MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLICHEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: November 3, 2017

FROM: Martin Shimer
Deputy Director, Division of Legal and Regulatory Support
Office of Generic Drug Policy

TO: ANDA (90132

SUBJECT:  180-day Exclusivity for Carvedilol Phosphate Extended-Release Capsules, 10 mg,
20 mg, 40 mg, and 80 mg

I. STATUTORY BACKGROUND

The Medicare Prescription Drug, Improvement, and Modernization Actof 2003 (MMA)
describes, among other things, certain events that can resuk in the forfeiture of a first
applicant’s! 180-day generic drug exclusivity as described in section 505()(5)(B)(iv) of the
Federal Food, Drug, and Cosmetic Act (the FD&C Act).

The forfeiture provisions of the MMA appear at section 505()(5)(D) of the FD&C Act. Included
among these is section 505(G)}(5)(D)(D(IV), which states the following:

FAILURE TO OBTAIN TENTATIVE APPROVAL.~-The first applicant fails to
obtain tentative approval of the application within 30 months afier the date on
which the application is filed, unless 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 is filed.

The “failure to obtain tentative approval® forfeiture provision establishes a bright-line rule: If
within 30 months after the date of submission, an abbreviated new drug application (ANDA) has
been determined by the Agency to meet the statutory standards for approval and it is only patent
and/or exclusivity protection that prevents full approval, then an applicant will be given a
tentative approval and will maintain eligibility for 180-day exclusivity. Iftentative approval or
approval? is not obtained within 30 months, elighility for 180-day exclusivity is generally
forfeited unless “the failure [to obtain an approval] is caused by a change in or a review of the

! A “first applicant” is eligible for 180-day exchusivity by virtueofsubmitting a substantially complete ANDA with
a paragraph IV certification on the first day on whichsuchan ANDA is received. Section S0S(X5)BXiv)ID(bb).
Ifonly one such ANDA is submittedon the first day, there is only one first applicant; iftwo or more such ANDAs
are submitted onthe first day, first applicant status is shared.

2 As explained below, infranote 3, FDA interprets this provisionto alsoencompass the failure to obtain final
approval, where applicable, within 30 months afterthedate of filing.



requirements for approval of the application imposed after the date on which the application is
filed.” Under this provision, it is not sufficient to show that FDA’s review of the ANDA (to
determine that the ANDA has met the pre-existing approval requirements), causeda failure to
obtain a tentative approval or approval at 30 months. Nor is it sufficient for an applicant to show
that FDA changed or reviewed (ie., considered whether to change) the requirements for
approval while the application was under review. The applicant must also show that its failure to
obtain a tentative approval or approval atthe 30 month date is caused by this change in or
review of approval requirements. FDA generally will presume that the failure to obtain tentative
approval or approval was caused by a change in or review of approval requirements if, at the 30
month date, the evidence demonstrates that the sponsor was actively addressing the change in or
review of approval requirements (or FDA was considering such efforts), and these activities
precluded tentative approval (or approval) at that ime. Where the evidence fails to demonstrate
that the sponsor was actively addressing the change in or review of approval requirements, and
these activities precluded tentative approval (or approval) at the 30-month date, FDA generally
does not presume that the failure was caused by a change in or review of approval requirements.
If FDA were to hold otherwise, an applicant that receives one or more deficiencies resulting

from a change in approval requirements could simply delay addressing those deficiencies and

avoid forfeiture,

In addition, FDA has determined that if one of the causes of failure to get tentative approval or
approval by the 30-menth forfeiture date was a change in or review of the requirements for
approval imposed afier the application was filed, anapplicant will not forfeit eligbility
notwithstanding that there may have been other causes for failure to obtain tentative approval or
approval by the 30-month forfeiture date. Thus, to find non-forfeiture, FDA must find that
acceptability of at least one aspect of the ANDA (e.g., chemistry) was delayed, and that this
delay was caused at least in part, by a change in or review of the requirements for approval
(which the sponsor or FDA is actively addressing), irrespective of what other elements may also
have been outstanding atthe 30-month date. In other words, “but-for” causation is not required
in order to qualify for this exception. FDA has determined that this interpretation best
effectuates the policy embodied in the exception. It does not penalize applicants for reviews of
or changes in approval requirements imposed on applicants after their ANDAs are filed that arc a
cause of the failure to obtain approvals or tentative approvals within 30 months (and presumes
causation if, at the 30 month date, the sponsor was actively addressing those changes, and these
changes precluded approval), and continues to incentivize applicants to challenge patents by
preserving in many instances the opportunity to obtain 180-day exclusivity.

