simvastatin that are believed by Ranbaxy to be present in Zocor@ and that exist as a byproduct of 
Merck’s manufacture of simvastatin. Each are listed as valid patents by the U.S. Patent and 
Trademark Office and Ranbaxy has no reason to believe that these patents had been erroneously 
listed in the Orange Book. 

Whether or not these related compounds are actually present in Zocor@, Ranbaxy devoted 
considerable resources to designing its simvastatin so as not to infringe the ‘48 1 and ‘520 patents. 
Presumably because of its efforts, Ranbaxy has not been sued by Merck with respect to these 
certifications. Ranbaxy’s paragraph IV certification has, however, exposed it to potential patent 
suits for almost three years. Unless FDA acts to recognize Ranbaxy’s 1 go-day exclusivity, 
delisting these patents could deprive Ranbaxy of the exclusivity to which it is entitled.2 

II. Ranbaxv is Entitled to 180-Day Exclusivity. 

Merck identified the ‘48 1 and ‘520 patents as patents that claim Zocor@ when it submitted 
them for listing over three years ago. Because of the promptness and intensity with which it 
pursued its efforts to design its simvastatin to avoid infringement of these patents, Ranbaxy 
believes that it is the first ANDA applicant to submit a paragraph IV certification for simvastatin 
80 mg tablets with regard to the ‘481 and ‘520 patents. Under the clear and unqualified mandate 
of the statute, Ranbaxy is therefore entitled to 180-day exclusivity.3 

III. FDA has Long Recognized That it Would Be Inappropriate to Nullify the Right to 180- 
Dav Exclusivity by Delisting a Patent. 

In its implementation of the Hatch-Waxman Amendments, FDA established a regulatory 
scheme requiring ANDA applicants to submit patent certifications based on the agency’s official 
list, which is required by statute and maintained in the Orange Book.4 As part of the scheme, 
FDA’s regulation contemplates that FDA will amend the list in certain circumstances.’ This 
regulation provides a mechanism to bring listing controversies to FDA and, through FDA to the 
NDA holder. The patent holder then has the opportunity to respond. FDA will not change the 
listing unless the patent holder withdraws or amends the patent information. 

2. It is Ranbaxy’s understanding that, based on the removal of the patents from the list, FDA 
would require all ANDA applicants, including Ranbaxy, to withdraw their paragraph IV 
certifications for the delisted patents. FDA presumably would then take the position that 
Ranbaxy is not entitled to 180-day exclusivity on these patents. Pending disposition of this 
issue, Ranbaxy has not withdrawn its paragraph IV certifications for the ‘481 and ‘520 patents. 
3. Section SOS(i)(S)(B)(iv)(2004). See also, e.g., Mova Pharm, Corn. v. Shalala, 140 F,3d 1060, 
1069 (D.C. Cir. 1998). 
4. 21 C.F.R. 3 314.53 (2004). 
5. 21 C.F.R. 0 314.53(f) (2004). 
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Neither this regulation nor any other identifies the circumstances in which FDA will 
amend the list, or when FDA will amend the list. Once the FDA amends the list, ANDA 
applicants are required to withdraw paragraph IV certifications.6 

In implementing this scheme, the agency recognized that removing patents from the list 
created the potential for nullification of the statutory right to 1%day exclusivity. Should the 
agency remove a patent from the list based on the withdrawal of a patent submission by an NDA 
holder, the statutory right to 1 SO-day exclusivity could be nullified by the requirement that 
ANDA applicants withdraw their paragraph IV certifications referring to that patent. The agency 
noted that an ANDA applicant’s entitlement to HO-day exclusivity could be extinguished if a 
patent were delisted after the accrual of the right to 180-day exclusivity based on a judicial 
holding that the listed patent is invalid. The delisting of the patent determined to be invalid 
would have required all ANDA applicants to withdraw their paragraph IV certifications, and 
would have thus nullified the first apphcant’s right to 180-day exclusivity. In the preamble to its 
1994 regulations, the agency concluded that the entitlement to 1 SO-day exclusivity should not be 
undermined in this way: 

[T]he agency agrees that the protection offered by 180-day 
exclusivity should not be undermined by changes from paragraph 
IV certification or by the filing of original certifications ather than 
paragraph IV certifications. If a patent were removed fiiom the list 
immediately upon a court decision that the patent is invalid or 
unenforceable, an applicant with a subsequently filed application 
might seek to certify that there is no relevant patent and seek an 
immediately effective approval.7 

The agency recognized that the right to 180-day exclusivity must be preserved in this 
circumstance, not only because of the clear command of the statute, but also because the 180-day 
exclusivity serves one of the fundamental purposes of the statute - to encourage generic 
competition by encouraging patent challenges through a reward to the first applicant to challenge 
a patent.’ Those same principles are equally applicable when the certification and notice cause 
the patent holder to conclude that its patents should not, or cannot, be enforced in patent 
litigation. 

IV. FDA Sought to Prevent Nullification of 180-Day Exclusivity in Its Implementing 
Regulation and Should Maintain that Position Following Changes in the Accrual of the 
Right to 180-Day Exclusivity. 

The agency’s solution to the potential dilemma posed by patent delistings was to deem a 
patent to be “relevant,” and thus listable, during the pendency of any applicant’s right to 180-day 

6. 21 C.F.R. 8 314.94(a)(l2)(viii)(B) (2004). 
7. Abbreviated New Drug Application Regulations; Patent and Exclusivity Provisions, 59 Fed. 
Reg. 50,338, 50,348 (Oct. 3, 1994) (emphasis added). 
8. See- Purenac Pharm. Co. v. Tornharm. Inc., 354 F.3d 877,879 (D.C. Cir. 2004). (“In order to 
encourage paragraph IV challenges, thereby increasing the availability of low-cost generic drugs, 
the FDCA provides that the first company to win FDA approval of an ANDA containing a 
paragraph IV certification has the right to sell its drug without competition for 180 days.“) 
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exclusivity, without regard to subsequent determinations that the patent is invalid or 
unenforceable. The agency adopted this approach in its 1994 implementing regulation, 
explaining as follows: 

To ensure that [withdrawal of a paragraph IV certification upon 
delisting] does not occur, the agency has required that a patent 
remain on the list after being declared invalid or unenforceable 
until the end of any applicable 1 go-day exclusivity period. This 
means that a patent is deemed to be relevant under [21 C.F.R.] $ 
3 14.94(a)(12)(ii) until the end of the term of the patent or 
applicable 1 &O-day exclusivity period, whichever occurs first. 
Thus, where there is a patent that has been challenged bv a 
paragraph IV anplicant, a subseouent applicant will not be able to 
file a certification that there is no relevant patent or seek an 
immediately effective anproval until either the patent or the 180- 
day exclusivity period exnires.y 

Thus, to ensure that 180-day exclusivity rights would not be extinguished by the removal of a 
patent from the list, the agency included the following provision in its implementing regulations: 

If a patent is removed from the list, any applicant with a pending 
application (including a tentatively approved application with a 
delayed effective date) who has made a certification with respect to 
such patent shall amend its certification. The applicant shall certify 
under paragraph (a)( 12)(ii) of this section that no patents described 
in paragraph (a)( 12)(i) of this section claim the drug or, if other 
relevant patents claim the drug, shall amend the certification to 
refer only to those relevant patents. In the amendment, the 
applicant shall state the reason for the change in certification (that 
the patent is or has been removed from the list). A patent that is 
the subiect of a lawsuit under r21 C.F.R.l 6 3 14.107(c) shall not be 
removed from the list until FDA determines either that no delay in 
effective dates of approval is reouired under that section as a result 
of the lawsuit, that the patent has expired, or that any such neriod 
of delay in effective dates of approval is ended.” 

The references in the regulation to a patent that is the subject of a lawsuit, and to a delay 
in effective dates of approval based on the lawsuit, were required to limit the effect of the 
regulation to patents for which 180-day exclusivity rights had accrued. At the time of the 1994 
rulemaking, FDA concluded that 1 go-day exclusivity rights did not accrue until the first ANDA 
applicant submitting a paragraph IV certification was sued by the NDA holder or patent holder, 

9. Abbreviated New Drug Application Regulations; Patent and Exclusivity Provisions, 59 Fed. 
Reg. at 50,348 (emphasis added). 
10. 21 C.F.R. $3 14.94(a)(12)(viii)@) (2004) (emphasis added). This regulation necessarily 
recognizes FDA’s legal authority to delay delisting in appropriate circumstances. 
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and had successfully defended against the challenge. l1 
was subsequently overturned in court decisions,12 

The “litigation” requirement, however, 
and the agency acquiesced in the courts’ 

holding, thus eliminatingsthe requirements of a lawsuit and successful defense as pre-requisites 
for 1 SO-day exclusivity. 

Although the agency changed its interpretation of the statute to recognize accrual of 1 SO- 
day exclusivity rights upon the submission of the paragraph IV certification rather than upon the 
initiation of an infringement suit, the agency did not amend 21 C.F.R. 0 314,94(a)(12)(viii)(B) to 
reflect the new position.‘4 Thus, despite being overturned in court and ostensibly abandoned by 
the agency, the agency’s initial position that the accrual of exclusivity depends on litigation 
continues to be reflected in its regulation, which is worded to protect exclusivity rights against 
patent delistings where a first applicant has been subjected to an infringement suit. 

At the time that it acquiesced in the courts’ holdings, FDA stated in a guidance that it 
would remove the litigation and successful defense provision from the regulations and, in the 
meantime, “regulate directly from the statute” and “make decisions on 180-day generic drug 
exclusivity on a case-by-case basis.““’ Although its statement was directed at 21 C.F.R. 8 
3 14.107(c), the regulation that had been directly challenged, the same logic would require that it 
treat 21 C.F.R. 0 314.94(a)(12)(viii)(B) in the same way. Failing to do so would, in effect, 
resurrect the litigation requirement and nullify 180-day exclusivity rights that the agency has 
acknowledged accrue upon submission of the first paragraph IV certification. 

V. The Statute Cannot Support an Interpretation That Would Resurrect the “Litigation” 
Requirement to Preserve Exclusivity. 

An application of the statute that would nullify 1 SO-day exclusivity in the absence of a 
patent infringement suit is contrary to congressional intent and to basic principles of statutory 
construction. The statute itself contains no provision authorizing the removal of a patent from 

11. Abbreviated New Drug Application Regulations; Patent and Exclusivity Provisions, 59 Fed. 
Reg. at 50,352-53. The proposed regulation required the initiation of a lawsuit against the 
ANDA applicant, but not the successful defense of the lawsuit, Abbreviated New Drug 
Regulations, 54 Fed. Reg. 28,872,28,929 (proposed July 10, 1989) (to be codified at 21 C.F.R. 
Parts 10,310,314, and 320). 
12. & Purepac v. Friedman, 162 F.3d 1201 (D.C. Cir. 1998); Granutec v. Shalala, No. 97-1873 
and No. 97-1874, 1998 U.S. App. LEXIS 6685 (4th Cir. Apr. 3,1998); Mova, 140 F.3d at 1060. 
13. & 180-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 64 Fed. 
Reg. 42,873,42,876 (proposed Aug. 6,1999) (to be codified at 21 C.F.R. Part 314). See also -w 
Guidance for Industry: 180-Day Generic Drug Exclusivity Under the Hatch-Waxman 
Amendments to the Federal Food, Drug, and Cosmetic Act (June 1998) (“Guidance”); 
Guidance for Industry on 180-Day Generic Drug Exclusivity Under the Hatch-Waxman 
Amendments to the Federal Food, Drug, and Cosmetic Act; Availability, 63 Fed. Reg. 37,890 
(notice announced July 14, 1998). 
14. FDA did amend 21 C.F.R. 9 3 14.107(c) to remove the express requirements of a lawsuit and 
successful defense, which had been directly challenged in the lawsuits. Effective Date of 
Approval of an Abbreviated New Drug Application, 63 Fed. Reg. 59,710 (Nov. 5, 1998). 
15. Guidance at 4. 
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the list based on the withdrawal of a patent submission. It is not reasonable to infer authority to 
remove patent listings in a manner that would nullify an applicant’s right to 180-day exclusivity, 
a right that is grounded in the statute. The statutory grant of 180-day exclusivity to the first 
ANDA applicant submitting a paragraph IV certification is clear and unqualified. 
exception for a patent that is later withdrawn by the NDA holder. 

It provides no 

Indeed, this was clearly the agency’s interpretation of the statute when it promulgated its 
implementing regulations, and stated that “1 $&day exclusivity should not be undermined by 
changes from paragraph IV certification or by the filing of original certifications other than 
paragraph IV certifications . . . .“16 This interpretation is compelled by the clear intent behind 
that 180-day exclusivity statutory provision. The award of 180-day exclusivity is designed to 
encourage ANDA applicants to challenge patents through the submission of such certifications. 
Once the ANDA applicant has fulfilled the statutory objective of challenging the patent and 
exposing itself to an infringement suit, the structure of the statute demonstrates a clear intent to 
reward the applicant by delaying approval of ANDAs submitted by subsequent challengers. The 
statutory does not permit an NDA holder to nullify this reward by withdrawing its patent 
submission. 

An application of the agency’s 1994 delisting regulation that would protect a first 
applicant’s 180-day exclusivity only where the applicant has been sued is not consistent with the 
agency’s current interpretation of the statute. As the courts have ruled, FDA may not limit 180- 
day exclusivity rights based on the initiation of an infringement suit. 

VI. 180-Day Exclusivity Serves Important Policy Goals and Should Not be Undermined. 

The Hatch Waxman incentives have increased generic drug entry,17 and thereby brought 
consumers significant savings. ’ * 1 SO-day exclusivity is a central part of Hatch Waxman, 
providing an important incentive for generic drug manufacturers to file applications to enter the 
market with a generic version of a drug product prior to expiration of the brand name drug 
product’s patents. lg As the Federal Trade Commission (“FTC”) has noted, through the “180-day 

16. Abbreviated New Drug Application Regulations; Patent and Exclusivity Provisions, 59 Fed. 
Reg. at 50,348. 
17. Federal Trade Commission, Generic Drug Entry Prior to Patent Expiration: An FTC Study 
(July 2002) (“2002 FTC Study”) at i, available @ 
http://www.ftc.gov/os/2002/07/genericdrugstudy.pdf (last accessed Feb. 1,2005) (Attachment 
4 
18. Michelle Meadows, Greater Access to Generic Drugs: New FDA Initiatives to Improve 
Drug Reviews and Reduce Legal Loopholes, FDA Consumer Magazine (Sept.-Oct. 2003), 
available & http://www.fda.gov/fdac/features/2003/503-drug.html (last accessed Feb. 1,2005) 
(Attachment B). 
19. According to the FTC, during the 1980s only 2 percent of generic applications sought entry 
prior to patent expiration, but approximately 20% of the applications filed between 1998 and 
2000 sought entry prior to expiration. 2002 FTC Study at ii. See Purenac, 354 F.3d at 879 (D.C. 
Cir. 2004) (recognizing that the purpose of the 180-day exclusivrty is to encourage paragraph IV 
challenges, thereby increasing the availability of low cost generic drugs). 

: . 
6 



provision, Hatch-Waxman provides an incentive for companies to challenge patent validity and 
to ‘design around’ patents to find alternative, non-infringing forms of patented drugs,“2o 

When a brand name company receives notice of a paragraph IV certification, it is forced 
to examine its patent. 
infringement suit. 

If it is in fact defensible, the brand name company may file a patent 
As an alternative, however, the brand name company may decide that 

litigation is not justified.21 A brand name company might decide, for example, that it does not 
want to engage in litigation or that its patent position is weak. Pegardless of the reason for 
deciding not to file suit, the result is the same: there will be entry by generic competitors sooner 
than would otherwise be the case. 
fostering competition.22 

Thus, 180-day exclusivity makes an important contribution to 

When a generic company has made the substantial effort to design around the patent and 
to be the first to file, it should not lose its entitlement to lSO-day exclusivity because the 
innovator decides, for whatever reason, to delist the patent. That result would be unfair to the 
company that had made the effort to be the first paragraph IV filer, which would lose its 
exclusivity through no fault of its own, but due to the accident that a brand name company had 
chosen to withdraw the patent at that time. It would be especially unfair to withdraw 180-day 
exclusivity in a situation in which the paragraph IV notification caused the innovator to review 
its listing, to decide that the listing was inappropriate, and to withdraw the patent. FDA has 
previously acknowledged this possibility and stated that its policy is to avoid such a result: 

FDA believes that if the first applicant avoids a lawsuit and the 
related 30-month stay of final approval (see section 
505(j)(5)(B)(iii) of the act), for example, by designing around a 
patent in such a way that its drug product is clearly noninfringing, 
then that applicant should not be denied eligibility for exclusivity. 
In addition, an ANDA applicant should not be encouraged to file a 
frivolous certification that invites litigation so as to qualify for 
exclusivity. Permitting an applicant who avoids a lawsuit to be 
eligible for exclusivity is consistent with the statutory language 
and goal of facilitating prompt entry of generic drug products into 
the market,23 

In these circumstances, the delisting of the patent would actually penalize the first 
applicant for its successful challenge. Further, it would cause generic companies to factor into 

20. 2002 FTC Study at vi. 
2 1. The FTC calculated that generic companies prevailed in nearly 75% of the patent suits. 
2002 FTC Study at viii. 
22. The data indicate that “when not sued, first generic applicants, upon receiving FDA 
approval, begin commercial marketing in a timely manner that triggers the running of the 180 
days and allows FDA approval of any subsequent generic applicant once the 180-day period has 
run.” Id. 
23. 180-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 64 Fed. Reg. at 
42,876. 
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their development decisions the possibility that they would lose 1 W-day exclusivity late in 
development, and thus, be a disincentive. 

In addition, permitting delisting when the delisting would affect entitlement to 180-day 
exclusivity would place the decision as to whether 1 SO-day exclusivity is awarded in the hands 
of the brand name company. That would invite anticompetitive activity in the form of 
agreements between branded and generic companies, an issue that has already drawn the 
government’s attention in other circumstances. Giving a branded company the opportunity to 
decide whether 180-day exclusivity will be withdrawn would provide that company an additional 
bargaining chip in any such negotiations. 

Moreover, if FDA allows exclusivity to be eliminated by the quality of the first 
applicant’s challenge, first applicants will have the paradoxical incentive of providing paragraph 
IV letters with as little information aszgossible so as to initiate patent litigation and ensure 
qualification for 180-day exclusivity. 

Hatch Waxman requires that patents that claim the drug and could support a claim of 
infringement be listed. Merck certified that these patents claim the drug and nothing on the face 
of either patent signaled that the listing was improper.25 FDA should not cooperate in delisting a 
patent that was certified as properly listed, and certainly should not do so when the consequence 
is to deprive Ranbaxy of its legitimately earned 180-day exclusivity. 

VII. Conclusion 

Ranbaxy has invested considerable time and resources developing a formulation for its 
simvastatin 80 mg tablets. In doing so, it has had to design around the patents that FDA now 
proposes to delist so that its product is noninfkinging. By filing a paragraph IV certification, 
Ranbaxy also exposed itself to costly patent litigation. Merck may change its patent information 
if it has now determined that it will not be asserting any claim of patent infringement for the ‘48 1 
and ‘520 patents. But FDA should not deprive Ranbaxy of the I80-day exclusivity to which it is 
entitled by delisting the patents in a manner that extinguishes the exclusivity before it has run. 
Had Merck sued Ranbaxy, FDA would not be allowed to do so. The fact that Merck did not sue 

24. Allowing branded companies to delist in derogation of 180-day exclusivity may lead to the 
unintended consequence of causing first-to-file generic applicants with strong noninfringement 
or invalidity arguments to send paragraph IV notifications with minimal information purely to 
force the NDA holder to initiate litigation. Rather than presenting the noninfringement or 
invalidity arguments in the notification to avoid litigation, the generic company would invite 
litigation to avoid delisting and then provide the complete noninfkingement or invalidity 
arguments that otherwise would be provided in the paragraph IV notification. While initiating 
litigation would benefit the generic company because it would ensure that the patents cannot 
later be delisted and the 180 day exclusivity eliminated, the litigation otherwise would be a waste 
of resources. 
25. These are not patents whose ineligibility for listing is clearly stated in FDA’s regulation. 2 1 
C.F.R. 0 3 1453(b) (2004). To Ranbaxy’s knowledge, the two patents at issue claim part of the 
Zocor@ formulation. 
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Ranbaxy should not influence Ranbaxy’s entitlement to 180-day exclusivity.26 As FDA has said 
before, when a first applicant avoids a lawsuit “by designing around a patent in such a way that 
its drug product is noninfringing, then that applicant should not be denied eligibility for 
exclusivity.“27 

In this instance the agency has already removed the patents from the Orange Book. That 
act, however, does not impair the agency’s ability to reassess its position and restore the listings 
for the period necessary to recognize Ranbaxy’s exclusivity.28 
fashion remedies to restore a party’s rights.2Q 

Agencies have broad discretion to 

FDA must fashion a policy that is consistent with Congress’ directives that the first 
applicant to challenge a patent by submitting a paragraph IV certification be rewarded by a delay 
in the approval of subsequently submitted ANDAs containing a paragraph IV certification and 
that appropriate patents are listed. This requires a patent listing policy th.at will avoid 
nullification of 180-day exclusivity that might result f?om delisting a patent prior to the end of an 
exclusivity period.30 

26. The same remedy should apply regardless of whether a listing was caused by an inadvertent 
error rather than a conscious decision by the holder. In either case the listing provides a barrier 
to entry of generic drugs. Moreover, it is exceedingly unlikely that inadvertent errors will occur 
given the declarations currently required by the agency under revised 21 C.F.R. § 3 14.53. 
Applications for FDA Approval to Market a New Drug: Patent Submission and Listing 
Requirements and Application of 30-Month Stays on Approval of Abbreviated New Drug 
Applications Certifying That a Patent Claiming a Drug is Invalid or Will Not be Infringed; Final 
Rule, 68 Fed. Reg. 36,676, (June 182003). 
27. 1 EJO-Day Generic Drug Exclusivity for Abbreviated New Drug Applications, 64 Fed. Reg. at 
42,876. 
28. @, e.g., Motor Vehicle Mfrs Ass’n v. State Farm, 463 U.S. 29,42 (1983) (an agency may 
change course by providing reasoned analysis); Good Samaritan HOSP. v. Shalala, 508 U.S. 402, 
417 (1993) (an administrative agency is not disqualified from changing its mind). 
29. See Panhandle Eastern Pine Line Co. v. FERC, 95 F.3d 62,67 (D.C. Cir. 1996); Purepac 
Pharm. Co. v. Tornharm, 354 F.3d at 889. 
30. To our knowledge, FDA has not issued a definitive interpretation of i$s regulations that 
would preclude the action sought in this petition. Compare Air Transport Ass’n v. FAA, 291 
F.3d 49, 57-8 (D.C. Cir. 2002) (where previous interpretation does not constitute a definitive 
inconsistent interpretation of a regulation, no new rulemaking is required) wj& Alaska Profl 
Hunters Ass’n v. FAA, 177 F.3d 1030, 1034 (DC. Cir. 1999) (reversal of 30 year interpretation 
of a regulation required notice and comment). In fact, FDA has previously refused requests to 
delist patents that were improperly listed. For example, FDA refused to delist a mirtazapine- 
related patent, even though the patent did not claim an approved use of the listed drug. Letter 
from Gary J. Buehler, Director, Office of Generic Drugs, Center for Drug Evaluation and 
Research, FDA to Gilbert’s (Feb. 24,2003) (Attachment C). See also Letter f?om Gary Buehler, 
Director, Office of Generic Drugs, Center for Drug Evaluation and Research, FDA to Daniel J. 
Tomasch, Esq. (May 28,2003) (regarding brimonidine) (Attachment D). 
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ENVIRONMENTAL IMPACT 

The relief requested by this petition would result in the recognition of a 180-day period of 
exclusivity for an ANDA. Because the grant of the petition would not have an effect on the 
environment, no environmental assessment is required. 21 C.F.R. $j 2.5.31(a) (2004). 

ECONOMIC IMPACT 

Information on the economic impact of the action requested by this petition will be 
submitted if requested by the Commissioner. 

CERTIFICATION 

The undersigned certify that, to the best of their knowledge and belief, this petition 
includes all information and views on which the petition relies, and that it includes representative 
data and information known to us, which are unfavorable to the petition. 

Respectfully submitted, 

But & Beardsley 
919 Eighteenth St., NW 
Suite 600 
Washington, DC. 20006 
(202) 736-3600 
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GENERIC DRUG ENTRY 
PRIOR TO PATENT EXPIRATlON: 

AN FTC STUDY 

Executive Summary and Legislative Recommendations 

Pharmaceutical drug products have 
become increasingly important to providing 
consumers with a myriad of treatments and 
cures that increase life expectancy and 
enhance lives. It is critical to maintain 
appropriate incentives for the development 
of new drug products, because the necessary 
research and development is risky and 
costly. Innovation in the pharmaceutical 
industry, spurred in part by competitive 
market forces, continues to bring enormous 
benefits to Americans. 

At the same time, expenditures on 
pharmaceutical products continue to grow 
and often outpace expenditures for other 
consumer products. Pharmaceutical 
expenditures concern not only consumers, 
but government payers, private health plans, 
and employers as well. Generic drugs offer 
opportunities for significant cost savings 
over brand-name drug products. 

The Hatch-Waxman Amendments to 
the Federal Food, Drug, and Cosmetic Act 
have shaped substantially the current legal 
environment governing Food and Drug 
Administration (FDA) approval of generic 
drug products. Hatch-Waxman established a 
regulatory framework that sought to balance 
incentives for continued innovation by 
research-based pharmaceutical companies 
and opportunities for market entry by 
generic drug manufacturers. The 
Amendments compensate brand-name 
companies, in certain circumstances, for a 
lengthy drug approval process, which can 
shorten the effective life of patent protection 

for drug products. The Amendments also 
streamline the procedures for bringing 
generic drug products to the market. 

Beyond any doubt, Hatch-Waxman 
has increased generic drug entry. Generic 
drugs now comprise more than 47 percent of 
the prescriptions filled for pharmaceutical 
products - up from 19 percent in 1984, when 
Hatch-Waxman was enacted. 

In spite of this record of success, two 
of the provisions governing generic drug 
approval prior to patent expiration (the 1 SO- 
day exclusivity and the 30-month stay 
provisions) are susceptible to strategies that, 
in some cases, may have prevented the 
availability of more generic drugs. These 
provisions continue to have the potential for 
abuse. 

The Commission has taken antitrust 
law enforcement actions against certain 
brand-name and generic drug companies 
whose allegedly anticompetitive agreements 
took advantage of one or the other of these 
provisions. Through vigorous enforcement 
of the antitrust laws, the FTC has taken an 
active role in ensuring that consumers 
benefit from competition in the 
pharmaceuticai industry. 

This study examines whether the 
conduct that the FTC challenged represented 
isolated instances or is more typical, and 
whether the 1 SO-day exclusivity and the 30- 
month stay provisions of the Hatch-Waxman 
Amendments are susceptible to strategies to 



delay or deter consumer access to generic 
alternatives to brand-name drug products. 
The study focuses solely on the procedures 
used to facilitate generic drug market entry 
prior to expiration of the patent(s) that 
protect the brand-name drug product. The 
study does not address other procedures for 
generic entry, and it does not address the 
patent restoration features of Hatch- 
Waxman. 

To accomplish the study, the 
Commission subpoenaed documents and 
information from brand-name and generic 
drug manufacturers, and examined instances 
since 1992 in which generic applicants filed 
an application with FDA seeking to enter the 
market with a generic version of a drug 
product prior to expiration of the brand- 
name drug products’ patents.’ An increasing 
number of generic applicants have sought 
entry prior to patent expiration. During the 
198Os, only 2 percent of generic applications 
sought entry this way, but from 1998 to 
2000, approximately 20 percent of the 
generic applications sought entry prior to 
patent expiration. 

The brand-name drug products 
included in the study represent some of the 
largest drug products as measured by annual 
sales. They include “blockbuster” drugs’ 
such as Capoten, Cardizem CD, Cipro, 
Claritin, Lupron, Neurontin, Paxil, Pepcid, 
Pravachol, Prilosec, Procardia XL, Prozac, 
Vasotec, Xanax, Zantac, Zocor, Zoloft, and 

r These applications are technically referred to as 
Abbreviated New Drug Applications (ANDAs) containing 
a paragraph IV certification. 

2 As used herein, “blockbuster” is defined as a 
drug product that appears in the top 20 drug products (as 
ranked publicly by annual gross sales) during one of the 
years covered by this study. 

Zypmxa. 

Based on the data obtained through 
the study, we make two primary 
recommendations concerning the 30-month 
stay provision and the 180-day exclusivity to 
mitigate the possibiIity of abuse that deters 
more generic drugs from becoming 
available.3 

Recommendation 1: Permit only one 
automatic 309month stay per drug 
product per ANDA to resolve 
infringement disputes over patents 
listed in the Orange Book prior to the 
filing date of the generic applicant’s 
ANDA. 

The Current 300Month Stay Provision: A 
30-month stay of FDA approval of a generic 
applicant4 is invoked if a brand-name 
company receives notice of a generic 
applicant’s paragraph IV certification and 
filessuit for patent infringement within 45 
days of that notice, Filing of the lawsuit 
stays FDA’s approval of the ANDA until the 
earliest of: (1) the date the patents expire; 
(2) a determination of non-infringement or 
patent invalidity by a court in the patent 
litigation; or (3) the expiration of 30 months 
from the receipt of notice of the paragraph 
IV certification. 

3 The study did not provide data on whether, or 
how, the suggested recommendations might affect brand- 
name companies’ and generic applicant’s incentives to 
enter the market with new brand-name or generic drug 
products. 

4 For ease of discussion purposes, the term 
“generic applicant” means those applicants who have filed 
an ANDA containing a paragraph IV certification. See 
Appendix A for a glossary of frequently used terms. 
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Key Facts From the Study: 

To What Extent Does 30 Months 
Approximate the Time Typically Required 
for FDA Review of a Generic’s ANDA or 
for Resolution of the Contemplated Patent 
Infringement Litigation? 

Thirty months historically has 
approximated the time required for FDA 
review and approval of the paragraph IV 
ANDAs of generic applicants that were not 
sued, and for district and appellate court 
resolutions of ANDA-related patent 
infringement litigation. On average, the 
time required for FDA review and approval 
was 25 months and 15 days from the 
application filing date in those cases where 
generic applicants filing a paragraph IV 
certification were not sued (and thus could 
begin commercial marketing once they had 
FDA approval). On average, the time 
between the filing of a patent intingement 
lawsuit and a district court decision in the 
case was 25 months and 13 days. On 
average, the time between the filing of a 
patent infringement lawsuit and a court of 
appeals decision in the case was 37 months 
and 20 days. 

In the future, patent infringement 
litigation brought by brand-name companies 
against generic applicants that have filed 
ANDAs with paragraph IV certifications 
may take longer to resolve. The data suggest 
that cases involving multiple patents take 
longer than those involving fewer patents. 
As of June 1,2002, for 6 out of the 7 cases 
that have been pending for more than 30 
months before a decision Tom a district 
court, the brand-name company has alleged 
infringement of 3 or more patents. 

Prior to 1998, for only 1 out of the 9 
“blqckbuster” drug products in which the 
brand-name company sued the first generic 
applicant did the brand-name company 
allege infringement of 3 patents. Since 
1998, for 5 of the 8 “‘blockbuster” drug 
products where the brand-name company 
filed suit against the first generic applicant, 
the brand-name company alleged 
infringement of 3 or more patents. Thus, 
fi.&tre 30-month stays may expire more 
frequently before the parties obtain a 
decision of a court in the patent infi-ingement 
litigation. 

Has the Study Identified Any 
Circumstances That Can Prevent FDA 
Approval of Generic ANDAs Beyond 30 
Months? 

Yes. If a brand-name company lists 
an additional patent in the Orange Book 
after the generic applicant has filed its 
ANDA, more than one 30-month stay may 
be generated. The generic applicant is 
required to re-certify to this later-listed 
patent, and if, upon notice of the generic’s 
re-certification, the brand-name company 
sues within 45 days, then FDA approval of 
the generic’s previously filed ANDA is 
stayed for an addi@onul30-months Tom the 
notice date or until a court decision in the 
newly instituted patent litigation, 

From 1992 through 2000, brand- 
name companies have listed patents in the 
Orange Book after an ANDA has been filed 
for the drug product in 8 instances; 6 of 
these 8 instances occurred since 1998. For 
the 8 drug products, the additional delay of 
FDA approval caused by the additional 30- 
month stay (beyond the first 30-month stay) 
ranged Corn 4 to 40 months. In all 4 of the 
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cases so far with a court decision on the 
validity or infringement of a later-issued 
patent, the patent has been found either 
invalid or not infringed by the AN’DA. 

Arguments exist that the later-issued 
patents, which have provided the basis for 
additional 30-month stays, do not meet 
FDA’s requirements for listing patents in the 
Orange Book. (These arguments are 
discussed in detail in Appendix H to the 
Report.) Under current court rulings and 
FDA procedures, however, it is very difficult 
for generic applicants to test these 
arguments. Recent court opinions have held 
that Hatch-Waxman does not provide a 
private right of action through which generic 
applicants may challenge a patent listing in 
the Orange Book. The FDA has stated that 
it lacks the resources and the expertise to 
review patents to determine whether they are 
properly listed. 

Reasons for the Recommendation: 

One 30-month period historically has 
approximated the time necessary for FDA 
review and approval of the generic’s ANDA. 
Thus, it does not appear that the 30-month 
stay provision, as applied once to each 
ANDA for patents listed in the Orange Book 
prior to the ANDA’s filing date, has a 
significant potential to delay generic entry 
beyond the time already necessary for FDA 
approval of the generic’s ANDA. The data 
also do not indicate that court decisions in 
ANDA-related patent litigation typically are 
reached much earlier than 30 months from 
notice of the generic’s ANDA. 

The expiration of the 30-month stay 
may have more significance in the future, if 
ANDA-related patent litigation begins to last 

longer than was the case from 1992-2000. 
Generic applicants may rely on expiration of 
the 30-month stay more frequently as the 
first point at which they may decide whether 
to enter the market, rather than to wait for a 
court decision on ANDA-related patent 
litigation that may take longer than 30 
months. 

The history thus far of multiple 30” 
month stays caused by the filing of later- 
issued patents appears problematic, 
however. The 4 courts that have ruled so far 
on the patents causing more than one 30- 
month stay each have found the relevant 
patent to be invalid or not infringed. The 
other 4 drug products with multiple 30- 
month stays involved patents whose listing 
in the Orange Book could have been the 
subject of non-frivolous challenges by the 
generic applicant, had either FDA review of 
listability or a private right of action to 
challenge listability under Hatch-Waxman 
been available. 

Multiple 30-month stays prevented 
FDA approval of the generic applicants’ 
ANDAs for 4 to 40 months be~~~nd the 
initial 30-month period. FDA approval may 
have occurred more quickly in the absence 
of the multiple 30-month stays, because the 
data indicate that FDA approval has 
occurred, on average, within 25 months and 
15 days for generic applicants with 
paragraph IV certifications that were not 
sued. 

Even without an additional 30-month 
stay, later-listed patents still receive the 
usual protections of patent infringement 
litigation. The brand-name company may 
sue for patent infkingement with respect to 
any of its patents that it believes may be 
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infringed by a generic applicant’s ANDA, 
and may seek a preliminary injunction, just 
as other patent holders do against alleged 
infiingers.5 

One minor change to the patent 
statute, which would clarify when brand- 
name companies can sue generic applicants 
for patent infringement, would ensure that 
brand-name companies have recourse to the 
courts to protect their rights under later- 
issued patents. Congress may wish to 
overrule a recent district court decision, 
Allergan, Inc. v. Alcon Labs, Inc., 200 F. 
Supp. 2d 1219 (CD. Cal. 2002), which 
questions the rights of brand-name 
companies to sue for patent infringement 
regarding patents obtained or listed after an 
ANDA with a paragraph IV has been filed. 
Under the plain language of 35 U.S.C. 
6 27 l(e)(2), however, all ANDAs constitute 
acts of infringement sufficient to establish 
the existence of a case or controversy with 
respect to all patents that claim any drug or 
any method of using the drug that may be 
infringed by generic marketing under an 
ANDA - regardless of whether the patent 
has been listed in the Orange Book or has 
been the subject of a paragraph IV ANDA 
(as opposed to a different kind of ANDA). 

To permit only one 30-month stay 
per drug product per ANDA should 
eliminate most of the potential for improper 

5 Thus, the usual patent pmtections would remain 
for brand-name companies whose patents may be Iisted in 
the Orange Book abler the filing of a generic applicant’s 
ANDA solely because it took a long time fir the Patent 
Of&e to issue the patent. 

6 This would be applied only to resolve 
infringement disputes over patents listed in the Orange 
Book prior to the filing date of the generic applicant’s 
ANDA. 

Orange Book listings to generate 
unwarranted 30-month stays. However, it 
should be noted that, currently, the FDA 
does not review the propriety of patents 
listed in the Orange Book, and courts have 
ruled that generic applicants have no private 
right of action to challenge those listings. 
As a result, there is no mechanism to delist 
an improperly listed patent from the Orange 
Book. The lack of such a mechanism may 
have real world consequences in that the 
Commission is aware of at least a few 
instances in which a 30-month stay was 
generated solely by a patent that raised 
legitimate listability questions. 

There have been various suggestions 
to address this situation, each with its own 
pros and cons. One proposal has been to 
establish an administrative procedure 
through which generic applicants could 
obtain substantive FDA review of listability. 
The FDA, however, has taken the position 
that it lacks the expertise and resources 
necessary to perform such a review, and its 
solely ministerial review of Orange Book 
listings has been upheld by the courts. At a 
minimum, it appears useful for the FDA to 
clarify its listing requirements (see 
Appendix H). 

Another remedy that may warrant 
consideration would permit a generic 
applicant to raise listability issues as a 
counterclaim in the context of patent 
infringement litigation already initiated by 
the brand-name company in response to a 
paragraph IV notice from the generic 
applicant. This would permit resolution of 
the issue in the same district court 
proceeding in which other aspects of the 
relevant patents were at issue. It remains 
unclear how frequently such a provision 
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would be used. 

Recommendation 2: Pass legislation to 
require brand-name companies and 
first generic applicants to provide 
copies of certain agreements to the 
Federal Trade Commission. 

The Current HO-Day Marketing 
Exclusivity Provision: The first generic 
applicant to file an ANDA containing a 
paragraph IV certification is awarded 180 
days of marketing exclusivity, during which 
the FDA may not approve a subsequent 
generic applicant’s ANDA for the same drug 
product. The 18Oday exclusivity period is 
calculated from either the date of the first 
commercial marketing of the generic drug 
product or the date of a court decision 
declaring the patent invalid or not infringed, 
whichever is sooner. Through this 180-day 
provision, Hatch-Waxman provides an 
incentive for companies to challenge patent 
validity and to “design around” patents to 
find alternative, non-infringing forms of 
patented drugs. The 1 SO-day marketing 
exclusivity provision was intended to 
increase the economic incentives for a 
generic company to be the first to file an 
ANDA containing a paragraph IV 
certification and get to market. 

Key Facts From the Study: 

I How Frequendy Has FDA Granted 180- 
Day Exclusivity? 

The regulatory landscape 
implementing 180-day exclusivity has 
shifted over the last several years. Before 
1992 (a time period not included in this 
study), the FDA granted 18Oday exclusivity 
to 3 generic applicants. From 1992 until 

1998, the FDA did not grant 180-day 
exclusivity to any generic applicant. Since 
1998, when the FDA changed its regulations 
in response to a court ruling, and more 
ANDAs containing paragraph IV 
certifications have been filed, the FDA has 
granted 1 SO-day exclusivity to the first 
generic applicant for 3 1 drug products. 
Thus, the 180-day exclusivity has been 
granted for 3 1 out of the 104 drug products 
for which a first generic applicant filed an 
ANDA containing a paragraph IV 
certification from 1992 through 2000. 

Has the 180~Days Exclusivity Been 
Triggered Most open by a Court Decision 
or by the First Generic’s Commercial 
Marketing? 

For 19 of the 3 1 drug products, 
commercial marketing triggered the running 
of the first generic applicant’s 180-day 
exclusivity.’ For the other 12 drug products, 
a court decision favorable to the generic 
applicant triggered the 180&y exclusivity. 

How Have Generic Applicants Fared in 
Patent lnf~*ngement Litigation? 

Generic apphcants have prevailed in 
73 percent of the cases in which a court has 
resolved the patent dispute.* The rate at 

’ The data further indicate that, when not sued, 
first generic applicants begin commercial marketing, after 
receiving FDA approval, in a timely manner that triggers 
the running of the 180 days and thus would allow FDA 
approval of subsequent eligible generic applicants once the 
180 days has run. 

’ These statistics inciude other cases in addition 
to those involving the 12 drug products where a court 
decision triggered the I804ay exclusivity. For example, 
during a time when FDA did not consider a district court 
decision sufficient to trigger the I8O-day exclusivity, some 
generic applicants began commercial marketing Wowing 
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which the U.S. Court of Appeals for the 
Federal Circuit reversed district court 
decisions of patent invalidity and non- 
infringement for drug products in this study 
was 8 percent. 

When Did Generic Applicants Enter the 
Market? 

In most instances, generic applicants 
have waited to enter the market until at least 
a district court has held that the patent 
covering the brand-name company’s drug 
product was invalid or not infringed by the 
generic applicant’s ANDA. 

Are There Circumstances in which the 
I80-Day Exclusivity Has Been “Parked” 
For Some Period of Time, So That the 
First Generic Applicant Does Not Trigger 
It, and FDA ApprovaC of Any Subsequent 
Eligible Generic Applicant Would Be 
Precluded? 

Yes. During the time period of the 
study, there were 20 final settlements of 
ANDA-related patent litigation. Fourteen of 
the 20: at the time they were executed, had 
the potential to delay the start of the first 
generic applicant’s 180-&y exclusivity.‘o If 
the 180&y exclusivity for the first generic 
applicant does not run, then the FDA may 
not approve any subsequent eligible generic 

expiration of the 3Omonth stay and a favorable decision of 
a district court. In each of these instances, the genetic 
applicant ultimately prevailed in the appellate court, but 
commercial marketing, not the district court decision, 
triggered the 1 IO-day exclusivity. 

’ Ten brand-name companies and 10 generic 
companies used these types of agreements with respect 
to14 drug products. 

lo In some cases, this delay did not occur due to 
subsequent events. 

applicants. Once the 180&y exclusivity 
runs, the FDA may approve any additional 
generic ANDAs that have been filed and 
meet regulatory requirements. 

Under 2 of these 14 settlement 
agreements, the first generic applicant did 
begin commercial marketing, but each 
generic was marketing the brand-name 
company’s product as a generic - neither 
was marketing under its own ANDA. As 
discussed in more detail below, it is unclear 
whether this type of “commercial 
marketing” is sufficient to trigger the 9~ 
running of the 180&y exclusivity. 

In addition to the 20 final settlement 
agreements, there were 4 interim settlement 
agreements pursuant to which the patent 
litigation continued, but the parties agreed 
upon certain conditions in the meantime. 
The Commission has challenged interim 
settlements for 3 drug products.” In those 
agreements, the Commission alleged that the 
brand-name drug company paid the first 
generic applicant not to enter the market, 
thereby retaining its (unused) I80-day 
marketing exclusivity and precluding FDA 
from approving any eligible subsequent 
generic applicants. 

Have Such Agreements Continued 
Following FTC Enforcement Action in this 
Area? 

Between April 1999 (shortly after 
FTC investigations in this area became 

” See Abbott Laboratories, No. C-3945 (May 
22,200O) (consent order), available at 
~htto://www.ftc.~ov/osi2000/03/abbott.do.htm> (this 
consent order related to 2 drug products: Hytrin tablets and 
Hytrin capsules). Hoe&t Marion Rotmel, Inc., No. 9293 
(May 8,200l) (consent order), uvailable at 
~htto://www.ftc,gov/os/2001/05/hoechstdo.od~. 
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public) and the end of the period covered by 
this study, brand-name companies and first 
generic applicants have not entered 
agreements similar to the interim agreements 
challenged by the FTC. 

Reasons for the Recommendation: 

The data in the study suggest that the 
generic applicants have brought appropriate 
patent challenges: generic applicants , 
prevailed in nearly 75% of the patent 
litigation ultimately resolved by a court 
decision. l2 Moreover, most generic 
applicants have waited to enter the market 
until at least a district court has held that the 
patent covering the brand-name company’s 
drug product was invalid or not infringed by 
the ANDA. This may reflect the fact that a 
generic applicant’s potential liability for lost 
pro&s on the brand-name drug usually will 
vastly exceed its own potential profits after 
market entry. 

The data also indicate that, when not 
sued, first generic applicants, upon receiving 
FDA approval, begin commercial marketing 
in a timely manner that triggers the running 
of the 180 days and allows FDA approval of 
any subsequent eligible generic applicant 
once the 180 days has run. Thus, the data 
suggest that, in and of itself, the 180-day 
exclusivity provision generally has not 
created a bottleneck to prevent FDA 
approval of subsequent eligible generic 
applicants. 

” The data do not establish, however, whether 
even more appropriate patent challenges might have been 
brought if the period of generic market exclusivity was 
longer than 180 days. 

Require Brand-Name Companies and First 
Generic Applicants to Provide Copies of 
Certain Agreements to the Federal Trade 
Commission 

Issues that merit antitrust scrutiny, 
however, may arise when brand-name 
companies and first generic applicants reach 
agreements that have the potential to “park” 
the first generic applicant’s 180-day 
exclusivity for some period of time. 
Fourteen of the 20 fmal settlement 
agreements obtained through the study had 
this potential as of the time they were 
executed. Such agreements &y be 
procompetitive or competitively neutral. 
But they also may raise antitrust issues, as 
was alleged to be the case in the interim 
settlement agreements the FTC challenged. 

