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UNITED STATES DISTRICT COURT

CENTRAL DISTRICT OF CALIFORNIA

AVENTIS PHARMA S.A., AND AVENTIS || CASE NO. EDCV03-887 MRP (PLAx) /

PHARMACEUTICAL, INC., CASE'NO. EDCV04-333 MRP (PLAX)
Plaintiff,
v. MEMORANDUM OF DECISION
FINDING IN FAVOR OF DEFENDANTS
AMPHASTAR PHARMACEUTICALS, AMPHASTAR PHARMACEUTICALS,
INC., AND TEVA PHARMACEUTICALS | INC.AND TEVA PHARMACEUTICALS
USA, INC,, ' USA, INC. ON THE RELATED ISSUES
Defendant. OF INTENT TO DECEIVE THE
PATENT AND TRADEMARK OFFICE
AND INEQUITABLE CONDUCT
AND RELATED COUNTERCLAIMS .

oy
[

I. INTRODUCTION
’ v ool +
This case was commenced before District Judge Robert J. Timlin. Aventis Pharma S.A.
and Aventis Pharmaceuticals, Inc. {collectively, “Aventis™) brought suit against Amphastar

Pharmaceuticals, Inc. (“Amphastar”) and Teva Pharmaceuticals USA, Inc. (“Teva”)

! Pharmuka, Rhone-Poulenc, and Phone-Poulenc Rorer are predecessor corporations to Plaintiff Aventis.
At various times, each of these entities was responsible for the enoxaparin product. The Court uses
"Aventis" generally to refer to whichever entity was in existence at the time.
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(collectively, "Defendants"} for infringement of Aventis' patent, U.S. Patent No. 5,389,618, and
£

its replacement, U.S. Reissue Patent No. 38,743 (collectively, “the '618 patent”™). The cat,sig was
transferred to this Court for all further proceedings on June 27, 2006. A bench trial on ;
inequitable conduct was held December 4 through December 8, 2006. The Court limited its
inquiry to Aventis and its agents' intent in failing to disclose highly material information to the

United States Patent and Trademark Office ("PTO"). Based on consideration of the evidence

adduced at trial and the post-trial arguments made by counsel, the Court concludes as follows:

II. BACKGROUND

Heparin is an anticoagulant used to decrease the clotting ability of the blood.
Chemically, it is a heterogeneous mixture of straight-chain anionic mucopolysaccharides having
anticoagulant properties. Low molecular weight heparin ("LMWH") is synthesized by various
methods of heparin fractionation or depolymerization. These methods break down heparin's
long, heavy polysaccharide molecules, yielding smaller, less massive chains in more
homogenous proportions. The resulting mixtures consist of shorter chains of polysaccharides
having lower average molecular weights.

The '618 patent claims a range of defined LMWH mixtures. These encompass the drug
formulation, enoxaparin, approved by the United States Food and Drug Administration (“FDA™)
as an anticoagulant in diseases featuring venous thromboses. Aventis is the international
pharmaceutical company that manufactures enoxaparin, which it markets under the brand name
Lovenox®. Enoxaparin was approved in France in 1987. By 1989, it had "taken the French
market by storm" and achieved commercial success throughout Europe. Aventis exerted a

monopoly position in the European market for enoxaparin in the 1980s by virtue of European
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Patent 40,144 ("EP '144"), which issued in 1984 and broadly claimed undefined LMWH
£

I

mixtures invented by J. Mardiguian. =

Serious challenges to EP '144 soon threatened this position. Opposition proceedifggs

initiated in the mid-1980s before the European Patent Office to revoke EP '144 as devoid of
novelty had, by 1989, proved successful -- the opposition was allowed, and the revocation of EP
'144 became effective in October 1990. Enoxaparin did not have patent coverage in the U.S. at
this time. Aventis had been forced to abandon its U.S. counterpart application to EP '144 in
1984 when it had no argument to oppose the PTQ's prior-art rejections, Notwithstanding this
deficit, Aventis filed its New Drug Application ("NDA") with the FDA in July 1991 to obtain
marketing approval for enoxaparin in the U.S. In concert, Aventis sought to protect enoxaparin
in the U.S. with an EP '144 successor: a formulation of enoxaparin invented by Roger Debrie
(the "Debrie" or "'618" product).” This was the subject of the '618 prosecution. The high cost of
FDA approval generated substantial pressure on Aventis to succeed. Internal Aventis documents
reveal its commitment of "significant financial and human resources” to the "enoxaparin USA-
patent situation.”