Under this provision, the 30-month timeframe is generally measured without regard to the length
of time the ANDA was under review by the Agency. However, section 505(q)(1)(G) of the
FD&C Act, enacted as part of the Food and Drug Administration Amendments Act of 2007
(Pub. Law 110-85) provides one exception. This section provides that

If the filing of an application resulted in first-applicant status under subsection

(G)(5)D)H{V) and 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
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the petition and ending on the date of final agency action on the petition (inclusive
of such beginning and ending dates), without regard to whether the Secretary
grants, in whole or in part, or denies, in whole or in part, the petition.

Thus, pursuant to this provision, if approval was delayed because of a 505(q) petition such that
the application was not ready to be approved at 30 months from the date of submission because
of the time it took the Agency to respond to the 505(q) petition, the 30-month-period-from-
initial-submission deadline for cbtaining a tentative (or final) approval will be extended by the

amount of time that the 505(q) petition was under review.3
II. DISCUSSION

Mutual Pharmaceutical Company, Inc. (Mutual) submitted ANDA 090132 for Carvedilol
Phosphate Extended-Release Capsules, 80 mg on November 19, 2007. On December 21, 2007,
Mutual submitted anew strength amendment to ANDA 090132, which provides for the addition
of the 40 mg strength of the product. On March I8, 2008, Mutual submitted another new
strength amendment to ANDA 090132, which provides for the addition of the 10 mg and 20 mg
strengths of the product. Mutual qualified as a “first applicant” for all strengths, and therefore is
eligible for 180-day exclusivity for its generic Carvedilol Phosphate Extended-Release Capsule
product absent forfeiture.4

Mutual had 30 months to obtain tentative approval or approval for the purposes of section
505()(S)D)(IIV) of the Act. Thirty months from the submission of the origmal ANDA
containing the 80 mg strength is May 19, 2010. Thirty months from the submission of the new
strength amendment for the 40 mg strength is June 21, 2010. Thirty months from the subrnission
of the new strength amendment for the 10 and 20 mg strengths is September 18, 2010.

This memorandum addresses whether Mutua! has forfeited its eligibility for 180-day exclusivity

1 In addition to tolling the 30-month period described in 505()}5)D)(IXIV) in certain circumstances where a
petition is underreview, section 505(q)X1)(G) clarified the scopeofsection SOSGNSYD)YIXIV). Ifthe phrase
“tentative approval” in section S05G)(SXDXiXIV) is viewed i isolation, it might he suggested that this section
applies only whenan ANDA is eligible fora tentative approval due to a patent, 30-month stay orexclusivity
blocking finalapproval, and that this provision cannot serveas a basis for forfeiture whenan ANDA would
have otherwisebeeneligibie only forafinal approval because there is no blocking patent, 30-month stay or
exclusivity. Although section S05G)(5)D)INIV) refers to “tentative approvals,” the terms of section
505(q)(IXG) clearly describea broaderscope. Section 505(qX(1)(G) expressly states thatif"approval” ofthe
first applicant's application was delayed becauseofa petition, the30-month period desaribed in section
S05GN5)DXINIV) will be extended. Thus, Congress contemplated thatscction SO5()(S)D)(I(TV) establishes
a 30-month period within which an ANDA generally mustobtein either tentative approval or finalapproval
This interpretation squares both with the statutory language and with notpermitting the 180-day exclusivity for
a first applicant whose ANDA is deficient to delay approval of subsequent applications. Therefore, FDA
interprets section SOSGXSYD)DAV) es requiring that, unless the period s extended forone ofthe reasons
describedin the FD&C Act, a first applicant that fails to obtain eithertentetive approval orapproval forits
ANDA within 30 months will forfeit eligibility for 180-day exclusivity.

4 We note thaton July 12,2016, Sun Pharmaceuticals Industries, Inc. notified FDA that it was the new applicant for
ANDA 090132, FDA acknowledged receipt ofthis communication on July 22,2016.
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due to its failure to obtain tentative approval or approval by the thirty month dates identified
above.

