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ZENECA INC. v. DONNA SHALALA, et al.

Civii Action WMN-99-307

UNITED STATES DISTRICT COURT FOR THE DISTRICT OF MARYLAND

1999 U.S. Dist, LEXIS 12327

August 11, 1999, Decided

DISPOSITION: |*1}] Gensia's Motion to Strike
GRANTED; Gensia's Motion to Dismiss DENIED as
MOQT; Zeneca's Motion for Partial Summary Judgment
DENIED; FDA's Motion for Summary Judgment and
Motion to Seal GRANTED; Gensia's Motion for Sum-
mary Judgment GRANTED; Zeneca's Motion to Strike
granted; Zeneca's Request for More Particularized Privi-
lege Log DENIED as moot; FDA's Motion for Protective
Order DENIED as moot; judgment ENTERED m favor
of Defendants and against Plaintiff.

LexisNexis(R) Headnotes

COUNSEL: For ZENECA INC,, plaintiff: Grace E.
Speights, Anthony C. Roth, Morgan, Lewis & Bockius,
PH, Washington, DC.

For DONNA SHALALA, JANE HENNEY, defendants:
Margaret Jane Porter, Food & Drug Administration,
Rockville, Md.

For GENSIA SICOR PHARMACEUTICALS, INC,
movant: John Thomas Prisbe, E. Anne Hamel, Venable,
Baetjer & Howard, Baltimore, MD.

JUDGES: William M. Nickerson, United States District
Judge.

OPINIONBY: William M. Nickerson

OPINION:
MEMORANDUM

In this administrative record review case, Plaintiff
Zeneca, Inc. ["Zeneca"] challenges a decision of Defen-
dant Food and Drug Administration ["FDA"] approving
an Abbreviated New Drug Application {"ANDA"] for a
propofol formulation manufactured by Defendant Gensia
Sicor Pharmaceuticals, [*2] Inc. ["Gensia"]. In approv-
ing Gensia's ANDA, FDA permitted the marketing of

Gensia's propofol product as a generic version of
Zeneca's highly successfuland profitable propofol prod-
uct, Diprivan. Id its complaint, Zeneca bas requested,
inter alia, an order vacating that approval.

Cross motions for summary judgment have been

 filed by all parties, nl along with several ancillary mo-

tions related to the cumposmon of the administrative
record, n2 and Gensia's assertion of trade secret protec-
tion over portions of the administrative record. n3 All
motions are now fully briefed. n4 .

nl Zeneca’s Motion for Partial Summary
Judgment, Paper No. 66; FDA's Motion for
Summary Judgment, Paper No. 72; and Gensia's
Maotion for . Sunnnary Judgment, Paper No. 74.
Also pending is a motion to dismiss filed by Gen-
sia, Paper No. 29, seeking dismissal of certain
Fifth Amendment “takings” claims asserted by
Zenieca. Because ‘Zeneca's takings claims are di-
rectly related to Zeneca's claim of market exclu-
sivity for it product, an issue that is also raised in
the summary judgment motions, the motion to
dismiss will be addressed in conjunction with the

" otions for summary judgment,
31

nZ Gensia's Moﬁon to Strike, Paper No. 28
and FDA's Motion for a Protective Order, Paper
No. 84.

n3 Zeneca's Metion to Strike, Paper No, 75;
FDA's Motion to Seal, Paper No. 73; and
Zeneca's request for a more particularized Privi-

lege Log, Paper No, 76.

n4 The motions are actually more than fully
briefed. In responding to Defendants’ Summary
, Judgment motions, Zeneca took the rather un-
usual step of filing four separate pleadings: a
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"Reply Memorandum in Response - to FDA‘

Summary Judgment Menmrandum," Paper No.
77; & "Reply Memorandum in Response to Gen-
sia Sicor's Motion for Summary Judgment," Pa-

per No, 78; an "Opposition to FDA's Cross' Mo-
tion for Summary Judgment," Paper No, 79; and
an "Qpposition to [Gensia's] Cross Motion for
Summary Judgment.

The Local Rules clearly require that where
there are cross motions for summary Judgmcent, a
party in Zeneca's posmon should have filed a sin-
gle memorandum opposing the cross motions and

replying to the oppositions to its own motion or,’

at most, a single memorandum addressed to the
arguments of each Defendant. See Local Rule

105(2)(c). Zeneca seeks to excuse its violation of

the Local Rules by claiming ignorance of Defen-
dants' intention to file summary’ Judgment mo-
tions. See Paper No. 86 at 6 n.4 That claim of ig-
norance is surprising considering that this is a re-
cord review case where it could be safely as-
sumed that cross motions would be filed. If there
was uncertainty, the simple resolution would
have resulted from a telephone call.

Putting the Local Rules aside, common sense
should have dictated a single pleading. As filed,
Zeneca's pleadings are incredibly duplicative.
Pages 2 through 16 of Paper No. 79 are nearly

identical to pages 4 through 17 of Paper No. 80. -

Large portions, in fact, almost the entirety of Pa-
per Nos. 77 and 78, simply repeat the exact same
arguments.

Far from being "illogical" or "draconian” as
Zeneca insists, see Paper No. 86 at 6 n.d, the
briefing scheme embodied in the Local Rules
promotes the most efficient resolution of cross
motions for summary judgment. Zeneca's coun-
sels' pleading strategy, adopted for whatever rea-
son, has resulted in a needless. waste of the
Court's time, opposing counsei’s time, and the re-
sources of their client.

