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_/@ DEPARTMENT OF HEALTH & HUMAN SERVICES

R Food and Drug Administration
Rockville, MD 20857

RE: Docket No. FDA-2008-N-0483
Dear ANDA Applicant:

This letter addresses 180-day exclusivity for abbreviated new drug applications (ANDAYS)
referencing Merck &. Co., Inc.'s COSOPT (dorzolamide hydrochloride, 2%; timolol maleate,
0.5%) ophthalmic solution (dorzolamide/timolol). Exclusivity for these products is governed by
the exclusivity and forfeiture provisionsin section 505(j) of the Federal Food, Drug, and
Cosmetic Act (FDCA or Act).® The statutory provisions at issue were enacted as part of the
Medicare Prescription Drug, Improvement, and Modernization Act of 2003 (the MMA), Pub. L.
108-173, 117 Stat. 2066 (Dec. 8, 2003). FDA has not yet promulgated regulations implementing
these new statutory provisions; until it does so, it will regulate directly from the statutein
determining whether ANDA applicants are entitled to exclusivity.

The MMA established a new set of forfeiture events under which an applicant previously eligible
for 180-day exclusivity could lose that eligibility. These provisions are quite complex and,
because of the potential value of 180-day exclusivity, are of substantial interest to the regulated
industry. Inrecognition of thisinterest, and to obtain the benefit of comment from interested
parties on the interpretation and application of the new provisions in specific factual settings, we
are establishing public dockets to receive comments on certain complex MMA forfeiture
matters.> We established a docket on September 4, 2008, to permit public comments on 180-day
exclusivity for dorzolamide/timolol (Docket No. FDA 2008-N-0483).

In making our decision, we have considered, among other things, a July 11, 2008 Memorandum
submitted to FDA's Office of the Chief Counsel by counsel for Hi-Tech Pharmacal Co., Inc. (Hi-
Tech); the July 28, 2008, and August 27, 2008 |etters from Bernice Tao, Director of Regulatory
Affairs at Apotex, Inc. (Apotex) to Gary Buehler, Director, Office of Generic Drugs;

! Aswe have previously stated, it is FDA's practice to make decisions on eligibility for 180-day exclusivity in the
context of specific ANDASsthat are otherwise eligible for approval. This approach is necessary because of the many
factors that may influence eligibility for exclusivity up to the time an application is ready for approval (e.g., patent
expiration, patent delisting, failure to obtain a tentative approval within 30 months, withdrawal of ANDA) and could
thus render a premature eligibility determination incorrect. When the agency makes an approval decision with
respect to an ANDA, it will inform an applicant affected by exclusivity that, for example, it is (1) afirst applicant
and entitled to exclusivity, (2) afirst applicant that has forfeited its exclusivity, (3) digible only for atentative
approval because one or more first applicants are eligible for 180-day exclusivity, or (4) eligible for approval
because afirst applicant has forfeited its exclusivity. Today, FDA is approving ANDAs held by Hi-Tech and
Apotex for dorzolamide/timolol; therefore, we are explaining our conclusions regarding 180-day exclusivity for
dorzolamide/timolol ANDAS.

2 Thus far we have issued two decisionsinterpreting the 180-day exclusivity forfeiture provisions of the MMA using
this process. See"Acarbose Decision” of May 7, 2008, in FDA Docket No. 2007-N-0445; " Granisetron Decision”
of January 17, 2008, in Docket No. 2007-N-0389. We also used this process to render a decision that implicated
both MMA and pre-MMA 180-day exclusivity provisions. See "Ramapril Decision" of January 29, 2008, in Docket
No. 2007N-0382. These decisions are incorporated by reference here to the extent they describe interpretations of
statutory provisions at issue in this matter.



submissions to Docket No. FDA 2008-N-0483; an October 17, 2008 Memorandum submitted to
FDA's Office of the Chief Counsel by counsel for Hi-Tech; an October 22, 2008 Memorandum
submitted to FDA'’ s Office of the Chief Counsel by counsel for Apotex; and arguments made by
Hi-Tech, Apotex, and Teva Pharmaceuticals USA, Inc., in Hi-Tech Pharmacal, Co., Inc. v. FDA,
No. 1:08-cv-01495 (JDB).

After considering the relevant facts and applicable law, we have concluded that Hi-Tech was
eligible for 180-day exclusivity for dorzolamide/timolol as afirst applicant, but for the reasons
described below has forfeited that eligibility. Because no applicant is eligible for 180-day
exclusivity, FDA may approve any ANDA for dorzolamide/timolol that is otherwise eligible for
approval.

l. Factual Background
A. Merck's New Drug Application (NDA) for COSOPT

COSOPT ophthalmic solution was approved by FDA on April 7, 1998, in NDA 20-869. Merck
submitted U.S. Patent Nos. 4,797,413 (the ‘ 413 patent); 6,248,735 (the ‘ 735 patent); and
6,316,443 (the ‘ 443 patent) to FDA for listing in FDA’s Approved Drug Products with
Therapeutic Equivalence Evaluations (the Orange Book) for COSOPT. The '413 patent expired
on April 28, 2008, with associated pediatric exclusivity expiring on October 28, 2008. The '735
and '443 patents expire on April 17, 2011. On April 18, 2006, Merck disclaimed the 735 and
‘443 patents. Merck submitted arequest to FDA on April 26, 2006, to delist the 735 and '443
patents from the Orange Book. Merck reiterated its request by letter of December 18, 2006. On
April 18, 2008, FDA published in the Orange Book the fact that Merck had requested the '735
and '443 patents be delisted. In light of this decision that Hi-Tech has forfeited exclusivity based
on that patent information, we are removing the patent information from the Orange Book.

B. Abbreviated New Drug Applications (ANDAS) for Dorzolamide/timolol

There are two classes of ANDAS for dorzolamide/timolol at issue in this matter: ANDASs held
by first applicants, and ANDAS held by subsequent applicants (i.e., applicants who are not first
applicants). Hi-Tech's ANDA 77-847 fallsinto thefirst category; all other ANDASs for
dorzolamide/timolol fal into the latter category.