Given this history, we believe that 
notification of such agreements to the 
Federal Trade Commission and the U.S. 
Department of Justice is warranted. We 
support the Drug Competition Act of 2001 
(S. 754) introduced by Senator Leahy, as 
reported by the Committee on the Judiciary, 
which would require that if a brand-name 
company and a generic applicant enter into 
an agreement that relates in any way to the 
180-day exclusivity or which concerns the 
manufacture, marketing, or sale of either the 
brand name drug or its generic equivalent, 
then both companies must file a copy of the 
agreement (or a complete written summary 
of any oral agreement), along with copies of 
any other related agreements, with the 
Commission and the Department of Justice. 

Minor Recommendations to the UWDay 
Exclusivity Provision: 

It is unclear whether a few types of 
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factual circumstances trigger the running the 
1 SO-day exclusivity. Three minor changes 
would clarify that these circumstances 
should trigger the 1 SO-day exclusivity and 
thus reduce any potential for the 1 SO-day 
marketing exclusivity provision to function 
as a bottleneck to subsequent generic entry. 

Minor Recommendation I: Clarlfi that 
“commercial marketing” includes the$rst 

generic applicant ‘s marketing of the brand- 
name product. 

The data revealed 2 instances when 
the brand-name company and the first 
generic applicant settled the patent 
infringement lawsuit with a supply 
agreement, and 3 other instances in which an 
optional supply agreement was one part of a 
patent settlement. In all instances, the 
agreements contemplated that the brand- 
name company would supply the generic 
applicant with the brand-name drug product, 
so that the generic applicant could market it 
as a generic version. Currently, it is 
somewhat unclear whether marketing of the 
brand-name product by the ftrst generic 
applicant constitutes “commercial 
marketing” sufficient to trigger the HO-day 
exclusivity.‘3 

l3 In response to a citizen petition involving the 
30 mg strength of Procardia XL, the FDA determined that 
the first generic applicant was ineligible for 180-day 
exclusivity, because the generic applicant and the brand- 
name company had settled their patent litigation and 
effectively changed the generic applicant’s certification 
from a paragraph IV to a paragraph III. In addition, and 
under alternative reasoning, the FDA determined that even 
if the first generic applicant was eligible for the 180-day 
exclusivity, that exclusivity already had been triggered by 
the generic applicant’s marketing under a supply agreement 
with the brand-name company. See FDA Letter to Deborah 
A. Jaskot, Docket No. OPP-1446:CPl (Feb. 6,200l). This 
letter leaves somewhat unclear whether a supply agreement 
alone would be sufficient to satisfy the commercial 
marketing trigger for the 1 go-day exclusivity. See, also, 

To avoid situations in which the 
running of the 1 X0 days is not triggered 
because of this uncertainty, it would be 
desirable to clarify that “commercial 
marketing” includes any marketing by the 
first generic applicant, even under a supply 
agreement with the brand-name company. 
In some circumstances, such commercial 
marketing may be the only event that can 
trigger the running of the 180~day 
exclusivity. For example, if there is a 
second generic applicant, but it is not sued 
by the brand-name company, then there will 
not be a court decision to trigger the 180 
days, and only the f& generic applicant’s 
commercial marketing under the supply 
agreement could start the running of the 180 
days. and thus, after 180 days, free the FDA 
to approve any eligible subsequent generic 
applicants. 

Minor Recommendation 2: Cod@ that the 
decision of any court on the same patent 
being litigated by the first generic applicant 
constitute a “court decision ” suflcient to 
start the running of the I SO-day exclusivity. 

There is some question as to which 
court’s decision is sufficient to activate the 
“court decision” trigger of the 180-day 
exclusivity. Two courts of appeal have 
held,14 and the FDA has issued guidance, I5 
that any court’s decision on whether the 

Mylan Pharmaceuticals, inc. v. Tommy G. Thompson, 
2001 U.S. Dist. LEXIS 24234 (N.D. WV Apr. l&2003). 

I4 See Teva Phurmaceuticals, USA, Inc. v. FDA, 
182 F.3d 1003 (D. C. Cir 1999), Granutec, Inc. v. Shalalq 
139 F.3d 889 (4” Cir. 1998). 

I5 See FDA Guidance for Industry: 180-Day 
Exclusivity Under the Hatch-Waxman Amendments to the 
Federal,Food, Drug and Cosmetic Act (Jun. 1998). See 
also Teva Pharmaceuticals, USA, Znv. v. FDA, 182 F.3d 
1003,1005 (DC. Cir. 1999). 
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patent at issue is invalid or not infringed is 
sufficient to trigger the running of the first 
generic applicant’s 180~day exclusivity. 

On balance, we believe this is the 
correct result, but there are pros and cons. 
On the one hand, the rule would make it less 
likely that agreements between brand-name 
and generic companies that had the effect of 
“parking” the 180-day exclusivity for some 
period of time could forestall FDA approval 
of a subsequent eligible generic applicant. 
This is because, if the brand-name company 
sues the second (or later) generic applicant, 
and that generic applicant won its patent 
litigation, then the 1 go-day exclusivity of the 
first generic applicant would begin to run 
from the date of the later generic applicant’s 
favorable court decision. Such 
circumstances may arise; the data showed 
that brand-name companies sued later 
generic applicants in nearly 85% of the 
cases. The rule would be consistent with the 
mandate in the legislative history of Hatch- 
Waxman to “make available more low-cost 
drugs,“16 because the rule would assist in 
eliminating potential bottlenecks to FDA 
approval of subsequent eligible generic 
applicants. 

Such a rule also could speed generic 
entry when the second generic applicant’s 
lawsuit is resolved prior to that of the fust 
applicant. This appears to be appropriate 
given the low reversal rate of district court 
opinions of patent invalidity and non- 
infi-ingement. For example, under this rule, 
if both the first and second generic 
applicants are sued, but the court hearing the 

I6 H.R.Rep. No. 98-857, pt. 1,98”’ Cong., 2d 
Sess., at 14 (1984), reprinted in 1984 U.S.C.C.A.N. 2647, 
2647. 

second generic applicant’s case is the frst to 
arrive at a decision, then that court’s 
decision would trigger the running of the 
first generic applicant’s 18Oday exclusivity, 
regardless of whether the first generic 
applicant had received FDA approval. The 
data revealed 1 such case. 

On the other hand, as illustrated in 
the preceding paragraph, the operation of 
this rule could deprive the first generic 
applicant of its ability to market under the 
180~days exclusivity, even though the frst 
generic app&ant had been diligently 
pursuing resolution of its patent litigation. 
This result could dampen the incentive to 
become the fast generic applicami7 
Moreover, if rhe later court issues a non- 
infi-ifigement decision, the reasoning 
underlying the holding may not apply to the 
fn-st generic applicant’s ANDA, depending 
upon the facts of the case. 

Minor Recommendation 3: ClariJj, that a 
court decision dismiwing a declaratory 
judgPnent action for lack of subject matter 
jurisdiction constitutes a “court decision ” 
suflcient to trigger the 18U-day exclusivity. 

One court of appeals has held that a 
dismissal of a declaratory judgment action 
for lack of a case or controversy is a “court 
decision” of non-infringement sufficient to 
trigger the 180&y exclusivity.18 We 
believe that the court’s reasoning is 
persuasive and should be adopted. 

I7 By contrast, the absence of such a rule also 
could dampen the incentive for later generic applicants to 
develop eligible ANDAs containing paragraph IV 
certifications. 

l8 Teva Pharmaceuticals, U&l, Inc. v. FDA. 182 
F.3d 1003 (D. C. Cir 1999). 
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The U.S. Court of Appeals for the 
District of Columbia confronted a situation 
in which the brand-name company did not 
sue any of the generic applicants for patent 
infringement, presumably because the brand- 
name company’s patents were not infringed 
by the ANDA. To trigger the first generic 
applicant’s 18Oday exclusivity (because it 
had not yet been approved by the FDA), the 
second generic applicant sought a 
declaratory judgment that its ANDA did not 
infringe the brand-name product’s patents. 
The district court hearing the case dismissed 
the lawsuit for lack of subject matter 
jurisdiction, because the brand-name 
company indicated that it would not sue the 
second generic applicant for patent 
infringement, thus eliminating its reasonable 
apprehension of a patent infringement suit 
and the existence of a case or controversy. 
This dismissal also estopped the brand-name 
company from suing the generic applicant in 
the future. 

The Court of Appeals determined 
that the dismissal for lack of case or 
controversy was, in fact, a court decision, 
because the brand-name company indicated 
that the second generic applicant’s ANDA 
did not infringe the relevant patent. As a 
result, the dismissal activated the court 
decision trigger. Such a rule eliminates the 
potential for a bottleneck created by a first 
generic applicant that does not exercise its 
commercial marketing rights. 

-\ 
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Chapter 1 Introduction and Background 

Introduction 

In April 2001, the Commission 
began an industry-wide study focused on 
certain aspects of generic drug competition 
under the Hatch-Waxman Amendments.’ 
The Amendments provide certain methods 
by which generic drug manufacturers can 
obtain approval to market a generic version 
of a brand-name product. The study’s 
purpose was to provide a more complete 
picture of how genqic drug competition has 
developed under one method the 
Amendments established: generic entry 
prior to expiration of the brand-name 
company’s patents on the relevant drug 
product? This report sets forth the results of 
the study.’ 

The study was prompted, in part, by 
the Commission’s enforcement actions 
against alleged anticompetitive agreements 
that relied on certain Hatch-Waxman 
provisions4 The study was designed to 

t Drug Price Competition and Patent Restoration 
Act of 1984, Pub. L. No. 98-4 17,98 Stat. 1585 (1984) 
(codified as amended 21 U.S.C. 5 35.5 (1994)). 

’ Tbe study did not examine how generic 
competition has developed under the other methods the 
Amendments established. Nor did the study examine 
whether Hatch-Waxman provisions have achieved another 
purpose of the Amendments: to compensate brand-name 
companies for lost patent lifi: due to the time needed for 
FDA’s safety and efficacy review process. 

3 Appendix A contains a glossary of frequently 
used ternn and their meanings under Hatch-Waxman. 

4 See, e.g., Abbott Laboratories, No. C-3945 
(May 22,200O) (consent order), available at 
~http:/Avww.ftc.aov/os/2000l03labbott.do.htm~. Hoe&t 
Marion Roussel, Inc., No. 9293 (May 8,200 1) (consent 
order), available 
~httn://www.flc.aov/os/2001/05lhoechstdo.ed~. The 
same issues are raised by another case in which the 
Commission settled similar allegations, see American 

determine whether such agreements are 
isolated instances or more typical, and 
whether particular provisions of the Hatch- 
Waxman Amendments are susceptible to 
strategies to delay or deter consumer access 
to low-cost generic alternatives to brand- 
name drug products. 

The study also was requested by 
Representative Henry Waxman, one of the 
co-sponsors of Hatch-Waxman, who asked 
the FTC to “investigate and produce a study 
on the use of agreements between and 
among pharmaceutical companies and 
potential generic competitors and any other 
strategies that may delay generic drug 
competition throughout the U.S.” Other 
members of Congress have proposed 
legislation to amend various portions of 
Hatch-Waxman, including the sections that 

Home Products, Docket No. 9297 (Feb. 19,2002) (decision 
and order) available at 
<httn://www.ftc.rov/osi2002iO2iahndo.pdD. See also 
Schering-Piough Corp., et al., Docket No. 9297, Initial 
Decision (Jul. 2, ZOOZ), available at 
~httn://www.ftc.e;ov/os12002/07/scheringinitialdecisionu1. 
e. The Commission also has accepted for public 
comment a consent order settling charges that Biovail 
illegally acquired an exclusive patent license and 
wrongfUlly listed that patent pursuant to another provision 
of the FDA’s regulations implementing Hatch-Waxman. 
Biovail Corp., File No. 01 I-0094, Agreement Containing 
Consent Order, (Apr. 19,2002), available at 
<httL):~~~w..c..ov/O~/2002/~4~iOwildecision.htr>. 
Moreover, the Commission has accepted tbr public 
comment a consent order settling charges that Elan and 
Biovail entered into a supply and distribution agreement 
for a generic drug product that msy have unreasonably 
restrained their incentives to compete against each other. 
See FTC, Biovail Corp. and Elan Corp., File No. 011 0132, 
Agreement Containing Consent order (Jun. 27,2002), 
available at 
<httn://www.Ac.~ovfos/2tlO2/O6~iovailekmagreement.ud~ 
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are the subject of the Commission’s study.5 
Finally, the study was motivated, in 

part, by the prospect of a substantial sales 
volume of brand-name drug products 
coming off patent in the next several years.6 
This represents an enormous opportunity for 
the generic drug industry and, conceivably, 
a commensurate threat to the brand-name 
pharmaceutical industry. Brand-name 
pharmaceutical drug manufacturers seeking 
to protect the sales of brand-name drugs 
may have an incentive and ability to enter 
into agreements with would-be generic 
competitors, or engage in other types of 
activities$hat would slow or thwart the 
entry of competing generic drug products. 

The Commission has developed 
significant expertise regarding competition 
in the pharmaceutical industry. The 
Commission has, for example, brought 
antitrust enforcement actions affecting both 
brand-name and generic drug 
manufacturers.7 Commission staff have 
conducted empirical analyses of competition 
in the pharmaceutical industry, including in- 
depth studies by the staff of the Bureau of 
Economics.’ The Commission has provided 

5 See, e.g., S. 812, 10Tb Gong. (2001) 
(introduced by Sens. Schumer and McCain); S. 2677, 1 OTb 
Cong. (2002) (introduced by Sen. Rockefeller); S. 754, 
10Tb Cong. (2001) (introduced by Sen. Leahy). 

6 National Institute for Health Care Management, 
“Prescription Drugs and Intellectual Property Protection” 
(Aug. 2000) at 3. 

7 See, e.g., FTC v. Mylan Laboratories, Inc. et 
al., 62 F. Supp. 2d 25 (DD.C. 1999); Roche Holding Ld, 
125 F.T.C. 919 (1998) (consent order); Ciba-GeigyLtd., 
123 F.T.C. 842 (1997) (consent order). 

* Bureau of Economics Staff Report, Federal 
Trade Commission, The Pharmaceutical Zndustiy: A 
Discussion of Competitive and Antitrust Zssues in an 
Environment of Change (Mar. 1999) available at 
<h~://www.~~nov/repo~~~~~tic~~~~.~d~; 
David Reiffen and Michael R. Ward, Generic Drug 
Zndustv Dynamics, Bureau of Economics Working Paper 
No. 248 (Feb. 2002) (“Reiffen and Ward”), available at 

testimony before Congress,9 and 
Commission staff have filed comments with 
the Food and Drug Administration (“‘FDA’) 
regarding competitive aspects of Hatch- 
Waxman implementation. I0 In addition, 
individual Commissioners have addressed 
the subject of pharmaceutical competition 
before a variety of audiences, both to solicit 
input from affected parties and to promote 
dialogue regarding practical solutions.” 

a Testimony of Federal Trade Commission 
before the Committee on Commerce, Science and 
Transportation, United States Senate (April 23,2002) 
available at 
~http://www.ftc.gov/os12002/04/pharmtestimony,htm~, 
Testimony of the Federal Trade Commission before the 
Committee on the Judiciary, United States Senate, 
Competition in the Pharmaceutical Marketplace: Antitrust 
Implications of Patent Settlements (May 242001) 
available at 

lo FDA: Citizen Petition, Comment of the Staff 
of the Bureau of Competition and of Policy Planning of the 
Federal Trade CommissionBefore the Food and Drug 
Administration (Mar. 2,200O) availabZe at 
~httn:i/wuw.ftc.~ov/be/u000005.udf, (recommending 
modifications to the FDA’s Proposed Rule on citizen 
petitions intended to discourage anticompetitive abuses of 
the FDA’s regulatory processes); FDA: 180-Day Marketing 
Exclusivityfir Generic Drugs, Comment of the Staff of the 
Bureau of Competition and of Policy Planning of the 
Federal Trade Commission Before the Food and Drug 
Administration (Nov. 4,1999) @Marketing Exclusivity 
Comment@) available at 
<httu:i/~w.ftc.gov/be/v990016.htm, (recommending that 
the FDA’s Proposed Rule on 1 go-day marketing 
exchtsivity be modified to limit exclusivity to the first 
ANDA filer and to require tiling of patent litigation 
settlement agreements). 

” See, e.g., Sheila F. Anthony, Riddles and 
Lessonsfiom the Prescription Drug Wars: Antitrust 
Zmplications of Certain Tjpes of Agreements Znvoh&g 
Intellectual Property (June 1,200O) available at 
~httn://wuw.t?c.govlsueeches/anthonv/si~nOOO4Ol.htnu; 
Thomas B. Leary, Antitrust Isues in Settlement of 
Pharmaceutical Patent Disputes (Nov. 3,2UOO) available 
at ~httn:!Jwww.ftc.uov/soeeches/learv~learvnhanna.htm>; 
Thomas B. Leary, Antitrust Issues in the Settlement of 
Pharmaceutical Patent Disputes, Part 17 (May 17,200 1) 
available at 
<httn:/Avww.ttc.gov/soeechesiJearv~JearvuharmaceuticaJ 
settlement.h~, Timothy J. Muris, Competition and 

2 



In October 2000, the Commission 
began the formal process of obtaining 
authorization to conduct this study. As 
required by the Paperwork Reduction Act 
and implementing regulations of the Office 
of Management and Budget,” the 
Commission published a Federal Register 
noticeI that included, among other things, 
the special orders under Section 6(b) of the 
Federal Trade Commission ActI that the 
Commission planned to serve on brand- 
name pharmaceutical companies and generic 
drug manufacturers. 

-9 In response to the public comments 
received following this Federal Register 
notice, the Commission clarified the 
proposed information requests as suggested 
by several parties and published in March 
200 1 a second notice requesting public 
comments.” On April 6,2001, the 
Commission obtained OMB approval to 
conduct the study, and on April 25,2001, 
the Commission began service of the special 
orders on 28 brand-name companies and 
over 50 generic drug companies.16 By 
December 3 1,2001, the Commission had 

Intellectual Property Policy: The Way Ahead, at S-6 (Nov. 
lS,2001) available at 
<htt&/www.ftc.~ovisneeches/muris/intellectual.htm~. 

I2 The Commission was required to obtain OMB 
clearance before it could begin the study because the 
number of special orders to be sent triggered the 
requirements of the Paperwork Reduction Act of 199544 
U.S.C. Ch. 35, as amended. 

I3 See 65 Fed. Reg. 61334 (Oct. 17,200O). 

I4 15 U.S.C. § 46(b). 

” See 66 Fed. Reg. 12512 (Feb. 27,200l). 

I6 Several brand-name drug companies have 
equity interests in generic subsidiaries and, thus, were 
requested to answer questions relating to both brand-name 
products and generic products. 

received substantial compliance with the 
special orders. 

Overview of the Hatch- 
Waxman Act and the FDA’s 
Implementing Regulations 

Before describing the scope of the 
study, it is important to understand the 
historical context in which Hatch-Waxman 
arose. Moreover, the generic approval 
process Hatch-Waxman implemented 
demands an understanding of the interaction 
of the patent system and the regulatory 
structure governing the approval of brand- 
name drugs. 

Pre-Hatcch- Waxman Regulatory 
Environment 

In 1962, amendments to the Federal 
Food, Drug, and Cosmetic Act added a 
proof-of-efficacy requirement to new drug 
approvals; before that time, the FDA 
approved drugs fur safety only. As a result 
of the amendments, brand-name companies 
are required to prove that new drugs are safe 
and effective prior to FDA approval. To 
prove safety and efficacy, brand-name 
companies are required to conduct tests on 
humans (‘%linical trials”) and to submit 
those results to the FDA with their new drug 
application (NDA). 

Those seeking to market a generic 
version of an existing post- 1962 brand-name 
drug also had to perform their own safety 
and efficacy studies, much like the brand- 
name companies had to demonstrate the 
safety and efficacy of the brand-name 
drug.‘? The FDA did not have a streamlined 

” The FDA considered “such retesting to be 
unnecessary and wastefirl because the drug [had] already 
been determined to be safe and effective. Moreover, such 
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procedure by which to approve generic 
versions of brand-name drug products 
whose patents had expired.18 By 1984, the 
FDA estimated that there were 
approximately 150 brand-name drugs whose 
patents had expired for which there was no 
generic equivalent. lg 

Another factor complicating generic 
drug approval concerned the timing of when 
generic companies could perform their 
clinical tests. Before Hatch-Waxman was 
enacted, a generic company could not begin 
the required FDA approval process until 
after patents on the relevant brand-name 
product had expired; to begin earlier would 
typically have infringed the brand-name 
company’s patents.” Thus, at that time, 
patent law coupled with the FDA generic 
approval process, in effect, extended the 
term of the brand-name company’s patent 
protection and delayed market entry by 
generic versions of brand-name 
pharmaceutical drug products. 

Brand-name pharmaceutical 
companies also confronted problems. The 
discovery and development of new drug 
products are expensive and time- 
consuming.21 To spur this investment, as 
retesting is unethical because it requires that some sick 
patients take placebos and be denied treatment known to be 
effective.” See H.R. Rep. No. 98-857, Part I at 16 (I 984), 
reprinted in 1984 U.S.C.C.A.N. 2647,2649. 

I8 The FDA did establish, however, a procedure 
to determine the effectiveness of all drugs approved prior 
to 1962, and it established a policy ofpermitting the 
approval of a generic equivalent to a safe and effective pre- 
1962 brand-name drug. This generic approval procedure, 
however, did not apply to drugs approved after 1962. Id. 

I9 Id. at 17. 

2a Roche Productr, Inc. v. Bolar Pharmaceutical ~http://www.ftc.gov/os/comments/intelmonertvcomments/ 
Co., 733 F.2d 858 (Fed. Cir. 1984). phrmaO20422.ud&. 

21 See Pharmaceutical Research and 
Manufacturers of America, “Delivering on the Promise of 
Pharmaceutical Innovation: The Need to Maintain Strong 

22 Appendix B contains the Hatch-Waxman 
Amendments, as codified at 21 U.S.C. 355 et seq, 

well as to recoup investments made, brand- 
name companies obtain patent protection to 
exclude others Tom making, using, or 
selling an invention for a number of years. 
Often, however, the brand-name companies 
obtained patents prior to FDA approval of 
the drug product. Thus, the effective terms 
of many patents were shortened due to the 
time required for the FDA to ensure the 
safety and efficacy of the brand-name 
company’s drug product. 

The Hutch- Waxman 
Amendments 

Congress passed the Hatch-Waxman 
Amendments to address both issues.22 To 
enable earlier generic entry, the 
Amendments provided that certain conduct 
related to obtaining FDA approval that 
would otherwise constitute patent 
infringement would be exempt from 
infringement liabihty under the patent laws. 
In addition, generic applicants were 
permitted to rely on the brand-name 
company’s trade secret data demonstrating 
the safety and efficacy of the brand-name 
drug product. To restore patent protection 
to brand-name companies to compensate 
them for the time used to obtain FDA 
approval, the Amendments contained 
provisions to extend patent terms in certain 
circumstances. 

Thus, Hatch-Waxman balanced an 
expedited FDA approval process to speed 
generic entry with patent term restoration to 

and Predictable Intellectual Property Rights, White Paper,” 
submitted to Federal Trade Commission and the 
Department of Justice - Antitrust Division (Apr. 22,2002) 
at 7- 10, available at 



ensure continuing innovation. As one 
federal appellate judge explained, the 
Amendments “emerged from Congress’s 
efforts to balance two conflicting policy 
objectives: to induce brand-name 
pharmaceutical firms to make the 
investments necessary to research and 
develop new drug products, while 
simultaneously enabling competitors to 
bring cheaper, generic copies of those drugs 
to market.“23 

Pursuant to the Federal Food, Drug, 
and Cosmetic Act, a brand-name company 
seeking to market a new drug product must 
first obtain FDA approval by filing a New 
Drug Application (MDA). The NDA 
ultimately must include a variety of 
information that is extremely expensive and 
time-consuming to develop, including 
clinical trial data. 

When the NDA is filed, the NDA 
filer also must provide the FDA with certain 
categories of information regarding the 
patents that cover the drug that is the subject 
of its NDA.24 Upon approval of the NDA, 
the FDA lists the patents in an agency 
publication entitled “Approved Drug 
Products with Therapeutic Equivalence,” 
commonly known as the “Orange Book.“25 
In addition to patents on the active 
ingredient in a drug product, patents on 
specific formulations (i.e., a tablet form) or 
methods of use (i.e., used to treat heartburn 
in mammals) of the drug product are also 
listed in the Orange Book. 

23 Abbott Labs. v. Young, 920 F.2d 984,991 
(D.C. Cir. 1990) (Edwards, J., dissenting on other grounds) 
(citations omitted). 

24 2 1 U.S.C. § 355(b){ 1). 

25 Id. at § 355(j)(7)(A). 

Rather than requiring a generic 
manufacturer to repeat the costly and time- 
consuming NDA process, the Amendments 
permit the company to file an Abbreviated 
New Drug Application (“ANDA.“). The 
object of the ANDA process is to 
demonstrate that the generic drug product 
has the same active ingredient, route of 
administration, dosage form and strength, 
and proposed labeling as the brand-name 
drug. The ANDA also must contain 
sufficient information to demonstrate that 
the generic drug is “bioequivalent” to the 
relevant brand-name product.26 As a result 
of providing this information, the generic 
applicant is allowed to rely on the FDA’s 
previous findings of safety and effectiveness 
for the referenced brand-name drug, and 
thus the applicant does not have to provide 
its own clinical studies to demonstrate the 
generic drug product’s safety and 
effectiveness. This reliance on the 
innovator’s safety and efficacy data allows 
generic applicants to save very substantial 
amounts of money in development costs. 

An ANDA also must contain a 
certification regarding each patent listed in 
the Orange Book that relates to the relevant 
NDA for which the generic applicant is 
seeking to make a generic version. The 
statute provides ANDA applicants with four 
certification options: they may certify (I) 
that the required patent information has not 
been filed; (II) that the patent has expired; 
(IIl) that the patent has not expired, but will 
expire on a particular date and approval is 
sought after patent expiration; or (Iv) that 
the patent is invalid or will not be infringed 
by the generic drug for which the ANDA 

26 Id. at $j 35S(j)(2)(A)(iv). Bioequivalence 
means that the rate and extent of absorption of the generic 
drug is not significantly different from the rate and extent 
of absorption of the listed drug when administered at the 
same dosage. 
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applicant seeks approval. For ease of 
discussion throughout this study, these 
certifications will be referred to as 
paragraph I, It, III and IV certiikations, 

respectively. Figure 1 - 1 depicts graphically 
the FDA approval process depending upon 
which certifications the generic applicant 
makes. 

FigGre l-l ANDA Patent Certifkations 
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When an applicant makes a 
paragraph IV certikation, two additional 
provisions of Hatch-Waxman are 
implicated. These two provisions are at the 
heart of the FTC% study. 

The first is the automatic ‘“30-month 
stay” protection affbrded brand-name 
companies. An ANDA filer that makes a 
pan&mph IV certification must provide a 
notice to both the patent holder and the 
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NDA file?’ with a detailed statement of the 
factual and legal basis for the ANDA filer’s 
assertion that the patent is invalid or not 
infringed. Once the ANDA filer has 
provided such notice, a patent holder 
(usually the brand-name company) must 
bring an infringement suit within 45 days to 
take advantage of the statutory stay 
provision3* If the patent holder does not 
bring suit within 45 days, the FDA approval 
process may proceed, and the FDA may 
approve an ANDA as soon as regulatory 
requirements are fulfilled?’ A 30-month 
stay of FDA approval of an ANDA 
applicant is invoked when a brand-name 
company receives notice of a generic 
applicant’s paragraph IV certification and 
files suit for patent infringement within 45 
days of that notice?’ Filing of the lawsuit 
stays the FDA’s approval of the ANDA until 
the earliest of: (1) the date the patent(s) 
expire; (2) a final determination of 
non-infringement or patent invalidity by a 
court in the patent litigation; or (3) the 
expiration of 30 months from the receipt of 
notice of the paragraph IV certification. 

The second provision is the “1 SO-day 

2g Id. at 0 355(j)(2)(B). Although the patent 
holder and the NDA tiler are often the same person, this is 
not always the case. lhe Hatch-Waxman Amendments 
require that all patents that claim the drug described in an 
NDA must be listed in the Orange Book. Occasionally, 
this requires an NTIA filer to list a patent that it does not 
own. 

3o Id. at § 355@(5)(B)(iii). 

31 Id. For example, the statute requires the 
ANDA applicant to establish bioequivalence. 

32 21 U.S.C. at 5 35Xj)(S)(B)(iii). 

period of exclusivity.‘” The first generic 
applicant to file an ANDA containing a 
paragraph IV certification is eligible for 180 
days of marketing exclusivity, during which 
the FDA may not approve subsequent 
ANDAs for the same drug product?3 The 
180-day exclusivity period thus increases 
the economic incentives for a generic 
company to be the first to file an ANDA 
containing a paragraph IV certification. 
Through this 1 SO-day provision, the 
Amendments also provide an incentive for 
generic companies to litigate patents that 
may be invalid and to ““design around” 
patents to find alternative, non-infringing 
forms of patented drugsP4 The 180-day 
exclusivity period is calculated from either 
the date of the first commercial marketing of 
the generic drug product or the date of a 
court decision declaring the patent invalid or 
not infringed, whichever is sooner.35 After 
the 180 days, other generic products can 
enter the market, provided they obtain the 
FDA regulatory approval. Subsequent 
eligible generic applicants must wait until 
the first generic applicant’s 180 days have 
run before the FDA can approve the 
subsequent ANDA. 

Figure l-2 describes graphically how 
the 30-month stay and 18Oday exclusivity 
provisions affect FDA approval of a generic 
applicant’s ANDA. 

33 Id. at 5 355(j)(S)(B)(iv). 

34 See Gram&x, Inc. v. Shalala, 139 F.3d 889, 
891 (4th Cir. 1998). 

35 21 U.S.C. §355@(5)(B)(iv). 
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Figure 1-2 Paragraph IV Certifications 
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Price Effect of Generic Entry the number of generic rivals increases?9 

Because generic drugs are typically 
far less expensive than their corresponding 
brand-name versions, competition from 
generic drugs can deliver large savings to 
consumers. A Congressional Budget Office 
(CBO) study attempted to quantify the 
magnitude of this effect by analyzing retail 
pharmacy data from 1993 and 1994. The 
study found that, for drugs that are available 
in both generic and brand-name versions, 
the average price of a generic prescription 
was approximately half of the average price 
of a brand-name prescription.36 The CBO 
estimated that, in 1994, the availability of 
generic drugs saved purchasers between $8 
billion and $10 billion.37 

The broader empirical economics 
literature also points to a number of 
competitive effects associated with the 
introduction of generic drugs. Early 
research using small data samples with 
information on brand name and generic 
prescription drug prices and sales found that 
(1) brand name drug prices rose slightly, but 
that average drug prices declined some 20 
percent within approximately two years of 
generic entry,38 and (2) generic entry 
produces slight reductions in brand name 
drug prices and declines in generic prices as 

36 Congressional Budget Office, How Increased 
Competition from Generic Drugs Has Afected Pricer and 
Returns in the Pharmaceutical Industry (July 1998) (“CBO 
Study”) at 28, available at 
<httn:Jfwww.cbo.aov/showdoc.cfm?index’65S&seouence’ 
p. 

37 Id. at 31. 

38 Henry Grabowski & John M. Vernon, “Brand 
Loyalty, Entry and Price Competition In Pharmaceuticals 
After the 1984 Drug Act,” 35 J. of Law & Econ. 331-50 
(Oct. 1992). 

A more recent study of 32 drugs that 
lost patent protection around the time of the 
passage of the Hatch-Waxman Amendments 
found that generic entry results in somewhat 
higher prices for brand-name prescription 
drugs (in light of factors such as inelastic 
demand among users of brand-name 
products), but large decreases in the prices 
of corresponding generic drugs4’ Another 
recent study of 32 drugs that lost patent 
protection after passage of the Hatch- 
Waxman found that generic drug prices fell 
until at least the fifth generic firm enters, -\ 
and that falling prices from increased 
competition can continue with the entry of 
additional generic competitors.4’ It is also 
noteworthy that elements of this literature 
indicate that generic entrants gain 
significant market share at the expense of 
their rival brand name drug companies after 
their entry. Overall, this literature points to 
significant short-run competitive impacts of 
generic entry that can lead to substantial 
benefits for consumers of prescription drugs. 

Scope of the Study 

This study focuses solely on the 
competitive circumstances surrounding 

39 Richard E. Caves, et al., “Patent Expiration, 
Entry, and Competition in the U.S. Pharmaceutical 
Industry” (Brookings Papers on Economic Activity, 
Microeconomics, Martin Neil Baily & Clifford Winston, 
eds., Brook+ Institution, Washington, DC 1991). 

4o Richard G. Prank & David S. Salkever, 
“Generic Entry and the Pricing of Pharmaceuticals,” 6 J. of 
Econ. 8z Mgmt Strategy, Z-90 (Spring 1997) (Generic 
entry will induce those buyers who are highly sensitive to 
price to switch to low-price generics; price-insensitive 
buyers continue to purchase branded products. This 
segmentation of the market means that the branded drug 
often will face a leas elastic demand curve, which can 
induce the profit-maximizing branded producer to raise its 
price.). 

4’ Reiffen and Ward, supra n. 8. 
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generic competition for those brand-name 
drug products (1) subject to an ANDA 
notice containing a paragraph IV 
certification (2) that brand-name companies 
received after January 1, 1992 and prior to 
January 1,200 1. By focusing on these 
brand-name drug products, the study could 
examine how the 180-day marketing 
exclusivity and the 30-month stay 
provisions have influenced the development 
of generic drug competition. 

The study does not address how 
generic competition has developed under 
paragraph I, II, or III certifications. The 
study also does not address the patent 
restoration features of Hatch-Waxman. 

ANDAs Under Hatch- Waxman 

According to the FDA, from the time 
Hatch-Waxman became effective in 1984 
through December 3 1,2000,8,019 ANDAs 
were filed with the FDAP2 Of these 
applications, 7,536 (94 percent) raised no 
patent issues (i.e., the ANDAs did not 
contain a paragraph IV certification). A 
substantial portion of the total number of 
ANDAs, however, relate to the same brand- 
name product or NDA. Thus, the total 
number of ANDAs does not represent 8,019 
unique brand-name drug products, and it is 
unclear as to how many unique brand-name 
drug products the total 8,0 19 ANDAs 
related. 

Four hundred eighty-three (483) (or 
six percent of the total number of ANDAs 
filed) contained Paragraph IV certifications. 
The 483 ANDAs relate to 130 unique brand- 
name drug products as measured by unique 
NDAs. The share of ANDAs with paragraph 

42 FDA staff provided this information to the 
FTC stafr 

IV certifications compa red to all ANDAs 
filed (those with paragraph I-IV 
certifications) -- has increased significantly 
since Hatch-Waxman was enacted. 
According to the data provided by the FDA, 
during the 1980s (1984-89), only 2 percent 
of ANDAs contained paragraph IV 
certifications. This share increased to 
approximately 12 percent for the 199Os, and 
it has increased substantially in the last few 
years: from 1998-2000, approximately 20 
percent of ANDAs contained paragraph IV 
certifications. 

The brand-name drug products%his 
study covered include any drug product for 
which the brand-name company received 
notification of an ANDA containing a 
paragraph IV certification after January 1, 
1992 and prior to January 1,200 1 f3 This 
selection criteria resulted in 104 drug 
products, as represented by New Drug 
Applications (NDAs) filed with the FDA, 
within the scope of the study. As noted 
previously, from 1984 to January 2001, 130 
unique NDAs were subject to at least one 
ANDA with a paragraph IV certification. 
The most recent 104 brand-name drug 
products (of the 130 total) are included 
within the scope of the study. 

Appendix C contains a list of the 
NDAs within the scope of the study. The 
drug products included in the study 
represent some of the largest drug products 
as measured by annual sales, including so- 
called “blockbuster” drugs such as Capoten, 
Cardizem CD, Cipro, Claritin, Lupron 
Depot, Neurontin, Pax& Pepcid, Pravachol, 

43 If any later-filed gene& applicant filed its 
ANDA with the requisite certification after January 1, 
1992, even if the first generic applicant for a particular 
drug product filed its application prior to January 1, 1992, 
the drug product was included within the scope of the 
study. 
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Prilosec, Procardia XL, Prozac, Vasotec, 
Xanax, Zantac, Zocor, Zoloft, and Zyprexa. 

The FDA provided the Commission 
with the identity of the generic companies 
that have filed ANDAs containing paragraph 
IV certifications since enactment of Hatch- 
Waxman in 1984. Using this information, 
FTC staff identified which brand-name 
companies had received notice of the filing 
of an ANDA containing a paragraph IV 
certification. The list of brand-name 
companies and generic companies are 
attached as Appendix D. Special orders 
were served on all identified brand-name 
companies who received notice of, and on 
the first three generic drug companies who 
had filed, the ANDA. 

The FTC’s special orders required 
the brand-name companies to produce 
agreements with generic applicants that 
relate to the ANDA filing, results of ANDA 
patent infringement litigation with generic 
applicants, listing of patents in the FDA’s 
Orange Book, sales information, and the use 
of citizen petitions. Generic applicants were 
required to produce agreements relating to 
the innovator’s drug products for which they 
had filed an ANDA containing a paragraph 
IV certification, and to respond to questions 
about the results of patent infringement 
litigation with the brand-name company, 
sharing of litigation expenses with other 
generic applicants, allegations of improper 
Orange Book listings, and sales information. 

Organization of the Report 

Chapter 2 of the Report reviews the 
frequency and outcome of patent 
infringement lawsuits in connection with 
paragraph IV certifications. Chapter 3 
discusses the agreements that litigants have 
used to settle patent infringement litigation 
under Hatch-Waxman. Chapters 4 and 5 
examine in more detail how certain Hatch- 
Waxman provisions, the 30-month stay and 
the 180-day exclusivity provisions 
respectively, affect generic entry. Chapter 6 
discusses the use of citizen p%tions by 
brand-name companies for drug products 
included in the study. 

Appendix A contains a glossary of 
terms used most frequently. Appendix B 
contains the text of Hatch-Waxman. 
Appendix C lists the NDAs within the scope 
of the study. Appendix D lists the brand- 
name companies and generic companies that 
received special orders. Copies of the 
questions in the special orders are contained 
in Appendix E. Appendix F contains a copy 
of the FTC Staffs Citizen Petition on the 
listability of certain patents in the Orange 
Book. Appendix G describes the drug 
products where the brand-name company 
has filed a patent in the Orange Book after 
being notified of the ANDA, which, in turn, 
generated an additional 30-month stay upon 
suit. Appendix H ,analyzes certain 
categories of patents that raise Orange Book 
listability issues. 

44 In many instances, only one generic applicant 
had filed an ANDA containing a paragraph Iv certiiication 
for a particular drug product. In these cases, special orders 
were served only on the fir& generic applicant. 
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Chapter 2 Outcomes of Patent Infringement Lawsuits Under the 
Hatch-Waxman Amendments 

Introduction 

The application of both the 1 SO-day 
exclusivity and 30-month stay provisions 
depends, at least in part, upon whether the 
brand-name company initiates patent 
infringement litigation against a generic 
applicant.’ As noted earlier, the 180-day 
exclusivity provision grants, under certain 
circumstances, 180 days of exclusive 
marketing to the first generic applicant that 
files an ANDA containing a paragraph IV 
certification. A 30-month stay of FDA 
approval of a potential generic competitor is 
invoked if a brand-name company receives 
notice of a generic applicant’s paragraph IV 
certification and files suit for patent 
infringement within 45 days of that notice. 

Filing of the lawsuit stays the FDA’s 
approval of the ANDA until the earliest of: 
(1) the date the patents expire; (2) a final 
determination of non-infringement or patent 
invalidity by a court in the patent litigation; 
or (3) the expiration of 30 months from the 
receipt of notice of the paragraph IV 
certification. This chapter reviews the 
frequency and outcome of these patent 
infringement lawsuits. 

For nearly 75 percent of drug 
products this study covered, brand-name 
companies initiated patent infringement 
litigation against thefirst generic applicant. 
In the other 25 percent, there was no suit, 

’ For ease of discussion purposes, the term 
“generic applicant” means those applicants who have filed 
an ANDA containing a paragraph IV certification. See 
Appendix A for a glossary of frequently used terms. 

and the FDA has approved most of the 
generic products, thus allowing generic entry 
to occur. FDA approval of ANDAs 
submitted by first generic applicants who 
were not sued by the brand-name company 
took, on average, 24 months and 2 weeks 
from the ANDA filing date. 

In “it> percent of the cases in which 
the brand-name company sued the$rst 
generic applicant, there has been either a 
court decision, or the parties have agreed to 
a final settlement. Of these lawsuits, 
involving 53 drug products, 20 settled 
without a court decision on the merits of the 
patent infringement lawsuit. These 
settlement agreements are discussed in detail 
in Chapter 3. In the other 30 percent of the 
cases, a district court had not yet ruled as of 
June 1,2002. 

Of all the patent infringement cases 
(including first and subsequent generic 
applicants) in which there has been a 
decision of a court as of June 1,2002, 
generic applicants prevailed in 73 percent of 
the cases, and brand-name companies 
prevailed in 27 percent. Of the decisions 
favoring the generic applicant, there were 
slightly more non-infringement decisions 
(14) than patent invalidity decisions (11). 
The rate at which the U.S. Court of Appeals 
for the Federal Circuit overturned district 
court decisions of patent invalidity for drug 
products in this study was 8 percent. 

In most instances when the 30-month 
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stay has expired without a decision of a 
district court and the FDA approved the 
generic applicant’s ANDA, the generic 
applicant did not enter the market until it 
secured a district court decision of patent 
invalidity or non-infringement. 

Table 2-1 Patent Litigation Frequency 

How Frequently Have Brand- 
Name Companies Sued the 
First Generic Applicant? 

The study sought to determine the 
frequency with which brand-name 
companies have initiated patent 
infringement lawsuits against generic 
applicants within the required 45-day period, 
thus triggering the 30-month stay provision. 
The data revealed 75 drug products, out of a 
total of 104 NDAs (72 percent), in which the 
brand-name company sued thefirst generic 
applicant. For all but 5 of the 104, the first 
generic applicant for one dosage strength of 
the drug product (e.g., 10,20, and 40 mg 
tablets) was the first applicant for all 
strengths of the drug product. In light of this 
fact, unless otherwise noted, all of the drug 
products with multiple strengths (with the 
same 5 exceptions) involved one NDA, and 
therefore were counted as one brand-name 
drug product with one first generic 
applicant. The 5 exceptions are presented in 
footnotes 4, 7, and 8 to ensure completeness. 
Table 2-l summarizes this result. 

I Brand-Name Company Did Not Sue 29* 
the First Generic Applicant I I 

I Total I 104 I 

For the 75 drug products where 
patent litigation was brought, the median net 
sales in the year the first generic applicant 
filed its ANDA were $190 million per year. 
By contrast, the majority of the 29 NDAs for 
which no suit was filed had net sales of less 
than $100 million in the year the generic 
applicant filed its application.3 

For 15 of the 29 drug products where 
the brand-name company did not sue the 
first generic applicant, the generic applicant 
began commercial marketing soon after 
FDA approval and prior to patent expiration. 
In 6 cases, the FDA has not approved the 
generic applicant’s ANDA as of June 1, 
2002, and the patents have not yet expired. 
In 6 cases the FDA has approved the 
ANDA, but commercial marketing has not 
yet begun. And in the remaining 2 cases, the 

’ For 1 of the 29 drug products, 2 different 
generic applicants were the first to tile for each of the 3 
different strengths of this drug product. In each strength, 
the brand-name company did not sue the generic applicant. 
As noted above, this brand-name drug product is only 
counted once in the total of 29. 

3 For 2 of the 29 drug products in which no suit 
was filed, the brand-name company’s patents would have 
expired during the fnst several months of the 30-month 
stay. Because patent expiration temnnates the 30-month 
stay, it may not have made sense in those cases to initiate 
patent infingement litigation, which takes, on average, 2.5 
months to resolve. 
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patents expired before FDA approved the 
generic applicant’s ANDA. 

What Were the Results of 
Patent Infringement Litigation 
with the First Generic 
Applicant? 

The brand-name company sued the 
first generic applicant for patent 
infringement involving 75 NDAs. Figure 2- 
1 shows a graphical depiction of the 
resolution (i.e., a decision of a court, a final 

settlement, or miscellaneous resolutions) of 
each case as of June 1,2002. For 4 drug 
products, different generic applicants were 
the first to file on different dosage strengths 
of the drug product, thus contributing to 
multiple suits on the same drug product (and 
the same patent) with different generic 
applicants. For clarity, the results of more 
than one suit involving the same drug 
product are not included in the totals 
reported, but are described in footnotes 4,7, 
and 8. Only results from the first applicant 
for a drug prodnct are included in the totals 
discussed below. 

Figure 2-l Summary of Brand Company and lst ANDA IV Filer Activity 

104 
(NDAs had ANDA wkmgraph IV Cer&atioas) 
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22 
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Pending Pa tent lnfringemen t 
Litigation 

As of June 1,2002, for 22 of the 75 
drug products: the district court hearing the 
lawsuit has not yet ruled on the merits of the 
patent infringement allegations.5 For 7 of 
these 22 drug products, the 30-month stay 
has expired. For 3 of these 7 drug products, 
the brand-name company also sued for 
infringement of a patent that was listed in 
the Orange Book after the first generic 
applicant had filed its ANDA. In these 
cases, it has been possible for a brafpd-name 
company to obtain more than one 30-month 
stay. The first 30-month stay has expired in 
these 3 cases, but the second (or even later) 
one has not. In none of these cases has the 
generic applicant entered the market. 

4 In addition to these 22 cases, there are 2 more 
pending cases on a dosage strength of a drug product fbr 
which the patent litigation on another strength has been 
resolved. The resolution of these cases is discussed in the 
following section. 

5 In one pending case, the FDA determined that 
the brand-name company failed to submit the required 
information for a particular patent in a timely manner. 
Therefore, the generic applicant was not required to submit 
a patent certification to address that patent, the 30-month 
stay was dissolved, and the FDA subsequently approved 
the ANDA. Commercial patent litigation was still pending 
as of June 1,2002, however, and the generic applicant has 
not yet entered the market. 

