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Introduction 

The undersigned, on behalf of IVAX Pharmaceuticals, Inc., (IPI) submits this 

petition under section 505 of the Federal Food, Drug, and Cosmetic Act (FDCA) to 

request that the Food and Drug Administration (FDA) not approve ANDAs for 

simvastatin tablets, 5 mg, 10 mg, 20 mg, and 40 mg (simvastatin tablets) until IPI’s 

180-day exclusivity under ANDA No. 76-052 has expired. Under Mova Pharm. Corn. v. 

Shalala and 21 C.F.R. 5 3 14.107(c), IPI’s eligibility for 180-day exclusivity was 

established when IPI submitted the first substantially complete ANDA for simvastatin 

tablets containing Paragraph IV certifications to U.S. Patent Nos. RE 36481 and 

RE 36520 (the ‘48 1 and ‘520 patents). When eligibility for 180-day exclusivity is 

established, FDA gives effect to it by not delisting patents to which Paragraph IV 

certifications have been made until eligibility is lost or 180-day exclusivity has expired. 

FDA has removed the ‘48 1 and ‘ 520 patents from the Orange Book. Therefore, 

subsequent applicants will be permitted to omit Paragraph IV certifications from 

simvastatin ANDAs. Approval of those ANDAs would violate IPI’s right to 180~day 

exclusivity. 

A. Action Requested 

IPI petitions FDA to: 



1. Not approve subsequent ANDAs for simvastatin tablets for 180 days 

from the date of first commercial marketing of simvastatin tablets 

under IPI’s ANDA No. 76-052. 

2. Reinstate the ‘481 and ‘520 patents in the Orange Book and require 

subsequent ANDAs for simvastatin tablets to contain certifications 

to the ‘481 and ‘520 patents. 

B. Statement of Grounds 

1. Statutory and regulatory framework for 180-day exclusivity 

a. Patent listing and certification. Applicants for NDAs must 

submit information on patents that claim the drug or a use of the drug subject to the 

NDA. FDCA $0 505(b)(l), (c)(2); 21 C.F.R. fj 314.53. Based on this information, FDA 

lists patents in the Orange Book. FDCA 0 505@(7)(A)(iii). 

Applicants for ANDAs are required to make certifications to any listed patent, or 

state that a listed patent does not cover a use for which the ANDA applicant is seeking 

approval. FDCA 8 505($(2)(A)(vii) and (viii). FDA’s regulations specie the criteria for 

an accurate patent certification. § 314.94(a)(12). Certifications must be made despite 

disagreement about the accuracy or relevance of the patent information listed in the 

Orange Book. $5 3 14.53(f), 3 14.94(a)( 12)(vii). Patent certifications may be amended at 

any time, and must be amended if they are no longer accurate. 5 3 14,94(a)( 12)(viii). 

b. Withdrawal of patents from the Orange Book. The FDCA and 

FDA’s regulations do not specify a procedure for removal of a patent listing from the 

Orange Book prior to the submission of a Paragraph IV certification. When the right to a 

180-day exclusivity period has accrued to an ANDA applicant, however, FDA’s 

regulations prohibit the removal of a patent from the Orange Book for as long as the 

ANDA applicant remains eligible for 180-day exclusivity, the patent expires, or the 

1 go-day exclusivity period has elapsed. 9 3 14.94(a)( 12)(viii)(B). The prohibition against 

delisting a patent in this circumstance is for the sole purpose of enforcing an ANDA 
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applicant’s right to 180-day exclusivity, and is not based on the accuracy or relevance of 

the patent information. Therefore, the NDA applicant has no say in the listing of a patent 

to enforce 180-day exclusivity after an ANDA applicant becomes eligible for it. 

c. 180-day exclusivity. Under FDCA $ 505(j)(5)(B)(iv),’ an ANDA 

that contains a Paragraph IV patent certification and is for a drug for which a previous 

ANDA has been submitted containing such a certification cannot be made effective for 

180 days from the earlier of the first commercial marketing of the drug under the 

previous ANDA or a court decision of patent invalidity or noninfringement. FDA’s 

regulations implementing the 180-day exclusivity provision were issued in 1994. 

d. The mechanics of 180-dav exclusivity. To provide 180-day 

exclusivity to the previous, or first-filed, ANDA, the 1994 regulations incorporated the 

same mechanism as the statute: subsequent ANDAs that contained Paragraph IV 

certifications could not be approved for 180 days after a triggering sale or court decision. 

Abbreviated New Drug Application Regulations; Patent and Exclusivity Provisions, 59 

1 This provision of the FDCA was added to the FDCA by the 1984 Hatch-Waxman 
Amendments. The provision was amended by the Medicare Prescription Drug, 
Improvement, and Modernization Act of 2003 (MMA). Under section 1102(b) of 
the MMA, the 1984 version of the 180-day exclusivity provision applies to 
ANDAs that reference a listed drug for which a Paragraph IV certification was 
made before December 8,2003, the date of enactment of the MMA. IPI’s ANDA 
for simvastatin tablets included Paragraph IV certifications to the ‘48 1 and ‘520 
patents when it was submitted on December 14,200O. Therefore, all references in 
this petition are to !J 505(j)(5)(B)( iv as enacted in 1984, prior to the amendments ) 
made by the MMA. 

2 Although the pre-MMA version of subsection (B)(iv) applies when a Paragraph IV 
certification was made prior to December 8,2003, section 1102(b)(3) of the MMA 
reinstated FDA’s original interpretation of the court decision trigger for 180-day 
exclusivity for Paragraph IV ANDAs for which neither of the triggering events 
under subsection (B)(iv) occurred before December 8,2003. For those ANDAs, 
180-day exclusivity is triggered by a court of appeals decision, not by a district 
court decision, in cases where the patent owner has appealed a decision in favor of 
the ANDA applicant. 



Fed. Reg. 50,338, 50,367 (Oct. 3, 1994) (S, 314.107(c)). For this mechanism to work as 

Congress intended, subsequent ANDAs had to continue to contain Paragraph IV 

certifications. Patent certifications were required only for patents listed in the Orange 

Book. Therefore, to support certifications that would make subsequent ANDAs 

ineligible for approval during the 180-day exclusivity period, patents that were the basis 

for 180-day exclusivity had to continue to be listed. 

Given this mechanism for providing the 180-day exclusivity period, there was an 

obvious potential for conflict between the right of the applicant for the first-filed ANDA 

(or first applicant) to 180-day exclusivity and the NDA applicant’s usual control of patent 

listings. FDA described the problem in responding to a comment on proposed 

5 3 14.94(a)( 12)(viii). That provision authorized an ANDA applicant to amend a patent 

certification at any time, and required the certification to remain accurate. The comment 

noted that the rules for changing patent certifications should take into account “a prior IV 

certificant’s exclusivity rights during the remaining lifetime of the patent.” 59 Fed. Reg. 

at 50,348. That is, a subsequent applicant should not be able to amend a Paragraph IV 

certification in a way that undermined a first applicant’s 180-day exclusivity. 

In response to the comment, FDA stated: 

[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 other than 
paragraph IV certifications. If a patent were removed from 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. To ensure that this 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 
180-day exclusivity period. This means that a patent is deemed to 
be relevant under 5 3 14.94(a)( 12)(ii) until the end of the term of the 
patent or applicable 180&y exclusivity period, whichever occurs 
first. Thus, where there is a patent that has been challenged by a 
paragraph IV applicant, a subsequent applicant will not be able to 
file a certification that there is no relevant patent or seek an 
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immediately effective approval until either the patent or the 1 go-day 
exclusivity period expires. 

FDA thus recognized that 1 go-day exclusivity depended on subsequent ANDAs 

continuing to include Paragraph IV certifications. FDA also recognized that a first 

applicant’s right to 1 go-day exclusivity could not be enforced if NDA applicants were 

permitted to remove patents during the 1 go-day period because subsequent ANDA 

applicants could delete Paragraph IV certifications to those patents. To protect the first 

applicant’s right to 1 go-day exclusivity, FDA revised 5 3 14.94(a)( 12)(viii) to prohibit 

both changing Paragraph IV certifications and removing patents from the Orange Book 

until FDA determined that no applicant was, or was any longer, entitled to 180-day 

exclusivity. 

The conditions for entitlement to 1 go-day exclusivity were stated in a different 

regulation, § 3 14.107(c), which was cross-referenced in 5 3 14.94(a)( 12)(viii)(B). At the 

time the 1994 final regulations were issued, FDA took the position that eligibility for 

1 go-day exclusivity was conditioned on the ANDA applicant’s having “‘successfully 

defended against” a Paragraph IV patent infringement lawsuit. 59 Fed. Reg. at 50,367. 

The restrictions in 3 3 14.94(a)( 12)(viii) reflected that position. Thus, Paragraph IV 

certifications could not be changed “if a patent infringement suit has been filed against 

another Paragraph IV applicant,” and a patent could not be delisted if it “is the subject of 

a lawsuit under cj 3 14.107(c).” 59 Fed. Reg. at 50,365-66. 

As the preamble made clear, the prohibition against patent delistings was simply a 

component of the statutory mechanism for enforcing eligibility for 1 go-day exclusivity. 

Patents had to remain listed so that subsequent ANDAs would be required to certify to 

them and thus be subject to deferral of approval under subsection (B)(iv). The “subject 

of a lawsuit” limitation on prohibited patent delistings merely restated FDA’s successful 

defense/lawsuit eligibility condition in 9 3 14.107(c) as issued in 1994. If the eligibility 

conditions in 5 3 14.107(c) changed, the circumstances in which patents would be 



required to remain listed under $ 3 14.94(a)( 12)(viii)(B) would necessarily have to change 

to correspond with the modified eligibility conditions. 

e. Eligibilitv for 180-dav exclusivitv. To qualify for 180-day 

exclusivity under FDA’s 1994 regulations, an applicant that was first to submit a 

substantially complete ANDA with a Paragraph IV certification had to have “successfully 

defended” against a patent infringement lawsuit brought in response to the Paragraph IV 

certification. 59 Fed. Reg. at 50,367 (§ 3 14.107(c)). Prior to issuance of the final 

regulations, eligibility for 180-day exclusivity was conditioned on the ANDA applicant’s 

having been sued for patent infringement, without regard to the success of its defense. 

See 54 Fed. Reg. 28,872,28,929. In either case, a first-filed Paragraph IV ANDA did not 

qualify for 180-day exclusivity unless the patent owner filed an infringement lawsuit. 

In January 1997, the successful defense requirement for 180-day exclusivity was 

invalidated. Mova Pharm. Corn. v. Shalala, 955 F. Supp. 128 (D.D.C. 1997). In April 

1998, the court of appeals affirmed the district court. Id., 140 F.3d 1060 (D.C. Cir. 1998) 

(Mova). In June 1998, FDA issued a guidance for industry3 stating that it would not 

enforce 0 3 14.107(c)( 1) but would make 180-day exclusivity decisions on a case-by-case 

basis directly under the statute. The Mova Guidance said the agency would not impose 

either a successful defense or a lawsuit requirement on 1 go-day exclusivity. In 

November 1998, FDA removed the successful defense requirement from 5 314.107(c). 

63 Fed. Reg. 59,710 (Nov. 5, 1998). Under the regulation as revised, an ANDA applicant 

was entitled to 180-day exclusivity if it submitted a substantially complete ANDA with a 

Paragraph IV certification, whether or not it was sued for patent infringement. In 

December 1998, the Purepac decision upheld the revised regulation’s omission of a 

3 Guidance for Industry: 180-Day Generic Drug Exclusivity (June 1998) (Mova 
Guidance). 
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lawsuit requirement for 1 go-day exclusivity. Purepac Pharrn. Co. v. Friedman, 162 F.3d 

1201 (D.C. Cir. 1998).4 

The Mova case, and FDA’s response to it, were focused on the conditions of 

eligibility for 1 go-day exclusivity, not on the administrative mechanism for preserving a 

first applicant’s eligibility once the conditions were met. Although, in light of Mova, 

FDA revised $3 14.107(c)( 1) to eliminate any lawsuit or successful defense eligibility 

requirement for 1 go-day exclusivity, the agency did not revise 5 3 14.94(a)( 12)(viii) to 

reflect that change. As a result, 9 3 14.94(a)( 12)(viii)(B) continues to describe the 

prohibition against patent delisting to enforce 1 go-day exclusivity as relating to a “patent 

that is the subject of a lawsuit under 5 314.107(c).” However, the function of the 

prohibition is not to prevent the delisting of patents that are in litigation. Its function is to 

prevent the delisting of patents when a first applicant is eligible for 1 go-day exclusivity 

under the criteria stated in § 3 14.107(c) and a patent must remain listed to enforce that 

eligibility. Eligibility under 9 3 14.107(c) no longer requires a lawsuit. Therefore, the 

prohibition against patent delisting under 5 3 14.94(a)( 12)(viii) cannot be limited to 

patents that are the subject of a lawsuit under 6 3 14.107(c). 

f. Loss of eligibility for 1 go-day exclusivity. FDA has identified 

specific circumstances in which a first-filed ANDA applicant loses eligibility for 1 go-day 

exclusivity prior to a triggering event. 

