Ferring B.V. v. Watson Pharmaceuticals, Inc. et al

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

UNITED STATES DISTRICT COURT
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These four consolidated cases arise out of Defendants’ application with the Food and

Drug Administration (“FDA”) to manufacture and sell generic versions of a patented drug.
Pending before the Court are the parties’ claim construction briefs.
l. FACTS AND PROCEDURAL HISTORY

These cases arise out of the alleged infrimgyet of Plaintiff Ferring B.V.’s (“Ferring”)
U.S. Patent No. 7,947,739 for tranexamic acid tablets sold under the trademark Lysteda®
“739 Patent” or “Tablet Patent”)s¢e Compl. 1 13-17, July 7, 2011, ECF No. 1; Compl. 11
9-13, July 8, 2011, ECF No. 1 in Case No. 3:11-cv-00485), and the alleged infringement (
Ferring’s U.S. Patent No. 8,022,106 for tranexamic acid formulations and methods of trea
menorrhagia therewith (the “106 Patent” or “Formulas and Treatment Patse¢'ICdmpl. 1

13-17, Nov. 25, 2011, ECF No. 1 in Case No. 3:11-cv-00853; Compl. 11 9-13, Nov. 25, 2

(the

Df

[ing

011,

ECF No. 1 in Case No. 3:11-cv-00854)n the ‘481 and ‘485 Cases, respectively, Ferring sued

several Watson Labs entities (collectively, “Watson Defendants”) and several Apotex entifies

(collectively, “Apotex Defendants”) in this Court for infringing the ‘739 Patent. In the ‘853
‘854 Cases, respectively, Ferring sued several Watson Defendants and several Apotex
Defendants in this Court for infringing the ‘106 Patent.

The Court consolidated the four cases, with the ‘481 Case as the lead case. It alsg
granted motions to dismiss the counterclaims for invalidity and to strike affirmative defens
invalidity in the ‘481 and ‘854 Cases, with leave to amend. The Court ruled that affirmativ
defenses must specify a distinct legal theory of invalidity under Rule 8(c) but need not be
according to thégbal plausibility standard, as the counterclaims must be under Rule 8(a).
Watson Defendants and Apotex Defendantsraaied their answers and counterclaims,

accordingly. See ECF Nos. 93, 94). Apotex Defendants later further amended its answer g

!Unless otherwise noted, the docket numbers in this document refer to Case No. 3]
00481.
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counterclaim. The Court has denied motions to dismiss the amended counterclaims for
invalidity.

In preparation for th&larkman hearing, and in accordance with the local rules, the
parties submitted a Joint Claim Construction and Prehearing Statement (*JCCPHS”), in which
they claim to have exchanged proposed terms for claim construction, met and conferred
regarding those proposed terms, and exchanged preliminary constructions and supporting
evidence. The parties agreed on none of the terms that they believe the Court must consgrue.
The Court held #arkman hearing.
. LEGAL STANDARDS

“[T]he interpretation and construction of patent claims, which define the scope of the
patentee’s rights under the patent, is a matter of law exclusively for the ddarkrhan v.
Westview Instruments, Inc., 52 F.3d 967, 970-71 (Fed. Cir. 1995) (en banc) (affirming a distfict
court’s grant of a motion for judgment as a matter of law after a jury found infringement bgsed
upon its incorrectly broad construction of a patent cldiespite preMarkman inconsistencies
in the Federal Circuit’'s case law on the question of whether a jury properly had any role in
construing patent claims, the Supreme Court had consistently ruled that claim constructiop was a
purely legal issudd. at 977—78 (collecting cases). This is because a patent claim, like a
contract, is a written instrument uniquely suited to interpretation by a court as a matter of law.
Id. at 978.

A “Markman hearing” is an extended evidentiary hearing culminating in a claim
construction order, the language of which will inform the jury as to its determination of
infringement at the trial itself. At the h&ag, a district court hears evidence concerning the

claims, the specifications, the prosecution history, and any extrinsic evidence helpful to thg court

%Claim construction” and “claim interpretation” are synonymous in the patent law
context.ld. 52 F.3d at 976 n.6.
Page 3 of 19
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in understanding the patent:

To ascertain the meaning of claims, we consider three sources: The claims,
the specification, and the prosecutiondrigt Expert testimony, including evidence
of how those skilled in the art would interpret the claims, may also be used. . . .