6 As discussed further in Chapter 4, if a brand- 
name company lists in the Orange Book later-issued patents 
(Le., patents obtained from the U.S. Patent and Trademark 
Office a&r obtaining NDA approval) after receiving 
notification from a generic applicant, the generic applicant 
must re-certify that its ANDA does not infringe the later- 
issued patent. If the brand-name company initiates a patent 
infringement suit within 45 days of notice of the generic 
applicant’s re-certification, then FDA approval of the 
ANDA is stayed automatically for an additional 30 months 
from the notice date or upon iinal determination of non- 
infringement or patent invalidity by a court in the patent 
litigation. 

Resolution of Patent Infringement 
Suits 

There has been a court decision for 
53 drug products (75 in total less 22 
pending). The resolution of each is 
classified in Table 2-2 and also is described 
in Figure 2- 1. Settlements were used in 38 
percent of the instances (20 drug products 
out of 53 settled).7 A court decision 
resolved the patent inffingement claims for 
30 drug products. Generic applicants 
prevailed 73 percent of the time (22 out of 
30),8 and brand-name companies prevailed 
27 percent of the time (8 out of 30). In 3 
miscellaneous instances, either the patents 
expired before the 30-month stay expired, or 
the brand-name company withdrew the 
NDA due to safety reasons. 

7 For one of these 20 drug products, a different 
generic applicant was first for each of the product’s 3 
strengths; the brand-name company settled with 2 of these 
applicants, and the litigation involving the other strength is 
pending. This drug product is counted only once as 
“settled.” See supra n. 4. For another ofthese 20 drug 
products, a different generic applicant was first for each of 
the product’s 2 strengths; the brand-name company entered 
a settlement with one generic applicant, and the first 
applicant fbr the other strength prevailed on non- 
intingement at the Federal Circuit. This drug product is 
counted only as “settled.” 

’ For one of these 22 drug products, a different 
generic applicant was first for each of the product’s 2 
strengths; the first generic applicant prevailed on non- 
intigement at the Federal Circuit on one strength, while 
the other case is pending. This drug product is counted 
only once as “generic prevails.” See supra n. 4. For 
another of these 22 products, a different generic applicant 
was first for each of the product’s 3 strengths; the first 
generic applicant fbr each sirength prevailed in each patent 
suit, which were on the same patent. This drug product is 
counted only once as “generic prevails.” 
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Table 2-2 Results of Lawsuits with the 
First Generic Applicant 

I Settlement Between Brand-Name 20 
Company and Generic Applicant I I 

I Generic Applicant Prevails in 
Patent Infringement Suit 122 I 

I Brand-Name Company Prevails in 
Patent Infringement Suit I8 I 

I Miscellaneous I 3 I 

Total Number of Cases Resolve? 53 I 

Patent Settlements with the 
First Generic Applicun t 

As shown in Table 2-2, the brand- 
name company and the first generic 
applicant settled patent infringement 
litigation involving 20 drug products. Most 
of the settlements can be classified into 3 
types. Nine of these settlements contained a 
provision by which the brand-name 
company, as one part of the settlement, paid 
the generic applicant (settlements involving 
“brand payments”). Seven of the 20 
settlements involved the brand-name 
company licensing the generic applicant to 
use the patents for the brand-name drug 
product prior to patent expiration. Two of 
the settlements allowed the generic applicant 
to market the brand-name drug product as a 
generic product, under the brand-name 
company’s NDA, not the generic applicant’s 
own ANDA. The remaining 2 settlements 
do not fit into any of these 3 categories. The 
provisions of each of these settlement 
agreements are discussed more fully in 
Chapter 3. 

Generic Applicant Prevails 

Table 2-3 shows that the generic 
applicant prevailed in litigation over 22 drug 
products.’ In 18 instances, a court held that 
the brand-name company’s patents were 
either invalid or not infringed. Of these 18 
court decisions, 13 were appellate and 5 
were district court (4 of which the brand- 
name companies have appealed as of June 1, 
2002, but the decisions are pending). In 9 of 
these instances, the court held that the 
generic applicant’s ANDA did not inhinge 
the brand-name company’s product; in the 
remaining 9 instances, a court held that the 
underlying patent was invalid for reasons 
such as being anticipated by prior art or 
double patenting. 

For 2 of the 18 drug products, the 
parties implemented interim settlements that 
included brand payments to the generic 
applicant. For both of these drug products, 
the generic applicant began marketing after 
the interim settlement was terminated and 
the Federal Circuit bad affirmed the district 
court’s ruling of patent invalidity.” 

For 3 of the 4 remaining drug 

9 This total does not include the resolution of 
follow-on lawsuits on 2 drug products that are counted as 
“settled.” In the first instance, after the parties settled, the 
brand-name company submitted a late-issued patent for 
listing in the Orange Book+ and a second round of litigation 
ensued in which the generic applicant prevailed. In the 
second instance, the parties settled the initial lawsuit, but 
the generic applicant later refiled an ANDA for a 
reformulated version of the product. The brand-name 
company dismissed this second case with prejudice after 
detetmining that the reformulated version did not infringe 
its patents. 

lo One of these drug products (Hytrin tablets) 
was discussed in Abbott Laboratories, No. C-3945 (May 
22,200O) (consent order), available at 
~http://wuw.ftc.nov/os/2000/03/abbott.do.h~. 

17 



products (of the 22), the brand-name 
company dismissed the litigation after 
receiving samples of the generic applicant’s 
proposed product. In 2 of these cases, the 
FDA approved the generic drug soon 
thereafter, and generic entry occurred after 
the case was dismissed.” In the other case, 
the FDA had not approved the generic drug 
product as of June 1,2002. For the last of 
the 4 drug products, the brand-name 
company dismissed the litigation without 
prejudice. Entry was delayed in light of an 
interim settlement on a later-listed patent for 
which the brand-name company failed to sue 
the first generic $plicant within the 
requisite 45 daysI 

The patents covering the 22 brand- 
name drug products in which the generic 
applicant prevailed involved formulation or 
method of use patents. In 3 instances (out of 
6 where a drug substance patent was at 
issue), a drug substance patent was found 
invalid or not infringed. 

Brand-Name Company 
Prevails 

For 8 drug products, the brand-name 
company prevailed in the patent 
infringement litigation. For 7 drug products, 
a court held that the generic applicant’s 
ANDA infringed the brand-name company’s 
patents. Two of these decisions were 
appellate decisions; the other 5 were district 

” For the details of one of these case, see 
Hoechst Marion Roussel, Inc., No. 9293 (May 8,200l) 
(consent order), available at 
~htto://www.fk.~ov/os/2001/05~oechstdo.od~. 

I2 This drug products (Hytrin capsules) was 
discussed in Abbott Laboratories, No. C-3945 (May 22, 
2000) (consent order), available at 
Qttp://wwv.tIc.povlos/2000/03/abbott.do.hbn>. 

court decisions, of which only one has been 
appealed by the generic applicant. As of 
June 1,2002, this appeal is pending. By 
contrast, brand-name companies appealed 
nearly 90 percent of the cases in which they 
obtained an adverse district court opinion. 
In the last of the 8 cases, the generic 
applicant abandoned its ANDA after it was 
sued, and the court did not issue a final 
judgment. 

The patent claims in 3 of these patent 
lawsuits involved drug substance claims, 
and the other 5 involved method of use 
and/or formulation claims. 

How Frequently Have Brand- 
Name CompRnies Sued the 
Second Generic Applicant? 

If the brand-name company sued the 
first generic applicant, it also sued the 
second generic applicant, if there was one, in 
nearly 85 percent of the cases. There were 
43 such instances. Of the suits that have 
been resolved as of June 1,2002, in no 
instance did different district courts reach 
different results in resolving infringement 
issues over the same brand-name drug 
product. 

The brand-name company generally 
sued all generic applicants if the drug 
product had annual sales larger than $500 
million in the year the first generic applicant 
filed its ANDA. Twenty such drug products 
are included in the study. 

18 



What Are the Results of 
Litigation with the Second 
Generic Applicant if the 
Brand-Name Company Settles 
with the First Generic 
Applicant? 

Table 2-3 shows the results of 
litigation with the second generic applicant 
in those instances in which the first generic 
applicant settled its patent infringement 
litigation. Out of a total of 20 drug products 
with fiE?t generic settlements (see Figure 2- 
1), 9 drug products involved litigation with 
the second generic applicant.‘3 In 1 case, 
litigation is still pending. Table 2-3 shows 
the resolution of the 8 decided cases. 

Table 2-3 Resolution of Patent Litigation 
with Second Generic Applicant 
if the First Generic Applicant 
Settled its Litigation 

In these 8 cases, the parties settled in 
4, while in 3 the generic applicant prevailed 
(2 non-infringement decisions and 1 
invalidity decision). In 1 case, the brand- 

I3 Eteveu drug products either did not have a 
second generic applicant, or the brand-name company did 
not sue the second applicant. 

name company won a decision of 
infkingement. 

For Those Patent Litigations 
that Resulted in a Court 
Decision, How Often Did 
Generic Applicants Prevail for 
All. of the Drug Products in the 
Study? 

For many drug products, the brand- 
name company sued several generic 
applicants over the same patents. Thus, in 
determining how fkecluently generic 
applicants or brand-name companies 
prevailed in patent litigation on a drug 
product basis, it would be misleading simply 
to count the number of decisions in either 
party’s favor, because several of the 
decisions may be related to the same patent. 
Table 2-4 shows the results of the resolution 
of the patent suits without counting any 
similar outcomes involving the same drug 
product. For example, if both the first and 
second generic applicant obtained court 
decisions of non-i&ingement, the drug 
product is included only once as a generic 
win. If the case against the fast generic 
applicant settled or is pending, but the case 
against the second applicant was resolved, 
the resolution of the second case is included. 
In no instance were the outcomes of the suits 
against the first and second generic applicant 
different. 

There were court decisions on 40 
different drug products. Table 2-4 presents 
the resolution of the patent litigation derived 
from five sources: (I) litigation with the first 
generic applicant (Table 2-2), (2) litigation 
with the second generic applicant if the first 
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generic applicant settled (Table 2-3), (3) 
litigation with the second generic applicant 
was resolved, but either the first generic 
applicant was not sued or the case is pending 
(3 drug products), (4) litigation with a third 
generic applicant when the first two generic 
applicants had settled, and (5) follow-on 
litigation with the first generic applicants on 
two drug products described in footnote 9. 

Generic applicants prevailed for 29 
out of 40 drug products (or 73 percent). 
Decisions involving 14 drug products held 
that the generic applicant did not infiinge the 

-\patent, decisions involving 11 drug products 
held the relevant patent(s) invalid, and in 4 
cases, the brand-name company abandoned 
the litigation with the first generic applicant 
before a decision of a court. 

The brand-name company prevailed 
against the generic applicant in litigation 
involving 11 drug products. In one of these 
11 cases, the generic applicant abandoned 
the litigation and admitted infiingement 
before the court issued a decision. 

Table 2-4 Patent Litigation Results per 
Drug Product 

Generic Applicant Wins I 29 I 

I Brand-Name Company Wins I I 11 

I Totai I I 40 

Results of Litigation and 
Patent Invalidity Rates 

Out of 40 drug products in Table 2-4, 
11 drug products had at least one patent 
listed in the Orange Book that was 

determined to be invalid. Thus, the 
minimum invalidity rate of patents that the 
parties chose to litigate to conclusion is 28 
percent (11 invalid findings / 40 total). This 
rate assumes that the patents underlying the 
non-infringement decisions and cases when 
the brand-name company abandoned the 
litigation are valid, even though the courts in 
these cases may not have addressed the 
validity question. Thus, the invalidity rate 
may be higher than 28 percent, although we 
do not have data to determine it. 

The recent empirical literature on the 
outcome of patent litigation provides a point 
of comparison with these findings, and 
suggests that this invalidity rate, although it 
may be understated as noted above, is not 
out of line with that of patents generally. 
Moore compares the outcomes of patent 
cases decided by judges with the outcomes 
of patent cases in which the finder-of-fact is 
a jury.14 In her data set of 1209 patent trial 
decisions from 1983 through 1999, she finds 
that patents are invalidated in 36 percent of 
cases with a judge as the adjudicator and in 
29 percent of cases with a jury.15 

I4 Kimberly A. Moore, Judges, Juries &Patent 
Cases: An Empirical Peek Inside the Black Box, 98 Mich. 
L. Rev. 365 (2000). 

I5 Id. at 391. See, also, John R Allison & Mark 
A. Lemley, Empirical Evidence on the Validity of Litigated 
Patents, 26 AIPLA L.Q. 185 ( 1998). Allison and Len&y 
study the outcomes of patent validity cases from 1989 to 
1996. They focus on those cases in which there exist final 
written decisions at either the district court or the Federal 
Circuit levels. In their study, a district court decision is 
“final” if a later decision by the Federal Circuit does not 
supersede it, In their data set of 299 patents in 239 
different cases, they find that 46 percent of the final 
decisions hold the relevant patent invalid. In contrast to 
this figure which covers all patent validity decisions, they 
find that pharmaceutical patents are found invalid in 27 
percent of cases. Allison and Lemley do not consider 
decisions that focus only on intingement. 
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How Frequently Did the 
Federal Circuit Reverse a 
District Court Decision of Non- 
Infringement or Patent 
Invalidity? 

Of the 29 NDAs where the generic 
applicant prevailed, as noted in Table 2-4, in 
14 instances, the brand-name company 
appealed a district court decision that the 
patent at issue was either invalid or not 
infringed in a patent suit against either the 
fast or second generic applicantI In 13 of 
these decisions, the U.S. Court of Appeals 
for the Federal Circuit affrmed district court 
decisions of patent invalidity or non- 
infringement - 8 affirmed decisions of non- 
infringement,” and 5 affirmed decisions of 
patent invalidity. In the remaining case, two 
patents were at issue. The district court had 
determined both patents to be valid, but the 
Federal Circuit reversed as to one of the 
patents, and affirmed the validity decision 
for the other. Thus, the rate at which the 
Federal Circuit reversed decisions of 
invalidity and non-infringement for drug 

” To ensure no double counting, if the suits 
against the first and second generic applicant were 
consolidated into 1 district court opinion, and that decision 
was appealed, the appellate decision is counted only once. 
This also does not include one case where the district 
court’s decision on summary judgment was vacated and 
remanded. Moreover, of the 29 drug products in which the 
generic applicant prevailed, some of the appeals are 
pending, or the district court decision was not appealed. 

t’ In one of these decisions, the district court 
held the patent invalid and not infringed. The Federal 
Circuit upheld the non-infringement holding, but reversed 
on the invalidity holding This has not been counted in the 
rate at which the Federal Circuit reversed decisions of 
invalidity and non-infringement for drug products included 
in this study because the non-infringement decision was 
affirmed and generic entry occurred prior to patent 
expiration. 

products included in this study was 8 
percent.‘* 

Table 2-4 shows that the brand-name 
company prevailed in litigation for 11 drug 
products. Of the 4 cases in which the 
generic applicant appealed the district 
court’s decision of infringement, the Federal 
Circuit affirmed all 4 of these district court 
decisions of infringement. 

In Which District Courts Did 
Brand-Name Companies 
Initiate Patent Infringement 
Litigation? 

In 62 percent of the cases involving 
litigation with the first and second generic 
applicants, brand-name companies initiated 
patent litigation in just five federal judicial 
districts. These were the District of New 
Jersey, the Southern District of New York, 
the Southern District of Indiana, the 
Northern District of Illinois, and the 
Southern District of Florida. Thus, these 
courts have more experience with ANDA 
patent infringement litigation than most 
other federal district court~.*~ 

I8 This rate does not include Federal Circuit 
overrules of summary judgement or collateral estoppel 
decisions. 

I9 For those drug products in which both the first 
and second generic applicant were sued, approximately SO 
percent of the suits were pursued in different district courts. 

21 



When Did Generic Applicants 
Enter the Market? 

If a generic applicant was sued for 
patent infringement, it generally did not 
enter the market until there was a district 
court holding that the brand-name 
company’s patent was invalid or not- 
infringed. In no instance has a generic 
applicant (either the first or second) entered 
the market and then a court later has found 
that the patent was infringed, making the 
generic applicant subject to damages. 

In 22 cases (out of 75, Table 2-l) 
involving litigation between the brand-name 
company and the first generic applicant, as 
of June 1,2002, the first 30-month stay had 
expired before the district court decision. In 
8 of those cases, the FDA approved the 
generic applicant’s ANDA prior to a district 
court ruling on the merits of the patent 
infringement suit.2o In the first 2 cases, the 
district court case was ongoing as of June 1, 
2002, and the generic applicant had not 
entered, although it had FDA approval to do 
so. In the next 2 cases, the generic applicant 
entered after obtaining a district court 
decision, but prior to the Federal Circuit’s 
decision.2’ In the fifth case, the generic 
applicant waited until the Federal Circuit 
affirmed the district court’s ruling. In the 
sixth case, the generic applicant 

2o In the other 14 cases (22 less II), either the 
district court had not ruled as of June I,2002 and the FDA 
has not yet approved the ANDA, or the district court ruled 
and the FDA acted accordingly, depending upon the 
outcome of the litigation. 

‘I In addition to these 2 instances, generic 
applicants for 3 other drug products entered after a district 
court case, but prior to the Federal Circuit’s mling. In 
these cases, however, the 30 month stay had not expired 
before the district court ruled. 

reformulated its product and the brand-name 
company dismissed the litigation before a 
ruling on the merits. The generic applicant 
entered the market soon thereafter. 

In the seventh case in which the FDA 
approved the generic applicant after the 30- 
month stay had expired but before a district 
court decision, there were two generic 
applicants for different dosage strengths (30 
mg and 60 mg) of the same drug product 
(Drug Product A). The discussion of generic 
entry that follows only relates to the 60 mg 
product. The brand-name company sued 
each generic applicant over the same patent 
in different district courts. The first generic 
applicant on the 30 mg product obtained a 
district court decision of non-infringement 
and the Federal Circuit affirmed this 
decision. The 60 mg generic applicant 
entered once the Federal Circuit affirmed the 
district court’s decision of non-infringement 
on the 30 mg product. This occurred, 
however, before the district court reached a 
decision on the litigation involving the 60 
mg generic applicant’s litigation. 

In the eighth case involving a drug 
product that was covered by the same patent 
that covered Drug Product A (described 
above), the generic applicant also entered 
prior to a district court decision. Like the 60 
mg generic applicant, tbe first applicant for 
this drug product also entered after the 30 
mg decision of non-infringement of Drug 
Product A was affmed by the Federal 
Circuit. 

In separate instances involving the 
drug products Taxol and BuSpar, which are 
not included in the 22 described above, the 
generic applicants began commercial 
marketing without waiting for a district 
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court decision in their favor on the patent the 
brand-name companies had listed in the 
Orange Book after the generic applicants 
had filed their ANDAs?~ In both cases the 
district court eventually held the patent to be 
invalid or not infringed. 

” See Chapter 4 for a fbll discussion of multiple 
30-month stays. Both suits on the later-issued patents 
raised questions whether the patents should be listed in the 
Orange Book. 
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Chapter 3 Settlements Related to Paragraph IV Certifications 

Introduction 

Certain patent settlement agreements 
between brand-name companies and 
potential generic competitors have received 
antitrust scrutiny in recent years. Parties 
have debated whether these settlements 
increased or harmed consumer welfare. 

Patent settlements can resolve 
disputes in whole, or in part, and in a timely 
manner. Public policy favors the use of 
settlements to reduce the use of limited 
judicial resources. Moreover, settlements 
may provide for generic entry that might 
otherwise be delayed by patent disputes, and 
can reduce uncertainty by clarifying 
intellectual property rights among the 
parties. Thus, patent settlements can be 
procompetitive. This potential is not always 
fulfilled, however. As noted earlier, the 
FTC has alleged that certain settlements 
between brand-name and generic companies 
were anticompetitive. 

This chapter describes the contours 
of agreements that settled patent litigation 
between brand-name companies and generic 
applicants concerning patents listed in the 
Orange Book for the drug products this 
study covers.’ The chapter discusses trends 
concerning the settlements produced in the 
study, and describes similarities and 
differences among such settlements. It also 
describes how these settlements compare to 
the ones that the Commission alleged to be 

’ Brand-name and generic companies producgi a 
range of other types of agreements relating to the drug 
products included in the study. These agreements are not 
discussed in this report 

anticompetitive in its enforcement actions. 
This chapter does not reach any conclusions 
about the competitive effects of the 
settlements produced. 

Twenty final2 and 4 interim3 
agreements that settled litigation between 
the brand-name company and the first 
generic applicant were produced in response 
to the FTC’s special orders. In 9 of the final 
settlement agreements, the brand-name 
company agreed to pay the generic applicant 
(a “brand payment”). In 7 of the 20 final 
settlements, the brand-name company 
granted a license to the generic applicant to 
use the patents that cover the brand-name 
drug product prior to patent expiration so 
that the generic applicant could market 
under its ANDA. Two of the final 
settlements allowed the generic applicant to 
distribute the brand-name drug product as a 
generic product, marketed under the brand- 
name company’s NDA, not the generic 
applicant’s own ANDA. The remaining 2 
final settlements do not fit into any of these 
3 categories of settlement types. 

2 One of these agreements is subject to litigation 
currently pending at the FTC. See Schering-Plough Corp.. 
ei al, Docket No. 9297, Initial Decision (Jul. 2,2002), 
available at 
Qtto://www.~nov/os/2002/07/sch~n~~itialdeci~on~ 1. 
&g=-. 

3 For 3 out of the 4. see Abbott Laboratories, No. 
C-3945 (May 22,200O) (consent order), available at 
<httv://www.ftc.govlosi2000103/abbott.do.htm, (this 
consent order related to 2 drug products: Hytrin tablets and 
Hytrin capsules). Hoe&f Marion Roussel, Inc., No. 9293 
(May 8,200l) (consent order), available at 
~hitn://www.ftc.govlosi2001/05/hoechstdo.ud0. 
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Fourteen of the final settlements with 
the first generic applicants, at the time they 
were executed, had the potential to delay the 
triggering of the first generic applicant’s 
180-day exclusivity for some period of time, 
and thus to delay FDA approval of any 
subsequent eligible applicants.4 This 
potential to delay the triggering of the 180- 
day exclusivity existed because the 
settlement contained a waiting period before 
which the generic applicant could enter the 
market. All of the waiting periods expired at 
some time either before the patent(s) expired 
or at patent expiration. Ten brand-name 
companies and 10 generic companies used 
agreements with respect to 14 drug products. 
See Chapter 5 for a further discussion of 
180&y exclusivity. 

Most of the final settlements with 
brand payments involved drug products with 
higher sales than the drug products that the 
brand-name companies chose to license or 
supply to generic applicants. Final 
settlements with brand payments have been 
used by 7 brand-name companies (of which 
two companies had 2 such agreements) and 
8 generic companies (one of which was a 
party to 2 agreements). 

In addition to the final settlements 
with the first generic applicant, in 7 
instances, brand-name companies entered 
final patent settlements with the second 
generic applicant. In 6 of the 7, the brand- 
name company also had settled with the first 
generic applicant. 

4 Whether the FDA actually was prevented fkom 
approving subsequent eligible generic applicants depends 
on specific facts, including whether there were subsequent 
generic applicant(s) and the result(s) ofany patent litigation 
with those applicants. 

Finally, in 6 instances (out of the 53 
resolved cases noted in Chapter 2), the first 
and second generic applicants entered into 
agreements with each other that related to 
generic market entry. Most involved either 
relinquishing the 180-day exclusivity or 
determining which generic company had 
rights to the 180-day exclusivity in light of 
agreements between the first generic 
applicant and the brand-name company. 

Scope of Information 
Requested and Received -* 

The FTC’s special orders required 
each brand-name company to submit all 
agreements between itself and any person 
relating to an ANDA containing a paragraph 
IV certification involving any drug product, 
when the brand-name company holds the 
rights to the NDA corresponding to the 
ANDA that is the subject of the agreement. 
Examples of such agreements include, but 
are not limited to: (a) patent litigation 
settlements; (b) agreements reIated to the 
filing (or non-filing) of an ANDA by any 
applicant (or potential applicant) involving 
any drug product; (c) licensing agreements 
between the company and persons that have 
filed an ANDA involving any drug product; 
and (d) agreements reIated to any 
acquisition, divestiture, joint venture, 
alliance, license, or merger by the company 
of any business involving the research, 
development, manufacture, or sale of any 
drug product that is the subject of an ANDA. 
The companies were also requested to 
produce all studies, surveys, analyses, and 
reports prepared by or for any officer(s) or 
director(s) of the company (or, in the case of 
unincorporated entities, individuals 
exercising similar functions) that evaluate or 
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analyze the reasons for making such 
agreements. Generic companies received 
similar requests. 

Brand-name and generic companies 
produced a variety of other agreements 
relating to the drug products subject to the 
study. Examples of these agreements 
include brand-name and generic companies 
obtaining third-party arrangements for the 
supply of raw materials, manufacturing, 
repackaging, distribution, marketing, 
development, and license of formulation 
technologies relating to the drug products. 
These agreements are not analyzed in this 
chapter. 

Overview of Patent Settlements 

As discussed in Chapter 2, litigants 
reached agreements that finally settled patent 
suits involving 20 out of 53 drug products 
for which a brand-name company sued the 
first generic applicant who had filed an 
ANDA containing a paragraph IV 
certification (see Figure 2-l). 

For 9 drug products, the brand-name 
company and the generic applicant settled 
the patent intingement litigation through a 
license or supply agreement? Six of these 
agreements occurred in 2000 and 2001. For 
9 other drug products, one component of the 
settlement agreement was a payment from 
the brand-name company to the generic 
applicant. The existence of brand payment 

5 Two different generic applicants were the first 
to tile on different strengths of the same drug product. The 
brand-name company settled the litigation with both 
applicants (one settlement was a license agreement and the 
other was a supply agreement). Because the different 
strengths are covered by only one NDA, the drug product is 
counted only once as a “supply agreement” to ensure 
consistency in counting drug products with agreements. 

provisions distinguished these agreements 
from those involving a license or supply 
arrangement, which did not contain a brand 
payment.6 The remaining 2 of the 20 
settlements did not fit into either of these 
categories. Table 3-1 categories these 20 
final settlements. 

Settlements Involving Patent 
Licenses or Supply 
Arrangements 

In light of the confidential na.$re of 
many of the provisions of these settlements, 
the following discussion has been written to 
ensure anonymity. Each lettered drug 
product corresponds to a distinct brand- 
name drug product. 

6 TWO diict court decisions have examined the 
use of brand payment provisions in the settlement 
agreements involving Cardizem CD and Hytrin. Both 
courts have found the agreements to be per se restraints of 
trade under Section 1 of the Sherman Antitrust Act. In re 
Curdizem CD AntitnrstLitigation, 105 F.Supp.Zd 618,684 
(ED. Mich. 2000) and 105 F.Supp.td 618,622 (E.D. 
Mich. 2000); In re Teruzcxzin Hydrochloride Antitrust 
Litigation, 164 F.Supp.Zd 1340, 1342 (S.D. Fl. 2000). 
Both of these district court decisions are currently on 
appeal. 
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Table 3-1 Overview of Final Settlements with the First Generic Applicant 

Supply Agreements 

Agreements with Brand 
Payments 

Other 

Total 

Less than $100 million = 3 
Between $100 and $250 
million = 4; 
Between $250 and $500 
million = 0; 
Greater than $500 million = 1 

Between $250 and 500 
million = 1; 
Greater than $500 million = 1 

Less than $100 million = 3 
Between $100 and $250 
million = 2; 
Between $250 and $500 
million = 2; 
Greater than $500 million = 2 

Less than $100 million = 1 
Between $100 and $250 
million = 1 

6 (two had 2 
agreements) 

7 (one had 2 
agreements) 

7 (two had 2 
agreements) 

8 (one had 2 
Igreements) 

11(3 had2 
agreements each, 
2 had3 
agreements each, 
and 1 had 4 
agreements) 

- 
14 (3 had 2 
agreements each, 
and 2 had 3 
agreements) 

Settlements Involving Patent 
Licenses 

As discussed in Table 3-2, for 8 drug 
products,7 the generic applicant obtained a 
non-exclusive, royalty-bearing license 
(except for drug product F, which was an 
exclusive license, and drug product H, 

which was royalty-f&) to use the brand- 
name company’s patents for the particular 
brand-name product prior to the patent 
expiration. In 4 instances (B, C, D, and G), 
generic entry proceeded immediately after 
executing the settlement and obtaining FDA 
approval. In the other 4 instances (A, E, F, 
and H), the parties agreed to a waiting 
period before the generic applicant could 
enter. 

Although 8 drug products involved licenses 
with the first generic applicant, the generic applicant for 
drug product G was first for only one strength of the 
product. At the time the brand-name company entered into 
this license, it had already entered a supply agreement, see 
discussion in the following section, with the first generic 
applicant tbr another strength of the drug product. See 
supra n. 5. For purposes of Table 3-2, this license 
agreement is discussed separately. 
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Table 3-2 Settlement Agreements Involving Patent Licenses 

Less than $ LOO 
million 

1.5% of sales for 5 years. 7 months after date of 
agreement. 

Immediately 

15 years, 2 
months 

13 Yeats, 10 
months 

Between $100 
and $250 
million 

$1 million at signing. $500,000 when the FDA 
approves the generic product; $1.5 million if 
generic company sells its product prior to 
another entity having sold a generic version of 
the product; and an additional payments of 
$500,000 if the_generic company is the sole 
company selling a generic version of the 
product at certain future dates. 

15 years, 8 
months 

Immediately A license fee of $3 million plus a royalty of 
3.0% of net sales for first 6 years of sales; $1 
million when the suit is dismissed, and $1 
million at the first and second anniversaries of 
the shipment of the generic product. 

Less than $100 
million 

5 years, 2 
months 

Immediately Between $100 
and $250 
million 

$2.5 million upon dismissal of litigation. 

15 months after date of 
agreement. 

Between $100 
and $250 
million 

The generic company’s royalty payment is 20% 
of generic company’s first $15 million in net 
sales, 40% of net sales between % 15 and $30 
million; and 60% of net sales greater than $30 
million. 

A royalty payment of 7.5% of the generic 
company’s net sales for months 2 1 through 15 
prior to expiration of patents, 5% royalty of net 
sales for months 14 through 8, and 2.5% of net 
sales for months 7 through end of patent term. 

No royalty payment unless generic company 
changes its formulation, then it must pay a 5% 
royalty. 

2 years, 6 
months 

3 years, 6 
months 

Between $100 
and $250 
million 

17 months after date of 
agreement. 

10 years, 5 
months 

Immediately Less than $100 
million 

1 year, 11 
months 

14 months after date of Between $500 
and $750 
million 

Royalty-free license. 

In 4 instances (A, E, F, and H), there 
was only one generic applicant for the drug 
product. The brand-name company did not 
sue the second generic applicant for 3 drug 
products (B, C, and D) as of June 1,2002. 

The brand-name company sued the second 
generic applicant for drug product G, and 
this litigation settled. 

Table 3-2 describes the attributes of 
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these 8 patent license agreements and the applicants when the supply agreement with 
royalty provisions in each. The licenses the first generic applicant was executed. 
were for formulation or method of use Under the agreement, if the patent litigation 
patents. In each case, except for drug with these subsequent applicants resulted in 
product D, the generic applicant affirmed the the patent being declared invalid or not 
validity and enforceability of the patent(s) at infringed, then the brand-name company’s 
issue. None of the license agreements obligation to supply the first generic 
prohibited the generic applicant from applicant would be triggered: The patents 
developing non-infringing generic versions at issue were formulation patents, and the 
of the brand-name drug product, nor did they time difference between the agreement date 
involve licenses for other products other and patent expiration was 14 years and one 
than the one subject to the ANDA litigation. month. 

Among the license agreements 
described in Table 3-2, the four agreements 
with waiting periods (A, E, F, and 11) related 
to brand-name drug products in which there 
was not yet a second generic applicant for 
the drug product as of January 1,2001. 

Settlements Involving Supply 
Agreements 

As part of two settlements, the 
brand-name company entered into a supply 
agreement that allowed the generic applicant 
to market the brand-name company’s 
product as a generic product. These 
agreements differ from the licenses 

. In the other supply agreement, the 
generic a$plicant agreed to pay a substantial 
royalty to distribute exclusively a generic 
version of the brand-name product 
manufactured by the brand-name company.’ 
Alternatively, the generic company could 
choose a patent license agreement (similar to 
those discussed above) in exchange for a 
small royalty on net sales. The agreement is 
dated 10 years, 9 montbs before the 
formulation/method of use patent was due to 
expire. 

Miscellaneous Agreements with the 
First Generic Applicant 

described above because the generic 
applicant distributes the brand-name 
company’s drug and does not sell product 
pursuant to its ANDA. 

Two additional agreements did not 
appear to raise issues related specifically to 
Hatch-Waxman. For example, one of the 
agreements settled litigation over when the 

. In one of the supply agreements, 
generic marketing did not begin until a 
subsequent generic applicant was ready to 
ship its product to customers. Annual net 
sales for this drug product in the year prior 
to the agreement date were over $500 
million. The district court had not yet ruled 
in the brand-name company’s patent 
infringement suit against subsequent generic 

’ The supply agreement sets forth the transfer 
price at which the generic company is obligated to purchase 
all of its requirements. The generic applicant is required to 
pay a 50% royalty of the net profits from all sales of the 
generic product. 

’ The supply agreement was for not only the 
strength of the drug product for which the generic company 
was the first ANDA IV filer, but also for two additional 
strengths of the same drug product for which it had not 
filed an ANDA with a paragraph N certification. 
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brand-name company’s patent should expire. 
These agreements are not discussed in this 
report. 

Final Settlements Involving 
Brand Payments 

Nine out of 20 final settlements 
between brand-name companies and generic 
applicants involved brand payments from 
the brand-name company to the generic 
applicant. The first such agreement included 
in the study was executed in March 1993. 

The Basic Model 

Eight of the 9 agreements with brand 
payments followed the same basic model. 
Each prohibited the generic applicant from 
purchasing, manufacturing, using, selling, 
distributing, and shipping to third parties any 
form of the generic’s drug product until the 
expiration of the patents (or in 2 cases, until 
the end of waiting period specified in the 
agreement, which occurred prior to patent 
expiration). 

Four of these settlements also 
prohibited the generic applicant from 
marketing any other form of the brand-name 
company’s drug product, which was the 
subject of the ANDA, prior to patent 
expiration or the waiting period established 
in the agreement. These four settlements 
involved formulation or method of use 
patents. 

Two of the settlements included 
licenses for drug products other than one 

subject to the ANDA litigation.” 

These 8 settlements each had the 
effect of precluding FDA approval of the 
generic applicant’s ANDA until patent 
expiration or, in 2 cases, until the date 
specified in the agreement. Each also had 
the further effect of precluding the FDA, for 
the duration of the agreement, from 
approving a later-filed ANDA with a 
paragraph 3.V certification for the same 
brand-name drug product, unless a second 
(or later) generic applicant obtained a court 
decision of non-infringement or invalidity. 

-None of these 8 agreements contained a 
provision that prohibited the generic 
applicant from relinquishing the 180-day 
exclusivity. 

As described in Table 3-3, the range 
of brand payments was $1.75 million to 
$132.5 million, and the time between the 
date of agreement and patent expiration 
ranged between 4 months and 10 years. 

lo For a discussion of one of these agreements, 
see Schering-Plough Corp., supra n. 2. 
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Table 3-3 Settlement Agreement with Brand Payments: Basic Model 

$132.5 million (in part to settle additional patent 
litigation) 

$72.5 million paid in four installments of increasing 
amounts 

$66.4 million in a lump sum (includes payments to 
ANDA filer and its raw material manufacturer) 

$60 million (includes fees for licenses to other 
products) 

$49.1 million, plus optional annual payments for 6 
years of at least $50 million in lieu ofa supply 
agreement 

$22 million paid in 2 installments (plus $2.5 million 
per month beyond the 41b month if certain events occur) 

An 8.5 percent royalty fee of the brand-name 
company’s sales of the product during the first and 
second year of the 2.5 year period (based on sales of 
the first year, the payment was approximately $5 
million), a 7.5 percent royalty fee for the remaining 6 
months of the 2.5 year period. 

$1.75 million divided in three equal installments. 

I year, 9 months 

4 years, 1 month 

9 years, 5 months 

4 years, 3 months* 

6 years, I 1 months 

4 months 

2 years, 6 months* 

Greater than $1 billion 

Between $250 and $500 
million 

Less than $100 million 
(year after agreement) 

Between % 100 and $250 
million (year after 
agreement) 

Between $750 million and 
$1 billion 

Between $250 and $500 
million 

Less than $100 million 

10 vean 1 Less than $100 million 

* Time between agreement date and generic entry allowed under the agreement. In each case generic entry was permitted prior 
to patent expiration pursuant to a license. 

Additional Conditions: These 8 final 
agreements included additional conditions. 
For example, in most of the agreements, the 
generic applicant agreed not to cause, aid, 
assist others in the purchase, manufacture, 
use, sale of a generic version of the drug 
product prior to patent expiration or the date 
the patent is held invalid by a court of 
competent jurisdiction and the decision 
becomes final. Another frequent provision 
was that the generic applicant not aid or 
assist any third party in the preparation, 
filing, or processing of an application for a 
generic version of the dmg product, 

including the sharing of any information 
obtained through the litigation. 

Timing ofSettlements: The 
agreements were entered at various times in 
relation to whether a court had ruled on the 
underlying patent inlkingement lawsuit. A 
court had not yet ruled on the merits of the 
patent infiingement suit for 4 drug products. 
For the other 4 drug products, a district court 
had ruled on the merits of the brand-name 
company’s infringement claims as follows: 
(1) the district court held the patent invalid 
on summary judgment, but the Federal 
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Circuit reversed and remanded for trial on 
certain factual issues; (2) the district court 
held the patent invalid, but the parties settled 
and the lower court’s decision was then 
vacated; (3) the district court denied the 
brand-name company’s summary judgment 
motion of infringement, thus indicating 
triable issues of fact remained; and (4) the 
brand-name company obtained a temporary 
restraining order prohibiting the generic 
applicant’s sale of the drug product. 

Optional Licenses: The brand-name 
company for one drug product had the 
option of granting the generic coG$any a 
non-exclusive, royalty-free license for the 
underlying patent rather than making the 
brand payments to the generic applicant. If 
the license had been granted, the generic 
applicant would have been able to seek 
approval of its ANDA and brand payments 
would have stopped The brand-name 
company did not exercise this option. 

Optional Supply Agreements: Three 
of the foal settlements in Table 3-3 
involved optional supply agreements under 
which the generic applicant would distribute 
the brand-name product as a generic. For 2 
of these drug products, the supply 
agreements were implemented. For the 
other product, the supply agreement was not 
implemented. These 3 supply agreements 
are described below. 

The supply agreement involving one 
drug product specified that the brand-name 
company would supply brand-name product 
to foreign affiliates of the generic applicant 
for marketing outside the United States 
during the 6-month period prior to patent 
expiration. 

Under the supply agreement 
involving another drug product, the brand- 
name company appointed the generic 
applicant as the non-exclusive distributor for 
the sale of the product under a private label 
at a cost to the generic applicant equal to 
75% of the brand-name company’s 
wholesale druggist price. The generic 
applicant used this supply agreement to 
market the brand-name company’s product 
as a generic product. 

The brand-name company of the 
third drug product entered into an 
agreement, not implemented, to supply the 
generic applicant with the drug to sell as the 
generic version; the agreement prohibited 
the generic applicant from manufacturing 
the product drug itself. This agreement 
specified the generic’s resale price at a 
limited discount (15% to 30%, based on 
certain contingencies) off the brand-name 
drug product’s price. The brand-name 
company was to receive substantial royalties 
from the generic company’s sales of the 
product (40% to 33.3%, based on when the 
royalty was paid). 

Alternatively, this brand-name 
company could decide to make quarterly 
payments to the generic applicant instead of 
fulfilling the supply agreement. The 
payment schedule, which continued until 
expiration of the patent, provided for total 
annual payments of at least $50 million. 
The agreement. guaranteed the generic 
company the right to enter the market with a 
generic version of the product (under the 
NDA) either 6 months prior to patent 
expiration, or immediately upon the patent 
being declared invalid or unenforceable. 
Because the supply agreement was not 
implemented, the brand-name company 
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made the brand payments to the generic 
applicant. 

Miscellaneous Final 
Agreement with Brand 
Payments 

A ninth final agreement involved 
brand payments, but did not fit into the basic 
model described above. In this case, the 
parties agreed to terminate the 30-month 
stay and allow the generic applicant’s 
ANDA to be approved soon thereafter. 
Prior to executing the settlement agreement, 
the two companies had been involved in 
connnercial patent infringement litigation 
over the brand-name drug product (and 
another related drug product) that the 
generic company had initiated. The parties 
settled that litigation, entering into an 
agreement with cross-royalty provisions. 
One of the cross-royalty provisions provided 
the generic company with a 1 percent royalty 
on net sales of the brand-name drug product. 
Thus, the brand payment was in the form of 
a royalty on the brand-name drug company’s 
drug product. 

Final Agreements with the 
First Generic Applicant that 
Could “Park” the Applicant ‘s 
180-Day Exclusivity 

Fourteen of the 20 settlements 
obtained through the study, at the time tl=Y 
were executed, had the potential to “park’ 
the first generic applicant’s 1 go-day 
exclusivity for some period of time, and thus 
to prevent FDA approval of any subsequent 
eligible applicants. Whether the FDA 
actually was prevented from approving 
subsequent eligible generic applicants 

depends on specific facts, including whether 
there were subsequent generic applicant(s) 
and the result(s) of any patent litigation with 
those applicants. 

These agreements include the 4 
license agreements with waiting periods 
(drug products A, E, F, and H in Table 3-2), 
the 2 supply agreements, and settlements 
with brand payments (drug products I 
through P in Table 3-3) that had the effect of 
precluding FDA approval of the generic 
applicant’s ANDA. Ten brand-name 
companies and 10 generic companies used 
agreements with respect to the 14 drug 
products. Chapter 5 discusses how these 
settlements could be used to delay FDA 
approval of any subsequent eligible generic 
applicants. 

Interim Agreements 

In addition to the 20 final settlements, 4 
interim settlements with the first generic 
applicant were produced The interim 
settlements did not resolve the underlying 
patent litigation, but were contingent upon 
the outcome of the litigation. The FTC has 
taken law enforcement actions relating to 3 
of these drug products.” The FTC’s actions 
relating to 2 of those agreements, involving 
Hytrin tablets and capsules, are described in 
Box 3-l. No settlements similar to the 
interim settlements challenged by the 
Commission were executed after April, 1999 
(shortly after the FTC’s investigations in this 
area became public) and the end of the 
period covered by this study. 

I’ See supra, n. 3. The FTC’s action regarding 
Hytrin involved two drug products (Hytrin capsules and 
Hytrin tablets). 
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Box 3-1 Summary of the Commission’s Action in the Abbott/Geneva Matter 

In May 2000, the Commission issued a complaint and consent order against Abbott Laboratories and Geneva 
Pharmaceuticals, Inc. The complaint charged that Abbott paid Geneva approximately $4.5 million per month to keep 
Geneva’s generic version of Abbott’s Hytrin, in both tablets and capsules, off the U.S. market, potentially costing consumers 
hundreds of millions of dollars a year. Hytrin is used to treat hypertension and benign prostatic hyperplasia (BPH or 
enlarged prostate) - chronic conditions tbat affect millions of Americans each year. BPH alone afflicts at least 50% of men 
over 60. In 1998, Abbott’s sales ofHytrin amounted to $542 million (over 8 million prescriptions) in the United States. 
Abbott projected that Geneva’s entry with a generic version of Hytrin would eliminate over $185 million in Hytrin sales in 
just six months. 

According to the complaint, Geneva agreed not to enter the market with any generic version of Hytrin, even if it were 
non-infringing, until the earlier OE (1) the final resolution of the patent infringement litigation involving Geneva’s generic 
version of Hytrin tablets, including review through the U.S. Supreme Court; or (2) entry of another generic Hyttin product. 
Geneva also agreed not to transfer, assign, or relinquish its 180-day exclusivity right. These provisions ensured that no 
other company’s generic version of Hytrin could obtain FDA approval and enter the market during the term of the 
agreement, because Geneva’s agreement not to launch its product meant the 1 SO-day exclusivity period would not begin to 
run. 

-* 
Under the Commission’s consent order, Abbott and Geneva are barred from entering into agreements pursuant to 

which a first-tiling generic company agrees with a manufacturer of a branded drug that the generic company will not (1) 
give up or transfa its exclusivity or (2) bring a non-infringing drug to market. In addition, agreements to which Abbott or 
Geneva is a party that involve payments to a generic company to stay off the market must be approved by the court when 
undertaken during the pendency of patent litigation (with prior notice to the Commission), and the companies are required 
to give the Commission 30 days’ notice before entering into such agreements in other settings. Moreover, Geneva was 
required to waive its right to a 180-day exclusivity period for its generic version of Hytrin tablets, so other generic tablets 

The fourth interim agreement ..*a. . . . . . Agreements Between Brand- 
Name Companies and the 
Second Generic Applicant 

Brand-name companies settled 
patent litigation with the second generic 
applicant for 7 drug products, out of a total 
of 43 suits against the second generic 
applicant (see Chapter 2) - or at a rate of 16 

involved a brand-name cirug that had net 
sales of over $1 billion per year in the year 
before the settlement was executed. The 
settlement was entered at approximately the 
same time the 30-month stay had expired. 
To ensure that the generic drug applicant 
did not begin commercial marketing until 
the district court ruled on the patent 
infringement claims, the brand-name 
company agreed that, if the patent was percent. This settlement rate is substantially 
found invalid, the brand-name company lower than the settlement rate between 
would pay the generic applicant based on brand-name companies and the first generic 
the generic applicant’s lost profits from the applicant of 38 percent (20 of 53 total 
date of the expiration of the 30-month lawsuits against the first generic applicant 
through appeals. Since the date of this settled). In 6 of the 7 instances, the brand- 
agreement, generic entry has occurred company had also entered into a patent 
because of a court decision. settlement with the first generic applicant 
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One of the 7 settlements involved 
brand payments. The agreement specified 
that the brand-name company would make 
brand payments up to $15 million, and that 
entry by the second generic could not occur 
until 5 years and 6 months after the date of 
the agreement (or 2 years and 9 months 
before patent expiration). 