Axinn Veltrop & Harkrider LLP (Axinn), counsel for Mutual, submitted multiple

correspondence supporting its assertion that Mutual did not forfeit its eligbility for 180-day
exclusivity even though its ANDA was not tentatively approved within 30 months of filing.5 We
note that ANDA applicants frequently submit correspondence related to forfeiture of 180-day
exclusivity. Although FDA does not expect or require such correspondence, the Agency will
consider any submitted correspondence when making a forfeiture decision. However, because
we have found that Mutual’s failure to obtain tentative approval was caused by a change in the
requirements for approval as described below, we have not addressed all of Mutual’s assertions
here.

We must base our forfeiture analysis on the record before the Agency. The following is a
timeline of certain key submissions and actions regarding ANDA 090132:

11/19/2007 ANDA submitted (80 mg)

12/21/2007 New strength amendment (40 mg)

3/18/2008 New strength amendment (20 mg and 10 mg)
4/22/2008 Request for telephone amendment (product quality)
5/5/2008 Amendment (product quality) (telephone)

57572008 Bioequivalence review (dissoiution) (deficient)
5/13/2008 Bioequivalence deficiencies facsimile (dissoltion)
6/20/2008 Request for telephone amendment (exclusivity, preduct

quality)
6/25/2008 Amendment (exclusivity, product quality) (telephone)
7/9/2008 Request for telephone amendment (product quality)
7/24/2008 Amendment (product quality) (telephone)
8/1/2008 Request for telephone amendment (quality)
8/8/2008 Amendment (product quality) (telephone)
8/14/2008 Amendment (bioequivalence (dissolution))
8/8/2008 Amendment (product quality)
10/8/2008 Bioequivalence review (dissolution) (deficient)
10/23/2008 Bioequivalence deficiencies facsimile_(dissolution)
12/3/2008 Amendment (bioequivalence (dissolution))

5 Letterto K. Webber (OGD) from C. Landmon (Axinn)re: “Mutual Pharmaceutical Company’s ANDA No. 90-132
for Carvedilo] Phosphate Extended-Release Capsules, 10mg, 20 mg, 40 mg and 80 mg” (May 17, 2010); Letterto
K. Webber(OGD) from C. Landmon (Axion)re: “Mutual Pharmaceutical Company’s ANDA No. 50-132 for
Carvedilo] Phosphate Etended-Release Capsules, 10mg, 20 mg, 40 mg and 80mg™ (October25,2010); Letterto
K. Webber (OGD) from C. Landmon (Axon)re: “Mutual Pharmaceutical Company’s ANDA No. 90-132 for
Carvedilo! Phosphate Etended-Release Capsules, 10mg, 20 mg, 40 mg and 80mg” (November 18, 2010); Letterto
K. Webber (OGD) from C. Landmon (Axion)re: “Mutual Pharmaceutical Company’s ANDA No. 90-132 for
Carvedilo] Phosphate Extended-Release Capsules, 10mg, 20 mg, 40 mg and 80mg” (February 14,201 1}; Letterto
G. Geba (OGD) from C. Landmon (Axion)re: “Mutua! Phanmaceutical Company's ANDA No. 90-132 for
Carvedilo] Phosphate Extended-Release Capsules, 10 mg, 20 mg, 40 mg and 80mg™ {November 13, 2012).
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1/5/2009 Bioequivalence review (dissolution) (deficient)
1/5/2009 Request for telephone amendment (product quality)
1/6/2009 Bioequivalence deficiencies facsimile (dissolution)
1/9/2009 Bioequivalence deficiencies facsimile (dissolution)
1/26/2009 Amendment (bioequivalence (dissolution))
2/5/2009 Amendment (product quality) (telephone)
5/5/2009 Amendment (bioequivalence (dissolution))
5/11/2009 Amendment (labeling)
7/13/2009 Bioequivalence review (deficient)
7/16/2009 Bioequivalence deficiencies facsimile
8/28/2009 Amendment (labelmg)
10/19/2009 Telephone request for samples
117272009 Amendment (samples)
11/30/2009 Labeling review (deficient)