Claims must be read in view of the specification, of which they are a part.
The specification contains a written descoptof the invention that must enable one
of ordinary skill in the art to make and use the invention. For claim construction
purposes, the description may act as a sort of dictionary, which explains the
invention and may define terms used in the claims. As we have often stated, a
patentee is free to be his own lexicograpfiére caveat is that any special definition
given to a word must be clearly definadhe specification. The written description
part of the specification itself does notidet the right to exalde. That is the
function and purpose of claims.

To construe claim language, the doshould also consider the patent’s
prosecution history, if it is in evidence. This undisputed public record of
proceedings in the Patent and Traddm@ifice is of prinary significance in
understanding the claims. The court hamalrpower to look as a matter of law to
the prosecution history of the patentdarder to ascertain the true meaning of
language used in the patent claims. Although the prosecution history can and
should be used to understand the language wsthe claims, it too cannot enlarge,
diminish, or vary the limitations in the claims.

Extrinsic evidence consists of all idgnce external to the patent and
prosecution history, including expert andentor testimony, dictionaries, and
learned treatises. This evidence may befuktp explain scientific principles, the
meaning of technical terms, and terms oflaat appear in the patent and prosecution
history. Extrinsic evidence may demonstrtéie state of the priart at the time of
the invention. It is useful to show whaas then old, to distinguish what was new,
and to aid the court in the construction of the patent.

The court may, in its discretion, recersdrinsic evidence in order to aid the
court in coming to a correct conclusias to the true meaning of the language
employed in the patent.

Extrinsic evidence is to be used tbe court’'s understanding of the patent,
not for the purpose of varying or contrachg the terms of the claims. When, after
considering the extrinsic evidence, the ¢dinally arrives at an understanding of the
language as used in the patent and prosecution history, the court must then
pronounce as a matter of law the meaninthat language. This ordinarily can be
accomplished by the court in framing its dmto the jury, but may also be done in
the context of dispositive motions such as those seeking judgment as a matter of law

Through this process of construing claims by, among other things, using
certain extrinsic evidence that the court finds helpful and rejecting other evidence as
unhelpful, and resolving disputes en route to pronouncing the meaning of claim
language as a matter of law based on thenp@ocuments themselves, the court is
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not crediting certain evidence over other evidence or making factual evidentiary
findings. Rather, the court is looking to the extrinsic evidence to assist in its
construction of the written document, a task it is required to perform. The district
court’s claim construction, enlightened bgbextrinsic evidence as may be helpful,
is still based upon the patent and prosecution history.
Id. at 979-81 (internal quotation marks, footnotes, and citations omifiéeé) Supreme Court
unanimously affirmedSee Markman v. Westview Instruments, Inc., 517 U.S. 370, 372 (1996)
(“We hold that the construction of a patent, including terms of art within its claim, is exclus
within the province of the court.”).
Certain kinds of evidence are given more weight than other kinds, in the following ¢

terms as used within the claims themselves, the descriptive part of the specifications, the

ively

rder:

patent

prosecution history, and finally, extrinsic evidence, which is inherently less reliable than infrinsic

evidence and is therefore only viable for use in interpreting claims directly where the avail

intrinsic evidence is insufficiengee Phillipsv. AWH Corp., 415 F.3d 1303, 1314-19 (Fed. Cit.

2005) (en banc). Claims are given their ordinary meaning as they would be understood b
person of ordinary skill in the relevant art at the time of the effective filing date of the petel
at 1312-13.
. ANALYSIS

In Exhibits A, B, and C to the JCCPHS, respectively, Plaintiff, Watson Defendants,
Apotex Defendants have adduced their propas$&idh constructions and specified supporting
evidence. Plaintiff has used a memorandum format, and Defendants have used table forr
Although styled as “claim constructions,” the parties have not adduced proposed claim
constructions as to entire claims but have proposed definitions for certain terms included
the claims.

