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IN THE UNITED STATES DISTRICT COURT
FOR THE EASTERN DISTRICT OF PENNSYLVANIA

APOTEX INC,, L CIVIL ACTION

Plaintiff, :

v, : No, 2:06-cv. 2768

CRPHALON, INC,, gt al.. Fit E n

Defendants. R

r ey g
%

Goldberg, J. Mo s October 31,20° 1

At 1ssue in this case is the validity and enforceability of Defendant, Cephalon, Inc. 3,
RE’516 patent for Provigii®, a drug commonly prescribed for sleep disorders. After careful review
and censideration of the evidence presented at a bench trial, I find that Plaintiff, Apotex, Inc,, has
met its burden in proving the tovaldity of this patent. Specifically, T find that: (1) The invention
clatmed was on sale more than one year prior to the date of the application for the patent, 33 L. 5.C
§ 102(b); (2) The claimed invention was actually invented by a French company, Laboratoire .
Lafon (hercinafter, Lafon); (3) The subject matler at issue as a whole would have been cbvious at
the time the invention was made 1o 4 person haviog ordinary skill in the art, 35 U.8.C. § 103(a); ard
{4} The patent is invalid for failing the writien description requirement of 35 11.8.C. § 112 Tako
find that the patent is gnenforceable due to incquitable conduct on the part of Cephalon, Ths

Crainion explaing the basis for ihese conclusions.

Apoiex has withdrawn its claims for invalidity based on public use und enablement. Therefor,
thoso claims will sot be addressed. {Apotex Post-Trial Memo., p. I n. 1.)
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1. Introductisen

Apoiex, a generic drug manufacturer, commenced this declaratory action in Junc 2006,
¢lleging pon-infringement, invalidity and unenforceability of Cephalon’s RE’516 patent “or
Provigil®, This lawsuit is a result of Apotex’s continuing efforts to gain approval ol its
Abbreviated New Drug Application (hereinafter “ANDA™ 77-677 and enter the market with &
genenc version of Provigil®,

Afler completion of discovery, the Court bifurcated for trial Apotex’s invalidity and
unenforceability claims from its non-infringement claim. (Sg¢e doc. no. 426.) A bench wrial on
Avpotex's invalidity and unforceability claims was held first from March 29 - April 7, 2011, A
subscquent beneh trial on Apotex’s non-infringement ¢laims was held July 12 - 20, 2011, and the
Court’s decision on that issue is forthcoming.

Both the invalidity and infringement disputes revolve around a claimed invention for smalier
particle size of the primary chemical compowsd, modafinil, that positively affected the
tioavailshility and dissolution of the drug. The pertinent portion of the claim states;

A pharmaceutical composition comprising a substantially homogeneous mixture of

modafinil particles, wherein st least about 93% of the cutnulative total of modafinil

pariicles in said composition have a diameter of less than about 260 microns {um}.

While Apotex pressed numerous theories at the invalidity trial, its primary argument vas
tat the RE'516 patent is invalid and unenforceable because Lafon invented the claimed subyject
matter. Apotex stresses that Laton was consistently manufacturing and then selling modafinil with
smaller particle size. Apotex further urges that Cephalon’s elaim regarding the discovery of the
significance of smaller particle size as it relates to the issues of bicavailability and disselution is

i nmaterial because “unexpected results” are irrelovant 1o determining dertvation. Finally, Apotex



claims invalidity through an “one-sale bar” and further raises issues vegarding alleged matorial
smisrepresentadons to the United States Patent and Trademark Ollice {hereinafter “PTC™,
obviousness and inadeguate written deseription.

Cephalon does not digpute that it received smaller particle size modafinil from Lafon end
that such particle size fell within the claims of the RE’516 patent, Cephalon also unequivocatly
concedes that it didd not change, modify or manipulate the modafinil it received from Lafon. Rather,
Cephalon rests almoat its entire case on the proposition that its “invention” is the appreciation of
the significance of smaller particle size. Ceplaion also sxplains that the modafinil it received from
Laton was not “on sale”™ because it was used for clinical testing, and thus, was experimental.
According to Cephalon, during these clinical tests, it discovered the significance of improved
Fioavailability and disselution achieved from smaller particle size, which is a significance Lafon
rever appreciated.