[*4]

1. STANDARD OF REVIEW

Zeneca challenges FDA's decision to approve Gen-
sia's ANDA under the Administrative Procedures Act, 5
US.C. § 706 ["APA"]. Under the APA, a court shall not
set aside an agency action, findings, or concluswns,
unless the same are found by the court "to be ... a;bxtrary
capricious, an abuse of discretion, or otherwise not in
accordance with law .." 5 U.S.C. § 706(2)}A). Under
this standard, "there is a presumption in favor of the va-

lidity of administrative action * and courts are particu-

- Nlarly deferential when an agency is interpreting its own

statute and regulations. United States v. Rutherford, 442
U.S. 544, 553, 61 L. Ed. 2d 68, 99 S. Ct. 2470 (1979);

Ethicon, inc. v. FDA, 762 F. Supp. 382, 386 (D.D.C.
1991). While a reviewing court "is to show a proper def-
erence to the expertise of the agency, the court should
make a "searchmg and careful” inquiry of the record in
order to ascertain ‘whether the agency decision "was
based On a consideration of the relevant factors and
whether there has been a clear error of judgment.” Citi-
zens to. Preserve Overton Park, Inc. v: Volpe, 401 U.S.
402, 416, 28'L. Ed. 2d 136, 91 8. Ct. 814 (1971). [*5]
Moreover, under this narrow scope of review, “the court
is not empowered to subsu’mte its judgment for that of

- the agen;cy

An agency is to be accorded particular deference
when it is- avaluanng scientific data within its technical
expertise. FPC v, Florida Power & Light Co., 404 U.S.
453, 463, 30 L. Ed. 20’ 600, 92 8. Ct. 637 (1972); Scher-
ing Corp. v. FDA, 51 F.3d 390, 399 (3d Cir.
1995)(FDA's "judgments as to what is required to ascer-
tain the safety and efficacy of drugs falls squarely within
the ambit.of the FDA's expertise and merit deference
from us,"), cert. demed, S16 US. 907, 133 L. Ed. 2d 195,
116 8. Ct.-274 (1995) International Fabricare Inst. v.
EPA, 297 U.S. App. D.C. 331, 972 F.2d 384, 389 (D.C.
Cir. 1992) (tationale for deference is "particularly
strong” . when an' agency evaluates scientific evidence
within its technical expertise). Nonetheless, deference is
not abdication. The court must find that the relevant fac-
tors upon which the decision is based are supported by
some evidence. Ritter Transportation, Inc. v. ICC, 221
US. App. D.C. 312, 684 F.24 86, 88 (D.C. Cir. 1982),
[*6] cert. denied, 460 US. 1022, 75 L. Ed. 2d 494, 103
S. Ct. 1272 (1983). Lastly and of particular importance in
this action, the court must review the administrative re-
cord as assembled by the FDA, it does not pursue its own
fact finding. - Camp. v. Pins, 411 U.S. 138, 142, 36 L. Ed.
2d 106,93 8. Ct. 1241 (1973).

1. PRELIMINARY ISSUES
A. Content of the Administrative Record

Since the connnanccmmt of this litigation, Zeneca
has attempted to subimit to the Court for its consideration
evidence which was never- submltted to the FDA. Zeneca
has prod’us:ed reports from expert witnesses that were
generated for this litigation. Early in this litigation,
Zeneca attempted to obtain, through discovery, samples
of Gensia's product so that it could submit that product to
various tests. The Court denied that réquest, holding,
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even were Zeneca to obtain samples of the
product and conduct its own tests as to its
safety and efficacy, that evidence would -
not be 4adm’issible in this . litigation.
Zeneca's protestations to the - contrary,
nomthstandmg, this is an administrative
review case. To the extent that Zengca hag
now, or will develop in the future, [*7]
some new. evidence not pxesented\ to the
FDA, the appropriate course is to submit
the evidence to the FDA for reconsidera-
tion of its initial detcnnmation. New -
medical evidence will not be reviewed for
the first time in this Court.

March 4, 1999 Order at 5-6 n.2.

Nonetheless, after the Court denied that discovery,
Zeneca had its employees proceed to create its own ver-
sion of what it believed Gensia's product to be, tested
that product, and then submitted the test results to the
Court. Once Zeneca was able to obtain sampfes of Gen-
sia's actual product, Zeneca had one of its employees
conduct additional tests and then Zeneca filed the results
of those tests with the Court as well. See Second Decla-
ration of Christopher B, Jones, Ph.D., Ex. A to Zeneca's
Reply to FDA's Summary Judgment Motmn

Defendants have motioned for the Court o strike

from the complaint all references to materials outside the-

administrative record, see Paper ] No. 28, and to dxsxegatd
any materials submitted with Zeneca's pleadings which
were not first submitted to FDA as part of its review of
the ANDA. While acknowledgmg that the Court cannot

conduct a de novo review of FDA's decision, Zeneca

[*8] argues that the Court can consider the information
"for the limited purpose of providing relevant back-
ground information necessary to determine whether FDA
considered all relevant factors on an appropriate record.
Opp. to Gensia's Mot. to Strike at 7-8.

Zeneca's argument creates ‘a distingtion without a
difference. For the Court to detérmine whether Zeneca's
test results or the issues those results supposedly raise
should have been considered by the FDA, would require
the Court to make a threshold ‘determination as to the
scientific validity of the tests. If, on the one hand, the
tests amount to nothmg more than "junk science,” then
the FDA was correct in not considering them. On the
other hand, if the tests are scientifically valid, then the
FDA may have erred. This determination, however, is
precisely the type of scientific determination that FDA is
competent and the Court is not competent, to make. If
Zeneca truly believed that it had relevant information for
FDA to consider, there is no apparent reason why it did
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not submit the informatien to FDA as urged by this
Court since the inception of this litigation. n§

n5 The court notes that, while Zeneca sub-
mitted these expert opinions and test results with
- its pleadings, it actually relied on them very little
in the pleadings themselves. It would appear that
~ these materials were generated as much for non-
. litigation ‘purposes as for use in this Court.
Zeneca has been widely distributing these materi-
als to the medical community as litigation docu-
_ ments, both through posting them on its website
and through direct mailings to health care provid-
ers. Were the documents not first made part of
- _the Court record, FDA regulations would have
prohibited the distribution of these comparative
-materials. By cauchmg these rmaterials in terms
of "hagatmn documents," Zeneca believes that it

- is able to do what it would not have been able to

‘do otherwxse

{*91

The Court will grant Gensia's motion to strike and,
in ruling on the summary judgment motions, will disre-
gard any materials that were not part of the record before
FDA.

Zeneca next takes issue with FDA's compilation of
the administrative record. Zeneca claims that the record
that FDA subnntwd to the court was not the full adminis-
trative record that was before: the agency at the time it
made its decision: Accordingly, Zeneca has propounded
discovery requests to the FDA related to the manner in
which the record was assembted and the completeness of
the record. Zeneca argues that the Court cannot consider
Defendants' cross, motions for summary judgment until
this discovery is completed and FDA produces the "full
record." In response to Zeneca's discovery requests, FDA
has filed a motion for a protective order barring discov-
ery.