A. The ‘739 Patent

1. The Claims

The purpose of the ‘739 Patent is to create “modified release oral tranexamic acid
Page 5 of 19
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formulations that preferably minimize or eliminate undesirable side effects and methods o
treatment with these formulationsSeg 739 Patent col. 1, Il. 16-19, ECF No. 204 Ex. 1).
Transexamic acid is used to control bleeding during dental surgery on hemophiliacs and g
menstruation.$eeid. col. 1, Il. 33—-36). Women using the drug typically ingest 3—6 grams a
but this dosage can cause negative gastrointestinal side effects—effects the ‘739 Patent ¢
minimize or eliminate via a modified release mechanism that prevents excess tranexamic
from collecting in the stomach and intestinal trae(d. at col. 1, Il. 36-51id. col. 6, II.
3-18). The ‘739 Patent makes nineteen claims, three of which are independent (Claims 1
and 16), ten of which depend on Claim 1 (Claims 2—6, 8-10, 12-13), two of which depend
turn on Claim 5 (Claims 7 and 14), one of which depends further in turn on Claim 14 (Clai
one of which depends on Claim 11 (Claim 18), one of which depends in turn on Claim 18
19), and one of which depends on Claim 16 (Claim 17). Plaintiff has not specified which ¢
claims Defendants are alleged to have infringed but only that they have infringed “at least
the claims.”
Claim 1 reads:

A tranexamic acid tablet formulation, comprising:

tranexamic acid or a pharmaceutically acceptable salt thereof; and

a modified release material, whereia thodified release material comprises

a polymer selected from the group consisting of hydroxyalkylcelluloses,

alkylcelluloses, cellulose ethers, pargaters thereof, and mixtures thereof;

wherein the modified release material is present in the formulation in an
amount from about 10% to about 35% by weight of the formulation;

wherein the formulation provides an in-vitro dissolution release rate of the
tranexamic acid or pharmaceutically acceptable salt thereof, when measured
by the USP 27 Apparatus Type Il Paddle Method @ 50 RPM in 900 mL
water at 37+0.5C, of less than about 70% by weight tranexamic acid or
pharmaceutically acceptable salt thereof released at about 45 minutes, and
about 100% by weight tranexamic acid or pharmaceutically acceptable salt
thereof released by about 120 minutes; and
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wherein each tablet of the formulation provides a dose of about 650 mg of
tranexamic acid.

(Seeid. col. 69, Il. 45-67). First, the claim includes any “pharmaceutically acceptable salt”
tranexamic acid within its definition of “tranexamic acid” in the first limitation, in order to al
for tablets comprised of various salts of tranexamic acid. The Claim therefore covers tabl
only with tranexamic acid itself, but tablets with any salt of tranexamic acid that is suitable
human ingestion. Second, the claim includes the significant limitation that the “modified r¢
material” in the tablet must be “a polymer selected from the group consisting of

hydroxyalkylcelluloses, alkylcelluloses, cellulose ethers, partial esters thereof, and mixturg
thereof.” Tablets with modified release materials comprised of other substances are therg
not claimed. Third, only tablets where the maatifrelease material is present between “abo

10% and 35% are covered. Because the term “about” readily capable of mathematical

of
ow
bts not
for

blease

bS
fore

Jt”

translation, unless the term is addressed in the specifications, which it is not, expert testinpony

may be relevant to understand the scope of the range claimed. Fourth, the claim is limite
tablets where less than “about” 70% of the weight of the transexamic acid in the tablet is
released after “about” 120 minutes under the sptiiboratory conditions. Fifth, the claim is
limited to tablets that deliver a dose of “about” 650 mg of tranexamic acid. Also, the phras
a pharmaceutically acceptable salt thereof’ does not appear in the fifth limitation, likely be|
once administered, the acid (the positive ion) dissociates from the negative ion (a chloridg
like), whereas the solid tablet as described in the first limitation may exist as a “salt,” i.e.,
molecules or matrices of positive acid ions and negative ions such as halogens, as oppos
hydroxide.

Claim 2 adds a sixth limitation to Claim 1 aiein about 15-29% by weight of the acid
released under the specified laboratory conditimynabout 15 minutes, about 56-69% is relea

by about 45 minutes, and about 89-100% by about 90 minutes.
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Claim 3 adds a sixth limitation to Claim 1 wherein the tablet consists of a “matrix ta
i.e., “a pregranulated drug mixed together with the modified release material.”

Claim 4 adds a sixth limitation to Claim 1 wherein the modified release material
comprises a hydroxyalkylcellulose or a celluslose ether.

