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IN THE UNITED STATES DISTRICT COURT Z0py T

SOUTHERN DISTRICT OF FLORIDA (‘:l 'y & P"’/

F sl Y

MIAMI DIVISION Ley 2 26
COF S
Case No. 00-7823 -CIV-HIGHSMITH/GARBER ‘L. ;;‘,Q;fif?
o7,
ABBOTT LABORATORIES,
an Ilinois Corporation,
Plaintiff,
VS.

ANDRX CORPORATION, a Florida corporation,

ANDRX PHARMACEUTICALS, INC., aFlorida

Corporation, and ANDRX PHARMACEUTICALS,

L.L.C., a Virginia limited liability company,
Defendants.,

/

FILED UNDER SEAL

JOINT STATUS REPORT AND MOTION TO EXTEND STAY

Pursuant to the Court’s January 8, 2002, Order staying the above captioned litigation,
Plaintiff Abbott Laboratorics (“Abbott”) and Dcfendants Andrx  Corporation, Andrx
Pharmaceuticals, Inc. and Andrx Pharmaccuticals, LLC (collectively, “Andrx™), by their
respective counsel, jointly submit the following status report detailing the current posture of this
litgation and move this Court W extend the stay for four (4) months untit May 8, 2003.
Backpground

1. In December 1999, Andex filed an Abbreviated New Drug Application ("ANDA™)
with the Food and Drug Administration (“"FDA™) requesting permission (o sell a generic version
of DEPAKOTE® (divalproex sodium). The branded drug DEPAKOTE® is sold by Abbott.

y)

2. Subscquently, Abbott filed this action pursuant to the federal Hatch-Waxman Act,

alleging that the product described in Andrx’s ANDA infringed United States Patent Nos.

4,988,731 and 5,212,320,



3. On January 24, 2001, the FDA notified Andrx that it was suspending any further
review of Andrx’s ANDA because the product described in the ANDA did not meet the statutory

requirements for an ANDA.

4. Thereafter, Andrx began a series of communications with the FDA in an attempt to
have revicw of the ANDA reinstated.

5. On January 2, 2002, the parties jointly moved for a stay because the correspondence
with the FDA was taking longer than expected. By Order dated January 8, 2002, the joint motion
for a stay was granted. The Order stayed this action until January 8, 2003. See Exhibit A. In
addition, the order extended the statutory stay on FDA approval of the ANDA until the same date.

6. On July 18, 2002, the FDA finally rcjected Andrx’s ANDA becausc the active

ingredient in Andrx’s proposed generic product was not identical to the active ingredient in

DEPAKOTE®. See Exhibit B.

Status

7. Since the final rejection of the ANDA, Andrx has contacted the FDA requesting
permission to convert the rejected ANDA into a New Drug Application (“NDA™). See Exhibit C.
8. Andrx has been informied that the FDA will meet with Andrx representatives on
November 7, 2002 to discuss the conversion of the rejected ANDA into an NDA. Abbott and
Andrx respectfully request that the Court extend the current stay until for four (4) months until
May 8, 2003 and allow the partics to file a subscquent joint status report on or before March 18,

2003, The subsequent status report will advise the Court whether the ANDA will be converted
into an NDA or if this entire matter can be dismissed.

9. The parties agree that neither of them would be prejudiced by the proposed stay of the
litigation or extension of the stay on FDA approval of the ANDA. Abbott expressly reserves its

right to claim at a later time that, based on facts and circumstances existing now or in the future,

t~



the statutory stay of FDA approval of the ANDA should be lengthened beyond the time period
agreed to by the parties in this Joint Motion.