Hi-Tech’s ANDA wasinitially stamped as received by the FDA document room on August 12,
2005. FDA reviewed the application to determine whether it was sufficiently complete to permit
a substantive review, as described under 21 CFR 314.101(b). On October 6, 2005, FDA refused
to receive Hi-Tech’s ANDA for the reasons enumerated in aletter to the company. On October
11, 2005, FDA received Hi-Tech’s response to the refusal to receive letter, and the ANDA was
found acceptable for filing, with areceipt date of October 11, 2005. The Hi-Tech ANDA
contained paragraph IV certifications to the ‘413,' 735, and * 443 patents when submitted and
received. Hi-Tech provided notice of its paragraph IV certifications to the NDA holder and
patent owner, asrequired. Hi-Tech was sued for infringement of the ‘413 patent; the district
court found that Hi-Tech infringed the patent and upheld its validity. Merck & Co. Inc. v. Hi-
Tech Pharmacal Co. Inc., No. 06-266 & 06-268, 2006 U.S. Dist. LEXIS 95820 (D.N.J. Apr. 25,
2006), aff'd, 482 F.3d 1317 (Fed. Cir. 2007). Hi-Tech amended its patent certification to the
'413 patent from a paragraph IV certification to a paragraph 111 certification on April 9, 2008.
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No patent infringement action regarding the * 735 or ‘443 patents was initiated by the NDA
holder or patent owner within the 45-day period following receipt of Hi-Tech’s notice of
paragraph 1V certification. FDA tentatively approved Hi-Tech’s ANDA on April 10, 2008.

Hi-Tech's October 11, 2005 receipt date made it the first applicant to submit an ANDA
referencing COSOPT that contained a paragraph 1V certification to a patent listed for that drug.
Apotex, the next applicant that submitted an ANDA containing paragraph IV certifications to the
'413, '735, and '443 patents, submitted its application on March 29, 2006. All other ANDASs
containing paragraph 1V certification to these patents were submitted thereafter.

Because the first ANDA containing a paragraph 1V certification to a patent listed for COSOPT
was submitted after December 8, 2003, 180-day exclusivity for ANDASs referencing COSOPT is
governed by section 505(j)(5)(D) of the FDCA, as amended by Title X1 of the MMA. See
section 1102(b) of the MMA.

1. 180-Day Exclusivity under the MMA

Under the Drug Price Competition and Patent Term Restoration Act of 1984 (Hatch-Waxman
Amendments), an NDA applicant must submit information for each patent that claims the drug
or method of using the drug that is the subject of the NDA. FDA publishes this patent
information in the Orange Book.

An applicant must include in its ANDA one of the following certifications with respect to each
patent for the listed drug it references:

(1) that such patent information has not been filed (a paragraph | certification),

(1) that such patent has expired (a paragraph Il certification),

(111) of the date on which such patent will expire (a paragraph 111 certification), or

(IV) that such patent isinvalid or will not be infringed by the manufacture, use, or sale of
the new drug for which the application is submitted (a paragraph 1V certification).

Section 505(j)(2)(A)(vii).® Seealso 21 CFR 314.94(a)(12)(i)(A). An applicant submitting a
paragraph IV certification to alisted patent must provide the NDA holder and the patent owner
notice of its patent certification, including a description of the legal and factual basis for its
assertion that the patent isinvalid or not infringed. Section 505(j)(2)(B). If the NDA holder or
patent owner initiates a patent infringement action against the ANDA applicant within 45 days of
receiving the required notice, approval of the ANDA generaly will be stayed for 30 months from
the date of the notice or such shorter or longer time as the court might order. Section

505()(5)(B)(iii).

% The Act provides only one circumstance in which an ANDA applicant need not certify to atimely listed patent: “if
with respect to the listed drug referred to in clause (i) information was filed under subsection (b) or (c) of this
section for a method of use patent which does not claim a use for which the applicant is seeking approval under this
subsection,” the applicant can submit “a statement that the method of use patent does not claim such ause” (referred
to asa“section viii statement”). Section 505(j)(2)(A)(viii); see dso 21 CFR 314.94(a)(12)(iv).
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The MMA exclusivity provisions, like those in the earlier Hatch-Waxman Amendments, provide
the first applicant(s) to submit a paragraph IV certification challenging a patent — and thus
undertake the risk of litigation — an incentive in the form of the opportunity to be the only
generic drug manufacturer to compete with the innovator for a 180-day period. The
requirements for obtaining and retaining this 180-day exclusivity period are described at sections
505(j)(5)(B)(iv) and 505(j)(5)(D) of the Act.

The 180-day exclusivity period is described in the Act in terms of adelay in approval of certain
ANDASsto permit one or more "first applicants’ to market their generic drugs free from
competition from other generic drugs approved in ANDAS. The 180-day exclusivity provision
enacted in the MMA provides that

Subject to [section 505(j)(5)(D)], if the application contains a certification
described in paragraph (2)(A)(vii)(IV) and isfor adrug for which afirst
applicant has submitted an application containing such a certification, the
application shall be made effective on the date that is 180 days after the
date of the first commercia marketing of the drug (including the
commercial marketing of the listed drug) by any first applicant.

Section 505()(5)(B)(iv)(1).

A "first applicant” is an applicant that "on the first day on which a substantially complete
application containing a[paragraph IV certification] is submitted for approval of adrug, submits
asubstantially complete application that contains and lawfully maintains a [paragraph 1V
certification]." Section 505(j)(5)(B)(iv)(I1)(bb).

The MMA describes a significant new feature of 180-day exclusivity in the form of a set of
conditions under which an ANDA applicant that qualifies for 180-day exclusivity as afirst
applicant loses — or forfeits —that eligibility. Under these provisions, if certain events occur, an
applicant that qualified for 180-day exclusivity at the timeits ANDA was submitted may
nevertheless lose any benefit from having been afirst applicant to challenge a listed patent.
Section 505())(5)(D)(i)-(iii). If al first applicants forfeit the 180-day exclusivity period, no
applicant will be eligible for 180-day exclusivity and FDA may approve subsequent applicants
ANDA s subject to the approval requirements in section 505(j)(5)(B)(iii). Section 505(j)(5)(D)

(iii).