Claim 5 adds a sixth limitation to Claim 1 wherein the modified release material
comprises hydroxyproplymethylcellulose.

Claim 6 adds a sixth limitation to Claim 1 wherein the modified release material is
present in about 15% by weight of the formulation.

Claim 7 adds a seventh limitation to Claim 5 wherein the modified release material
present in about 15% by weight of the formulation.

Claim 8 adds a sixth limitation to Claimwiherein a single administration of a dose of
1300 mg (two tablets) provides a maximum plasmacentration of tranexamic acid from abo
9 to 14.5 mcg/mL.

Claim 9 adds a sixth limitation to Claimwiherein a single administration of a dose of
1300 mg (two tablets) provides a maximum plasmacentration of tranexamic acid from abo
12.5 to 25 mcg/mL.

Claim 10 adds a sixth limitation to Claim 1 wherein the time to the maximum plasm

concentration of tranexamic acid is about two to three-and-a-half hours after a single dose.

Claim 11 is a variation of Claim 1 also containing five limitations. The second limitg
is modified to specify an “effective amount of” a modified release material, and the fourth
limitation is modified to specify that the formulation releases about 10% to 25% by of thet
tranexamic acid or salt thereof every 15 minutes, and all of the acid within 120 minutes.

Claim 12 adds a sixth limitation to Claim 1 wherein the administration of a dose of ]
mg (two tablets) three times daily provides a mean maximum plasma concentration of

tranexamic acid from about 10 to 20 mcg/mL after multi-dose administration.
Page 8 of 19
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Claim 13 adds a sixth limitation to Claimaherein a single administration of a dose o
1300 mg (two tablets) provides a mean maximum plasma concentration of tranexamic aci
about 9 to 17.5 mcg/mL.

Claim 14 adds a seventh limitation to Claim 5 wherein the hydroxypropylmethylcell
is present in about 10% to 35% by weight of the formulation.

Claim 15 adds an eighth limitation to Claim 14 wherein the
hydroxypropylmethylcellulose is present in about 15% by weight of the formulation.

Claim 16 is a variation of Claim 1 containing four limitations. The second and third
limitations of Claim 1 are modified into a single second limitation of Claim 16 requiring tha
hydroxypropylmethylcellulose is present in ab©Q% to 35% by weight of the formulation.

Claim 17 adds a fifth limitation to Claim 16 wherein the hydroxypropylmethylcellulo
present in about 15% by weight of the formulation.

Claim 18 adds a sixth limitation to Claim 11 wherhydroxypropylmethylcellulose is
present in about 10% to 35% by weight of the formulation.

Claim 19 adds a seventh limitation to Claim 18 wherein hydroxypropylmethylcellulo
present in about 15% by weight of the formulation.

2. The Parties’ Proposed Claim Constructions

a. “tablet formulation”

Plaintiff proposes that this term means “active pharmaceutical ingriand excipients
compressed togethe In other words, according to Plaintiff, “tablet formulation” means the
entire pill, including inactive substances that are a part of the tablet a patient swallows.

Defendants propose that this term means “a finished oral dosage form in tablet form.” It is

3Although written as dependent on Claim 11, it appears that Claim 18 was originally
intended to be independent, because it includes four of its own limitations, three of which
redundant with limitations already present under Claim 11. The result is the same.
Page 9 of 19
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clear what the difference between these two definitions is, but Plaintiff's definition is clearg
is also a more straightforward and commonsense definition. The term “dosage” would ap
refer to the amount of active ingredient to be given to a patient (in some form), and the ter
“tablet dosage” would appear to refer to this amount of active ingredient compressed into
tablet, together with any amount of inactive substance. But the term “tablet formulation” w
appear to refer to the formula of a tablet aghale, i.e., the percentages of active and inactiv¢
ingredients in the entire tablet. As such, Rtiéfis construction appears to be correct, and

Defendants’ construction does not appeamtatradict it, though it is unnecessarily confusing
and unclear. What is “a finished oral dosage form in tablet form?” The “form” of the objeq
tablet. A dosage is not a “form” but a quantity, i.e., a mass or a volume of active ingrediern
Therefore, a better construction in Defendants’ style would read, “a finished oral dosage if
form.” But what is a “finished” dosage as opposed to an “unfinished” dosage? Do Defeng
simply mean to imply that “tablet formulation” applies only to tablets that have been comp
manufactured and not those that have only Ipeetially manufactured? How could such a

construction aid Defendants? Do they intend to argue that they sell or intend to sell only

pr. It
bear to
m

A

ould

A4

tisa
It.