The '618 prosecution involved successive rounds of rejection and appeal. The Patent
Examiner ("PE") issued three Office Actions dated April 2, 1992 ("First Office Action"),
October 16, 1992 ("Second Office Action"), and March 2, 1993 ("Third Office Action™}. Each
rejected the Debrie formulation under 35 U.S.C. § 102 as anticipated by or, in the alternative,

under 35 U.S.C. § 103 as obvious in light of Mardiguian EP '144. The keystone of Aventis'

¢ Aventis filed U.S. Patent Application Serial No. 721,315 (“the '315 application) on June 26, 1991 in
the PTO, claiming a priority date of June 26, 1990 based upon an earlier French application. On July 16,
1993, Aventis filed a continuation of the '315 application, United States application No. 92,577, which
ultimately issued as the '618 patent.
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strategy for overcoming the PE's rejections was to distinguish the Debrie LMWH based on its
purportedly superior pharmacokinetic properties -- particularly, its longer plasma half-life. The
'618 patent discloses that "[t]he processes described in the prior art, and especially in EP '144, do
not permit the production of mixtures possessing the requisite pharmacological properties for
improved therapeutic applications, namely, a sufficiently long plasma half-life, a fairly high
absorption rate, a high bioavailability or alternatively, a low clearance.” In support of these
assertions, Aventis directed the PE's attention to Example 6 of the '618 patent (“Example 6”) and
the half-life analysis presented therein.’ Aventis also submitted two expert declarations from its
employee, French scientist Dr. Andre Uzan ("Dr. Uzan"), who was responsible for the data

underlying Example 6.

* Example 6 of the '618 patent provides as follows (emphasis added}).

This example illustrates the increase in stability, in vivo, of the mixtures of the invention,
expressed by their plasma half-life.

A first pharmacokinetic study was carried out on volunteers between 21 and 30 years of
age. Subcutaneous injections of doses ranging from 20 to 80 mg/ml were performed. At intervals
of time, samples were drawn (4.5 ml) and stored at approximately 4°C. The samples were then
centrifuged for 15 minutes at 2,300 g and the platelet-poor plasma was separated and frozen prior
to analysis. The half-life of the mixtures was then determined by measuring the anti-Xa activity.
The results obtained were as follows:

(1) From the mixtures produced in Examples 3 and 4:

40 mg dose: in 75% of the cases, the half-life was longer than 4 hours, and was even
longer than 4 1/2 hours in approximately 45% of the cases;

60 mg dose: in 75% of the cases, the half-life was longer than 3.7 hours.

(2) Under identical dosage conditions, intact heparin injected intravenously possessed a
half-life of approximately 0.6 hours.

(3) When the product was prepared according to the process described in European
Patent EP 40,144, the half-life was longer than 4 1/2 hours in 17% of the cases.

(4) A second study carried out under similar conditions on 20 patients provided the
following results for the mixtures according to the present invention:

40 mg dose: in 80% of cases, the half-life was longer than 4 hours, and it was longer than
4 1/2 hours in approximately 40% of the cases;

20 mg dose: in 60% of the cases, the half-life was longer than 3.9 hours.

* The first was submitted on March 29, 1993 (“First Declaration”), the second on May 17, 1994 (“Second
Declaration™).
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Throughout the prosecution, Aventis and Dr. Uzan affirmatively represented that
g

Example 6 "clearly demonstrate[d]" a significantly longer plasma half-life for the Debrie |Ii}l\/lWH

e

ef

compared to Mardiguian EP '144. At no time, however, did Aventis or Dr, Uzan disclose&t what]
dosage the half-life comparisons in Example 6 had been made. Subparagraph (3) of Example 6
omitted the experimental dose of EP '144. In his Second Declaration, Dr. Uzan presented five
tables: Tables I, X, and XI refer;red to the '618 product, while Tables A and 111 referred to
Mardiguian EP '144. Again, Table III failed to disclose the dose. In fact, Dr. Uzan had
compared a 60 mg dose of Mardiguian EP '144 to a 40 mg dose of the Debrie product. However,
comparing the 60 mg dose amount of Mardiguian EP '144 to the 60 mg dose amount of the
Debrie product results in a far closer mean half-life.> The difference is not statistically

significant.