Prior to seiting forth my reasoning in finding in faver of Apotex, 1 note that many of the
underlying facts in this case are undisputed.” Mureover, most of the testimony presented at trial was
through expert witnesses, Thus, to the extent that some of the following “findings of fact” may
appear to be more “legal” than “factual,” those findings reflect the Court’s acceplance of the

expetts’ opintons.

* T recognize that Counscl had previously been udvised that the Court’s ruling would be deliver:d
through an opinian, without findings of fact and vonclusions of law and thus, proposed submissioas
from the parties along those lines would not be received. Upon further consideration, | have
determined that it is clearer to compumicate my reasoning through Gndings of fact. Because mest
of these faets are uncontested, i remains my view that proposed factual findings submissions by the
parllcs are unnecessary,



11, Findings of Fact
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A. Background

Plaintiff Apotex Inc. is a corporation organized and existing under the laws of Canada,
with its principal place of business at 150 Signet Dr., Weston, Ontario MILIT9. (Stip,,
doc. no, 438

Defendant Cephalon, Ing. is a corporation organized and existing under the laws of the stie
of Delaware, with its principal place of business at 41 Moores Roud, Frazer, Pennsylvania
19355, (Stip., doe, no. 438,)

Laboratoire L. Lafon was a French company founded by Louis Lafon that was purchazed
by Cephalon on December 28, 2001, and is now known as Cephalen France, (Stip., doc.
ne. 438.)

Lafon discovered modafinil in 1978, and as of 1993, Lalon had a stable and bigavailable
dosage form of modafinil that was approved for sale in Europe. (N.T. 4/1/11, pp. 42, 43-
46.)

The *290 patent was 1ssued to Louis Lafon and assigned to Lafon on December 4, 1979, 7or
the chemical modahinil, {(NJT. 3/29/11, p. 1210

The ‘290 patent claimed 200 my as the dosage for bumans. (N.T. 3/29/11, p. 122
Lafor’s ‘290 paient on modalinil doey not include any references to particle size. (N 1.
330711, p 1 PTX S0

Cephalon filed an Investigational New Drug Application for modafinil tablers on June 50,
1993, Cephalon filed a New Dirug Application ("NDA”), No. 20-717, for Provigii® on

December 26, 1996, The U.S. Food and Drug Administeation ("FDA upproved the NDA



on Decernber 24, 1998, and Cephalon began marketing Provigll® in February 1999, (8nia.,
doc. no, 4338,
g. Cephalon filed U.S, Patent Application Mo. 08/319,124 with the PTQ on Gotober 6, 1994,
That application 1ssued on April 8, 1997 as U.B. Patent No. 5,018,845 (“the ‘845 paten ™)
with six claims. The ‘845 patent is titled “Acetamide derivative having defined particle
size,” and names inventors Peter I, Grebow, Vincent Corvari and Dawid Stong. {(Stip., doc.
o, 43%.)
10 OmApril 1, 1999, Cephalon filed U.5. Patent Application No. 097285, 166 secking a reiss 3¢
of the *845 patent. the PO issued 118, Reissue Patent No. 37,516 Fthe RE*S16 patent™
on January 13, 2002, with twenty-six claims’® The RE‘S16 patent is titled “Acetamile
derivative having defined particle size ™ and also names inventors Peter E. Grebow, Vincent
Corvart and David Stong. 1n pertinent part, the RE*516 patent claimy:
|a] pharmaceaiical composirion comprising a substantially homogeneous
mixture of modafinil particles, wherein at least 95% of the cumulative total
of modafinil particles in said composition have a diameter less than about
2000 microng (pum).

(Stip., doc. no. 438; JTX [.)

11, The RE'S16 patent was listed in the “Approved Drog Products With Therapeutic
Equivalence Evaluations,” an F2A publication more commenly known as the “Orange

Book.” {3tip., doc. ne. 438.)