Because “the focal point for judxclal review should
be the administrative recard already in existence, not
some new tecord made initially in the reviewing court,”
Camp-v. Pitts, 411 US. 138, 142, 36 L. Ed. 2d 106, 93 8.
Cr. 1241 (1973) discovery is generally not permitted in
an. APA review casé. See American Canoe Assoc., Inc. v.
EPA, 46 F. Supp..2d 473 (E.D. Va. 1999). [*10} Courts
have, however, rmgmzeé a few circumstances where
discovery is perinitted in such a case: 1) a failure in the
record to explain administrative action as to frustraie
judicial review; 2) a "substantial showing" that docu-
ments considered or relied upon by the agency are absent
from the record; 3) a need to supplement the record to
explain or clarify technical terms or other difficult sub-
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Ject matter included in the record; and, 4) a showing of
bad faith or improper behavior. Public Power Council v.
Johnson, 674 F.2d 791 (9th Cir. 1982). These excep-
tions, however, are limited and narrow, as "the designa-
tion of the administrative record, like any. established
administrative procedure, is entitled to a presumpﬁon of
administrative regularity. The court assumes the agency

properly designated the Administrative Record -absent

clear evidence to the contrary." Bar MK Ranches v. Yuet-
ter, 994 F.2d 735, 740 (10th Cir. 1993)(emphasis added,
citations omitted).

Zeneca seeks to rely on the first and-second excep-
tions, identifying several classcs of documents ‘that it
claims should be included in, but are absent from, the
administrative record. Zeneca also [*11] clmms more
broadly, that "FDA's whole approach to the compilation
of the administrative record in this case is wrong," Opp.
to Motion for Prot. Order at 4, in that FDA "appears to
have [] 'submitted an administrative record to the Court
which contains only documents: favoring [FDA's} deci-
sion.™ Id. at 3 (quoting National Wildlife Federation v.
Burford, 677 F. Supp. 1445, 1457 (D. Mont. 1985)).

The Court notes, initially, that Zeneca's claim that
FDA only included documents in the record that are fa-
vorable to its decision is inconsistent with the posmon
Zeneca has taken in other pleadings. Zeneca argues in
moving for summary judgment, not only that there are
documents in the record undermining FDA's decision,
but that the administrative record as a whole establishes
that FDA's decision was arbitrary and capricious. While

the Court disagrees with Zeneca's conclusion as to its

entitlement to summary judgment, its ability to arguc that
entitlement belies any conclusion that FDA compiled a
sanitized record.

As to the individual classes of documents that
Zeneca asserts have been withheld from the record, the
Court finds no merit in Zeneca's, protestatmns The [*12]
documents that Zeneca claims are missing ate decuments
that either never existed, exist but are not properly part of
the record, or are, in fact, already in the record. For ex-
ample, Zeneca faults FDA for failing to include a memo-
randum of meeting for an August 19, 1998 teleconfer-
ence. As FDA has explained, no memorandum of this
meeting was ever created. FDA, in its discretion, did not

consider the telephone conference an event that war-
ranted the production of a memorandum to be included

in the record. The substance of the conference, hawwer,
is included in the record in the form of the pre-
conference submissions of Gensia.

Zeneca also protests the absence of a document pre-

pared by an FDA attorney addressing, the ‘question of

whether the proposed labeling on Gensia's product com-
plied with certain statutory labeling requirements. This
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documem is clearly & privileged document and, further-
more, as it addresses a purely legal question that the
Court muyst ultimately decide, its inclusion in the record
would be unnecessary.

Zeneca's last. sxgmﬁcam challenge to the record re-
lates to FDA's alleged failure to include documents from
outside the FDA's Ofﬁce .of Generic Drugs ["OGD*"].
Thisg {*13} aﬂegauon is szmpiy false, While the record
produced was maintained by OGD, it included consults
from other parts of the agency that were added to the
record maintained by OGD.

Finding that Zeneca has failed to make the requisite
clear and ‘substantial shovmng that the administrative
record is mcomp?.ﬁte, the Court will deny Zeneca any
further discovery and resolve the pending summary
judgment motions based on the administrative record as
it now stands, né

06 Because this memorandum and order wiil
resolve all outstandmg issues and close the case,
" the Court will deny FDA's motion for a protective
order as moot.

The last three preliminary motions relate to FDA's
withholding- of certain do¢uments in the administrative
record on the basxs of Gensia's assertion of a trade secret
privilege. Early in this litigation, Zeneca filed 2 motion
for a protective order that would have allowed the ad-
ministrative record to be produced to Zeneca in its en-
tirety, subject to certain restrictions on the use and dis-
semination of [*14] pc)tn&ns of the material. On March
4, 1999, the Court denied' Zeneca's motion, concluding
ﬂ:at the need to. enforce. the statutory protection of Gen-
sia's trade secrets. mxmped Zeneca's desire for unfettered
access for the puxposc of this litigation.

On April 30,°1999, tlns ‘Court issued an order that
somewhat modified its March 4, 1999 order. Recogniz-

. ing that allowing Défendants to Tely on those portions of

the ‘administrative record ‘withheld from Zeneca might
1mplxcatc due process. concerns, the Court precluded De-
fendants from using any of the withheld materials in
support of their motions or in-opposing Zeneca's motion.
The Court also allowed the option that Gensia waive its
pnvtiege claim and produce the materials pursuant to an
appropriate protective order. In the April 30, 1999 Order,
the Court also required Gensia to produce a privilege log.
Gensia fotwarded a ¢opy of a privilege log to Zeneca on
May 7, 1999.

On May 14,1999, Zeneca filed a request for a more
particularized privilege log. Zeneca complained that the
log it received was inadequate in that it: 1) failed to ad-
dress dacuments mthhald from the Summary Adminis-
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trative Record; 2) failed to address documents that had
been [*15] produced in a partially redacted form; 3)

grouped the materials in too large of units; 4) failed to-

provide sufficient description of the documents and, 5)
failed to specify which privilege was being asserted as to
which documents.