h tablet
ants

etely

“unfinished” tablets, as opposed to “finished” tablets? Aren’t the tablets they allegedly sel| or

intend to sell “finished” by definition once they are taken off the assemb? An even better
construction in Defendants’ style would therefore read, “an oral dosage in tablet form.” A
how is this different from “active pharmaceutical ingredient and excipients compressed
together?” Plaintiff’'s construction better eapls what “tablet formulation” means. The
common meanings of these words as used in the claims are sufficient to construe the tern
the Court need not examine the specifications, patent prosecution history, or extrinsic evig

b. “modified release material”

Plaintiff proposes that this term means “a material that modifies the release of the &

pharmaceutical ingredient.” In other words, an excipient material in a tablet that alters thg
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of release of the active pharmaceutical ingredient. Defendants propose that this term means “a

polymer selected from the group of hydroxyalkylcelluloses, cellulose ethers, or partial esters

thereof that act to slow the release of tranexamic acid in the water medium used in the 27

Apparatus Type Il test.” In other words, Defendants’ wish to limit the term to very particular

USP

kinds of materials (hydroxyalkylcelluloses, cellulose ethers, or partial esters thereof) and glso to

note that the rate refers specifically to the rate achieved under particular test conditions.

The Court adopts Plaintiff's construction. Each of the independent claims that inclyde

the present term contain limitations that make Defendants’ proposed construction either p
redundant or plainly incorrect. For examphes independent claims already indicate as a
limitation that the modified release material must be made of the substances Defendants
in their proposed construction of the term “modified release material,” or some other more|
specific substance. And in some of the claims, the composition of the modified release m
is further limited in such a way that the independent claims would be rendered internally

inconsistent if the term “modified release material” were to be construed always to imply t

limitations on composition separately identified in the limitations of the independent claimg.

Defendants’ language about the function of tloglifned release material is also redundant in
light of the separate limitations in the independent claims indicating the function.
C. “release rate”

Plaintiff proposes that this term means “the percentage of active pharmaceutical

artially

specify

pterial

ingredient released in a given time.” Defendants propose that this term means “the rate at which

tranexamic acid or a pharmaceutically acceptable salt thereof is released from the tablet
formulation in the water medium used in the 27 USP Apparatus Type Il test.”

Defendants are correct that the summary of the invention in the specifications indic
that release rate is measured specificalige,(e.g., ‘739 Patent col. 6, ll. 56—60). In fact, the

release rate is defined in the claims and throughout the specifications even more specifica
Page 11 of 19
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“when measured by the USP 27 Apparatus Type Il Paddle Method @ 50 RPM in 900 mL

at 37+0.5C.” (Seeid. passim). The Court adopts Plaintiff’'s construction. The construction

vater

Defendants propose unnecessarily imports additional information from the specifications and is

redundant with limitations in the claims.

d. “about 10% to about 35% by weight of the formulation”

Plaintiff proposes that this term includes quantities within 10% of the specified valug.

is not clear whether Plaintiff means 0% to 45%, which is an unlikely interpretation of “abouyt

10% to about 35%,” or whether it means 9% to 38.5%, which is obtained by subtracting o

adding 10% of the limits of the range, respectively. Defendants propose that this term incjudes a

range of 9.5% to 36.75% by weight, which corresponds to the subtraction or addition of 596 to

the limits of the range, respectively.

The claims and the specifications use the term “about” often but never attempt to d

efine it

numerically. In 2007, the Federal Circuit was faced with the task of construing the term “gbout

1:5” in the context of the ratio of tramadol to acetaminophen in a pain relievé&epirtho-