1173022009 Labelng deficiencies facsimile
1/22/2010 Amendment (labeling)
2/2010 Publication of draft product specific guidance
4/19/2010 Citizen petition submniitted
5/13/2010 Email correspondence regarding 180-day exclusivity
5/14/2010 Amendment (bioequivalence, labeling, product quality)
5/18/2010 Amendment (bioequivalence, product quality)
J/19/2010 Correspandence from OGD regarding 180-day exclusivity®
5/19/2010 11/19/2007 plus 30 months (80 mg)
5/25/20107 5/17/ 2010 correspondence regarding 180-day exclusivity
5/25/20108 5/20/ 2010 correspondence regarding 180-day exclusivity
6/18/2010 Product quality review (deficient)
6/21/2010 12/21/2007 plus 30 months (40 mg)
6/25/2010 Product quality review (deficient)
6/25/2010 Product quality deficiencies facsimile
9/2/2010 Amendment (product quality)
9/18/2010 3/18/2008 plus 30 months (20 mg and 10 mg)
10/15/2010 Citizen petition answered
10/18/2010 Product quality review (deficient)
10/18/2010 Product quality deficiencies facsimile
10/25/2010 Cormrespondence regarding 180-day exclusivity
11/5/2010 Meeting request (product quality, bioequivalence)
11/19/2010 11/18/2010 correspondence regarding 180-day exclusivity
12/2/2010 Amendment (bioequivalence, product quality)
21572011 2/14/2011 correspondence regarding 180-day exclusivity

® The comrespondence fromthe Agency indicated that “sinceyour ANDA was filed in November2007, FDA has
been reviewing therequirements for ANDAs referencing Coreg CR.”
7 This reflects the date the correspondence was received by FDA.
® This reflects the date the comrespondence was received by FDA.
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3/1/2011 Internal Meeting (3/30/2011 meeting minutes)

3/8/2011 Clinical review (deficient)

3/16/2011 Bioequivalence review (deficient)

3/22/2011 Bioequivalence deficiencies facsimile

11/14/2012 11/13/2012 correspondence regarding 180-day exclusivity

3/1/2013 Amendment (bioequivalence)

4/26/2013 Labeling review (deficient)

5/22/2013 Amendment (bioequivalence)

8/29/2013 Amendment (withdraw facility)

12/16/2013 Request for telephone amendment (product quality)

12/19/2013 Amendment (product quality) (telephone)

1/2/2014 Bioequivalence review (deficient)

1/3/2014 OSI consult request for biopharmaceutical inspections
171772014 12/20/2013 correspondence

1/30/2014 Memo requesting for-cause inspection for bioequivalence

studies

1/30/2014 Product quality review (adequate)

1/30/2014 Complete response letter (bioequivalence, labeling)

2/18/2014 Meeting request (bioequivalence)

3/26/2014 Meeting request granted

4/24/2014 (internal) Post-CR meeting request written responses

4/28/2014 Post-CR meeting request written responses

7/30/2014 Complete response (bioequivalence, labeling)

1/30/2015 Easily correctable deficiency response (bicequivalence)

2/5/2015 Easily correctable deficiency response (labeling)

272072015 Bioequivalence review (adequate) B

4/20/2015 Easily correctable deficiency response (labeling)

6/8/2015 Labeling review (adequate)

6/12/2015 Easily correctable deficiency (labeling)

8/13/2015 Complete response (cGMP)

9/9/2016 Request for extension to respond to CR letter

972712016 Extension to respond to CR letter granted
272472017 Post CR meeting request

3/27/2017 Meeting request granted — written responses only

41272017 Meeting request written responses

5/9/2017 Complete response (cGMP)

7/9/2017 Easily correctable deficiency (labeling)

72412017 Easily correctable deficiency response (labeling)

7/28/2017 Information request (product quality)

712812017 Information request response (product quality)

8/1/2017 Chemistry review (adequate)

87272017 Bioequivalence review (adequate)

8/4/2017 Labeling review (adequate)
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On April 19, 2010, Frommer Lawrence & Haug LLP submitted a citizen petition (Docket No.
FDA-2010-P-0216) on behalf of Flamel Technologies, S.A. requesting that FDA require any
ANDA or section 505(b)(2) NDA that references Coreg (Carvedilol Phosphate) Extended-
Release Capsules to include tfestresults demonstrating bioequivalence for the pharmacokinetic
parameter Cy, in addition to traditional pharmacokinetic parameters. FDA responded to the
petition on October 15, 2010. There is no evidence that FDA’s consideration of this petition,
itself, caused a delay in approval or tentative approval of Mutual's ANDA. Accordingly, the 30-
month periods for tentative approval were not extended under section 505(q)(1)(G) of the FD&C

Act.
FDA Reviewof ANDA 090132

As the above timeline indicates, atthe 30-month forfeiture dates for this ANDA (i.e., May 19,
2010, June 21, 2010, and September 18, 2010), bioequivalence, product quality, and labeling
were deficient. However, as discussed below, FDA has identified a change in the requirements
for approval regarding bioequivalence and has concluded that this change in the approval
requirements was a cause of Mutual's failure to obtain tentative approval by the 30-month
forfeiture dates for this ANDA.