On May 28, 1999, Gensia responded to Zeneca's re-
quest with a more detailed privilege log and a pleading
addressing the concerns raised by Zereca. As to the
Summary Administrative Record documents, Gensia
explained that no additional identification is needed as
all documents in the Summary- Record are also in the full

Administrative Record, Gensia acknowledged that it.

madvertenﬂy failed to include partially redacted docu-

ments in the log and rectified that error on the amended

log. The amended log also broke the documents down
into additional subcategories and provides some addi-
tional information regarding the documents.” As to

Zeneca's last complaint concerning the original log, it

seems somewhat disingenuous for Zeneca to claim that it
was confused as to the privilege asserted. It should have
been clear from the history of this litigation that Gensia
was seeking to protect trade secret atxd confidential
commercial information.

Finding that Gensia's response [*16] and amended

privilege log adequately address Zeneca's concerns, the

Court will deny Zeneca's request for a more particular-
ized privilege log as moot..

On May 14, 1999, Zeneca also moved to strike from
Defendant's pleadings any references to undisclosed ad-
ministrative record materials. In their respective sum-
mary judgment. pleadmgs, both Defendants included ref-
erences to privileged materials that have been withheld
from Zeneca. FDA did so deliberately and filed with its
pleading a motion to seal, requesting that the Court enter
an appropriate protective order allowing release of the
privileged materials to Zeneca. Gensia indicates that its
reference to privileged materials was inadvertent and
asks the Court to rule on the cross motions without refer-
ence to the privileged materials referenced by Gensia, or
those referenced by FDA. Gensia argues that, even with-
out the withheld documents, the record is sufficient to
allow the Court to resolve the cross motions.

‘The Court agrees that the monoﬁs can be resolved

without reference to the privileged material. Therefore,

the Court will grant Zeneca's motxon to strike. FDA's

motion to seal, to the extent that it requests release of the

withheld [*17] documents pursuant to a protective order,
will be denied. n7

n7 The Court will smkc those references to
the withheld materials in that the Court will not
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consider them in resolving the summary judg-
ment motions. The Court will allow the record

. materials. submitted by FDA to remain in the
Court file, under seal, to preserve the record for
any potential appellate review.

One final note on the- privilege issue. As FDA ob-
serves, there are difficulties in "artificially confining the
Court’s review to a partial rceord * See FDA's Reply in
Support of Cross Mot. for Summary Judgment at 8. Up-
fortunately, those difficulties cannot always be avoided.
The goal of conducting a meaningful review of an
agency's action will-often be in conflict with the need to
protect the ‘bcnﬁdenﬁil\'matéﬁals or trade secrets of indi-
vidual entities involved in that agency. action. The Court
can certainly imagine situations in which it is not possi-
ble to. do both -~ where the need to protect trade secrets
must yxeld to the ficed to have an adequate [*18] record
for the Court to review. In-this instance, however, even
on the pamai rccbrd before the Court, it is clear that
there is no merit, whatsuever, to Plaintiff's challenge of
FDA's acnon, as axplamed below.

0. SUMMARY MDGMENT MOTIONS

Zeneca proffers seven grounds upon which it argues
that FDA's decision to approve Gensia's ANDA was ar-
bitrary and capncmus. n8

. (1) 'FDA arbitrarily and capriciously
found that disodium edetate ("EDTA") in
DIPRIVAN(R) was a preservative and
therefore it could approve Gensia Sicor's
propofol product using an “abbreviated”
review procedure-at-the same time that it
found that EDTA in DIPRIVAN(R) is not
a preservative, that EDTA in

" DIPRIVAN(R) did not meet the accepted -

United States Pharmacopeia ("USP")
definition ‘of a "preservative," and that
Zeneca is tequxred to state unequivocally
-in red letters on DIPRIVAN(R)'s labeling
that the product "Contains no preserva-
tive.”

{2) FDA's medical review of the safety of
Gensia Sicor's propofol product was arbi-
trary and capricious because it was based
on a repeated factual error regarding the
proposed product's pH range. FDA re.
viewed the safety of a hypothetical propo-
fol product having [*19] 2 pH range of
6.0 to 7.5 when the pH rtange of the pro-
- posed, and now approved, Gensia Sicor
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product was more than an "order of mag-
nitude" lower at 4.5 t0 6.4.

(3) Gensia Sicor admitted, and FDA
found, that Gensia Sicor's substitution of

sodium metabisulfite ("Sulfite”) for -
EDTA in DIPRIVAN(R) affected the

safety of the proposed propofol praoduct so
much that a special warning had to be
added to the labeling approved for
DIPRIVAN(R). FDA nonetheless ap-
proved Gensia Sicor's ANDA. In so do-
ing, FDA violated its own tegtxlatxons

which prohibxt FDA from apptovmg E

drug using its abbreviated review proce-

dures where the applicant, here Gensia Si-

cor, "fails to provide[] information dem-

onstrating that the differences [between

the proposed drug product and the refer-
ence listed drug] do not affect the safety
of the proposed drug product.”

(4) FDA violated the FDCA when it ap-
provcd Gensia Sicor's ANDA after find-
ing that the presence of Sulfite in Gensia

Sicor's propofol product required the add.!—/,
tion of a sulfite warning not present in the

labeling for DIPRIVAN(R). As FDA has
long recognized in its official pronounce-
ments, the FDCA requires rejection of an

ANDA. "where a proposed change [*20] -

in a generic drug would Jeﬂpmhze the
safe and effective use of the product so as
to necessitate the addition of significant
new labeled warnings.”

(5) FDA acted arbitrarily, capriciously,
and abused its discretion in concluding
that Gensia Sicor's propofol product was
therapeutically equivalent to

DIPRIVAN(R) because, as FDA correctly’

found, Gensia Sicors Sulfite-containing
propofol product cannot safely be used on
a significant portion of the patient popula-

tion and should not be used on patients

whose sulfite sensitivity is unknown,

(6) FDA acted arbltranly, capriciously

and abused its discretion in approving la-
beling for Gensia Sicor's propofol product '

which, in violation of FDA's stated re-
quirements, contains only a sulfite “pre-

caution" rather than a full sulfite "warn. -

ing" and deletes entirely the pancreatitis
warning.

