
POSITION OF TEVA PHARMACEUTICALS USA INC. 

WITH RESPECT TO 180-DAY EXCLUSIVITY FOR MIRTAZAPINE 45 MG TABLETS



The following presents Teva’s position with respect to its eligibility for the 180-day exclusivity period for generic mirtazapine 45 mg tablets, and in response to Mylan Pharmaceuticals’ May 31, 2002 Citizen Petition.  In its petition Mylan requests that FDA reverse its acceptance for filing of Teva’s ANDA No. 76-119 for mirtazapine 45 mg tablets, and thereby transfer Teva’s 180-day exclusivity period for the 45 mg dosage strength to Mylan.  As shown herein, Mylan’s petition is meritless and should be denied immediately.
  


The basis of Mylan’s petition is that the Drug Master File (DMF) referred to in Teva’s  ANDA was not filed by the DMF holder until four days after Teva submitted the ANDA to FDA on February 26, 2001.  In the interim, on February 28, 2001, Mylan submitted its ANDA for a 45 mg mirtazapine product, and therefore, according to Mylan, FDA’s filing of Teva’s ANDA as of its submission date should now be retroactively altered to deprive Teva of its first-to-file status for the 45 mg strength.  Mylan’s petition exalts form over substance, does not advance the purposes of the refuse to file regulations, and would fundamentally alter FDA’s established practices in a way that could lead to an administrative morass of challenges to ANDA filing dates that could further deplete OGD’s scarce resources and scramble settled exclusivity expectations.

FDA Is Not Required To Refuse To File An ANDA Based On A Delayed DMF Number


The crux of Mylan’s argument is that Teva’s ANDA was not “substantially complete” when submitted and that FDA must therefore have refused to file the application.  Mylan’s position overstates the meaning and purpose of the agency’s refuse-to-file regulations and should not be adopted by FDA.  


First, the "substantially complete" requirement upon which Mylan relies was designed to avoid "sham" ANDAs – i.e., ANDAs submitted with incomplete or inadequate bioequivalence data that would waste FDA resources and potentially subvert the 180-day exclusivity period incentive.  The legislative history, FDA’s preambular discussions of the ANDA submission and Paragraph IV Notification requirements, and the regulations themselves, reflect that this “substantially complete” requirement was directed at non-existent or fatally defective bioequivalence data, when used to subvert the Paragraph IV Notification and 180-day exclusivity period mechanisms, and was not intended to encompass minor omissions, or as here, a four day delay in the submission of an otherwise complete and adequate DMF.  As the House Report on Hatch-Waxman states,

The Committee does not intend that [ANDA] applicants be permitted to circumvent this [Paragraph IV] notification requirement by filing sham ANDAs or ANDAs which are substantially incomplete.  The Committee intends that the applicant must have made a good faith effort to meet the requirements set forth in paragraph (2)(A) [21 U.S.C. §  355(j)(2)(A)] regarding the contents of an ANDA.

While the Committee does not intend that failure to include a minor piece of information in an ANDA vitiates the effectiveness of the notice required under paragraph (2)(B), an ANDA must include the results of any required bioavailability or bioequivalence tests.

H. Rept. 98-857, Part 1 at 24, 98th Cong. 2d Sess. (June 21, 1984) (emphasis added).  FDA’s explanation of the “substantially complete” requirement in the preamble to its 1992 final regulations is consistent with the Congressional intent that refusals to file were primarily concerned with bioequivalence data, 

FDA has changed its policies regarding the submission of incomplete ANDAs.  Under earlier policy, FDA permitted ANDA applicants to submit ANDAs with bioequivalence study protocols and to provide bioequivalence study data at a later date.  This policy has resulted in a significant and unwarranted expenditure of resources in reviewing applications that had little potential for approval.  FDA will therefore no longer accept an ANDA that does not contain complete bioequivalence study data if such data  are required for approval.

57 Fed. Reg. 17950, 17959 (April 28, 1992) (emphasis added).


Here, Teva clearly made a “good faith effort to meet the requirements set forth in” 21 C.F.R. §  314.94, and the inconsequential delay in the filing of a DMF from overseas cannot be described as anything more than an inadvertent “failure to include a minor piece of information” in its ANDA.  Indeed, FDA did in fact accept Teva’s ANDA for filing, effective as of the date of submission, and Teva submitted its Paragraph IV Notification in accordance with that acceptance.  


