ANDA 75-116 Decenber 23, 1999

Kel l er and Heckman

Attention: John Dubeck

U.S. Agent for: Biovail Laboratories, Inc.
1001 G Street, N.W, Suite 500 West

Washi ngton, DC 20001

Dear Sir:

This is in reference to your abbreviated new drug application
dated April 21, 1997, submtted pursuant to Section 505(j) of
t he Federal Food, Drug, and Cosnetic Act, for Diltiazem
Hydr ochl ori de Ext ended-rel ease Capsul es USP, (Once-a-Day
Dosage), 120 ng,

180 mg, 240 ny, and 300 ny.

Reference is also made to our tentative approval |etter dated
Cct ober 22, 1999, and to your anendnents dated October 31,
1997; Decenber 30, 1998; and Novenber 19, and Decenber 15,
1999

(2 subm ssions).

The listed drug product (RLD) referenced in your application,
Cardi zem CD Capsul es of Carderm Capital L.P., is subject to
peri ods of patent protection which will expire on March 26,
2008, (U.S. patent 5,002,776); Novenber 14, 2011 (U.S. patent
5, 364, 620); August 8, 2012 (U.S. patent 5,439,689); January
16, 2007 (U. S. patent 4,894, 240); and way 20, 2011 (U.S.
patents 5,470,584 and 5, 286,497). Your application contains a
patent certification under Section 505(j)(2)(A) (vii)(lV) of
the Act stating that your manufacture, use, or sale of
Diltiazem Hydrochl ori de Extended-rel ease Capsul es USP,
(Once-a-Day Dosage) will not infringe on any of the listed
patents or that the patents are otherwi se invalid. Section
505(j)(5)(B)(iii) of the Act provides that approval of an
abbrevi ated application shall be made effective i mediately
unl ess an action is brought before the expiration of forty-
five (45) days fromthe date the notice provided under
paragraph (2)(B)(i) is received. You have notified FDA that
Bi ovail Laboratories Inc. conplied with the requirenents of



Section 505(j)(2)(B) of the Act and that no action for patent

i nfringement was brought against Biovail Laboratories, Inc. by
ei ther the NDA holder (Carderm Capital L.P.) or the patent

hol der (El an Corporation PLC) within the statutory forty-five

day period. This period elapsed on August 4, 1997.

Pl ease note that the agency was unable to grant final approval
to your application upon conpletion of the scientific review
process on October 22, 1999. |Instead, the agency issued a
tentative approval letter on that date because an abbrevi ated
application for the same drug product containing a Paragraph
IV Certification under Section 505(j)(2) (A (vii)(lV) was
previ ously approved on July 9, 1998 (Cartia XT Capsul es of
Andrx Corp), thus becomng eligible for 180 days of generic
drug exclusivity. W refer you to the agency’s gui dance
docunment entitled “180-Day CGeneric Drug Exclusivity Under the
Hat ch- Waxman Amendnment s” (June 1998) for additional
information on this topic. As a result, your application
becanme eligible for final approval beginning 180 days after
the first comrercial marketing of the drug product under the
fornmer application; i.e., Decenber 20, 1999.

We have conpleted the review of this abbreviated application
and have concluded that the drug is safe and effective for use
as recommended in the submtted | abeling. Accordingly, the
application is approved. The Division of Bioequival ence has
determ ned your Diltiazem Hydrochl ori de Extended-rel ease
Capsul es USP (Once- a- Day Dosage), 120 ng, 180 ngy, 240 ng, and
300 nmy, to be bioequival ent and, therefore, therapeutically
equi valent to the listed drug (Cardi zema CD Capsul es, 120 ny,
180 mg, 240 ngy, and 300 ng, respectively, of Carderm Capital
L.P.). Your dissolution testing should be incorporated into
the stability and quality control program using the sane

met hod proposed in your application. The "interint

di ssol ution test and tol erances are:

The dissolution testing should be conducted in 900 miL of
water, at 37E C using USP 23 Apparatus | (basket) at 100 rpm
The test product should nmeet the foll owi ng specifications:

2 hours
8 hours
14 hours
24 hours
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The "interim dissolution test and tol erances shoul d be
finalized by submtting dissolution data for the first three



producti on size batches in a supplenental application. A
“Speci al Suppl ement - Changes Being Effected” (zero) should be
submtted when there are no revisions to the interim
specifications or when the final specifications are tighter
than the interimspecifications. 1In all other instances a
Prior Approval supplenent should be submtted.

Under section 506(A) of the Act, certain changes in the
conditions described in this abbreviated application require
an approved suppl enental application before the change may be
made.

Post - marketi ng reporting requirenents for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
O fice of Generic Drugs should be advised of any change in the
mar keti ng status of this drug.

We request that you submt, in duplicate, any proposed
advertising or pronotional copy that you intend to use in your
initial advertising or pronotional canpaigns. Please submt
all proposed materials in draft or nock-up form not final
print. Submt both copies together with a copy of the
proposed or final printed |abeling to the Division of Drug

Mar ket i ng, Advertising, and Comruni cati ons (HFD-40). Pl ease
do not use Form FD-2253 (Transmittal of Advertisenments and
Pronoti onal Labeling for Drugs for Human Use) for this initial
subm ssi on

We call your attention to 21 CFR 314.81(b)(3) which requires
that materials for any subsequent advertising or pronotional
canpai gn be submtted to our Division of Drug Marketing,
Advertising, and Communi cati ons (HFD-40) with a conpleted Form
FD- 2253 at the time of their initial use.

Sincerely yours,

Roger L. WIlliams, MD.
Deputy Center Director for
Phar maceuti cal Sci ence
Center for Drug Eval uation and
Resear ch