’ A reissue patent application is made by someonc who already has a patent, but has then decidud
that it does not cover the claims the way # should. The claims are either 160 narrow or oo broad.
‘The retssue is a mechanism to correct those errors. Filing a retssue patent application puts the entire
patent, including the ortginal claims, at risk. If the reissue patent is granied, then the patentee must
surfender the original patent. Howover, the patent term continues {0 run from the date of the original
application, (N.T. 4/6/11, pp. 11719



12, OnMarch 30, 2008, Apotex filed ANDA No. 77-667, seeking FDA approval for its generic
vorsion of Provipil®, That ANDA included a Paragraph [II certification to the RE ‘516
patent. (Stip., doc. no. 438.) Under the Hatch Waxman Act, a Paragraph 111 certification
is a statement by a generic drug manufacturer that & name brand drug exists, has a valid
patent, and that the generic drug manufacturer will not sell its product until the patent
expires, 21 US.C. § 3SSGU2HAX vii)

13, On March 9, 2006, Apotex changed its Paragraph I certification to a Paragraph |V
certification. A Paragraph IV certification is a technival act of infringement by the generic
druy manutsciurer, which alleges that the patent is invalid and/or that the generic drag will
notinfringe on the patent. A Paragraph [V certification allows the name brand manufactwer

to sue the generic manufacturer for infringement. Ciluxe Group, Lid. v. Apotex, Inc., 376

F.34 1339, 1351 (Fed. Cir. 2004}, see also (Stip., doc. no. 4538).

14.  Apotex filed its original declaratory judgment complaint on June 26, 2006 and subsequently
judgments that the RE’516 patent is not infringed, invalid and unenforceable.” (Stip., due.
ne, 4383
B. Experts

15, D David Beach, whe testified for Apotex, is an expert in pharmaceutical manufaciuriag

and pharmaceutical formulation. (NJT, 3/729/11, pp. 99-100)

* This matter wag reassigned to me on April 28, 2009, (Doc. no. 82.)

&
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16.  Atthe subsequent infringement trial,” Dr. Beach acknowledged that botweoen 1994 and 2004
hc was the President and a member of the Board of Directors at Torpharm, a subsidiary of
Apotex, In 2004, when Torpharm was absorbed by Aptoex, Dr. Beach entered inte a
separation agreement with Aploex that called for him to transition out of his role at tae
company. Dr. Beacheventually left Apotex altogether in 2006, (N.T. 7/1%11, pp. 129-13 .7
The scparation agreement also provided that Apotex would pay Dr. Beach $1 million in
severance pay, and buy his equity interest in the company. Additionally, it Apotex were to
be sold any time prior 1o the end of 2012, Dr. Beach would be paid the difference betwem
the value of his ownership interest at the time of the sale and what he was paid for that
interest when he lefl the company. (NJT. 7719711, pp. 136-31)

17. A linding that the RE’ 316 patent is invalid will allow Apotex to enter the market and cou d
result in an increased valuation of Apotex. I Aputex were sold before the end of 2012, that
could also result in an increased payout for Dr. Beach under the separation agreemont
described above, While  have considered that this scenario provides a financial incentive
for Dr. Beach to testity m favor of Apotex, his credibility 15 nol essential to my
determination, which, as set our infra, rests almost entirely upon documents, agrecd-upon
facts and fay wilness testimony.

I8, D, David Feifel, an Apoiox wilness, is an expert on narcolepsy, pharmacological profilss
of drugs and analyzing the results of pre-clinical and chinical trials. {(NUT. 3730711, pp. 86,

162.3

® The parties agreed that, o the extent it is relevant, evidence elicited at the infringement trial may
be considered in the invalidity trial.
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25,
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23,

24

25,

Dr. Palmien, an Apotex witness, 1s an expert in the field of pharmaceutics, which includzs
the production and oxamination of pharmaceutical dosage forms. (NT. 3/31/11 pp. 2829,
49-50; PTX 109.)