III. PRIOR PROCEEDINGS

Amphastar moved for summary judgment on its affirmative defense and counterclaim of
inequitable conduct, arguing that Aventis and Dr. Uzan's withholding of the EP '144 dosage
constituted a failure to disclose material information to the U.S. PTO and rendered the '618
patent-in-suit unenforceable. Judge Timlin agreed, finding that: (1) the EP '144 dose information
was highly material, because Aventis made half-life the centerpiece of its argument for
patentability, and a reasonable PE would have considered the experimental dose important in
deciding whether to allow Aventis' application on that basis; and (2) the omission of the dose

information supported a strong inference of intent to deceive, because the Debrie product's half-

® This is evident by comparing Table III with Table XI. Table Il reported the half-life for Mardiguian
EP 144 at a 60 mg dose as 3.33 hours, with a standard deviation of 0.2, Table X1 reported the half-life
for the '618 product at a 60 mg dose as 3.70 hours, with a standard deviation of 0.82.




[ N e L

bt |

10
1t
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

5:03-cv-00887-MRP-PLA  Document 924  Filed 02/08/2007 Page 6 of 40

life was not significantly different from EP '144 at the same dose. Accordingly, Judge Timlin

[
granted summary judgment in favor of Amphastar and held the '618 patent and the '743 reiigfsue
patent unenforceable. Aventis Pharma S.A. v. Amphastar Pharmaceuticals, Inc., 390 F. S;;;Jp. 2d
936 (C.D. Cal. 2005).

On appeal, the Federal Circuit reversed and remanded, Aventis Pharma S.4. v. Amphastar
Pharmaceuticals, Inc., 176 Fed. Appx. 117 (Fed. Cir. 2006), concluding that, although there
were no genuine issues as to high materiality, a finding of deceptive intent was inappropriate on
summary judgment. The panel conceded that Judge Timlin's inference of intent by Aventis to
deceive the PTO was "reasonable,"” observing that "by failing to disclose that the EP 40,144 data
was at a 60 mg dose, Aventis may have been painting the rosiest picture possible as to the half-
life improvement of its claimed compounds in an attempt to deceive the examiner." Aventis, 176
Fed. Appx. at 123. This concession ratified Amphastar's prima facie case of intent. See
Paragon Podiatry Lab., Inc. v. KLM Lab., Inc., 984 F.2d 1182, 1192 (Fed. Cir. 1993) ("A party
charging inequitable conduct may make a prima facie case by showing an unexplained violation
of the duty of candor.").

The panel also agreed with Aventis, however. The case for deceptive intent "hinge[d] on
an assessment of Dr. Uzan's credibility and an examination of the scientific rationale and facts
justifying Dr. Uzan's half-life comparison at different doses." (Fed. Cir. Reply Br. 21-22.)
Aventis had stated facts supporting a "plausible justification” for its material omission, but Judge
Timlin had denied Dr. Uzan an opportunity to testify to it at trial. Thus, because "there [was]
another reasonable inference [than intent to deceive] -- namely, as Aventis argue[d], if the

comparison between different doses was reasonable, the failure to disclose may have been partly

due to inadvertence" -- the finding of intent was premature.
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Upon remand and transfer, the Court entertained pre-trial motions,® considered the trial
23
briefs of the parties, and conducted the bench trial on intent to which the present decision ijates.

g
o,

«f
1V. LEGAL STANDARD o
"Inequitable conduct occurs when a patentee breaches his or her duty of ‘candor, good

faith, and honesty," Warner-Lambert Co. v. Teva Pharms. USA, Inc., 418 F.3d 1326, 1342 (Fed.
Cir. 2005) (quoting Molins PLC v. Textron, Inc., 48 F.3d 1172, 1178 (Fed. Cir. 1995)), by
affirmatively misrepresenting or failing to disclose material information to the PTO. Pharmacia
Corp. v. Par Pharm., Inc., 417 F.3d 1369, 1373 (Fed. Cir. 2005). "The inequitable conduct
analysis is performed in two steps comprising 'first, a determination of whether the withheld
reference meets a threshold level of materiality and intent to mislead, and second, a weighing of

the matenality and intent in light of all the circumstances to determine whether the applicant's

conduct is so culpable that the patent should be held unenforceable.™ Dayco Prods., Inc. v. Total