(7) FDA violated the FDCA by approving
any propofol product prior to June 11,
1999, the current expiration date of FDA's
three year mgrket exclusivity grant to
DIPRIVAN(R)} for a propofol product -
containing an anumxcmbxal additive, not
just propefal with EDTA.

Motnon for Partial Summary Judgment at 2-4 (unnum-
bcrcd) Each of tixeae grounds [*21] will be addressed,
senatxm.

n8 Zeneca &ought to reserve the right to raise
additional -issues “affer receiving the entire ad-
ministrative record and/or taking FDA's deposi-
tion." Mem. in Support of Part. Summary Judg-
ment at 3 n.2. Because the Court concludes that
no, additional discovery will be permitted and no
_additional - portions. of the record released,
Zeneca's challenges-to FDA's decision i is limited

" to these seven issue.

A. EDTA and Sodium Metabisulfite as "Preserva-
tives"

Under 21 CFR § 314, 94(a)(9)(iti), FDA can ap-

~ prove an ANDA for a generic version of a parenteral

drug if the only variance between the innovator drug and
the generic drug is a difference in the preservative,
buffer, or antioxidant. n9 Zeneca's and Gensia's products
contain different antimicrobial agents: Zeneca's Diprivan
contains EDTA and. Gensia's generic propofol coutains
sodium metabisulfite. FDA approved the ANDA on the
basis that this difference is only a difference in preserva-
tives, Zeneca contends- that this reasoning is inconsistent

© [*22] with FDA's requiretnent that the labels for both

products contain a statement that the product "contains
no preservatives.”

19 The regulation reads as follows:

_ (iif} Inactive mgredlent changes

- - permitted in drug products in-
tended for parenteral use. Gener-
ally, a dmg product intended for
parenteral use shall contain the
same. inactive ingredients and in
the same concentration as the ref-
erence listed drug identified by the
apphcant under paragraph (2)(3)

of this section. However, an appli-



Page 7

1999.U.8. Dist. LEXIS 12327, *

cant may seek approval of a drug
product that differs from the refer-
ence listed drug in preservative,
buffer, or antioxidant provided
that the applicant identifies and
characterizes the differences and
provxdes information demonstrat-
ing that the differences do not af-
fect the safety of the proposed
drug product.

These positions, however, taken' by FDA in these
two different contexts, are not inconsistent. The use of
the word "preservative" in the context of approval of a
generic drug relates to the function of the [*23] inactive
ingredient in the formulation. In the labeling require~

ment, the word refers to the effectiveness of the antim-’

icrobial agent. The FDA explams that neither formula-
tion contains a sufficient concentration of the respective
antimicrobial agents so that they can meet applicable

preservative effectiveness tests. See SAR at 369-370.

Because the level of these agents is insufficient to protect
from contamination, FDA requires the labels for both
products to contain a statement that the product "contains.
no preservative” "to diminish the likelihood of continued
practitioner misuse and subseqnem infections.”" Id. at
370. That does not change the fact that both EDTA and
sodium metabisulfite are preservatives, i.e., "substancefs]
that prevent[] or inhibit[} microbial growth." 1d. (citing
Remington's Pharmaceutical Sciences at 1286).

B. The pH of the Approved Formulation

Zeneca's Diprivan has a pH range of 7.0 to 8.5. The
pH for the product Gensia is marketing has a range of 4.5
to 6.4. Zeneca argues that FDA approved Gensia's prod-

uct under the mistaken impression that the product would,

have a pH range of 6.0 to 7.5. Zeneca claim is, in es-
sence, that FDA [*24] simply approved the wrong dmg

Because the approval was based on this materially erro-

neous factual predicate, according to Zeneca, the deci-
sion to approve was arbitrary and capricious.

The record belies any claim that FDA was confused
as to the pH of Gensia's product. On March 31, 1997,
Gensia submitted an ANDA for a generic propefol prod.
uct containing EDTA, the same antimicrobial agent as
found in Diprivan. That product was to have had 2 pH
range of 6.0 to 7.5. On January 16, 1998, howeves, Gen-
sia amended its ANDA, withdrawing from consideration
the formulation containing EDTA and, instead, seeking
approval of a formulation using sodium metabisulfite as

a prcscrvauve, Because the microbial activity of sodium

metabisulfite is increased in a more acidic soiuuon, Gen-
sia had to lower the pH of its new formulation to a;chleve

an antimicrobial effect similar to that of Diprivan. As
noted by Gensia, Gensia. highlighted throughout the
amended ANDA that the ‘new formulation had a pH
range of 4.5 to 6.4. See Gensia's Cross Motion at 22 (list-
ing references in the amended ANDA to the pH range)
In eatly June 1998, Dr. Moo Park of FDA noted in his
review of the ANDA that "the test product [*25] differs
from the reference product in the pH specification," and

' specifically noted the range as 4.5-6.4. AR at 002905.

In August of- 1998, Gensia arranged for a conference
call with FDA 1o discuss ‘various issues related to the
amended ANDA. The agenda for the meeting included:

Comparison of Propofol Formulations

. Differences in Preservation, Packag-
- ing Configuration, and pH

pﬁ Designated in thm;lation
Agenda for August:19, 1998 Meeting. (emphas:s added),

AR 003826. The matenals Gensia submitted prior to the
telephone conference contamzd 2 lengthy discussion of

- the 4.5 to 6,4 pH. specxﬁeanon for the product and Gen-
‘sia's conclusion that this difference from the originator’s

formulation would not impact the safety of the generic
product. AR at 003827-003829.

Given the prevalence of references 1o the 4.5 to 6.5
pH range in the record, Zengca acknowledges, as it must,
that FDA was apprised of the lower pH range. Zeneca's
argument is that, somehow, despite Gensia's repeated

- reference to the new pH range, FDA never read those

materials and became aware of the change in the
amended ANDA. As support for this theory, Zeneca cites
an April 8, 1998 Memo [*26} from Dr, Mary Fanning in
which she mistakenly refers to the pH of Gensia's prod-
uct as 6.0 to 7.5. Zeneca's Reply to Gensia's Motion at 5

© (citing AR 003568).