George Gerstroan, an Apotex witness, is an expert on the PTO’s practices and procedure s,
and patent prosecution. {(N.T. 4/1/11, pp. 97-124.}

Pr. Eugene Cooper, @ Cephalon wiiness, is an expert in the field of pharmaceutical
formulatton and pharmaceutical dosage forms. (NT. 4/6/11, pp. 5-18; DTX 155))

Pr. Baranski, a Cephalon witness, is an expert on the physical and psychological eifects >f
modafinil on humans and the interpretation of results of testing involving modatinil. (N.T.
4/4/11, pp. 40-41, 54, 61,3

Cephalon’s expert on the PTO’s practices and procedures is Bruce H, Stoncr, who alsg
testified as an expert in patent law and what types of information would be important in the

prosecution of patents, (N.T. 4/6/11, pp. 98, 110; DTX 157.)

Consideration of particle size by Lafon occurred as far back as 1986, when Lafon
intentionally crushed modafinil particles in order to better compress the loose powder into
tabslet form. Lafon koew that they were crushing the particles to a median of 90 microns.

Lafon then retested once they were able to increase compression and decided to remain at
the 200 micron size. {Lovder Depo., Y/30/04, pp. 41-43)

Priorto 1993, Lafon conducted 123 total studies on modafinil, involving over 2,000 patier s
and using 9 different lois of tablets made from 30 different batches of modafingl, (N.T.

411711, pp. 73-77, PTX 65.)



26.  Laionalso conducted a number of studics in 1979, 1981, 1989, 1990, and 1992 on the effcct
of modafim! on narcoplesy, Al of these tests were conducted before Lafon shipp:d
modafinit to Cephalon in 1993, The articles published about these studies detailed flxc
results {rom the testing of 50 to 700 mg of modafing aud evaluated issues such as dosage,
abuse potential and side effects. INT. 3/20/11, pp. 124-26, N T. 3736/13, pp. 11525, J1X
Leol LPTX 17 PTX 31, PTX 43

27.  Lafon conducted extensive ¢linical studies and received French repulatory approwval [or the
treatment of narcolepsy with modatinil in February, 1992, (N.T. 329/t 1, pp. 128-29: PTX
644, Bates CPH-PLD 00001809}

2%, Lafon manufactured and tested several different active pharmaceutical ingredient (“APL
batches and tablet lots over the course ol its development of modafinil. The following chart
sets Torth ditferent modafinil API batches and tablet lots produced by Lafon and shipped o
Cephalon from 1986 to 1993, and notes the relevant particle size characteristics found n
each batch/lot. (PDX 2.)

afon RE*516 Patezztﬁlatch Approximate 95% Median ablet Lots
sdafinil  Pesignation easurement Camulative Value Diameter

Baich No, Dute (um) [rm)

5/2236 -, Pyecember 1986 260 6.2

<7435 ot disclosed  Jfanuary 1989 < 130 9.6 12 845, 12975
10103 ot disclosed  Banuary 1993 = 164 71.0

b0 | hot disclosed  Pctober 1993 K164 70.8

00 A :-D fonvary 1993 R06-260 h%.2 MOGS

14! -1 May 14, 1993 130 37.2 MOOB

04 ot disclosed  April 15, 1993 130 26.3

303 -2 April 15, 1993 < 130 0.7

G




9.

3l

32

From QOctober 1989 to June 1991, Lafon used Bateh 5/2435 in clinical study MOD-285,
which evaluated the effect of small particle modafinil on narcoleptic patients. (NJT
3/25/11, pp. 154-36; PTX 104}

in May-June 1991, Lafon used Batch 5/2425 in another clinical study, MOD-29, evaluating
the predictive effects of abuse lability in modafinil as compared to amphetamine, caffaine
and placebo. The fact that Lafon was using this material in clinical studics cstablishes that
they were aware it was an effective drug, (NLT. 3/29/11, pp. 150-31, 160-61; N.T. 373071 1,
pp. 113-24; PTX 65, Batcs CPH-FTC 00036028, PTX 79; PTX 9%6b, Batus
CPH_PLD_00039070; PTX 114, Bates CPH_PLD 00071298}

The particle size of several batches shipped from Lafon (o Cephalon between 1989 ard
1993 fell squarely within the claims of the RE’ 316 patent. Batch 5/2435 had 99.8 parcent
of the particles less than 206.36 microns and a median particle size of 49 56 microns, which
also falls within the RE7516 ¢laims. Bateh (03 had 98.62 porcent of iis partivies less then
206.36 microns. The median of that lot was 37.2 microns, and thus that entire lot falls
within Claims 1-14 and 16 of the RE'$16 patent.