A forfeiture event with respect to an application subject to the 180-day exclusivity provisions
means the occurrence of any of the eventsidentified in section 505(j)(5)(D)(i). These forfeiture
events are denominated in the statute as (1) Failure to Market, (11) Withdrawal of Application,
(1) Amendment of Certification, (1V) Failure to Obtain Tentative Approval, (V) Agreement
with Another Applicant, the Listed Drug Holder, or a Patent Owner, and (V1) Expiration of All
Patents. Only the "failure to market" forfeiture event is at issue in this matter.*

The failure-to-market forfeiture event provides as follows:

* Hi-Tech received tentative approval of its ANDA on April 10, 2008, which was within 30 months of October 11,
2005, the date it was received, so Hi-Tech did not forfeit exclusivity pursuant to section 505(j)(5)(D)(i)(1V).
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(I) FAILURE TO MARKET. — Thefirst applicant fails to market the drug by the
later of —
(aa) theearlier of the date that is—

(AA) 75 days after the date on which the approval of the application
of the first applicant is made effective under subparagraph
(B)(iii); or

(BB) 30 months after the date of submission of the application of the
first applicant; or

(bb) with respect to the first applicant or any other applicant (which other
applicant has received tentative approval), the date that is 75 days after
the date as of which, asto each of the patents with respect to which the
first applicant submitted and lawfully maintained a certification
qualifying the first applicant for the 180-day exclusivity period under
subparagraph (B)(iv), at least 1 of the following has occurred:

(AA) Inaninfringement action brought against that applicant with
respect to the patent or in a declaratory judgment action brought
by that applicant with respect to the patent, a court enters afina
decision from which no appeal (other than a petition to the
Supreme Court for awrit of certiorari) has been or can be taken
that the patent isinvalid or not infringed.

(BB) Inaninfringement action or a declaratory judgment action
described in subitem (AA), acourt signs a settlement order or
consent decree that enters afinal judgment that includes a
finding that the patent isinvalid or not infringed.

(CC) The patent information submitted under subsection (b) or (c) is
withdrawn by the holder of the application approved under
subsection (b).

Section 505())(5)(D)(i)(1).
1. Hi-Tech's ANDA and 180-Day Exclusivity
A. Hi-Tech was Eligible for 180-day Exclusivity

Hi-Tech's application was the first substantially complete ANDA to contain a paragraph 1V
certification to alisted patent for COSOPT. The Hi-Tech ANDA contained paragraph 1V
certificationsto the ‘413, * 735, and ‘443 patents. Thus, at the time it submitted its ANDA, Hi-
Tech was dligible for 180-day exclusivity. Hi-Tech was the only "first applicant” as described at
section 505(j)(5)(B)(iv)(11)(bb) among those applicants submitting ANDAS referencing
COSOPT. Because of events subsequent to submission of its ANDA, however, Hi-Tech has
forfeited its eligibility for 180-day exclusivity.

B. Hi-Tech has Forfeited 180-Day Exclusivity

We have concluded that Hi-Tech is no longer eligible for 180-day exclusivity for
dorzolamide/timolol. The Act provides that the 180-day exclusivity period described in section
505())(5)(B)(iv) “shall be forfeited by afirst applicant if aforfeiture event occurs with respect to
that first applicant.” Section 505(j)(5)(D)(ii). To ascertain whether afirst applicant has forfeited
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eligibility for exclusivity, FDA looks at each patent for which that applicant submitted a
paragraph 1V certification qualifying it for exclusivity. Asto each such patent, FDA determines
whether the applicant has lawfully maintained its paragraph 1V certification and, if it has,
considers whether the applicant has forfeited exclusivity under the "failure to market" provisions
at section 505(j)(5)(D)(i)(1) of the Act or other relevant forfeiture provision. In this case, Hi-
Tech has forfeited its exclusivity because, as to each patent for which Hi-Tech submitted a
paragraph IV certification initially qualifying it as afirst applicant (i.e., the '413, '735, and '443
patents), it has either forfeited exclusivity under section 505(j)(5)(D)(i)(1) of the Act (“Failure to
Market”) or has failed to lawfully maintain its paragraph IV certification.

For the '413 patent, Hi-Tech has failed to lawfully maintain a paragraph IV certification because
it lost its patent litigation as to that patent. Specifically, in Merck & Co. Inc. v. Hi-Tech
Pharmacal Co. Inc., No. 06-266 & 06-268, 2006 U.S. Dist. LEXIS 95820 (D.N.J. Apr. 25, 2006),
aff’d, 482 F.3d 1317 (Fed. Cir. 2007), the '413 patent was found to be valid and infringed by Hi-
Tech's ANDA. Inlight of thisfinding, once Hi-Tech concluded its challenge to the '413 patent,
it could no longer maintain a paragraph IV certification claiming that the patent was invalid or
not infringed and was required to change its certification to a paragraph 111 acknowledging the
date the patent expires. Hi-Tech did not submit its paragraph I11 certification to the '413 patent
until April 10, 2008; however, as of June 11, 2007, when the mandate was entered upon the
denial of its request for rehearing, Hi-Tech could no longer lawfully maintain its paragraph IV
certification.”

Because Hi-Tech could not maintain its paragraph 1V certification to the '413 patent after its
patent loss, the '413 patent was not one "with respect to which [Hi-Tech] submitted and lawfully
maintained a certification qualifying [Hi-Tech] for the 180-day exclusivity period under
subparagraph [505(j)(5)(B)(iv)]." Section 505(j)(5)(D)(i)(I)(bb).

For the remaining two patents, the '443 and '735 patents, Hi-Tech lawfully maintained its
paragraph IV certification. Thus, Hi-Tech would be eligible for 180 day exclusivity as to these
patents unless it has forfeited eligibility for exclusivity as to these patents under the "failure to
market" or other relevant forfeiture provisions. Application of the failure-to-market forfeiture
provisions requires a series of analyses based on the timing of specific events. The statute
directs that aforfeiture event occurs when the first applicant fails to market the drug by the later
of two dates. One of these datesis calculated under item (aa) by determining the earlier of a
date that is either 75 days after the first applicant's ANDA is approved (subitem (AA)) or 30
months after the date of submission of the first applicant's ANDA (subitem (BB)).® Hi-Tech's

® Moreover, the '413 patent expired on April 28, 2008, which would render the appropriate certification a paragraph
Il ("patent has expired"). Thus, asto the '413 patent, Hi-Tech has not lawfully maintained a paragraph 1V
certification, as required by the definition of first applicant at section 505(j)(5)(B)(iv)(I1)(bb). We note that,
although Hi-Tech has not forfeited exclusivity under the " Amendment of Certification" or "Expiration of All
Patents" forfeiture eventsin section 505(j)(5)(D), these provisions direct that changesin patent certification and
expiration of patents are factors in determining whether an applicant remains eligible for 180-day exclusivity.

