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ANDA 76-184

Barr Laboratories, Inc
Attention: Nicholss Tantitle
Senior Director, Regulatory Affiurs
228 Summit Avenue
Momivale, N¥ 276435

Dear Sir:

‘This is tn reference to your abbreviated new drug application (ANDA) dated June 4, 2001,
submitted pursuant to section 50503 of the Federal Food, Dnag, and Cosmetic Act {the Act), for
Alendronate Sodium Tablets USP, 35 me (base) and 70 mg (base) intended for once weekly
dosing.

Reference is also made to the tentative approval letter issued by this office on April 23, 2002,
and to your amendments dated October 31, 2005, Apnii 2, June I, August 15, and November 30,
2007, and January 4, 2008,

We have completed the review of this ANDA, and have concluded that adequats information has
been presented to demonstrate that yvour Alendronate Sodium Tablets USP, 35 mg (base) and

78 my (base) are safe and effective for once-weekly use as recommended in the submitied
labeling. However, because of the 180-day generic drug exclusivity issue explained below, at
this time we are unable to grant final approval to your Alendronate Sodivm Tablets USP, 35 mg.
Therefore, orly your Alendronate Sodium Tablets USP, 70 mg is approved, cffective on the date
of this letter. Y our Alendronate Sodium Tablets USP, 35 myg, remaing tentatively approved and
with not be eligible for final approval untif the 180-day generic drug exclusivity period associated
with the 35 mg strength has expired.

As discussed in our lentative approval letter, the reference Hsted drug {RLD} upor which you
have based your ANDA, Fosamax Tablets, 35 mg (base} and 70 myg {hase) of Merck and Co.,
inc. {Merck), is subject fo pertods of patent profection. The following patents and cxpiration
dates {with pedialric exclusivity attached) are currently Hsted in the agency’s publication tiled

this drug product:



1S Patent Wamber Expiration Date

462107 (the 07T patent} February 6, 2008
5,358,941 (the 941 patent} Tune 2, 233
5,681,590 (the "590 patent} Jame 2, 2013
3,849,726 (the "T26 patent} December 6, 2013
5,994,329 (the '329 patent} Yamuary 17, 1019
6,008,207 {the 27 patent) December 6, 2015
6,815,861 {the 'S0 patent) January 17, 2019
6,098,414 (the *410 patent} June 2, 2013
6,225,254 {the "294 patent} Yanmary 17, 2019

With respect {o all nine patents, your ANDA comtains paragraph IV certifications under section
SO YA VIRV of the Act stating that each patent is invalid, unenforceable, or will not be
miringed by your manufacture, use, or sale of Alendronate Sodiurn Tablets USP, 35 mg and

T3 mg, under this ANDA. Section 505({5¥B) i} of the Act provides that approvs! of an
ANDA shall be made effective immediately, unless an action was brought against Bamr
Laboratories Inc. (Barr} for infringement of one of more of the patents that were the subjects of
the paragraph [V certifications. This action must have been brought against Barr prior to the
expiration of 45 days from the date the notice you provided under section 303 ({2 B)N3) was
received by the NI A/patent holden(s). You notified the agency that Barr complied with the
requirements of section 5050) (2} {B) of the Act, and that litigation [or infringement of the nine
patents was brought against Barr in the United States District Conrt for the Distriet of Delaware
Merck & Co. v. Barr Laboratories, Inc., Uivil Action Nos. 01-597%. You notified the agency of
the apreed order entered into between Merck & Co,, Inc. and Barr on March 6, 2003, in the
United Siates Distret Court for the Southern District of New York [Civa Action No. 81-CV-
§223] which upholds the maling for dismissal of the *941, 590, *726, 207, ‘801, 410, and the
‘294 patents by the United States District Courd of Delaware [Merck & Co., Ine. v, TEVA
Pharmaceuticals 1J8A, Inc.]. Furthermore, you have notified the agency of the final judgment
entored on March 14, 2807, in the United States District Court for the Sowhern District of New
York [Civil Action No, 01-CV-8223] upholding the ruling on the “077 patent in Merck’s favor
{Civil Action No. 00-035-335, USDC D. Del} and on the *329 patent in Barr’s favor [V Ne, 81-
0048-31F, USDC D. Detl.

1. Approval of Alendronsiec Sodiam Tablets USP, 70 g

The Division of Bioequivalence has determined your Alendronate Sodium Tablets USP, 70 mg,
1o be bioequivalent and, therefore, therapeutically equivalent to the RLID, Merck’s Fosamux
Tablets, 74 mg {base). Your dissolution testing should be incorporated into the stability and
quality control program using the same methed proposed in your ANDA.