In a memo from Jacquelyn Naduad at Lafon dated November 10, 1993, to Dr, Grebow, the
alleged inventor at Cephalon, Lafon conveyed its particle size analysis of different batchos,
This miormation was communicated to Grebow prior to Lafen shipping Batch 603 1o
Cephalon. Addittonally, Batch 008 had 99.8 percent of the particles less than 206,36
microns, with a median of 30.7 microns, This is alse within the claimed range of the
RES16 patent. (N.T.3/29/H], pp. 13847, PTX 83, Bates CPH-FTC 00032133, 000321 36-

37, 0032140}

10



33,

31
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35

37

38.

Cephalon concedes, as they must, that Lafon made batches of modafinil tabiets 1hat fcil
within the RE'516 patont claims, (N.T. 3229711, pp. 58-59.)

The wend in the dats from Lafon’s test results on modafintl API batchen establishes that
Lafon was purposelully decreasing particle size. From January 1989 (0 July 1993, six oat
of the seven modafinil API batches produced by Lafon fell withio claim | of the patent and
four out of seven batches fell within claim 2 ef the patent. (N.T. 3/29/11, pp. 162-67; PDX
2, PRX 6; PTX 7; Meachan Depo., 5/27/04, pp. 278-79; Moisan Depo, 4/1/04, pp. 46-47 )
{.afon and Cephalon started meeting in 1992 1o discuss Cephalon as a licensee of modafinil

in the United States. Prior to the formalization of their relationship, snd as part of those
meetings, Lafon supplied technical information about its modafinil to Cephalon. {N.T,
4/4/11, p. 174

Lafon provided Cephalon with data from 1989 tests which showed that Lafon achieved
better dissolution rates with modafinil that was ground into smailer particles than withnion-
ground. (N.T. 372%/11, pp. 168-70; PTX 20a; PTX 131b))

Adffer a visit to Lalun in Qetobor 1992, Dr. Grebow noted that there had been a change in
the formulation of the modafinil during development which involved decreasing particle
size. (N.T. 4/5/11, pp. 141-42; PTX 36.)

In Oetober 1992, Lafon conveyed to Cephalon that they decreased the particle size of
meadafinil and conducted all clinical trials with small particle modafinil. Lafon also
conveyed that their recommended dosage was early morning and early afternoon for a tonal
of 300 mg, which they had found to be successful in treating narcolepsy in clinical studies,

(NT.329/1 1, pp 172-74, MU 323071 L, pp, 115-18: PTX 36, Bates CPH_PLD 00046185,

PTX 43, Bates AT 0000604.)



39,

4.

41.

43,

44,

In November 1992, Lafon conveyed (0 Cephalon that they knew particle size related to
solubility and that they would be measuring the particle size of the bulk API to be supplied
for Cephalon’s clinical studies. (N.T. 3/29/11, pp. 175-77; PTX 37, Bates CPH _PLD
_00050278-80.)

On February 26, 1993, Cephalon sent Lafon a fax requesting particle size informatior.
[Lafon responded that 300-315 microns was their specification for the modatfinil API, which
was the range approved by the French regulatory agency. (N.T. 4/4/11, pp. 201-10, 218;
PTX 197, CPH-FTC 00023337, DTX 52; DTX 54.)

In March 1993, Lafon conveyed to Cephalon that the recommended dosage was arange of
200 to 400 mg a day with 300 mg being the most used. Lafon also acknowledged that it had
conducted various particle size tests in accordance with the United States and Europeian
Pharmacopedia. (N.T.3/29/11,pp. 177-79, PDX 19, PTX 56, Bates CPII_PLD> 00018794,
97.)

A Phase I study is a study conducted in normal volunteers to assess maximum tolerated
dosage, drug interaction, effect of food on the medication, etc. This study provides a
baseline for the drug so it can be studied in patients. (N.T. 4/4/11, p. 230.)