McNeil Pharm., Inc. v. Caraco Pharm. Labs,, Ltd., 476 F.3d 1321 (Fed. Cir. 2007). The partigs

agreed that the term meant “approximately,” but the stipulation to a synonym still left the qourt

with no mathematically useful interpretati@ee id. at 1326. The defendant argued that the
scope of the claim was no more than 5-10% of the specified ratio (1:5) due to the confide
levels reported in the specifications of the patbuat the plaintiff argued that the scope of the
claim was a ratio from at least 1:3.6 to 1:TdlL.at 1324. The district court adopted the
plaintiff's proposed construction based upondlams and specifications, as well as the
extrinsic testimony of two medical doctors that the outer ratios argued by the plaintiff woul

statistically indistinguishable from 1:5 to a person or ordinary skill in thédarf.he Court of

nce

d be

Appeals noted that words such as “about” are to be construed consistently with the technglogical

facts of a particular cas8eeid. at 1326 (quotindPall Corp. v. Micron Separations, Inc., 66
Page 12 of 19
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F.3d 1211, 1217 (Fed. Cir. 1995)). The court concluded that in the case before it, the plaintiff's

patent used ratios both alone and in ranges, and the court therefore concluded that “one ¢
ordinary skill in the art would understand the inventors intended a range when they claimg
and something more precise when they did ridt.at 1327. Two concise paragraphs of the
specifications of the patent at issue discussed common ranges of tramadol-acetaminophg
in pills, optimal ranges of tramadol-acetaminophen ratios, and then concluded by noting t
patent included the discrete ratios of 1:1 andItt5The Court of Appeals reasoned:

These paragraphs suggest that thdifigrd'about” is narrow because to find
otherwise would allow the scope of the more specifically identified ratio, 1:5, to
encompass a range of ratios that could potentially render meaningless another
claim’s limitation, namely the 1:1 limitation.

Furthermore, the data points from the experiments described in the
specification support a conclusion that the more specifically identified ratio of 1:5
was meant to encompass compositions very close to that ratio. The experiments
disclosed in the specification show talapoints for ratios of tramadol to
acetaminophen in the lower ratio quadrant of 1:1, 1:3, 1:5, 1:5.7, and 1:15. Yet, the
patentees chose to specifically claim ratb4:1 and 1:5. If the data suggested to
the inventors that a range of ratios in this lower ratio quadrant was desirable, they
could easily have claimed a ratio rangéaifout 1:1 to about 1:5,” or even a ratio
range of “about 1:3 to about 1:5,” but theéd not. Instead, they chose a specific
data point for claim 6 of precisely 1:Moreover, the identification of the 1:5 ratio
in both claim 6 and the specification is especially important when the only other
specifically identified ratio is close to i;1, and the other claims point to a broad
range of ratios. This dichotomy betweade specific ratio ofL.:5 and the broader
ratio ranges of the other claims pairtb a narrow scope for the “about 1:5”
limitation.

Id. at 1327-28 (citations omitted).

Here, the parties dispute the meaning of “about” in the context of a claim limitation
the modified release material is present in “about” 10% to 35% by weight of the tablet. In
support of its position, Plaintiff points to the claims themselves and to specifications within
patent that recount the preparation of 8g%atches of 650 mg tablets, but which do not

indicate any variation in the concentration of modified release material either by batch or

Df

d one

BN ratios

hat the

that

the

Py

tablet. Gee ‘739 Patent col. 28, I. 23 to col 29., |. 3). The ingredients in the “Example 1” baftch
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that appear to be polymers corresponding to the list in Claim 1 are Microcrystalline Cellulg
(Avicel PH 101) and Hypromellose, USP (Methocol K3 Premium LV), which are present in

650 mg tablet in amounts of 44.25 mg and 147.00 mg, respectively, for a total modified re

material of 29.42% by weight, which is well within the 10% to 35% range of the third limitafi

of Claim 1. Geeid. thl.1). In Example 2, the modified release materials are present at 21.7
(Seeid. thl. 2). In Example 3, the modified release materials are present at 2952%. (bl.
3). In Example 3a, the modified release materials are present at 21S88%. {bl. 3A). The
examples do not include error ranges. The percentage of each ingredient in each batch g
is very precisely given, much more precisely than the ratios givertho-McNeil, and no
ranges are suggested, either by design or as a result of error calculations. Defendants re
much of this and then suggest a 5% vasratiown from 10% and up from 35%, i.e., a range (
9.5% to 36.75%, based upon the declarations of their expert and an FDA manual.