Second, FDA unquestionably has the discretion to accept an ANDA even in the absence of a DMF number, and the agency’s discretionary decision, nearly two years ago, to accept Teva’s ANDA should not now be undermined as Mylan requests.  FDA’s refuse to file regulations require FDA to accept an ANDA for filing unless one of several enumerated circumstances exists, as described in the regulation.  Specifically, section 314.101(b)(2) states that "If FDA finds that none of the reasons in paragraphs (d) and (e) of this section for considering the abbreviated new drug application not to have been received applies, the agency will receive the abbreviated new drug application and notify the applicant in writing."  Importantly, however, the existence of a circumstance described in paragraph (d), such as a delayed DMF number, does not require FDA to refuse to file the application.  This is because the conditions described in paragraph (d) only allow, but do not require, FDA to refuse to file an ANDA, whereas the conditions described in paragraph (e) are mandatory bases for a refusal to file.  The following table illustrates this crucial distinction:  

314.101(d)
314.101(e)

(d) “FDA may refuse to file an application or may not consider an abbreviated new drug application to be received if any of the following apply:

(1) * * *

(2) The application is not submitted in the form required under § 314.50 or § 314.94.

(3) The application or abbreviated application is incomplete because it does not on its face contain information required under…§  314.50 or §  314.94.”  

(Emphasis added).
(e) “The agency will refuse to file an application or will consider an abbreviated new drug application not to have been received if any of the following applies:

(1) the drug product is subject to licensing by FDA [as a biologic].

(2) [the active ingredient is subject to an unexpired NCE exclusivity].

(Emphasis added).


Mylan’s incomplete quotation of paragraph (d) – “FDA’s regulations state that it ‘[…] may not consider an abbreviated new drug application to be received if…’”, Mylan Petition at 4 – misleadingly implies that this provision prohibits FDA from filing an ANDA with a deficiency in any requirement under section 314.94 or 314.50, including a DMF deficiency.  Although the regulation may be inartfully drafted, Mylan’s interpretation ignores the context, structure, and intent of paragraph (d) and would lead to absurd results.  


Paragraph (d) and (e) each address both NDA and ANDA deficiencies, and for the deficiencies addressed in each paragraph the clear intent is to implement refuse-to-file decisions consistently as between NDAs and ANDAs.  This is reflected by the use of the use of the term “may” throughout paragraph (d), and the use of the conjunction “or” in the main body of paragraph (d) and in subparagraphs (d)(2) and (d)(3).  These structural aspects of the regulation provide the proper context to understand that paragraph (d) is intended to provide FDA with discretionary ability to refuse to file either an NDA or an ANDA where a deficiency under section 314.50 or 314.94 exists.  This is so notwithstanding that the phrasing of the ANDA portion of paragraph (d) – “may not consider” – would, under Mylan’s interpretation, appear to be a prohibition with respect to ANDA deficiencies.  


The illogic of Mylan’s position is highlighted by the fact that it would require FDA to treat the deficiencies identified under paragraph (d) differently depending on whether the application was an NDA or an ANDA.  Thus, for example, under Mylan’s approach, an NDA that omits the address of the applicant (a requirement under § 314.50(a)(1)), could be filed by FDA, but an ANDA with a missing address (also required under § 314.50(a)(1) by reference in § 314.94(a)(1)) would have to be refused for filing.  Moreover, if, as Mylan’s position presupposes, the purpose of paragraph (d) was to prohibit FDA acceptance of ANDAs with any deficiency under section 314.94 and 314.50, FDA certainly would have signaled this purpose more clearly by including ANDA deficiencies under paragraph (e), which by its terms is a mandatory prohibition on FDA acceptance of applications in specified circumstances.  


Furthermore, if FDA accepts Mylan’s interpretation of paragraph (d), it will create unmanageable administrative burdens on FDA, because the agency will have no choice but to refuse to file every ANDA that has even the most minor of deficiencies under section 314.94 or 314.50.  FDA’s current practices clearly allow filing despite such deficiencies, and those practices must cease immediately upon a granting of Mylan’s petition.  As discussed in more detail below, this could result in virtually every ANDA being refused at least once, thereby causing unconscionable confusion and further delays in ANDA review and approval.


Finally, the fact, cited by Mylan's petition (pages 4, 6), that FDA has in the past refused to file ANDAs for, among other reasons, inadequate DMF information is not dispositive here, because RTF decisions are discretionary with respect to DMF information, and presumably the applications from which FDA’s statistics were derived presented more serious DMF problems than the four day delay in Teva’s otherwise adequate DMF.  Moreover, the FDA document cited by Mylan discussing DMF-based refusals to file does not specify how many other deficiencies contributed to any particular RTF decision.  Undoubtedly, many such refused ANDAs presented a number of other, more significant problems besides a slightly delayed DMF.  Here, Teva's DMF delay was minor, as it was filed within days after the ANDA was submitted, and the DMF itself presented no substantive problems that hindered or delayed FDA’s substantive review of the ANDA.  FDA should not accept Mylan’s invitation to alter Teva’s date of filing.