Four of the 7 agreements involved 
patent licenses that allowed the second 
generic applicant to enter the market prior to 
patent expiration using the generic version 
of the brand-name drug product approved 
througBits ANDA. In 2 of these instances, 
the second generic applicant was allowed to 
market its generic product immediately after 
executing the agreement, obtaining FDA 
approval, and paying the brand-name 
company a royalty. 

In 1 of the 4 instances, the license 
agreement prohibited the generic applicant 
from introducing its product into the market 
until the brand-name company or another 
licensee marketed a generic version of the 
brand-name company’s generic product. 
The brand-name company also entered a 
license agreement with the third generic 
applicant for the drug product, specifying 
that it could come on the market 4 years and 
2 months prior to patent expiration. 

In the remaining license agreement, 
the parties agreed to cross-license related 
products in settlement of not only the patent 
infringement litigation in response to the 
ANDA that had been filed, but also related 
infringement litigation involving another 

drug product.‘2 

Agreements Between First and 
Second Generic Applicants 

For 6 out of 68 drug products in 
which there was more than one generic 
applicant, the first and second generic 
applicants entered into agreements related to 
generic market entry. In 4 of these 
agreements, one of the main provisions 
specified which generic applicant had or 
retained rights to the 180 day exclusivity.‘3 
The other two agreements did not focus on 
the 1 go-day exclusivity provision. 

Agreements Focusing on I80-Day 
Exchsivity: In 1 agreement, the first 
generic applicant relinquished its rights to 
1 SO-day exclusivity for a $3.5 million 
license and royalty payment based on the 
second generic applicant’s sales for a period 
of 7 years. In another agreement, the fust 
and second generic applicants entered into a 
supply arrangement under which the first 
generic applicant relinqnished its rights to 
180-day exclusivity so that the second 
generic applicant’s ANDA could be 
approved, and the first applicant could 
market the second applicant’s product. This 
step was necessary because the first generic 
applicant’s ANDA was not ready to be 
approved at the time of the agreement. 

Two other agreements clarified 

I2 The other 2 af the 7 settlements with the 
second generic applicant did not appear to raise issues 
related specifically to Hatch-Waxman. 

I3 For a fuller discussion of the 180&y 
exclusivity, see Chapter 5, n. 18 and accompanying text. 
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which generic applicant had rights to the 
180-day exclusivity in light of a settlement 
agreement between the first generic 
applicant and the brand-name company. In 
one case, the first generic applicant changed 
its patent certification from a paragraph IV 
to a paragraph III, and the agreement settled 
a dispute between the first and second 
generic applicant regarding whether the first 
generic applicant retained its 180-day 
exclusivity in those circumstances. In the 
other case, the agreement related to a drug 
product that had been the subject of one of 
the court cases that invalidated certain of 

-Y the FDA’s rules governing the 180-day 
exclusivity.‘4 

Remaining Agreements: The other 2 
agreements involve more detailed 
relationships between the first and second 
generic appiicants. In one instance, the 
brand-name company had licensed its 
patents to an over-the-counter product to the 
first generic applicant, with a right to 
sublicense the patents. The first generic 
applicant granted the sublicense to the 
second generic applicant. In the second 
agreement, the first and second generic 
applicants allegedly entered into a supply 
and distribution agreement that 
unreasonably restrained their incentives to 
compete against each other.15 

I4 Granutec Inc. v. Shalala, 139 F.3d 889(41b 
Cir. 1998). 

I5 See FTC, In the Matter of Biovail Corp. and 
Elan Corp., File No. 011 U 132, Agreement Containing 
Consent Order, available at 
<~:httQ://www.ftc.pov/os/2~2/06/biovai~e~~a~eement.Ddf 
>. 
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Chapter 4 Orange Book Patent Listing Practices and Use of 
Multiple 30-Month Stays 

Introduction 

The 30-month stay provision of the 
Hatch-Waxman Amendments protects 
brand-name companies beyond their existing 
intellectual property rights. A 30-month stay 
of FDA approval of a potential generic 
competitor is invoked if a brand-name 
company receives notice of a generic 
applicant’s paragraph IV certification and 
tiles suit for patent infringement within 45 
days of that notice. Filing of the lawsuit 
stays the FDA’s approval of the ANDA until 
the earliest of: (1) the date the patents 
expire; (2) a final determination of 
non-infringement or patent invalidity by a 
court in the patent litigation; or (3) the 
expiration of 30 months from the receipt of 
notice of the paragraph IV certification. The 
30-month stay affords both the brand-name 
company and the generic applicant the 
opportunity to resolve patent disputes prior 
to commercial marketing, and in tandem 
with FDA review of the ANDA for 
approval. 

The 30-month stay has received 
increased attention, because it can have a 
significant impact on market entry by 
generic drugs. One 30-month period to 
resolve disputes over patents listed in the 
Orange Book prior to the ANDA’s filing 
date appears unlikely to delay generic entry, 
however, because it historically has 
approximated the time necessary for FDA 
review and approval of the ANDA and the 
duration of a patent lawsuit. FDA approval 
of generic applicants that filed paragraph IV 
certifications and were not sued took, on 

average, 25 months and 15 days from the 
filing date. On average, the time between 
the complaint and a district court decision in 
litigation between a brand-name company 
and first or second generic applicants was 25 
months and 13 days. The average time 
between the complaint and an appellate 
decision was 37 months and 20 days. 

Prior to 1998, litigation between a 
brand-name company and a first or second 
generic applicant generated, at most, one 30- 
month stay per drug product per ANDA, 
except for two drug products. For 8 out of 
the 9 “blockbuster” drug products (i.e., drug 
products that are among the top 20 drug 
products, ranked publicly by annual gross 
sales, during one of the years included in the 
study) as to which the brand-name company 
filed suit against the frost generic applicant 
prior to 1998, the brand-name company 
alleged infringement of 1 or 2 patents. In 
the remaining case, the brand-name 
company alleged infringement of 3 patents. 

Since 1998, however, two new 
phenomena appear to be emerging. First, for 
drug products with substantial annual net 
sales, brand-name companies are suing 
generic applicants over more patents. Since 
1998, for only 3 of the 8 “‘blockbuster” drug 
products as to which the brand-name 
company filed suit against the first generic 
applicant, the brand-name company alleged 
infringement of 1 or 2 patents. In the 
remaining 5 instances, the brand-name 
company alleged infringement of 3 or more 
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patents. W ith additional patents to be 
litigated, the average time to obtain a court 
decision has increased. As of June 1,2002, 
for 6 of the 7 cases that have been pending 
for more than 30 months without a decision 
from a district court, the brand-name 
company has alleged infringement of 3 or 
more patents. 

Second, by the timely listing of 
additional patents in the Orange Book after a 
generic applicant has filed its ANDA (later- 
issued patents), brand-name companies can 
obtain additional 30-month stays of FDA 
approval of the generic applicant’s ANDA. 
Although the generic applicant had already 
certified to the patents previously listed in 
the Orange Book for a particular drug 
product, it must re-certify to the newly listed 
patent(s) and notify the brand-name 
company of its recertification. If the bmnd- 
name company sues for patent infringement 
on the new certification within 45 days of 
notification, a new 30-month stay will begin 
to run. The FDA is prohibited from 
approving the ANDA until the new 30- 
month stay expires. 

In 8 instances, brand-name 
companies have listed later-issued patents in 
the Orange Book after an ANDA has been 
filed for the drug product. For the 8 drug 
products, the additional delay of FDA 
approval (beyond the first 30 months) 
ranged from 4 to 40 months. In all of the 4 
cases so far with a court decision on the 
validity or infringement of a later-issued 
patent, the patent has been found either 
invalid or not infringed by the ANDA. 

Moreover, most of the later-issued 
patents in the Orange Book raise questions 
about whether the FDA’s patent listing 

requirements have been met. For example, 
many of the later-issued patents do not 
appear to claim the approved drug product 
or an approved use of the drug. Recent court 
opinions hold that Hatch-Waxman does not 
provide a right of action through which 
generic applicants may challenge a patent 
listing in the Orange Book. Thus, to 
terminate a second 30-month stay, a generic 
applicant’s only recourse is to obtain a 
decision of a court on patent infringement or 
invalidity. 

This chapter sets forth the legal and 
regulatory background of the 30-month stay 
provision, including a discussion of the 
patent listing requirements. It then reviews 
the patent-related information requested 
from brand-name company and generic 
companies. For each NDA that was within 
the scope of the study, brand-name 
companies were required to identify all 
patents that the company has listed in the 
Grange Book and the date of listing 
(regardless of whether currently listed in the 
Orange Book).’ This information provides 
the basis for an examination of the patents 
that led to the granting of multiple 30-month 
stays. Generic companies were required to 
provide information on instances in which 
they alleged that a patent had been 
improperly or untimely listed in the Orange 
Book. This information was used to identify 
any trends in the patent listings. 

’ Many brand-name companies noted that they 
could only provide information about when they had 
submitted the patent to the FDA for Orange Book listing 
rather than the date on which the patent was actually listed. 
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Legal and Regulatory 
Background of the 30-Month 
Stay Provision 

As part of the FDA process to obtain 
approval of a new drug product under 
Hatch-Waxman, brand-name companies 
must submit information on any patent 
claiming the approved drug and for which a 
claim of patent infringement could 
reasonably be asserted. The FDA then lists 
the approved drug and its related patents in 
the Orange Book. Box 4-l describes how 
patents are obtained and how the 
pharmaceutical industry uses them A 
generic applicant, as part of the ANDA 
process, must provide a certification to the 
FDA regarding its generic product and any 
patents listed in the Orange Book that claim 
the brand-name drug. When a generic 
applicant makes a paragraph IV certification, 

its ANDA, depending upon the number of 
patents listed in the Orange Book. For 
example, a generic applicant may make a 
paragraph III certification (indicating that it 
will not begin commercial marketing until 
that patent expires) for a brand-name drug 
product’s drug substance patent, but also 
make paragraph IV certification(s) with 
respect to listed method of use and/or 
formulation patents. 

The Hatch-Waxman Amendments 
further provide that each generic applicant 
making a paragraph IV certification must 
notify each patent owner and the brand- 
name company for the listed drug. If the 
patent owner and/or brand-name company 
do not initiate a patent infringement suit 
within 45 days after receiving notice of a 
paragraph IV certification, then the FDA’s 
review and generic approval process may 
proceed according to the FDA’s schedule. I$ 

it claims that the patents listed in the Orange however, a patent infringement suit is filed 
Book either are invalid or will not be within the 4%day window, the FDA’s 
infringed by the manufacture, use, or sale of approvaI of the ANDA is automatically 
the generic drug product for which the stayed until the earliest of: (1) the date the 
ANDA is submitted. Frequently, a generic patents expire; (2) a final determination of 
applicant will make multiple certifications in non-infEngement or patent invalidity by a 

Box 4-1 Patents and Patentability 

A patent is the grant of a right to exclude others ikom ‘making, using, offering for sale, or selling” an invention. U.S. patent laws 
are enacted pursuant to Article I, Section 8 ofthe U.S. Constitution, which states that Congress shall have the power “[t]o promote the 
Progress of Science and useful Arts, by securing for limited times to Authors and Inventors the exclusive Right to their respective Writings 
and Discoveries.” 

Them are three basic types ofpatents: utility, plant, and design patents. Utility patents generally have a term of20 years from the 
date on which the application for the patent was filed. Utility patents are diided into three basic categories: chemical, electrical and 
mechanical. Pharmaceutical patents are a subset of chemical patents and are issued over four different categories: drug substance, method 
of use, formulation, and process. Drug substance patents cover the compound or active ingredient in the drug product, such as fhroxenne 
hydrochloride, which is the active ingredient in Prozac. Method of use patents cover the use of the product to treat certain health problems, 
such as depression or asthma. Formulation patents cover the physical composition or delivery mechanism of the drug product, such as an 
extended release tablet or capsule Process patents generally cova the procedure used to make the active ingredient, 

To be patentable. an invention must be new and useful, as well as nonobvious. The Patent Office determines novelty by 
searching prior patents and publications. The patent must also contain a written description to “enable any person skilled in the art to which 
itpertains... to make and use” the invention. Non-obviousness is determined in light of the prior art and involves asking whether a person 
skilled in the att would consider the invention to be “obvious.” 
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court in the patent litigation; or (3) the 
expiration of thirty months from the receipt 
of notice of the Paragraph IV certification. 

The initial 30-month stay is not 
dependent upon the number of patents for 
which a paragraph IV certification is made. 
Whether a generic applicant makes an initial 
paragraph IV certification with respect to 
one patent, or to multiple patents, only one 
30-month stay will be invoked. 

The 30-month stay provision 
provides the brand-name company an 
additional exclusionary right beyond those 
granted by the patent system. Even absent 
the 30-month stay, a brand-name company 
may file suit against an accused infinger, 
such as an ANDA applicant, and prevent the 
accused infiinger from marketing its product 
by obtaining a preliminary injunction? To 
obtain a preliminary injunction, a patentee 
must establish four factors: (1) a reasonable 
likelihood of success on the merits; (2) 
irreparable harm if the injunction were not 
granted; (3) the balance of the hardships, 
and (4) the impact of the injunction on the 
public interest? 

2 See, e.g., Purdue Pharma L.P., v. Boehringer 
Zngelheim GMBH, 237 F.3d 1359, 1363 (Fed. Cir. 2001) 
(affirming district court’s grant of a preliminary injunction 
blocking marketing of a generic drug product). 

’ Relatively little case law exists to indicate the 
ease or difficulty for the brand-name company to obtain a 
preliminary injunction against an ANDA applicant. A few 
cases do suggest circumstances in which a preliminary 
injunction may be granted. When a patentee establishes a 
likelihood of success on the merits, it is entitled to a 
rebuttable presumption of irreparable harm. For example, 
when the brand-name company is able to show evidence of 
price erosion and its expected loss of market share caused 
by introduction of a competing drug product, or of a 
generic applicant’s likely inability to pay the brand-name 
company’s lost profit damages, a preliminary injunction 
may be granted. See, e.g., Purdue Pharma L.P., v. 

Patent Lbting Statute and 
Regulatians 

The Hatch-Waxman Amendments 
describe the patent information that brand- 
name companies must file with any new 
drug application (NDA). Once the FDA 
approves the drug, it then lists the patents in 
the Orange Book. Specifically, the listing 
statute requires that an NDA filer “shall file 
with the application the patent number and 
the expiration date of any patent which 
claims the drug for which the applicant 
submitted the [new drug] application or 
which claims a method of using such drug 
and with respect to which a claim of patent 
infringement could reasonably be asserted if 
a person not licensed by the owner engaged 
in the manufacture, use, or sale of the 
drug.‘” 

The FDA has adopted regulations 
governing the types of patents that can be 
listed in the Orange Book5 The listing 
regulation is separated into 6 subsections 
below for ease of reading. Specifically, the 
brand-name company must list in the Orange 
Book each patent which: 

[l] claims the drug or a method of 
using the drug that is the subject of the new 
drug application or amendment or 

Boehringer Zngelheim GMBN, 2000 U.S. Dist LEXIS 
6563 (S.D.N.Y. ZOOO), afd 237 F.3d 1359,1363 (Fed. 
Cir. 2001); Glaxo Group? Ltd v. Ranbaxy Pharms., Inc., 
262 F.3d 1333,1338 (Fed. Cir. 2001) (discussing district 
court’s decision to grant preliminary injunction because 
generic manufacturer conld not pay NDA holder’s potential 
damages); see Chisum on Patents, Ej 20.04(e)(iv) (Matthew 
Bender). 

‘$21 U.S.C. $355(b)(l). 

5 21 C.F.R. $314.53(b) (the “listing regulation”). 
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supplement to it and 

[2] with respect to which a claim of 
patent infringement could reasonably be 
asserted if a person not licensed by the owner 
of the patent engaged in the manufacture, use 
or sale of the drug product. 

[S] For patents that claim a drug 
substance or drug product, the applicant shall 
submit information only on those patents that 
claim a drug product that is the subject of a 
pending or approved application, or that 
claim a drug substance that is a component of 
such a product. 

This portion of the listing regulation, 
requiring that a listed patent satisfy two 
independent prongs, is nearly identical to the 
governing statute, 21 U.S.C. fi 355(b)(l), 
except that the regulation substitutes the term 
“drug product” for the term “drug” in the 
second prong. The FDA interprets the term 
“drug” in the statute’s first prong to mean 
“drug product.” A district court has 
affirmed this interpretation.6 Thus, it is the 
drug product: approved through the NDA, 
that controls the listing analysis of the two 
prongs (“claims the drug” and “a claim of 
patent infiingement”). 

The remainder of the listing 
regulation elaborates on the meaning of the 
two independent prongs: 

[3] For purposes of this part, such 
patents consist of drug substance (ingredient) 
patents, drug product (formulation and 
composition) patents, and method of use 
patents. 

[43 Process patents are not covered by 
this section and information on process 
patents may not be submitted to FDA. 

6 Pfizer, Inc. v. FDA, 753 F. Supp. 171 (D. Md. 
1990). 

7 The FDA’s regulations define “drug product” as 
“a finished dosage form, for example, a tablet, capsule, 
solution, etc., that contains an active drug ingredient 
generally, but not necessarily, in association with inactive 
ingredients” 21 C.F.R. (j 210.3(4). 

[6] For patents that claim a method of 
use, the applicant shall submit information 
only on those patents that claim indications or 
other conditions of us; of a pending or 
approved application. 

Timing ofListing Later-Issued -* 
Patents 

Brand-name companies may list 
later-issued patents (i.e., patents obtained 
from the U.S. Patent and Trademark Office 
after obtaining NDA approval) so long as 
they do so within 30 days of being granted 
the patent? Two scenarios are possible, 
depending on whether a later-issued patent 
is listed prior to or after the generic 
applicant files its ANDA. If the later-issued 
patent is listedprior to a generic applicant’s 
filing ofan ANDA, then the generic 
applicant will certify regarding that patent 
along with all the otber listed patents. A 
brand-name company’s suit on those patents 
within 45 days will generate only one 30- 
month stay, despite the fact that multiple 
patents are at issue in the litigation. 

If, however, the later-issued patent is 
listed after a generic applicant has filed its 

8 Id. 

9 2 1 U.S.C. 8 3SS(c)(2). Of course, a brand- 
name company can list a patent more than 30-days after 
issuance; however, pending generic applicants do not have 
to re-certify to that patent. 
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ANDA with a paragraph IV certification, 
then the generic applicant must recertify 
that its ANDA does not infringe the later- 
issued patent. If the brand-name company 
sues within 45 days of the generic 
applicant’s re-certzjkation, then a second 
30-month stay will issue. Thus, a brand- 
name company can obtain an additional 30- 
month stay of FDA approval if it lists 
patents in the Orange Book after notice of 
an ANDA containing a paragraph IV 
certification, and then sues for patent 
infringement upon notice of the generic 
applicant’s re-certification. It is not 
necessary for the multiple 30-month stays to 
run consecutively; it is possible for gaps to 
exist between the multiple 30-month stays. 
For example, the first stay may have expired 
without a decision of a court or FDA 
approval of the ANDA, but a later-issued 
patent triggers an additional 30-month stay. 

Lack of Review of Patents in 
the Orange Book 

The FDA has stated that it lacks the 
resources and the expertise to review patents 
submitted with NDAs. The agency does not 
ensure that a submitted patent claims the 
approved drug before listing it in the Orange 
Book.” Moreover, the FDA has declined to 
enact any administrative procedures for 
resolving listing disputes. If a party disputes 
the accuracy of a listed patent, it may notify 

lo 59 Fed. Reg. 50338,50343 (Oct. 3,1994) 
(“FDA does not have the expertise to review patent 
information. The agency believes that its resources would 
be better utilized in reviewing applications rather than 
reviewing patent claims.“); Abbreviated New Drug 
Application Regulations, 54 Fed. Reg. 28872,289lO 
(1989) (“In deciding whether a claim of patent 
infringement could reasonably be asserted . . . the agency 
will defer to the information submitted by the NDA 
applicant.‘). 

the FDA. The FDA then will request the 
brand-name company to confirm the 
correctness of the listed patent information. 
Unless the brand-name company voluntarily 
withdraws or amends its listed information, 
the FDA will not change the patent 
information in the Orange Book. If the 
information remains unchanged, generic 
applicants must certify to the disputed 
patent.” Two courts have upheld this 
policy. I2 

Several generic applicants have 
attempted to obtain court orders requiring 
the FDA or brand-name companies ?o delist 
certain patents from the Orange Book. 
When a patent is delisted, the 30-month stay 
will not run and, hence, the FDA is free to 
approve the ANDA, if other regulatory 
requirements are met. However, two recent 
court decisions have held that there is no 
private right of action under Hatch- 
Waxman. l3 

‘I 2 1 C.F.R. 3 3 14.53(t). 

I2 See aaiPharma v. Vrompson, 2002 WL 
1473429 (4@ Cir. Jul. 10,2002); Watson Pharmaceuticals 
v. Penney, Civil Action No. 00-3516 (D. Md. Jan. 17, 
2001). 

‘3 Andrx Pharm, Inc. v. Biowil Corp., 276 F.3d 
1368 (Fed. Cir. 2002); Mylan Pharm, Znc. v. Thompson, 
268 F.3d 1323 (Fed. Cir. 2001). Nor do the patent laws 
permit an assertion of improper listing as a defense to 
patent intingement. Myllan, 268 F.3d at 1330-32. ‘Ibe 
Federal Circuit, however, has suggested that a generic 
applicant might sue the FDA under the Administrative 
Procedures Act to compel it to delist a patent and to 
approve an ANDA subject to a JO-month stay that flows 
from an improperly listed patent. Andrx, 276 F.3d at 137% 
79. This suggestion contradicts the FDA’s court-approved 
policy of not reviewing patents submitted with NDAs. 
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Box 4-2 discusses the BuSparmatter in 
which these holdings were made. 

Box 4-2 P&ate Parties Have Na Right to ZSeek the ILWating of a Patent in the Orange Book 

The issue ofwhather a generic applicant could scok to de&t a patant &om the Omgo Book wps meutly addrwsed in a court 
decisbm qardieg BuSpar. B&t&Myem Squibb t.“BMS”) had listad one patent in the Orange Book relating to buspirone (Patent No. 
4,182,763(the’763patent))whenithadsougbtapprovaIofitsNDA. Thispateatm1stoaxpireoeNmmbsr22~2000. 