(1) The first applicant withdraws its ANDA. See Proposed 

Triggering Period Regulations, 64 Fed. Reg. 42,873,42,875 

(Aug. 6, 1999) (proposal withdrawn for other reasons, 

67 Fed, Reg. 66,593 (Nov. 1,2002)). 

4 Section 3 14.107(c) applies to pre-MMA Paragraph IV ANDAs. Guidance for 
Industry: Listed Drugs, 30-Month Stays, and Approval of ANDAs and 505(b)(2) 
Applications Under Hatch-Waxman, as Amended by the Medicare Prescription 
Drug, Improvement, and Modernization Act of 2003: Questions and Answers at 
11 (Oct. 2004). 



(2) The Paragraph IV certification is voluntarily withdrawn or 

changed. I& Mvlan Pharm. Inc. v. Henney, 94 F. Supp. 2d 36 

(D.D.C. 2000). 

(3) The first applicant changes the Paragraph IV certification to a 

Paragraph III certification after losing a patent infringement 

lawsuit. 64 Fed. Reg. at 42,875,42,876 (reinterpreting 

5 3 14.94(a)( 12)(viii)(A)). 

(4) The first applicant does not actively pursue approval of the 

ANDA. 5 314.107(c)(3). 

(5) The patent expires. See Letter from J. Woodcock to R. Green, 

et al. (Aug. 2, 1999)5 (Dkt. No. 99P-1271) (a Paragraph IV 

certification must be amended to a Paragraph II certification); 

64 Fed. Reg. at 42,877; Dr. Reddv’s Lab., Inc. v. Thompson, 

302 F. Supp. 2d 340,350-60 (D.N.J. 2003). 

(6) The first applicant voluntarily relinquishes its eligibility. See 

Letter from W. Hubbard to B. Rein, et al. (July 2,2004) (Dkt. 

No. 04P-0227), 64 Fed. Reg. at 42,881. 

A request by an NDA applicant to remove a patent from the Orange Book after 

eligibility for 180-exclusivity has been established could not lawfully be, and has never 

been identified by FDA as, a circumstance in which eligibility is lost by a first applicant. 

g. FDA will continue to list patents to enforce 180-dav exclusivity 

without regard to an NDA applicant’s request to delist them. Initial eligibility for 

180-day exclusivity depends on the NDA sponsor’s decision to list a patent in the Orange 

5 A copy of this letter is attached as Attachment A. It is not currently accessible 
from FDA’s website. Copies of two other FDA letters cited in this petition that 
are not accessible from FDA’s website are also attached. 



Book, to which a Paragraph IV certification is then made. However, once eligibility is 

established, FDA’s position has consistently been not to remove a patent from the Orange 

Book list if continued listing is required to support Paragraph IV certifications necessary 

to enforce 1 go-day exclusivity, irrespective of the NDA applicant’s opinion about the 

relevance of the patent or its preference as to listing the patent. FDA’s position has been 

stated in several cases in which continued patent listing to support 1 go-day exclusivity 

has been the subject of dispute. 

In 2002, Purepac sued to require FDA to accept a section (viii) statement in lieu of 

a Paragraph IV certification to Warner-Lambert’s Orange Book listed ‘479 patent 

claiming an unapproved use of gabapentin. TorPharm had submitted a Paragraph IV 

certification to the ‘479 patent, and therefore would have had priority over a Purepac 

Paragraph IV certification to the ‘479 patent. Paragraph IV priority as to Warner- 

Lambert’s ‘482 patent was unclear. In Purepac Pharm. Co. v. Thompson, 238 F. Supp. 

2d 191 (D.D.C. 2002), the court ruled that FDA had to accept Purepac’s section (viii) 

statement, but did not decide whether TorPharm could simultaneously maintain its 

Paragraph IV certification. In parallel with the Purepac case, the patent infringement 

litigation went against Warner-Lambert. Warner-Lambert Co. v. Apotex Corp., 3 16 F.3d 

1348 (Fed. Cir. 2003). Pfizer (Warner-Lambert’s successor) then asked FDA to 

withdraw the ‘479 patent. Pfizer had earlier stated to FDA that the ‘479 patent did not 

claim an approved use of gabapentin. 

TorPharm argued that its Paragraph IV certification to the ‘479 patent entitled it to 

1 go-day exclusivity. On that view, Pfizer’s request to delist the ‘479 patent should have 

been denied under 6 3 14.94(a)( 12)(viii)(B). H owever, FDA decided that removal of the 

‘479 patent would not affect 1 go-day exclusivity, because TorPharm was not eligible for 

it.6 FDA pointed to Pfizer’s statement that the ‘479 patent did not claim an approved use 

6 Letter from G. Buehler to M. Macdonald, et al. (Jan. 28,2003) (available online at 
http://www.fda.gov/cder/ogd/75350.479pat.pdf). 



of gabapentin, to the district court’s ruling that Pfizer had never said otherwise, and to the 

district court’s decision that FDA had to accept Purepac’s section (viii) statement. FDA 

concluded that ANDAs for gabapentin, including TorPharm’s, had to contain section 

(viii) statements and could not contain Paragraph IV certifications. Therefore, TorPharm 

was not eligible for 180-day exclusivity, and Pfizer’s ‘479 patent could be delisted. 

FDA’s action was upheld in Purepac Pharm. Co. v. Thompson, 354 F.3d 877 (D.C. Cir. 

2004). 

In two factually similar cases, FDA reached a different conclusion. Organon listed 

the ‘099 patent on a method of using mirtazapine. In patent infringement litigation 

against Paragraph IV ANDA applicants Purepac and Teva, a district court held there was 

no Paragraph IV infringement because the method claimed by the ‘099 patent was not an 

approved use of mirtazapine under Organon’s NDA.7 Organon then asked FDA to 

remove the ‘099 patent from the Orange Book. Organon did not affirmatively state that 

the patent did not claim an approved use of mirtazapine. FDA refused to remove the 

‘099 patent from the Orange Book until Purepac’s or Teva’s 180-day exclusivity 

expired.’ 

The second case involved brimonidine tartrate, for which Allergan submitted 

several patents that claimed a use found by the district court in patent litigation not to be 

approved in the NDA for Allergan’s Alphagan and which, therefore, were not infringed 

by Alcon’s and Bausch & Lomb’s Paragraph IV certifications.’ Allergan did not request 

removal of the patents from the Orange Book. FDA rejected Alcon’s request to convert 

the Paragraph IV certifications into section (viii) statements.” Alcon said the case was 

7 Organon Inc. v. Teva Pharm., Inc., 244 F. Supp. 2d 370 (D.N.J. 2002). 
8 See Letter from G. Buehler to T. Gilbert (Feb. 24,2003) (Attachment B). 
9 
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Allergan. Inc. v. Alcon Laboratories, Inc., 324 F.3d 1322 (Fed. Cir. 2003). 

Letter from G. Buehler to D. Tomasch (May 282003) (Attachment C). 



similar to gabapentin. FDA said it was similar to mirtazapine and would be disposed of 

the same way. Bausch & Lomb’s ANDA was given 1 SO-day exclusivity. 

The 180-day exclusivity issues raised by the gabapentin, mirtazapine, and 

brimonidine cases occurred after FDA changed 5 314.107(c) to eliminate the 

lawsuit/successful defense requirement for 180-day exclusivity in response to the Mova 

decision. In all three cases, however, the Paragraph IV certifications that created the 

disagreement did, in fact, lead to patent infringement lawsuits. For this reason, the 

agency and the drug companies had no reason to consider the continued inclusion of a 

lawsuit requirement in 5 314.94(a)( 12)(viii) for patents to remain listed to enforce 

180-day exclusivity. Nevertheless, FDA’s decisions were not based on the existence of 

patent infringement lawsuits. The only issue FDA identified as dispositive was whether a 

first applicant was eligible for 180-day exclusivity based on a Paragraph IV certification 

to the listed patents whose removal from the Orange Book was at issue. 

We are aware of several instances, prior to the removal of Merck’s ‘481 and ‘520 

patents from the Orange Book, in which FDA has delisted patents that supported post- 

Mova eligibility for 180-day exclusivity based on a Paragraph IV certification that did 

not result in a lawsuit.’ ’ These delistings have not been challenged by ANDA applicants. 

Possible reasons for this include lack of knowledge of first-filed status, failure to 

understand the relationship between Mova and the lawsuit condition on the delisting 

prohibition, and the fact that, where other patents remain listed, a particular delisting may 

have no practical significance. 

As an example of the last situation, FDA delisted a paroxetine patent in 2003, 

explaining that “[tlhere has been no relevant litigation as to the ‘927 patent, and therefore 

the ‘927 patent is being withdrawn from the Orange Book, and will not serve as a basis 

11 In addition to ANDA No. 76-052, IPI has at least one ANDA that contained a 
Paragraph IV certification to a patent over which there was no infringement 
lawsuit and which was subsequently delisted. IPI is evaluating that ANDA with a 
view toward filing a petition, similar to this petition, to reinstate the patent. 
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for exclusivity.” Letter from G. Buehler to M. Macdonald (July 30,2003) (available 

online at ht~://~w.fda.gov/cder/ogd/shared_exclus~aroxetine.htm). Although the 

quoted explanation misstates the post-Mova requirements - it is precisely to “serve as a 

basis for exclusivity” that a nonlitigated patent must remain listed under Mova - there 

was apparently no objection to the delisting of the ‘927 patent. There were, however, 

many paroxetine patents involved in the controversy between the NDA and ANDA 

applicants and FDA. Because FDA’s delisting of the ‘927 patent would have had little, if 

any, practical significance, the action would have been unlikely to provoke a challenge. 

These uncontested delistings are not evidence of a considered agency practice of 

routinely delisting nonlitigated patents despite eligibility for 180-day exclusivity. Rather, 

they result from the erroneous assumption that the prohibition against patent delisting has 

some purpose other than to implement the eligibility conditions for 180-day exclusivity 

and can therefore be applied in a manner inconsistent with Mova. 

2. Facts relating to IPI’s simvastatin ANDA 

The listed drug for simvastatin tablets is Zocor, made by Merck & Co., Inc. 

(Merck). The NDA for Zocor was approved on December 23, 199 1. The 1992 Orange 

Book listed U.S. Patent No. 4444784 (the ‘784 patent) for Zocor. The 2000 Orange Book 

listed the ‘481 and ‘520 patents. According to the use codes in the Orange Book, all 

three patents claim methods of treating hyperlipidemia or hypercholesterolemia. Zocor is 

approved to treat those conditions. 

On December 14,2000, IPI submitted ANDA No. 76-052 for the 5 mg, 10 mg, 

20 mg, and 40 mg dosage strengths of simvastatin. The ANDA contained a Paragraph III 

certification to the ‘784 patent and Paragraph IV certifications to the ‘481 and ‘520 

patents. FDA notified IPI on January 29,2001, that the ANDA was received as 

substantially complete. IVAX believes the ANDA was the first substantially complete 

ANDA for the 5 mg - 40 mg strengths of simvastatin tablets with Paragraph IV 

certifications to the ‘481 and ‘520 patents. (Another applicant was the first to submit 

such an ANDA for the 80 mg strength of simvastatin.) 
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IPI timely notified Merck of the Paragraph IV certifications. Merck did not sue 

IPI for patent infringement. In about September 2004, presumably at Merck’s request, 

FDA removed the ‘481 and ‘520 patents from the Orange Book. IPI has not amended its 

ANDA to omit certifications to the ‘48 1 and ‘ 520 patents. IPI believes the patents are 

required to be listed due to IPI’s continued eligibility for 180-day exclusivity, and that the 

Paragraph IV certifications remain appropriate and accurate. 