® Section 505(j)(5)(D)(i)(1)(aa)(BB) states that the 30-month period should be calculated from the date of “the
submission of the application of the first applicant." In applying the MMA 180-day exclusivity provisions, FDA
considers the date an ANDA containing a paragraph |V certification is submitted to be the date the ANDA is
"received” pursuant to 21 CFR 314.101(b). Both thisregulation, and the definition of "first applicant" at section
505())(5)(B)(iv)(I1)(bb) of the Act, require that the ANDA containing the paragraph 1V certification be substantially
complete, meaning it is sufficiently complete to permit a substantive review. When an ANDA containing a
paragraph |V certification is determined, upon review, to have been substantially complete as of the day it was
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ANDA isbeing approved on October 28, 2008; the 75-day period after approval would expire on
January 11, 2009. Hi-Tech submitted a substantially complete ANDA containing a paragraph IV
certification on October 11, 2005; 30 months after that date was April 11, 2008. April 11, 2008,

isearlier than January 11, 2009. Therefore, April 11, 2008, controls for the analysis of item (aa).

The statute directs that we look to the later of the dates under items (aa) and (bb) of section
505(j)(5)(D)(i)(1). Item (bb) states that the occurrence of at least one of the enumerated events,
asto afirst applicant or any other applicant with respect to each of the patents as to which the
first applicant submitted and lawfully maintained a certification that qualified it asafirst
applicant, will begin a 75-day period leading to possible forfeiture of exclusivity. These (bb)
eventsinclude, very generally, when a court enters afina decision that the patent isinvalid or
not infringed, a court signs a settlement order or consent decree entering final judgment that
includes afinding that the patent isinvalid or not infringed, or the patent information for the
listed drug is withdrawn by the NDA holder. To date, there has been no decision or settlement in
either a patent infringement case or a declaratory judgment action involving the 735 or '443
patent finding the patentsinvalid or not infringed.” In this case, the relevant event under section
505(j)(5)(D)(i)(I)(bb) of the Act asto the '735 and '443 patents is that the NDA holder for
COSOPT requested on April 26, 2006, that the '735 and '443 patents be delisted from the Orange
Book. This started the running of the 75-day period as to those patents under section
505(j)(5)(D)(i)(1)(bb)(CC) of the Act, which begins when the patent information submitted to the
agency is withdrawn by the holder of the NDA.

As described above, on April 26, 2006, FDA received aletter from Merck requesting that the
735 and '443 patents be delisted from the Orange Book. On April 18, 2008, FDA published in
the Orange Book the fact that Merck had requested the '735 and '443 patents be delisted. FDA
did not remove the patent information from the Orange Book until after it determined (in this
decision) that no applicant was entitled to exclusivity based on that patent information. Under
section 505(j)(5)(D)(i)(1)(bb) of the Act, the applicable date for calculating whether afailure-to-
market forfeiture event has occurred is 75 days after the patent information is withdrawn by the
NDA holder. Inthiscase, the date that is 75 days after the NDA holder withdrew the
information on the '735 and '443 patents, i.e., April 26, 2006, was July 10, 2006.

Forfeiture under section 505(j)(5)(D)(i)(I) of the Act occursif afirst applicant fails to market by
the later of the dates under item (aa) or (bb). The date under (aa) is April 11, 2008; the date
under (bb) asto the '735 and '443 patentsis July 10, 2006. Because the |ater date determines the
date of forfeiture of exclusivity, on April 11, 2008, Hi-Tech forfeited its eligibility for 180-day

submitted to FDA, it will be deemed to have been received as of the date it was submitted (i.e., date-stamped by the
appropriate FDA mail-room). When OGD sends the applicant a refusal to receive letter describing the additional
information that must be submitted to render an ANDA substantially complete, the ANDA is deemed received on
the day the information necessary to find the application substantially complete was submitted.

" We note that Apotex unsuccessfully sought a declaratory judgment regarding the invalidity and non-infringement
of the '735 and '443 patents. This action was dismissed for lack of subject matter jurisdiction by the district court.
Merck & Co. Inc. v. Apotex, CA 06-5789, 2007 U.S. Dist. LEXIS 84426 (D.N.J. Nov. 15, 2007) , aff'd, Merck &
Co. v. Apotex, Inc., 2008 U.S. App. LEX1S 18378 (Fed. Cir. Aug. 21, 2008).
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exclusivity based on its certification to the 735 and '443 patents, because it failed to market its
dorzolamide/timolol product by that date.®

C. Hi-Tech's Arguments that it is Entitled to Exclusivity are not Persuasive

Hi-Tech makes two basic arguments to support its view that it has not forfeited exclusivity. The
first isthat Hi-Tech's failure to market its dorzolamide/timolol product is not its fault, and thusiit
isinappropriate that Hi-Tech should forfeit exclusivity. In Hi-Tech’sview, FDA should apply
the 30-month failure-to-market provision only when the first applicant has alegal right to market
its product. The second isthat FDA has mishandled Merck's patent delisting request and thus
cannot use the delisting as a basis for forfeiture. We address each argument below and find
neither persuasive.

1 Forfeiture under Section 505(j)(5)(D)(i)(1) does not
Require the ANDA Applicant be at Fault

Hi-Tech argues that for exclusivity to be forfeited under section 505(j)(5)(D)(i)(l), the eligible
first applicant must have been able to market, but have failed to do so. In this case, Hi-Tech was
not able to market because Merck's pediatric exclusivity blocked final approval of the ANDA,;
therefore, Hi-Tech asserts, it should not forfeit exclusivity for failing to market. ItisHi-Tech's
view that asimilar rule should pertain in applying section 505(j)(5)(D)(i)(I) any time afirst
applicant is unable to market its product because final approval is blocked by an unexpired
patent or period of exclusivity. Hi-Tech's position is not supported by the plain language of the
Statute.

The use of the term "failure” in the forfeiture of exclusivity provision under section
505(j)(5)(D)(i)(I) does not require that the first applicant be at fault for failing to market its
generic drug. The MMA forfeiture provisions use the term "failure" in two places, in the "failure
to obtain tentative approval" and "failure to market" provisions. These provisions have notable
differencesin their language and structure. In the failure to obtain tentative approval provision,
Congress established an express condition under which afirst applicant's "failure” will not result
in forfeiture. By contrast, in the failure-to-market provision, Congress has identified no
circumstances that would excuse such "failure.”