® In the Court's pretrial conference and resultant Minute Order of November 14, 2006, the Court ruled
that certain opinions of Aventis' medical expert, Dr. Weitz, regarding the common practice in the industry
with respect to doses used to compare LMWHs would be excluded unless Aventis consented to hear
certain opinions from Amphastar's patent law expert, Mr. Goolkasian. Aventis agreed not offer expert
opinion testimony on industry practice from paragraph 2 of Dr. Weitz's supplemental report, and
Ampbhastar agreed not to present Mr. Goolkasian. During the bench trial, however, Aventis repeatedly
sought to introduce industry practice testimony through Dr, Uzan. Aventis also sought to avoid its
agreement to restrict Dr. Weitz's testimony on industry practice by reference to paragraphs 3 and 4, which
are claimed also to deal with industry practice and stand independently of paragraph 2. Amphastar has
made a post-trial motion to strike all testimony going to industry practice. The Court finds Aventis
agreed with Amphastar to withhold all expert opinion testimony by Dr. Weitz on the subject matter of
industry practice, regardless of the paragraphs from which that testimony might derive. No other
conclusion obviates the need, from Amphastar's perspective, for Mr. Goolkasian's testimony. Dr. Uzan
was not covered by Amphastar's agreement. Dr. Uzan was also not a testifying expert under Fed. R. Civ.
P. 26(a)(2). He was a percipient fact witness accused of intending to deceive the PTO, and the focal point
of the trial. However, the Court finds that the actual practice in LMWHs, even if established, is irrelevant
to the reasonableness of Aventis' and Dr. Uzan's non-disclosures in this case. Accordingly, Amphastar's
December 4, 2006 motion to strike is denied.




OO0 ~) SN b B W N

N T N T L T o T o T S S T L O T L e e e
o 1 & h B W R~ S N e = B N e D

b:03-cv-00887-MRP-PLA  Document 924  Filed 02/08/2007 Page 8 of 40

Containment, Inc., 329 F.3d 1358, 1362-63 (Fed. Cir. 2003) (emphasis added) (quoting Purdue
£
m

=

f
The quantum of proof required to show intent is tied to materiality; the "more matexglal
\)'

Pharma L.P. v. Boehringer Ingelheim GMBH, 237 F.3d 1359, 1366 (Fed. Cir. 2001)).

the omission or the misrepresentation, the lower the level of intent required to establish
inequitable conduct." Semiconductor Energy Lab. Co., Ltd. v. Samsung Elecs. Co., Ltd., 204
F.3d 1368, 1375 (Fed. Cir. 2000). "Materiality does not," however, "presume intent, which is a
separate and essential component of inequitable conduct." GFI, Inc. v. Franklin, Corp., 265 F.3d
1268, 1274 (Fed. Cir. 2001) (quoting Manville Sales Corp. v. Paramount Sys., Inc., 917 F.2d
544, 552 (Fed. Cir. 1990)). Although "a lesser quantum of proof is needed to establish the
requisite intent" in this case, Aventis Pharma, 176 Fed. Appx. at 119, Amphastar and Teva must
still prove the predicate facts by clear and convincing evidence. Ferring B.V. v. Barr Labs., Inc.,
437 F.3d 1181, 1187 (Fed. Cir. 2006).