Merck’s ‘784 patent expires on December 23,2005, with a 6-month pediatric 

extension until June 23,2006. The ‘481 and ‘520 patents expire July 10,2007, and 

May 26,2009, with pediatric extensions until January 10,2008, and November 26,2009. 

IPI expects to receive tentative approval of its ANDA in due course and to 

commence marketing of simvastatin tablets on June 23,2006. 

3. 180-day exclusivity for IPI’s ANDA No. 76-052 

a. Nothing has terminated IPI’s statutory right to maintain its 

eligibility for 180-day exclusivity for generic simvastatin. Section 505@(5)(B)(iv) 

prohibits approval of an ANDA for 180 days from a triggering event if it contains a 

Paragraph IV certification and is for a drug for which a previous ANDA has been 

submitted containing a Paragraph IV certification. FDA and the courts have long 

recognized that subsection (B)(’ ) iv is not a patent listing and certification provision. 

Patent listing is governed by FDCA Ij 505(b)(l) and (c)(2); patent certification, by FDCA 

5 505@(2)(A)(vii). 

The purpose of subsection (B)(iv) is unrelated to patent listing and certification. 

Its purpose is to grant 180-day exclusivity to the first-filed Paragraph IV ANDA 

applicant. Subsection (B)(iv) refers to ANDAs containing Paragraph IV certifications, 

but it does so not to impose conditions relating to the presence or absence of patent 

certifications at a specific point in time. It does so to specify the terms of 180-day 

exclusivity. Exclusivity is awarded to the ANDA of a first applicant that made a 



Paragraph IV challenge to a patent on a listed drug, and it applies to ANDAs of other 

applicants that made later Paragraph IV challenges. 

FDA has consistently interpreted subsection (B)(iv) as establishing a statutory 

benefit of exclusivity for the first applicant, not as specifying the details of making and 

maintaining Paragraph IV certifications. “[I]n certain circumstances, an ANDA applicant 

whose ANDA contains a paragraph IV certification is protected from competition from 

subsequent generic versions of the same drug product for 180 days.“12 In 2003, FDA 

commented specifically on the fact that delaying approval of subsequent ANDAs 

containing Paragraph IV certifications is the mechanism for granting 180-day exclusivity, 

not a technical requirement relating to Paragraph IV certifications and related Orange 

Book patent listings: 

Although this “exclusivity” provision is commonly characterized 
as granting 1 go-day exclusivity to the first applicant I . . , the 
statute does not provide for that directly. Instead, this end is 
accomplished by delaying the approval of subsequent ANDAs 
containing a paragraph IV certification for 180-day days . . . 

Letter from G. Buehler to M. Macdonald, et al., Jan. 28,2003, at 3. 

The courts, like FDA, have interpreted subsection (B)(iv) as creating a statutory 

benefit for the first applicant consisting of 180 days of exclusive generic drug marketing. 

In 1998, the court in Mova described subsection (B)(iv) as “granting [a first-filed 

applicant] a 1 go-day period in which to market his generic drug without competition 

from other ANDA applicants.” Mova, 140 F.3d at 1064. “An ANDA applicant who 

submits a paragraph IV certification is entitled under certain circumstances to a 1 go-day 

period of generic marketing exclusivity during which no other company can market a 

generic drug. See . . . 5 355($(5)(B)(iv).” Ap t o ex, I nc. v. FDA, No. 4-5211 (U.S.C.A., 

D.C. Cir., Dec. 2 1,2004). 

12 Mova Guidance at 2. See also Letter to Rein, supra, at 4 (subsection (B)(iv) “has 
the effect of conferring a specific benefit (marketing exclusivity) on specific 
private entities (eligible ANDA applicants)“). 
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In other words, the purpose of subsection (B)(iv) is to grant - although indirectly - 

a right of 180-day exclusivity to an ANDA applicant that meets the eligibility 

requirements. The status of 180-day exclusivity as an enforceable statutory right is not 

diminished by the fact that it is conditional. In the Mova case, the district court ordered 

FDA to enforce Mova’s right to exclusivity before either triggering event had occurred, 

i.e., before Mova was entitled to use the 180-day exclusivity period for which it was 

eligible. See Mova, 140 F.3 at 1065-66. The right a first applicant has under subsection 

(B)(iv) includes the right to maintain its eligibility for exclusivity, so that it can benefit 

from the exclusivity if the conditions specified in subsection (B)(iv) occur, i.e., the first 

applicant markets under the ANDA or there is a court decision of invalidity or 

noninfringement. 

IPI’s ANDA No. 76-052 was the first-filed Paragraph IV ANDA for simvastatin 

5 mg-40 mg tablets. It was therefore eligible for 180-day exclusivity under 6 3 14.107(c) 

beginning in the year 2000. Nothing has occurred since that time to cause ANDA No. 

76-052 to lose its eligibility for 180-day exclusivity. IPI therefore has a statutory right 

that the ANDA remain eligible for 180-day exclusivity until exclusivity ends. 

b. Delisting Merck’s ‘48 1 and ‘520 patents revives FDA’s pre-Mova 

regulation. Under 6 3 14.94(a)( 12)(viii)(B), a patent “that is the subject of a lawsuit under 

5 3 14.107(c)” cannot be removed from the Orange Book until FDA determines that no 

ANDA is eligible for 180&y exclusivity, that the patent has expired, or that the period 

of 180-day exclusivity has been used. At the time the ‘481 and ‘520 patents were 

removed from the Orange Book, IPI was eligible for 180-day exclusivity, neither patent 

had expired, and the 180-day exclusivity period had not been used. 

It necessarily follows that FDA permitted removal of the Merck patents from the 

Orange Book because the patents were not “the subject of a lawsuit under 9 3 14.107(c).” 

However, after 1998, the absence of an infringement lawsuit became completely 

irrelevant to the prohibition on delisting patents. The only reason the prohibition was 

included in 8 314.94(a)(12)( viii was to enforce eligibility for 180-day exclusivity under ) 
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gj 314.107(c). P rior to Mova and FDA’s 1998 regulation, eligibility depended on whether 

a patent was the “subject of a lawsuit.” After 1998, eligibility did not depend on whether 

a patent was the “subject of a lawsuit.” 

In permitting Merck’s patents to be removed from the Orange Book, FDA appears 

to have overlooked the fact that the “lawsuit” condition for requiring a patent to remain 

listed under 5 3 14.94(a)( lZ)(viii)(B) is the identical successful defense/lawsuit condition 

that, respectively, the Mova court invalidated, and FDA decided not to impose, in 1998. 

This is clear from the preamble to the 1994 final rule, which explained that the 

prohibition against delisting patents that were the “subject of a lawsuit” was included to 

protect eligibility for 180-day exclusivity, not because there was some attribute peculiar 

to litigated patents that made it uniquely improper to remove them, as opposed to non- 

litigated patents, from the Orange Book. It is also clear from the cross reference to “a 

lawsuit under $ 3 14.107(c),” because 6 3 14.107(c) contains eligibility criteria for 180-day 

exclusivity, not standards for the listing and delisting of patents. The only lawsuit 

9 3 14.107(c) has ever referred to was the lawsuit that FDA once regarded as a condition 

of eligibility for 180-day exclusivity. 

Ten years of controversies and lawsuits over 180-day exclusivity may have 

obscured the relationship between the prohibition against patent delisting in 

5 3 14.94(a)( 12)(viii) and the eligibility conditions for 180-day exchtsivity in 

5 3 14.107(c). Nevertheless, the prohibition’s only purpose was, and is, to preserve the 

first applicant’s eligibility for 180-day exclusivity. Since 1998, there has been no 

“lawsuit” condition on eligibility for 180&y exclusivity. Accordingly, notwithstanding 

the wording of 8 3 14.94(a)( 12)(viii), FDA’s removal of the ‘481 and ‘520 patents from 

the Orange Book was unlawful. IPI established eligibility of A&A No. 76-052 for 

180-day exclusivity in 2000 by meeting all post-Mova conditions stated in current 

8 3 14.107(c). IPI is entitled to remain eligible for 180&y exclusivity until it has an 
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opportunity to use it. If FDA’s mechanism for giving effect to 180-day exclusivityi 

requires patents to remain listed in the Orange Book to support Paragraph IV 

certifications, then FDA must reinstate and continue to list the ‘48 1 and ‘520 patents for 

as long as IPI is eligible for 180-day exclusivity for ANDA No. 76-052. Failure to do so 

would violate Mova and 0 314.107(c) as amended in 1998. 

c. Section 3 14.53 is irrelevant to listing the ‘481 and ‘520 patents. 

Listing patents under FDCA $8 505(b)(l) and 505(c)(2) and 8 3 14.53 advises potential 

ANDA applicants of patents that may be asserted against them, and it allows ANDA 

applicants to challenge patents under FDCA $ 505(‘j)(2)(A)(vii). After an ANDA 

applicant establishes eligibility for 180-day exclusivity by making a Paragraph IV 

certification, patent listing also becomes the means for requiring subsequent ANDAs to 

maintain Paragraph IV certifications, and thus continue to fit the 180-day deferral 

language in subsection (B)(iv). Once a patent is listed for this purpose, it can no longer 

be removed from the Orange Book under the patent listing standards of the statute and 

5 3 14.53, but must remain listed for the duration of a first applicant’s eligibility for 

180-day exclusivity. Indeed, FDA has recognized that listing a patent to enforce 

exclusivity is required when the patent has been specifically shown not to qualify for 

listing: “If a patent were removed from the list immediately upon a court decision that 

the patent is invalid or unenforceable, an applicant with a subsequently filed [Paragraph 

IV ANDA] might seek to certify that there is no relevant patent and seek an immediately 

effective approval. To ensure that this does not occur, the agency has required that a 

patent remain on the list after being declared invalid or unenforceable until the end of the 

180-day exclusivity period.” 59 Fed. Reg. at 50,348. 

13 Alternative interpretations of subsection (B)(iv) would not require continued 
patent listing. The conditions “if the [subsequent] application contains,” and that 
the previous ANDA be one “containing,” a Paragraph IV certification could be 
construed to apply to the time of initial ANDA submission, and ANDAs submitted 
at a later time, after patent delisting but before 180-day exclusivity expires, could 
be “deemed” to contain Paragraph IV certifications. 



The lawsuit example from the preamble to FDA’s 1994 regulations fit FDA’s 

successful defense interpretation of 180-day exclusivity, but the agency was illustrating a 

broader principle: It is unlawful to allow eligibility for 180-day exclusivity to be 

undermined by delisting patents that support the Paragraph IV certifications that create 

180-day exclusivity, irrespective of whether a patent meets the Orange Book listing 

standards of $ 3 14.53. In this context, $ 3 14.53 is irrelevant. For the prohibition against 

patent delisting to apply after Mova, all that matters is whether a first applicant has made 

a Paragraph IV certification to a patent and is eligible for 180-day exclusivity based on 

that certification. 

IPI does not know why FDA removed the ‘48 1 and ‘520 patents from the Orange 

Book. Perhaps Merck decided that, despite its decision to list the patents four years ago, 

the patents do not qualify under $j 314.53. Whatever the reasons, however, they are 

irrelevant. Under Mova and revised § 3 14.107(c), the patents cannot be delisted so long 

as ANDA No. 76-052 meets the eligibility conditions for 180-day exclusivity. 

d. FDA precedents prohibit delisting the ‘481 and ‘520 patents. The 

court in Orpanon, Inc. v. Teva Pharmaceuticals, Inc., 244 F. Supp. 2d 370 (D.N.J. 2002), 

held that Organon’s ‘099 patent on a use of mirtazapine was not infringed by Teva’s 

Paragraph IV certification because the patent did not qualify for listing in the Orange 

Book. Organon asked FDA to delist the ‘099 patent one month after the court decision. 

FDA refused to delist the ‘099 patent at that time. The agency explained: 

In the normal course, FDA would require ANDA applicants with 
paragraph IV certifications to maintain the certification and leave 
the patent in the Orange Book for the 180-day period beginning 
with the court decision, even when the patent holder requests that 
the patent be removed from the Orange Book, as has happened 
with Organon. 

Letter to Gilbert, supra, at 3. 

In Allergan, Inc. v. Alcon Laboratories, Inc., 200 F. Supp. 2d 1219 (C.D. Cal. 