Bioequivalence Review

At the time ANDA 090132 was submitted, FDA did not require that applicants conduct
dissolution testing using ethanol for ANDAS for modified-release drug products.? In February
2010, after the submission of ANDA 090132 but several months prior to the 30-month forfeiture
dates for this ANDA, the Agency published a draft product-specific guidance for Carvedilol
Phosphate Extended Release Capsules (referencing NDA 022012, Coreg CR (Carvedilol
Phosphate) Extended Release Capsules, 10 mg, 20 mg, 40 mg, and 80 mg).'? Due to concerns of
dose dumping from this drug product when taken with alcohol, the draft product-specific
guidance stated that apphcants should also conduct dissolution testing using various
concentrations of ethanol in the dissolution medium.!! On May 14, 2010, approximately three
months after the publication of the draft product-specific guidance and prior to the 30-month
forfeiture dates for this ANDA, Mutual submitted an amendment which purported to address the
new dissolution testing described in the Agency’s draft product-specific guidance for Carvedilol
Phosphate Extended Release Capsules. Atthe 30-month forfeiture dates for this ANDA, the
dissolution date for ANDA 090132 was still under review. The Agency found the dissolution
testing adequate on March 16, 2011.12

9 See, e.g., FDA's Guidance for Industry on Bioawailabilityand Bioequivalence Studies for Orally Administered
Drug Products— General Comﬂa‘aﬁom (Revmon I) (March 2003), at 1 1, avai]able at
4 n o I , 0 -

"D{vision ofBioequivalence Review for ANDA (090132 (March 16, 2011), at2.
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We conclude that there was a change in the requirements for approval with respect to
bicequivalence, as outlined above, and that this change was a cause of Mutual’s failure to obtain
tentative approval by the forfeiture dates. After the submission of Mutual’s ANDA, in the
February 2010 draft product-specific guidance, the Agency advised applicants to conduct
additional dissolution testing using various concentrations of ethanol in the dissolution medium
for Carvedilol Phosphate Extended Release Capsules. Mutual actively addressed this change in
the requirements for approval before the 30-month forfeiture dates for this ANDA when it
submitted its May 14, 2010 amendment containing information to address the new dissolution
testing described in the February 2010 draft product-specific guidance. As of the 30-month
forfeiture dates for this ANDA, the Agency was still reviewing Mutual’s dissolution information.
Based on these facts (including, among other things, that Mutual had been actively addressing
the change in approval requirements and that FDA was reviewing Mutual’s efforts at the 30-
month forfeiture dates), we conclude that the requirement to comply with the new dissolution
testing using various concentrations of ethanol in the dissolution medium was a cause of
Mutual's failure to obtain tentative approval by the forfeiture date.

Product Quality and Labeling Reviews

Because FDA has determined that there was a change in the approval requirements with respect
to bioequivalence, which was a cause of Mutual’s failure to obtain tentative approval by May 19,
2010, June 21, 2010, and September 18, 2010, we need not determine whether there is a separate
basis for non-forfeiture with respect to product quality or labeling.

III. CONCLUSION

Mutual's ANDA for Carvedilo! Phosphate Extended-Release Capsules was submitted on
November 19, 2007 for the 80 mg strength, December 21, 2007 for the 40 mg strength, and
March 18, 2008 for the 10 and 20 mg strengths. The 30-month forfeiture date was May 19, 2010
for the 80 mg strength, June 21, 2010 for the 40 mg strength, and September 18, 2010 for the 10
and 20 mg strengths. Mutual’s ANDA was not tentatively approved within these time periods.
The Agency finds that Mutual’s failure to obtain tentative approval was caused by a change in
the requirements for approval, specifically to conduct dissolution testing using various
concentrations of ethanol in the dissolution medium as described in the February 2010 draft
product-specific guidance. We therefore conclude that Mutual has not forfeited its eligibility for
the 180-day exclusivity period described in section 505(}(5)(B)(iv) of the FD&C Act for
Carvedilol Phosphate Extended-Release Capsules, 10 mg, 20 mg, 40 mg, and 80 mg.
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