In summary, the 10% to 35% limitation appears to claim more than what was repor

se NF
each

ease

on

3%.

f tablets

count

Df

ted as

having been tested in the specifications, and this limitation already provides a large “abouf’-type

buffer for variation well beyond Defendantsached industry-standard 5% variation and
Plaintiff's claimed industry-standard 10% variation. Under these circumstances, where th
specifications indicate a level of precision li@yond that given in the claim, and where the
relevant limitation in the claim is already significantly broader than the range of precise
percentages given in the tests reported in the specifications, the Court might read the tern
“about” in the claims to be superfluous, except to the extent it may refer to error extrinsic {
intended design of the invention, such as manufacturing error. The Court will not ignore g
in a claim, however. The Court rules that “about” means “approximately” and will instruct
jury no more specifically. The jury can determine what the word “approximately” means.
I

1
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e. “about” as used in connection with an amount of active pharmaceutical
ingredient released

Plaintiff proposes that this term includes quantities within 10% of the specified valu
Defendants propose that the term means “plus or minus 5% by weight of the stated value
specifications include Table 10A, which lists percentages of dissolution at 15, 45, and 90
minutes for eleven batches of the formula represented in Exam@ae 1739 Patent tbl.10A).
As Defendants note, the greatest standard demiatithin any batch was the standard deviatic
for batch 3 at 45 minutes, which was 4.366%e{d.). Most of the standard deviations are
between 2—-3%.Seid.). Claim 1 claims dissolution of less than “about” 70% by weight by
“about” 45 minutes and “about” 100% by “about” 120 minutes. Table 10A indicates that in
eleven tested batches, between 56% and 69% dissolution by 45 minutes.

The Court might adopt something more like Plaintiff’'s construction of “about” in the
present context, because the specifications indicate that “about” in this context means any
from 56% to 69%.%eeid.). In fact, based upon the specidfiions, Plaintiff could plausibly
argue that the term “about” in the present context means up to a 20% variation in the spe
value, because 70% reduced by 20% is 56%, which is one of the results within the range
the relevant tests in the specifications. However, “about” in the present context could alsg

interpreted to include only downward variations, not upward variations, because the claim

(D

" The

n

the

h'where

ified
given in
be

uses

the upper level (in fact, one percentage point above the upper level) of the relevant tests ip the

specifications as a starting point, as opposeheganidpoint. In light of the specifications,

“about 70%” in Claim 1 could be read to mean something like “51% to 76%,” which would

represent the 56% to 69% results in the specifications, with the USP-standard 10% variation

added for error. The term “about 100%” could likewise be read to mean something like “aft least

89%.” There is no indication in Table 10A of the results at 120 minutes, which is relevant

Claim 1, but the results at 90 minutes are between 89% and 100% disso$iggod.) (
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Although the specifications include no 120-minute results, because of the scientific princigle of

entropy, there is no danger that the amount dissolved at 120 minutes is less than the amqgunt

dissolved at 90 minutes. If anything, the patentee has claimed less than he might have based

upon the specifications.
On the other hand, the 56% to 69% numbers and the 89% to 100% numbers are

accounted for in the additional limitation given to Claim 1 by Claim 2, which claim itself us

S

the term “about” to further modify those numbers, indicating that the term “about” in this context

has a broader meaning. This brings the Court back to a choice between a 5% and 10% vgriation.

The Court will rule as it hasypra, that “about” means “approximately,” and allow the partie$ to

argue the issue to the jury on this basis.
f. “about” as used in connection with time values

Plaintiff proposes that this term includes quantities within 10% of the specified valu

D

Defendants propose that the term means “plus or minus 2% of the stated point in time.” Rlaintiff

points to the claims themselves and to Example 1 in the specifications, none of which is h
in interpreting the term.
The Court could find that the word “about” as it relates to time values leaves very li

room for variation. Although concentrations oeahicals at given times may vary from test tg

elpful

tle

test because of the difficulties in conducting complex chemical experiments, there is no rgason

there should necessarily be significant variations in time values. Presumably, an experim

enter is

capable of timing an experiment to at least the nearest second. There may be some expgrimental

variation in time measurements if the apparatus used to take the reading requires the

experimenter to do some “fidgeting” to remove a sample, insert a test probe, or the like. But the

specifications do not indicate what this time variation might be in the present context.
Defendants point out that the USP standards require measurements to be taken within 29

stated time points. Itis unclear where Plairdabtained its 10% figure. The Court will rule as
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has,supra, that “about” means “approximately,” and allow the parties to argue the issue to
jury on this basis.