Lafon conducled a Phase I study where increasing dosages of modafinil were administered
to patients. That study revealed that modafinil, particularly at high dosages of 800 ar.d
1,000 mg, increased heart rate and blood pressure. Despite having received this informaticn
from Lafon, Cephalon subsequently informed the PTO that there were “no statistical y
significant changces in heart rate or blood pressure.” (NUT. 3/30/11, pp.138-52; J1X 4, Bates
CPH_PLD 00000331; PDX 20; PTX 53.)

In meetings held on March 29 and 30, 1993, Lafon communicated to Cephalon that its
12



45,

47.

43,

41,

543,

L% 4]

clinical investigations showed that the maximum tolerable dosage was 600 mg. (N1
330U, pp. 13486, NUT. #4711, pp. 109, 137-40; PDX 19, PTX 351, Bates
CPH_PLD _00050336.37; PTX 36, Bates CPH_PLD 00018793

On April 19, 1993, Lafon sent Cephalon a memorandum advising that side effects fron
modatint could be scen in normal healthy patients. (N.T. 4/3/11, pp. 125-27; PTX 60.)
Lafor’s P-1421 study showed statistically sipnificant changes in blood pressure wih
increased dosages of modafinil, and a report on that study was sent to Cephalon in Muy
1993, (N.T. 4/4/11, pp. 143-35; PTX 193, Bates CPH-FTC 000283643

Cephalon learned about the safety and efficacy of modafinil from 1.afon’s French clinical
studies, (NT. #/4/11, p. 194.)

Ceplialon received and reviewed all of Lafon’s clinical trial data from January to June 19971
(N.T. 44710, p, 219, NUT. 4/5/11, p. 15))

D, Grebow noted Lafon’s clinical test results as sct forth in a June 14, 1993, investigative
brochure, which is one of the documents filed with an Tnvestigational New Drng
Application (hereinafter “IND™.¢ (N.T, 3/29/11, pp. 156-57; PTX 62

All of the characteristics of the modafinil clatmoed in the patent were already present when
it was manufactured by Lafon and shipped 1o Cephalon in July 1993, (N.T, 4/5/11,p. 135 }
Lafon observed the regular decrease in the median value for particle size, except for the
recrystailized baich, and conveved that iformation to Cephalon in Ociober 1993, (N.T.

4/5/11, pp. 98-99, PTX &3, Bates CPH-FTC 00632133.)

¢ An IND seeks approval from the FDA to ship a drug which has not yet been approved for
rasrketing across state lines to conduct clinical trials, See Intewra Lifescionces I Lad, v Merck KGi4,
495 F.Ad 1334, 1336 (Fed. Cir, 2007

13



54,

Lafon supplied Cephalon with particle size measurements for all of its haiches on November
15, 1993, (N.T. 4/5/11, p. 101)

Lafon recommended Batch $/2236 (early Lot Cyto Cephalon on November 23, 1993, as the
reference lot having the appropriate specifications for use in manpufacturing Cephalon’s
proposed version of the drug. (NJT. 4/8/11, pp. 34.38; DTX 106.)

Cephalon responded on November 29, 1993, noting that they wished to use a specificaticn
mgere similar o Baich 003 - 008, not 572236, That was the specification later sgreed uporn,
(N.T. #3711, pp. 62-64; DTX 107, Shek Depo., 8/5/04, pp. 196-97.}

Lafon later admitfied that their recomimendation to use Batch §/2236 as the reference lot was
strictly a business decision in an atternpt to not jeopardize their French regulatory filings.
[Towever, Lafon was using Batch 003 as their good manufacturing practices standard batch.
(NI, 4/5/11, pp.114-118; PTX 638, 84.)

Mr, Michel Moisan from Lafon acknowledged that Lafon measured the particle sizes of
modafinil in the scaled-up lots, wherein the particle size of modafinil had been decreased,
and found that there was a demonstrated relationship between particle size ard

bicavailability, (N.T. 3730/11, pp. 71-77; Moisan Depa., 4/1/04, pp, 46-50.)

. Edzense and Sepply Agreemoent/On-Sale Bar

On January 20, 1993, Cephalon emered inte Supply and License Agreements with Lafor,
{Stip., doc. e, 438, NT. 3729711, pp. 129-30; PTX 48, Bates CPH_PLD_ 00023471, PTX
49}

In a letier fron a senior regolatory affairs dircctor st Cephalon to the FDA, Cephalen
advised that it received a license from Lafon to develop and market modafinil in the United

States, (NI, 3/29/11 pp. 128-29; PTX 64A, Bates CPH_PLD_000041869 )
i4



54,

60,

64,

65.