2002), the court issued a decision similar to that in the Organon case, holding that 
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Paragraph IV certifications did not infringe Allergan’s ‘415 and ‘79 1 patents on an 

unapproved use of brimonidine tartrate. Allergan did not request delisting, but Alcon 

argued that the patents could not be used to support 180-day exclusivity for the first 

applicant, Bausch & Lomb, because the patents did not qualify for listing. FDA stated: 

FDA’s practice under section 505(j)(5)(B)(iv) and 2 1 C.F.R. 
5 3 14.107(c) is to grant 180-day exclusivity to the ANDA 
applicant that was first to file a valid paragraph IV certification to 
a listed patent, and for that exclusivity to be triggered in certain 
cases, by a court decision in litigation resulting from a paragraph 
IV certification finding the patent invalid or not infringed. It 
would be unreasonable, and contrary to FDA regulations and 
practice, to either remove challenged patents from the Orange 
Book or require a change from paragraph IV certification to 
section viii statement for the ANDA applicants on the basis of a 
district court decision of non-infringement, where that decision 
was the result of the ANDA applicant’s submission of a 
paragraph IV certification and successful litigation of the patent 
claim. To do so would vitiate the 180-day exclusivity. 

Letter to Tomasch, supra, at 4. 

The FDA decisions in the mirtazapine and brimonidine matters are precedent for 

requiring patents to remain listed to support eligibility for 180”day exclusivity 

notwithstanding an NDA applicant’s delisting request and notwithstanding that the 

patents demonstrably do not qualify to be listed in the Orange Book under the FDCA and 

$ 3 14.53. They are also precedent for not delisting patents over which there has not been 

patent litigation. FDA’s stated reasons for not removing the Organon and Allergan 

patents from the Orange Book related only to the need to preserve 180-day exclusivity. 

Although there was infringement litigation over the Organon and Allergan patents, the 

patent lawsuits figured in the agency’s analysis only because TorPharm and Alcon, 

applicants for ANDAs for gabapentin and brimonidine, made arguments about the effect 

of specific holdings in the court decisions on the listing status of various patents. 

For example, TorPharm was an applicant for a gabapentin ANDA, and was the 

first applicant with respect to Pfizer’s ‘479 patent. TorPharm argued that FDA’s decision 



to delist Pfizer’s ‘479 patent was inconsistent with its later refusal to delist Organon’s 

‘099 patent. But the circumstances leading to the delisting of the ‘479 patent were 

unique. FDA had been ordered by a court to accept Purepac’s section (viii) statement to 

the ‘479 patent. The resulting availability of section (viii) precluded Paragraph IV 

certifications to the ‘479 patent from other ANDA applicants, thereby nullifying any 

ANDA applicant’s eligibility for 180-day exclusivity. Because the ‘479 patent could no 

longer support eligibility for 1 go-day exclusivity, FDA granted Pfizer’s delisting 

request. l4 

Alcon was an applicant for a brimonidine ANDA. It was a subsequent applicant 

with respect to Allergan’s patents, and argued that FDA’s failure to delist those patents 

was inconsistent with its earlier decision to delist the Pfizer ‘479 patent. 

TorPharm and Alcon’s arguments raised the issue of the effect of the court 

decisions in the patent infringement litigation on the listing of the mirtazapine and 

brimonidine patents. FDA’s analysis explained why the court decisions did not justify 

delisting the mirtazapine and brimonidine patents, and distinguished the decision to delist 

the ‘479 gabapentin patent. Although there were infringement lawsuits over the 

gabapentin, mirtazapine, and brimonidine patents, none of the parties involved in the 

subsequent petition controversies suggested that the infringement lawsuits were, per se, a 

condition of continued patent listing to support 1 go-day exclusivity. 

Merck’s ‘481 and ‘520 patents listed for simvastatin have the same status as the 

Organon and Allergan patents. The Organon and Allergan patents were the subject of 

Paragraph IV certifications, and FDA refused to delist them for the duration of the first 

14 Under FDA’s patent-by-patent exclusivity approach, 180-day exclusivity was 
awarded to Purepac based upon the FDA’s determination that Purepac was the 
first applicant with respect to the ‘482 gabapentin patent. By comparison, there 
are no other listed patents for simvastatin that were the subject of paragraph IV 
certifications, and thus no other basis for awarding exclusivity for being the first 
applicant to file a paragraph IV certification with a substantially complete ANDA. 
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applicants’ eligibility for 180-day exclusivity. Under Mova and current 5 3 14.107(c), 

that eligibility was established by the submission of the Paragraph IV certifications, not 

by the patent infringement lawsuits brought by Organon and Allergan. Similarly, here, 

IPI’s eligibility for 180-day exclusivity was established when it submitted Paragraph IV 

certifications to the ‘48 1 and ‘520 patents. The fact that Merck did not sue IPI for patent 

infringement had no effect on IPI’s eligibility. Moreover, none of the circumstances that 

could have caused IPI to lose eligibility has occurred. Accordingly, FDA is required to 

enforce IPI’s eligibility for exclusivity until 180 days from a triggering event or until IPI 

loses its eligibility for one of the reasons explained in section 1 .f., above. 

Insofar as FDA’s removal of the ‘481 and ‘520 patents from the Orange Book 

compromises exclusivity for ANDA No. 76-052, the agency’s action violated IPI’s rights 

under Mova and 8 314.107(c). Therefore, FDA must retract its decision to delist the 

Merck patents. Even if it does not, the agency must, in its own words, consider the ‘481 

and ‘520 patents “deemed to be relevant,” 59 Fed. Reg. at 50,348, for purposes of 

enforcing IPI’s eligibility for 180-day exclusivity by requiring subsequent ANDAs to 

contain certifications to the ‘481 and ‘520 patents. 

e. The regulation prohibits delisting the ‘481 and ‘520 patents. 

FDA cannot lawfully enforce an interpretation of 6 3 14.94(a)( 12)(viii)(B) at variance 

with the FDCA as interpreted in Mova. Conversely, that provision, construed in context 

with Ej 3 14.107(c), prohibits the delisting of the ‘481 and ‘520 patents. As FDA has 

acknowledged, “removal of the successful defense requirement has resulted in a 

fragmented regulatory framework, forcing the agency to modify not only the regulatory 

language in certain parts, but also, as in this case, its interpretation of language that is to 

remain.” Proposed Triggering Period for 180-Day Exclusivity, 64 Fed. Reg. 42,873, 

42,876 (Aug. 6, 1999). The reference to “this case” was to 6 314.94(a)(12)(viii)(A). 

FDA reinterpreted language in that provision as having a substantive rather than a 

“housekeeping” effect in the application of 180-day exclusivity by FDA after the court’s 



decision in Mova (and without regard to the subsequently withdrawn triggering period 

proposal). 

Similarly, here, the modified interpretation of 8 3 14.94(a){ 12)(viii)(B) required by 

Mova precludes removal from the Orange Book of a patent that is the basis for 180-day 

exclusivity under $ 3 14.107(c), irrespective of whether the patent is the “subject of a 

lawsuit under $3 14.107(c).” This interpretation gives effect to the intent underlying the 

1994 version of the regulation, which was, and remains, to continue the listing of patents 

when necessary to enforce eligibility for 1 go-day exclusivity. The interpretation 

recognizes that the reference in 6 3 14.94(a)( 12)(viii)(B) to a “patent that is the subject of 

a lawsuit under 5 3 14.107(c)” was not meant to limit the patents to which the language 

applied. Rather, it was intended to describe the circumstances specified in 5 3 14.107(c), 

as it was worded in 1994, in which a Paragraph IV applicant was eligible for 1 go-day 

exclusivity. Now that 8 3 14.107(c) has been changed to state different circumstances of 

eligibility, 6 3 14.94(a)( 12)(viii)(B) applies to those different circumstances. 

Just as statutes must be construed as a “harmonious whole,” FTC v. Mandel Bras.. 

k, 359 U.S. 385, 389 (1959), so, too, must regulations. It is therefore not necessary for 

FDA to amend 5 3 14.94(a)( 12)(viii)(B) to make explicit that a patent may not be delisted 

when eligibility for 1 go-day exclusivity has been established under $ 314.107(c) as 

amended after Mova. The sole purpose of the provision is to preserve eligibility for 

1 go-day exclusivity that is established under $ 3 14.107(c), which is expressly cross- 

referenced. The two provisions can be harmonized only by interpreting 

5 3 14.94(a)(l2)(viii)(B) as implicitly omitting the lawsuit requirement that was explicitly 

removed from $ 3 14.107(c) after Mova. 

f. Conclusion. Under subsection (B)(iv) and 3 3 14.107(c), IPI 

established a right to maintain its eligibility for 1 go-day exclusivity by filing ANDA No. 

70-052 with Paragraph IV certifications to the ‘481 and ‘520 patents. This right was in 

force at the time FDA delisted the ‘481 and ‘520 patents. Therefore, FDA’s delisting of 

the ‘48 1 and ‘520 patents was unlawful. The decision should be revoked and the patents 

22 



reinstated in the Orange Book. Even if the patents are not physically reinstated, FDA 

cannot lawfully approve other ANDAs for simvastatin tablets until 180 days from a 

triggering event. To do so would violate IPI’s right under subsection (B)(iv) as 

interpreted in Mova and implemented in revised 0 3 14.107(c). 

C. Environmental Impact 

The relief requested in this petition would result in relisting two patents and in 

refusal to approve ANDAs for simvastatin tablets for a period of time. Granting the 

petition would have no effect on the environment. Therefore, no environmental 

assessment is required. 21 C.F.R. 5 25.3 l(a). 

D. Economic Impact 

Information on the economic impact of the action requested by this petition will be 

submitted if requested by the Commissioner. 

E. Certification 

The undersigned certifies that, to the best knowledge and belief of the 

undersigned, this petition includes all information and views on which the petition relies, 

and that it includes representative data and information known to the petitioner that are 

unfavorable to the petition. 

Respectfully submitted, 

IVAX Pharmaceuticals, Inc. 
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Robert F. Green, Esq. 
Steven H War, Esq. 
Leydig Vait & May*, Ltd. 
Two Prudential Piaza 
Suite 4900 
Chicago, IL 60601-6780 

Kate C. Beard&y, Esq. 
But & Beard&q 
9 19 Eighteenth Street, N. W. 
Suite 600 
Washington, D. C. 20006-5503 

Re: Docket No. 99P-127UPS.U and PS,X 

Dear LMr. Green, Mr. SMar, and Ms. Beaidsley: 

This letter responds to your petitions for stay of action (PSAs) filed on behaif of American 
Phmaceutid Partners, Inc. (APP) and Pharmachemie B.V. (Pharmachemie). The APP petition 
(PSAL), filed on May 6, ‘1999, requests the Agency to stay final approval of any abbreviated new 
drug application (ANDA) referencing the Timed drug Platinol-AQ (cisplatin injection),’ other than 
APP’s ANDA, &I 180 days &er’APP &st commercitiy markets its drug product or a court 
decision finds the relevant patent invalid, unenforceable, or not infringed. The Pharmachemie 
petition (PSAZ), filed on June 9, 1999, requests the Agency to stay final approval of any .G’4?A 
referencing Platinol-AQ, other than that of Pharmachemie, until 180 days tier Pharmacherme first 
commercially markets its drug product or a court decision finds the reievant patent invalid, 
unenforceable, or not infringed. - --. 
The .4gency has considered the petitions, a submission dated June lS, 1999, filed on behalf of 
APP, a submission dated My 16, 1999, filed on behalf of Pharmachemie, a submission dated June 
17, 1999, and the relevant law. For the reasons explained below, the API? petition is granted and 
the Pharrnachemie petition is denied. 

. 
I, Background 

When the Platinol-AQ new drug application @DA) was approved in 1988. inibrmation on U.S. 
Patent Number PO.) 4,3 IO,5 15 (the ‘5 15 patent) was published in Approved Dmg Products with 
Therapeutic Equivalence Evaluations (the Orange Book). On May 26, 1995, Phamtachernie filed 
its ANDA for cisplatin injection. This AiiA contained a paragraph IV certification to the ‘ 5 15 
patent. claiming that the.patent.is invalid, unenforceabie, or not infiin2ed.l Other applicants 
subsequently filed ANDAS containing paragraph N certifications to the ‘5 15 parent. BMS did 

’ Spowmd by BhstoI-Myers Squibb (EMS). 

2 Sa section SOS(j)(2)(A)(vii) of the Federal Food. Drug, and Cosmetic Act (the .4ct). 
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not file a patent i&ingement lawsuit against Pharmaohemie. The ‘5 I5 patent expired on 
Jmmry 12, 1999, without Pharmachemie marketing its product and without a court decision 
tiding the patent invalid, unenforceable, or not infringed. 