PliOHOO%pWUlOfthiSp8tOJl~Mytrn Phamacmticals,mmgothas,sobmittedan&NDAwithaparagmph~carti%atkm, 
bwutw it sought approval to market busphvno only a&r BMS’s Sinai pateot coveting B&par expimd at 12:OO am 01) November 22,200O. 
Only 12 boors befbm that thns, howewrs the Patent Of&e issued Patent No. 6,150,365 (the ‘365 patent) to BMS; BMS fmmediately 
~~~e’365potenttothsFDAt;orHaingintheOrangcBaok. TbislistingpmvcntcdFLIAfivmgmnting6na~appmvaltoany 
pending ANDA, inchding Mytan’s. 

Mylan mod BMS its the District Court for the Disb’ict 6fColumbia, saeldng ~FJ order mquking BMS to remove the patant Ram 
tho bmngo Book I@ rhtrict court allowodtho suit andqptcd with’M$b that tfia ‘365 patent did not claim the dtug pnxiwt. Rather, the 
coint huld that tho '365 patent cfoimed tho buspii rnotabolito, not bwpimne itself, baaause BMS surrendered covamga of buspi& i&elf 
in ordsr to convince the patent exan&r to dew the patent &$Zan Y. YR~mpso#~, 139 F.Supp. I, 24-25 (D.D& 2001). The district coort 
o&rod BMS to dofist the patent, which it did on March 28,200l. This decision allowed generic buspiront to enter the msrkat 
immsdiately. At this poinL the ‘365 pdont had deIayai generic mby foe about fm tnooths. 

BMS appeakd, however, and the Court of Appeals tOr tho Fadcml C&it mvsmsd, holding that generic applicants have no 
prhto ri&t ofuctlon to ch&llon~ an NDA holder’s OmngcBook listing 8s impmpor. Furthermore, the court ruled that MyIan’s delisting 
suit was not a meognizcd patant in&in~ defense, but ratha an attempt to assart a private right of action under Hatch-Waxman. 
PU, Inc. v. Thompson, 268 k3d 1323 (Fed. Cir. 2001). 

&fj&an 

Following this decisioii, BMS chose not to relist the pates& although BMS crxttioued to suu tho generic applicants for patent 
hfhpnent InrcrBuspIIoMIP~~gu~n,185P.SugP;2d363(S~~N.Y.2002). As amsult,gsnaicbuspironemmainedonthe 
market. Had BMS relisted tha patent, &wwer, the FDA could have revoked its appmval of gnrcric buspimoe, tharcby oxtanding the a&et 
3ftho ‘365 patesit boymd tho four month &lay it initinliy created. 

Immunity From the Antitrust 
Laws.for ListingPatents in the 

Orange Book - 

The Commission recently has 

District Court for the Soutbem District of 
New York agreed with the Commission’s _ _ -__ _ . _ argument that the,act of listing patents in tie 
Orange Book is not immune from the 
antitrtsst laws. 

addressed whether the act of sub&Ming a 
patent for listing in the &ange Book is 
immune fLom the antitrust laws, because it is 
a f&m of petitioning tlie gonrnment 
protected u&x the Noerr Pennington 
doct&e.14 As discussed in Box 4-3, the 

I4 In re Biqdvna Patent Litimn re 
Bwpironcr Antibwt L&igation~ Mcmomdum of Law of 
ATnicttscuTiectheFcderalTksdscommEagianin 
Opposition to Dcdbdanfs Modest to Dhlss avaihble at 
ql#o;r/www~c.rI~~~~~~. The 
commi5sion fitstraisedconcunsabotttthepotential 

snticotnpetitive impact of improper Orenge Book listings in 
AmaWn Bioscknrca Iv v. 3ristoMfyecs Squibb Gz, et 
d., Dkt.No. C’V-00-08577 (CD. Cal. Sept. 7,200O). Seca 
FodmtI T&e Cocoa Brief as amictu ctuiue 
UwliZable at 
~~:llwww..8c.a~/~/~~s~~~. In that 
casq the paws sought fxnlrt rlpprovaI of 8 settIement 
containiig a specific kctual finding that BristoI-Myers was 

Comudssiott was cottcertted that the court’s approval of the 
sctdemettt wodd amount to a judicial &ding that the 
pstent tmt the statutory rtquirmrmts for listing in the 
Orsnge Book and w&d prejudice part+ who may later 
chsIIungethoIisdng* 
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Box 4-3 Nom-Penningtoa and Orange Boqk Lbtiags. 

The Noen doctrine-&St articulated ss an intezpre~tion of the Sherman Act in lparterrr RR Pm&den& Cant v. Noem 
Motor Freight, Inc., 365 U.S. 127 (1961) and Unierf Mine Wqrb OfAmericu x Pennington. 381 U.S. 657 (1965) - provides antim 
immmityforh~~"pctitionin~ gavmment. Although the Nom doct&e is so irnpomnt lbnitatia on the antitrust laws that 
protaB the right of indivlduaIs tocommunicate with govnrunent ~~titi~lr, swu cowls have interp&xl the doctrine broadly in ways 
thatareincoosisteatwM~SqremeCourtpt~~edenf TheNoer~doetnnewasoeverintendedtoprotectwhatRobertBorkhas . hrrpctauedas~Jredatienthrou$hthenliweuf 
&I Btxtlf364(l%eeFM111993)(1978). 

govmmeM pmccsscs.” Rokrt I-l. Bark, The Antitrust Paradox: A Policy at War 
.._ .._ __. . 

Jn January 2002, several plainti& alleged that, through &auduient patent tilings with the FDA, BMS violated Section 2 of 
the Shcnnsn A$ by causing the FDA to list a patent in the Orange Book to block generic cornpetiti‘on with its EuSpar product. In 
response, BMS moved to dim&s, claiming NbemPmdn#w~ immtmity. On February 14,2002, the court denied BMSs motion to 
dismiss, In na Buqdrone Pawnt Litigation& re Buq?fme Antitrust Litigation, 185 F.Supp.2d 363 (S.DXY. 2002). 

The court’s deeMan r@ctcd BMS’s olaim ofNoerr-Penningwn immunity on threoindependent and alternative grounds. 
Thsffnt,~dpabaprmortEmpatmS~thasl,~~~thotOrnnpeBookdlhrgssimplydonot,canstitutcprotectedUpetitioninll.* 
TherourtiensoacdthotpnOAngoBookfifingisanalogoustoatPrifftiling. Inbothcoses,“the gmmcmmtdocsnotpafonnan 
indet review of tha validity oftbe statemen@, dosr not make Q issue 91) intaveningjudgmsttt, and instead acts in dir+ r&i- 
on the private party’s repmhtatians.” 185 F.Supp.2d at 370. The anut akto stated that an Orangei Book tiling is not incidental to 
petitioning, holdiq that BMS could have listed its patent in the Orange Book “without subsequeotly briqing int?ingement suits. . . 
[and] could have brought these suits without @lying on its Orange Book listing.” Id. at 372. 9% 

‘I?m cart furtber concluded that, eveo if Orange Book fig wsre fa constitute “petition@,” application of two specific 
cxcapdw to the Near dcdne - the Waker f?ucew and “&am” exceptions - would preclude a fInding of antitrust immunity. Under 
Walk J4vceq a patent holder may be subject to antitrust liability for at&mpting to enfinee a pate@t procured through fraudulent 
ll!hpwntatiuttstatbePatentsnd TrademA O&e (T’TO”). Walker Prock.w Equipti Inc. v. Food Mochin~ ct Chemical 
Cbp., 382 U.S. 172 (1965). The Bu@une court ccmcluded that the Orange Book listing end potent prosecution pmccsses wcfe 
mf!lcicntly an&gaus to wemnt extcnsiar of the Noerr exception wd the PTO context, and that plaintiffs’ ailegations sstiticd 
Wb Pnmur 185 F.Supp.2d at 372-75. 

Under the “sham” exception, the opponeut of Noerr immunity must demonstrate that defbndant’s petitioning conduct - in 
this case, EMS’s patent filing with the FDA - was “&jectiveIy bassless.” Prqfewiond RealEsta&lnveswm, Inc. v. Cokunbia Pfcwres 
I-, Inc., 508 U.S. 49,60 (1993). At& an exandnatieo of the pm&u&n history of BMS’s $@nt, 88 well 88 the specification 
snd claim, the Bwgrirarrs court conc?uded that the filing Hipd. indeed, “objectively base&.” The oouq t&ther &served that BMS’s 
srgunxmt to the contrary “ignores tbo~law and bies to justify &king property that bslongs to the public,” 

in light of the hep&one decisien, and the underlying force of thb court’s mason@, tbe NoerGeanbgtoti doctrine may not 
pmvasrlprlpsonoktacb~ousingthsPadhustlPwrtornnedyimprapaOnurgs~kmingsaa~moyhmn:anticiprttal. ltisworth 
noting, and indeed emphasis& that Btupirone does not mum that all improper Omn8e Book idlings win give rise to antitrust liability. 
Any aWnut liability must necessarily be Predicated m a clear showing of e violstfoo ofsubstsnti anti-t law. But, under 
gsugirona,~~B~Alingppranothnnwnalf4mtkolrcllDwsoruranptfiorntheirmutiny. 

Dejlnition &a “Co&t” 
De&ion. to. Tetiina~e the 30- 
Montitr stay 

has been taken.?‘s The FDA also used this 
defkition of a decision of a “court” when it 
assessed whether th: 1 Wday exclusivity 
had be&n triggered? 

Once a 30-month stay begins, FDA 
regulations govern what constitutes 8 In TorPharm v . ShalaIa , l7 the 

decision of a “court’: fol: purposes of 
terminating the 30-month stay. ,These 
regulations recently have changed. 

l5 21 CFR 314.107(e)(f) (1999). 

Originally, the FDA inkqreted LI dekision of 
a “court”,to~ mean ‘Se court that enters final 
judgment tirn which no, appeal can be or 

l6 See Chapter 5 for further discussion of tbe 
1 SO-day exchsivity. 

l7 TorPhar~~ Inc. v. SbaIala, No. 97-1925,1997 
U.S. Dist LEXIS21983 (D.D.C. Sep. l5,199T),ap& 
tvf- ad ttwmfd, 1998 U.S. App. LEWIS 4681 
(DC. Cir. Feb. 5,1998); vacatedNo. 974925 (D.D.C. 
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District Court for the District of Columbia 
found the FDA’s interpretation of “court” to 
be inconsistent with the statute’s plain 
meaning; the FDA was directed to approve 
an ANDA upon a decision of a district court 
finding a patent invalid, unenforceable, or 
not infringed. 

To comply with this decision, the 
FDA has provided a “Guidance for Industry” 
that redefines “court” to be a district court. 
This definition applies, however, only to 
ANDAs containing paragraph IV 
certifications that were filed with the FDA 
after March 2000. If a generic applicant 
filed its ANDA with the paragraph IV 
certification prior to March 2000, the 
definition of a court will remain “the court 
that enters final judgment from which no 
appeal can be or has been taken.“” 

Duration of Patent 
Infringement Litigation 

Table 4-l shows the average time it 
took to obtain a decision of a district court 
and, then, an appellate court in ANDA 
patent infringement cases involving the drug 
products included within the scope of the 
study. On average, the time between 
complaint and district court decisions in 
litigation with the first generic applicant was 
25 months and 21 days. The time between 
complaint and an appellate decision was 38 

Apr. 9, 1998). 

‘* FDA, Guidance for Industry, Court Decisions, 
ANDA Approvals, and 180-Day Exclusivity Under the 
Hatch-Waxman Amendments to the Federal Food, Drug, 
and Cosmetic Act (Mar 2000). This guidance document 
also discusses the definition of a court to trigger the 180- 
day exclusivity, see Chapter 5. 

months and 27 days. For ANDA 
infringement litigation with the second 
generic applicant, the time frames were 
slightly shorter as shown in Table 4- 1. 
Table 4-l l9 also shows the average for 
litigation involving both first and second 
generic applicants. 

Table 4-l Length of Patent Cases 

2.5 months, 
13 days 
(53 cases) 

37 months, 
20 days 
(26 cases) 

Several observations can be made 
from the data. First, patent infringement 
litigation over blockbuster drugs 
increasingly has involved more patents. 
Prior to 1998, for 8 out of the 9 blockbuster 
drug products as to which the brand-name 
company tiled suit against the first generic 
applicant, the brand-name company alleged 
infringement of 1 or 2 patents. In the 
remaining case, the brand-name company 
alleged infringement of 3 patents. Since 
1998, for only 3 out of the 8 blockbuster 
drug products as to which the brand-name 
company filed suit against the first generic 
applicant, the brand-name company alleged 

I9 Table 4-l contains cases that resulted in a 
comt opinion, including cases involving the same drug 
product, but a different dasage strength or generic applicant 
(if different generic applicants were first for different 
dosage strengths). It does not include stipulated dismissals 
or consent entered by the court pursuant to a patent 
settlement agreement. 
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infringement of 1 or 2 patents. In the 
remaining 5 instances, the brand-name 
company alleged infiingement of 3 or more 
patents. For example, the brand-name 
company for blockbuster drug products such 
as Prilosec, Claritin, and Paxil sued the first 
generic applicant for patent infringement on 
six, three, and six patents, respectively. One 
drug product, Lupron, has 12 listed patents 
for which the brand-name company has 
alleged infi-ingement. 

Second, cases involving multiple 
patents appear to extend beyond the average 
time it took to resolve the patent 
infringement cases identified in Table 4-l. 
The data suggest that cases involving 
multiple patents take longer to resolve than 
those involving fewer patents. As of June 1, 
2002, for 6 out of the 7 cases that have been 
pending for more than 30 months without a 
decision from a district court (see Figure 2- 
1), the brand-name company has alleged 
infringement of 3 or more patents. 

Third, district courts have issued 
decisions about non-infringement in a 
shorter period of time than decisions of 
patent invalidity. The average time between 
the filing of the complaint against either the 
furst or second generic applicant and a 
decision of non-infkingement was 19 
months, 23 days. By contrast, the average 
time to obtain a district court decision of 
patent invalidity was 33 months, 5 days. 

Multiple 30-Month Stays on 
Later-Issued Patents For Drug 
Products in the Study 

The data revealed 8 drug products 

(out of 104 in the study) for which the 
brand-name company listed a patent in the 
Orange Book after the first generic applicant 
had filed its ANDA?’ In these cases, the 
brand-name company obtained one or more 
additional 30-month stays for the drug 
product. Table 4-2 shows that the majority 
of the second 3O-month stays have issued 
since 1999.” In contrast to the discussion in 
Chapter 3 concerning settlement agreements, 
the discussion here is not anonymous 
because the Orange Book listings and patent 
information is readily available in the public 
domain. -0 

Table 4-2 Usage of Later-Issued Patents 

I 1996 
I 

2 
I 

Hytrin (tabiets); 
Platinol* 

I 1997/98 lo I 
I 1999 1 1 1 Paxil I 

I Total 

* ‘Ihe earlier-filed ANDAs contained paragraph III 
certifications, but the later-issued patent was listed in the 
Orange Book shortly before the underlying patents were to 
expire. 

” This total does not include instances in which 
the brand-name company initiated suit on a different 
strength of the same drug product 

” There may be additional drug products that 
have obtained a second 30-month stay that are not included 
within this study because the first ANDA with a paragraph 
IV certification was filed after January 1,200 1. See 
Chapter 1 for the scope of the study. 
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Table 4-3 describes the total time per additional 30-month stay, typically based on 
drug product during which the FDA was a formulation or method of use patent. 
prohibited from approving a generic Appendix G describes the relationship of 
applicant’s ANDA because of one or more these additional patents to the brand-name 
30-month stays generated by a later-listed company’s approved drug product. 
patent. In most cases, the brand-name Appendix H describes issues about the 
company companies only obtained one listing of these patents in the Orange Book. 

Table 4-3 Multiple 30-Month Stays Caused by Patents Later-Issued Patents 

Piatinol 
(Cisplatin) 

N/A, 
Paragraph III 
Certification 

Formulation Beginning 2 Between $100 and 
$250 million 

30 months 
months prior to 
the last patent 
claiming the drug 
expired 

m3 
Substance, 
Formulation, 
Method of use 

Hytrin - tablets 
(Terazosin) 

Beginning 43 70 
months* 

Between $500 and 
$750 million months alter the 

first stay began 

Paxil 
(Paroxetine 
Hydrochloride) 

Dw 
Substance, 
Formulation, 
Method of Use 

Beginning 17 
months into the 
first stay 

65 months Over $1 billion 

Tax01 
(Paclitaxel) 

Method of Use Formulation Beginning after 1”’ 
30-month stay had 
expired 

Potentially 
60 
months** 

Potentially 
30 
months** 

Between $750 
million and $1 
billion 

Between $500 and 
$750 million 

BuSpar 
(Buspirone) 

Method of 
Use, 
Paragraph III 
Certification 

Method of Use Beginning the day 
the last patent 
claiming the drug 
expired 

Neurontin 
capsules 
(Gabapentin) 

Dw 
Substance, 
Method of Use 

Formulation Beginning 23 
months into first 
SbY 

53 months Between $250 and 
$500 million 

Neurontin 
tablets 
(Gabapentin) 

Dws 
Substance, 
Method of Use 

Formulation Beginning 7 
months into first 
SbY 

37 months Between $250 and 
$500 million 

Tiazac 
(Diltiazem) 

Formulation Formulation Beginning 30 
months after first 
stay began 

Potentially 
60 
months** 

Between $100 and 
$250 million 

* The time from the beginning of the first stay until the end of the final stay lasted approximately 70 months, but the stays were 
not overlapping. See Appendix G for a further discussion of Hytrin. 

** The actual total length of the stays were shorter because of the court actions in each of the cases, see discussion in Boxes 4-2, 
4-3, and Appendix G. 
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In four instances (Hytrin (tablets), ’ 
BuSpar, Pax& and Tiazac), the brand-name 
company applied for the patents more than 
one year after the FDA had approved the 
drug product covered by:the NDA, 
suggesting that the patents cannot cover the 
approved drug product and be valid, due to 
the “on sale bar” ofpatent law. The later- 
issued patents for Hytrin, Platino& Taxol, 
and BuSpar were determined to be invalid 
patents or not infringed, The suit involving 
the later-issued pat& listed for Tiazac was 

4-4. The infringement litigation involving 
the later-issued paents for the remaining 
drug products @kxil, and Neurontin (tab&s 
and capsules)) is still pending. 

For Neurontin and Platinol, the 
second stay was generated by a patent that 
had been pending for an extended period in 
the Patent Of&e. In the case of Neurontin, 
the ‘482 patent had been pending for ten 
years. In the case of Platinot, US* Patent 
No. 5,562,925 lidbeen pending for 26 years 

. . d&pissed pursuant to the Commission’s before it issued. - - - 
recent enforcement action described in E3ox 

Box 44 The FTC’s Enforcement Action Xnvohrtng ‘IYaznc 

Tiazac is a dnrg tbr tmbmat of high blaed pmsuru and ohmic chest pain; it had annual sab in zboo ofaimost $200 
million. Andrx filed the fint ANDA fbr a genwiu vwsioa of Tiazac in June 1998 with a Pamgraph KV cmti&ation regarding the onIy 
patent than cbdxtdng Tiazac, the 791 patent. Riovail Glad a patent in&gcmcnt lawsuit within 45day~ of its notification, alleging that 
A&x’s genak Tiszac pmduct w&d i&in@ &a 79 1 patent. This lawsuit biggmd a 3Ommth s&y of final ngulatory appnmd of 
Andrx’a ANDA, which was to expim 011 Fcbnuuy 262001. 

On March 6,2000, Uw U.S. District Court presiding ovw the patent in&ingemnt suit found ,tha,t A&x’s product did not inliinlDp 
the 791 patent Biovdl Cotp i&7 v. AI&X Phunn. Zc, 2000 WL 33354427 (S.D. Fta, Mat 6,2W& Biovaii appmkd this decision to 
the U.S. Court of Appeals for tha Federal Circuit. On Pebmry 13.2001, the Fedoral Chcuit &rmed the district court’s ruling that 
And& pmduct did not i&age Biovail’a 791 patent, thy? ending the ffist 3Omonth stay. 

Before Us Federal Ciit issued its de&on, howwcr, Biovail, OR January 8,2001, fisted a mend patent in the Omnge Book 10 
claiming Tiazac. Biovail acquired this patent, U.S. Patent No. 6+162,463 @he %63 patcnt”)t &om WV RI armaccuticals, Inc. thruugh at 
axclusiva licensing arrangement that also included plans to develop nsq~ diltiaaun products jointly using the ‘463 patent. Because of this 
listing, Andm was required to submit a second Paragraph lV certification assutbg non-i&ingcmmt of the ‘463 patent. Atter receiving 
A&x’s cortiflcadun, Biovail fikd anothm inf%ganmt’suit, triggering a second 30-umntb stay* md’ffirther delaying the potential mtry 
of And@ generic Tiazac pmduct until at Icast Jme 2003 IX llnbl the ‘463 was dcchttvd invalid or not infringed. 

The FTC’s complaint a&cd that Bii wa awsru ihat the ‘463 patent did not claim the fbmnrlation of Tii that it had 
bscn marketing. AcconiingIy, Biovail did not need the ‘463 patent in order to m&e ur sell its existing FDA-approved forrlation of 
Siazac, and% could have crmtinuad to do so without i&in&g the ‘463 pat@% Moruwcr, in pmscming tka patent b&c the U.S. 
Patcnt and Tmdmark gee, DOV gw rquircd to distinguish the ‘463 pat&t Wtn the prior art - including Biovaii’s Tiazac - b&m the 
patcnt examiner apprwed tha patent This f&t sqgwts,that the ‘463 patent could not sina&nawly be valid and pqwiy Iisted in tba 
thangeBwkfbrTiwac. 
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The patent listings involving 
GlaxoSmithKline’s (GSIQz2 drug product 
Paxil illustrate the impact that multiple 30- 
month stays can have on the timing of FDA 
approval, and thus the beginning of generic 
competition. Four additional 30-month 
stays have prevented FDA approval of 
generic competition against Paxil for 
approximately 65 months.23 GSK 
manufactures and distributes Paxil, which 
the FDA has approved for the treatment of 
depression, obsessive compulsive disorder, 
panic disorder, and social anxiety disorder.24 

The FDA appro&l Paxil in 
December 1992. Patent No. 4,007,196 (the 
‘ 196 patent) covering the active ingredient 
paroxetine hydrochloride had expired prior 
to this date and, therefore, was not listed in 
the Orange Book. However, GSK listed 
Patent No. 4,72 1,723 (the ‘723 patent) 
which claims paroxetine hydrochloride 
hemihydrate. (A hemihydrate is a form of 
the active ingredient that has one water 
molecule for every two paroxetine 
molecules incorporated into its crystalline 
structure.) 

22 Before the merger of Glaxo Wellcome and 
SmithKline Beecham, Paxil was manuf&ctured and 
distributed by SmithKline Beecham, which was also the 
original NDA holder. For simplicity, however, we will 
refer throughout to GSK. 

23 Apotex Corporation, Novartis (Geneva), 
Mylan, Alphapharm, IVAK, and Pentech have all filed 
ANDAs for generic PaxiL GSK sued each of them for 
infringing at least some of the patents discussed. For 
simplicity in demonstrating the effect of the more recently 
listed patents and the 30-month stays they generated, we 
will focus on the suits GSK brought against Apotex. 

24 Physician’s Desk Reference, 5Sh ed. (2001) at 
3114. 

Apotex Corporation filed an ANDA 
for generic Paxil on March 3 1, 1998. With 
the ANDA, Apotex submitted a paragraph 
IV certification for the ‘723 patent, the only 
patent listed in the Orange Book at that time. 
GSK’s intingement suit generated the first 
30-month stay, which expired in 
approximately November 2000. Since 
March 1998, however, GSK has listed nine 
additional patents in the Orange Book and 
brought infringement suits against Apotex 
on four of them. The four infringement suits 
generated four additional 30-month stays 
that created an automatic stay on FDA 
approval of generic Paxil totaling over 5 
years. Figure 4-l depicts graphically the 
stay on FDA approval of Apotex’s ANDA. 

51 



Figure 4-I 30-Month Stays Obtained for Paxil 
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Analysis of Later-Issued 
Patents in the Orange Book 

To gain some insight into patent 
listing issues, the FTC staff reviewed the 
patents listed for drug products as to which 
the responding generic companies indicated 
that they had challenged a listing in some 
way.25 The analysis indicates that three 
categories of patents listed in the Orange 
Book raise significant listability issues - ie. 
issues concerning whether the listed patents 
fall within the statutorily defined class. 

25 See Appendix E, Question 4 for generic 
companies. These drug products encompass the eight 
products listed in Table 4-3 as subject to multiple 30- 
month stays. 

, 

Jan ‘01 
GSKsues 

V” 
Patent 

I 
Sflp’ 00 
GSK sues 

Four points bear emphasizing as 
defining the class of listable patents 
according to the listing statute and 
regulation. First, a brand-name company 
may list only those patents that claim the 
approved drug product or a method of using 
the drug product described in its MIA. The 
key relationship governing whether a patent 
is properly listed in the Orange Book is the 
relationship between the patent and the 
brand-name drug product. The relationship 
between the patent and any bioequivatent 
generic drug is irrelevant to the listing 
question. As the discussion of litigation 
outcomes in Chapter 2 demonstrates, it is 
entirely possible, and in fact common, for a 
patent to claim the brand-name drug (and 
hence be listed in the Orange Book), but not 
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to be infringed by a bioequivalent generic 
product. Conversely, it is possible for a 
bioequivalent generic product to infringe a 
patent that does not claim the brand-name 
drug (and hence should not be listed in the 
Orange Book)?6 

Second, the Hatch-Waxman 
Amendments and listing regulations grant 
brand-name companies the 30-month stay 
only for those patents that claim its approved 
drug product or an approved use of that 
product. l%e Amendments do not grant the 
protection of the 30-month stay to every 
patefit that a bioequivalent generic product 
may infringe. This does not mean, however, 
that a brand-name product is left vulnerable 
to infringing generic products. A brand- 
name company may obtain and enforce 
patents covering bioequivalent “design- 
around” formulations of its product. In fact, 
the brand-name company may bring its 
in-fi-ingement suit at the time the generic files 
its ANDA, even when the patent is not listed 
in the Orange BookF7 Moreover, just like 

any patent holder, brand-name company 
companies may prevent initial marketing of 
a generic product by demonstrating 
entitlement to a preliminary injunction in 
patent infringement litigation. Thus, Orange 
Book listings control only whether a brand- 
name company may obtain an automatic 30- 
month stay, not whether and when it may 
obtain and assert patent protection. 

Third, even after a patent satisfies the 
first prong of the statute (“claims the drug”), 
to be properly listed it must still satisfy the 
independent second prong, requiring that a 
“claim of patent infringement could 
reasonably be asserted’ against the NDA 
holder’s approved drug product?8 The 
analysis depends on whether the branded 
and approved drug product, rather than the 
generic product, infringes the patent, absent 
a license. Whether a patentee can 
“reasonably” assert a claim of patent 
infringement is not limited to in~ngement 
but also includes the validity and 
enforceability of the patent. 

*’ This is especially true for fbrmulation patents, 
which cover composition of a drug product, tather than its 
active ingredient. A generic drug company may formulate 
its drug product differently than the brand-name product, 
but still produce a bioequivalent product The generic’s 
different formulation may not infringe the brand’s patent 
covering its own formulation. See, e.g., Biovail Corp. v. 
Andre Pharma., Inc., 239 F.3d 1297 (Fed. Cir. 2001) 
(A&x’s formulation did not infringe listed patent). On 
the other hand, a generic company’s own formulation may 
be sufficiently different to merit its own patent protection. 
See U.S. Patent No. 5,567,441 (patent on diltizem 
formulation assigned to Andrx). 

Fourth, the listing regulation requires 

27 35 U.S.C. $271 (e)(2) makes it an act of 
infringement to submit an ANDA for a dmg “claimed in a 
patent.” This statute allows infringement litigation based 
on the fiiing of an ANDA in spite of J 271 (e)(l)‘s safe 
harbor provision protecting activities related to obtaining 
FDA approval from intEngement allegations. As one 
district court has recognized, nothing in the statute limits 
suits under $271(e)(2) to those based on patents listed in 

the Orange Book. In re Buspirone Antitrust Litigation, 185 
F. Supp. 2d 363,372 (S.D.N.Y. 2002) (patentee could have 
brought its infringement suit without relying on its Orange 
Book listing); see also Myian Pharma, Inc. v. Thompson, 
268 F.3d 1323, 1331-32 (Fed. Cir. 2001) (rejecting , 
argument that Mylan’s chalIenge to Orange Book listing 
could be viewed as a defense to Bristol’s assertion of patent 
infringement under 35 U.S.C. 5 271(e)(2) suggesting that 
an infringement suit under J 271(e)(2) does not require that 
the asserted patent be listed in the Orange Book). In spite 
of this fact, one recent district court decision suggested that 
an Orange Book listing and a paragraph IV certification is a 
necessary predicate to a patent suit under 0 271(e)(2). 
Aliergan Inc. v. Aicon Labs, Inc., 200 F.Supp.Zd 1219 
(CD. Cal. 2002). To ensure that litigation can proceed 
upon the filing of an ANDA, without such an Orange Book 
listing and a paragraph IV certification, this decision 
should be overruled. 

*’ 21 C.F.R. $314.53(b). 
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that the patent “claim” the approved drug 
product?’ The Court of Appeals for the 
Federal Circuit &as explained that the term 
“claim” under the Hatch-Waxman 
Amendments has the standard meaning as 
understood in patent law.3o A patent 
“claims” a product only when the written 
section of the issued patent labeled the 
“claims” define it. As the Federal Circuit 
stated, “the plain meaning of ‘claims’ is not 
the same as the plain meaning of 
infiingement.“31 Even though a drug 
product or its use may infiinge a patent 
under the doctrine of equivalents,32 or 

-** indirectly through theories of contributory 
infringement or inducement to infringe, that 
patent does not “claim” the product?3 
Consequently, a brand-name company may 
not list a patent in the Orange Book when its 
approved drug product infringes the patent 

2g Id, 

3o Hoechst-Roussel Pharnw., Inc. v. Lehman, 109 
F.3d 756 (Fed. Cir. 1997) (interpreting the term “claims” in 
the Patent Term Restoration potion of the Hatch-Waxman 
Amendments at 35 U.S.C. (j 156(a)). A district court has 
held that this interpretation of “claims” applies to the 
listing statute. Myian Pharma., Inc. v. Thompson, 139 F. 
Supp. 2d 1, 19-21 (D.D.C. 2001), rev’don othergrounds, 
268 F.3d 1323 (Fed. Cir. 2001). 

759. 
3’ Hoechst-Roussel Pharms., Inc., 109 F.3d at 

32 If an accused device does not literally infringe 
a patent claim because it lacks some element of that claim, 
it may infringe under the doctrine of equivalents if it 
contains some element that is insubstantially different t+om 
the claim element which it lacks. Warner-Jenkinson Co., 
Inc. v. Hilton Davis Chemical Co., 520 U.S. 17,35-36 
(1997). 

33 ffoechst-Rowsel Pharms., Inc., 109 F.3d at 
759 (“The relationship between infringement and the 
claims becomes even more tenuous under the doctrine of 
equivalents, where a product is deemed to infringe the 
patentee’s right to exclude even though the product does 
not fall within the scope of the patent’s claims.“). 

only indirectly or under the doctrine of 
equivalents, and not directly and literally, 

One general concern overlays all four 
points. One function of the Orange Book is 
to provide notice to ANDA applicants of 
relevant patents. There is, however, a trade- 
off between using the Orange Book to 
provide notice of all relevant patents and 
implementing a methodology that grants the 
protection of the 30-month stay to a defined 
class of patents, as does the current statutory 
methodology. One consequence of 
restricting the patents listed in the Orange 
Book is that the Orange Book would then 
not provide notice of every patent that an 
ANDA filer might infringe. For example, 
beyond those patents that do not claim the 
brand-name company’s drug product, the 
Orange Book also provides no notice of 
process patents. The importance of the 
notice fimction of the Orange Book is 
unclear, however. Many companies may not 
need an Orange Book listing to provide 
notice, given the sophistication of their 
patent searching techniques and the common 
practice of monitoring newly listed patents 
on a regular basis.34 

The analysis identified three broad 
categories of patents that raise questions 
about whether they fall within the class the 
Hatch-Waxman Amendments defines as 
listable in the Orange Book. These 
categories, which are more fully explained 
in Appendix H, are: 

1. Patents that may not be 

34 See, e,g., Testimony of Michael Kirschner, 
Immnnex Corp., FTC Public Hearings: Competition and 
Intellectual Property Law and Policy in the 
Knowledge-Based Economy (Feb. 26,2002) available at 
Qttn://www.fic.~ov/ooD/intellect/020226tmns.~d~. 
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considered to claim the drug formulation or 
method of use approved through the NDA. 
For example: 

a. Metabolitepatents that claim 
the chemical compound into 
which a patient’s body 
converts the approved drug 
product; 

b. Drug intermediate patents 
that claim a chemical 
compound used during 
production of the active 
ingredient, but not appearing 
in the final drug product; and 

C. Polymorph patents that claim 
a crystalline form of the 
active ingredient that differs 
from the approved crystalline 
form; 

2. Product-by-process patents 
that claim a drug product produced by a 
specified process; and 

3. Patents that constitute 
double-patenting because they claim subject 
matter that is obvious in view of the claims 
of another patent invented by the same 
person. 

Several points emerge from the 
analysis in Appendices G and H comparing 
these patents to the class of patents defmed 
as listable by the statute. The large majority 
of patents creating an additional 30-month 
stay raise some kind of listing issue. It is 
important to note that this patent analysis 
applies not only to late-issued patents, but 
also potentially to patents listed prior to the 
filing of ANDA. The patents generating the 

first or sole 30-month stay have, on 
occasion, raised similar listability issues. 

Determining whether these patents 
are appropriately listed sometimes involves 
an analysis of chemistry, patent law, and 
FDA law. Many of the listing issues 
concern the FDA’s listing regulations, 
however, rather than interpretations of 
patent scope. For instance, the question of 
whether metabolite, drug intermediate, 
polymorph, and product-by-process patents 
may be listed appears to depend on 
interpretations of the listing regulations. As 
Appendix H detaits, the identification of 
individual patents as falling into one of 
those categories is usually relatively straight- 
forward. 

To the degree there is uncertainty 
about the scope ofthe listing regulations, 
they could be clarified by regulation or 
guidance. The FDA’s clarification of these 
issues is important to antitrust challenges to 
improper Orange Book listings. The 
question of whether a patent claims some 
unapproved aspect (and hence should not be 
listed) may depend more on an interpretation 
of the NDA’s scope of approval than an 
interpretation of the patent. A mechanism 
by which the FDA could comment on the 
scope of an NDA would be helpful in 
resolving some listing disputes, as occurred 
in the Tiazac situation described in Box 4-4. 
An antitrust suit involving complex 
elements beyond the propriety of the listing 
is the only current mechanism to challenge 
an Orange Book listing. 

To clarify some of these issues (but 
not all), the FTC staff has submitted a 
Citizen Petition to the FDA that seeks 
guidance concerning the criteria that a patent 
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must meet before it can be listed in the 
Orange Book?5 The requested guidance 
could eliminate uncertainty surrounding the 
appropriateness of listing some types of 
patents, in particular polymorph patents, in 
the Orange Book, but it will leave other 
issues unaddressed. The FTC staff Citizen 
Petition is pending. 

35 Appendix F contains a copy of the FTC Staff 
Citizen Petition, available at 
<htt&Avww.fda~ov/ohnnsfdocketidailvsiO1lMavO1/05290 
l/cua.u&. 
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Chapter 5 NO-Day Marketing Exclusivity Under the Hatch- 
Waxman Amendments 

Introduction 

The Hatch-Waxman Amendments 
provide 180 days of marketing exclusivity to 
the first generic application that seeks entry 
prior to expiration of the patents listed for 
the relevant brand-name drug product. The 
exclusivity allows this first generic applicant 
to sell the only generic substitute for a 
brand-name drug product for 180 days after 
either i) first commercial marketing by the 
first generic applicant, or ii) a decision of a 
court holding the relevant patents to be 
invalid or not infringed.’ The grant of 180- 
day exclusivity to the first generic applicant 
creates an incentive for a generic company 
to challenge a brand-name’ company’s drug 
product patents. One court has explained 
that 18Oday exclusivity rewards the first 
generic applicant for the expense and effort 
involved with challenging a listed patent? 

If the 1 SO-day exclusivity for the first 
generic applicant does not run, then the FDA 
may not approve any subsequent eligible 
generic applicants. Thus, if the first generic 
applicant agrees not to trigger the 180-day 
exclusivity, the possibility exists that no 
generic applicant may enter the market. The 
Commission’s interest in 1 SO-day 
exclusivity has focused on the agreements 
between brand-name and generic companies 
that have affected whether and when first 
generic applicants have triggered the running 

’ 21 USC. 4 SOXj)(S)(B)(iv). 

2 Mom v. Shalakz, 140 F. 3d 1060,1074 (DC. 
Cir. 1998). 

of 180-day exclusivity. The Commission’s 
antitrust law enforcement actions have 
alleged that certain brand-name and generic 
companies have entered into agreements 
that, among other things, have had the effect 
of delaying entry by the first generic that 
otherwise would trigger the running of the 
180-day exclusivity, thereby creating a 
bottleneck for any subsequent eligibIe 
generic entry.3 

The regulatory landscape 
implementing the 180-day exclusivity 
provision has shified over the last several 
years, and this may have affected the 
frequency with which generic applicants 
obtain lSO-day exclusivity. Before 1992 (a 
time period not included in the FTC’s 
study), the FDA granted 1 SO-day exclusivity 
to 3 generic applicants. From 1992 until 
1998, the FDA grslnted 180-day exclusivity 
to no generic applicants. Since 1998, when 
the FDA changed its regulations in response 
to a court ruling,4 and more ANDAs 
containing paragraph IV certifications have 
been filed, the FDA has granted 1 SO-day 
exclusivity to the fast generic applicant for 
3 1 drug products. 

For the drug products within the 

3 See Abbott Laboratories, No. C-3945 (May 22, 
2000) (consent order), available at 
<httu:ilwuw.ftc.~ov/os/2QO~fO3/abbott.do.h~ (this 
consent order related to 2 drug products: Hytrin tablets and 
Hyhin capsules). 

4 See Mova, supra n. 2. 
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scope of this study, the generic applicant’s 
commercial marketing has triggered the 180- 
day exclusivity in 19 of 3 1 instances. The 
data show that when the brand-name 
company did not sue the first generic 
applicant for patent infringement (29 drug 
products, see Table 2-l), the first generic 
applicant began commercial marketing soon 
after receiving FDA approval. 

The data show that 14 of the 20 final 
settlements obtained through the study 
(discussed in Chapter 3) had the potential, at 
the time they were executed, to “park” the 
first generic applicant’s 180-day exclusivity 
for some period of time, thus preventing 
FDA approval of any eligible subsequent 
applicants. In addition to the 20 fmal 
settlement agreements, there were 4 interim 
settlement agreements pursuant to which the 
patent litigation continued, but the parties 
agreed upon certain conditions in the 
meantime. The Commission, as noted 
above, has challenged interim settlements 
for 3 drug products, 

This chapter describes the 180-day 
provision in the Hatch-Waxman 
Amendments and details how FDA’s rules 
governing 180-day exclusivity have evolved. 
The chapter examines how the 180-day 
exclusivity has been triggered, and it also 
reviews the agreements that were obtained 
through the study that affect the triggering of 
the 180-day exclusivity. 

The Shifting Regulatory 
Landscape Implementing the 
1 SO-Day Exclusivity Period 

FDA rules implementing the 1 SO-day 
exclusivity have changed over the last 
several years. This section describes the 
FDA’s initial approach to implementing the 
180-day exclusivity through the “successful 
defense” requirement and the current rules 
that no longer require a successful defense. 
The section then discusses the FDA’s 
regulations governing what constitutes a 
decision of a “court” and “commercial 
marketing” sufficient to trigger the first 
generic applicant’s 1 SO-day exclusivity. 
Finally, it discusses” recent developments 
surrounding the awarding of “shared” 
exclusivity to multiple generic applicants. 

Successful Defense Requirement 

In October 1994, the FDA issued 
final regulations governing how it would 
award the 180-day exclusivity period to 
generic applicants.’ FDA regulations 
required that, to obtain the 180-day 
exclusivity, the first generic applicant had to 
defend successfully against a patent claim of 
the brand-name company.6 The FDA 
asserted that only those generic applicants 
that had devoted considerable time and 
money to defend successfUy the patent 
infringement lawsuit were entitled to be the 
first and only generic company on the 
market for 180 days. The FDA reasoned 
that a first generic applicant that a brand- 

5 See 59 Fed. Reg. 50338 ef seq. (Oct. 3,1994). 
Prior to this time, the FDA used an approach similar to that 
outlined in these regulations. 

6 See id. 
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name company had not sued might have an 
incentive to delay marketing. This delay 
would prolong the period of no generic 
competition, because other generic products 
may not be approved until the first generic 
product begins commercial marketing.7 

These regulations were challenged in 
Mova v. Shalula, a case involving the brand- 
name drug product Glynase.* Mova 
Pharmaceuticals was the first generic 
applicant for Glynase. Pharmacia & 
Upjohn, the brand-name company, sued 
Mova for patent infringement within the 
requisite 45-day period, thus initiating the 
30-month stay on FDA approval of Mova’s 
application. Pharmacia did not sue the 
second generic applicant, Mylan 
Pharmaceuticals, for the same drug product 
within 45 days of being notified, thus, the 
30-month stay was not triggered. FDA was 
about to approve Mylan’s ANDA prior to 
the expiration of Mova’s 30-month-stay, but 
before the district court had ruled on the 
merits of patent infringement case against 
Mova, the first generic applicant. Nova 
therefore sued the FDA to delay the effective 
date of the approval of Mylan’s application 
until Mova had won its patent infringement 
suit or begun commercial marketing of its 
generic product. 

The district court granted a 
preliminary injunction against the FDA on 
January 23,1997, requiring the FDA to 
delay approval of Mylan until after Mova’s 
180 days of exclusivity took effect. This 
ruling rejected FDA’s “successful defense” 
requirement as inconsistent with the plain 

’ See 54 Fed. Reg. 28872 (Jul. 10,1989). 

* 955 F. Supp. 128 (D.D.C. 1997),&-d, I40 F. 
3d 1060 (D.C. Cir. 1998). 

language of the Hatch-Waxman 
Amendments? The Court of Appeals for the 
District of Columbia Circuit affirmed the 
District Court’s ruling in its April 1998 
decision. lo 

The FDA revoked the “successfir 
defense” requirement and now makes 
exclusivity decisions on a case-by-case basis 
applying the literal words of the statute.” 
The FDA also has proposed new regulations 
to address issues that these court decisions 
have raised. *’ This rulemaking proceeding 
has been pending since August 1999. 

Definition of the “Court ” As 
Used in the f8U-Day Marketing 
Exclusivity Provision 

The FDA originally interpreted the 
definition of a court that would trigger 1 SO- 
day exclusivity to be “the court that enters 
final judgment from which no appeal can be 
or has been taken.“13 In Mylan 

‘See Mova, I40 F.3d at 1069. 

lo The Court of Appeals also referenced 
Granutec Inc. v. Shalala, I39 F.3d 889, 1998 WL 153410 
(4t” Cir. 1998); 46 USPQZd 1398 (4’b Cir. 1998) 
(unpublished opinion), in dicta, ‘We note that the Fourth 
Circuit recently came to the same conclusion in an 
unpublished opinion.” Mova, 140 F.3d at 1069. 

” The FDA also subsequently published 
guidance tk industry entitled “180-Day Generic Drug 
Exclusivity Under the Hatch-Waxman Amendments to the 
Federal Food, Drug, and Cosmetic Act” (June 1998), 
describing its approach to I80-day exclusivity in light of 
Mova and Grant&c. 

‘2 64 Fed. Reg. 42873 (Aug. 6,1999). 

I3 21 CFR 314.107(e)(f) (1999). 

-\ 
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Pharmaceuticals, Inc. v. Shalala,‘4 the 
District Court for the District of Columbia 
found FDA’s interpretation of “court” to be 
incorrect; the court instead held that “court” 
means “district court.” The FDA amended 
its rules to implement the A4ylan decision by 
defining the “court” decision that triggers 
the running of the 180-day marketing 
exclusivity period as the decision of a 
district court. This definition applies, 
however, only to ANDAs containing 
paragraph IV certifications filed with the 
FDA after March 2000. Thus, if a generic 
applicant filed its ANDA with the paragraph 
IV certification prior to March 2000, the 
definition of a court will remain “the court 
that enters final judgment from which no 
appeal can be or has been taken.“15 

exclusivity occurred prior to 199 1 and 
involved drugs not included in the scope of 
the study. 

Since MOW, the FDA has granted the 
180-day exclusivity to the first generic 
applicant for 3 1 drug products.‘7 Table 5-l 
categorizes these grants of exclusivity by the 
triggering mechanism (either by commercial 
marketing or the decision of a court) as of 
June 1,2002. 

Table 5-l: Marbting Exclusivity 
Triggering Event Since 1998” -\ 

Commercial Marketing I 19 I 

Triggers for the HO-Day 
Exclusivity Period 

Prior to the Mova court of appeals 
decision on April 14,1998, the FDA had 
granted the 18Oday exclusivity to 3 generic 
applicants for drug products covered by 3 
NDAs.16 In each case, a court had decided 
that the patent was invalid or not infiinged 
such that the generic applicant had 
“successfully defended” the patent litigation 
suit. Each of these grants of the 180-day 

l4 Myian Pharmaceuticals, Inc. v. Shalala, 81 
F.Supp.Zd 30 (D.D.C. 2000). 

I5 FDA, Guidance for Industry, Court Decisions, 
ANDA Approvals, and 180-Day Exclusivity Under the 
Hatch-Waxman Amendments to the Federal Food, Drug, 
and Cosmetic Act (Mar 2000). ‘This guidance document 
also discusses the definition ofa court for purposes of 
when the 30-month stay expires, see Chapter 4. 

I6 This information was provided by the FDA to 
the FTC staff. 

Court Decision of Patent invalidity 

I7 For 8 drug products, the FDA has provided 
two or more generic applicants the 1 IO-day exclusivity fbr 
drug products covered by the same NDA, because different 
generic applicants had the first ANDA for a particular 
strength of the drug product (e.g., 3Omg, 60 mg, and 90 mg 
tablets). To ensure no overcountiug, the totals referred to 
in this section (and throughout the report unless otherwise 
noted) relate only to the number of NDAs for which 180- 
day exclusivity has been granted. For each drug product 
where this occurred, the same 180-&y exclusivity was 
activated by the same trigger (i.e., commercial marketing or 
a court decision). 

t * For 2 drug products not included in Table 5-1 
but within the scope of this study, the first genetic 
applicant relinquished its eligibihty for the 180-day 
exclusivity, thus eliminatiirg any delay for subsequent 
generic applicants to market their generic products. In 
addition, for 3 other drug products not included in Table S- 
1, but within the scope of the study, the FDA has indicated 
that certain generic applicants are eligible far 1 SO-day 
exclusivity, but the period has not yet started to run, 
because neither trigger has been activated. 
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Trigger: Commercial 
Marketing 

For 19 of the 3 1 drug products in 
Table 5-1, the first generic applicant’s 
commercial marketing triggered the running 
of the 180-day exclusivity period. 

In 5 of the 19 instances, commercial 
marketing occurred when the FDA did not 
consider a district court decision sufficient 
to trigger the 180&y exclusivity. In these 5 
instances, the generic applicants had 
prevailed at the district court and the 30- 
month stay period had expired, so that the 
FDA approved the generic applicant’s 
ANDA. Rather than waiting for an appellate 
decision, the generic applicants began 
commercial marketing. In each of these 
instances, the generic applicant ultimately 
prevailed in the appellate court, but 
commercial marketing, not a court decision, 
triggered the 180~day exclusivity. 

For another 5 of the 19 drug products 
in Table 5- 1, the fast generic applicant was 
not sued. Thus, the only available trigger for 
the 1 SO-day exclusivity period was the first 
generic applicant’s commercial marketing.” 

In each of these instances, the first generic 
applicant began comme&ial marketing soon 
after receiving FDA approval. For 3 of 
these 5 drug products, the second generic 
applicant was approved at the end of the 
180-day exclusivity period, and there was 
not a second generic applicant for the other 2 
drug products. 

In 8 of the 19 instances, the brand- 
name company and the generic applicant 
settled the patent litigation and the generic 
applicant’s commercial marketing triggered 
the 1 SO-day exclusivity. These 8-tettlements 
can be grouped into 4 categories: 

* For 3 drug products, the generic 
applicant entered an interim settlement with 
the brand-name company. Following 
termination of the settlement and FDA 
approval, the generic applicant was granted 
180-day exc1usivity.2o 

* For 2 drug products, the generic 
applicant obtained a license to use the 
patents that were subject to the paragraph IV 
certification prior to the patent’s expiration. 
The generic applicant then obtained FDA 
approval and began marketing the generic 
product that was the subject of its ANDA 

I9 There was one other drug product for which 
the first applicant was not sued, but its 1 SO-day exclusivity 
was triggered by a court decision favorable to the second 
generic applicant. In this case, the FDA had not approved 
the first applicant’s ANDA, but the second generic 
applicant appeared to be ready to market - except that it 
had to wait for the running of the first applicant’s 1 SO-day 
period. That the 1 IlO-day exclusivity had not run for the 
first generic applicant, because its ANDA had not yet been 
approved, delayed FDA approval of the second generic 
applicant’s ANDA To remedy this problem, the second 
generic applicant sought a court decision ofnon- 
infringement to activate the “court decision” trigger. The 
district court hearing this declaratory judgment action 
dismissed the case for lack of case or controversy, because 
the brand-name company indicated that it would not sue 
the generic applicant for infringement. The second generic 

applicant argued that this constituted a “COW decision” 
sufftcient to trigger the 1 SO-day period. The Court of 
Appeals for the District of Columbia agreed and ruted that 
a district court’s earlier dismissal of the second generic 
applicant case for lack of case or controversy activated the 
court decision trigger and, thus, started the running of the 
first generic applicant’s 1 &O-day exclusivity. See rev0 
PhmnaceuticaLr, U?L4, Inc. v. FDA, I82 F.3d 1003 (D.C. 
Cir. 1999). There is some uncertainty regarding whether 
this reasoning would apply to trigger the 1 SO-day 
exclusivity in the future. 

2o See Abbott Labs., supra n 3. 
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(see drug products A and C in Table 3-2).21 

. For 2 drug products, the settlement 
involved a supply agreement allowing the 
generic applicant to market the brand-name 
company’s product as a generic prior to 
patent expiration (see drug product K in 
Table 3-3,22 and the description of the 
second supply agreement in the text of 
Chapter 3).23 

. For 1 drug product, the settlement 
specified a date on which entry of the 
generic product could occur, which was 
prior to patent expiration (see drug product 
L in Table 3-3)F4 

In the last of the 19 instances in 
which commercial marketing triggered the 
1 SO-day exclusivity, commercial marketing 
began after the brand-name company 

21 The generic applicant that was party to the 
remaining license agreements in Table 3-2 did not receive 
the 180~day exclusivity for one of 2 masons: ( 1) the 
agreement was executed at a time when the FDA required 
the first applicant to defend successfhlly the patent 
infringement suit; having failed to do so, they were 
ineligible for 1 SO-day exclusivity, or (2) the license has not 
yet taken effect, because of a waiting period in the 
agreement, such that commercial marketing has not y& 
occurred. 

22 See Letter to Deborah A. Jaskot, Teva 
Pharmaceuticals USA, FDA Docket No. OOP- 1446/CP 1 
(Feb. 6,200i). 

23 Although the 180-day exclusivity has run in 
these 2 instances, there is some uncertainty as to whether 
commercial marketing by the first generic applicant of the 
brand-name company’s product will always activate the 
commercial marketing trigger. 

24 In most cases, the generic applicant that was 
the party to the remaining settlements in Table 3-3 
(settlements with brand payments), did not obtain the I80- 
day exclusivity because entry did not occur until patent 
expiration, thus the generic applicant was ineligible for the 
180-&y exclusivity. 

dismissed the patent suit upon determining 
the ANDA did not infringe the brand-name 
product. 

Trigger: Court Decision 

For 12 out of the 3 1 drug products, 
the FDA granted: 180-day exclusivity to a 
generic applicant following a court decision 
of patent invalidity or non-infringement. 
Other than the 2 drug products involved in 
the challenge to the FDA’s successfin 
defense requirement:5 in most instances the 
court that activated the geurt decision trigger 
was an appellate court decision. More 
recently, in 2 of the 12 cases, a district court 
decision has triggered the running of the 
1 SO-day exclusivity. In one case, the FDA 
approved the ANDA after 2 1 days of the 
180-day period had already run, and in the 
other case, FDA approval came 120 days 
into the 180-day period, thus shortening the 
effective life of the 1 SO-day period. 

Eflect of 180-Day Exclusivity 
on FDA Approval of 
Subsequent EEig*ble Generic 
Applicants 

As noted in the introduction, in 
addition to encouraging entry by the first 
generic applicant, the 180~day exclusivity 
can delay when the FDA approves any 
subsequent eligible generic application that 
also contains a paragraph IV certification. If 
the 180&y exclusivity for the first generic 
applicant does not run, then the FDA may 
not approve any subsequent eligible generic 
applicants. Once the f SO-day exclusivity 

25 See Mova and Granutec. mpra n. 8-l 0 and 
accompanying text. 
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runs, the FDA may approve any additional 
generic ANDAs that have been filed and 
meet regulatory requirements. 

As discussed in Chapter 3, 14 of the 
20 of the settlement agreements obtained 
through the study, at the time they were 
executed, had the potential to “park” the fust 
generic applicant’s 180-day exclusivity for 
some period of time, thus preventing FDA 
approval of any subsequent eligible 
applicants?6 These agreements include the 4 
license agreements with a waiting period 
before the license took effect (drug products 
A, E, F, and H in Table 3-2), the 2 supply 
agreements described in the text of Chapter 
3, and settlements with brand payments 
(drug products I through P in Table 3-3). 
Ten brand-name companies and 10 generic 
companies used agreements with respect 
to 14 drug products. 

In addition to the 20 final settlement 
agreements, there were 4 interim settlement 
agreements pursuant to which the patent 

26 Whether FDA was actually prevented from 
approving subsequent eligible generic applicants depends 
on a number of factors, including whether there were 
subsequent generic applicant(s) and the result of any patent 
litigation with those applicants. 

litigation continued, but the parties agreed 
upon certain conditions until the patent 
litigation was resolved. The Commission 
has challenged interim settlements for 3 
drug products. Inthose agreements, the 
Commission alleged that the brand-name 
drug company paid the first generic 
applicant not to enter the market, thereby 
retaining its (unused) 1 &O-day marketing 
exclusivity and precluding the FDA from 
approving any eligible subsequent generic 
applicants.27 

Between April 1999 (shortly after 
FTC investigatiGls in this area became 
public) and the end of the period covered by 
this study, brand-name companies and first 
generic applicants have not entered 
agreements similar to the interim agreements 
challenged by the FTC!. 

27 Se.9 sup-a. n. 3. 
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Introduction 

This chapter reviews FDA 
regulations concerning the use of citizen 
petitions. It also examines the citizen 
petitions that brand-name companies have 
filed about drug products in this study, and 
discusses their effect on the development of 
generic drug competition for these drug 
products. 

The FDA has generally resolved the 
issues raised by the citizen petitions that 
brand-name companies file about drug 
products in this study in a timely manner, 
and in most instances prior to a district court 
ruling on the merits of the patent 
infringement litigation. Thus, for drug 
products in the study, citizen petitions that 
have been answered by the FDA have not 
delayed generic competition. 

No general conclusions about the use 
of citizen petitions can be drawn from this 
study, however, because it did not examine 
citizen petitions filed in connection with 
ANDAs that contained paragraph I, II, or ILI 
certifications. Citizen petitions may have a 
greater potential to delay generic 
competition in those circumstances, in 
which no 30-month stay would be 
applicable. 

FDA Regulations Governing 
Citizen Petitions 

The FDA has several informal and 
formal mechanisms by which it can be 
contacted on a particular issue (including via 

Chapter 6 FDA Citizen Petitions and Generic Drug Applications 

letter, fax, email or meeting). A formal 
procedure, which has been used by both 
brand-name and generic pharmaceutical 
companies, is the filing of a citizen petition.’ 
The FDA can be petitioned on any matter or 
issue which is within the Agency’s 
jurisdiction. 

The petition can request that the 
Commissioner issue, amend, or revoke a 
regulation or order, or take or refrain from 

aN 
taking any other form of administrative 
action. The Commissioner must furnish a 
response to a petitioner within 180 days of 
receipt of the petition.* The FDA’s reply 
must approve, deny, or provide a tentative 
response. If the FDA provides a tentative 
response, it must indicate why the agency 
has been unable to reach a decision on the 
petition and may indicate when a final 
response maybe %rnished.3 Unlike 
ordinary correspondence, the FDA treats the 
response to a citizen petition as the official 
position of the agency.4 

Individuals and companies often use 
the formal citizen petition process to raise 
issues regarding the safety and efficacy of 
pharmaceuticals. Brand-name companies, 
for example, have petitioned the FDA on 
issues relating to bioequivalence for 
particular generic tigs. 

The FTC staff has commented to the 

* 21 C.F.R. 9 10.30. 

’ Id. at 10.30(e)(2). 

3 Id. 

4 Id. at fi 10.45(d). 
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FDA on the potential for such petitions, on 
occasion, to mask anticompetitive strategies. 
The FTC staff has suggested changes to the 
FDA’s proposed rules governing citizen 
petitions that might reduce the potential for 
regulatory abuse.’ The FTC staff comment 
explained there is a potential for 
anticompetitive abuse of nearly any 
regulatory process.6 To delay competition 
may be a lucrative strategy for an incumbent, 
especially in an industry in which entry is 
regulated, such as pharmaceuticals. 
Improper petitioning may be appealing in 
part because it can be used against any size 
firm, regardless of relative resources of&e 
parties. The cost of filing an improper 
citizen petition may be trivial compared to 
the value of securing a delay in a rival’s 
entry into a lucrative market.7 

The Noerr-Pennington doctrine often 
protects participation in the regulatory 
process from antitrust scrutiny.8 As 
discussed in Chapter 4, in its simplest terms, 
the Noerr-Pennington doctrine shields 
private parties from antitrust liability when 
they engage in concerted but genuine efforts 
to influence governmental action, even 
though the conduct is undertaken with an 

5 Comment of the Staff of the Bureau of 
Competition and the Office of Policy Planning of the 
Federal Trade Commission, Citizen Petitions; Actions That 
Can be Requested by Petition; Denials, Withdrawals, and 
Referrals for Other Administrative Action, FDA Docket 
No. 99N-2497 (Mar. 2,200O) (FTC Staff Comment on 
Citizen Petitions). 

6 Robert H. Bark. The Antitrust Paradox 347 
(1978) (“The modern profusion of [. . .f governmental 
authorities offers almost limitless possibilities for abuse.“). 

7 Id. at 348. 

8 Eastern Railroad Presidents Conference v. 
Noerr Mobr Freight, Inc., 365 U.S. 127 (1961); United 
Mine Workers v. Pennington, 38 1 U.S. 657 (1965). 

anticompeti tive intent and purpose. If 
regulatory intervention (or a series of 
interventions) is used, however, to impede 
competition, antitrust concerns may be 
raised if not shielded by Noerr-Pennington.g 

One of the recommendations in the 
FTC Staff Comment on Citizen Petitions 
was that the FDA consider requiring 
notification of whether the citizen petitioner 
has received, or will receive, consideration 
for filing the citizen petition and 
identification of the party furnishing the 
consideration. This information may be 
important in evaluating the competitive 
effect of the petition. 

The Use of C itizen Petitions 
About Drug Products for 
Which an ANDA Containing a 
Paragraph IV Certification 
Was Filed 

Each brand-name company was 
required to state, fir each drug product 
included in the study for which the company 
has been notified that an ANDA containing 
a paragraph IV certification has been filed 
with the FDA, whether the company has 
filed, or contributed to the filing of, in whole 
or in part (e.g., provided funds, legal or 
regulatory assistance to support the filing), a 
citizen petition with FDA concerning an 
ANDA related to that drug product and to 
iden@ the FDA docket number assigned to 
such citizen petition. 

’ Professional Real Estate Investors, Inc. v. 
Columbia Pictums Hindus. Inc., 508 U.S. 49 (1993); see 
also Bork, see n. 5, at 354. 
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Of the 104 drug products included in 
this study, brand-name companies tiled 
citizen petitions relating to generic versions 
of 12 drug products. The data showed that 
for 1 drug product, the brand-name company 
filed 3 citizen petitions against different 
generic applicants; each petition sought 
different relief. For 2 other drug products, 
the brand-name company filed 2 citizen 
petitions, each seeking different relief. 
Thus, brand-name companies filed a total of 
16 separate citizen petitions relating to the 
104 drug products included in the study. 

In each case, the brand=laame 
company was the author of the petition and 
there was no effort on behalf of the company 
to withhold its identity from the FDA. 

For 11 of the 12 drug products 
covered by citizen petitions, the brand-name 
company that had filed the citizen petition 
also had either settled the patent 
infringement litigation with an agreement 
that contained a brand payment (see Chapter 
3), filed a late-issued patent to obtain a 
second 30-month stay (see Chapter 41, or has 
patent litigation pending in which the brand 
company has claimed the ANDA infringes 
more than one patent (see Chapter 4). 

Table 6-l breaks down the type of 
request that was included in each petition. 

Table 6-l Bramd-Name Company Use of 
Citizen Petitions 

I Additional bioequivalence studies or 7 
safety studies I 

I’ Additional patent certifications 13 I 

I FDA to classify the NDA as a different 2 
dosage form I I 

I Other 14 I 
Almost 50 percent of the citizen 

petitions requested that the FDA require 
additional bioequivalence studies before 
approving the generic applicant’s ANDA. 
Of these 7 petitions regarding 
bioequivalence, the FDA denied 3 of these 
petitions, granted 1, granted and denied 1 in 
part, and 2 petitions were pending as of June 
1,2002. In each case in which the petition 
was denied, the brand-name company also 
had initiated patent infringement litigation 
against the generic applicant. 

In the 5 cases in which the FDA 
ruled on the merits of the bioequivalence 
issues raised by the petition, it did so prior to 
a district court ruling on the merits of the 
infringement litigation and prior to the 
expiration of the 30-month stay. Thus, the 
fiiing of the citizen petition in these cases 
did not affect the generic product’s entry. 
For the other 2 bioequivalence petitions, the 
FDA has not yet approved the generic 
applicant’s ANDA. 

In the second category of citizen 
petitions described in Table 6- 1, brand-name 
companies requested the FDA refrain from 
approving a generic version of the drug 
product unless the generic company certified 
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to a new patent that was listed after the 
generic applicant had filed its ANDA. The 
FDA denied one of the petitions, and in the 
other two, the petitions were withdrawn 
because of a merger or because the generic 
applicant made the requisite patent 
certification. In each case, the citizen 
petition did not affect when the FDA 
approved (if it did) the generic applicants’ 
ANDAs. 

In the third category of citizen 
petitions described in Table 6-1, brand-name 
companies requested FDA redefine dosage 
forms with varying relgase mechanisms as 
distinct dosage forms. If the FDA were to 
grant this category of petitions, the generic 
applicant also would have been required to 
file a suitability petition that sought an FDA 
ruling that the two dosage forms were 
bioequivalent. In other words, it would have 
been procedurally more difficult for the 
generic applicant to have its ANDA 
approved in a timely manner. 

The FDA denied both of these 
petitions. In each case, the brand-name 
company had sued the generic applicant for 
patent infringement, and the citizen petition 
was resolved by the FDA within the 30- 
month stay period. Thus, the petition had no 
effect on the timing of generic drug 
approval. 

The last 4 citizen petitions dealt with 
issues unique to the underlying drug 
product. In one case, the petition was 
withdrawn, in another the FDA responded to 
the petition in an informal manner that 
satisfied the parties involved, in the third 
instance, the petition was denied, and in the 
fourth case, the petition was pending as of 
June 1,2002. In the first 3 cases, the 

resolution of the citizen petition did not 
effect market entry by the generic applicant. 

Conclusions 

The citizen petitions related to drug 
products in the study that have been resolved 
did not affect the timing of generic entry. 
The FDA has addressed the issues raised by 
those citizen petitions in a timely manner 
and prior to the expiration of the 30-month 
stay related to the underlying patent 
infringement litigation. 

No general conclusions about the use 
of citizen petitions, however, can be drawn 
from this study, however, because it only 
examined citizen petitions filed in 
connection with ANDAs that contained 
paragraph IV certifications. 
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Appendix A: 
Glossary of Terms 

“ANDA” means Abbreviated New Drug Application. 

“Drug product” means the finished dosage form of a drug approved through an NDA or ANDA. 

“Generic applicant” means those companies that have filed an ANDA containing a paragraph IV 
certification. 

“Brand-name company” is synonymous with the NDA holder. 

“180-day exclusivity” is the grant of 180 days of exclusive marketing to the first generic applicant 
that files an ANDA containing a paragraph IV certification after either i) first commercial marketing 
by the first generic applicant, or ii) a decision of a court holding the relevant patents to be invalid or 
not infringed? 

“NDA” means New Drug Application. Pursuant to the Federal Food, Drug, and Cosmetic Act, a 
brand-name company seeking to market a new drug product must first obtain FDA approval by filing 
an NDA. 

“Orange Book” means the FDA’s publication entitled “Approved Drug Products with Therapeutic 
Equivalence,” in which the patents claiming a drug product approved through an NDA are listed. 

“Paragraph 1 certification” means a certification that a generic applicant seeks FDA approval of its 
ANDA for a relevant NDA for which no patent information has been filed in the Orange Book. 

“Paragraph II certification” means a certification that a generic applicant seeks FDA approval of its 
ANDA for a relevant NDA for which a patent filed in the Orange Book has expired. 

“Paragraph ITI certification” means a certification that a generic applicant seeks FDA approval of its 
ANDA as of the date a patent listed in the Grange Book for a relevant NDA expires. 

“Paragraph IV certification” means a certification that a patent listed in the Orange Book is invalid or 
will not be infringed by the generic drug for which the ANDA applicant seeks approval. 

“Settlements” means agreements settling patent litigation between brand-name companies and a 
generic applicant that has filed an ANDA containing a paragraph IV certification. 

“30-month stay” prohibits the FDA from approving an ANDA with a paragraph IV certification for 30 
months if the relevant brand-name company brings a patent infringement suit within 45 days of notice 
of the generic applicant’s paragraph IV certification. The 30-month stay is terminated by (1) the 
expiration of the patents; (2) a final determination of non-infringement or patent invalidity by a court 
in the patent litigation; or (3) the expiration of thirty months from the receipt of notice of the 
Paragraph IV certification. 

A-l 



Appendix B: 
Relevant Provisions of the Hatch-Waxman Amendments 

21 USCA 5 355 (a), (b) and (j) 

(a) Necessity of effective approval of application 

No person shall introduce or deliver for introduction into interstate commerce any new drug, unless an approval of 

an application filed pursuant to subsection (b) or cj) of this section is effective with respect to such drug. 

(b) Filing application; contents 

(1) Any person may file with the Secretary an application with respect to any drug subject to the provisions of 

subsection (a) of this section. Such person shall submit to the Secretary as a part of the application 

(A) full reports of investigations which have been made to show whether or not such drug is safe for 

use and whether such drug is effective in use; 

(B) a full list of the articles used as components of such drug; 

((2 a full statement of the composition of such drug; 

(W a full description of the methods used in, and the facilities and controls used for, the manufacture, 

processing, and packing of such drug; 

(E) such samples of such drug and of the articles used as components thereof as the Secretary may 