67,

Pursuant to the Supply Agreement, on July 13, 1993, Lafon sent Cephalon 25 kg of Batch
003 modatinil AP and 50,000 tablets from Lot MDO6. The APT and tablets were reccived
by Cephalon on July 23, 1993, {8dp., doc. no. 438.}

The Supply Agreement states that Laton will supply Cephalon with modafin frov of charge
in exchange for Cephalon paying for clinieal testing in the U.S. In exchange for the “frxe
supply,” Cephalon would pay Lafon 11% of the net sales. (NI, 32%/11, pp. 130-33; N
4/4/11, pp. 185-87, PTX 48, DTX 71}

Pursuant 10 the Supply Agreement, Lafon began sending Cephalon commercialized
shipments of modafinil 1o 1999, and Cephalon paid for those shipments. (Ileacock Depc.,
1727704, pp. 25-26.)

‘The License Agreement provided that Cephalon would use reasonable efforts to file the IND
for modafinil in the United States and that they would work 10 do this as expeditioushy as
possible. (NLT. 474711, pp. 188-89%: PTX 49: DTX 72}

The on-sale bar critical date is October 6, 1993, one year prior to the filing of the *843

patenit. (N.T, 3/26/11, p. 109, N.T. 4/6/11, p. 133))

L. Cephalon’s Work/U

Cephalon voncedes that the APT and twblets it tested were manufactured by Lafon, (NJT.
4/3/11, pp. 93-94.)

Cephalon measured the particle size of modafinil from the APL not the tablet. (N.T.
3/29/11, p. 1O7, NUT. 4/5/11, p. 144

The clinical testing necessary to bring modafinil to markct in the United States wis
estimated to cost over a million dollars. (NT. 4/8/11, p. 124}

In 1993, Cephalon conducted a Phase I study, CEP-2101, wherein it administered increasing
15
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&%,

T

71.

dosages of modafinil 1o patients. Cephalon concluded that because of adverse
cardicvascular effects seen in one patient al the 800 mg dosage, the study had to be stopped
and that the maximum tolerable dosage was 600 mg. In the patent, Cephalon claims that
the “elevations in heart rate [in thiv study] were totally unexpected.” {(N.T. 3/30/11, pp.
152-5G, N.T. 4/4/11, pp. ¥2-93; PTX 101a, Bates Al 0005820; DIX 99, Bates
CPH_PLD 00019893)

Cephalon’s Phase [ study was conducted in August 1993 in healthy males, ages 21-30. 1i¢
study was a doubie blind study so neither the volunteers nor the administrators knew who
was getting placebo or medication, (N.T, 4/4/11, p, 235}

Cephalon’s Phase [ study was stopped two 1o three days after the volunteers received 8(0
my of modafinil when one patient’s hlood pressure wnd heart rate were elevated for a
sustained period of time aficr the dosc administration. (MLT. 4/5/11, pp. 812, PTX 197,
DTX 99}

Cephalon conveyed to Lafon the results of the paticot with elevated heart rate and blocd
pressure in a fax, where it was noted that Cephalon “anticipated these effects” based on the
extensive Lafon database. (N7, 4/5/11, pp. 21-24; PTX 69.)

Cephalon first noted that if wanted 1o investigate particle size distribution on October 8,
1993, (NJT. 4/5/11, pp. 29-30.)

In October 1993, Cephalon began 0 conduct a8 number of experiments, moluding
dissolution testing and photographing of particle size. Cephalon also conducted a test on
the effects of modafinil of different particle sizes on the blood plasma levels indogs. (M.T.
475711, pp. 46-50.)

In its ANDA, Ucephalon represented to the FIDA that “the vanation in the median particle
16



76.

78.

7.