Satisfying this burden does not require “smoking gun” evidence. Paragon, 984 F.2d at
1189. The Federal Circuit has "repeatedly said that direct evidence of intent is unavailable in
most cases and unnecessary in any event." Frazier v. Roessel Cine Photo Tech, Inc., 417 F.3d
1230, 1235 (Fed. Cir. 2005); see also Bruno Indep. Living Aids, Inc. v. Acorn Mobility Servs.
Lid., 394 F.3d 1348, 1354 (Fed. Cir. 2005) ("'Intent need not, and rarely can, be proven by direct
evidence." (quoting Merck & Co., Inc. v. Danbury Pharmacal, Inc., 873 F.2d 1418, 1422 (Fed,
Cir. 1989)); Ulead Sys., Inc. v. Lex Computer & Mgmt. Corp., 351 F.3d 1139, 1146 (Fed. Cir.
2003) (“[d]irect evidence of deceptive intent is not required”). Rather, “in the absence of a
credible explanation, intent to deceive is generally inferred from the facts and circumstances
surrounding a knowing failure to disclose material information." Bruno Indep. Living, 394 F.3d

at 1354, see also Digital Control, Inc. v. Charles Mach. Works, 437 F.3d 1309, 1319 (Fed. Cir.
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2006) ("Intent...may be inferred from the totality of the evidence."); Ulead Sys., 351 F.SdEt
1146 ("deceptive intent is...usually inferred from the patentee's overall conduct”). Such a_fin‘l:j

e
inference is commonly supported "by a showing of acts the natural consequence of whichgfvere
presumably intended by the actor." Paragon, 984 F.2d at 1189.

Proving intent does not require showing that an individual involved in the prosecution
"subjectively believed the [] submission was deceptive." Frazier, 417 F.3d at 1235-36. It does
require that "the involved conduct, viewed in light of all the evidence, including evidence of
good faith, [] indicate sufficient culpability to require a finding of intent to deceive." Paragon,
984 F.2d at 1189 (quoting Kingsdown Med. Consultants Ltd. v. Hollister, Inc., 863 F.2d 867, 876
(Fed. Cir. 1988) (en banc)). Circumstances indicative of good faith must be considered.
Gambro Lundia AB v. Baxter Healthcare Corp., 110 F.3d 1573, 1580 (Fed. Cir. 1997). Buta
"patentee facing a high level of materiality and clear proof that it knew or should have known of
that materiality, can expect to find it difficult to establish 'subjective good faith' sufficient to
prevent the drawing of an inference of intent to mislead." Critikon, Inc. v. Becton Dickinson
Vascular Access, Inc., 120 F.3d 1253, 1257 (Fed. Cir. 1997). "[M]erely conclusory statements
or completely insupportable, specious or conflicting explanations or excuses will not suffice” to
establish good faith, Paragon, 984 F.2d at 1190, nor will "[a] mere denial of intent to mislead
(which would defeat every effort to establish inequitable conduct)." GFI, 265 F.3d at 1275
(quoting FMC Corp. v. Manitowoc Co., 835 F.2d 1411, 1416 (Fed. Cir. 1987)). Furthermore,
where a patentee "has not proffered a credible explanation for the nondisclosure. ..an inference of

deceptive intent may fairly be drawn in the absence of such an explanation." Bruno Indep.

Living, 394 F.3d at 1354,
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V. THE EXPLANATIONS AND JUSTIFICATIONS ﬁi
OFFERED BY AVENTIS AND DR. UZAN L

(A.) The Reasonableness Of Comparing Half-Lives Of LMWHs At Dissimilar Doses. ..

[N

Aventis contends that Dr. Uzan had scientifically valid reasons for not making his half-
life comparison at equivalent doses. Specifically, Aventis contends: (1) that Dr. Uzan used
clinical benchmarks derived from scientific literature to select doses for the compounds he
compared; (2) that this was the only appropriate method for Dr. Uzan to employ given his
objective of comparing the clinical properties of a new drug to an old drug; (3) that it was
standard practice in the industry to perform dose-ranging comparisons when studying the
properties of different LMWHSs; and (4) that it was reasonable for Dr. Uzan to select a 40 mg
experimental dose of the Debrie product because that dose was approved for a use that presented
the greatest challenge in terms of balancing safety and efficacy.