That Dr. Fanning on cma ‘occasion very early in the
review process referred to an incorrect pH range is a slim

- thread to hang the com}na!on that FDA repeatedly ig-

nored what was prominently disclosed in Gensia's sub-
missions and conducted. this extensive review on the
wrong drug. That conclusion is further undermined by
the existence of later documents in the record which
were provided to Dr. Manning (and on which she "signed
off") that contain the comect pH information. See AR
003816, 003824-003831 and 004011-004012; see also,

'AR 004256 (in labeling review dated Dec. 21, 1998,

Koung Lee notes:"the pH is now listed as 4.5 - 6.4 com-
pared to 7 o 8.5. m pH difference was found to be ac-
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ceptable by Dr. Mary Fanning”). While there may have
been some initial confusion, it was certainly clarified
long before the ANDA was ultimately approved on
January 4, 1999. n10

nl10 It is on this issue that the lack of dvail-
ability of the entire administrative record is the

most problematic. FDA's motion cites withheld

portions of the record that discuss a October 1998
microbiology review "and a December 1998
chemistry review that apparently also reference
the proper pH range for the proposed. product.

Given the other references in the record to FDA's

knowledge of the true pH of the proposed formu-

lation, the Court need not consider this withheld
material, ‘

[*27]

C. FDA Reliance on Sulfite Warnings in Abp}'bving
ANDA

It is undisputed that a certain portion of the popula-
tion is susceptible to adverse reactions to sodium metabi-
sulfite because of sulfite sensitivities or allergies. As a
result, in approvmg-- Gensia's pmduct, FDA requued
sulfite warnings to be included in its labeling. nll
Zeneca argues that FDA violated § 314, 94(a)(9)(iii) of
the FDCA by relying on these warnings as part of its
safety evaluation of Gensia's product. As stated above, §
314.94(a)(9)(iii) requires that any "differences” related to
the use of a different preservative must "not affect the
safety of the proposed drug product." As an alternative
argument, Zeneca contends-that, even if wamning labels
could be employed to negate new safety concerns “related
to sodium metabisulfite, the warning labels provided are
inadequate to assure the safe use of Gensia's product.

nll FDA requires the following sulfite warn-
ing to appear on any prescription drug product
containing a sulfite (except sulﬁtc»caﬂtammg
epinephrine, which must carry a different warn-

ing):

"Contains (insert the name of the
sulfite, e.g., sodium metabisulfite),

a sulfite that may cause allergic- -
type reactions including anaphy-
lactic symptoms and  life-
threatening or less severe asth-
matic episodes in certain suscepti- -
ble people. The overall prevalence,
of sulfite sensitivity in the general.

~ drug with-
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population is unknown and proba—
bly low. Sulfite sensxtmty is seen
more frequently in asthmatic than
in nonasthmanc ‘people.”

21 CF.R§ 201.22(a) and (b).

[*28]

As an initial observation, there is rmthmg novel or
unique in FDA's approving a ‘sulfite containing generic
appmpmta wammgs where -the pioneer drug
did not ontain a sulfite. FDA cites three examples of its
doing, just ‘that. See FDA's Motion for Summary Judg-
ment at 21, .10, and Exhibit C (listing methocarbamol
injection, meperidine hydmchlonde injection, and meto-
clopramide injection as c:xamples) Furthermore, at least
one court has found na;hmg arbitrary or capricious in

FDA's approval of a- gencnc by reliance on a wammg

necessitated by an-inactive ingredient in the generic to
which a certain portion of the population might be sensi-
tive, See Bristol-Myers Squibb Co. v. Shalala, 923 F.
Supp, 212 (D.D.C. 1996). -

In Bristol-Myers, the manufacturer of a pxoneer drug:
complained that an FDA-approved generic version of its
drug " containing -aspartame posed a potential public
health: risk. It was undisputed that aspartame can cause
adverse health effects in a certain portion of the popula-
tion, in this case, those that are unable to metabolize
phenyla!amne, B mmponent of aspartame. In dismissing
the pionesr drug manufacturers criticism of the FDA
{*29}" approval, the District Court for the District of Co-
lumbia held that "this ‘danger is. negated" by the fact that
the generic “contains a clear warning label specifying
that the drag product coptains phenylalanine. The prod-
uct box also states that it comams aspartame. A treating
physician who has a patient who could not metabolize
phcnylalamne wauld be on notice, as with other drugs
which may. have an adverse effect on his or her patients,
not to prescribe the dmg to phenylketonurics." 923 F.
Supp: at 222.

In the mstnnt case, as Gensia correctly observes, in

-arguing that the approval of Gensia's ANDA was viola-

tive of § 314, 94(3)(9}(11:), Zeneca is confusing the safety
profile of the generic drug with the adverse event profile.

- ‘Bee (Jensia's Cross. Motxon at 16. This distinction is ex-

plicit in the. decision in Bristol-Myers. While acknowl-
edging that the approved generic drug “may have an ad-
verse effect” on certain patients, nonetheless, the FDA

* properly concluded the drug was "safe for its intended

use." 923 F. Supp. ar 222 (emphasis added). The Court

«concurs with Gensia that "FDA reasonably concluded

that, althmxgh the ptoduct has a [*30] different risk pro-
file, requiring a warning - for sulfite sensitive patients, the
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safety of the product was not affected because both Gen-
sia Sicor's product and Diprivan are safe when used as
directed.” Gensia Cross Motion at 16.

The Court finds curious Zeneca's related argument

that the warnings are ineffective fo render Gensia's prod-

uct safe because physicians will ignore those watnings.
See Zencca's Motion at 35. Regulations related to the
labeling and packaging of drugs are a fundamental part

of FDA's regulatory scheme. To assume that health care

provxdcts would either fail to read or ignore clear warn-
_ ings would call into question that entire scheme. Zeneca
has provided no support for this remarkable assertion. As
to Zeneca's claim that the wammgs are not sufficiently
clear, that they should be printed in a holder print or a
different color, that is precisely the kind of specialized
determination about which this Court cannot substitute
its judgment for that of the regulatory agency. See
Henley v. FDA, 873 F. Supp. 776, 782 (E.D:N.Y.
1995)("1t is this Court's view that the FDA's determina-
tion of what labeling best reflects. current scientific in-
formation . [*31] .
scientific analysis"), affd 77 F.3d 616 (2d Cir. 1996).