In October 1996, BMS submitted newiy issued US. Patent No. 5,562,925 (the ‘925 patent) to 
the Food and Drug Administration (FDA) as protecting Platinoi-AQ, and FDA pubiished the 
patent information in the &mge Bed. Al?P filed a par?graph IV certification to the ‘925 patent 
as part of an amendment to its application. Pharmacherme subsequently filed a paragraph IV 
cert&mtion to the ‘925 patent, as did other ANDA applicants, The patent owner and NDA 
holder filed suit against a number of the ANDA applicants, induding APP and Ph.armachemie.’ 
Because of the pending litigation, FDA was not able to approve any ANDA for crspfatin until 30 
months elapsed from the date BMS received notice of the paragraph TV certification.’ The 30- 
month period for APP expired on June 17, 1999; the 35-month period for Pharmachemie wiI1 
expire on August 4, 1999. 

e Statutory and Pegulatory JVovisions 

The 180&y generic drug exciusivity was created as part of the 1984 Drug Price Competition and 
Patent Term Restoration Act (Pub. L. 98-417) {the Hatch-Waxman Amendments). Section 
505(j)(5)(B)@) of the Federal Food, Drug, and Cosmetic Act (the Act) (2 1 U.S.C. 355(j)) 
provides that 

If the application contains a certification described in subcbtuse (IV) of paragraph 
. (2)(A)&@ and is for a drug for which a previous application has been submitted 
under this subsection continuing [sic] such a certification, the application shall be 
made effective not earhqthan one hundred and eighty days &er- . 

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

- -- @&the date of a decision of a court in action described in dause (iii) 
holding the patent which is the subject of the certification to be invalid or 
not infringed, 

whichever is earlier. .I . 

FDA’s regulations implementing this provision are found at 21 CFR 3 14.107(c). These 
regulations provide 

If an abbreviated new drug application contains a certification that a relevant patent is 
imali& unenforceable, or will not be infZ.nged and the application is for-a generic copy of 
the same listed drug for which one or more substantially complete abbreviated new drug 
applications were previously submitted containing a certification thit the same patent 

3 That litigation ftpparently has been cunsolidated into cm proceeding. 

4 see sasion 5050’)(5)(B)(iii) of the Act 
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was ix&id, unenforceable, or would not be infringed, approve! of the subsequent 
&br&+.ted new drug application will be made ef&ctive no sooner than ‘180 days from 
~hichfmr of the following dates is earlier: 

(i> The date the applicant submitting the Elrst application first commences 
commercial marketing. of its drug product; or 
(ii) The date of a decision of the court holding the relevant patent invalid, 
unenforceabie, or noG&nged. 

21 cm 314.107(c)(f)(emphasis added).5 

The regulations tirther provide 

mhe “applicant submitting the first application” is the applicant that submits an 
application that is both substantially complete and contains a certification that the patent 

. was invalid, unenforceable, or not in&nged prior to the submission of any other 
application for the same listed drug that is both substantially compIete and contains the 
same certification. 

An “application” includes supplements and amendments to the application or abbreviated 
appiication. 21 Cm. 3 14.3(b) 

IIlL Discussion 

The issue presented to FDA by the APP and Pharmachemie petitions is whether multiple AiiA 
apphcants each can be eligible for t80-day exclusivity because each applicant was the first to file a 
paragraph IV certification as to a difEerent patent for the listed drug. This is a question of first 
impression for FDA It is arising now because the changes in the law wrought by the M&a 
decision have made it much easier for ANDA applicants to become eligible for exclusivity. MOW 
Pharmaceutical Corp. v. S%uiakz,,‘I40 F,3d 1060 (D.C. Cir. 1998). Prior to theMova decision, 
an applicant would only be eligible for 1 go-day exclusivity if it was the first to fiIe an AND A with 
a paragraph_ n certification, was sued by the innovator, and prevailed in that litigation. Because 
the Mova case determined that a key aspect of FDA’s requirements was inconsistent with the 
statute, FDA has withdrawn the challenged regulation, and has been reguIating directly from the 
statute on 180day exdusitity issues not addressed by the current regulatioits. Currently, an 
A3DA applicant who files the first paragraph IV certification for a listed patent is eligible for 
exclusivity even if that applicant is not ‘sued for patent infringement. Pzcrepac Y. Friedman, 162 

. F.3d 1201 (D.C. CK. 1998). 

Prior to the Mova decision, the question of multiple applicants being eligible for exclusivity for the 
same product never arose, no doubt because it would have required that multiple “first” applicants 
successfully defend litigation on two or more different patents. Now, with the changes in the law 
making an applicant eligible for exclusivity merely by being the first to tile a paragraph IV 
certification for a patent, it is no surprise that this issue has arisen. Although FDA is planning to 
propose new regulations to address 180-day exclusivity in light of the MOW decision; and expects 
to address the question of multipie 180-day exclusivity periods for a drug product in that context, 

5 The text cited is 21 CFR 3 14107(c)( 1) as amend& by the imzrim Rule published in November, 1998. 63 
Fed. Reg. 597 IO (Nov. S, 1998). 
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until such new regulations are final, FDA’s detexminations arc governed by the existing 
regulations and the relevant provisions of the statute. 

Under FDA’s current reguhions, APP is eligible for 180 days of excfusivity because it was the 
first A.N.DA applicant to file a paragraph IV certification for the ‘925 patent. As to APP’s 
certification for the ‘925 patent; all other ANDA applicants are subsequent applicants, as 
descriied in 21 CFR 314.107(c)(l).-The regulations direct that the inquiry is whether one or 
more substantially complete ANDAS were submitted that contained a certihcation that the same 
patent was invaiid, not enforceable, or-would not be Singed. Therefore, under the current 
regulations,~eiigiitity for exclusivity is to be determined on a patent-by-patent basw. 

Pharmachemie suggests that the ody rcievant assessment is which applicant was the first to file an 
ANDA containing a paragraph rV certification to any patent. The Agency agrees that the 
ambiguous text of section 505(j)(5)@)(iv) of the Act could be read to provide exclusivity only to 
the-first applicant to tiie a paragraph IV certification for any patent for the ‘listed drug, and that 
multiple periods of exclusivity could be dicult to administer. Nonetheless, the current 
regulations do not support exclusivity only for the first applicant to provide a paragraph IV 
certification to any patent, nor is that outcome required by the statute. As with other issues 
arising as a rcsuit ofMova, FDA is reIying on existing regulations to the extent they are relevant. 
New regulations promulgated pursuant to notice and comment demaking may ultimateiy adopt 
diierent interpretations of the statute from those currently expressed in the reguiations. 

Pharmachemie’s argument that its paragraph W cert@atipn t? the ‘925 pztent shoufd “relate 
back” to its position as fist in line for the ‘5 15 1 . -. patent is likewise unpersuasive. In the case cited 
as an cxample,6 Genphazm’s subsequent paragraph TV cerritication,t&at related back to an initial 
certification was a paragraph N certification that related back to an initial first paragraph IV 
certification l T the same patent. In the case of cisplatin injection, the issue is first paragraph IV 
certifications as to differ&t patents. 

- -. 

Pharmachemie is correct in its assertion that its position as first applicant ta file a paragraph IV 
certificatianti the ‘5 15 patent made it eligible for exclusivity. But that eligibility was only with 
respect to the ‘515 patent. Because exclusivity cannot extend beyond the expiration of a patenr, - . 
Pharmachcmie lost its eligibility for exclusivity when the ‘515 patent expired before either of the 
events described in section 505(j)(S)(B)@)(I) and (II) occurred. 21 CFR 3 l4.%(a)(12)(viii). 
Under 21 CFR 3 14.94(a)(l2)(viii)(C),. Pharmachemie - and all other ANDA applicants for 
cispiatin injection - should amend their appIications to provide a paragraph n certification 
stating that the ‘5 15 patent has expired. 

Based on this analysis FDA has approved APP’s ANDA 74-735 and determined that it is eligible 
for 180 days of exclusivity. Pursuant to section 505@(5)(B)(iv)(T) and (rr) of the Act, this 
exclusivity wiil begin when APP begins to market its cispIatin injection product or with a coun 
decision finding the ‘925 patent inva&i, unenforceable, or not Winged. 

’ Grunu~ec v. Shida, 1998 U.S. App. LE?CIS 6685, Nos. 97”18973,97-1874 (4th Cir. Apr. 3, 1998). 
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Iv. Conclusion 

APP’s request that the Agency stay %aI approval of any ANDA referencing the listed drug 
Platinol-AQ (cisplatin injection), other than APP’s ANDA, untiF, 180 days amber the earlier of the 
firsr comznercial marketing of APP’s .&ug product- oi a couti finding that the ‘925 patent is invalid, 
uner&orceahle, or not Singed, is granted. Pharmachemie’s request that the Agency stay final 
approval of any ANDA refbremcing +?latinol-AQ, other than &at of Phamachemie, until I SO 
afbx the ear&r of the first commercial. marketing of Pharmachemie’s drug product or a caurt 

days 

finding that the relevant patent is invalid, unenforceable, or not infringed, is denied. 

Sincerely, 

$‘Janet Woodcock, 34-D. 
Director 
Center for Drug Eva&km and Research. 

- --. 



Food end Drug Administration 
Rockville MD 20857 

Giihert’s 
Attention: M r. Tim Gilbert 
49 Wellington Street East 
Toronto, Canada M5E 1 C9 

I- . . 

FEB 2 4 2003 

OGD Control # 03-107 

Dear M r. Gilbert: 

This responds to your January 3 1,2003, letter regarding FDA’s treatment ofANm.4~ for 
m irtazapine in light of the agency’s January 282003, decision regarding I80-day exclusivity for 
.pending ANDAs for gabapentin. Both the gabapentin and m irtazapine ANDAs raise questions 
related to whether an ANDA applicant may be eligible for 1 SO-day exclusivity under section 
505($(5)(B)(iv) of the Federal Food, Drug, and Cosmetic Act (the Act) with respect to a patent 
that does not claim  an approved use of the listed drug. Your concern is that FDA is treating 
these ANDAs - which you believe are similarly situated - in an inconsistent fashion. The agency 
has reviewed the record concerning the gabapentin and m irtazapine ANDAs, and your analysis, 
and has concluded that the decisions are warranted by the facts and are not inconsistent. 

The agency is aware that on February 14,2003, Toxpharm sued FDA in the U.S. District Court 
for the District of Columbia over FDA’s decisions related to the approqal of gabapentin ANDAs. 
This response to your January 3 1,2003, letter is being issued subsequent to that lawsuit. 
However, you should be aware that the agency had prepared its response regarding the 
differences between the gabapentin and m irtazapine situati.ons before the, February 14,2003, 
lawsuit was filed. A  February 13,2003, letter from  Organon requesting delisting of the ‘099 
patent delayed issuance of the letter while the agency considered the,effect, if any, of this request 
on 180-day exclusivity. The agency revised its letter to address the delisting issue, as described 
below. 

As you know, FDA has determ ined that no gabapentin ANDA applicant is eligible for 180-day 
exclusjvity as to U.S. Patent Number 5,084,479 (the ‘479 patent). FDA’s’determ ination that no 
ANIDA applicant is eligible for 1 SO-day exclusivity as to the ‘479 patent was based upon its 
conclusion that no applicant could legally maintain its paragraph IV certification as to that patent 
(and thus the patent could be removed from  the Orange Book). This outcome is a consequence 
of the representation by Pfizer, Inc., the holder of.-tie approved NDA for gabapentin capsules and 
the ‘479 patent, to FDA on December 13, .2002, disavowing any claim  that the ‘479 patent 
covered the approved use of gabapentin - epilepsy (as opposed to the unapproved use - 
neurodegenerative diseases). This representation was confirmed in later eorrespo 
Pfizer, as well as in the findings of Judge Huvelle in Purepac Pharmacez@cal Co 
No. 02-1657 (D.D.C. Dec. 16,2002). The Federal Circuit also confirmed that th 
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from the Orange Book, as requested by Organon, or require a change from paragraph IY 
certification to section viii statetilent fdi riiirtazapine AND.4 applicants on the basis of a district 
court decision of non-intingement, where that decision was the result of the AKD.4 applicant’s 
submission of a paragraph IV certification and successful litigation of the patent claim. In the 
nomlal course, FD.4 would require ANDA applicants with paragraph n? certifications to 
maintain the certification and leave the pitent in tie Orange Book for the I so-day period 
beginning with the court decision, even when the patent holder requests that the patent be 
removed from the Orange Book, as has happened with Organon.’ 