Dr. Uzan's testimony was consistent with these contentions. Dr. Uzan testified that his
objective in propounding Example 6 was to compare the LMWHss at their "clinically relevant
dose[s]," which he defined as the "dosefs] presenting the best efficacy-safety ratio.” He clarified
that "for the clinicians there is a balance between efficacy and side effects, mainly bleeding, and
so the therapeutic dose, clinically relevant, is a dose for which this safety ratio, including
bleeding, is the best." According to Dr. Uzan, "[c]omparing the identical dose is not an
appropriate comparison” because a "gravimetric comparison...has no clinical relevance." The
reason that a "comparison in the field of heparin is only valued when you compare clinically
relevant dose," Dr. Uzan explained:

is that the low molecular weight heparins are mixtures containing million of saccharides

and a very complex composition. And the consequence is that those compounds have,
according to this composition, pharmacological, pharmacokinetic, and clinical effects
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which are composition related. And so clinically it has no sense to compare qualimetric
dose...equal quantities, equai amounts in milligram. You cannot do that. Sj
Dr. Uzan further testified to his understanding that, for these reasons, "all the peopl,:f?

L

(¥

involved in low molecular heparin compare clinically relevant dose,” and 40 mg was the
clinically relevant dose for the indication Dr. Uzan claims to have been focused on -- namely, the|
prevention of deep vein thrombosis ("DVT") in high-risk patients undergoing orthopedic

surgery. Dr. Weitz, Aventis' biology expert, testified in support of Dr. Uzan's approach.

Although Dr. Weitz condemned Dr. Uzan's failure to identify the Mardiguan EP '144 dose, even

oo -1 S s W N

10 ||susgesting it to have been an unreasonable omission, Dr. Weitz testified that the omission did

11 || not affect the validity of Dr. Uzan's half-life comparison. InDr. Weitz's opinion, Dr. Uzan's

12 "comparison was reasonable because those were the preferred doses of the drugs," and "as

13

clinicians, as doctors, we are only interested in comparing drugs at the doses that have that
14
5 appropriate benefit-to-risk ratio that -- the right efficacy, and the acceptable safety." "As a

16 || doctor,” Dr. Weitz explained, "I want to know the half-life of a drug at a dose that I am going to

17 Yl use in my patients." Dr. Weitz further testified that "the preferred dose for the high-risk surgical
18

19

patients [was] 40 mg."

Aventis maintains that Dr. Uzan finds additional support for his clinical justification for
20

3 selecting 40 mg in scientific articles that compare the pharmacokinetic properties of various
22 ||LMWHs at their respective -- and different -- therapeutic doses. Coupled with the fact that no
23 || contemporaneous publication studied enoxaparin at 60 mg, Aventis further maintains that these

24 . .. . . , s
articles prove that Dr. Uzan's clinical rationale comports with the practice of those skilled in the

25
art of LMWHs.
26
27 Amphastar and Teva dispute Dr. Uzan and Aventis' contentions, arguing three points: (1)

28 || that Dr. Uzan's professed reliance on clinical benchmarks to select an experimental dose is a

-11 -
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litigation-inspired pretext fabricated in order to portray the 40 mg dose as reasonable; (2) that Dr.
: o
Uzan and Aventis employed an arbitrary and statistically flawed analytical method in ordetlé?_jto

-
i

cherry-pick the best data and create an artificial impression of significance; and (3) that A;%ntis
adduced insufficient evidence at trial to permit the Court to find any standard practice in the
industry to compare LMWHs at their therapeutic, different doses.

It is, however, unnecessary for the Court decide the merits of Amphastar and Teva's
particular arguments. Whether selecting the "clinically relevant" dose was scientifically valid
given Dr. Uzan's stated objective of comparing the therapeutic properties of a new drug versus an
old drug is irrelevant. Whether it is standard practice in the industry of LMWHs to perform
dose-ranging comparisons when studying the properties of different LMWHs is irrelevant. Even
if the Court accepts both propositions as true, Dr. Uzan's clinical justifications -- as he and

Aventis have stated them -- are implausible under the circumstances of the '618 prosecution and,

in that context, fail to persuade the Court that the comparison between different doses was
reasonable,

At the heart of Aventis' case for reasonableness is the proposition that Dr. Uzan's
objective before the PTO was limited to demonstrating that the claimed LMWH, the Debrie '618
formulation, exhibited superior therapeutic properties over a prior art LMWH, the Mardiguian
EP '144 formulation, which was known to be compositionally different. The presumption of
compositional difference pervades Aventis' case. It was treated as established fact by every