With respect to 180-day generic drog exclusivity, we note that Barr was the lirst ANDA
apphicant to submit a substantially complete ANDA for Alendronate Sodium Tablets USP,

78 mg, with a paragraph IV certification (o the ‘294 patent. Therefore, with this approval, Batr
Laboratories, Inc. is eligible for 180 days of generic drug exclusivity for Alendronate Sodium
Tablets USP, 70 mg. Barr will share thig exclusivity with TEVA Pharmacenticals USA (TEVA}
becange TEVA was the first ANDA applicant to submit a substantially complete ANDA with a
paragraph IV centification o the other patents. This exclusivity, which is provided for under
szotion SO5(1(SXBv) of the Act, will begin to run from the carlier of the commercal
marketing ot court decision dates identified in section 5*[}5(;3}1[5}>{]‘i}{iw}.2 Please submit
cofrespondence to this ANDA informing the agency of the date the exclusivity begins to run

Under section 506A of the Act, cerdsin changes in the conditions deseribed in this ANDA require
an approved supplemenial application before the change may be made.

Post-rarketing reporling requircments for this ANDA are set forth in 21 CFR 314.80-81 and
314.98, The Office of Generic Drugs should be advised of any change in the marketing status of
vour Alendronate Sodium Tablets USP, 70 mg.

Promotional materials may be submitied to FIDA for comment pnot to publication or
dissemmation. Please note that these submissions are voluntary, H vou desire comments on
proposed launch promotional materials with respect ta comphance with applicable regulatory
Tequrements, we recommend you submit, in draft or mock-up form, two coples of both the
promotional materiale and package insert directly to:

Food snd Drug Administrapon

Center for Drug Evahiation and Research

Dnvision of PDrag Marketing, Advertising, and Communications
5301-B Ammendale Road

Beltsvie, MD 20705

We call your attention to 21 CFR 314 81¢b)(3} which requires that matenials for any subseguent
advertising or promotional camnpaign be submitted to the Divisien of Drug Marketing,
Advertising, and Communications with 2 completed Form FDA 2253 at the time of their initial
use.

"Because your ANDA was fed before the date of enactment of the Medicare Prescripeion L3rag, Tmprovemerd snd
Muodernization Act (MMA} (Puble Law 108-173) on Decomber §, 2003, this refirencs to the 188-day exciusivity
provision is do the section of the Aot as in effect prior to Decomber 8, 2003, See MMA § 1 H0HbYE)



1. ‘Testative Approval of Alendrenate Sodiam Tablets USP, 35 mg

We are unable to grant final approval fo your Alendronate Sodium Tablets USP, 33 mg, at this
time because TEVA’s ANDA providing for the 35 mg strength and containing paragraph IV
cerfifications to the patents Msted in the Orange Book way submitted to the agency prior t0 the
submission of vour ANDA. TEVA's ANDA, therefore, is entitled 1o 180-day generic drug
excinsivity for Alendronate Sodinm Tablets USP, 35 mg, Accordingly, your Alendronate
Sodium Tablets USP, 335 mg will be eligible for fimal approval on the date that is 180 days after
the apency recefves notice, with respect to TEVA's ANDA, of the carlier of the commerciat
marketing or court decision dates wdentified in section S05{)N{5¥BX}iv) of the Act.

Our decision to continue the tentative approval to your Alendronate Sodium Tablets USPE, 35 mg,
1 based upon information currently available to the agency, i.e., data in your ANDA and the
slatus of current pood manufacteing practices (cGMPs) of the factlities gsed m the mamifacture
and {esting of the drug product. This decision is subject to change on the basis of new
inforrmation that may come o our atlention.

To reactivale this ANDA to provide for [inal approval of your Alendronate Sodium Tablets USP,
35 mp, please submit a “Supplenental Application - Expedited Roview Requested” 90 days
prior fo the date you believe that these products will be eligible for final approval, Your
supplement must provide a summary of the legal basis upon which you beleve the ANDA
should be approved, as well as:

1. updated information related to finalb-printed labeling or chemistry, manufactiring
and controls data, or any other change in the conditions oullined i this ANDIA, or

2. a statemnent that no such changes have bren made to the ANDA since the date of
tentative approval,

Any changes in the conditions outlined in this ANDA and the status of the mannfacturing and
testing facilities’ comphance with current good manaficturing practices {cGMPs) are subject 1o
Agency review before final approval of your Alendronate Sodium Tablets TSP, 35 mg will be
made. Such changes should be categonized as represenling either “major” or “minor” changes,
and they will be reviewed according to OGD policy in effect at the time of receipt.

le: addition to the supplement requested above, the agency may request af any Hme prior to the
final date of approval that you submit an additional supplement containing the requested
information. Fatlure to submit either supplemend may result in rescission of this tentative
approval determination, or delay in tssuance of the final spproval letter,

Your Alendronate Sodium Tablets USP, 35 mg may not be marketed without final agency
approval under section 305 of the Act. The introduction or delivery for introduciion into
interstate commerce of a drug before the ¢ffective final approval date is prohibited under section
S0 of the Act. Also, until the agency issucs the final approval letter, your Alendronate Sodiam
Tablets USP, 35 mg will not be Bsted in the “Orange Book "



For further information on the status of this ANDA, or prior to submitting a supplement
providing for the final approval of vour Alendronate Sodium Tablets USP, 35 mg, please contact
Rosalve Adigun, Project Manager, at 240-276-8518,

Sincerely vours,

{See appended electromic signature pagef

Gary Buchler

Dhirector

Office of Generic Drugs

Center for Drug BEvaluation and Research
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