g. “about” as used in connection with the maximum concentration of
tranexamic acid in blood plasma (“C,,,”) and the time to reach G, (“T

Plaintiff proposes that this term includes quantities within 20% of the specified valu
Defendants propose, contrary to the presumption of validity, that “no construction [is] poss
for this term. Plaintiff points to the specifiaatis and industry standards indicating that if the
90% confidence interval of the mean ratio qf s within 80% to 125%, the formulations are
bioequivalent because of the inherent degree of variability between persons. Plaintiff argy
this means the claims for, G and T, include a 20% variation. Defendants point to the
declaration of a doctor expert who claims that “about” in this context is insolulably vague §
not understandable to persons of skill in the art. The term “about” are not any vaguer as
here than in the other instancée Court will rule as it hasupra, that “about” means
“approximately,” and allow the parties to argue the issue to the jury on this basis.

B. The ‘106 Patent

1. The Claims

The purpose of the ‘106 Patent is the same as that of the ‘739 Patent. The claims
‘106 Patent consist of variations of the claims in the ‘739 Patent, but the claims are more
numerous and further refined. The ‘106 Pateakes fifty-seven claims, the dependence of
which is illustrated in the following diagram:

1 24 27
! ! !
2-18, 19, 20, 30 25, 26, 46 28, 29, 52
! ! Lol Lol
21-22 31-33, 35-45 48 50 47 54 56 53, 55, 57
2£3 l34 l49 l51

I
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2. The Parties’ Proposed Claim Constructions

a. “dosage form”

Plaintiff proposes that this term means “active pharmaceutical ingredient and excipjents

together.” In other words, the physical state and chemical composition of the entire mass

intended to be ingested by the patient. Defendants do not address this term. The Court adopts

Plaintiff's construction.

b. “oral dosage form”

Plaintiff proposes that this term means “active pharmaceutical ingredient and excipjents

together, suitable for ingestion by mouth.” In other words, the physical state and chemical

composition of the entire mass intended to be ingested by the patient by mouth, which is &

logical extension of Plaintiff's proposed integpation of “dosage form.” Defendants propose
that the term means “a finished oral dosage form in which a drug is produced and dispeng
The Court adopts Plaintiff's construction.

C. “suitable for administration”

Plaintiff proposes that this term means “capable of being given, taken, dosed, or
ingested.” Defendants propose that this term means “in a form approved by the FDAto b
administered to a human.” Plaintiff points to portions of the specifications concerning oral
dosages, ingestion by mouth in tablets of 0.5 to 1.0 grams, and dissolution in the stomach
Defendants point to no evidence indicating that this term implies approval by the FDA. Th
Court adopts Plaintiff’'s construction.

d. “formulation”

Plaintiff proposes that this term means “active pharmaceutical ingriand excipients

11

ed.”

fluids.

e

together.” This is the same as Plaintiff’'s proposed interpretation of “tablet formulation” unger

the 739 Patent, minus the word “compressed,” and the same as its proposed interpretatig

“dosage form.” Defendants propose that the term means the same as “an oral dosage fofm.” The
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Court adopts Plaintiff’'s construction.
e. Remaining Terms
The six remaining disputed terms under the ‘106 Patent are the same as six of the
disputed terms under the ‘739 Patsugra, excluding “tablet formulation,” and the parties ma

the same arguments as to their proper construction. The Court rules as it rules under the

Patent.

CONCLUSION

IT IS HEREBY ORDERELthat the disputed terms are construed as follws:

Term

Construction

tablet formulation

active pharmaceutical ingredient and
excipients compressed together

modified release material

a material that modifies the release of the
active pharmaceutical ingredient

release rate

the percentage of active pharmaceutical
ingredient released in a given time

about (in all challenged contexts)

approximately

oral dosage form

active pharmaceutical ingredient and
excipients together, suitable for ingestion b
mouth

y

dosage form

active pharmaceutical ingredient and
excipients together

suitable for administration

capable of being given, taken, dosed, or
ingested

formulation

active pharmaceutical ingredient and
excipients together

IT 1S SO ORDERED.

Dated this6th day of February, 2013.

i

Vi

/~ ROBE

United S

C. JONES
s District Judge

S
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