D, Section 355(1}(2)(A)(v)'s Same Labeling Re-
quirement.

Zeneca also argues that the need to mciude a-sulfite.

warning on the label of Gensia's:product results in a vio-
Jation of that provision of the FDCA that requires, gener»
ally, that the Eabelmg of a generic drug be "the same as”

that of the pioneer drug. See 2/ U SC §
355())(2)(A)(v) nl2 Defendants counter that, because
the difference in labeling relates to a pcrmxssxbte change
in the formulation of the drug, the difference is permissi-
ble under an established exception to the "same labeling"
requirement, specifically, 2/ C.F.R. § 314.94(A)(8)(iv).

That regulation, which implements 2/ US.C. §
355X 2)(AXw), provides,

Labelmg (including flie' container label,
package insert, and, if applicable, Medica-
tion Guide) proposed for the diug product
must.be the same as the labeling approved
for the reference listed drug, except for
changes required because of differences -
approved under a petition filed under §
314.93 or because the drug product and.
the reference [*32] listed drug.are pro-
duced or distributed by different manufac-
turers. Such differences between the ap-
plicant's proposed labeling and labeling
approved for the reference listed drug
may include differences in expiration
date, formulation, binavailability, or
pharmacokinetics, labeling  revisions

. involves a high degree of expert
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made to comply with current FDA label-
ing gtudclmcs or other guidance, or omis-
_ sion of an indication-or other aspect of la-
beling protected by patent or accorded ex-
 clusivity under section 505()(4)(D) of the
act.

21 CF.R. §. 314.94(A)(8)(iv)(emphasis added).

112 Section 355(G)(2)(A)(v) provides, in part.

An abbrevigted application for a
new drug shall contain -

information to show that the label-
~ ing proposed for the new drug is
the samie as the labeling approved
for the listed drug . . . except for
* changes required becam of the
differences approved under a peti-
~ tion filed under subparagraph (C)
* or because the new drug and the
listed drug .are produced or dis-
tributed by different manufactur-
ers.

[*33]

Zeneca wauld hold FDA to a very narrow interpreta-
tion of this “fomﬁatzon“ exception, essentially limiting
itto allawmg a Jisting of product components or ingredi-
ents. See Zeneca’s Reply to FDA's Motion at 13. In fact,
Zeneca  appears < to question whether  Section
314. %(a)(&Xxv)‘s allowance for any “formulation” dif-
ferences is a permissible  interpretation of Section
355()(2NAXY). 1d. at 13 n.13. Zeneca suggests that
Congress interided the "changes required . . . because the
new drug and the listed: drug are pmduced or distributed
by different manufacturers” to be limited to "merely the

. dlfferent name and address of the manufacturer.” Id.

In one of the few d decisions interpreting 2/
usc. § 355(])(2)(A}(v), the Court of Appeals for the
District of Columbia Circuit took a much broader view
of the "same labeling” requirement,  Bristol-Myers
Squibb Co. v. Shalala, 320 U.S. App. D.C. 32, 91 F.3d
1493 (D.C. Cir. 1996) In Bristol-Myers, FDA approved
an ANDA for a new generic drug even though the label
of the genenc product did not include one or more indi-
cations that appeared on the label of the pioneer drug. 9/
F.3d at 1499. [¥34] In explaining its approval despite
differences in - the labeling, FDA relied on §
355@)(2)(A)(v)’s excsptmn for “"changes required .



because the new drug and the listed drug are produced or
distributed by different manufacturers.” The court agreed
with FDA's interpretation, finding that only that interpre-
tation “works in harmony with" other provisions of the
FDCA, 91 F.3d at 1500. :

Qo . Son codrin mm e T - o e
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FDA's interpretation of the statutory and regulatory

"same labeling" provisions is entirely reasonable and

most in harmony with other provisions of the FDCA.
Given that a generic manufacturer is permitted to subsu—
tute certain inactive ingredients, including preservatives,
see 21 US.C. § 355G)(4)(HD), it follows that these differ-
ent ingredients must be identified in the labeling. Be-
cause a change in formulation may also result in other
consequences, notice of those consequénces must also
appear on the label. See 21 C.F.R. § 201.22 (requiring
sulfite warnings)

E. FDA's Designation of Gensia's Product as
"Therapeutically Equivalent” to Diprivan

Zeneca next takes issue with FDA's decision to list

Gensia's [*35] propofol product as therapeutically
equivalent to Diprivan in the FDA pubhcamn, "Ap-
proved Drug Products With Therapeutic Equivalence
Evaluations,” more commonly known as "the Orange

Book." Zeneca argues that FDA‘s advice in the Orange

Book on therapeutic equwalence is inaccurate, and there-
fore, arbitrary and capricious because the inclusion of a
sulfite in Gensia's formulation "may produce severe ad-
verse reactions not associated with Diprivan with
EDTA," Zeneca Motion at 43.

Listing in the Orange Book, however, does not im-
ply that the generic drug is automatically interchangeable
with the listed drug in all situations. The Orange Book
specifies that "drug products are considered to be thera-

peutic equivalents only if they are pharmaceutical -

equivalents and if they can be expected to have the same
clinical effect and safety profile when administered to
patients under the conditions specified in the labeling,"
Orange Book at viii (emphasxs added). Furthermore, the

Orange Book specxfically ‘cautions health care providers'

to use due care in prescribing or dlspensmg generic drugs
in that the generic may contain a prescwanve ingredient,
not contained in the pioneer, which mlght [*36] cause
allergic reactions in certain patients, Id. at ix. n13

n13 Gensia, relying on Pharmaceutical Mfrs.
Ass'n v. Kennedy, 471 F. Supp. 1224 (D. Md.
1979), argues that Orange Book ratings are not

final agency actions and, therefore, are not re-

viewable. Because the Court finds that the Or-
ange Book listing was nexther arbitrary nor capti-
cious, the Court need not ulnmatcly resolve this
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issue, The Court would note, however, that given
the increased significance atiributed to an Orange
Book listing over the years since this Court de-
cided Pharmaceutical Mfrs., it would appear that
an Orange Book designation constitutes a final
agency acnon

F. FDA's Approval of "Precaution” versus "Wam-
ing" Labehng ami Ehmmatmn of Pancreatitis Precaution.

- Zeneca next ‘makes. two, claims regarding alleged
"enoneous‘* labehng of Genszas product: (1) that the

£ohon surorumenSamoe amres ehatmmlanad dve thae Weaveraoutinnall san

auu.nc wuuuug WW WPMW“ Hi WV PROWaRUVAI  dwwT
tion, as oppuscd the "warmngs" section; and, (2) that a
pnncteaﬁﬁs precautxon found on {*37] Diprivan's label-
ing, is missing in Gensja's labeling. Neither claim has
merit.

