ANDA 75-094 January 26, 1999

Novopharm N. C. I nc.

Attention: Dietrich Bartel

U S. Agent for: Novopharm Limted
4700 Novophar m Boul evard

Wl son, NC 27893

Dear Sir:

This is in reference to your abbrevi ated new drug application
dated March 14, 1997, submtted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosnetic Act, for Ranitidine Tablets USP

75 ny.

Reference is also nade to your anmendnents dated Septenber 30,
1997; March 26, April 23, July 30, Septenber 23, Septenber 30,
Novenber 30, 1998; and January 25, 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 over-the-counter |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 therefore
subj ect to change on the basis of new information that nay cone
to our attention.

The listed drug referenced in your application is subject to

peri ods of patent protection which expire on Decenber 4, 2002
(patent 4,521,431 [the '431 patent]) and Novenber 13, 2008
(patent 4,880,636 [the '636 patent]), respectively. Your
application contains patent certifications under Section
505(j)(2) (A (vii)(1V) of the Act stating that your manufacture,
use, or sale of this drug product wll not infringe on either of
these patents. Section 505(j)(5)(B)(iii) of the Act provides

t hat approval shall be nmade effective imediately unless an
action is brought for infringenent of the patent(s) which are the
subject of the certifications before the expiration of forty-five
days fromthe date the notice provided under paragraph (2)(B)(1)
is received. You have notified the Agency that Novopharm Ltd.



has conplied with the requirenents of Section 505(j)(2)(B) of the
Act and that no action for patent infringenent was brought

agai nst Novopharm Ltd. within the statutory forty-five day

peri od.

Furthernore, the reference |isted drug product upon which you
have based your application is also subject to a period of market
exclusivity. As noted in the current edition of the Agency's
publication entitled "Approved Drug Products with Therapeutic
Equi val ence Eval uations”, this period was scheduled to expire on
Decenber 19, 1998. However, this period has been extended under
Section 111 of the Food and Drug Adm nistrati on Mdderni zation Act
(21 U.S. C. 355a (1997) for an additional 6 nonths. Therefore,
final approval of your application my not be made effective
pursuant to 21 U.S.C. 355(j)(5) (D of the Act until this

addi tional period has expired, i.e., June 19, 1999.

Pl ease provide the Agency at |east 60 but not nore than 90 days
prior to June 19, 1999, an anendnent to this application. This
amendnment should identify changes, if any, in the conditions
under which the product was tentatively approved, and shoul d

i ncl ude updated information such as final printed |abeling,

chem stry, manufacturing, and controls data as appropriate. An
anendnent should be submtted even if none of these changes were
made. This subm ssion should be clearly designated as a M NOR
AMENDMENT in your cover letter. In addition to, or instead of

t he amendnent requested above, the Agency may, at any tine prior
to the final date of approval, request that you submt an
amendnent containing the information requested above.

Failure to submt such an anendnent requested by the Agency w ||
pronpt a review of the application which may result in rescission
of this tentative approval letter.

Any significant changes in the conditions outlined in this
abbrevi ated application require Agency approval before the change
may be made effective.

Prior to issuance of a final approval letter by the Agency, your
product will not be deemed to be approved for marketing under 21
U S C 355 and will not be listed in the "Approved Drug Products
wi th Therapeutic Equival ence Evaluations" list (the O ange Book),
publ i shed by the Agency. Should you believe that there are
grounds for issuing the final approval letter prior to June 19,
1999, you shoul d anend your application accordingly.

Prior to submtting any further anendnents, please contact
Kassandra Sherrod, Project Manager, at (301) 827-5849, for
further instructions.



The introduction or delivery for introduction into interstate
commerce of this drug product before the effective approval date
is prohibited under 21 U S.C. 331(d).

You have al so requested a clarification of the 180-day
exclusivity provisions under the Act with respect to your
application. In light of the recent court decisions in G anutec
v. Shal ala, and Mova V. Shalala, including the district court's
order of June 1, 1998 in Mwva, declaring the "successful defense"
requi renment of 21 CFR 314.107(c)(1) invalid, and directing the
Agency not to enforce it, the Agency is reinterpreting Section
505(j)(5)(B)(iv). On Novenber 5, 1998, the Agency published an
interimrule in the Federal Register (Volunme 63, No. 214, 59710)
del eting the "successful defense" requirenent. Novopharm Ltd.
was the first applicant to submt a substantially conplete ANDA
with a Paragraph IV Certification for this drug product.
Therefore, you are eligible for 180-days of market exclusivity
for this drug product. Such exclusivity will begin to run either
fromthe date Novopharm Ltd. begins commercial marketing of this
drug product, or fromthe date of a decision of a court finding
the patent(s) invalid or not infringed, whichever occurs earlier
[ Section 505(j)(5)(B)(iv)]. A court decision that can trigger

t he begi nning of exclusivity is a decision of any court in a
patent infringenment action resulting froma Paragraph |V
Certification in which the court finds that the patent(s) is
invalid or not infringed. Wth respect to the "first commerci al
mar keti ng" trigger for the commencenent of exclusivity, please
refer to 21 CFR 314.107(c)(4). The Agency expects that you w ||
begin comrercial marketing of this drug product in a pronpt
manner follow ng final approval.

Sincerely yours,

Dougl as L. Sporn

Di rector

O fice of Generic Drugs

Center for Drug Eval uation and Research