require; and 

(2) 

WI specimens of the labeling proposed to be used for such drug. The applicant shall file with the 

application the patent number and the expiration date of any patent which claims the drug for 
which the applicant submitted the application or which claims a method of using such drug and 
with respect to which a claim of patent infringement could reasonably be asserted if a person not 
licensed by the owner engaged in the manufacture, use, or sale of the drug. If an application is filed 
under this subsection for a drug and a patent which claims such drug or a method of using such 
drug is issued after the filing date but before approval of the application, the applicant shall amend 
the application to include the information required by the preceding sentence. Upon approval of 
the application, the Secretary shall publish information submitted nnder the two preceding 
sentences. The Secretary shall, in consultation with the Director of the Nationai Institutes of Health 
and with representatives of the drug manufacturing industry, review and develop guidance, as 
appropriate, on the inclusion of women and minorities in clinical trials required by clause (A). 

An application submitted under paragraph (1) for a drug for which the investigations described in clause 

(A) of such paragraph and relied upon by the applicant for approvai of the application were not conducted 
by or for the applicant and for which the applicant has not obtained a right of reference or use from the 
person by or for whom the investigations were conducted shall also include - 

(4 a certification, in the opinion of the applicant and to the best of his knowledge, with respect to each 

patent which claims the drug for which such investigations were conducted or which claims a use 
for such drug for which the applicant is seeking approval under this subsection and for which 
information is required to be filed under paragraph (1) or subsection (c) of this section - 

(0 that such patent information has not been filed, 

(ii) that such patent has expired, 

(iii) of the date on which such patent will expire, or 

that such patent is invalid or will not be infi%nged by the manufacture, use, or sale of the 
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new drug for which the application is submitted; and 

if with respect to the drug for which investigations described in paragraph (l)(A) were conducted 

information was filed under paragraph (1) or subsection (c) of this section for a method of use 
patent which does not claim a use for which the applicant is seeking approval under this 
subsection, a statement that the method of use patent does not claim such a use. 

W  

(3) 

(A) 

w 

0 

(4) 

(4 

(B) 

(f.3 

(W 

An applicant who makes a certification described in paragraph (2)(A)(iv) shall include in the 

application a statement that the applicant will give the notice required by subparagraph (B) to - 

(9 each owner ofthe patent which is the subject of the certification or the representative of 

such owner designated to receive such notice, and 

the hoIder of the approved application under subsection (b) of this section for the drug 

which is claimed by the patent or a use of which is claimed by the patent or the 
representative of such holder designated to receive such notice. 

The notice referred to in subparagraph (A) shall state that an application has been submitted under 

this subsection for the drug with respect to which the certification is made to obtain approval to 
engage in the commercial manufacture, use, or sale of the drug before the expiration of the patent 
referred to in the certification. Such notice shall include a detailed statement of the factual and 
legal basis of the applicant’s opinion that the patent is not valid or will not be infringed. 

If an application is amended to include a certification described in paragraph (2)(A)(iv), the notice 

required by subparagraph (B) shall be given when the amended application is submitted. 

The Secretary shall issue guidance for the individuals who review applications submitted under 

paragraph (1) or under section 262 of title a which shalt relate to promptness in conducting the 
review, technical excellence, lack of bias and conflict of interest, and knowledge of regulatory and 
scientific standards, and which shall apply equally to ail individuals who review such applications. 

The Secretary shall meet with a sponsor of an investigation or an applicant for approval for a drug 

under this subsection or section 262 of title f12 if the sponsor or applicant makes a reasonable 
written request for a meeting for the purpose of reaching agreement on the design and size of 
clinical trials intended to form the primary basis of an effectiveness claim. The sponsor or 
applicant shall provide information necessary for discussion and agreement on the design and size 
of the clinical trials. Minutes of any such meeting shall be prepared by the Secretary and made 
available to the sponsor or applicant upon request. 

Any agreement regarding the parameters of the design and size of clinical trials of a new drug 

under this paragraph that is reached between the Secretary and a sponsor or applicant shall be 
reduced to writing and made part of the administrative record by the Secretary. Such agreement 
shall not be changed after the testing begins, except - 

6) with the written agreement of the sponsor or applicant; or 

(ii) pursuant to a decision, made in accordance with subparagraph (D) by the director of the 

reviewing division, that a substantial scientific issue essential to determining the safety or 
effectiveness of the drug has been identified after the testing has begun. 

A decision under subparagraph (C)(ii) by the director shall be in writing and the Secretary shall 

provide to the sponsor or applicant an opportunity for a meeting at which the director and the 
sponsor or applicant will be present and at which the director will document the scientific issue 
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(El 

(F) 

6) 

involved. 

The written decisions ofthe reviewing division shall be binding upon, and may not directly or 

indirectly be changed by, the field or compliance division personnel unless such field or 
compliance division personnel demonstrate to the reviewing division why such decision should be 
modified. 

No action by the reviewing division may be delayed because of the unavailability of information 

from or action by field personnel unless the reviewing division determines that a delay is necessary 
to assure the marketing of a safe and effective drug. 

For purposes of this paragraph, the reviewing division is the division responsible for the review of 

an application for approval of a drug under this subsection or section 262 of title 42 (including all 
scientific and medical matters, chemistry, manufacturing, and controls). 

(0 
Abbreviated new drug applications 

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

(2) 

t-4 An abbreviated application for a new drug shall contain - 

6) information to show that the conditions of use prescribed, recommended, or suggested in 

the labeling proposed for the new drug have been previously approved for a drug listed 
under paragraph (7) (hereinafter in this subsection referred to as a “listed drug”); 

(ii) 

(0 if the listed drug referred to in clause (i) has only one active ingredient, 

information to show that the active ingredient of the new drug is the same as that 
of the listed drug; 

(IV if the listed drug referred to in clause (i) has more than one active ingredient, 

information to show that the active ingredients of the new drug are the same as 
those of the listed drug, or 

(W if the listed drug referred to in clause (i) has more than one active ingredient and 

if one of the active ingredients of the new drug is different and the application is 
filed pursuant to the approval of a petition filed under subparagraph (C), 
information to show that the other active ingredients of the new drug are the 
same as the active ingredients of the listed drug, information to show that the 
different active ingredient is an active ingredient of a listed drug or of a drug 
which does not meet the requirements of section m(p) of this title, and such 
other information respecting the different active ingredient with respect to which 
the petition was filed as the Secretary may require; 

(iii) information to show that the route of administration, the dosage form, and the strength of 

(iv) 

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

information to show that the new drug is bioequivalent to the listed drug referred to in 

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

0,) 

(vi) 

information to show that the labeling proposed for the new drug is the same as the 

labeling approved for the listed drug referred to in ciause (i) except for changes required 
because of differences approved under a petition filed under subparagraph (C) or because 
the new drug and the listed drug are produced or distributed by different manufacturers; 

the items specified in clauses (B) through (F) of subsection (b)( 1) of this section; 

(vii) a certification, in the opinion of the applicant and to the best of his knowledge, with 

respect to each patent which claims the listed drug referred to in clause (i) or which 
claims a use for such listed drug for which the applicant is seeking approval under this 
subsection and for which information is required to be filed under subsection (b) or (c) of 
this section - 

(1) that such patent information has not been filed, 

that such patent has expired, 

of the date on which such patent will expire, or 

(viii) 

(IV) that such patent is invalid or will not be infringed by the manufacture, use, or 

sale of the new drug for which the application is submitted; and 

if with respect to the listed drug referred to in clause (i) information was filed under 

subsection (b) or (c) of this section for a method of use patent which does not claim a use 
for which the applicant is seeking approval under this subsection, a statement that the 
method of use patent does not claim such a use. 

The Secretary may not require that an abbreviated application contain information in addition to that required by 

clauses (i) through (viii). 

0-Q 

6) 

(ii) 

(iii) 

An applicant who makes a certification described in subparagraph (A)(vii)(lV) shall 

include in the application a statement that the applicant will give the notice required by 
clause (ii) to - 

(1) each owner of the patent which is the subject of the certification or the 

representative of such owner designated to receive such notice, and 

(11) the holder of the approved application under subsection (b) of this section for the 

drug which is claimed by the patent or a use of which is claimed by the patent or 
the representative of such holder designated to receive such notice. 

The notice referred to in clause (i) shall state that an application, which contains data 

from bioavailability or bioequivalence studies, has been submitted under this subsection 
for the drug with respect to which the certification is made to obtain approval to engage in 
the commercial manufacture, use, or sale of such drug before the expiration of the patent 
referred to in the certification. Such notice shall include a detailed statement of the factual 
and legal basis of the applicanrs opinion that the patent is not valid or will not be 
infringed. 

If an application is amended to include a certification described in subparagraph 

(A)(vii)(IV), the notice required by clause (ii) shall be given when the amended 

A-5 



application is submitted. 

If a person wants to submit an abbreviated application for a new drug which has a different active 

ingredient or whose route of administration, dosage form, or strength differ from that of a listed 
drug, such person shall submit a petition to the Secretary seeking permission to file such an 
application. The Secretary shall approve or disapprove a petition submitted under this 
subparagraph within ninety days of the date the petition is submitted. The Secretary shall approve 
such a petition unless the Secretary finds - 

(9 

(ii) 

that investigations must be conducted to show the safety and effectiveness of the drug or 

of any of its active ingredients, the route of administration, the dosage form, or strength 
which differ from the listed drug; or 

that any drug with a different active ingredient may not be adequately evaluated for 

approval as safe and effective on the basis of the information required to be submitted in 
an abbreviated application. 

(0 

(3) 

(A) 

(W 

(C) 

09 A decision under subparagraph (C)(ii) by the director shalt be in writing and the Secretary shall 

provide to the sponsor or applicant an opportunity for a meeting at which the director and the 
sponsor or applicant will be present and at which the director will document the scientific issue 
involved. 

09 

@‘I 

The written decisions of the reviewing division shall be binding upon, and may not directly or 

indirectly be changed by, the field or compliance office personnel unless such field or compliance 
office personnel demonstrate to the reviewing division why such decision should be modified. 

No action by the reviewing division may be delayed because of the unavailability of information 

from or action by field personnel unless the reviewing division determines that a delay is necessary 
to assure the marketing of a safe and effective drug. 

W For purposes of this paragraph, the reviewing division is the division responsible for the review of 

The Secretary shall issue guidance for the individuals who review applications submitted under 

paragraph (I), which shall relate to promptness in conducting the review, technical excellence, lack 
of bias and conflict of interest, and knowledge of regulatory and scientific standards, and which 
shall apply equally to all individuals who review such applications. 

The Secretary shall meet with a sponsor of an investigation or an applicant for approval for a drug 

under this subsection if the sponsor or applicant makes a reasonable written request for a meeting 
for the purpose of reaching agreement on the design and size of bioavailability and bioequivalence 
studies needed for approval of such application. The sponsor or applicant shall provide 
information necessary for discussion and agreement on the design and size of such studies. 
Minutes of any such meeting shall be prepared by the Secretary and made available to the sponsor 
or applicant. 

Any agreement regarding the parameters of design and size of bioavailability and bioequivalence 

studies of a drug under this paragraph that is reached between the Secretary and a sponsor or 
applicant shall be reduced to writing and made part of the administrative record by the Secretary. 
Such agreement shall not be changed after the testing begins, except - 

(0 with the written agreement of the sponsor or applicant; or 

(ii) pursuant to a decision, made in accordance with subparagraph (D) by the director of the 

reviewing division, that a substantial scientific issue essential to determining the safety or 
effectiveness of the drug has been identified after the testing has begun. 
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(4) 

an application for approval of a drug under this subsection (including scientific matters, chemistry, 
manufacturing, and controls). 

Subject to paragraph (S), the Secretary shall approve an application for a drug unless the Secretary finds - 

(-4 

(B) 

(C) 

the methods used in, or the facihties and controls used for, the manufacture, processing, and 

packing of the drug are inadequate to assure and preserve its identity, strength, quality, and purity; 

information submitted with the application is insufficient to show that each of the proposed 

conditions of use have been previously approved for the listed drug referred to in the application; 

(i) if the listed drug has only one active ingredient, information submitted with the 

application is insufficient to show that the active ingredient is the same as that of the 
listed drug; 

(ii) if the listed drug has more than one active ingredient, information submitted with the 

application is insufficient to show that the active ingredients are the same as the active 
ingredients of the listed drug, or 

(iii) if the listed drug has more than one active ingredient and if the application is for a drug 

which has an active ingredient different from the listed drug, information submitted with 
the application is insufficient to show - 

(1) that the other active ingredients are the same as the active ingredients of the 

listed drug, or 

(11) that the different active ingredient is an active ingredient of a listed drug or a 

drug which does not meet the requirements of section s(p) of this title, 

or no petition to file an application for the drug with the different ingredient was approved under paragraph 

cw); 

(D) 
(0 if the application is for a drug whose route of administration, dosage form, or strength of 

the drug is the same as the route of administration, dosage form, or strength of the listed 
drug referred to in the application, information submitted in the application is insufficient 
to show that the route of administration, dosage form, ar strength is the same as that of the 
listed drug, or 

(ii) if the application is for a drug whose route of administration, dosage form, or strength of 

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

09 

09 

if the application was tiled pursuant to the approval of a petition under paragraph (2)(C), the 

application did not contain the information required by the Secretary respecting the active 
ingredient, route of administration, dosage form, or strength which is not the same; 

information submitted in the application is insuffzcient to show that the drug is bioequivalent to the 

listed drug referred to in the application or, if the application was filed pursuant to a petition 
approved under paragraph (2)(C), information submitted in the application is insufficient to show 
that the active ingredients of the new drug are ofthe same pharmacological or therapeutic class as 
those of the listed drug referred to in paragraph (2)(A)(i) and that the new drug can be expected to 
have the same therapeutic effect as the listed drug when administered to patients for a condition of 
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use referred to in such paragraph; 

tw 

m 

information submitted in the application is insufficient to show that the labeling proposed for the 

drug is the same as the labeling approved for the listed drug referred to in the application except 
for changes required because of differences approved under a petition filed under paragraph (2)(C) 
or because the drug and the listed drug are produced or distributed by different manufacturers; 

information submitted in the application or any other information available to the Secretary shows 

that 

0) the inactive ingredients of the drug are unsafe for use under the conditions prescribed, 

recommended, or suggested in the labeling proposed for the drug, or 

(ii) the composition of the drug is unsafe under such conditions because of the type or 

quantity of inactive ingredients included or the manner in which the inactive ingredients 
are included; 

m the approval under subsection (c) of this section of the listed drug referred to in the application 

under this subsection has been withdrawn or suspended for grounds described in the first sentence 
of subsection (e) of this section, the Secretary has published a notice of opportunity for hearing to 
withdraw approval of the listed drug under subsection (c) of this section for grounds described in 
the first sentence of subsection (e) of this section, the approval under this subsection of the listed 
drug referred to in the application under this subsection has been withdrawn or suspended under 
paragraph (6), or the Secretary has determined that the listed drug has been withdrawn from sale 
for safety or effectiveness reasons; 

(J) 

WI 

(5) 

(4 

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

(W 

the application contains an untrue statement of material fact. 

Within one hundred and eighty days of the initial receipt of an application under paragraph (2) or 

within such additional period as may be agreed upon by the Secretary and the applicant, the 
Secretary shall approve or disapprove the application. 

The approval of an application submitted under paragraph (2) shall be made effective on the last 

applicable date determined under the following: 

(0 If the applicant only made a certification described in subclause (I) or (II) of paragraph 

(2)(A)(vii) or in both such subclauses, the approval may be made effective immediately. 

(ii) If the applicant made a certification described in subclause (III) of paragraph (2)(A)(vii), 

the approval may be made effective on the date certified under subclause (III). 

(iii) If the applicant made a certification described in subclause (IV) of paragraph (2)(A)(vii), 

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

(1) if before the expiration of such period the court decides that such patent is 

invalid or not infringed, the approval shall be made effective on the date of the 
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court decision, 

if before the expiration of such period the court decides that such patent has been 

infringed, the approval shall be made effective on such date as the court orders 
under section m(e)(4)(A) of title s or 

if before the expiration of such period the court grants a preliminary injunction 

prohibiting the applicant from engaging in the commercial manufacture or sale 
of the drug until the court decides the issues of patent validity and infringement 
and if the court decides that such patent is invalid or not infringed, the approval 
shall be made effective on the date of such court decision. 

In such an action, each of the parties shall reasonably cooperate in expediting the action. Until the 

expiration of forty-five days from the date the notice made under paragraph (Z)(B)(i) is received, no action 
may be brought under section 2201 of title 28, for a declaratory judgment with respect to the patent. Any 
action brought under section 2201 shall be brought in the judicial district where the defendant has its 
principal place of business or a regular and established place of business. 

w If the application contains a certification described in subclause (IV) of paragraph\ 

(Z)(A)(vii) and is for a drug for which a previous application has been submitted under 
this subsection continuing such a certification, the application shall be made effective not 
earlier than one hundred and eighty days after - 

(1) the date the Secretary receives notice From the applicant under the previous 

application of the first commercial marketing of the drug under the previous 
application, or 

the date of a decision of a court in an action described in clause (iii) holding the 

patent which is the subject of the certification to be invalid or not intiinged, 
whichever is earlier. 

(Cl If the Secretary decides to disapprove an application, the Secretary shall give the applicant notice 

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

03 

(9 

(ii) 

If an application (other than an abbreviated new drug application) submitted under 

subsection (b) of this section for a drug, no active ingredient (including any ester or salt of 
the active ingredient) ofwhich has been approved in any other application under 
subsection (b) of this section, was approved during the period beginning January 1, 1982, 
and ending on September 24,1984, the Secretary may not make the approval of an 
application submitted under this subsection which refers to the drug for which the 
subsection (b) application was submitted effective before the expiration of ten years 6om 
the date of the approval of the application under subsection (b) of this section. 

If an application submitted under subsection (b) of this section for a drug, no active 

ingredient (including any ester or salt of the active ingredient) of which has been 
approved in any other application under subsection (b) of this section, is approved after 
September 24, 1984, no application may be submitted under this subsection which refers 
to the drug for which the subsection (b) application was submitted before the expiration 
of five years from the date of the approval of the application under subsection (b) of this 
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(iii) If an application submitted under subsection (b) of this section for a drug, which includes 

an active ingredient (including any ester or salt of the active ingredient) that has been 
approved in another application approved under subsection (b) of this section, is 
approved after September 24,1984, and if such application contains reports of new 
clinical investigations (other than bioavaiiability studies) essential to the approval of the 
application and conducted or sponsored by the applicant, the Secretary may not make the 
approval of an application submitted under this subsection for the conditions of approval 
of such drug in the subsection (b) application effective before the expitvPtion of three years 
from the date of the approval of the application under subsection (b) of this section for 
such drug. 

(iv) If a supptement to an application approved under subsection (b) of this section is 

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

69 If an application (or supplement to an application) submitted under subsection (b) of this 

section, except that such an application may be submitted under this subsection after the 
expiration of four years from the date of the approval of the subsection (b) application if it 
contains a certification of patent invalidity or noninfringement described in subclause 
(IV) of paragraph (2)(A)(vii). The approval of such an application shall be made effective 
in accordance with subparagraph (B) except that, if an action for patent infringement is 
commenced during the one-year period beginning forty-eight months after the date of the 
approval of the subsection (b) application, the thirty-month period referred to in 
subparagraph (B)(iii) shall be extended by such amount of time (if any) which is required 
for seven and one-half years to have elapsed from the date of approval of the subsection 
(b) application. 

section for a drug, which includes an active ingredient (including any ester or salt of the 
active ingredient) that has been approved in another application under subsection (b) of 
this section, was approved during the period beginning january 1, 1982, and ending on 
September 24, 1984, the Secretary may not make the approval of an application submitted 
under this subsection which refers to the drug for which the subsection (b) application 
was submitted or which refers to a change approved in a supplement to the subsection (b) 
application effective before the expiration of two years from September 24, 1984. 

(6) 

(7) 

If a drug approved under this subsection refers in its approved application to a drug the approval of which 

was withdrawn or suspended for grounds described in the first sentence of subsection (e) of this section or 
was withdrawn or suspended under this paragraph or which, as determined by the Secretary, has been 
withdrawn from sale for safety or effectiveness reasons, the approval of the drug under this subsection shall 
be withdrawn or suspended - 

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

paragraph, or 

(B) if the listed drug has been withdrawn from sale, for the period of withdrawal from sale or, if 

earlier, the period ending on the date the Secretary determines that the withdrawal 6om sale is not 
for safety or effectiveness reasons. 

(0 Within sixty days of September 24,1984, the Secretary shall publish and make availabIe 
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to the public - 

(1) a list in aiphabetical order of the official and proprietary name of each drug 

which has been approved for safety and effectiveness under subsection (c) of this 
section before September 24, 1984; 

(11) the date of approval if the drug is approved after 1981 and the number of the 

application which was approved; and 

(III) whether in vitro or in vivo bioequivalence studies, or both such studies, are 

required for applications filed under this subsection which will refer to the drug 
published. 

(ii) Every thirty days after the publication of the first list under clause (i) the Secretary shall 

revise the list to include each drug which has been approved for safety and effectiveness 
under subsection (c) of this section or approved under this subsection during the thirty- 
day period. 

(iii) When patent information submitted under subsection (b) or (c) of this section respecting a 

drug included on the list is to be published by the Secretary~Ihe Secretary shall, in 
revisions made under clause (ii)% include such information for such drug. 

0-9 A drug approved for safety and effectiveness under subsection (c) of this section or approved 

under this subsection shall, for purposes of this subsection, be considered to have been published 
under subparagraph (A) on the date of its approval or September 24, 1984, whichever is later. 

(0 If the approval of a drug was withdrawn or suspended for grounds described in the first sentence of 

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

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

paragraph (6), or 

(ii) if the listed drug has been withdrawn from sale, for the period of withdrawal from sale or, 

if earlier, the period ending on the date the Secretary determines that the withdrawal from 
sale is not for safety or effectiveness reasons. 

A notice of the removal shall be published in the Federal Register. 

(8) For purposes of this subsection: 

(-9 The term “bioavailability”means the rate and extent to which the active ingredient or therapeutic 

ingredient is absorbed from a drug and becomes available at the site of drug action. 

W A drug shall be considered to be bioequivalent to a listed drug if - 

(0 the rate and extent of absorption of the drug do not show a significant difference fbom the 

rate and extent of absorption of the listed drug when administered at the same molar dose 
of the therapeutic ingredient under similar experimental conditions in either a single dose 
or multiple doses; or 

00 the extent of absorption of the drug does not show a significant difference from the extent 

of absorption of the listed drug when administered at the same molar dose of the 
therapeutic ingredient under similar experimental conditions in either a single dose or 
multiple doses and the difference from the listed drug in the rate of absorption of the drug 
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is intentional, is reflected in its proposed labeling, is not essential to the attainment of 
effective body drug concentrations on chronic use, and is considered medically 
insignificant for the drug. 

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

(A) the name of the applicant, 

(B) the name of the drug covered by the application, 

(0 

OV 

the name of each person to whom the review of the chemistry of the application was assigned and 

the date of such assignment, and 

the name of each person to whom the bioequivalence review for such application was assigned and 

the date of such assignment. 

The information the Secretary is required to maintain under this paragraph with respect to an application 

submitted under this subsection shall be made available to the public after the approval of such application. 

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

(1) In the case of any drug for which an approval of an application filed under subsection (b) or (j) of this 

section is in effect, the applicant shall establish and maintain such records, and make such reports to the 
Secretary, of data relating to clinical experience and other data or information, received or otherwise 
obtained by such applicant with respect to such drug, as the Secretary may by general regulation, or by 
order with respect to such application, prescribe on the basis of a finding that such records and reports are 
necessary in order to enable the Secretary to determine, or facilitate a determination, whether there is or 
may be ground for invoking subsection (e) of this section. Regulations and orders issued under this 
subsection and under subsection (i) of this section shall have due regard for the professional ethics of the 
medical profession and the interests of patients and shall provide, where the Secretary deems it to be 
appropriate, for the examination, upon request, by the persons to whom such regulations or orders are 
applicable, of similar information received or otherwise obtained by the Secretary. 

(2) Every person required under this section to maintain records, and every person in charge or custody thereof, 

shall, upon request of an officer or employee designated by the Secretary, permit such officer or employee 
at all reasonable times to have access to and copy and verify such records. 

(1) Public disclosure of safety and effectiveness data 

Safety and effectiveness data and information which has been submitted in an application under subsection (b) of this 

section for a drug and which has not previously been disclosed to the public shall be made available to the public, 
upon request, unless extraordinary circumstances are shown - 

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

(2) 

(3) 

(4) 

(5) 

if the Secretary has determined that the application is not approvable and all legal appeals have been 

exhausted, 

if approval of the application under subsection (c) of this section is withdrawn and all legal appeals have 

been exhausted, 

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

upon the effective date of the approval of the first application under subsection G) of this section which 

refers to such drug or upon the date upon which the approval of an application under subsection 0) of this 
section which refers to such drug could be made effective if such an application had been submitted. 
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(m) “Patent” defined 

For purposes of this section, the term “patent” means a patent issued by the United States Patent and Trademark 
Office. 

(n) Scientific advisory panels 

(1) For the purpose of providing expert scientific advice and recommendations to the Secretary regarding a 

clinical investigation of a drug or the approval for marketing of a drug under this section or section 262 of 
title & the Secretary shall establish panels of experts or use panels of experts established before November 
21, 1997, or both. 

(2) The Secretary may delegate the appointment and oversight authority granted under section 394 of this title 

to a director of a center or successor entity within the Food and Drug Administration. 

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

shall consist of - 

(A) members who are qualified by training and experience to evaluate the safety and effectiveness of w 
the drugs to be referred to the panel and who, to the extent feasible, possess skill and experience in 
the development, manufacture, or utilization of such drugs; 

(B) members with diverse expertise in such fieids as clinical and administrative medicine, pharmacy, 

pharmacology, pharmacoeconomics, biological and physical sciences, and other related 
professions; 

w a representative of consumer interests, and a representative of interests of the drug manufacturing 

industry not directly affected by the matter to be brought before the panel; and 

(D) two or more members who are specialists or have other expertise in the particular disease or 

condition for which the drug under review is proposed to be indicated. 

Scientific, trade, and consumer organizations shall be afforded an opportunity to nominate individuals for 

appointment to the panels. No individual who is in the regular full-time employ of the United States and engaged in 
the administration of this chapter may be a voting member of any panel. The Secretary shall designate one of the 
members of each panel to serve as chairman thereof. 

(4) Each member of a panel shall publicly disclose all conflicts of interest that member may have with the work 

to be undertaken by the panel. No member of a panel may vote on any matter where the member or the 
immediate family of such member could gain financially from the advice given to the Secretary. The 
Secretary may grant a waiver of any conflict of interest requirement upon public disclosure of such conflict 
of interest if such waiver is necessary to afford the panel essential expertise, except that the Secretary may 
not grant a waiver for a member of a panel when the member’s own scientific work is involved. 

(5) The Secretary shall, as appropriate, provide education and training to each new panel member before such 

member participates in a panel’s activities, including education regarding requirements under this chapter 
and related regulations of the Secretary, and the administrative processes and procedures related to panel 
meetings. 

(45) Panel members (other than officers or empioyees of the United States), while attending meetings or 

conferences of a panel or otherwise engaged in its business, shall be entitled to receive compensation for 
each day so engaged, including traveltime, at rates to be fixed by the Secretary, but not to exceed the daily 
equivalent of the rate in effect for positions classified above grade GS-1.5 ofthe General Schedule. While 
serving away from their homes or regular piaces of business, panel members may be allowed travel 
expenses (including per diem in lieu of subsistence) as authorized by section 5703 of titles for persons in 
the Government service employed intermittently. 
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(7) The Secretary shall ensure that scientific advisory panels meet regularly and at appropriate intervals so that 

any matter to be reviewed by such a panel can be presented to the panel not more than 60 days after the 
matter is ready for such review. Meetings of the panel may be held using electronic communication to 
convene the meetings. 

(‘3) Within 90 days after a scientific advisory panel makes recommendations on any matter under its review, the 

Food and Drug Administration official responsible for the matter shall review the conclusions and 
recommendations of the panel, and notify the affected persons of the final decision on the matter, or of the 
reasons that no such decision has been reached. Each such final decision shall be documented including the 
rationale for the decision. 
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Appendix C: 
New Drug Applications Examined in Study 
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Appendix D: 
Brand-Name Companies Served Special Orders 

Abbott Laboratories 
Alcon Laboratories, Inc. 
American Home Products Corporation 
AstraZeneca, PLC 
Aventis Pharmaceuticals, Inc. 
Bayer Corporation 
Berlex Laboratories, Inc. 
Biovail Corporation 
Bristol-Myers Squibb Company 
Carter- Wallace, Inc. 
Celltech Americas, Inc. 
Elan Pharmaceutical Research Corporation 
Eli Lilly and Company 
Glaxo Wellcome, Inc. -% 
Hoffman-La Roche Inc. 
Johnson & Johnson 
Knoll Pharmaceutical Company 
Merck 2% Company, Inc. 
Minnesota Mining and Manufacturing Company 
Novartis Pharmaceuticals Corporation 
Organon Inc. 
Pfizer Inc. 
Pharmacia Corporation 
The Proctor & Gamble Company 
Purdue Pharma L.P. 
Schering-Plough Corporation 
SmithKline Beecham, Inc. 
TAP Pharmaceutical Products, Inc. 
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Generic Companies Served Special Orders 

Aesgen, Inc. 
Alphapharm Pty Ltd 
Alpharma USPD Inc. 
American Pharmaceutical Partners, Inc. 
Amide Pharmaceutical, Inc. 
Andrx Corporation 
Ascent Pediatrics, Inc. 
Barr Laboratories, Inc. 
Bausch and Lomb, Inc. 
Baxter Healthcare Corporation 
Ben Venue Laboratories, Inc. 
Brightstone Pharma, Inc. 
Duramed Pharmaceuticals, Inc. 
Elan Corporation, PLC 
Endo Pharmaceticals Inc. 
Eon Labs Manufacturing, Inc. 
Faulding Pharmaceuticals Inc. 
Geneva Pharmaceuticals, Inc. 
Genpharm Inc. 
Gensia Sicor Pharmaceuticals, Inc. 
Hi Tech Pharmacal Company Inc. 
IMPAX Laboratories, Inc. 
Invitrogen Corporation 
Inwood Laboratories, Inc. 
IPR Pharmaceuticals, Inc. 
WAX Corporation 
Rremers Urban Development Company 
L. Perrigo Company 
Lek USA, Inc. 
Morton Grove Pharmaceuticals, Inc. 
MOVA Laboratories, Inc. 
Mutual Pharmaceutical Company, Inc. 
Mylan Pharmaceuticals, Inc. 
Oakwood Laboratories, L.L.C. 
Ohm Laboratories, Inc. 
Par Pharmaceutical, Inc. 
Pentech Pharmaceuticals, Inc. 
Person and Covey, Inc. 
Pharmaceutical Formulations, Inc. 
Pharmachemie U.S.A., Inc. 
Ranbaxy Pharmaceuticals, Inc. 
Reddy-Cheminor, Inc. 
Roxane Laboratories, Inc. 
San0 Corporation 
Stason Pharmaceuticals, Inc. 
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Teva Pharmaceuticals USA, Inc. 
TorPharm, Inc. 
Upsher-Smith Laboratories, Xnc. 
Warner Chilcott, Inc. 
Watson Pharmaceuticals, Inc. 
WE Pharmaceuticals, Inc. 
Whitney Pharmaceuticals Inc. 
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Appendix E: 
Specifications in the Special Orders Sent to Brand-Name Companies 

In addition to routine questions about the name, address, and incorporation date of the responding company 
and its subsidiaries, and the name, business address, and official capacity of the official supervising the 
company’s response, the FTC asked brand-name companies (the company) to provide answers to the 
following five questions about specific drugs: 

1. Submit all agreements between the company and any person’ (including corporations or 
other business entities acquired since the agreement(s) was (were) executed) executed after December 
3 1, 1994: relating to3 an ANDA involving any Drug Product: where the company holds the rights to the 
NDA corresponding to the ANDA that is the subject of the agreement. Examples of such agreements 
include, but are not limited to: (a) patent litigation settlements (full or partial) between the company and 
persons that have filed an ANDA involving any Drug Product; (b) agreements related to the filing (or 
non-filing) of an ANDA by any applicant (or potential applicant) involving any Drug Product; (c) 
licensing agreements between the company and persons that have filed an ANDA involving any Drug 

wh Product; and (d) agreements related to any acquisition, divestiture, joint venture, alliance, license or 
merger by the company of any business involving the research, development, manufacture or sale of any 
Drug Product that is the subject of an ANDA. The company is not required to submit purchase orders 
for raw material supplies, equipment and facility contracts, or employment or consulting contracts, nor is 
the company required to submit agreements executed after the generic manufacturer had begun 
commercial marketing of the generic Drug Product corresponding to the ANDA for which it had 
received FDA approval. The company also is not required to submit information that has already been 
submitted to the Commission pursuant to the Premerger Notification Rules (16 CFR 801-803 (1998)) 
and Section 7A of the Clayton Act (15 U.S.C. 18a), or Sections 6,9,13, and 20 of the Federal Trade 
Commission Act (15 U.S.C. 46,49,53, and 57b-l), although the company must identify such 
information as having been previously submitted. For any such agreement- submitted, also submit all 
studies, surveys, analyses and reports which were prepared by or for any officer(s) or director(s) of the 
company (or, in the case of unincorporated entities, individuals exercising similar functions) that 
evaluate or analyze the reasons for making such agreement (or any of the provisions in such agreement), 
and indicate (if not contained in the document itself) the date of preparation, and the name and title of 
each individual who prepared each such document. 

The term “person” means any natural person, corporate entity, partnership, association, joint venture, or trust which 
is engaged in research and development, planning and design, production and manufacturing, distribution, or sales and marketing 
of any Drug Product. 

’ As well as such agreements that were executed prior to January 1, 1995 but remain in force as of the date of the 
information collection request. 

3 The term ‘Yelating to” means in whole or in part constituting, containing, concerning, discussing, describing, 
analyzing, identifying or stating. 

4 The term “‘Drug Produd’ means each finished dosage form of the drug the company has listed in the publication 
“Approved Drug Products with Therapeutic Equivalence Evaluations” (the “Orange Book”) (regardless of whether the Drug 
Product is currently listed in the Orange Book) and specifically includes those Drug Products including the following active 
ingredients: (a list of such active ingredients will be taiload specifically for each company). 

A-20 



Identify all patents that the company has filed in the Orange Book and the date of listing 
(regardkss of whether currently listed in the Orange Book) relating to each Drug Product for which the 
company has been notified of the filing of an ANDA by another person. Also indicate if the patent(s) 
was (were) filed in the Orange Book atier the company received approval of the New Drug Application, 
as defined under 21 U.S.C. 355(b) et seq., for the Drug Product. Also submit a copy of each such patent 
identified and identify whether the patent is owned by, assigned to, or licensed to the company. 

3. IdentiQ and list all lawsuits (including the court, date filed, docket number, parties, 
current or final status (including dates), current or final docket sheet, any reporter cites; and any 
appellate history relating to the lawsuit) to which the company is or was a party that involve an ANDA 
paragraph IV certification related to any Drug Product. Submit the complaint, the answer, any motion(s) 
for summary judgment, any pretrial memoranda, and any court orders and opinions on any dispositive 
issue for each such lawsuit. 

4. For each Drug Product for which the company has been notified that an ANDA 
containing a paragraph IV certification had been filed with the FDA, state the company’s sales: in units 
and dollars, by each finished dosage form for each calendar year since, and including, the year the 
company was notified of the filing of such ANDA. If’ the company has its own generic version of the 
Drug Product, separate the sales for the brand-name product and the generic product. 

5. For each Drug Product for which the company has been notified that an ANDA 
containing a paragraph IV certification has been filed with FDA, state whether the company has filed, or 
contributed to the filing of, in whole or in part (e.a,., provided funds, legal or regulatory assistance to 
support the filing), a citizen petition with FDA concerning an ANDA related to that Drug Product and 
identify the FDA docket number assigned to such citizen petition. 

5 The term “sales” means net sales, i.e.. total sales afkr deducting discounts, returns, dlowances and excise taxes. 
“Sales” includes sales of the Drug Product whether manufactured by the company itself or purchased from sources outside the 
company and resold by the company in the same manufactured fbrm as purchased. 
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Specifications in the Special Orders Sent to Generic Companies 

In addition to routine questions about the name, address, and incorporation date of the responding company 
and its subsidiaries, and the name, business address, and official capacity of the official supervising the 
company’s response, the FTC asked generic companies (the “company”) to provide answers to the following 
five questions: 

1. Submit all agreements between the company and any person6 (including corporations or 
other business entities acquired since the agreement(s) was (were) executed after December 3 1) 1994, 
relating to8 any ANDA involving any Drug Product.’ Examples of such agreements include, but are not 
limited to: (a) patent litigation settlements (either fir11 or partial) between the company and any Brand- 
Name Company*‘; (b) agreements between the company and any other person related to the filing (or 
non-filing) of an ANDA by the company involving any Drug Product; (c) licensing agreements entered 
into with any Brand-Name Company; and (d) agreements related to any acquisition, divestiture, joint 
venture, alliance, license or merger by the company of any business involving the research, development, 
manufacture or sale of any Drug Product that is the subject of an ANDA. The company is not required 
to submit purchase orders for raw material supplies, equipment and facility contracts, or employment or 
consulting contracts, nor is the company required to submit agreements executed after the company had 
begun commercial marketing of the generic Drug Product corresponding to the ANDA for which it had 
received FDA approval. The company also is not required to submit information that has already been 
submitted to the Commission pursuant to the Premerger Notification Rules (16 CFR 801-803 (1998)) 
and Section 7A of the Clayton Act (15 U.S.C. 18a), or Sections 6,9,13, and 20 of the Federal Trade 
Commission Act (15 U.S.C. 46,49,53, and 57b-l), although the company must identify such 
information as having previously submitted. For any such agreement submitted, also submit all studies, 
surveys, analyses and reports which were prepared by or for any officer(s) or director(s) (or, in the case 
of unincorporated entities, individuals exercising similar functions) that evaluate or analyze the reasons 
for making such agreement (or any of the provisions in such agreement), and indicate (if not contained in 
the document itself) the date of preparation, and the name and title of each individual who prepared each 
such document. 

6 The term “person” means any natural person, corporate entity, partnership, association, joint venture, or trust which 
is engaged in research and development, planning and design, production and manufacturing, distribution, or sales and marketing 
of any Drug Product. 

’ As well as such agreements that were executed prior to January 1, 1995 but remain in force as of the date of the 
information collection request. 

* The term “relating to” means in whole or in part constituting, containing, concerning, discussing, describing, 
analyzing, identifying or stating. 

’ The term “Drug Product” means each finished dosage form of the drug listed in the publication “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the ‘Orange Book”) (regardless of whether the Drug Product is currently 
listed in the Orange Book) and specifically includes those Drug Products including the fbllowing active ingredients: (a list of 
such active ingredients will be tailored specifically for each company). 

lo The term “Brand-Name Company” means each person or company (including its predecessors in interest, 
subsidiaries, affiliates, successors, and assigns) that has filed a New Drug Application (NDA), as defined under 21 U.S.C. $ 
355(b) eta. for any Drug Product, or holds the rights to any such NDA. 
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2. Identify and list all lawsuits (including the court, date filed, docket number, parties, 
current or final status (including dates), current or final docket sheet, and any reporter cites) to which the 
company is or was a party involving an ANDA containing a paragraph IV certification. In those cases in 
which the company is not the sole defendant, describe how litigation expenses are or have been 
distributed among the defendants. 

3. Ident@ when the company first began commercial marketing of a generic version of any 
Drug Product approved by the FDA, by each finished dosage form (or, ifapplicable, indicate that no 
such commercial marketing has occurred). Identify when the company received tentative and final 
approvals from the FDA for such Drug Product. 

4. Identify each instance in which the company has asserted before a court or before the 
FDA that a patent was improperly or untimely listed in the Orange Book as defined in 21 U.S.C. 355(b) 
or (c). For each such assertion, submit the pleading(s) in which such assertion was made and any 
responsive pleading(s). 

5. For each Drug Product for which the company has filed an ANDA containing a paragraph 
IV certification, state the company’s sales” (if any), in units and dollars, by each finished dosage form 
for each calendar year since, and including, the year the company received FDA approval of such 
ANDA. 

The term “sales” means net sales, &., total sales a&r deducting discounts, returns, allowances and excise taxes. 
“Sales” includes sales of the Drug Product whether manufactured by the company itself or purchased from sources outside the 
company and resold by the company in the same manufWured Rum as purchased. 
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Appendix F: 
FTC Staff’s Citizen Petition on the Listability of 

Certain Patents in the Orange Book 

May 16,200l 

Dockets Management Branch 
Food and Drug Administration 
Department of Health & Human Services 
Room l-23 
12420 Parklawn Drive 
Rockville, MD 20857 

CITIZEN PETITION 

The Bureau of Competition and Policy Planning Staff of the Federal Trade Commission (,‘FTC”) 
submit this Citizen Petition to the Commissioner of Food and Drugs pursuant to 21 C.F.R. $6 10.25(a) 
and 10.30 concerning certain issues relating to patent listings in the FDA’s Approved Drug Products 
with Therapeutic Equivalence Evaluations (the “Orange Book”). We request that the FDA clarify these 
issues, on an expedited basis, via industry guidance or other means that the FDA considers appropriate. 

In recent years, the FTC has gained significant experience concerning competition in the 
pharmaceutical industry. In particular, the Commission has brought a number of antitrust enforcement 
activities affecting both the branded and generic drug industries. Last year, the Commission announced 
plans to conduct an extensive study pursuant to Section 6(b) of the FTC Act, 15 U.S.C. 6 46(b) of 
U.S. generic drug competition (the “Study”). The Study will enable the FTC to provide a more complete 
picture of how generic drug campetition has developed under the Hatch-Waxman Act. See 66 Fed. Reg. 
125 12 (Feb. 27,200l); 65 Fed. Reg. 61334 (Oct. 17,200O); “FTC to Study Generic Drug Competition,” 
(Oct. 11,200O) 
<http://www.ftc.rrov/opa/2000/lO/neneric~a.h~>. The Office of Management and Budget (“OMB”) 
cleared the Study on April 6,2001, following the closure of two public comment periods. The FTC will 
obtain factual information for the Study fi-om name-brand pharmaceutical and generic drug 
manufacturers through interrogatories and document requests. 

The Study seeks information concerning a variety of practices that may have an impact on 
competition in the pharmaceutical industry, including the possible improper or untimely listing of 
patents by name-brand pharmaceutical companies in the Grange Book. In this connection, the Study 
requests name-brand companies to “[i]dentify alI patents that the company has filed in the Orange Book 
and the date of listing (regardless of whether currently listed in the Orange Book) relating to each Drug 
Product for which the company has been notified of the filing of an ANDA by another person f, and 
indicate] if the patent(s) was (were) filed in the Orange Book after the company received approval of the 
New Drug Application. . . .” 66 Fed Reg. at 12520. The Study also requests generic drug companies to 
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“[i Identify each instance in which the company has asserted before a court or before the FDA that a 
patent was improperly or untimely listed as defined in 21 USC. § 355(b) or (6)” Id. at 12521. This 
information is crucial to determine how often and when name-brand companies have filed new patents 
after the FDA has approved the drug product. Id. at 125 17. The consequences of such filings are 
significant, because as “long as the patent remains listed, ANDA applicants must still make a paragraph 
IV certification, potentially triggering the 30-month stay of FDA approval of generic drug applications.” 
Brief of Federal Trade Commission as Amicus Curiae In American Bioscience, Inc., v. Bristol-Myers 
Squibb Company (Sept. 1,200 1) at 10, <http://www./ftc.gov/os/2000/09/amicusbrief.pd~, Thus, such 
listings can affect when generic competition starts. 66 Fed. Reg. at 12517. 

During the public comment period prior to OMB approval of the Study, the FTC received several 
comments that supported the Commission’s proposed examination of Orange Book patent listing 
practices. For example, Microbix indicated that generic competition can be delayed on name-brand drug 
products if name-brand companies newly list “irrelevant and undefendable” patents in the Orange Book 
near the expiration of the name-brand drug product’s original patents. Generic competition is delayed 
because the FDA is prohibited from approving a generic version of the name-brand product for 30 -\ 
months in order to resolve litigation over the newly-listed patents. Microbix Comment at 2 (Dec. 18, 
2000). See also General Motors Comment (Dec. 18,200O) at 2, NACDS Comment at l-2 (Dec. 18, 
2000). These comments are available on the FTC’s website at 
<http://www.ftc.gov/os/comments/genericdrugstudy/index.htm~. 

As the FTC proceeds with the Study and continues to investigate methods of competition in the 
pharmaceutical industry, it would be helpful if the FDA provided further guidance concerning the proper 
application of its regulations that require certain patents to be listed in the Orange Book. We describe 
below our interpretation of the pertinent statutory provisions, regulations, and the FDA statements 
regarding particular drug products. We seek your views on our interpretations. For example, we seek 
clarification of the FDA’s response to a prior Citizen Petition submitted on behalf of Apotex concerning 
its pending abbreviated new drug application (“ANDA”) for the marketing of a generic form of Paxil, 
which is marketed by GlaxoSmithKline (“GSK”, formerly SmithKline Beecham). The Apotex Citizen 
Petition was submitted to the FDA on February 3,200O in Docket No. OOP-0499KPl. The FDA 
responded to that petition on November 21,200O (the “Citizen Petition Response” (attached)). 

Two-Prong Listing Test 

First, we seek guidance concerning the criteria that a patent must meet before it can be listed in 
the Orange Book. We understand that the governing regulation, 21 C.F.R. 9 31453(b), and the statutes 
on which it is based, 2 1 U.S.C. $4 355(b)(l), (c)(2), require that a patent satisfy both of two independent 
prongs before qualifying for Grange Book listing. To satisfy the frst prong, a patent must claim a drug 
product’ or method of using a drug product that is the subject of a new drug application (“NDA”‘) or an 
amendment or supplement to it. To satisfy the second prong, the patentee must be able to reasonably 
assert a claim for infringement of the listed patent against someone who manufactures, uses or sells the 
drug product that is the subject of the NDA. In addition, we understand that the Ianguage in 21 C.F,R. 

The interpretation in this regulation of the term “drug” as meaning the “drug product” is consistent with the FDA’s 
position inPfizer v. FDA. 753 F. Supp. 171 (D. Md. 1989). 
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$ 314.53(b) that follows the two-prong test (i.e., the text following the first full sentence of that section) 
is merely explanatory language and does not expand the scope of this regulation. Please comment on 
whether our understanding comports with the FDA’s interpretation of 21 C.F.R. !$ 3 14.53(b) and 21 
U.S.C. $6 355(b)(l), (c)(2). 

Listing ofPatents Claimina an Unamroved Amect of an Amroved Drug 

Second, we seek guidance concerning whether under the first prong, an NDA holder can list a 
patent claiming an unapproved aspect of an approved drug. The regulation requires that a patent must 
“claim[] the drug or a method of using the drug that is the subject of the new drug application . . . .” 2 1 
C.F.R. 8 3 14.53 (b). We read this provision to require that after a drug is approved, a listed patent must 
claim the drug product as approved by the FDA in all respects. We understand that any patent claiming 
only an unapproved component, an unapproved formulation, or an unapproved use of a drug product 
cannot satisfy the first prong. Similarly, we understand that any patent claiming an aspect of an 
approved drug that would require prior FDA approval (e.g., a supplemental NDA) before incorporation 
or implementation in a marketed drug product such as a component of the drug, its formulation*a 
condition of use, an indication, or labeling information cannot satisfy the first prong. 

We note that the FDA made statements consistent with this position in a recent patent listing 
dispute in federal court between Biovail (name-brand) and Andrx (generic) concerning Biovail’s Tiazac 
product? In that court proceeding, the FDA stated its preliminary conclusion that Biovail was required 
to file a supplement to its NDA for a change in manufacturing process and formulation that had not been 
previously approved. The FDA further clarified that the patent at issue must claim the approved 
formulation of Tiazac to be properly listed in the Orange Book. According to the FDA, to the extent the 
patent claimed only the new, unapproved formulation, it was not properly listed. 

With respect to the listing of patents on unapproved aspects of an approved drug product, we also 
are seeking elaboration concerning the statement in the Citizen Petition Response that “[platents must be 
listed if they claim the drug substance, or active ingredient, of an approved drug product, or if they efaim 
a drug substance that is the component of such a product.” (Response at 6.) We understand the FDA’s 
statement to be simply a restatement of the first prong and consistent with our understanding of the first 
prong and the criteria for listing drug substance patents set forth above. We understand that any patent 
claiming only an unapproved component cannot satisfy prong one. Likewise, we understand that if a 
drug substance patent claims only a chemical compound which the FDA has not approved as a 
component of an approved drug product, that patent may not be listed In particular, we understand this 
to be the case even when the claimed unapproved chemical compound differs only in its water of 
hydration from an approved component. 

Please comment on whether our understanding comports with the FDA’s interpretation of 2 1 
C.F.R. 6 31453(b) and 21 U.S.C. $0 355(b)(l), (c)(2), and the related statements in the Citizen Petition 
Response. 

2 See “Federal Defendant’s Notice of Change in Position,” Andtx Pharmaceuticals, Inc., u. Biovail Corp. (Case No. 
Ol-6194-CV-DIMI’IROULEAS) (S.D. Fla.) (pleading tiled on Feb. 28,200l). 
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Definition of “Drw Product” 

Third, we seek guidance on the meaning of the term “drug product” as defined in 2 1 C.F.R. 
9 3 14.3(b) and as applied in 21 C.F.R. $3 14.53(b), and the effect of that definition on the analysis of the 
second prong. We understand that the relevant “drug product” is only that product which is the subject 
of the NDA as approved by the FDA. Consequently, in analyzing “whether a claim of patent 
infringement can reasonably be asserted” against a drug product, one may only consider the drug product 
in the form approved by the FDA. We understand that for any aspect of a drug product which is subject 
to FDA approval including for instance, a drug product’s components, formulation, a condition of use, 
an indication, or labeling information only the aspects as approved may be considered in the 
infringement analysis of the second prong. Please comment on whether our understanding comports 
with the FDA’s interpretation of 21 C.F.R. 8 314.53(b) and 21 U,S.C. $9 355(b)(l), (c)(2). 

Listing of Drua Substance Patents 

Finally, we seek guidance on whether a patent claiming only a chemical compound that the FDA 
has not approved for use as the drug substance in an approved drug product may be listed. The 
regulation requires that in order for a drug substance patent to be listed, it must claim a drug substance 
that is a component of a drug product that is the subject of a pending or approved NDA. See 21 C.F.R. 
5 3 14.53(b) and 21 U.S.C. $0 355(b)(l), (c)(2). We understand that if a drug substance patent claims 
only a chemical compound which the FDA has not approved as a component of an approved drug 
product, that patent may not be listed. 

For example, the Citizen Petition Response states “[p]lease note that for purposes of the same 
active ingredient requirement in 505(j), FDA considers anhydrous and hemihydrous forms of drug 
substances to be pharmaceutical equivalents and to contain the same active ingredient.” (Response at 6, 
n. 16.) We understand the FDA’s statement to be limited to the issue of whether a drug product, 
submitted for approval through an ANDA, satisfies the requirement of 21 U.S.C. (5 355(j) that it contain 
the “same active ingredient” as the reference listed drug, even when the active ingredient of the ANDA 
product and the listed drug differ by water of hydration. For example, in the case of Paxil, the statement 
is limited to whether the anhydrate and hemihydrate forms of paroxetine hydrochloride are 
pharmaceutically equivalent and considered to be the same active ingredient for purposes of 2 1 U.S.C. 
3 355(j). 

We do not read this statement in the Citizen Petition Response as having any bearing on the 
requirements for listing patents in the Orange Book as set out in 21 USC. gfi 355(b)(l), (c)(2) and 21 
C.F.R. $3 14.53 (b). In particular, we understand the fact that the FDA may consider one chemical 
compound pharmaceutically equivalent to, or the same active ingredient as, another chemical compound 
for purposes of 21 U.S.C. 0 355(j) does not alter the requirement of 21 C.F.R. $314.53(b) that a listed 
drug substance patent must claim a component of an approved drug product. We further understand that 
it is possibie for a chemical compound to be pharmaceutically equivalent to an approved active 
ingredient and considered the same active ingredient for purposes of 21 U.S.C. 0 355(j), but not itself be 
approved as a component of the drug product. For example, although the FDA considers the anhydrous 
form of paroxetine hydrochloride to be the same active ingredient as the hemihydrous form of paroxetine 
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hydrochloride for purposes of 21 USC 8 355@, the anhydrous form is not an approved component of 
the drug product, Pax% 

Please comment on our understanding of 21 C.F.R. $ 3 14.53(b) and 21 U.S.C. @ j 355(b)(l), 
(c)(2), and the related statements in the Citizen Petition Response. 

We appreciate your consideration of this matter. 

Respectfully submitted, 

Molly S. Boast 
Director 
Bureau of Competition --% 

Susan S. DeSanti 
Director 
Policy Planning 
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Appendix G: 
Orange Book Listing and Analysis 

This appendix describes the patent listing and litigation history for each of the eight drug 
products listed in Tables 4-2 and 4-3 that obtained multiple 30-month stays. The relationship of the 
litigated patents creating the stays to the approved drug product (as detailed in the Physician ‘s Desk 
&ference) is also described. 

BuSpar (buspirone) 

Box 4-2 describes Bristol-Myer Squibb’s listing of Patent No. 6,150,365 (the ‘365 patent), which 
caused the additional 30-month stay for BuSpar, and the ensuing litigation. Reported court decisions 
related to this listing can be found at: 

. Watson Pharm., Inc. v. Penney, Civil Action No. 00-35 16 (IX Md. Jan. 17,200l) 
(dismissing suit against the FDA seeking delisting because the FDA need not review 
Orange Book listings); --a 

* Mylan Pharmaceuticals, Inc. v. ?%ompson, 139 F. Supp. 26 1. (D.D.C. 2001), rev’d 268 
F.3d 1323 (Fed. Cir, 2001) (ordering delisting of ‘365 patent because patent did not 
satisfy statutory listing criteria); 

. Mylan Pharmaceuticals, Inc. v. Thompson, 268 F.3d 1323 CFed. Cir. 2001) (reversing 
district court decision ordering delisting of ‘365 patent because ANDA filer had no 
private right of action to challenge listing); 

l In re Buspirone Patent Litigation, 185 F. Supp.2d 340 (S.D.N.Y. 2002) (holding that 
ANDAs did not infringe ‘365 patent); 

. In re Buspirone Antitrust Litigation, 185 F. Supp. 2d 363 (S.D.N.Y. 2002) (holding that 
Orange Book listings were not petitioning activity subject to Noerr-Pennington 
immunity). 

Hytrin (terazosin hydrochloride) 

Abbott Laboratories (“Abbott”) distributes terazosin hydrochloride (known by the brand name 
Hytrin), which is approved for the treatment of hypertension and symptomatic benign prostatic 
hyperplasia.’ The FDA approved the Hytrin tablet NDA on August 7,1987, and the capsule NDA on 
December 14, 1994. Abbott sells the dihydrate form of terazosin hydrochloride (having two associated 
water molecules).2 

’ Physician ‘s Desk Reference, 55”’ ed. (2001). hereinafier “PDFV’ at 461. 

2 Id.; see also Abbott Labs. v. Geneva Pharma., 182 F.3d 13 t&l3 16 (Fed. Cir. 1999). 
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Geneva Pharmaceuticals, Inc. filed its ANDAs for terazosin hydrochloride tablets in January 
1993 and for capsules in December 1995, seeking approval to market “Form IV” anhydrous (having no 
associated water) terazosin hydrochloride.3 Over the course of several years, Abbott brought five 
lawsuits involving several patents that it had listed in the Orange Book. -The priority dates4 of patents-at- 
issue in the third, fourth and fifth suits are later than Abbott’s first marketing of Hytrin, suggesting that 
these patents might not cover Hytrin and be valid, because of the “on-safe bar” of patent law. 

Initially Abbott sued Geneva in February 1992, alleging infringement of U.S. Patent No. 
4,251,532 (the ‘532 patent), thereby generating the first 30-month stay. The ‘532 patent claims the 
dihydrate form of terazosin hydrochloride approved by the FDA for sale as Hytrin. Almost nine months 
later, in November 1993, the court dismissed the suit without prejudice, ending the stay, Abbott brought 
another suit against Geneva in September 1994, although it dismissed that suit less than a year later? 
Abbott filed its third suit in November 1995, alleging infringement of US. Patent Nos. 4,112,097 (the 
‘097 patent) and 5,4 12,095 (the ‘095 patent), presumably generating another stay. The ‘097 patent 
claimed a pharmaceutical composition containing terazosin hydrochloride, while the ‘095 patent claims 
the Form III anhydrate of terazosin hydrochloride (not the diliydmte). Shortly thereafter, in February 
1996, the court dismissed the ‘095 patent from the suit without prejudice.6 Litigation continued with 
respect to the ‘097 patent, however, for nearly another year. Although the ‘097 patent had originally 