Regardmg the sulfite warning, it clearly appears in

 the proper section as evidenced by the sample of the final

printed label. Gensia's Cross Mouon, Exhibit E. nl4

' While there is- evidénce that, at one point, Gensia had

placed the warning in the wrong section, FDA identified
the error and instructed ‘Gensia to move the warning to
the proper place. AR at 004252. As to the pancreatitis

warning, Defendants explam that it has been omitted

from the gencncs fabel becausc the warning has yet to

© be approved for Diprivan. Under 21 US.C. §
) 355(;)(2)(A)(v), “the labeling proposed for the new drug

[must be] the same as the approved labeling for the listed

. drug" (emphasis-added). Once the pancreatitis warning is

appxoved for Diptivan, it can be added to Gensia's label-

ing. als

nl4 2/ CF.R: 201.22(b) requires that the
- sulfite warning appear in the "Wamings" section.

n1$ Itis not clear why FDA has yet to issue

a formal -approval for Diprivan's pancreatitis:

warning. Zeneca asserts. that FDA "dropped the

ball." Zeneca Reply 10 FDA's Motion at 19. Re--

: gardless of whether FDA may have made some

error with regard to & label approved for Zeneca's

* product, that is not & ground to withdraw ap-
proval of Gensia's ANDA.

[*381
@G. Zeneca's ‘Matket Exelusivity Rights

Lastly, Zeneea argues. that FDA acted arbitrarily and
capricious .in approvmg Gensia's ANDA. in that, in so

. doing, FDA violated certain exclusivity rights gxanted 1o

Zeneca by FDA. The Court addressed this issue in a re-
cent letter order. -
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Under 21 US.C. § 355G)5XD)iv), -
the FDA can grant three years market
exclusivity when a pioneer drug manufac-
turer submits a supplemental NDA con-
taining reports of new clinical investiga-
tions "essential to the approval of the sup- -
plement,” The exclusivity extends only to
the "change approved in the supplement,"
Zeneca's NDA supplement sought author-
ity to add EDTA to Diprivan. The clinical
investigations it submitted to the FDA
with that supplement were necessitated by
specific concerns related to EDTA, not to -
preservatives in general. Thus, the exclu- .
sivity applies to propofol:products includ- -
ing EDTA, not to propofol products with
other preservatives. As Zeneca itself
stated in its exclusivity claim, "the exclu-
sivity claimed is for the innovation repre-

sented by the addition of dxsodmm edetate
to propofol.”

Letter Order dated June 8, 1999,

On this same basis, the Court [*39] will grant sum-
mary judgment to Defendants on Zeneca's. claim that
FDA's approval of the ANDA was arbitrary and capri-
cious because it violated Zenecals exclusivity rxght& Be-
cause Zeneca's Fifth Amendment takings claims, Counts

V and V1, are premised on the same unsupported asser-

tion of exclusivity rights, summary judgment will be
granted as to those claims as well. The Court will then
deny Gensia's motion to dismiss those cmmts as moot,

IV. CONCLUSION

For the above stated reasons, the Court finds FDA
did not act arbitrarily or capncwusly in approving Gen-
sia's ANDA for its geperic version of Diprivan or in list-

ing the product as therapeutically equivalent to Diprivan

in the Orange Book, As the viability of each count of the
complaint is dependant upon a finding that FDA acted
arbitrarily and capriciously, the Court concludes that
Defendants are entitled to summary Judgmznt as to all
claims,

A separate order consistent with this memorandum
will issue.

William M. Nickerson
United States District Judge

Dated: August 11, 1999.

'ORDER
In accordance with the foregoing Memorandum and
for the reasons stated therein, IT I8 this 11th day of Au-

gust, 1999, by [*40] the United States District Court for
the District of Maryland, ORDERED:

1. That Gensia's Motmn to Strike, Paper No. 28, is
GRANTED; ”

2. That Gensia's Motion to Dismiss, Paper No. 29, is
DENIED as MOOT;

3, That Zeneca's Motign for Partial Summary Judg-
ment, Paper No, 66 is DENIED,

4. That FDA's: Mouon for Summary Judgment, Pa-
pet No. 72, is GRAN'{’ED V

5. That FDA's Motion to Seal, Paper No. 73, is
GRANTED in that Clerk of Court shall keep the desig-
nated materials submitted by FDA with its Motion for
Summary Iudgnwm under seal, until the conclusion of
any appeal of this matter of the time for such appeal has
expired, at which time the Clerk of Court will destroy
said materials;

6. That Gemnas Motion. for Summary Judgment,

PaperNo. 74, is. GRANI’EE

7. That Zeneca's Mat;lcm to Strike, Paper No. 75, is
granted in that the Court will not consider the objected-to
materials, but those’ materials will remain in the Court
file to preserve the record for any appeai should there be
one;

‘8. That Zeneeas Request for a More Particularized
anxicge Log, Paper No 76, is DENIED as moot;

9. That FDA's Motion for a Protective Order, Paper
No. 84, is DENIED as moot;

10. That judgment is herehy [*41] ENTERED in
favor of Dcfcndmts and agamst Plaintiff;

11, That this action is hcmby CLOSED;

12 That any and ail pr;o: rulings made by this Court
disposing: of any claims against any parties are incorpo-
rated by reference herein and this order shall be decmed
to be a final judgment within the meaning of Fed. R. Civ.
p. 58; and

13 That the Cle.rk of thc Court shall transmit or mail
copies. of the. fowgomg Memorandum and this Order to
all counsel of record,

lelnsm M. Nickerson:
United States District Judge