WHEREFORE, Plaintiff Abbott Laboratories and Defendants Andrx Corporation, Andrx

Pharmaceuticals, Inc. and Andrx Pharmaceuticals, LLC respectfully request that this Court enter

an Order:

(a) Extending the current stay of this litigation for four (4) months until May 8§,
2003,

(b) Extending the statutory stay on FDA approval of the ANDA until the date
coterminous with the stay of the litigation; and

(c) Dirccting the partics to submit a joint status report not later than
March 18, 2003,

Dated: October 8, 2002

ANDRX CORPORATION
ANDRX PHARMACEUTICALS, INC.
ABBOTT LABORATORIES ANDRX PHARMACEUTICALS, LLC.
By:
shin F. O'Sullivan (143154)
Akcrman, Senterfitt & Eidson, P.A. Houlihan & Partners
One Southeast Third Avenue 2600 Douglas Road, Suite 600
Miami, Florida 33131-1704 Miami, Florida 33134
OF COUNSEL: OF COUNSE]L:
Danicl E. Reidy James V., Costigan
James R, Daly Martin P. Endres
Robert O, Micheletto Hedman & Costigan, P.C.
Jason GG, Winchester 1185 Avenue of the Americas
Jones, Day, Reavis & Poguc New York, New York 10036

77 West Wacker, Suite 3500
Chicago, Hlinois 60601-1692
(312) 782-3939

Laura J. Schunmiacher

Stacey L. Chronis

Abboti Laboratorics

100 Abbott Park Road
Abbotl Park, IL 60004-6034
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UNITED STATES DISTRICT COURT
SOUTHERN DISTRICT OF FLORIDA

Case No. 00-6520-CIV-HIGHSMITH
ABBOTT LABORATORIES,

Plaintiff, !-'ILED by__ ¢ :@i@

JAN - 8 2002

CLARENGS W#ADDOX

ANDRX CORPORATION, a Florida AT R

F FLA < MiAM)
corporation, ANDRX PHARMACEUTICALS,
INC., a Florida corporation, and
ANDRX PHARMACEUTICALS, L.L.C., a
Virginia limited liability company,

Defendants.
—_ . /
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THIS CAUSE is before the Courtlupon (1) the parties' Joint
i

Motion for Stay and (2) Plaintiff's\Motion to Seal Joint Motion

\

to Stay. The Joint Motion to Stay ;as filed under seal. THE

COURT has considered the motions and the pertinent portions of

the records, and being otherwise fu{ly adivised in the premises,
it is ORDERED AND ADJUDGED that:
(1) Plaintiff’s motion to seal [joint motion to stay is

GRANTED. The parties’ joint motion for stay and its accompanying

exhibits shall remain under seal; !
{2) The parties’ joint motion for stay is GRANTED This

litigation shall be stayed for a per?od of twelve (12) months

from the date of this order;

1



UNITED STATES DISTRICT COURT
SOUTHERN DISTRICT OF FLORIDA

(3) The statutory stay on FDAl approval of the ANDA shall be

extended to a date coterminous with the stay of the litigation;

(4) This case is hereby REMOVED from the trial calendar;

(s) The parties shall submit joint status report deiailing

rhe posture of this litigation within nine (9) months of the date

of this order; and

(6) To the extent that either |0f the motions seek a status

conference, such regquest is DENIED.

1
fe

i . . . . ”“77
DGNE AND ORDERED 1n Chambers at Miami, Florida, this é

i

/fﬁJg ﬁééz Aéf :7

SHELBY HAGHSMITH
UNITED STATES DISTRICT JUDGE

day of January, 2002.

1]
o]

John F. 0‘Sullivan, Esq.
Eric D. Isicoff, Esq.
James V. Costigan, Esqg.
Cerald J. Houlihan
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,../C‘ DEPARTMENT OF(-.'.' ' "H & HUMAN SE!iVICES ' Public Health Service

T

ANDA 75-770 Food and Drug Administration

Rockville MD 20857

Andrx Pharmaceuticals, Inc.
Attention: Diane Servello

4955 Orange Drive JUL 18 2002
Fort Lauderdale, FL 33314

Reference Number: OGD #01-375

Dear Ms. Servello:

This Jetter is in reference to your abbreviated new drug application (ANDA) dated December 28,
1999, submitted pursuant to Section 505(j) of the[Federal Food, Dsug, and Cosmetic Act (Act)
for Divalproex Sodium Delayed-release Tablets, {25 mg, 250 mg, and 500 mg. This leuer also
references the deficiency letier dated January 24, FOOI, in which you were informed that your
application cannol be approved under the Act bechuse the active ingredient in your fimished
dosage form s not the same as the active ingrediept in the reference listed drug (RLD) in NDA
18-723 Depakote® (Divalproex Sodium) Delayed-release Tabiets held by Abbott Laboratories