In the gabapentin case, Tol_gharm prevailed on January 16,2003, in its paragraph 11‘ liligation on 
the ‘479 patent in Wurner-Lanzbert and thus might appear to be entitled to exclusivity. Thus, 
although Pfizer notified FDA on January 17,2003, that it agreed to withdraw the ‘479 patent, 
FDA reexamined, in its January 28 letter, Torpharm’s entitlement to ISO-day exclusivity on that 
patent before delisting it. See 21 C.F.R. 5 314.94 (a)(l2)(viii)(B). AS noted in RD.45 January 28 
1etter;Pfizer clarified in its December 13 letter that the ‘479 patent claims the use of gabapentin 
to treat neurodegenerative diseases, not epilepsy. All of the relevant ANDAs seek approval for 
gabapentin products labeled for use in treating epilepsy. In light of Pfizer’s December 13 
clarification, no gabapentin ANDA applicant could retain a paragraph IV certification to the ‘479 
patent. This conclusion was consistent with Judge Huvelle’s findings. As FDA pointed out in its 
January 28 letter, if the ‘479 patent had remained in the Orange Book, Judge Huvelle’s decision 
would have enabled every gabapentin .4NDA appIicant to submit a section viii statement to that 
patent. Thus, even if Torphaml could retain its paragraph IV certification, every other ANJDA - 
applicant could change a paragraph IV certification to a section viii statement, and thus deny 
Torpharm any exclusivity. 

Therefore, the agency reaffirms that no AhQA applicants are eligible for exch.k*ity as to the 
now delisted ‘479 patent for gabapentin. Moreover, the ‘099 patent will remain in the Orange 
Book for the 180-day period following the district court decision, and minazapine Ah’D.4 
applicants remain eligible for exclusivity as to that patent. 

’ The rnirtazapine AhPAs are governed by the “new” definition of the COW decision triser, which is described in 
FDA’s Guidance Court Decisions, Ah’DA Approvals, and l&?-Day Exclusivity Under the Hatch,Waxman 
Amendmenrs to the Federal Food, Drug, and Cosmetic Act, March 2000. As to mirtazapinc, the December 18, 
2002, district court decision in Orgunon 1’. TWO triggers the running of exclusivity. lri contrast, if any gabapentin 
AKDA applicant were eligible for exc$sivity as to the ‘479 patent, such exclusivity would have been tr&ered by 
the Warner-Lamberr appellate decision, as the gabapentin AhDAs are governed by the “old” definition of court 
decision as described in the guidance. 



Tim Gilbert 
Page 4 

Ff you have questions regardins these issues, please contact Ms. Cecelia Parise, Regulator! 
Policy Advisor to the Director, Office of Generic Drugs, (301) 827-5645. 

Sincerely yours, 

&p-- 
/ Gary J. Buehler 

Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

cc: Marcy Macdonald, VS. Agent for TorPharntiApotex 
Arthur Y. Tsien, counsel foi Torpharm/Apotex 
William A. Rakoczy, counsel for Torpharrn/Apotex 
Charles J. Raubicheck, counsel for Purepac 
Andrew M Berdon, counsel for Purepac 
Daniel E. Troy, OCC 
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Food and Drug Administration 
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Daniel J. Tomasch, Esq. 
Orrick, l&ring-ton &  Sutcliffe LLP 
666 Fifth Ave. 
New York, NY 10103 

AY 2 8 2003 
. - -  I .  

Dear M r. Tomasch: 

This responds to your letter of May 23,2003, on behalf of Alcon Laboratories, Inc., regarding 
180&y exclusivity under Section 505(j)(5)(3)(iv) of the Federal Food, Drug, and Cosmetic Act 
with respect to the patents listed in Approved Drug Products with Tlterapeuric Equivalence 
Evaluations (the Orange I3ook) as protection for Allergan’s Alphagan (brimonidine tartrate) 
Ophthalmic Solution. Alcon has a pending ANDA for brimonidine, as does Bausch & Lomb. 

Alcon’s position is that no 1 SO-day exclusivity should attach to any of the patents listed for 
brimonidine, because certain court decisions have found that none of those patents claim -. 
approved uses of Alphagan, and thus they should not have been listed in the Orange Book. More 
importantly, given the posture of this matter, Alcon argues that no party is eligible for 180”day 
exclusivity for U.S. Patent No. 6,465,464 (‘464 patent). FDA has reviewed your submission and 
disagrees with your analysis. 

I. Backaound on Brimonidine Patent Litization. 

Your letter cites recent private patent litigation as a basis for denying lSO-day exclusivity as to 
the ‘464 patent for brimonidine. Allergan initially obtained U.S. Patents 6,194,4 15 (‘415 patent) 
and 6,248,741 (‘741 patent) which claimed a method of using bximonidine as a neuroprotective 
agent to treat glaucoma. After Alcon and Bausch & Lomb filed ANDAs for brimonidine with 
paragraph IV certifications to the ‘415 and ‘741 patents, Allergan separately sued Alcon and 
Bausch & Lomb for patent infringement in the U.S. District Court for the Central District of 
California. On May 82002, the court granted summary judgment to Alcon, AZlergan, Inc. v. 
Alcon Laboratories, Inc., 200 F.’ Supp. 2d 1219,1223 (CD. Cal. 2002) (AZZergan I). Shortly 
thereafter, in a June 4,2002, Order, the court granted summary judgment to Bausch & Lomb, 
referencing its May 82002, Order granting summary judgment to Alcon. _ 

On March 282003, the Federal Circuit affirmed the decision of the district court. Allergun, Inc. 
v. Alcon Labs., Inc., 324 F.3d 1322 {Fed. Cir. 2003). On May 22,2003, the Federal Circuit 
denied Allergan’s petition for rehearing en bane. 

After the district court decision on the ‘415 and ‘741 patents was issued and while the appeal was 
pending;Allergan listed the ‘464 patent, which also coveredt‘he use of brimonidine for -_ 

Atiachment C ---_.--“.- ,-.- ._. -. __ .._ _. - - _ 
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neuroprotection. This patent was also the subject of paragraph IV certifications by both Alcon 
and Bausch & Lomb. Allergan filed patent infringement litigation in the U.S. District Court for 
the District of Delaware. Alcon and Bausch & Lomb filed a declaratory judgment action in the 
‘U.S. District Court’for the Central District of California. The Delaware court granted the ANDA 
applicants’ motion to transfer the patent infringement-case to California. On March 20,2003, the 
California court entered an Order and decision finding that the ‘464 patent was not infringed 
under either 35 U.S.C. 271(e)(2) or 271(b) for the same reasons as in AIZergan I. &con Labs., 
Inc. v. Allergun, Inc., 02-l 192 (C.D. Cal. March 20,2003) (‘AIIergan I-‘), 

II. Eligibility for 180-Dav Exclusivitv is Based on Each Patent. 

&on contends that because AZIergalr IIwas decided on the same principles as AIlergan 1, any 
exclusivity should have been awarded to Alcon after it won summary judgment in Allergun I. 
Thomasch letter at 2. That argument is contrary to FDA’s longstanding position that the first 
ANDA to submit a paragraph IV certification for each of the psitents listed in the Orange Book 
for a drug product has been, or is, eligible for 1 SO-day exclusivity as to that patent. In 
responding to a 1999 citizen petition related to approval of ANDAs for the drug product 
cisplatin, FDA construed the pertinent regulations, 21 C.F.R. 9 314.107(c)(l) & (2), and 
determined that eligibility for 180-day exclusivity would be based on who filed the first 
paragraph IV certification for each listed patent. Under FDA regulations, a “subsequent” ANDA 
with a paragraph IV certification relating to the “same patent” as a previous ANDA paragraph IV 
certification is not eligible for approvai until the first ANDA’s exclusivity has run. 21 CFR 
0 314.107(c)(l). 

The regulation’s reference to the “same patent” as opposed to “any” patent or “all patents related 
to the same drug” means that eligibility for exclusivity is based upon the particular patent at issue 
and not the drug product as a whole. As a result, multiple applicants may be eligible for periods 
of exclusivity for a single drug.product. The agency has referred to this approach to determining 
eligibility for exclusivity as a “patent-by-patent” or “patent-based” analysis. That is, the first 
applicant with a paragraph IV certification for each listed patent is separately eligible for l80- 
day exclusivity based on that patent. 

The only patent currently relevant to 1 go-day exclusivity and the timing of brimonidine ANDA 
approvals is the ‘464 patent. In a May 21,2003, letter, FDA informed Alcon, Bausch & Lomb, 
and Allergan that the May ‘8,2002, and June 4,2002, decisions involving the ‘4 15 patent and 
‘741 patent were court decisions of non-infringement for purposes of permitting ANDA 

,,..: approval. The first of these ,decisions would also have triggered the running of exclusivity under- 
section 505(‘#(5)(B)(iv)(II) for the ‘415 and ‘741 patents. The 1 go-day exclusivity period as to 
those patents has thus expired, 

Accordingly, the first ANDA applicant to submit a paragraph IV certification to each of the 
patents has been.eligible for 180-day exclusivity as to that patent, and exclusivity based on the 
‘464 patent is not foreclosed by the earlier decisions on the ‘415 and ‘741 patents. 

2 
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III. The Facts Involving Exclusivitv .for Gabapentin Were Sianificantlv Different. 

Alcon argues that the facts regarding the patents for brimonidine are the same as those related to 
the ‘479 patent for gabapentin., which was at issue in Warner-Lambert Co. v. Apotex Corp., 316 
F.3d 1348 (Fed. Cir. 2003), Purepac Pharm. Co. v: nompson, 238 F. Supp. 2d 191 (D.D.C. 
2002), and TorPharm, Inc. v. Thompson, Civil Action No. 03-0254 (D.D.C. April 25,2003) 
(Purepac and TorPharm have been consolidated on appeal, which is pending in the D.C. 
Circuit). 

A. Backeround on .Gabapentin 

Purepac and TorPharm submitted ANDAs for gabapentin, and the innovator Warner-Lambert 
sued them both. With respect to one method of use patent (the ‘479 patent), the Federal Circuit 
found that TorPharm did not infringe the patent because it was not seeking approval for the use 
claimed in the patent. Warner-Lambert Co., 316 F.3d 1348. 

In the meantime, Purepac had filed a section viii statement for the ‘479 gabapentin patent, that is, 
a statement that a method-of-use patent submitted in connection with an NDA does not claim 
any use of the drug product for which the applicant is seeking approval, pursuant to 2 1 U.S.C. 
5 355@(2)(A)(viii); 21 C.F.R. 0 314.94(a)(l2)(iii). When FDA told Purepac that its section viii 
statement was improper and it would not approve its ANDA, Purepac sued FDA (and TorPhatm 
intervened) seeking to require FDA to approve its ANDA and not approve an ANDA that 
contained a paragraph IV certification to that patent. During that litigation, the innovator 
essentially admitted to FDA that it had violated FDA regulations in submitting the patent for 
listing that did not claim an approved use. 

The district court determined that the patent did not claim an approved use of the drug, and an 
ANDA applicant could therefore submit a section viii statement as to that patent. Purepac 
Pharm. Co., 238 F. Supp. 2d 191. In subsequent administrative proceedings, FDA determined 
that no ANDA applicant was eligible for 180-day exclusivity as to the ‘479 patent. As the 
agency described in a January 28,2003, letter to the ANDA applicants, because the patent owner 
had informed FDA directly that the ‘479 patent did not claim an approved use of gabapentin, and 
because the Purepac court had specifically found that an ANDA applicant could submit a section 
viii statement to the patent, no ANDA applicant could maintain a paragraph IV certification as to 
the ‘479 patent and no one would be eligible for 1 SO-day exclusivity as to that patent. See 
January 28,2003 letter from Gary Buehler to Apotex Corp. and Purepac Pharmaceutical Co. 
(attached). 