FDA Should Not Retroactively Refuse to File, or Amend The Filing Date, of Teva’s ANDA 


As shown above, FDA was fully within its authority to accept Teva’s ANDA for filing as of the date of submission, notwithstanding the minor delay in identification of the DMF number.  If FDA were to now retroactively change that decision on the bases put forth by Mylan, it would not only be egregiously unfair to Teva, but would also effect a fundamental change to FDA’s well established practice not to penalize applicants whose ANDAs have minor DMF deficiencies at the time of submission.  The result would be to establish a policy that could have negative repercussions both retroactively and prospectively.  


For example, it is conceivable that an ANDA and its DMF could be mailed on the same day but, due to geography (many DMFs are from foreign entities) and the mail service selected, the DMF could be delayed in its arrival.  During this delay another applicant's subsequently mailed ANDA could arrive.  A policy to monitor the exact date of filing of a DMF as a determinant of filing order, makes a process that is already complex, difficult and burdensome even more so.  Presumably this is at least one of the reasons why the Office of Generic Drugs has accepted Teva's ANDA without regard to the minor discrepancy in the filing dates.  In fact, we understand that it has been long standing OGD practice that, as long as the DMF arrived in "a reasonable period of time" and was available when the application was originally reviewed for completeness, there would be no issue or cause to refuse the application.  Such exercise of FDA’s discretionary authority under section 314.101 is reasonable and entirely appropriate and should be adhered to here.


In addition, it would not be surprising if applications with the same DMF circumstances as mirtazapine (i.e., where the application was complete on its face when picked up for review) have already been approved, and exclusivity granted, without regard to the filing date of the DMF.  If FDA were to adopt the new approach advocated by Mylan, FDA should expect that numerous Paragraph IV ANDA filers will engage in Freedom of Information Act “fishing expeditions” or other tactics, seeking to uncover minor DMF deficiencies in order to challenge the exclusivity already granted to other companies. This would be particularly problematic if the product had already been commercialized under the exclusivity.  Moreover, such applicants seeking to undermine their competitors’ first-to-file status will make searching inquiries into other potential deficiencies with respect to the numerous requirements of sections 314.50 and 314.94, and argue that any such minor deficiencies should also be cause to scramble the filing order and exclusivity eligibility of various applications.  Indeed, under Mylan’s approach, any deficiency in any required element under §  314.94 could form the basis of a retroactive refusal to file.  Hence this change in policy will have disastrous consequences both retroactively as well as prospectively.  By way of example, if FDA accepts Mylan’s interpretation, FDA would be required, without exception, to refuse to file ANDAs with any of the following deficiencies:

· Omission of a table of contents in an archival copy of the ANDA;

· Omission of a cGMP statement;

· Omission or typographical error in the number of an approved suitability petition; 

· Non-original signature on application form;

· Missing annotations to the innovator’s approved labeling;

· Incorrect patent certification;

· Too few copies of the proposed labeling;

· A missing checklist of enclosures;

· Uncertified field copy; or

· A slight delay in providing translated versions of foreign-language literature references.


Teva submits that no ANDA in the history of Hatch-Waxman has ever been submitted without some minor deficiency in some requirement of section 314.94, and unless the agency is prepared to accept filing challenges based on any deficiency for which a refusal to file could be based, and to publicly announce such a policy shift, it should deny Mylan’s petition.

Conclusion


Teva’s opposition to Mylan’s petition should not be construed to mean that Teva does not strongly support meaningful measures to ensure that files are substantially complete for review.  We believe it is critical that only those files representing a reasonably complete legal, scientific, and regulatory presentation of the proposed generic product should be accepted for filing.  The minor DMF filing date discrepancy that Mylan latches onto here represents nothing more than a de-minimus oversight that should not affect filing eligibility so long as the DMF number was available to FDA when the application is actually picked up for completeness review. 


Based on the foregoing understanding of FDA’s regulations and the agency’s established discretionary practices, Teva did not believe that the Mylan petition had merit.  Given the agency’s ubiquitous refrain that ANDA approvals are delayed by the strain on FDA resources due to multitudes of citizen petitions and other regulatory obligations, Teva saw no value to it or the agency of burdening this docket with responsive comments.  Given the agency’s inability to resolve this longstanding petition, and the resultant delay in public availability of all strengths of otherwise approvable generic mirtazapine products, Teva respectfully submits these comments in the hope of facilitating a very prompt final decision to deny Mylan’s petition, and to grant final approval of Teva’s mirtazapine ANDA. 

� FDA’s protracted delay in responding to this petition and approving all strengths of generic mirtazapine (even though there is no dispute as to Teva’s exclusivity for the 15 mg and 30 mg strengths) has cost consumers millions of dollars in unrealized savings, and has prejudiced Teva because its 180-day exclusivity period has been running since December 18, 2002 when the U.S. District Court for the District of New Jersey ruled that Teva’s mirtazapine products do not infringe the patents listed in the Orange Book for Remeron brand mirtazapine.
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