The "failure to obtain tentative approval” forfeiture provision identifies an express condition
under which afirst applicant's "failure” to obtain a tentative approval within the set timeframe
will not result in forfeiture. The provision states that a forfeiture event occurs when

[t]he first applicant fails to obtain tentative approval of the application
within 30 months after the date on which the application isfiled, unless

8 Even if FDA were to calculate the forfeiture event under section 505(j)(5)(D)(i)(1)(bb) of the Act from the date the
request for delisting of the 735 and '443 patent information was published (which we do not believe is supported by
the statutory language), Hi-Tech would have forfeited its exclusivity. Using the April 18, 2008 publication date as
the date the patent was withdrawn would result in a date under (bb) of July 2, 2008. Thisdateisthe later date as
between the dates in items (aa) and (bb). Hi-Tech did not market its dorzolamide/timolol product by July 2, 2008;
therefore, even under thisanalysis, it has forfeited 180-day exclusivity.
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the failure is caused by a change in or a review of the requirements for
approval of the application imposed after the date on which the
application isfiled.

Section 505(j)(5)(D)(i)(1V) (emphasis added).’ In this provision Congress identified a specific
situation in which afirst applicant will not forfeit exclusivity; that is, afirst applicant will not
forfeit when certain conditions provide that it is not the applicant's fault that it could not obtain
tentative approval within 30 months (i.e., that failure to obtain a tentative approval is caused by a
changein or review of the requirements for approval). This express description of the
circumstances in which exclusivity will not be forfeited for failure to obtain tentative approval
makes it clear that, under other circumstances in which an applicant has failed to obtain tentative
approval, regardless of what party might be responsible for that failure, the first applicant will
forfeit exclusivity.

In contrast to the failure to obtain tentative approval forfeiture provision described above, the
"failure to market" forfeiture provision contains no qualifying language that would stay or toll
the forfeiture period based on events outside of the applicant's control. A failure-to-market
forfeiture occurs when "the first applicant fails to market the drug by [a certain date].” Section
505(j)(5)(D)(i)(I). Inthe absence of any qualifying language - such as that in section
505())(5)(D)(i)(1V) - thisforfeiture provision must be read as establishing a"no-fault” forfeiture
when an applicant failsto market by one of the identified dates.

Hi-Tech's argument that it should not forfeit exclusivity for failure to market when final approval
of its ANDA isblocked by a patent or exclusivity is also unpersuasive because the 180-day
exclusivity provisions contain language demonstrating that Congress knew how to address the
exact circumstances Hi-Tech describes and did not do so in the failure-to-market forfeiture
provision. Section 505(j)(5)(B)(iv)(11)(dd) of the Act provides that when final approval is
blocked by a patent or exclusivity, but the ANDA is otherwise ready for approval, the ANDA
may be given a"tentative approval.” By asserting that forfeiture should occur only if an ANDA
applicant has obtained full approva and does not market its drug, Hi-Tech isin essence arguing
that an applicant should be insulated from forfeiture if it has obtained a tentative approval in a
timely fashion and the failure to market is not its fault, but rather is due to an existing patent or
exclusivity. Thisargument is, at bottom, an argument that Congress should have conditioned
forfeiture under section 505(j)(5)(D)(i)(1) on failure to obtain tentative approval, rather than on
failure to market. Congress, however, knew how to create an exception for events beyond the
ANDA applicant's control and chose not to do so in the failure-to-market provision. In
accordance with the specific language in the statute, we apply the forfeiture under section
505(j)(5)(D)(i)(I) when an applicant fails to market, even when that failure to market is not the
fault of the applicant but instead is aresult of some outside factor (i.e., patent or exclusivity)
over which the first applicant may have no control.*°

® Congress has recently clarified this provision in the FDA Amendments Act, Pub. L. 110-85, 121 Stat. 823 (Sept.
27,2007) (FDAAA), in which it provided that, for an applicant eligible for 180-day exclusivity, if "approval of the
application was delayed because of a petition, the 30-month period under such subsection is deemed to be extended
by a period of time equal to the period beginning on the date on which the Secretary received the petition and ending
on the date of final agency action on the petition (inclusive of such beginning and ending dates) ...." Section
505(a)(1)(G).

19 We note that there are any number of situationsin which afirst applicant might not be able to go to market
because a patent or exclusivity bars final approval of its ANDA, and in which it would not want its exclusivity to be
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Hi-Tech argues that the statute should be rewritten to provide an exception to the 30-month
failure-to-market provision when the first applicant does not have the legal right to market on the
ground that afailure to market in that circumstance is not the first applicant’s fault. Even if FDA
were to read a fault-based standard into the statute, however, Hi-Tech does not necessarily meet
the “no fault” criteria. Hi-Tech could be considered to be at fault for having lost its patent
litigation for the 413 patent. If Hi-Tech had prevailed in that litigation, approval of its ANDA
would not have been delayed until the patent (and associated pediatric exclusivity) expired. Hi-
Tech, however, failled in its challenge to the ‘413 patent, creating a bottleneck to its approval
until October 28, 2008. Although Hi-Tech would potentially have been subject to additional
failure-to-market trigger provisionsin section 505())(5)(D)(i)(1)(bb) if it had prevailed in its
litigation on the 413 patent, in such a scenario it is much more likely that Hi-Tech would not
have been subject to forfeiture. The exception advocated by Hi-Tech simply is not in the statute,
aswritten, and Hi-Tech'’s fault-based rationale for that exception does not support its argument
that such an exception should apply.

Hi-Tech also argues that the MMA must be construed as requiring either actual marketing or
tentative approval within 30 months, but not both, stating that it would be absurd for an applicant
to obtain tentative approval within 30 months and thereby avoid forfeiture under section
505(j)(5)(D)(i)(1V), but be subject to forfeiture under section 505(j)(5)(D)(i)(1)(aa)(BB). The
30-month failure-to-market provision, however, serves a different purpose than the failure to
obtain tentative approva provision, and the failure to market will only result in forfeitureif itis
the later of the possible events described in section 505(j)(5)(D)(i)(1). If thereisno later event
under the analysis of section 505(j)(5)(D)(i)(1)(aa) and (bb) at the time that the agency makesiits
exclusivity determination, i.e., there is no decision or settlement of a patent litigation and no
request for delisting, then there would be no forfeiture at al for failure to market within 30
months. See Granisetron Decision at 5. The fact that Hi-Tech forfeited exclusivity under the 30-
month failure-to-market provision is afunction of the timing and interplay of other events that
arerelevant only for the failure-to-market provisions in section 505(j)(5)(D)(i)(l), which are
entirely separate from the stand-alone failure-to-obtain tentative approval provision in section
505(j)(5)(D)(i)(IV). Here, when Merck withdrew the patent information, Congress considered
that event relevant vis-a-vis the 30-month failure-to-market provision in section
505(j)(5)(D)(i)(1)(aa)(BB), but not at all relevant vis-a-vis the 30-month failure-to-obtain
tentative approval provision in section 505(j)(5)(D)(i)(I1V). FDA’sdecision in this case properly
implements the forfeiture provisions within the unique context of the failure-to-market
provisions under section 505(j)(5)(D)(i)(1).