TorPharm challenged this decision as inconsistent with FDA’s treatment of 180-day exclusivity 
for a patent listed for mirtazapine. In the case of mirtazapine, a district court had found in 
private patent infringement litigation that the listed patent claimed only unapproved uses of 
mirtazipine. Organon, Inc. and Akzo Nobel N. V. v. Teva Pharmaceuticals, Inc., C.A. 01-2682 
(Dec. 18,2002 D.N.J.); appeal docketed, CA 03-1218 (Fed. Cir,). Nevertheless, FDA granted 
the first mirtazipine ANDA applicant to file a paragraphIV certification to that patent 180-day 
exclusivity. As described in a February 24,2003 letter to Tim Gilbert, counsel for 
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ApotexlTorPharm (attached), FDA’s practice under section SOSg’)(S>(B)(iv) and 21 C.F.R. 5 
3 14.107(c) is to grant 180-day exclusivity to the ANDA appficani that was first to file a valid 
paragraph IV certification to a listed patent, and for that exclusivity to be triggered, in certain 
cases, by a court decision in litigation resulting from a paragraph IV certification finding the 
patent invalid or not infringed. It would be unreasonable, and contrary to FDA regulations and 
practice, to either remove challenged patents from the Orange Book or require a change from 
paragraph lV certification to section viii statement for the ANDA applicants on the basis of a 
district court decision of non-infrinrrement, where that decision was the result of the ANDA 
applicant’s submission of a paragraph IV certification and successful litigation of the patent 
claim. To do so would vitiate the 180-day exclusivity. Thus, the agency would not rely on a 
favorable decision obtained by an ANDA applicant in paragraph IV litigation to eliminate that 
applicant’s exclusivity. Cabapentin, however, involved additional circumstances other than the 
court decision in paragraph IV litigation. 

.TorPharm sued FDA and Purepac intervened. The district court upheld FDA’s decisions 
contained in the January 28 and February 24,2003, letters. TorPzaum, inc. v. Thompson, Civil 
Action No. 03-0254 (D.D.C. April 25,2003). The court explained why a decision in the 
underlying paragraph IV litigation that the patent did not claim an approved use would not vitiate 
exclusivity: 

If a judicial determination of non-infringement in patent litigation triggered by the use of 
a paragraph IV certification comes to serve as a basis for the subsequent FDA 
determination that the patent in question should no longer be listed - and therefore that a 
paragraph IV certification, and its corresponding promise of exclusivity, is no longer 
appropriate - the incentive structure created by the Hatch- Waxman Amendments would 
be turned on its head.. . It would be cruelly ironic, and perverse, to use an ANDA 
applicant’s success in such an infringement action as the basis for denying exclusivity to 
that applicant. 

Z’orPha~-m, slip opinion at n. 15. The court noted that the agency’s decision to delist the patent in 
gabapentin was compelled by the court’s earlier decision in Purepac (which was not paragraph 
IV litigation) that required FDA to accept Purepac’s section viii statement, rather than the result 
of the ?%rvner-Lambert decision in the patent litigation. 

B. Comuarison of Gabapentin and Brimonidine. 

Alcon argues that the gabapentin outcome controls the outcome in brimonidine, and no ANDA 
; j 7~. applicant is eligible for l&May exclusivity as to the ‘464 patent, Alcon cites the court$ finding 

in AIZergan II that the ‘464 patent does not claim an approved use for Alphagan. Alcon asserts 
that the AZZergan I’ decision “implicitly recognizes that the ‘464 Patent, since it does not cover 
“an approved or pending use of the new drug’ (21 C.F.R. 6 3 14.53(b)), should not have been 
listed in the Orange Book.” Thomasch letter at 8. 

As explained above, a court decision in private patent litigation finding that a listed patent does 
not claim an approved use for the listed drug does not render. the first ANDA applicant to file a 
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paragraph IV certification as to that patent ineligible for exclusivity. The facts involved in the 
mirtazapine case resemble those involved for brimonidine in that there was a decision in the 
paragraph IV litigation that the patent did not claim an approved use, Thus, the reasoning 
underlying the agency’s treatment of the mirtazapine patent applies as well to the concerns Alcon 
has raised regarding the ‘464 patent for brimonidine> 

The circumstances surrounding the gabapentin patent were different in that there had been an 
admission by the patent holder to FDA that the ‘479 patent does not claim an approved use, and a 
district court decision in a case brought against FDA in which the court expressly found that a 
section viii statement is the correct submission for the listed patent. Neither the Purepac court’s 
narrow decision based on unique factual circumstances involving gabapentin, nor FDA’s . 
decision regarding exclusivity as to the ‘479 gabapentin patent required a change in established 
FDA practice regarding 1 go-day exclusivity. As the TorPharm court h&d in distinguishing the 
gabapentin and mirtazapine, ‘![w]hatever similarities may exist . . . , one crucial difference 
remains: in the [mirtazapine] case, there was no court decision requiring the FDA to accept a 
section viii statement with respect to the patent in question.” 2003 WL 1957490 at 14. 

hlcon further asserts that, in light of Purepac and Warner-Lambed, Alcon and Bausch & Lomb 
should have been permitted to submit section viii statements to the ‘464 patent. Bausch & Lomb 
should not be permitted to benefit fi@m an improperly submitted paragraph IV certification. 
Thus, the paragraph IV certifications should be deemed to be section viii statements and no 
exclusivity should attach. 

FDA understands that Alcon and Bausch & Lomb may well have believed that the ‘464, ‘415, 
and ‘741 patents should not have been listed in the Orange Book. However, the patents were 
submitted to the agency accompanied by the declaration required, by 21 CFR $3 14.53, and the 
patents remain in the Orange Book. As the agency has stated repeatedly, an ANDA applicant 
may not submit a section viii statement unless it “carves out” its ltibeling to correspond to a listed 
method of use patent. If the ANDA proposes to duplicate the innovator’s label, it must certify to 
the listed use patents. The district court’s narrow decision in Purepac on the specific facts in the 
gabapentin case has not changed the agency’s practice. Thus, whatever their views on the 
propriety of the listing of the brimonidine use patents, including the ‘464 patent, Alcon and 
Bausch & Lomb were required to submit paragraph IV certifications, rather than section viii 

-statements. 

Furthermore, as FDA stated in the mirtazipine case, it would be unreasonable to either remove 
challenged patents from the Orange Book or require a change from paragraph IV certification to 

:. ; .- section viii statement for the ANDA applicants on the basis of a district court decision of nm I_ .- 7 
infrineement, where that decision was the result of the ANDA applicant’s submission of a 
paragraph TV certification and successful litigation of the patent claim. Unlike gabapentin, there 
has been no court decision requiring FDA to accept section viii statements for one or more of the 
brimonidine patents. 
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Moreover, both applicants submitted paragraph IV certifications and there is no reason to 
retroactively deem them otherwise. Whether or not the applicants believe they would file 
paragraph IV certifications today, based on the current state of the law, is simply irrelevant. 
Therefore, the courts’ decisions in the underlying paragraph N litigation that the ‘415, ‘741 and 
‘464 patents do not claim approved uses of brimanidine do not eliminate exclusivity on those 
patents. 

Iv. The Date of FDA Receipt of the Hard-Couv of the Paramaph IV Certification Governs 
Exclusivitv. 

Finally, your letter briefly raised the question of whether the dake of a facsimile submission from 
Alcon would serve for calculating when Alcon submitted its paragraph IV certification to the 
‘464 patent. FDA has reviewed its regulations and practices, and has determined that it relies 
only on the date stamped copy of a paragraph IV certification submitted to the addresses 
described in 21 CFR 8 3 14.440. Items submitted through the addresses listed in the regulation 
are date stamped upon submission. FDA relies on the date stamped document’submitted to these 
addresses for determining when a paragraph IV certification was submitted. The regulation does 
not provide for submission by facsimile. Facsimile copies have not been and are not used by the 
Office of Generic Drugs for determining receipt dates for patent certifications. Therefore, the 
date stamp on Alcon’s paragraph IV certification submitted in hard copy to the address in 2 1 
CFR Q 3 14.440 will control for purposes of determining eligibility for 1 N-day exclusivity, 

Sincerely, 

Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Enclosures: 
1. January 28,2003 Letter to Apotex & Purepac 
2. February 24,20003 Letter to Gilbert 

CC Elizabeth Dickinson, Associate Chief Counsel for Drugs 
Thomas Scarlett, Counsel for Bausch & Lomb 
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Daniel J. Tomasch, Esq. 
On-i& Herrington & Sutcliffe LLP 
666 Fifth Ave. 
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-_ . . 

Dear Mr. Tomasch: 

This responds to your letter of May 23,2003, on behalf of Alcon Laboratories, Inc., regarding 
180-day exclusivity under Section 505(j)(5)(B)@) of the Federal Food, Drug, and Cosmetic Act 
with respect to the patents listed in -4pproved Drug Products with Therapeutic Equivalence 
Evaluations {the Orange Book) as protection for Allergan’s Alphagan (brimonidine tartrate) 
Ophthalmic Solution. Alcon has a pending ANDA for brimonidine, as does Bausch & Lomb. 

Alcon’s position is that no 180-day exclusivity should attach to any of the patents listed for 
brimomdine, because certain court decisions have found that none of those patents claim 0. 
approved uses of Alphagan, and thus they should not have been listed in the Orange Book. More 
importantly, given the posture of this matter, Alcon argues that no party is eligible for 180”day 
exclusivity for U.S. Patent No. 6,465,464 (‘464 patent). FDA has reviewed your submission and 
disagrees with your analysis. 

I. Backwound on Brimonidine Patent LitiEation. 

Your letter cites recent private patent litigation as a basis for denying 180-day exclusivity as to 
the ‘464 patent for brimonidine. Allergan initially obtained U.S. Patents 6,194,415 (‘415 patent) 
and 6,248,741 (‘741 patent) which claimed a method of using brimonidine as a neuroprotective 
agent to treat glaucoma. After Alcon and Bausch & Lomb filed ANDAs for brimonidine with 
paragraph IV certifications to the ‘415 and ‘741 patents, Allergan separately sued Alcon and 
,Bausch & Lomb for patent intigement in the U.S. District Court for the Central District of 
California. On May 8,2002, the court granted summary judgment to Alcon. Mergan, Inc. v. 
Alcon Laboratories, Inc., 200 I?. Supp. 2d 1219, 1223 (CD. Cal. 2002) (Allergan .I). Shortly 
thereafter, in a June 4,2002, Order, the court granted summary judgment to Bausch & Lomb, 
referencing its May 8, 2002, Order granting summary judgment to Alcon. -_ -_ 

On March 282003, the Federal Circuit affirmed the decision of the district court. Allergan, Inc. 
v. Alcon Labs., Inc., 324 F.3d 1322 (Fed. Cir. 2003). On May 22,2003, the Federal Circuit 
denied Allergan’s petition for rehearing en bane. 

After the district court decision on the ‘415 and ‘741 patents was issued and while the appeal was 
pending, Allergen listed the ‘464 patent, which also coveredfhe use of bri ine for -. 
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neuroprotection. This patent was also the subject of paragraph IV certifications by both Alcon 
and Bausch & Lomb. Allergan filed patent infringement litigation in the U.S. District Court for 
the District of Delaware. Alcon and Eausch BL Lomb fried a declaratory judgment action in the 
U.S. District Court’for the Central District of California. The Delaware court granted the ANDA 
applicants’ motion to transfer the patent infiingem!nt-case to California. On March 20,2003, the 
California court entered an Order and decision finding that the ‘464 patent was not infringed 
under either 35 USC. 271(e)(2) or 271 @I) for the same reasons as in Allerga?z I. Alcon Labs., 
hc, Y. AZIergnn, hc., 02-I 192 (C.D. Cal. March 20,2003) (“Allergen II”). 

II. Eligibility for 180-Dav Exclusivity is Based on Each Patent. 

Alcon contends that because Allergm 11 was decided on the same principles as Allergun I, any 
exclusivity should have been awarded to Alcon after it wan summary judgment in Ah-gun I. 
Thomasch letter at 2. That argument is contrary to FDA’s longstanding position that the first 
ANDA to submit a paragraph IV certification for each of the patents listed in the Orange Book 
for a drug product has been, or is, eligible for 180&y exclusivity as to that patent. In 
responding to a 1999 citizen petition related to approval of ANDAs for the drug product 
cisplatin, FDA construed the pertinent regulations, 21 C.F.R. 5 314.107(c)( 3) & (Z), and 
determined that ehgibility for 180-day exclusivity would be based on who filed the first 
paragraph IV certification for each listed patent. Under FDA regulations, a “subsequent” ANDA 
with a paragraph IV certification relating to the “same patent” as a previous AND.4 paragraph ~$r 
certification is not eligible far approval until the first ANDA’s exclusivity has run. 21 CFR 
5 314.107(c)(l). 