expired in 1995, before Abbott filed suit, Abbott argued that the Uruguay Round Agreements Act 
extended its term to January 2 1, 1997. Geneva ultimately prevailed in district court and on appeal by 
asserting that the patent expired October 14, 1995.7 

Abbott filed its fourth suit against Geneva in March 1996, alleging infringement of U.S. Patent 
No. 5,294,6 15 by Geneva’s capsule ANDA. The ‘615 patent claims an anhydrous form of terazosin 
hydrochloride, not the dihydrate form sold by Abbott. Again, shortly after filing, the court dismissed the 
suit without prejudice.8 Abbott’s listing of the “615 patent and other patents claiming the anhydrous 

3 Id. at 1317. 

4 A priority dates is the earliest filing date to which the patent is entitled. 

Presumably the second suit, Abbott Labs. v. Geneva Pharma., Civil Action No. 94-5634 @I.D. Ill.}, related to U.S. 
Patent No. 5,294,6 15 (the ‘615 patent), which claimed an anhydrous form of terszosin hydrochloride, not the dihydrate form sold 
by Abbott. Because the ‘615 patent was untimely listed in the Orange Book afier Geneva had filed its tablet ANDA, any suit by 
Abbott on the patent would not generate a 30-month stay as to Geneva’s tablet ANDA. 21 C.F.R. $3 14.94(a)(I2)(vi); see Abbott 
Labs. v. Zenith Labs., Znc., 934 F. Supp.Zd 925,93S-36 (N.D. 111. 1995)(discussing Abbott’s late listing of ‘6 15 patent and its 
effect on pending ANDAs). 

6 The FDA’s Approval Letter to Geneva Pharma. for ANDA No. 74-3 15 (indicating dismissal date of suit related to 
‘095 patent), posted at +vww.fda.cder.approval.index.ht@ 

’ Abbott Labs. v. Novopharm, Ltd., 104 F.3d 1305 (Fed. Cir. 1997). 

* Docket Sheet forAbbott Labs. v. &new Pharma., Civil Action No. 96-l 762 @I.D. Ill.)(indicating dismissal of Civil 
Action 96-1762 in May 1996); FDA’s Approval Letter to Geneva Pharma. for ANDA No. 74-823 (indicating dismissal of Civil 
Action No. 96-1762 on ‘615 patent), posted at +vww.fdacder.approval.index.htm> 
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form of terazosin hydrochloride raises questions concerning the listing of polymorph patents described 
in Appendix H. 

Abbott tiled its fifth suit on June 4, 1996, alleging infringement of U.S. Patent No. 5,504,207 
(the ‘207 patent) by Geneva’s tablet ANDA. The ‘207 patent claimed the Form IV anhydrate of 
terazosin, used by Geneva in its tablets and capsules, but not by Abbott in Hytrin. Although Geneva had 
filed a paragraph IV certification with respect to the ‘207 patent for both its capsule and tablet ANDAs, 
Abbott failed to sue based on the capsule ANDA. Accordingly, the suit only initiated a 30-month stay 
on FDA approval of Geneva’s tablet ANDA. That stay expired in October 1998, nearly 70 months after 
Abbott initiated its first suit against Geneva. The district court held the “207 patent invalid under the 
statutory on-sale bar, and the Federal Circuit affirmed on July 1, 1999.9 

Because no 30-month stay prevented it, the FDA approved Geneva’s capsule ANDA in March 
1998. Rather than begin marketing, Geneva entered an agreement with Abbott whereby Geneva agreed 
not to market its generic tablets or capsules until the ‘207 patent litigation was finally concluded. In 
exchange, Abbott paid Geneva $4.5 million per month.” Ultimately, Geneva began marketing its 
capsules in August 1999. The Geneva-Abbott ag%ement, however, gave rise to an FTC investigation, 
which concluded in a consent agreement with both Geneva and Abbott.” 

Neurontin (gubapentin) Tablets and Capsules 

Pfizer Warner-Lambert (Pfizer) distributes gabapentin tablets and capsules” (known by the brand 
name Neurontin), which is approved for treating seizures caused by epilepsy.13 Pfizer’s patent listings in 
the Orange Book and related patent infringement suits demonstrate that the lengthy pendency of a patent 
application can generate overlapping 30-month stays that prevent FDA approval of generic products for 
more than 30 months in the case of Neurontin capsules, about 53 months. 

Pfizer’s patents covering the gabapentin molecule and the only approved use of gabapentin have 
expired. The generic applicants did not challenge the validity of either patent or attempt to enter before 
their expiration. Pfizer had aheady listed Patent Nos. 4,894,476 (the ‘476 patent) and 5,084,479 (the 
‘479 patent) in the Orange Book at the time the generic applicants first filed ANDAs for the capsule 

9 See Abbott, 182 F.3d at 1318. 

lo In re Terawsin Hydrochloride Antitmst Litigation, 164 F. Supp. 1340, I346 (DC. Fla. 2000). 

‘* A&oft Laboratories, No. C-3945 (May 22,200O) (consent order), complaint available at 
~httu:llwuw.ftc.~ov/os/2000/05/c3945comvlaint.htm> 

I2 Before the merger of Pfizer and Warner-Lambert Co., Parke Davis, a division of Warner-Lambert, distributed 
Neurontin. PDR. at 2459. We refer to Pfizer Warner-Lambert (Pfizer) throughout, but some of the activity discussed was carried 
out by its predecessor Warner-Lambert. 

l3 PDR at 2459. 
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form of gabapentin in 1998. Pfizer’s suits for infringement of the ‘476 patent,]’ brought against 
Faulding and Apotex Corp.” in June and July 1998, generated the frost 30-month stays, which expired in 
about December 2000.16 

The subject matter claimed in the ‘476 and the ‘479 patents differs from Neurontin as 
manufactured and sold by Pfizer. Pfizer sells the anhydrate form of gabapentin (having no associated 
water molecules),” but the ‘476 patent claims a monohydrate form of gabapentin (having one associated 
water molecule). The patent explains that the monohydrate is a “novelt’ form of gabapentin as compared 
to the known, anhydrate form. Thus, Pfizer obtained the ‘476 patent by asserting that the new 
monohydrate is patentably distinct from the anhydrate that it has FDA approval to sell. The Listed ‘479 
patent claims “a method for treating neurodegenerative diseases” such as Alzheimer’s, Huntington’s and 
Parkinson’s diseases with gabapentin, even though the FDA has approved gabapentin only for treatment 
of epilepsy. 

Pfizer received Patent No. 6,054,482 (the ‘482 patent) on April 25,2000, based on the fourth in 
a string of continuation applications” claiming priority back to 1989, and listed it in the Orange Book. 
Consequently, FDA regulations require&the ANDA filers to re-certify to the ‘482 patent.lg The 
infringement suits Pfizer brought in June and July 2000 based on those paragraph IV certifications 
generated second 30-month stays that extended nearly two years beyond the first stay, until 

Presumably, the FDA did not require the generic applicants to file paragraph IV certifications for the ‘479 patent, 
which claims a method of treating neurodegenerative diseases, such as Alzheimer’s, Huntington’s and Parkinson’s diseases, 
because the generic applicants did not seek approval for these uses. 21 U.S.C. $355(j)(2)(A)(viii) (if an ANDA applicant does 
not seek approval fbr a method of use claimed in a listed patent, he may submit a statement to that regard, rather than certify to 
the patent). Apotex did submit a paragraph IV certification for the ‘479 patent and Pfizer brought suit. Warner-Lambert, Co. v. 
Apotex Curp, 2001 U.S. Dist LEXIS 14592 @I.D. Ill. Sept. 14,200l). Pfizer also sued Purepac for infringement ofthe ‘479 
patent. Warner-Lambert Co. v. Purepac Pharmacartic, Docket No. 9%CV-2749 ID. N.J.). 

I5 At least three other generic companies have filed ANDAs for generic gabapentin following Purepac and Apotex. 
Pfizer has sued most for patent infringement. 

I6 The district court granted summary judgment of no intingement for Apotex on April 2,200l for the ‘476 patent 
and on September 13,200l for the ‘479 patent. Warner-Lamber v. Apotex, 2001 U.S. Dist LEXIS 14592 (ND. 111. Sept 14, 
2001). Pfizer’s appeal of the ‘479 decision is pending. Warner-Lamberf Co. v. Apotex Corp., Rocket No. 98-CV-4293 (N.D. 
In.). P&z’s case against Purepac for infringement ofthe ‘476 and ‘479 patents is pending. Warner-Lambert Co. Y. Purepac 
Pharmaceutic, Docket No. 98-CV-2749 (D. NJ.). 

” PDR at 2458. 

‘* A continuation patent is one tiled during the pendency of another, earlier patent application, which contains the 
same disclosure as the earlier application. The continuation refers back to the earlier application and receives the benefit of its 
earlier filing date for purposes of identifying prior art and determining patentability, 35 U.S.C. § 120; Transco Prods., Inc. v. 
Performance Co&.. Inc.. 38 F.3d 551,555-56 (Fed. Cir. 1994). 

I9 Faulding also was the first generic applicant for the tablet form of gabapentin, which is approved by the FDA under 
a different NDA. Faulding filed its ANDA for tablets 16 months later than the one for capsules. When Pfizer listed the ‘482 
patent in the Orange Book, it did so for both capsules and tablets. Thus the additional 30-month stay relating to tablets resulted 
in a shorter total stay period, 3 7 months, than the one for capsules of 53 months. 



approximately December 2002.20 The relationship between the ‘482 patent, which claims a purified 
formulation of gabapentin, and Neurontin as sold by Pfizer cannot be determined from public sources 
such as the Physician ‘s Desk Reference. 

Paxil (paroxetine hydrochloride) 

The section of Chapter 4 entitled “Orange Book Patent Listing Practices and Use of Multiple 30- 
Month Stays” describes GlaxoSmithKline’s (GSKj2’ patent listings and infringement suits that caused 
the multiple 30-month stays for Paxil. As explained in Chapter 4, GSK has sued an ANDA filer, 
Apotex, for intingement of five patents, thereby generating five overlapping 30-month stays totaling 
over five years. This appendix examines the Orange Book listings by comparing the scope of the five 
patents-in-suit to Paxil. 

The first patent which GSK listed and sued on was Patent No. 4,72 1,723 (the ‘723 patent), which 
claims paroxetine hydrochloride hemihydrate, the form of the active ingredient contained in Pax& (The 
hemihydrate has one water molecule for every two paroxetine molecules incorporated into its crystalline 
structure.) -% 

The second and third patents on which GSK sued Apotex were anhydrate patents. The second 
was Patent No. 5,872,132 (the ‘ 132 patent), which claims paroxetine hydrochloride anhydrate (having 
no associated water molecules) and so differs from the hemzkydrate form sold by GSK. In fact, the 
hemihydrate form is prior art to this patent and, thus, GSK represented to the Patent Office that the 
anhydrate is patentably distinct from the hemihydrate. GSK also sued on Patent No. 6,080,759 (the ‘759 
patent), which claims the anhydrate made according to a specified process. The ‘ 132 and ‘759 patents 
raise the issue of whether polymorph patents should be listed in the Orange Book, discussed in Appendix 
H. 

The fourth and fifth patents on which GSK sued Apotex were product-by-process patents, raising 
the listing issues described in Appendix H. GSK’s fourth suit was for infringement of Patent No. 
$113,944 (the ‘944 patent), which claims tablets containing paroxetine made according to a specified 
process. The fifth suit was for infringement of Patent No. 6,172,233 (the ‘233 patent), which claims 
paroxetine hydrochloride made according to specified processes. The ‘233 patent acknowledges that 
paroxetine hydrochloride was well known at the time GSK applied for the patent. Likewise the ‘944 
patent acknowledges that paroxetine tablets were known. In both cases, only the recited process for 
making the tablets or compound is asserted to be new. Moreover, GSK applied for the ‘233 patent 

2o Pfizer’s suits for infringement ofthe ‘482 patent have been consolidated in multi-district litigation and are pending. 
In re Gubupentin Patent Litigution, MDL No. 1384 (D.N.J.). 

Before the merger ofGlaxo Wellcome and SmithKline Beecham, Paxil was manufactured and distributed by 
SmithKline Beecham, which was also the original NDA holder. For simplicity, we will refer throughout to GSK. 
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several years afier it began marketing Paxil. Therefore, Paxil is prior art to this patent, and it can only be 
valid if it claims a process other than the FDA-approved process used to make Paxi1.22 

Platinol (cisplatin) 

Bristol-Myers Squibb Co. (Bristol) distributes cisplatin (known by the brand names of Platinol 
and Platinol-A@3), which is approved for treatment of testicular, ovarian and bladder cancer.24 Bristol’s 
patent listings in the Orange Book and related patent infringement suits demonstrate that double- 
patenting and lengthy pendency of a patent application can genemte an automatic 30-month stay on FDA 
approval of generic products close to their othenvise expected approval date. 

Bristol holds the exclusive licensez5 to two patents related to cisplatin, Patent Nos. 4,177,263 (the 
‘263 patent) and 5,562,925 (the ‘925 patent). The ‘263 patent issued on December 4, 1979, and Bristol 
eventually listed it in the Orange Book. That patent claims a method of treating tumor cells by 
administering cisplatin. Prior to expiration of the ‘263 patent on December 4, 1996, three generic 
companiesz6 filed ANDAs for cisplatin containing paragraph III certifications stating that they did not 
seek FDA approval faPtheir generic versions until the ‘263 expired. On October 8, 1996, shortly before 
the ‘263 expired, however, the Patent Offlce issued the ‘925 patent. Bristol listed this patent in the 
Orange Book, which forced the generic applicants to file paragraph IV certifications. Bristol then 
brought infi-ingement suits against the generic applicants, triggering an automatic 30-month stay lasting 
until approximately May 1 999.27 

The ‘925 patent issued from the tenth application in a series of continuation applications 
originating with an application filed on April 20, 1970, more than 26 years before the ‘925 patent’s 
issuance. The ‘263 patent issued fi-om the fourth application in the same family, making the ‘925 patent 

22 Sale of a product made by a process, even when the process cannot be discerned @om the product, raises the on- 
sale bar of 35 U.S.C. 6 102 with regard to a claimed process. Woodland Trust v. Flower-tree Nursery; Inc., I48 F.3d 1368, 
1370-71 (Fed. Cir. 1998). 

23 Platinol is sold as a freeze-dried (iyophilized) form ofcispiatin, which is dissolved in water prior to injection. 
Platinol AQ is a sold as a solution of cisplatin with the water already added. Bristol received approval to market Platinol in 1978 
and Platinol AQ in 1988. 

24 PDR at 1055-56. 

25 Research Corp. Tech. v. Gensia Labs., Inc., 2001 U.S. App. LEXIS 4444 (Fed. Cir. 2001) (unpublished). 

26 Pharmachemie BV, American Pharmaceutical Partners, Inc. and Ben Venue Laboratories, Inc. fried ANDAs prior 
to expiration of the ‘263 patent. Gensia Laboratories, Inc. filed an ANDA shortly thereafter. 

27 This first suit was against American Pharmaceutical Partners, Inc., which received FDA approval on July 16, 1999 
and began marketing its generic cisplatin in Novemtxr 1999. American Pharmaceutical Partners Annotmces Exclusive Ci&atin 
Launch,; Bristol’s Cisplatin Patent Ruled Invalid, PR Newswire (Nov. 13, 1999). 

s‘ \ 
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a direct decedent of the ‘263. Because of its lengthy pendency, the ‘925 was able to issue and generate a 
30-month stay just as its direct predecessor, the ‘263, was about to expireF8 

The generic applicants successfully defended the patent infringement suits by asserting that the 
‘925 patent was invalid for “obviousness-type double patetiting” in light of the ‘263 patent. The ‘925 
patent claims “a therapeutic composition comprising” cisplatin. The generics argued that this 
‘therapeutic composition” was obvious in light of the method of treating tumors using cisplatin claimed 
by the ‘263 patent. (Appendix H explains double-patenting and the surrounding listing issues.) The 
district court agreed, and the Court of Appeals for the Federal Circuit affirmed on March 23, 200129 
(after the 30-month stays had expired). 

Tax01 (PaclituxeE) 

Bristol-Myers Squibb Co. manufactures and distributes pa&axe1 (brand name, Taxol, and 
generically known as taxol), which the FDA has approved for treatment of ovarian, breast and lung 
cancers and AIDS-related Kaposi’s sarcoma.3o Bristol’s patent listings in the Orange Book and the 
related pate&infringement suits demonstrate that invalid patents in combination with the lengthy 
pendency of a patent application can potentially generate an additional 30-month stay. 

During the 1980’s, the National Cancer Institute (NCI) sponsored research and clinical trials of 
taxol’s effects on numerous cancers. Eventually, the agency sought a commercial partner to bring a 
taxof-based drug to market, and in 1991 the NC1 entered a Cooperative Research and Development 
Agreement (“CRADA”) with BristoL3’ Bristol filed an NDA for tax01 on July 22, 1992, which the FDA 
approved five months later.32 At that time, it was widely expected that generic pharmaceutical 
companies would submit ANDAs for generic taxol in December 1997, at the conclusion of Bristol’s 
five-year new chemical entity (NCE) exclusivity awarded by the Hatch-Waxman Amendments.33 

28 Pursuant to section 534 of Pub. L. 103-465, the term of a patent granted on an application filed on or after June 
8, 1995, that is a continuation of an earlier filed application, will be 20 years from the date OR which the earliest such 
application was filed. 35 U.S.C. Q 154. The application which issued as the ,‘925 patent was &Jed June 2, 1994, prior to the 
effective date of this provision. Therefore, the term of the ‘925 patent is 17 years Porn the date of issuance (October 8,2013), 
but the term of the patent extending beyond May 8,2012 was disclaimed. 

29 In re Research Corporation Technologies. Inc. Patent Litigation, 1999 U.S. Dist LEXIS 22589 (D.N.J. Oct. 21, 
1999), a#‘d Research Corp. Tech. v. Gensia Labs., Inc., 2001 U.S. App. LEXlS 4444 (Fed. Cir. 2001) (unpublished). 

3o PDR at 1062. 

31 Bristol-Myers Squibb Co. v. IV%XCorp., 77 F. Supp. 2d 606,609 (D.N.J. 2000). 

32 Bristol-Myers Squibb Co. v. Ben Venue Labs., 90 F. Supp. 2d 522,524 (D.N.J. 2000). 

33 21 U.S.C. $ 355(j)(5)(D)(ii) states that the FDA may not accept an ANDA for a generic version of any approved 
drug product containing a “new chemical entity” (i.e., an active ingredient for which the FRA has never before granted marketing 
approval) until five years afier the approval of that NCE. The expectation that generic tax01 would be available was created, in 
part, by Bristol’s statemats before Congressional committees in J 991 and 1993 that ‘“near-term generic competition for Tax01 is 
a certainty because Taxol is not a patented product.” Bristol-Myers Squibb t3., 77 F. Supp. 2d at 616. 
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In August 1992, Bristol filed a patent application, which resulted in Patent Nos. 5,641,803 (the 
‘803 patent) and $670,537 (the ‘537 patent). Those patents claim an FDA-approved method of 
administering a specified amount of taxol to a patient over the course of three hours. Bristol listed both 
patents in the Orange Book and sued the generic ANDA applicants, who had filed paragraph IV 
certifications. The patent infringement suit against IVAX Corp., the fast paragraph IV filer, triggered a 
30-month stay on FDA approval that lasted until June 2,200O. In March 2000, the district court hearing 
the infringement suit entered summary judgment that both patents were invalid in light of references 
reporting on government-sponsored clinical trials of taxol. j4 The Caurt of Appeals for the Federal 
Circuit affirmed that decision as to the majority of asserted claims in April 2001 .35 

Although the ‘803 and ‘537 patents no longer blocked generic competition at the time the 30- 
month stay expired in June 2000, the FDA had not yet approved any generic version of taxol for 
marketing. For that reason, when American Biosciences, Inc. (ABI) obtained Patent No. 6,096,33 1 (the 
‘33 1 patent) on August, 1,2000, and Bristol listed it in the Orange Book as explained below, the patent 
had the potential to create a second 30-month stay on generic entry. Due to a series of tangled legal 
maneuvers, this never came to pass, however, and the ‘33 1 patent delayed FDA approval of a generic 
pro&ct for only a few weeks. 

The story of the ‘331 patent is complex. It claims priority back to an original application filed in 
1993, seven years before its issuance. The majority of the claims in the patent cover tax01 “substantially 
free of cremophor,” the solvent used for dissolving and administering the FDA-approved version of 
taxol, Hence, these claims do not cover the approved version of tax01 and cannot support listing. 
However, a small number of broad claims recite a “vessel” containing a specified amount of a taxol 
ranging from 33 mg to 3000 mg. These claims arguably cover, for instance, a bag for intravenous 
administration of tax01 as approved by the FDA, but a district court has also invalidated the claims based 
on this interpretation.36 

At the time the ‘33 1 patent issued, ABI approached Bristol, asking that it list the ‘331 patent in 
the Orange Book. Bristol initially refused, so ABI sought and obtained a temporary restraining order on 
August 11,200O from the district court for the Central District of California requiring Bristol to list the 
patent.37 Bristol later agreed to list the patent, and the parties requested that the court enter their 
settlement agreement, but on September 7,2000, the district court refused, and instead dismissed the 
case on the grounds that ABI had no private right of action seeking listing of a patent in the Orange 
Book. Thus, the district court dissolved the TRO and ordered Bristol to delist the patent by September 

34 Bristol-Myers Squibb Co. v. Boehringer Ingelheim Corp., 86 F. Supp. 2d 433 (D.N. J. 2000). 

35 Bristol-Myers Squibb Co. v. Ben Venue Labs. Inc., 246 F.3d 1368 (Fed. Cir. 2001). The Federal Circuit vacated 
the district court’s invalidity decision regarding the remaining asserted claims ivith a suggestion that those too might be held 
invalid afier tInther development of the record. Bristol chose not to pursue these remaining claims. 

36 See claims 3 1,36,39,41 and 42 of the ‘33 I patent. American Biosciences, Inc. v. Baker Norton Pharmaceuticals, 
Inc., 2000 W 54627 (C.D. Cal. 2002), afd on reconsideration, 2000 WL. 655272. 

37 American Bioscience, 142 F. Supp. 2d at 4-5. 
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14.38 Also on September 7, ABI brought a patent infiingement suit against IVAX and asserted to the 
FDA that the suit barred approval of IVAX’s ANDA for 30 months.39 

On September 11,2000, Bristol, without referring to the earlier listing, informed the FDA that it 
wished to list the ‘331 patent. Bristol again communicated with the FDA on September 14, this time 
stating that it was de-listing the ‘33 1 patent “to the extent that listing was compelled by the TRO,“’ but 
that it did not mean to “affect the continued and continuous listing of the patent.‘*’ The FDA considered 
Bristol’s August 11 listing ineffective and its September 11 listing to be late, because it occurred more 
than 30 days aRer the patent issued. 4’ For that reason, the FDA did not require the ANDA applicants to 
submit paragraph IV certifications regarding the ‘33 1 patent or view ABIE’s infringement suit as creating 
a 30-month stay. On September 15, the FDA granted final approval to NAX’s generic taxol.” ABI 
sought review of this decision in the D.C. district court, which sided with the FDA on October 3, 2000.43 
IVAX began marketing about three weeks later and remains on the market. At least two other generic 
manufacturers have subsequently entered. 

In November 200 1, the D.C. Circuit Court of Appeals reversed the district court’s affirrnance of 
-% FDA’s decision to consider Bristol’s September 11 listing untimely and to grant final approval to IVAX. 

Moreover, the Court of Appeals ordered the FDA to vacate its approval of IVAX’s ANDA, effective 
January 24,2002. 44 This never occurred, however, because Bristol decided against relisting the ‘33 1 
patent45 following the January 11,2002 decision by the district court holding that the asserted patents 

38 American Bioscience, Inc. v. Bristol Myers Squibb Co., 2000 WL 12’78348 (C.D. Cal. 2000) (an action to enforce 
the FDCA may only be brought by the United States pursuant to 21 U.S.C. 0 337(a)). 

39 A recounting of this history can be found in American Bioscience, Inc. v. Shut&, 142 F. Supp. 2d 1 (D.D.C. 
2000), vacated, 243 F.3d 579 (D.C. Cir. 2001). 

4o Id. at 6. 

41 21 U.S.C. $355(c)(2) requires that an NDA holder submit a patent for listing within 30 days of the date of issue. If 
the NDA holder lists a patent more than 30 day afkr issuance, any ANDAs on file need not certify to the patent. 21 C.F.R. 4 
314.94(a)(12)(vi). 

42 The FDA had granted “tentative approval” to WAX two weeks earlier, on August 28, because it had completed its 
substantive review of the ANDA, but could not issue final approval until the questions about the “33 1 patent had been resolved. 
American Bioscience, Inc., 142 F. Supp. 2d at 6. Thus, the dispute over the ‘33 1 patent delayed finaf approval of generic tax01 
about 18 days. 

43 American Bioscience, Inc., 142 F. Supp. 2d 1. 

44 American Biosciences, Inc. v. Thompson, 269 F.3d 1077 (DC. Cit. 2001). 

45 FDA Status Resolved - ZVAX’ Generic Paclitazl On the Market to Stay, Business Wire, Jan. 25,2002. 
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claims were invalid.46 (Th e same claims supported the listing.) Had Bristol not delisted, the DC. 
Circuit court’s decision might have forced generic taxol off the market. 

Tiazac (diltizem hydrochloride) 

Box 4-4 describes Biovail’s listing of Patent No. 6162,463 (the ‘463 patent)p7 which caused the 
second 30-month stay for Tiazac, and the FTC’s related enforcement action. Court decisions related to 
this listing can be found at: 

. Biovail Corp., Int’l V. Andrx Pharm., Inc., 2000 WL 33354427 (S.D. Fla. March 6,2000), 
a$‘d 239 F.3d 1297 (Fed. Cir. 2001) (holding that Andrx’s ANDA did not infringe Patent 
No. 5529,791 (the ‘791 patent), the first listed patent covering the Tiazac formulation). 

Andrx Pharm., Inc. v. Biovail Corp., 175 F. Supp. 2d 1362 (SD. Fla. 2001) vacated, 276 
F.2d. 1368 (Fed. Cir. 2002) (dismissing Andrx’s challenge to the ‘463 listing because it 
had no private right of action, but shortening the 30-month stay because Biovail’s actions 
“were done to impede or delay the expeditious resolution of the patent actions between 
Biovail and Andrx . . . .“).4* 

Andrx Pharm., Inc. v. Biovail Corp., 276 F.2d. 1368 (Fed:Cir. 2002) (holding that the 
district court had no authority to shorten 30-month stay based on Biovail’s allegedly 
improper conduct before the FDA). 

<www.ftc.govlopa/2002/04/biovailtiazac.html> (FTC proposed consent decree requiring 
delisting). 

46 The court held that the use of Tax01 as marketed by Bristol prior to the effetive filing date of the ‘33 1 patent 
anticipated the claims and rendered them invalid under 35 USC. $ 102. American Bioscienctw, Inc. v. Baker Norton 
Pharmaceuticals, Inc., 2000 WL 54627 (C.D. Cal. ZOOZ), afd on reconsideration, 2000 WL 655272 (holding claims 3 1,36, 
39,41 and 42 of the ‘331 patent invalid). 

47 The ‘463 patent claitm a diltiazem formulation containing both slow-release beads, of the type tbund in Tiazac, and 
“at least 1% free diltiazem.” Because Tiazac is prior art to the ‘463 patent, the patent cannot cover Tiazac and be valid See In re 
Buspirone Patent Litigation, 18.5 F. Supp. 2d at 360-62. 

48 Id. at 1374. The district court rejected Biovail’s argument that the court’s authority to Jimit the 30-month stay 
could be based only on the filing ofthe ‘463 infringement action because “[sluch a myopic approach to each listed patent would 
lead to a potentially endless listing of patents to prolong FDA approval of a generic competitor.” Id, at 1375. 

, 
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Appendix H: 
Orange Book Patent Analysis 

This appendix describes and analyzes three categories of patents that raise Orange Book 
listability questions and provides examples of patents falling into those categories. The appendix also 
suggests ways in which the listability questions might be addressed. The FTC Staff identified the patent 
categories and examples by reviewing all patents listed for drug products for which the responding 
generic companies indicated that they had challenged a listing in some way. The cited examples are not 
exhaustive. They only illustrate a category. Chapter 4 of this report describes the statutory and 
regulatory scheme governing Orange Book listings and underlying this analysis. 

Patents Not Claiming the Approved Drug Substance, Drug Formulation or Use 

As explained in Chapter 4, the listing regulation requires that those patents listed in the Orange 
Book claim the drug product that is the subject ofthe NDA, or an approved use of that product. The 
regulation allows the listing of drug substance patents, drug formulation patents, and method of use 
patents. One court has pointed out that the scope of the NDA, and not the brand-name company’s drug 
as marketed, controls the listing analysis.49 Normally, the scope of the approved NDA will closely align 
with the marketed drug, given that almost all changes to a drug’s formulation or labeling require 
supplemental FDA approva15’ Therefore, in most cases, one can compare a patent with the FDA 
approved, marketed drug to analyze whether the patent listing is appropriate. In this analysis, the FTC 
Staff compared the listed patent to the drug product as described in the Physician ‘s Desk Reference, 55th 
ed. (2001). It is possible, however, that resolution of a listing dispute might depend on an interpretation 
of the scope of approval granted through the NDA, and a mechanism for addressing this issue could be 
valuable. 

Some patents listed in the Orange Book claim a formulation that differs from the formulation 
approved through the NDA. For instance, the FTC has alleged that Patent No. 6,162,463, listed for 
Tiazac (diltiazem) claims a formulation comprising slow release beads and fi-ee diltiazem but that the 
Tiazac formulation approved through the NDA contains only slow release beads.5’ Other listed patents 
claim only unapproved uses of the drug. For example, Patent No, 5084,479, listed for Neurontin 
(gabapentin), claims the use of gabapentin to treat neurodegenerative diseases. The FDA has approved 
gabapentin only for treating epilepsy, which is not a neurodegenerative disease. Other patents falling 
into this category are those that claim a method of using a drug substance other than the approved drug 
substance, such as Patent No. 4,62 1,077, listed for Fosamax (alendronate sodium), which claims a 
method of using the acid form of alendronate. Only the sodium form of alendronate is sold 

Andrx Pham., Inc. v. Biovail Corp., 276 F.3d 1378, 1376 (Fed. Cir. 2002). 

So 21 C.F.R. (5 314.70(b). 

The FTC accepted for public comment a proposed consent order on April 23,2002, available at 
~httw//www.ftc.gov/ova/2002/04~iovaiitiazac.hmP. 
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Brand-name companies also have listed patents that claim a drug substance differing from the 
approved drug substance in some way. These patents generally fall into three subcategories: metabolites, 
polymorphs, and intermediates. Each subcategory raises its own specific issues, as elaborated below. 

(i) Metubolite Patents 

Of the drug products for which the FTC Staff examined listed patents, there are at least two 
instances where brand-name companies have listed and sued generic companies for infringement of 
metabolite patents. 52 A metabolite is the chemical compound into which a patient’s body metabolizes or 
converts the active ingredient of a drug product. Often the metabolite, rather than the active ingredient 
itself, produces the drug’s therapeutic effect in the body. Only patients, and not the generic applicant, 
can directly infringe a metabolite patent; they do so by ingesting the approved drug product and then 
metabolizing it into the claimed compound. Typically, the patentee charges that the generic applicant 
will induce or contribute to the infkingement of the metabolite patent by selling its drug to patients who 
then metabolize it?3 

One district court explicitly has held that a brand-name company may not list a metabolite patent 
in the Orange Book, because the metabolite patent does not “claim the drug,” as required by the listing 
statute.54 The court looked to the precedent, Hoechst-Roussel Pharms., Inc. v. Lehman,5s which 
interpreted the term “claims” in the Patent Term Restomtion portion of the Watch-Waxman Amendments 
at 35 U.S.C. 6 156(a) and concluded that a metabolite patent,does not “claim” the approved drug 
product. 

Whether a brand-name company appropriately may list patents claiming metabolites or the use of 
metabolites in the Orange Book could be clarified through FDA regulation or guidance. 

(ii) Polymorph Patents 

Another category of patents that raises listing questions includes those patents claiming a 
chemical compound that differs by water-of-hydration or that forms a crystalline structure different from 
the active ingredient approved by FDA through the NDA. For instance, the FDA has approved the 
anhydrate form of gabapentin (having no water) but the Orange Book contains a patent claiming the 

52 Two examples are Prilosec (omeprazole, Patent No. 4636,499) and BuSpar (buspirone Patent No. 6,150,365). 
The generic applicants in the omeprazole litigation moved for summary judgment that they did not contribute to or induce 
infringement of the ‘499 patent. The district court granted that motion based, in part, on the argument of the generic applicants 
that the patent could not cover a patient’s ingesting and metabolizing orneprarole because that aktivity was prior art to the patent, 
In re Omeprazole Patent Litigation, 2001 WL 585534 (S.D.N.Y. 2001). 

53 In re Omeprazole Patent Litigation, 2001 WL, 585534 (S.D.N.Y. 2001); see also, &nit/t Labs. v. BristokMyers 
Squibb, 10 F.3d 1418, 1422 (Fed. Cir. 1994) (infringement may occur if the administered product is converted in vivo in to the 
claimed product); 35 U.S.C. Q 271(b), (c) (one who induces or contributes to infiingernent of a patent is liable as an infringer). 

54 Mylan Pharmaceuticals, Inc. v. Thompson, 139 F. Supp. 2d 1,19-21 {D.D.C. 2001), rev’d on other grounds, 268 
F.3d 1323 (Fed. Cir. 2001). 

55 109 F.3d 756 (Fed. Cir. 1997). 
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monohydrate form of gabapentin (having one water molecule in its crystalline structure for each 
gabapentin molecule). Compounds differing in this way, or by the way in which the individual 
molecules arrange in a crystalline structure, are called polymorphs. Some drugs having patents listed 
which claim a form of the active ingredient differing by water of hydration from the approved form 
include Hytrin (terazosin hydrochloride), Paxil (paroxetine hydrochloride) and Neurontin (gabapentin). 

The FDA typically grants approval through an NDA to a brand-name company to sell only one 
polymorph of an active ingredient. The company may not sell other versions of the active ingredient 
without FDA approval. Thus, one view is that these different polymorphs of the approved active 
ingredient are not part of the approved drug product, and patents claiming the different polymorphs do 
not claim the approved drug product, thus making the listing of such patehts questionable. 

An alternative view recognizes that under certain circumstances, the FDA will treat a compound 
differing by water-of-hydration or crystalline structure from an approved active ingredient as the same 
active ingredient. The FDA will allow the active ingredient of a generic product to differ in these ways 
if the generic applicant demonstrates that its product is bioequivalent to the brand-name company’s 
product?6 For this reason, some have argued that patents claiming compounds that differ by water-of- 
hydration or crystalline structure from the approved active ingredient claim the “same” active ingredient 
and therefore should be listable?’ 

A response to this argument is based on the fact that often the form of the active ingredient used 
in the approved drug product is prior art to the later-issued polymorph patent. Tbis is the case for 
Hytrin, Paxil, and Neurontin. That means that the patentee argued, and the Patent Office agreed, that the 
different polymorph was sufficiently distinct fi-om the FDA-approved polymorph to be patentable. This 
fact highlights the difficulty in treating the two compounds as the “same” for purposes of the patent 
analysis required by Orange Book listings. Listable patents am those that “claim” the approved drug 
product (a concept based on patent principles), and not every patent that a bioequivalent product might 
infringe. The listing analysis is rooted in patent concepts, and the ability of two polymorphs to form 
bioequivalent products is not decisive to that analysis. If the ability of two polymorphs to form 
bioequivalent products made them the “same” for patent purposes (as opposed to FDA purposes), the 
brand-name company could never obtain the later polymorph patent in the first place because the earlier, 
approved polymorph would invalidate it. 

56 See FDA, Pretace to Twenty First Edition of Approved Drug Produuts with Therapeutic Equivalence Evaluation, 
available at~htto:/iwww.fda.gov/cda/oranrze/adv.htrrY. 

57 One district court addressed the issue and agreed. In Zenith Laboratories, Inc. v. Abbott Laboratories, 1996 WL 
33344963 (D.N.J. 1996), the court denied Zenith’s request that the court order Abbott, the holder of an approved NDA on 
terazosin dihydrate (Hytrin), to de-list four patents claiming anhydrous tcrawsin. Contrary to FDA regulations stating that the 
agency does not review the propriety of a listing, the court stated, “the FDA approved Abbott’s [anh@rate] patents for listing. 
Such approval demonstrates that the FDA believed that those patents are covered by an approved drug product.” Id. at *9. Zenith 
appealed that decision to the Court of Appeals for the Federal Circuit, but the parties settled following oral argument and before 
the court issued an opinion, with Abbott paying Zenith, who agreed to stay off the market. In re Terawsin Antitrust Litigation, 
164 F. Supp.Zd 1340,1346 (S.D. Fla. 2000). 



Whether a brand-name company may appropriately list polymorph patents, or those claiming a 
use or formulation containing a polymorph, could be clarified through FDA regulation or guidance. This 
is the subject of the FTC Staff’s Citizen Petition. 

(iii) Drug Iiz termediate Patents 

The “intermediate” patents listed in the Orange Book present a category that may not literally 
claim the approved drug product. An intermediate patent claims a chemical compound that is used 
during the production of an active ingredient, but is not present in the final, marketed form of the drug 
product. The claimed compound is an “intermediate” on the pathway to the approved drug. 

In the patent litigation concerning Aredia (pamidronte disodiurn), the district court held that a 
brand-name company may list intermediate patents in the Orange Book. The generic applicant 
challenged the listing of a patent claiming a compound used in the manufacture of its product, which the 
brand-name company admitted was not present in Aredia?8 The district court held that the brand-name 
company could maintain the listing, however, on the basis that the claimed compound was a -% 
“component” of Aredia because it was used in the manufacture of that drug product?’ For support, the 
court looked to the FDA’s listing regulations that allow listing of a patent claiming a “component” of an 
approved drug product,60 and the FDA’s regulations on good manufacturing practices defining 
“component” to mean “any ingredient for use in the manufacture of a drug product, including those that 
may not appear in such a drug product.‘*’ The court did not address whether a patent claiming an 
intermediate compound claims the approved drug product. 

Whether a brand-name company may appropriately list intermediate patents could be clarified 
through FDA regulation or guidance. 

Product-by-Process Patents 

A simple example of the claims of a chemical product-by-process patent, and a comparison with 
product and process patents, is necessary to understanding the listing issues surrounding these patents, 
A product patent claim would recite “such and such substance.” A relatedprocess patent claim would 
recite “a process for making such and such substance by performing steps (a) and (b).” A corresponding 

s8 The brand-name company admitted that Aredia was sold as the anhydrous (lacking water) form of pamidronate, not 
the pentahydrate form , which contains five water molecules for every pamidronate molecule. &WI YenMe Labs., Inc. v. Novartis 
Pharm. Corp., 10 F. Supp. 2d 446,454 (D. N.J. 1998) (the court did not address whether the generic applicant had a private right 
of action to challenge the listing). 

s9 Id. at 457-58. 

6o Id. at 455-58; see 21 C.F.R. 8 3 14.53@) (“For patents that claim a drug substance or drug product, the applicant 
shall submit information only on those patents that claim a drug product that is the subject of a pending or approved application, 
or that claim a drug substance that is a component of such a product.“). 

‘r Id. at 456 (quoting 2 1 C.F.R. 0 2 10.3(b)(3)). 
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product-by-process patent claim would simply rearrange words af the process claim to recite “such and 
such substance made by the process of performing steps (a) and (b).” 

Two arguments support the position that product-by-process claims may not be listed. First, 
although the FDA’s listing regulation does not address product-by-process patents, it specifically defines 
three categories of listable patents: drug substance (ingredient) patents, drug product (formulation and 
composition) patents, and method of use patents. Product-by-process patents do not comprise a category 
of listable patents under the FDA’s listing regulation. Second, the listing regulation and Hatch- 
Waxman’s legislative history prohibit the listing of process pate&F2 and product-by-process claims are 
arguably similar to process patents than are product patents. As seen above, the wording of the product- 
by-process claim more closely resembles that of the process claim, not the product claim. Moreover, the 
scope of patent coverage afforded by a product-by-process patent for small-molecule pharmaceuticals 
typically is identical to that afforded by the corresponding process patent. 

An examination of two listed product-by-process patents illustrates this latter point. Patent Nos. 
6,063,927 (the ‘927 patent) and 6,172,233 (“233) both claim paroxetine hydrochloride made aeeording to 
specified processes. In each case, the patent itself acknowledges that paroxetine hydrochloride was well 
known at the time the brand-name company applied for the patents. The brand-name company 
represented to the Patent Office in the patent document that the recited process was new and made the 
claims patentable. Therefore, if valid, these patents cover only those products (paroxetine 
hydrochloride) made according to the specified process,63 just as process patents cover products made 
according to the specified proeess,64 In contrast, product patents, such as listable drug substance and 
formulation patents, cover a product regardless of the process by which it is mades6’ Thus, product-by- 

62 21 C.F.R. 0 314.53(b). Examples of “product-by-process”patents are the three patents listed for Paxil (pamxetine 
hydrochloride). 

63 Atlantic Thermoplastics CL. v. Faytex Corp., 970 F.2d 834,844 (Fed. Cir. 1992). 

A process claim covers performance of the process steps, but it also provides patent coverage to products made 
according to the recited process. 3.5 USC!, cj 271(g) (, Whoever without authority imports into the United States or offers to 
sell, sells, or uses within the United States a product which is made by a patented process in the United States shall be liable as 
an infringer. . . .“). 

65 A counter-argument is that, based on a statement in the Federal Circuit opinion, Scripps Clinic & Research 
Foundation v. Genwtech, Inc., the process limitations of these patent claims must be ignored, effectively makii them listable 
product claims. In that case the court stated “the correct reading ofproduct-by-process daims is that they are not limited to a 
product prepared by the process set forth in the claims.” 927 F.2d 1565, 1583 (Fed. Cir. 1991). A latercase,Atlunric 
Thermoplastics, held that process limitations must be considered. 970 F.2d 834,844 (Fed. Cir. 1992). Nowever, the two cases 
can be reconciled in this context. If the patentee depended on the novelty of the process limitations in obtaining these patents, it 
is then estopped from ignoring those limitations. Atlantic Thermoplastics Co. v. Faytex Corp., 974 F.2d 1279, 1280 (J. Rich, 
dissent from denial of reh’g en bane) {patentee admitted that product-by-process claim was limited to the process and claim must 
be interpreted accordingly); Id. at 1299 (J. Lourie, same). When the product is old, but the process is new, as is generally the 
case with patents related to small-molecule pharmaceutical compounds, the claim is a process claim, not a true product-by- 
process claim of the type discussed in Scripps. ‘The Scripps class of product-by-process claims is quite different from claims 
[which are] allowed when the process is found patentable.” Id. at 1282 (J. Newman, same). Under this analysis, an 
interpretation of the listed product-by-process patents as process patents is completely consistent with the Scripps case. 
Moreover, any argument that ignores the process limitations in an attempt to support the Orange Book listing on the grounds that 
these are product patents would necessarily invalidate the patents, thereby suggesting that a claim of patent infringement could 
not “reasonably be asserted” under this claim interpretation, as required for listing under 2 1 U.S.C. 8 355(b)( 1). 
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process patents in which only the novelty of the process supports patentability arguably are characterized 
more accurately as process patents. 

Whether a brand-name company may appropriately list such patents could be clarified through 
FDA regulation or guidance. 

Double Patenting 

When a patent applicant obtains a second patent claiming subject matter that is the same as or 
obvious in light of the claims of an earlier issued patent, it is called “double-patenting.” The patent 
statute and the judicially-created doctrine of “obviousness-type double patenting” renders such patents 
invalid. The doctrine of double patenting prevents the patentee from extending the patent right beyond 
the statutorily granted time limit.‘j6 The Platinol example, as described in Appendix G, provides an 
example of a 30-month stay created by a patent invalid for double-patenting. The brand-name company 
obtained a 30-month stay by obtaining, listing and suing on Patent No. $562,925. The Federal Circuit 
eventually invalidated that patent for double patenting -- 45 months after the generic applicant 
challenged the validity of the patent.67 The ‘925 patent effectively generated an additional 30 months of 
exclusivity even though it claimed nothing new. 

In some circumstances a patentee may obtain a second patent that is obvious in view of its own 
earlier patent. The Patent Office typically allows a patent applicant to obtais such a patent only if the 
applicant files a “terminal disclaimer” for the later patent, disclaiming the term of the later patent that 
extends beyond the term of original patent, so that both patents expire on the same day. In those cases in 
which the brand-name company files a terminal disclaimer for the later patent, the later patent does not 
provide rights beyond those of the earlier patent because both expire on the same day. This is the 
rationale behind the Patent Of&e’s allowing the later patent. The later patent does provide additional 
protection from generic competition, however, if it generates a second, later-expiring 3O-month stay. 

Fosamax provides an example of how double-patenting with a terminal disclaimer may result in 
multiple 30-month stays. The brand-name company listed and initially sued on the earlier patent, No. 
5,849,726 (the ‘726 patent), which claims “a method for treating and/or preventing bone loss” using the 
anhydrate form of alendronate sodium. The later patent, No. 6,008,207 (the ‘207 patent), was a 
continuation of the ‘726 paterk6’ It claims “a method for treating bone resorption” and “a method for 

66 In re Lonardo, 119 F.3d 960,965 (Fed. Cir. 1997); See In re Goodman, 11 F.3d 1046, 1052 (Fed. Cir. 1993). 
The Patent Office allows a terminal disclaimer to cure an obviousness-type double patenting rejection only when the same entity 
owns both patents. 

67 Research Corp. Techs. v. Gensia Labs., Inc., 10 Fed. Appx. 856 (Fed. Cir. 2OOt)(unpublished). 

68 A continuation patent is one filed during the pendency of another, earlier patent application, which contains the 
same disclosure as the earlier application. The continuation refers back to the earlier application and receives the benefit of its 
earlier filing date for purposes of identi@ing prior art and determining patentability. A continuation application generally claims 
the same invention claimed in the earlier application, although there may be some variation in the scope of the subject matter 
claimed. The term “parent” refers to the immediately preceding application upon which a continuing appiication claims priority. 
35 U.S.C. Ej 120; Transco Pro&., Inc. v. Performance Constr., Inc., 38 F.3d 551,555-56 (Fed. Cir. 1994). 
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inhibiting bone resorption” using the anhydratc form. As the patents explain, however, “a method for 
treating and/or preventing bone loss” is the same thing as‘% method for treating and/or inhibiting bone 
resorption.‘%’ The brand-name company filed a terminal disclaimer on the ‘207 patent, presumably to 
overcome or avoid a rejection based on double patenting. The brand-name company sued for 
infringement of the ‘207 patent based on a paragraph IV certification approximately four months after 
suing based on the ‘726 patent. 

In theory, the later-issued ‘207 patent provides no additional patent protection beyond the ‘726 
patent because both expire on the same day. However, the ‘207 patent generated a second, later-expiring 
30-month stay because it issued later, thus triggering a later paragraph IV certification and a later suit. 
Consequently, the later-issued ‘207 patent did provide an additional exclusionary right beyond the ‘726 
patent that potentially had the ability to delay generic entry by an additional four months. That delay 
never materialized because the court dismissed the suits on both patents by stipulation of the parties 
before the first 30-month stay expired, thereby extinguishing the 30-month stays generated by both the 
‘207 and the ‘726 patents.” 

Whether a brand-name company may appropriately list additionai patknts claiming subject matter 
that is the same as or obvious in light of the claims of an earlier-issued patent for the same drug product 
could be clarified through FDA regulation or guidance. 

69 Specifically, the patents state, ‘The term ‘inhibition of bane resorption’ asused herein, refers to treatment and 
prevention afbone loss. . . .” U.S. Patent No. 6,008,207, Cal. 2, lines 28-29. 

” Publicly available information does not provide a reason for tie stipulated dismissal. 

A-45 
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Greater Access to Generic 
Drugs 

New FDA initiatives to improve drug reviews and reduce legal 
loopholes 

By Michelle Meadows 

You might think that lower cost means lower quality, but that‘s not the case with 
prescription drugs, says Gary Buehler, R.Ph., director of the Food and Drug 
Administration’s Office of Generic Drugs. “The FDA ensures a rigorous review of all drugs, 
and consumers can be assured that generic drugs are as safe and effective as brand-name 
drug products,” he says. 

Generic drugs are copies of brand-name drugs and are available in both over-the-counter 
(OTC) and prescription form. For example, ibuprofen is the generic version of the OTC pain 
medicine Advil. Last year, the FDA approved the first generic of the prescription anti- 
seizure drug Neurontin (gabapentin). Generics have the same quality, safety, and strength 
as branded medicines. But for an average brand-name drug that costs $72, the generic 
version costs about $17. 

At roughly one-third the price of brand-name medications, generics can bring consumers 
significant savings. A 2002 study by the Schneider lnstitute for Heaith Policy at Brandeis 
University in Waltham, Mass., concluded that if Medicare increased the rate of generic 
usage to that of similar high-performing private sector plans, its 40 million beneficiaries 
could see potential savings of $14 billion in 2003. 

The FDA has made it a priority to encourage the availability of generic drugs. FDA experts 
say there is no question that brand-name drugs are also essential. 

“Generic drugs are possible only as a result of the development of new innovative drugs, 
and this innovation requires significant investment,” says former FDA Commissioner Mark 
8. McClellan, M.D., Ph.D. “Without fair compensation from meaningful patent protection, 
drug research and deveiopment would slow or stop.” According to the Boston-based Tufts 
Center for the Study of Drug Development, the cost to develop a new drug averages $897 
million. The Pharmaceutical Research and Manufacturers of America (PhRMA) reports that 
its member companies invested about $32 billion in 2992 in discovering and developing 
new medicines. 

A brand-name company submits information to the FDA on patents it holds on a drug and 
their expiration dates. Then the agency lists patents on new drugs in the publication 
Approved Drug Products with Therapeutic Equivalence, also known as the Orange Book. 
Patent protection gives brand-name companies, also known as “innovator” -companies, the 
sole right to sell a drug for a certain period of time. This allows them to fairly recoup their 
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investment costs. Patent protection for drugs typically lasts an average of 11 years. A 
generic drug can only enter the market after the brand-name patent or other marketing 
exclusivities have expired and FDA approval is granted. 

But rising drug costs remain a major challenge for consumers, especially older Americans. 
“This is where generics play an essential role,’ McClellan says. “Once the appropriate 
patent protection has expired, generic medicines give patients an alternative.” 

On Dec. 8,2003, the Medicare Prescription Drug Improvement and Modernization Act of 
2003 was enacted. Title Xl of that Act provides for, among other things, Jimits on certain 
court actions that could delay availability of generic drugs. The move is expected to save 
consumers billions of dollars, as well as lower costs for government and, employer-provided 
coverage. 

In addition, the FDA also continues initiatives to improve access to generic drugs. These 
initiatives involve revamping the FDA’s review process to put generic drugs into consumers’ 
hands more quickly. The fiscal year 2005 FDA budget request includes increases in funding 
for the FDA’s generic drug program. The additional funds would go toward increased staff 
and other improvements to speed up generic drug reviews. The FDA routinely evaluates 
the generic drug review program to find ways to increase efficiency and get quality products 
into the hands of consumers to improve the public health. 

How Generics Get on the Market 
The main reason generic drug companies can market their drugs at lower prices is that they 
don’t face the same development costs as brand-name companies. Under the Drug Price 
Competition and Patent Term Restoration Act of 1984, also known as the Hatch-Waxman 
Act, generic drug companies don’t have to repeat expensive clinical trials. 

“The Hatch-Waxman Act essentially created the generic drug industry,” says Buehler. 
Roughly two decades ago, generics made up only 12 percent of all prescriptions. Now, 
generics represent over 50 percent of all prescriptions in the United States, according to the 
Generic Pharmaceutical Association (GPhA). ‘The law paved the way for many more 
generic drugs because rather than repeating research, generic drug companies instead 
must show the FDA that their drugs are bioequivalent to the brand-name drug,” Buehler 
says. 

When a drug is “bioequivalent” to another, it means that its active ingredient works in the 
same way and in the same amount of time as the brand-name drug. Scientists measure a 
generic drug’s bioavailability--the amount of the generic drug in the bloodstream and how 
long it takes to get there. Then they compare that measurement to the brand-name drug. 
While innovator companies submit full new drug appkcations, generic companies submit 
what are known as abbreviated new drug applications (ANDAs). Along with showing that a 
generic drug has the same bioavailability as the brand-name drug, generic companies must 
prove that their products have the same active ingredient, follow the same quality 
manufacturing standards, and have similar labeling. (See “FDA Reauirements for Generic 
Druas.“) 

The competition encouraged by the Hatch-Waxman Act helps to keep drug costs down and 
also spurs innovator firms to develop more new drugs, Buehler says. “The law aims to 
protect the intellectual property rights of innovator companies, while also encouraging the 
development of generic drugs,” he says. As an incentive for generic drug firms to submit 
ANDAs to the FDA, the first generic challenger of patents is awarded a period of marketing 
exclusivity. 

Reducing Legaf Barriers 
The Medicare Modernization Act will close legal loopholes in the Hatch-Waxman Act that 
delay generic drug approval. For example, only one 30-month *stay” is allowed under the 
Act if an innovator company sues a generic company over patent issues. This may occur 
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after a generic applicant certifies that an innovator’s patent will not be infringed. Unless the 
innovator sues within 45 days after such notice, there is no 30-month stay, The innovator 
can still sue, but no 30-month stay results. 

A stay is the term for the delay in generic approval that occurs when a brand-name 
company files a patent infringement lawsuit. This delay is meant to be a time to resolve 
issues about whether a generic drug company is infringing a drug patent. During the stay 
the FDA cannot approve the generic drug. 

A limit of one 30-month stay is in line with recommendations from the Federal Trade 
Commission (FTC). According to an FTC study released July 30,2002, there were cases 
involving several brand-name drugs between 1994 and 2000 in which repeated 30-month 
stays delayed access to generic drugs. 

Access to generic drugs has sometimes been delayed from four to 44 months when drug 
companies have used various methods to get repeated 30-month stays. Examples of 
delaying tactics include submitting patent information on the color of the pill bottle, 
ingredient combinations, and other minor matters that don’t affect the drug’s effectiveness 
or safety. 

Such strategies have been seen only in a minority of drug firms. And, according to PhRMA, 
stays are rare. But the FTC concluded that multiple stays can have substantial financial 
impact and are “hamrful to consumers.* President Bush has said, “Our message to brand- 
name manufacturers is clear: You deserve the fair rewards of your research and 
development; you do not have the right to keep generic drugs off the market for frivolous 
reasons.” 

A new regulation that went into effect Aug. 192003, implements another FTC 
recommendation, to tighten the patent submission and listing process so that only 
appropriate patents are submitted to the FDA. To help prevent unfair competition, the 
regulation clarifies the types of patents that must be submitted to the FDA. Companies 
must submit patent information on active ingredients, drug formulations and compositions, 
and approved uses of a drug. Certain patents, such as those for packaging claims, are 
among those that cannot be submitted. More detailed information will now be required on 
patent submissions, and false statements could lead to criminal charges. 

Kathleen Jaeger, GPhA president and chief executive officer, praised the announcement of 
the generic drug regulation and said it complements generic drug access provisions of the 
Medicare Modernization Act. 

“GPhA strongly believes that the administration’s initiatives, coupled with substantial 
legislative measures in the compromise legislation, will ensure that Amencan heaith care 
becomes more affordable,” Jaeger said in a statement. The legislation overlaps with the 
FDA’s regulation in one area in that it would also prevent multiple 30-month stays in the 
approval of generic drugs. 

In testimony before the Senate Judiciary Committee on June 17, 2003, Bruce N. Kuhiik, 
PhRMA’s senior vice president and general counsel, cautioned against changes that could 
“undermine incentives for continued pharmaceutical innovation,” He said, “The Hatch- 
Waxman Act of 1984 is achieving its purpose of speeding market entry of generic drugs.” 

Kuhlik pointed out that since the law was enacted, the generic share of the drug market has 
soared, and so has the expense of developing new drugs. “Our patent laws and regulations 
provide a key incentive for continued innovation in medicines,” Kuhlik said. “Better 
treatments and new cures can come only from pharmaceutical research companies, and 
only if patent incentives are maintained.” 

More Efficient Reviews 
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indicates that final approval of the application is delayed due to patent or exclusivity issues. 
In 2003,479 applications were submitted for review. This is up from 392 the year before. 

It takes 20 months on average for a new generic drug to be approved by the FDA, and it 
usually involves multiple review cycles. Very few applications are approved on the first 
cycle, but about a third are approved on the second cycle. Sometimes multiple review 
cycles canY be avoided, but the FDA has identified the lack of early communication 
between generic drug companies and the FDA as one cause for multiple review cycles. 
With the proposed increases for the generics budget, the FDA plans to increase resources 
that would make earlier communications possible. 

The agency plans to hire more review experts to help speed up the review of generic drug 
applications so that review time can be reduced by at least two months. The goal is to 
provide guidance to industry to allow for submission of more complete of applications the 
first time they are submitted, rather than going through multiple review cycles because of 
problems. Each round of reviewagenerally means many months delay in approval. 

The new resources, along with other improvements, such as adding another chemistry 
review division, are expected to reduce the total time to approval for most new generic 
drugs by three months or more over the next three to five years. One new approach will be 
to develop an FDA standard for giving generic companies initial feedback on obvious minor 
deficiencies within 10 days after the first review cycle is completed. Applicants will have an 
opportunity to respond and amend an application to try to avoid a whole new review cycle. 

Getting the Word Out 
“Generic Drugs: Safe. Effective. FDA Approved.” That’s one of the slogans featured in an 
FDA consumer education program to promote consumer confidence in generic drugs. The 
FDA messages have been featured in newspaper articles, posters, and brochures 
highlighting the safety and effeotiveness of generic drugs. Public servlce announcements 
have appeared in major magazines and journals, as well as on the radio. Posters and 
brochures are being distributed at major pharmacies throughout the country. 
Advertisements rolled around on buses in Chicago, Los Angeles, and New York, and have 
appeared on billboards in Michigan. 

Consumers want lower-cost options for drugs, according to AARP, a nonprofit organization 
that addresses the needs of people ages 50 and older. In a recent AARP survey of 1,046 
people ages 46 and up, 84 percent said generic drugs are important for controlling drug 
costs. Most also said they usually choose generics over brand names when generics are 
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available. And 24 percent reported not being able to afford a prescription drug when no 
generic was available. 

Richard Cole, senior vice president of corporate communications at Blue Cross Blue Shield 
of Michigan, says in a statewide survey he conducted in the summer of 2001, most people 
said they believe genetic drugs are equivalent to brand-name drugs. “In the past, the 
conventional wisdom was that if we increased education about generic drugs, it would look 
like our only motives were to save money for the company,” Cole says. “But consumers 
reported that they saw it as our job to tell them about generic drug options.” 

In the fall of 2001, Blue Cross Blue Shield invited all Michigan pharmacies to participate in a 
competition to increase generic dispensing rates. The goal was to increiise generic use 
among Michigan Blues members by one percentage point, which would result in a $17 
million savings for both the company and the customers, Cole says. 

Blue Cross Blue Shield challenged pharmacies to develop in-store campaigns and tracked 
generic dispensing rates. More than 1,000 Michigan pharmacies competed. The prize for 
the stores with the highest rates: featured spots in a $1 million advertising campaign with 
the slogan “Generic Drugs--The Unadvertised Brand.“’ Rite Aid won for the retaii chain 
category and Grand Value Drugs of Detroit won for the independent pharmacy category. 
Cole estimates that the annual savings for Michigan Blues members was more than $30 
million. 

“People don’t want a less expensive drug if they think the quality isn’t good,” Cole says. 
“When you or a member of your family gets sick, you don’t want second best. But you don’t 
have to worry about that with generic drugs.” 

The FDA’s Center for Drug Evaluation and Research would like to hear from organizations 
interested in partnering with the FDA on its generic drug education program. For more 
information about a potential partnership, call (301) 827-7503. 

For More Information 

FDA’s Cffice of Generic DrugS 

eneric drugs final rule 

FDA Requirements for Generic Drugs 

o Generic drugs must have the same active ingredients and the same labeied strength as 
the brand-name product. 

l Generic drugs must have the same dosage form (for example, tablets, liquids) and must 
be administered in the same way. 

o Generic drug manufacturers must show that a generic drug is bioequivalent to the brand- 
name drug, which means the generic version delivers the same amount of active 
ingredients into a patient’s bloodstream in the same amount of time as the brand-name 
drug. 

l Generic drug labeling must be essentially the same as the labeling of the brand-name 
drug. 

l Generic drug manufacturers must fully document the generic drug’s chemistry, 
manufacturing steps, and quality control measures. 

l Firms must assure the FDA that the raw materials and finished product meet 
specifications of the U.S. Pharmacopoda, the organization that sets standards for drug 
purity in the United States. 
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l F imrs must show that a generic  drug will remain potent and unchanged until the 
expiration date on the label before it can be sold. 

l F irms must comply  with federal regulations for good manufacturing practices and provide 
the FDA a full descr iption of facilities they use to manufacture, process, test, package, 
and label the drug. The FDA Inspects manufacturing facilities to ensure compliance. 

---- -- ~--__I..----~~.~---~l-l----^-~----.-- .*, ---.” _I.. “- 1_1. .------,- “I 

Approvals for 2003 

Examples of recent first-time generic  equivalent approvals  for brand-name drugs: 

o paroxetine (Paxil)  for depression 
l gabapentin (Neurontin) for certain k inds of seizures 
o mirtazapine (Remeron) for depression 
l quinapril (Accupril)  for high blood pressure 

(Infographic by Ret-&e Gordon) 
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. 
GilbUt’S 
Attention: h4r.Tim Gilbert 
49 Wellington strtxtEa!st 
Toronto, Canada MSE lC9 

OGD control # 03-107 

Dear Mr. Gilbcrtz 

-- 

f%B 242003 

The agency is aware &at cm 3%bruwy t4,2003, ‘brpham sued FDA in fheX3.S. Dist&t Court 
for the District of Columbia ovmFDA’s deci$ons rcsIItsd IO the app@aI ofgabapc&n AND&. 
This response to your Jsnuary 31,2003, letter is b&q hued subsequent M that lqrwsuit. 
However, you shmld be apy~~e that the agency had v+ its rcspow mgmding the 
di%rences between tbt aabapmtin and nirtszqb- bdim &aF&mary 14.2003, 
lawsuit was filed. A Febnmry 13,2003, fetter fhxn Orgmm questing d&sting of the ~99 
pats% delayed issuance ofthe ktter w&the agmcymnsidwcd ?he$Mzt, if my, ofthis request 
on Ml-day exclusivity. The agency revised its let&r to addrefs f&c isaue’8sdeacri~ .. 
below. . 



Tii Gilbert 
Page 3 
from the Orange Book, as requested by Or&n, or reqti a citange f@n paragraph IV 
~ficationlo section Mi statemezd fhb&zapirte ANNA appriclrnu on the basis of a disuict 
court decision of what that decision was the result of tbc AKD.4 applicant’s 
submission of a para8raph IV cert%cation and successfiil.@igatioa of tbepatcnt claim. In the 
normal txmrsc, FDA would require ANDA applicattt~ with paragqh IV cqtif!cations to 
maintain the certification and leave the piitent in tl& Orange Book far the M-day period 
beginning with the court decision, evco when the pate& holder requests that the patent be 
removed from the Orange Book, as:has happened with Organon.’ 

JJJ the $abaptntin case, Toqhann prevailed OR January 16,2003, in its paragraph K litigation on 
the ‘479 ptutt in Fmer-h&err and thus might *ear to be entitkd to exclusivi~. Tit= 
&hot@ pfiza not&d PDA on January 17,2003, that it wpd to the ‘479 patent, 
FDA recxamine& in its January28 letter, Torphatm’s attitletnettt exciusivityott that . 
pmt before delisting it. a 21 CcF.52.~ 314.94 (a)(12)@iii)@3). As noted in FDA’s January 28 
lettcr;Pf5zer clarified in its D##nbor 13 Setter that the ‘479 patent &tints the use of gabapcntin . 
lo treat neLtrodegenerative disease& not epilepsy. All of ti3(5rekWlt AISMs seek approvai for 
~~~3titt products kbded for usein treatiag epikpsy. Ia light of PI&r’s Dacambn 13 
~ktificati~~ 110 gabpmin ANDA applicant could main a psiragraph IIMttification to the ‘479 
patent. This conchxicm WBS CO~SMUH with Judge HUWWS fMittgs. As PDA p&ted out ia its 
Januaty 28 kttcr, if the ‘479 patutt had rcmaittad ht the OrangeBook, Judge Huv~lle~s decision 
w&d have enabled every --ANDA app%attt to submit a see&m viii statement to that 
patent T&us, even if Torph could retaitt its pamgraph IV cutificati 