Aventis witness and referenced as such by every Aventis argument.” In post-trial briefing,

" For example, the objective of each scientific publication Aventis invites the Court to consider for the
industry practice was to compare the biochemical properties of various LMWHs known by prior
investigation to be compositionally distinct. Similarly, Dr. Weitz testified that his own research involved,
and he has himself personally performed, comparisons of the pharmacological properties of different

-12-
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Aventis argued that "it only makes sense to focus on the clinical dose” when the "objective:h.ils to
compare the clinical properties of a new drug to an old drug." Dr. Uzan himself testified tﬁét
"[cJomparing the identical dose is not an appropriate comparison, because ... you cannot ij
compare one kilogram of potatoes to one kilogram of mushrooms."

This metaphor reveals that Dr. Uzan presupposed the very conclusion his half-life
analysis sought to prove. Certainly, the use of equal weights of potatoes and mushrooms tells
you nothing you do not already know about the properties of potatoes and mushrooms; potatoes
taste different than mushrooms, no matter how many of either you eat. The problem for Aventis
is that the PE was concerned precisely with the open question of compositional difference: had
Aventis claimed a potato or a mushroom, and how ought she to tell the difference?

(1.) The Central Objection To Patentability Throughout The '618 Prosecution.

In the First Office Action, the PE observed that EP '144 taught the "instantly claimed
sulfated heparinic polysaccharide admixture" and relied on an inherency argument in rejecting
the Debrie LMWH as anticipated by EP ‘144, In addition, because the Oestergaard reference
taught that LMWH mixtures are "substantially equivalent regardless of the process by which
they are obtained," the PE concluded that "it would have been obvious to one of ordinary skill in
the art at the time {Debrie invented the '618 product] to select any of the well known prior art
methods for obtaining a low molecular weight fraction of heparin for the advantage of increased
biological activity."

Aventis responded in two ways, first by defining the composition, then by emphasizing

its properties. Aventis stated that "[t]he admixture comprises from 9% to 20% of polysaccharide

heparin-based products, including enoxaparin, at different experimental doses because those doses were
the preferred clinical doses.
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chains having a molecular weight greater than 2,000 daltons and from 5% to 20% of
£
polysaccharide chains having a molecular weight greater than 8,000 daltons, the ratio bet\ﬁéen

g

<o

<L,
the weight average molecular weight and the number average molecular weight thereof ranging

L

from 1.3 to 1.6." Because Mardiguian did not disclose or suggest this particular compositional
makeup, and because the properties of LMWHs were said to be highly composition dependent,
Aventis argued that Mardiguian did "not permit the production of mixtures possessing the
requisite pharmacological properties [to achieve] improved therapeutic applications, namely a

sufficiently long plasma half-life." Aventis explained the reason as follows:

Given the fact that the inventive formulations and those of the European patent exhibit
different properties, such as half life, it necessarily follows that the formulations of the
invention could not possibly be the same as those of the European patent. As is
notoriously well established, compounds and their properties are inseparable and thus,
when two compounds exhibit different properties it follows that they must necessarily be
of different structure. Here, therefore, it should be apparent that formulations as claimed,
having significantly improved half lives as compared to the formulations of the European
patent, are necessarily different from those of the European patent.® (emphasis added)

Clearly, then, Aventis was well-aware of the PE's concern that the inventive formulation
was inherent in EP '144, which is say, that Debrie and EP '144 were essentially the same. But
Aventis could not successfully distinguish Debrie merely by appealing to Debrie's ratio of
number average and weight average molecular weights. The EP '144 patent is not limited by a
specific ratio of constituents. Rather, it employs open claim language "comprising various

proportions of particular molecular weight products." Therefore, Aventis attacked sameness

¥ Aventis argued in closing that Aventis' U.S. patent counsel, Mr, Schulman, went too far here in arguing
that the compositions must be different if their properties are different. The Court is at a loss to
understand this retreat. It contradicts Dr. Uzan's testimony that the properties of LMWHs are highly
composition dependant, More important, if different compositions may not be inferred from different
properties, and Aventis could not disprove inherency by virtue of compositional differences alone, then
the '618 patent could not be distinguished from EP '144 or overcome the PE's inherency objections.
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