The regulation’s reference to the “same patent” as opposed to “any” patent or “all patents related 
to the same drug” means that eligibility-for exclusivity is based upon the particular patent at issue 
and not the drug product as a whole. As a result, multiple applicants may be eligible for periods 
of exclusivity for a single drug product. The agency has referred to this approach to determining 
eligibility for exclusivity as a “patent-by-patent” or “patent-based” analysis. That is, the first 
applicant with a paragraph IV certification for each listed patent is separately eligible for 180- 
day exclusivity based on that patent. 

The onIy patent currently relevant to 180-day exclusivity and the.timing of brimonidine ANDA 
approvals is the ‘464 patent. In a May 21,2003, letter, FDA informed Alcon, Bausch & Lomb, 
and Allergan that the May 82002, and June 4, 2002, decisions involvmg the ‘415 patent and 
‘741 patent were court decisions of non-infringement for purposes of permitting ANDA 
approval. The first of these decisions would also have triggered the running of exclusivity uder - 
section 505f’j)(5)(B)(iv)(lI) for the ‘41.5 and ‘741 patents. The 1 W-day exclusivity period as to 
those patents has thus expired. 

Accordingly, the first A2?DA applicant to submit a paragraph IV certification to each of the 
patents has been eligible for 1 SO-day exclusivity as to that patent, and exclusivity based on the 
‘464 patent is not forecIosed by the ear5er decisions on the ‘415 and ‘741 patents. 
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III. The Facts Involving Exclusivitv for Gabapentin Were Sizniiicantiv Different. 

Akon argues that the facts regarding the patents for brimonidiae are the same as those related tn 
the ‘479 patent for gabapentin, which was at issue in Warner-Lambsrt Co. v. Apotex Corp., 3 16 
F.3d 134s (Fed. Cir. 20031, Purepac Phanz Co. y. Thompson, 238 F. Supp. 2d 191 (D.D.C. 
2002), and TorPlzamz, 6~. V. Thonzpson, Civil Action No. 03-0254 (D.D.C. April 35,2003) 
(Purepac and TorPharm have been consoiidaled on appeal, which is pending in the D.C. 
Circuit). 

A. Backround on Gabapentin 

Purepac and TorPharm submitted ANDAs for gabapentin, and the innovator Warner-Lambert 
sued them both. With respect to one method of use patent (the ‘479 patent), the Federal Circuit 
found that TorPharm did not intinge the patent because it was not seeking approval for the use 
claimed in the patent. Varner-Lambert Co., 316 F.3d 1348. 

In the meantime, Purepac had filed a section viii statement for the ‘479 gabapenrin patent, that is, 
a statement that a method-of-use patent submitted in connection with an NDA does not claim 
any use of the drug product for which the applicant is seeking approval, pursuant to 23 USC, 
9 355@(2)(A)(viii); 21 C.F.R. Q 314.94(a)(12)fiii). When FDA4 told Purepac that its section viii 
statement was improper and it would not approve its ANDA, Purepac sue&I FDA {and TorPhann 
intervened) seeking to require FDA to approve its ANDA and not approve an ANDA that 
contained a paragraph IV certification to that patent. During that litigation, the innovator 
essentially admitted to FDA that it had violated FDA regulations in submitting the patent for 
listing that did not claim an approved use. 

The district court determined that the patent did not claim an approved use of the dnrg, and an 
A.NDA applicant could therefore submit a section viii statement as to that patent. Purepac 
Phavm. Co., 238 F. Supp. 2d 19 1. In subsequent administrative proceedings, FDA determined 
that no ANDA applicant was eligible for 1 BO-day exclusivity as to the ‘479 patent. 19s the 
agency described in a January Z&2003, letter to the ANDA applicants, because the patent owner 
had informed FDA directly that the ‘479 patent did not claim an approved use of gabapentin, and 
because the Purepac court had specifically found that an ANDA applicant could submit a section 
viii statement to the patent, no ANDA applicant could maintain a paragraph IV certification as to 
the ‘479 patent and no one would be. eligible for 180-day exclusivity as to that patent. See 
January 28,2003 letter from Gary Buehler to Apotex Corp. and Purepac Pharmaceutical Co. 
(attached). 

TorPharm challenged this decision as inconsistent with FDA’s treatment of 180-day exclusivity 
for a patent listed for mirtazapine. In the case of mirtazapine, a district court had found in 
private patent infringement Iitigation that the listed patent claimed only unapproved uses of 
mirtazipine. Organon, Inc. and Akzo Nobel N. I? v. Teva Pharmaceuticals, Inc., CA. 01-2682 
(Dec. l&2002 D.N.J.); appeal docketed, CA 03-1218 {Fed. Cir.). Nevertheless, FDA granted 
the first mirtazipine ANDA applican1 to file a paragraph IV certification to that patent 180-&y 
exclusivity. As described in a February 24,2003 letter to Tim Gilbert, counsel for 
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ApotexlTorPhann (attached), FDA’s practice under section s’OS~)(S){B)(iv) and 21 C.F.R. 5 
3 14.107(c) is to grant 180-day exclusivity to the ANDA applicant that was first to file a valid 
paragraph IV certification to a listed patent, and for that exclusivity to be triggered, in certain 
cases, by a court decision in litigation resulting from a paragraph IV certification finding the 
patent invalid or not intiged. It would be unreasonable, and contrary to FDA regulations and 
practice, to either remove challenged patents from the Orange Book or require a change from 
paragraph IV certificatian to section viii statement for the ANDA applicants on the basis of a 
district court decision of non-infringement, where that decision was the result of the ANDA 
applicant’s submission of a paragraph IV certification and successfiil litigation of the patent 
claim. To do so would vitiate the 180-day exclusivity. Thus, the agency would not rely on a 
favorable decision obtained by an ANDA applicant in paragraph IV litigation to eliminate$hat 
applicant’s exclusivity. Gabapentin, however, involved additional circumstances other than the 
court decision in paragraph IV litigation. 

TorPharm sued FDA and Purepac intervened. The district court upheld FDA’s decisions 
contained in the January 28 and February 24,2003, letters. T&%al-m, Irzc. v. l%mxpson, Civil 
Action No. 03-0254 (D.D.C. April 25,2003). The court explained why a decision in the 
underlying paragraph IV litigation that the patent did not claim an approved use would not vitiate 
exclusivity: 

If a judicial determination of non-infringement in patent litigation triggered by the use of 
a paragraph IV certification comes to serve.as a basis for the subsequent FDA 
determination thhat the patent in question should no longer be listed - and therefore that a 
paragraph IV certification, and its corresponding promise of exclusivity, is no longer 
appropriate - the incentive structure created by the Hatch-Waxman Amendments would 
be tumed on its head.. . It would be cruelly ironic, and perverse, to use an AHDA 
applicant’s success in such an inf?ingement action as the basis for denying exclusivity to 
that applicant. 

TorPlzarm, slip opinion at n. 15. The court noted that the agency’s decision to delist the patem in 
gabapentin was compelled by the court’s earlier decision in Pu~epcc (which was not paragraph 
IV litigation) that required FDA to accept Purepac’s section viii statement, rather than the result 
of the Warner-Lamberr decision in the patent litigation. 

B. Comparison of Gabapentin and Brimonidine. 

Alcon argues that the gabapentin outcome controls the outcome in brimonidine, and no JWDA 
applicant is eligible for 180.day exclusivity as to the ‘464 patent. ‘Alcon cites the couri’s finding 
in AIlergan U that the ‘464 patent does not claim an approved use for Alphagan. Alcon asserts 
that the AZIergan 11 decision “implicitly recognizes that the ‘464 Patent, since it does not cover 
‘an approved or pending use of the new drug’ (21 C.F.R. 4 3 14.53(b)), should not have been 
listed in the Orange Book.” Thomasch letter at 8. 

As explained above, a court decision in private patent litigation finding that a listed patent does 
not claim an approved use for the listed drug does TZOI render the fast ANDA applicant to file a 
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paragraph TV certification as to that patent ineligible for exclusivity. Tne facts involved in the 
mirtazapine case resemble those involved for brimonidine in that there was a decisian in the 
paragraph IV litigation that the patent did not claim an approved use. Thus, the reasoning 
underlying the agency’s treatment of the mirtazapine patent applies as weII to the concerns Alcon 
has raised regarding the ‘464 patent for brimonidine, 

The circumstances surrounding the gabapentin patent were different in that there had been an 
admission by the patent holder to FDA that the ‘479 patent does not claim an approved use, and a 
district court decision in a casi brought against FDA in which the court expressly found that a 
section viii statement is the correct submission for the listed patent. Neither the Purepac court’s 
narrow decision based on unique factual circumstances invoivng gabapentin, nor FDA’s 
decision regarding exclusivity as to the.‘479 gabapentin patent required a change in estabhshed 
FDA practice regarding 1 X0-day exclusivity. As fhe TorPharm court held in distinguishing the 
gabapentin and mirtazapine, “[wlhatever similarities may exist. . . ) one crucial difference 
remains: in the [mirtazapine] case, there was no court decision requiring the FDA to accept a 
section viii statement with respect to the patent in question.” 2003 WI, 1957490 at 14. 

Mcon further asserts that, in light of Purepac and Warner-Lambert, Alcon and Bausch & Lomb 
should have been permitted to submit section viii statements to the ‘464 patent, Bausch E;t Lomb 
should not be permitted to benefit &am an improperly submitted paragraph IV certification, 
Thus, the paragraph r\/ certifications should be deemed to be section viii statements and no 
exclusivity should attach. 

FD-4 understands that Alcon and Bausch & Lomb may we11 have believed that the ‘464, ‘425, 
and ‘741 patents should not have been fisted in the Orange Book. However, the patents were 
submitted to the agency accompanied by the declaration required by 23 CFR 5314.53, and the 
patents remain in the Orange Book. AS the agency has stated repeatedly, an ANDA applicant 
may not submit a section viii statement unless it “carves out” its labeling to correspond to a listed 
method of use patent. If the ANDA proposes to duplicate the innovator’s label, it must certify to 
the listed use patents. The district court’s narrow decision in Purepac on the specific facts in the 
gabapentin case has not changed the agency’s practice. Thus, whatever their views on the 
propriety of the listing of the brimonidine use patents, including the ‘464 patent, Alcon‘and 
Bausch & Lomb were required to submit paragraph IV certifications, rather rChan section viii 
statements. 

Furthermore, as FDA stated in the mirtazipine case, it,would be unreasonable to either remove 
challenged patents Tom the Orange Book or require a change from paragraph IV certification to 

_ section viii statement for the ANDA applicants on the basis of a district court decision of noni 
infringement, where that decision was the result of the AhTDA applicant’s submission of a 
paragraph IV certification and successful litigation of the patent claim. Unlike gabapentin, there 
has been no court decision requiring FDA to accept section viii statements for one or more of the 
brimonidine patents. 
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Moreover, both applicants submitted paragraph N certifications and there is no reason to 
retroactively deem them otherwise. Whether or not the applicants believe they would file 
paragraph IV certifications today, based on the current state of the law, is simply irrelevant. 
Therefore, the courts’ decisions in the underlying paragraph IV litigation that the ‘415, ‘74 1 and 
‘464 patents do not claim approved uses of brimonidine do not eIiminate exclusivity on those 
patents. 

Iv. The Date of FDA Receipt of the Hard-Cony of the Paraaaph IV Certification Governs 
Exclusivitv. 

Finally, you letter briefly raised the question of whether the date of a facsimile submission from 
Alcon would serve for calculating when Alcon submitted its paragraph IV cerfifkarion to the 
‘464 patent. FDA has reviewed its regulations and practices, and has determined that it relies 
only on the date stamped copy of a paragraph IV certification submitted to the addresses 
described in 21 CFR 5 3 14.440. Items submitted through the addresses listed in the regulation 
are date stamped upon submission. FDA relies on the date stamped document submitted to these 
addresses for determining when a paragraph IV certification was submitted. The regulation does 
not provide for submission by facsimile. Facsimile copies have not been and are not used by the 
Office of Generic Drugs for determining receipt dates for patent certifications. Therefore, the 
date stamp on Alcon’s paragraph IV certification submitted in hard copy to the address in 21 
CFR 8 3 14.440 will control for purposes of determining eligibility for 1 go-day exclusivity. 

Sincerely, 

Gay Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Enclosures: 
1. January 28,2003 Letter to Apotex & Purepac 
2. February 24,20003 Letter to GiIbert 

cc: Elizabeth Dickinson, Associate Chief Counsel for Drugs 
Thomas Scarlett, CounseI for Bausch & Lomb. 