Finally, Hi-Tech has argued that, because it is Merck's pediatric exclusivity under section 505A
of the Act that isabarrier to approval of the Hi-Tech's ANDA, FDA should rely on section
505A(m) of the Act to toll any forfeiture during the pediatric exclusivity period. The cited
provision at 505A(m) was enacted in 2002, as part of the Best Pharmaceuticals for Children Act,
and reauthorized by Congressin 2007 in FDAAA. It provides that

forfeited. Although in this case the pediatric exclusivity is only a six-month bar to approval, Hi-Tech's argument
could apply to prevent forfeiture of exclusivity when the barrier to approval is a patent that does not expire for many
years and which afirst applicant either did not challenge or was unsuccessful in challenging.
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If a180-day period under section 505(j)(5)(B)(iv) overlaps with a 6-month
exclusivity period under this section, so that the applicant for approval of a
drug under section 505(j) entitled to the 180-day period under that section
loses a portion of the 180-day period to which the applicant is entitled for
the drug, the 180-day period shall be extended from—

(2) the date on which the 180-day period would have
expired by the number of days of the overlap, if the 180-
day period would, but for the application of this
subsection, expire after the 6-month exclusivity period; or

(2) the date on which the 6-month exclusivity period
expires, by the number of days of the overlap if the 180-
day period would, but for the application of this
subsection, expire during the six-month exclusivity
period.

This provision at 505A(m) is not applicable to 180-day exclusivity under the MMA because by
its express terms it applies only when the 180-day exclusivity period “overlaps’ with a six-
month pediatric exclusivity period, such that an ANDA applicant whose exclusivity has been
triggered is barred from approval by the pediatric exclusivity and cannot use some or all of its
180-day exclusivity period. Thismay only occur under the pre-MMA provisions when the 180-
day exclusivity is triggered by a court decision™ and begins to run, but the ANDA applicant is
unable to market its product because of 6-month pediatric exclusivity attached to another patent
that - but for the associated pediatric exclusivity - would no longer be a barrier to approval of the
ANDA. Inthat case, the ANDA applicant is entitled to have the number of days of 180-day
exclusivity it loses because it cannot market its drug due to the pediatric exclusivity added to the
period during which it can market after the pediatric exclusivity expires.

The present case arises under the MMA 180-day exclusivity provisions, and thus section
505A(m) does not apply. Under the current statutory provisions, unlike under the preeMMA
provisions, 180-day exclusivity can be triggered only by commercial marketing. The MMA
provisions do not contain a"court decision” trigger that could begin the 180-day exclusivity
period before the ANDA applicant is able to market and thus could result in overlapping 180-day
exclusivity and pediatric exclusivity. Under the MMA provisions, the 180-day period can begin
only on the date of first commercial marketing of the drug by afirst applicant, and an ANDA
applicant will not be able to obtain final approval and market until any applicable pediatric

' The pre-MMA 180-day exclusivity provision at 505(j)(5)(B)(iv) reads:
If the application contains a certification described in subclause IV of paragraph (2)(A)(vii) and isfor a
drug for which a previous application has been submitted under this subsection [containing] such a
certification, the application shall be made effective not earlier than one hundred and eighty days after-

0 the date the Secretary receives notice from the applicant under the previous
application of first commercial marketing of the drug under the previous application,
or

(n the date of a decision of acourt in action described in clause (ii) holding the patent
which is the subject of the certification to be invalid or not infringed,
whichever is earlier.
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exclusivity has expired. Section 505(j)(5)(B)(iv)(l). Thus, the situation where 180-day
exclusivity istriggered and running but the ANDA applicant is prevented from obtaining
approval and marketing will not arise. Hi-Tech's situation therefore does not - and cannot -
involve the tolling of the running of 180-day exclusivity when there is overlap between that
exclusivity and pediatric exclusivity. Instead, Hi-Tech is arguing that 180-day exclusivity -
although it has not begun and thus cannot overlap Merck's pediatric exclusivity - should not be
forfeited during the pediatric exclusivity period. Section 505A(m) as written requires an overlap
between 180-day marketing exclusivity and pediatric exclusivity, and cannot apply when thereis
no such overlap under the MMA. Given that section 505A(m) has been reauthorized since
passage of the MMA, Congress could have revised the provision to address 180-day exclusivity
under the MMA as well as exclusivity under the pre-MMA provision. Congress has not,
however, done so. Nor isthe requirement of an “overlap” irrelevant following passage of the
MMA, because the pre-MMA exclusivity statute still applies for drugs for which the first ANDA
containing a paragraph 1V certification was filed before the effective date of the MMA.
Therefore, there is no statutory basis on which to toll the failure-to-market forfeiture event
because of the innovator's pediatric exclusivity.

2. Merck's Patent Withdrawal Request Resulted in Forfeiture

One of the failure-to-market forfeiture events can occur if "the patent information submitted
under [section 505(b) or (c)] is withdrawn by the holder of the [reference listed drug].” Section
505())(5)(D)(i)(1)(bb)(CC). Hi-Tech assertsthat FDA has mishandled Merck’ s request that the
735 and ‘ 443 patents be delisted and thus the withdrawal of the patents cannot be the basis for
forfeiture of Hi-Tech’s exclusivity. We do not agree. The delisting by Merck of the * 735 and
‘443 patents is appropriately afactor in calculating whether a forfeiture of Hi-Tech’s exclusivity
has occurred.

As described above, the 180-day exclusivity provision at section 505(j)(5)(B)(iv) directsthat, if a
subsequent ANDA contains a paragraph |V certification and is for the same drug for which a
first applicant has submitted an ANDA containing a paragraph IV certification, the subsequent
applicant’s ANDA can be approved 180 days after the first applicant begins commercial
marketing of the drug (including the commercial marketing of the listed drug) by any first
applicant. Thus, as athreshold matter, for the 180-day exclusivity provision to apply at al, first
and subsequent applicants must have paragraph IV certifications to a given patent.

