ANDA 75-089

July 1, 1999

Apot ex Cor p.

Attention: Marcy Macdonald

U S. Agent for: TorPharm

50 Lakevi ew Par kway, Suite 127
Vernon Hlls, IL 60061

Dear Madam

This is in reference to your abbrevi ated new drug application
dated March 3, 1997, submtted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosnetic Act, for Ticlopidine

Hydr ochl ori de Tablets, 250 ngy.

Reference is also nade to our approvable letter dated April 28,
1999, and to your two anmendnents dated June 16, 23, and 30, 1999.

The listed drug product (RLD) referenced in your application,
Ticlid Tabl ets of Hof fmann LaRoche, Inc., is subject to a period
of patent protection which expires on May 27, 2003 (U.S. patent
4,591,592 [the *592 patent]. Your application contains a patent
certification to the *592 patent under Section
505(j)(2) (A (vii)(1V) of the Act stating that your manufacture,
use, or sale of this drug product will not infringe on the
patent. Section 505(j)(5)(B)(iii) of the Act provides that
approval shall be nmade effective imedi ately unless an action is
brought for infringenent of the patent which is the subject of
the certification before the expiration of forty-five days from
the date the notice provided under paragraph (2)(B)(i) is
received. You have notified the Agency that Tor Pharm has
conplied with the requirenents of Section 505(j)(2)(B) of the Act
and that no action for patent infringenment was brought agai nst
TorPharmwi thin the statutory forty-five day period.

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 Ticlopidine Hydrochl oride Tablets, 250 ng, to be
bi oequi val ent and, therefore, therapeutically equivalent to the
listed drug (Ticlid® Tablets, 250 ng of Hof f mann LaRoche, Inc.).
Your dissolution testing should be incorporated into the
stability and quality control program using the sanme nethod
proposed in your application.



We note that TorPharmis the first applicant to submt a
substantially conplete ANDA with a Paragraph IV Certification for
this drug product. Therefore, TorPharmis eligible for 180-days
of generic market exclusivity for this drug product. Such
exclusivity will begin on the day TorPharm begi ns commerci al

mar keting of this drug product. Wth respect to the “first
commercial marketing” trigger for the commencenent of the
exclusivity period, please refer to 21 CFR 314.107¢(4). The
Agency expects that TorPharmw || begin conmercial nmarketing of
this drug product in a pronpt manner. However, please be advised
that this 180-day generic drug exclusivity period may be inpacted
by the final outconme of Civil Action No. 99-67 (CKK) [Teva
Pharmaceuticals USA, Inc. v. The United States Food and Drug

Adm ni stration, and Donna E. Shal al a] .

We note that Torpharm has conmtted to provide a post-approval
educational programthat will be inplenented upon the

di stribution and marketing of Ticlopidine Hydrochloride Tablets
that incorporates the follow ng el enents:

1. Target audi ence for an adequate educati onal canpaign.

a. Physi ci ans, including those within a health-care system
such as an HMO or PPO, who prescribe Ticlopidine.

b. O her health-care professionals, such as nurse
practitioners, physician assistants, and di spensing
pharmaci sts, who are in a position in a given health-
care systemto educate patients and/or nonitor
conpl i ance.

2. Substantive el enents of an adequate educational canpaign

a. A clear statenment that Ticlopidine is approved for use
only in patients who are intolerant or allergic to
aspirin therapy or who have failed aspirin therapy.

b. Di scussion of the known risks of Ticlopidine therapy
and how to mtigate them An adequate discussion would
i nclude not only information about the frequency and
potential severity of adverse events, but also
i nformati on about the role that clinical observation
and bl ood nonitoring can play in preventing/ mnim zing
their clinical severity. The discussion should include
i nformati on about the foll owi ng known adverse events:

(1) Neut r openi a/ agr anul ocyt osi s;

(i1) Thronbotic thronbocytopenic purpura (TTP); and



(1i1) Aplastic anem a.

C. | nfformation delineating the schedule for blood and
clinical nmonitoring during the first three nonths of
treatnment, and describing the steps to be taken should
the results of such nonitoring be abnornal.

d. A statenent reinforcing the need for all health-care
professionals to report observed serious and fatal
adverse events with Ticlopidine admnistration to
MedWat ch.

TorPharm plans to inplement this program by the foll ow ng neans:

1. Direct mailing to key physicians, pharmacists, and
ot her heal th-care professionals.

2. Publ i cati on of educational information in selected,
wel | recogni zed nedical journals targeting health-care
prof essionals who are in a position, in a given health-
care systemto educate patient and/or nonitor
conpl i ance.

3. A web site providing on-line, continuing educational
information. The web site address will be referenced
in the direct mailing and publications.

TorPharm al so commts to provide, at the tinme of product

mar keting, details of the educational programplan. This report
w Il cover the range of activities that constitute the program
and will include itens such as tinelines, target audi ences and

t he nodes of dissem nation of the educational materials, web site
identification, and copies of extant educational materials. In
addition, TorPharmcommts to provide a brief sumary of the

i npl enmentation efforts, as well as any other rel evant data,
associated wth the educational programin each annual report.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved suppl enent al
application before the change may be made.

Post - marketing 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 keting status of this drug.

We request that you submt, in duplicate, any proposed
advertising or pronotional copy which you intend to use in your
initial advertising or pronotional canpaigns. Please submt al



proposed materials in draft or nock-up form not final print.
Submit both copies together with a copy of the final printed

| abeling to the Division of Drug Marketing, Advertising and
Comruni cations (HFD-40). Please do not use Form FD- 2253

(Transm ttal of Advertisenents and Pronotional Labeling for Drugs
for Human Use) for this initial subm ssion.

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

Sincerely yours,

Roger L. WIllians, MD.

Deputy Center Director

for Pharnmaceutical Science

Center for Drug Eval uation and Research