_ 
~eryothaANDA 

applicant could cbaqe a paragraph IV certification to a section viii statemet& and thus deny 
Tforpharm any otcksivity. 

Therefore, the agency reafEms that no ANDA applicar%are eligiik fq cx&uivi~ as to the 
now d&ted ‘479 patent for gabapantht. Morpwer, tbc ‘099 patent will t+maitt in the &mgc 
Book for the 1 SO-day period foIlowittg tht district COWI d&ion, and m@zapine A&IDA 
applicants remain eIigiile for cxclttsivity as to that patat% 



Tim Gilbert 
Page 4 
If you have questions qprding the issues, phase cm¶acI Ma cccelia Pqise, Rq@$o~ 
Policy Advisor to the Diim* office of auxric Drug& (301) w-5845. 
. 

CC Marcy Macdonald, 1J.S. Agent for TorPlmnIApoti 
Arthur Y. T&n, counsel foi.Torp~Apotu~ 
William A. Rakoczy,counsel fhrTo@amdApotcx 
Charles J. Raubicheck, counsel for Pmpac 
Andrew M Budon, counsel forPurepac 

. Ihnicl E. Troy, occ 
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Daniel J. Tomasch, Esq. 
Onick, Hexrington & Sutcliffe LLP 
666 Fiffh Ave. 

.- . . 

New York, NY 10103 

DearMr. Tomaschz 

-N This responds to your letter of May 23,2003, on behalfof AIcon Labo&tories, Inc., regarding 
1 W-day exclusivity under Section 505(j)@)(3)@) of the Federal Food, Drug, aad Cosmetic Act 
with respect to the patents listed in ApprovdDrugPro&& with Thaqwutic Equiwlence 
Evaluations (the Orauge Book) 88 pmtmtion for Abrgau’s Alphaga (k&mm tar&ate) 
Ophthahnic Solution. Alconhas apending ANDA fbrb&rwnidine, as dots Bausch & Lomb. 

. Alcon’s position is that no 18Oday exch&ity should attach to any of tipat- listed fbr 
brimonidine, because wtah~ court de&ions have fbtmd that none of those pates& claim 

- approved uses of Alphagan, and thus they should not have been listed P the Orange Book More 
importantly, given the posture of this matter, Alcon argues that no party is eligible fbr 180=&y 
~~~clusivity for U.S. Patent No. 6,465,4&I (‘464 pa-teat). FDA has reviewed your submiaai~ ad 
disagrees with youraualyais. 

L 

Your letter cites receat private patent litigation aa a basis for denying l&O-day exclusivity as to 
the’464patentforbiimtidi~e. Alierganinitiallyobta&edU.S.Pate&s6,194,415(’415patent) 
aud 6,248,741(‘741 patent) which claimed a method of using brinxmidine as a neuroprotective 
agent to treat giaucoms. After Alcm and Bausch & Lomb aed AND& for brimotidine with 
paragraph IV cert&cations to the ‘415 and ‘741 patents, Allergan sqamtely sued Aloon and . 
Bausch & Lomb for pateut in&inganent in the U.S. District Court fbr the Central District of 
CaSifarnia On May 8,2002, the court granted stmulllirry judgment to Altm. AIZqgun, Inc. v. 
Alcon Laborat~, Inc, 200 F.’ Supp. 2d 1219,1223 (C.D. Cal. 2002) (AZZergun I). Shortly 
thereafter, in a Jtme 4,2002, Order, the court granted summary judgme& to Bausch Bt Lomb, 

., , de43 ‘f”r *Y & 74 ordea phq epmdy&p.~t p +p= _ . __ . 

On March 28,2003, the Federal Circuit a&med the decision of the distrjct court. AUergaa, Inc. 
v. &on Labs., Inc., 324 F3d 1322 (Fed. Cir. 2003). On May 22,2003, the Fe&& Circuit 
denied AWga&s petition for rehearing etr bane: 

After the district court decision on the ‘415 and 741 patents was issue& and while the appeal was 
pendiz~~~Allergan listed the ‘464 patent, which also cov*B F ofbrimoni~e for 



* . 
. , FT,-f en 

chlick 
Brimonidine Tar&ate 
patent & Exclusivity 

rmmprotection. This patent was also the subject ofparagraph IV certifications by h&h Atcon 
and Bausch & Lomb. Allcrgan filed patent in&ingcmcntlitigatian in the U.S. District Court for 
the Distriot of Delaware. Al- aud Bausch 8t Lomh filed a dccleratory judgment a&on in the 
U.S. District Court*for the Ccutral District of Califamia The Delaware imst grauted the ANDA 
applicants‘ motion to transfbr the patcrJlt hfkhgaqg~$~ca~e to Galifamia C&u March 20,2003, the 
California court entered an Order and de&ion finding that tbe’464patent was not tinged 
under either 35 U.S.C. 271(e)(2) or 271(b) fwtbc same reasons aa in Alitwgim I. AZcon Labs., 
Inc. v, Akgan, Inc., 02-l 192 (C.D. Cal. March 20,2003) (“AWgan 23”). 

IL 

Alcm contends that bceanse Aikrgats Itwas cbcided on the same pGno#cs as Attergan I, any 
exclusivity shotid have been awarded to Alcon akr it won summary judgment in Alkqpn I. 
Thomasch letter at 2. That argument is contrary to FDA’S” Iongs&r&ng position &at the first 
ANDA to submit a paragraph IV eert%cation fbr eaoh of the pa&n& h&cd in the Orange Book 
for a drttg product has been, or is, eligible fbr 18O-dey cx&asivity as to that patent. In 
responding to a 1999 citizen petition related to approval ofANDAs for tbc drug product 
cisplatiu, FDA eonstrued the pertin& rcgulatic~, 21 C.P.R. Q 314.107(e)(l) & (2), and 
determined that eligibility far 18O-day cxcltivity would be based on who ffled the fvet 
paragraph IV cer&if%ation for eaoh hstcd patent. Under n>A regulations, a “subacqucnt” ANDA 
with a pamgraph IV certification rch&tg to the “came patent” as a prc&us ANDAparagraph 3v 
certific&on is not eligible for approvai until the &at ANDA’s cxchtaivity has run. 21 CFR 
fi 314.107(e)(l). 

The regulation’s refcrenee to the “same patent’ as opposed to “any” patent or %ll patcuts related 
to tbe same drug” means that eligibility fbr exclusivity is based upon the pattioularpatcnt at iaauc 
and not the drug produet as a whole. As a result, multiple applioants may be eligible for periods ’ 
of exclusivity for a single drug.produet The ageneyhas rcfii to this approach to dc@mi&g 
eligibility for exeluaivity as a “patcut-by-pat&* or “patent-baaed” as&&. That is, the hrst 
applicant with a peragraph IV certification for eaoh listed patent is scparat&y eligible for 18% 
day exclusivity based on that patent.. 

The onlypatcnt curx~%tly r&want to 180&y cxoh&vityaud thctrming ofbrimonidinc ANpA 
approvals is the ‘464patcnt. In a May 21,2003,lctter, l?D,A ir&rmai Aloon, Bausch k Lomb, 
and Allergan &at the May& 2002, +nd June 4,2002, cletzisior~~ involvin~the ‘415 patent and 
741 patent were court decisions of non-i&ingemcnt fwpmposcs of m ANDA 

,( ;I . . . . 5 . approval. Tbc &st oftheacdcoisi~ would also have tiggcrcd#hc rum&gof cxchuzitityundcr 
section 505(j)(5)(B)(iv)(II) for the ‘415 and ‘741 patents. 
thoscpatents has thus expired 

The 1 SO-day exclusivity period as to 

Aoeordingly, the fuat ANDA applieaut to subaclit apwhIV ccrtifioation to ea& of the 
patents has been~eligiife for 18Oday exclusivity as to that patent, and exclusivity based on the 
‘464 patent is not foreclosed by the ear& de&ions on the ‘415 and ‘741 patents. 

2 . 



onick 
Brimonidhe T&rate 
Patent & ExchIsivity 

III. 

Alwn argues that the f&s re*g the patents for kimotidioc am th? same as tbosc related to 
the ‘479 patent for gabapen& which was at issue in Wim#-&n&t co. Y. ApotL?L Corp., 316 
F.3d 1348 (Fed. Cir. 2003), Purqac Phum. Co. x1 i@ompscm, 238 F. $upp. 2d 191 (D.D.C. 
2002), aad TorPhann, 1.~ v. Thompson, Civil A&n NO. 03-0254 @DC. April 25,2003) 
(Purcpac and TorPhwm have been cons&&ted on apl3taf, which is pm&q ia the D.C. 
Circuit). 

A. 

Purcpac and TorPharm submitt&ANDAs for gabapentin, and tbc immvator WarxxGambert 
sued tlmn both. With respect to one method of use patent {the ‘479 patmt), the Federal Circuit 
found that TorPhann did not intige the patent because it was not seeking approval for the use 
claimed in the pate&. W’;mer&m&@ Co., 316 F.3d 1348. 

In the meantim% Pumpac had filed a Section viii statemmt for the ‘479 gtdxqxmti pattent; that is, 
a statement that a method-cf-we patent submitted in come&on with MNDA does not daim 
any use of the drug product for which the applicant is seekkg approval, pumant to 21 U.S.C. 
5 355cj)(2)(A)(viii); 21 C.F.R 0 314.94(a)(12)(iii). When FDA told Pump= &at its section viii 
statement was improper and it would not spprove its AND& Purepac suti FDA (and Torphann 
intcrvencd) scdcing to require FDA to appmve its ANDA and not approve an ANDA that 
contained aparagraph IV mtikation to that pate&. During that litigatiop, the innovator 
essentially admitted to FDA that it had violated FDA rcguhtkms in submitting the patent for 
listing that did not claim an approved use. 

The district court &tennined that the patent did not claim an apprwcd t& of the drug, and an 
ANDA applicant could therefore submit a section viii statement as to th& patent. Purepuc . 
Phizm. Co., 238 F. Supp. 2d 191. In subsequent administrative prom determined 
that no ANDA applicant was eligMe for l&day cxchsivity as to the &the 
agency descriied in a January 28,2003, letter to the ANDA applicants, because the patent owner 
bad informed FDA directly that the ‘479 patent did not claim an approved age of gabapentin, aad 
because the Purepac court had qkikally foprad &at au ANDA applicmt cowfd stab&t a section 
viii statemeat to the patent, no &QA applicant could main&in a lYccrtificationasto 
the ‘479 patent and no one would be eligible far 180&y exctivity as td that patent. See 
January 28,2003 letter f&n Gary Buchica to Apotex Corp. and Purepac P&mace.uticslJ!o. 
(attached). 

, - __-. ._ 
TorPharm challenged this de&ion BS in- tith Fi’DA’s treatment of 3 80-day exchsivity 
forapatentliatedf&mimzapiie. Inthecaseofn&tazap~nt,a&strictco~badf~~ 
private patent in&hgemcnt litigation that fhe fisted patent claimed only unapproved uses of 
drtazipine. Otganon, hz ad Akzo &belAfi f? v. ?kva l%wmacetdicais, Inc. CA 01-2682 
(Dec. I8,2002 D.N.J.); appeu2 docUed, CA 03-1218 (Fed. Cir.). Nevsthelcss, FDA granted 
the first mirtazipine ANDA applicant to file aparagraphIV certification to that patent 180&y 
exclusivity. As described iri a February 24,2003 letter to Tim Gilbert, counsel for 
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Apotex/TorPham (atta&aQ, PDA’s practice under s+ion SOS(j)(S)(B)(iv) and 21 C.F.R. 0 
314.107(c) is to grant I$my excl&v%y to the ANDA appli@mt that was first to file a valid 
paralpaphTVcertifi~~toa~p~aadfirrthat~~~tobctrtggcnd,in 
cases, by a court decision in liti@.ti~ ISS&@ $~m am IV eon findine the 
patent invalid ornot Minged. It would be MnasoQlabe, and cmdraryto EDA regulations and 
practice, to either remwe challenged patents from the mge Book of require a change tirn 
paragraph IV cert&ation to section viii statement for the ANDA appXcants on the basis of a 
district coti decision of wherethatdeciGonwasther+mltoftheANDA 
applicant’s s&mission of a paramh IV ccztiflication and successfiil lit&a&n of the patent 
claim. To do so would vitiate the 18Oday e~ch%ivity. Thus, the agemy would not rely on a 
favorrible decision obtained by an ANDA applicant in pamgraph IV lit&$on to e&n&ate that 
appliC~t”s ~ClUSiVity. Gabapcatin, h0WCVCS, iIlV0lvtd additional ciscumstascGs other than tj,w 

court decision in paragraph IV litigation. 

To~Pham sued FDA and Purepac intervened. The district court upheld FDA’s decisions 
contained in the January28 audFebruat~24~ 2003, letters. TorPhum, Itrc IL Thompson, Civil 
Action No. 039254 @DC. April 25,2003). The court explained why a decision in the 
underlying paragraph IV litigation that the pate& did not cl&n a~ appmved use would not vitiate 
exclusivity: 

. paragraph IV certifscati~ and its comqmd& pr&ise of a&usiGtyg is no longex 
appmpriate- the incentive strwtm created by the Hatch-Wzutsm Amondmcnts would 
be tuned on its head... It would be cruelly ironic, and pcrvasc, to use an ANDA 
applicds success in such an in#@ernent action ss the baais far denying exclusivity to 
thatapplicant 

Torphann, slip opinion at n. 15. Tht court noted that the agency’s decidion to d&t the patent in 
gabapentin was compellad by the court’s carlies decision in Purepac (which was not paragraph 
IV litigatim) that required FDA to accept hepads section viii statema& rather than the result 
of the JVimm-Lambert decision in the patent litigation. 

B. 

Alcon argues that the gabapcntin outcome controls the outcome ig brimmid&e, and no ANDA 
. -. . I .-. r. applicant is eligiilu for HN=dayexclusivity as to the ‘464 pat+ Almoitea the co&s-&ding 

in Ailergan I?that the ‘464 patent does not claim 811 approved use for Alphagan Alcon resorts 
that the AUerlpnn Il(deb.ion “~liditlyh~ that the ‘464 Paten~sjnce it does not cover 
“an approved or pending use of thenew drug (21 C.F.R. 8 31453(b)), not have been 
listed in the Orange Book.” Thomasch letter at 8. 

As explaind above, a court decision in private patent litigation fMing that a listed patent does 
not claim an approved use for the listed drug dom not render. the first ANDA applicant to afile ir 
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pamgraph Iv ccrt%ication as to that patent Uigible for ex&aivity. The facts involved in the 
mirtazapine case resemble those involved fbr b&&dine in that there was a decision in the 
paragraph IV litigation that the patent did not claim an approved use. Thus, the reasoning 
underIying the agency’s treatment of the mirbzapke patent applies as well to the concerns Alcon 
has raised regarding the ‘464 patent for b&non&% 

Thec~~maoundingthcgabapsntin~twau:diff~inthat~~had beenan 
admission by the patent holder to FDA that the ‘479 patat does not claim gll approved USC, and a 
districtcourtdecisioninacasebrought ag&stFDAinwhichthecourtexpmss~ytiundthata 
section viii statement is the comet submission fix the listed pate&. N&her the Purw court% 
narrow decision based on unique Wual circimMa@es involving g&ape&n, nor FDA’s . 

* decision regarding exclusivity as to the’479 m pa&mt mquir+I a change in established 
FDA practice regarding M-day u&sivity. As the Torphonn court held.in di&g&hing the 
gabapentin and mktazapine, ‘![w]ha&ver similarities may exist. . . , one crucial difference 
remains: in the [mirtazapine] case, there wasno court decisionrequiriagthe F’DA to accept a 
section viii statement with respect to the patent in question.” 2003 WL 1957490 at 14. 

Alcon further asserts that, in&&t ofPurepac axui Warner-Lu&erz, Alcoa and Bausch &Lamb 
should have been pe&tted to submit section viii stakcmearts tothe’46r5~L Bauach&ib 
should not be pexmitted to benefit @m an improperiy submitted para Ivccrtification. 
Thui, the paragraph IV ce&ications shouId be deemed to be section v8.i statements and no 
exclusivity should attach 

. 

FDA understands that Alcon and Bausch & Lomb may well have beliw,ed that the ‘464, ‘415, 
and ‘741 patents should not have been listed in the Orange Book. Howev~ the pate were 
submitted to the agency accompanied by the de&ration required by 23 CFR $314.53, and the 
p&tents remain in the Orange Book. As the agezscyhas stated repeatedly, an ANDA applimt 
maynotsubmitasectionviiistatam~zml~it”carvtsout”itslrtbcfEqi~~~.toalisted 
method of use patent. 
the listed use patents. 

If the ANDA pmposes to duplica& the innovator% label, it must certify to 
The district court’s narrow de&ion in PW~UC ti the specific facts in the 

gabapentin case has not changed the agency’s practice. Thus, whatevti their views on the 
. . propriety of the listing of the brimonidine use patents, incM.ng the ‘464 patent, Alcon and 

Bausch & Lomb were required to submit paragraph IV cexti&&ons, rathra than section viii 
-statcmcnts. 

Furtheamorc, as FDA stated in the mirtazipine case, it would be unreasonable to eithcs remove 
challeugedpatextts from the Orange Book or require a than Iv oertiflcation to 

_I.. : - ,. section viii statement for the ANRA app&nts on the basis o decision of m :---a . 
where that decision was the result of the ANDA applicant% submissian of a 
certification and successful litigation of the patent claim. 

has been IK) court decision requiring FDA to accept secti- viii 
Mike gabapentin, there 

statem foroatormoreoftht 
brimonidinepatezxts. 
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Enclosures: 
. I- 1. Jarmary 28,2003 .Le.tter to Apotex & Pumpac 

2. FeImmy 24,20003 Lutcr ta Gilbert 

cc: EkabcthDiokipson,AssM;iatechi~counseIforDm~ 
Thontaa Scarlctt, Counsel for Bausch & Lomb 
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