FDA has implemented the patent withdrawal provision so as to preserve 180-day exclusivity for
first applicants by retaining that patent information in the Orange Book until the agency has
determined that the first applicants with certifications to those patents have either used or
forfeited the exclusivity period. If FDA were to immediately remove the patent information
from the Orange Book upon the request by the NDA holder that the patent be withdrawn, no
ANDA applicant could maintain a paragraph IV certification to the patent, the threshold
requirement for 180-day exclusivity (i.e., first and subsequent applicant's paragraph IV
certifications) would no longer exist and, under the plain language of section 505(j)(5)(B)(iv)(l),
FDA would not delay the approval of any subsequent application. Thisimmediate |oss of
eligibility for exclusivity would be inconsistent with the express language of section
505())(5)(D)(i)(1)(bb)(CC), which contemplates that for at least 75 days after the patent is
withdrawn by the NDA holder, afirst applicant will maintain its eligibility to begin its 180-day
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exclusivity period. Thus, although FDA considers the patents to be withdrawn on the date that
FDA receives the NDA holder’s delisting request for purposes of forfeiture, FDA will not
actually delist those patents until it has determined that delisting would not deprive a first
applicant of an exclusivity period, if that exclusivity period has not been forfeited.

In the present case, FDA maintained the listing of the * 735 and ‘443 patents to preserve Hi-
Tech’s potential exclusivity until it determined that Hi-Tech had forfeited exclusivity. That
continued listing cannot vest Hi-Tech with exclusivity asif Merck had never withdrawn its
patent information. FDA must give proper effect to both the exclusivity and forfeiture
provisionsin the MMA, as it has done here.> The agency identifies a patent the sponsor has
requested be withdrawn with a notation that delisting has been requested. The listing for the 735
and '443 patents in the Orange Book is accompanied by the notation "delist requested."** When
apatent is so identified in the Orange Book, pending ANDA applicants will maintain their
current certification to the patent, and any new ANDA applicant must submit either a paragraph
I11 or paragraph IV certification to the patent. These certifications are necessary to ensure that a
first applicant's exclusivity is not undermined by the absence of certifications to the patent in
subsequent ANDAs. FDA will leave information related to withdrawn patents in the Orange
Book and thus maintain the need for corresponding certifications in pending ANDASs until it has
determined that any related 180-day exclusivity has expired or been forfeited. In this case, the
information for the 735 and '443 patents has been retained in the Orange Book until the agency
determined at the time of approval that Hi-Tech had forfeited exclusivity.

Hi-Tech has raised a number of objectionsto FDA's handling of the patent delisting request. It
asserts that FDA cannot both treat the patent as withdrawn for forfeiture purposes and maintain
the patent information in the Orange Book; that the rule of Ranbaxy Labs., Ltd. v. Leavitt, 469
F.3d 120 (D.C. Cir. 2006), appliesto prevent FDA from delisting the patent until the first
applicant's exclusivity has expired; that the patents could not have been withdrawn because
Apotex brought a declaratory judgment suit for those patents; and that FDA's failure to publish
the delisting request for the '735 and '443 patents until April of 2008 bars forfeiture based on the
NDA holder’s delisting request. None of these arguments is persuasive.

Asan initial matter, FDA's continued listing of the patent information pertaining to the 735 and
'443 patents in the Orange Book is an appropriate and reasonable way to implement the statute.
As described above, continued listing of the information is a means to protect the first applicant's
potential exclusivity. Asthe court found in Ranbaxy, to protect an applicant's eligibility for
exclusivity, it is appropriate for the agency to retain in the Orange Book information on patents
the sponsors have requested be delisted. 469 F.3d at 126.

12 gection 505(j)(5)(D)(i)(1) (bb)(CC) refers to “patent information” being “withdrawn,” indicating that withdrawal
of the patentsis an action taken by the NDA holder independently of whether and when FDA publishes the
withdrawal as adelisting in the Orange Book. Congress's use of “withdrawn” rather than “delist” (which is how
FDA generaly refersto removing patent information from the Orange Book upon the NDA holder’ s request)
supports FDA' s approach to maintain its listing independently of the withdrawal, so as to properly maintain
potential exclusivity and give effect to forfeiture events.

3 See Orange Book, available at
http://www.accessdata.fda.gov/scripts/cder/ob/docs/ patexclnew.cfim?Appl No=020869& Product No=001&tablel=
OB _RXx.
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We aso have considered and rejected in both this case and in the matter described in the
Acarbose Decision, the argument that eligibility for 180-day exclusivity following the NDA
holder’ s voluntary withdrawal of its patent should be governed not by the MMA forfeiture
provisions, but by the rule established in Ranbaxy. Ranbaxy held that FDA may not condition
the delisting of a patent on the existence of patent litigation, and thus deprive an ANDA
applicant that had submitted the first ANDA to contain a paragraph IV certification of a period
of marketing exclusivity for which it would otherwise be eligible. 469 F.3d at 125-26. That
holding does not apply to the MMA, which expressly provides that patent withdrawal may serve
asabasisto forfeit exclusivity. The Ranbaxy court noted that the decisions rendered by the FDA
and the district court had been made pursuant to the Act "asit stood before the MMA and,
because the MMA was not made retroactive ... this decision is also geared to the Act pre-
MMA." 469 F.3d at 122.* Therefore, the court did not purport to render a decision on patent
delisting and exclusivity under the MMA.*°

Nor does the patent withdrawal forfeiture provision confer undue power on an NDA holder to
inappropriately divest afirst applicant of its eligibility for exclusivity by withdrawing patent
information.®® An NDA holder’s delisting request will not cause forfeiture unless the first
applicant’ s exclusivity is based only upon those patents that have been withdrawn, and only
when forfeiture is otherwise applicable under the approach described in section
505(j)(5)(D)(i)(I). Moreover, forfeiture may occur only after the ANDA applicant has been
given 75 days within which to begin marketing (after which it would enjoy the entire benefit of
the 180-day exclusivity period). Section 505())(5)(D)(i)(1)(bb). In addition, it seems unlikely
that NDA holders would engage in a concerted practice to divest first applicants of exclusivity
by delisting patents, because NDA holders |ose less market share if there is a 180-day exclusivity
period in which they share the market only with the first applicant, as opposed to facing
competition from all approvable ANDA applicants. See "Generic Competition and Drug Prices,"
available at http://www.fda.gov/cder/ogd/generic_competition.htm.