Inc. In addition, we also reference your correspon'gence and meeting requests dated March 8,
2001, May 2, 2001, and June 20, 2001. |

In response to your correspondence, a teleconference was held between representatives of OGD
and Andrx on July 26, 2001. During this teleconfé¢rence, Andrx was informed that its meeting
request was denied. OCD also informed Andrx dyring the teleconference that the ANDA cannot
be approved under Section 505(j) of the Act because the active ingredient in the proposed
product, i.e.,valproate sodium, as determined by OGD during the ANDA review is not the same

as the active ingredient in the RLD, i.c., divalpmcf sodium. This written response serves (0
reitesate that conclusion.

One of the basic requirements under Section SO05(j) of the Act is ihat the ANDA contain
informauion to show that the active ingredient of the proposed drug product is the same as the
active ingredient in the RLD See Section S05(G)(2XA )i X1) of the Act. In addition, pursuant to
Section S05(GXAXC)i) of the Act, FDA cannot approve the Andrx ANDA because the
information submitted in the application is insufficient to show that the active ingredient in the
proposed product is the same as that of the RLD. In the preamble to Abbreviated New Drug
Application Regulations: Proposed Rule, the FDA discussed the requirement that information in

the ANDA demonstrate that the active ingredient ir{ the proposed product is the same as that in
the RLD:

CONFIDENTIAL AD047795
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ANDA 75-770
Divalproer Sodium Delayed.release Tablets
Andrx Pharmaceuticals, Inc.

“The agency interprets the requirement that the active ingredients in the proposed product
be the same as those of the listed drug to mean that the active ingredients must be
identical. For example, if the proposed drpg product contained a different salt or ester of
the active ingredient in the listed drug, the active ingredient would not be identical to the
active ingredient in the listed drug, and cquld not, therefore be approved in an ANDA.
Active ingredient in this context means the active ingredient in the finished drug product

$4 FR 28872, 28881 ( July 10, 1988)(emphasis added).

You cite the definition of active ingredientin 21 CFR Section 210.3(7) and emphasize the
portion of the definition that the term active ingreient “‘includes those components that may
undergo chernical change in the manufacture of the Jrug product and are present in the drug
product in a modified form intended to fomish the specified activity or effect.” This is a correct
definition of active ingredient; however, in the coptext of ANDA approvals, there is the
requirement that the active ingredient in the finished dosage form of the proposed drug product
submitted in an ANDA must be the same as the aqtive ingredient in the RLD. So, for example, if
your manufactuning process started out with the agtive ingredient valproate sodium and through
the manufacturing process this active ingredient was converted to divalproex sodium, this would

be acceptable, because the active ingredient in thelfinished dosage form would be the same as the
RLD. However, the converse is not true for an ANDA.

Andrx's ANDA 75-770 was found to be deficient and not approvable under S05(j) of the Act
because the information submitted in the apphication was insufficient to show that the active
ingredient is the same as the RLD pursuant to 21 ¢FR 314.127(a)(3)(i) and Section
$05¢3)(4)(C)(i) of the Act. This conclusion was based on our determination that the active
ingredient of the drug product described in the Andrx ANDA exists in the finished drug product
as valproate sodium, Andrx admits in its June 20,2001, letter that its drug product does not
contain divalproex sodium and that it contains valgroate sodium. Depakote® contains
divalproex sodium. Therefore, your product does npt contain the same active ingredient as
Depakote®

The information provided in your ANDA has faileg to demonstrate that your product 1s the
“same as"” the RLD according to the Act and the regulations governing the approvai of ANDAs.
As you were previously informed during our telephone conversation, we do not believe that a
meenng 1s warranted to discuss this matter further. |Dunng the teleconference, it was also
suggested that if Andrx wishes to pursue approval ¢f this product, it should contact the Division
of Neuropharmacological Drug Products at {301) 594-2850 to discuss the possibility of
submutting this application under Section 505(b) of jthe Act. Please note that a drug product
contaiming valproate sodium will not be rated therapeutically equivalent to a drug product
containing divalproex sodium, since they will not c?mam the same acuive ingredient. See

i

Approved Drug Products with Therapeutic Equivalgnce Evaluations (Orange Book), Secuon 1 2.

