ANDA 75- 178
May 28, 1999

Apot ex Cor poration

Attention: Marcy Macdonald

U S. Agent for: TorPharm

50 Lakevi ew Parkway, Suite # 127
Vernon Hlls, IL 60061

Dear Madam

This is in reference to your abbrevi ated new drug application
dated July 31, 1997, submtted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosnetic Act (Act), for Enalapril Mleate
Tablets USP, 2.5 ng, 5 ng, 10 ng and 20 ny.

Reference is also nade to your anmendnents dated March 12,
March 19, March 25, May 4, and May 21, 1999.

We have conpleted the review of this abbreviated application and
have concl uded that, based upon the information you have
presented to date, the drug is safe and effective for use as
recommended in the submtted | abeling. Therefore, the
application is tentatively approved. This determnation is based
upon information available to the Agency at this tine (i.e.,
information in your application and the status of current good
manuf acturing practices (CGWs) of the facilities used in the
manuf acture and testing of the drug product), and is subject to
change on the basis of new information that may conme to our
attention.

This letter does not address notice issues related to the 180-day
exclusivity provisions under section 505(j)(5)(B)(iv) of the Act.

The listed drug product referenced in your application, Vasotec
Tabl ets of Merck Research Laboratories, is subject to a period of
pat ent protection which expires on February 22, 2000, (U.S.
Patent No. 4,374,829 [the ‘829 patent]). Your application
contains a patent certification 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 ‘829
patent. Section 505(j)(5)(B)(iii) of the Act provides that
approval of an abbreviated application shall be nmade effective

i mredi ately unl ess an action for patent infringenment is brought
before the expiration of forty-five days fromthe date the notice
provi ded under paragraph (2)(B)(i) is received by both the hol der
of the new drug application (NDA) and the patent holder. You
have notified the Agency that TorPharm has conplied with the



requi renments of Section 505(j)(2)(B) of the Act and that the
patent and NDA holder initiated a patent infringenent suit

agai nst TorPharmin the U S. District Court for the Northern
District of Illinois, Eastern D vision, (Merck & Conpany, Inc.
v. Torpharm Inc., Apotex Corp., and Apotex, Inc., GCvil Action
No. 99- C-2711). Therefore, final approval cannot be granted
until:

1. a. The expiration of the 30-nonth period provided for
in section 505(j)(5)(B)(iii) since the date of
recei pt of the 45-day notice required under
section 505(j)(2)(B)(i), unless the court has
ext ended or reduced the period because of the
failure of either party to reasonably cooperate in
expediting the action; or,

b. the date of court decision [505())(5)(B)(iii) (1),
(rr), or (111)], which has been interpreted by the
Agency to nean the date of the final order or
j udgenent of that court fromwhich no appeal can
be or has been taken; or,

C. t he patent has expired; and

2. The Agency is assured there is no new information that
woul d af fect whether final approval should be granted.

Because the Agency is granting a tentative approval for this
application, please submt an anendnent at |east 60-days, but not
nore than 90-days prior to the date you believe that your
application will be eligible for final approval. This anendnent
shoul d be designated clearly in your cover letter as a M NOR
amendnent and it should identify the circunstances which have
occurred that may affect the effective date of final approval.
The anendnent nust al so provide:

1. A copy of a final order or judgenment from which no
appeal may be taken (which m ght not be the one from
the district court), or a settlenent agreenent between
the parties, whichever is applicable, or a |licensing
agreenent between you and the patent hol der, or any
ot her relevant information; and



2. a. updated information related to | abeling or
chem stry, manufacturing and controls data, or any
ot her change in the conditions outlined in this
abbrevi ated application; or

b. a statenent that no such changes have been nade to
the application since the date of tentative
approval .

Any changes in the conditions outlined in this abbreviated
application or the status of the manufacturing and testing
facilities' conpliance with current good nmanufacturing practices
(CAGWPs) are subject to Agency review before final approval of the
application wll be nade.

In addition to, or instead of, the anmendnents referred to above,
the Agency may, at any time prior to the final date of approval,
request that you submt anendnents containing the information
requested above. Failure to submt these anmendnents may result
in rescission of this tentative approval determ nation, or a
delay in issuance of the final approval letter.

The drug product that is the subject of this abbreviated
application may not be marketed w thout final Agency approval
under Section 505 of the Act. The introduction or delivery for
introduction into interstate conmmerce of this drug product before
the effective final approval date is prohibited under Section 501
of the Act. Also, until the Agency issues the final approval
letter, this drug product will not be listed in the Agency's
"Approved Drug Products wth Therapeutic Equival ence Eval uations"
list, comonly referred to as the “Orange Book”

The amendnent submtted in response to this Tentative Approva

|l etter should be clearly designated as a M NOR AMENDVENT i n your
cover letter. Before you submt the anmendnent, please contact
Bonni e McNeal , Project Manager, at (301) 827-5848, for further

i nstructions.

Sincerely yours,

Dougl as L. Sporn

Di rector

O fice of Generic Drugs

Center for Drug Eval uation and Research