Moreover, that the continued listing of the 735 and '443 patents gave rise to a paragraph 1V
patent challenge by Apotex and arelated attempt to obtain a declaratory judgment pertaining to

14 Congress passed the MM A on December 8, 2003, well before the D.C. Circuit affirmed the district court in
Ranbaxy on November 14, 2006. As a matter of timing, Congress could not have even been aware of the Ranbaxy
holding.

5 In addition, as noted in the Acarbose Decision at pp. 8-9, we also have considered the argument that the forfeiture
event described in section 505(j)(5)(D)(i)(1)(bb)(CC) of the Act applies only if the withdrawal of a patent is pursuant
to the process described at section 505(j)(5)(C)(ii) of the Act. Section 505(j)(5)(C)(ii) contemplates that, as a result
of acounterclaim by the ANDA applicant in patent infringement litigation, a court may issue an order requiring that
patent information be corrected or deleted. Only in that situation, the argument goes, would the withdrawal of
patent information trigger the statutory forfeiture provision. The effect of patent delisting on eligibility for 180-day
exclusivity is expressly addressed by the plain language of section 505()(5)(D)(i)(I) of the Act. We agree that, if a
patent were withdrawn by the NDA holder as aresult of a counterclaim by an ANDA applicant, afirst applicant's
continued eligibility for 180-day exclusivity would be governed by section 505(j)(5)(D)(i)(1); however, the scope of
the patent delisting forfeiture provision is much broader. Section 505(j)(5)(D)(i)(1)(bb)(CC) appliesto more than
just those patents withdrawn as aresult of a counterclaim; on its face, it applies when "[t]he patent information ... is
withdrawn by the holder of the [NDA]." FDA reads the plain language of 505(j)(5)(D)(i)(1)(bb)(CC) to apply
whenever a patent is withdrawn (or requested to be "delisted") by the NDA holder.

16 NDA holders already have significant power under the statutory scheme to list patents and thereby create the
possibility that afirst applicant may benefit from 180-day exclusivity (and that competition from multiple lower-
priced generic products will be delayed accordingly).
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those patents has no effect on the forfeiture of exclusivity related to the patent withdrawal. In
both this case and the case described in the Acarbose Decision, applicants have attempted to
obtain declaratory judgments on patent validity or infringement after the PTO had published
disclaimers pertaining to the patent. In this case, on April 18, 2006, Merck disclaimed all the
claims of the '735 and '443 patents (and requested that those patents be delisted from the Orange
Book on April 26, 2006) before Apotex unsuccessfully sought a declaratory judgment regarding
the invalidity and non-infringement of the patents. Merck & Co. Inc. v. Apotex, CA 06-5789,
2007 U.S. Dist. LEXIS 84426 (D.N.J. Nov. 15, 2007), aff'd, Merck & Co. v. Apotex, Inc., 2008
U.S. App. LEXIS 18378 (Fed. Cir. Aug. 21, 2008); see also Acarbose Decision a p.2 n.3
(Cobalt initiated its declaratory judgment action well after the PTO had published the disclaimer
of all the claims of the patent and then voluntarily dismissed case). Hi-Tech assertsthat FDA
cannot “oust the courts from jurisdiction after the fact” by deciding now that the patents are
delisted. See July 11, 2008 Letter at 9. However, FDA’s approach in this case does not
undermine any court action, and appropriately preserved potential exclusivity for Hi-Tech until
FDA determined that there could be no exclusivity based on the patents that Merck had
withdrawn. Regardless, the Federal Circuit in fact affirmed the district court’s dismissal of the
case for lack of subject matter jurisdiction, and never addressed whether jurisdiction might be
additionally lacking because of the delisting request. Merck & Co. v. Apotex, Inc., 2008 U.S.
App. LEX1S 18378 (Fed. Cir. Aug. 21, 2008). That court’s decision that there was no “case or
controversy” relating to Apotex’s counterclaim for a declaration of noninfringement and/or
invalidity simply has no bearing on FDA’s implementation of the clear language of the forfeiture
provisionsin the FDCA.

Finally, Hi-Tech has argued that because FDA did not publish the fact that patent delisting had
been requested until April 18, 2008, the withdrawal by Merck of the '735 and '443 patents could
not serve as a basis for forfeiture. We do not agree. First, asnoted above at n. 8, even if FDA
were to calculate the forfeiture event using the April 18, 2008 publication date as the date the
patent was withdrawn, Hi-Tech would have forfeited its exclusivity because it did not market its
dorzolamide/timolol product by July 2, 2008. Thisisnot a case in which, had FDA published
the patent delisting earlier, Hi-Tech could have taken steps to speed the approval of its
application. Asof April 26, 2006, when Merck first submitted its patent delisting request, the
district court hearing the patent infringement case involving the '413 patent had already
determined that the '413 patent was valid and entered judgment against Hi-Tech. Merck & Co.
Inc. v. Hi-Tech Pharmacal Co. Inc., No. 06-266 & 06-268, 2006 U.S. Dist. LEXIS 95820 (D.N.J.
Apr. 25, 2006). This decision was affirmed by the Federal Circuit. 482 F.3d 1317 (Fed. Cir.
2007). Thefinding that the '413 patent was valid created a barrier to approval of the Hi-Tech
patent that earlier notice of the patent delisting request could not have overcome.*” Moreover,
Hi-Tech was clearly on notice of Merck’s request to delist the patents, even before FDA
published that request for delisting, as that request was publicly noted in the court’ s decision in
the declaratory judgment action brought by Apotex. Merck & Co. Inc. v. Apotex, CA 06-5789,
2007 U.S. Dist. LEX1S 84426 (D.N.J. Nov. 15, 2007).

17 Although the delay in publishing information regarding Merck's patent delisting request did not affect the
outcome in this case, it was nonethel ess unfortunate that the agency did not publish this information sooner. Under
the agency’s current practice, when a sponsor requests delisting of a patent, FDA publishes the fact of that request
promptly after receipt.
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V. Conclusion

After consideration of the Hi-Tech ANDA, the applicable law, and the comments submitted by
interested parties, we have concluded that Hi-Tech was eligible for 180-day exclusivity for the
735 and ‘ 443 patents, but that exclusivity was forfeited under the failure-to-market provisions at
section 505(j)(5)(D)(i)(1) of the Act. Because Hi-Tech hasforfeited 180-day exclusivity, FDA
may approve any ANDA for dorzolamide/timolol that is otherwise eligible for approval.

Sincerely,

{See appended electronic signature}
Gary Buehler

Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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