CONFIDENTIAL A0047796
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ANDA 75-770 o \
Divalproez Sodium Delayed-release Tablets

Andrx Pharmaceusicals, Inc. 1

If you have any questions regarding this issue, please call Ms. Cecelia Parise, R.Ph., Regulatory
Policy Advisor to the Director, at (301) 827-5845. 1In future correspondence regardmg this issue,
please refer to the above OGD conuro) number a d include a copy of this letter.

Sincerely y ::urs.

]

Gary J. Buchler
Director
Office of Generic Drugs

Center for Drug Evaluation and Research

CONFIDENTIAL  AQ047797
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Andra.

LABORAITONIES

August 29, 2002

Russell G. Kaz, M.D,, Director

Faod and Drug Administration

Division of Neuropharmscological
Drug Products, HFD-120

5600 Fishers Lane, WOCIV Rm. 4037.

Rockville, Maryland 20887

Subject: Propesed 50562 Applicadon
Dear Dr. Katz,

We are writing this letter to the Divislon of Neuropharmacological Drug Prodicts at the
suggeston of the Office of Geveric Drugs. The OGD rcjectsd our ANDA for Depakote
because the active ingredieat, sodivm velproate, is different from tho active ingredient of
Depekote ( divalproex sodium). In divalproex sodium, the ratio of sodium to valproats to
valprolc acid is 1:1:1; in sodium valproate, the satio is 1:1:0. Tn a recent letter to us
(Attachment 1), the OGD suggested that ous pfoduct might bie suitable for review asa
50502 application, For youx convenience we attach a brief summary of information
rsgacding our proposed epplication. - . E

The starting matstial for our product §s divalprosx sodium. In the course of munufacture
of the drug product this sarting material {s cogvertsd to sodium valproass via
peutralization with sodfum hydroxide, Plsase jes Attachment 2 for 8 summary of the
drug product manufacturing procedure which {s the same for all doses. The resulting
drug product is bioequivaleat to Depakote under both fed and fasted conditions. Please
see Anachment 3 for a summary of bioavailabjlity resuits,

We have the following questions for the Divisjoti-basad on the assumption that FDA will
find the thove summuaries sccurste: '

1. We assume you agree with the OGD that the gctive ingredient !n this product is
sodivm valproare not divalproex sodinm. Is this correet?

2 U we werzwofile an spplication based on the data summarized above, would it be
approvable onder Section 505027 | ~

3, I spproved would the product be AB resed to Depakoto?
1

Andrx Labs, Inc
401 Hackansgck Avenut. Heckensaek. \J 07401 Phonee261-083~1813 ~ Fac 201-683-1893

==he
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4, ¥ not AB rated, would ths Jabel contain the statzment that the product is
bivequivalent to Depakota? .

5. Itis our intsarieon to submit the bicavalabflity dats referred to above along with's
Chemistry and Manufacturing dats pac coneaining stability data on 2 lots of 500-
mg tablets and 1 lot each of 250-ing snd 125-mg tablets for a minismum of 24
raonths. Is this an adequate package or art additionsl data (such ¢s suramaries of
published date and data from SEQAs) reqyired for approval?

6, Iris our understanding thaz this product wauld act quality for new chemical entity

exclusivity, Is this understanding correct? (i so, would the product qualify for new
dosage form exclusivity? : .

7. Ars there any other issnes we should be aware of?

If coavenient for the Division, Andrx would be pleased to discuss the Division’s
respopses to these questions sither by teleconféreace or in a meeting in Rockvills, Ta
maks arrangements fot a meeting, of to reqiast additional information, pleasa contast

Nicholas J, Farina, PhD,, Vice-President, Regylatory Affairs, Andrx Labs, at 610-428-
2417. .

Plesse be advigad that material and date contained {n this submission are confidential,
The protection of such confidential material is Beceby clsimed under epplicable
provisions of 18 U.S.C., Section 1905 or 21 U.8.C., Section 331 (T).

Rincersly,

Executive Vice President of Research snd Development

Enclosures

AN
A !
ANDRX COMRANY
CONFIDENTIAL A ON47700
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