80.

size from 50.18 microns to 94.05 microns did not affect oral absorption of modafinil in
dogs,” while conversely stating to the PTO in the RE’516 patent thal there is increased
potency with smaller particles because the “median particle size of 50.18 microns resulted
in a higher peak plasma concentration than with larger particles.” (N.T. 3/30/11, pp. 128-
36; JTX 1, Bates A1 0005271; PDX 21; PTX 96a, Bates CPH-FTC 00045337.)

On October 20, 1993, Cephalon wrote to Lafon advising that they had confirmed the effe.:t
of particle size on intrinsic dissolution. (N.T. 4/5/11, pp. 41-46; PTX 72.)

On October 26, 1993, twenty days after stopping its clinical trial, Cepahlon claims to have
done its particle size analysis with a Iliac/Royko. Ilowever, the summary of that analys s
does not include any actual particle stze measurements. (N.T. 4/5/11, pp. 153-57, DTX 93,
Bates CPH_PLD_17817-17823.)

The first time Cephalon conducted Hiac/Royko testing to mcasure the particle size of
modafinil was on February 16, 1994, (N.T. 4/5/11, p. 126.)

On October 5, 1994, Cephalon’s palent attorney noled that one of Cephalon’s scientis s
reanalyzed the modafinil lots so that they would not have to rely on Lafon’s data, (P1X91.)
Dr. Grebow claims to have made the discovery, which is the basis for the patent, in the
fourth quarter of 1993. (N.T. 4/5/11, p. 74.)

Dr. Grebow described the invention as modafinil with a threshold particle size of about 200
microns resulling in reproducible dissolution results and consistent bioavailability. (N.7".
4/4/11, pp. 173-74; N.T. 4/5/11, p. 134)

The claimed “invention” was very simple - modafinil with 95 percent of its particles smaller
than about 200 microns. Modafinil with thosc characteristics was manufactured by Lafon

and used by Cephlaon without change or improvement. (N.T. 4/6/11, pp. 20-22, 48-49;
17
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84,

80,

Shek Depo., 8/5/04, pp. 19647, 250-51)
Laton was surprised that Cephalon patented the particle size because Lafon was the “owner™
of the maolecule and Cephalon was its client for use of the molecule in the United States.

(Moisan Depo., 4/1/04, pp. 171-72.)

A person of ordinary skill in the art is a person with a bachelor’s degree in chemistry, either
in chemical engineering or pharmaceutical scicnces, Such person would also most likely
have a Ph.D. in pharmaceutical sciences or a related field and would be familiar with
preformulation, formulation and the FDA and other regulatory bodies. A porson skilled in
the art would also have lab experignce, would be familiar with particle size, and wouid
know why measuring particle size is important, and how particle size affocts dissolution ar d
hicavailability. That persen would atze be a medical doctor who has treated conditions such
as narcolepsy, which modafinil is known to affect. (INT. 3731711, pp. 79-80; NT. 4/6/1 1,
n 27

The obviousness inquiry considers materials publically available one year prior to the datz
of the 845 patent application - October 6, 1993, and earlier. Modafinil was known fo treat
narcolepsy in October 1993, (N.T. 4/6/11, pp. 73-74.)

A person of skill in the art would have known that modafinil was effective to treat the
conditions listed in the RIP 516 patent in the early 1990, (M.T. ¥/31/11, p. 81

There were articles published in the carly 1990s which showed that drugs could be
reformutated to have a smaller particle size and achieve better therapeutic results andlor ti o
same results with a smaller dosage, (N1, 3731711, pp. 126.29; PTX 32; PTX 41)

Once APTis past the laboratory stage, particle size analysis is typically one of the first tes:s
18



87,

84,

LR

4.

A

93

undertaken hecause it plays a key role in performance of the drug and dissolution rate,
Literature available in the carly 1990s suggested that new drugs be ground to a diameter of
30 microns, or at least between 1010 40 microns. (N.T. 3/29/11, pp. 101-04; N.T. 3731714,
pp. 93-96; VT X 6, Bates AIO088870.)

A person skilled in the art would bave known, as early as 1968, that reducing particle size
increases surface arey, which increases the dissolution rate of pharmaceutios. (N.T.3/31/1 1,
pp 8502 PEX 1S

The unique relatonship between particle size and dissolution is an inherent property, and
is therefore an inherent property of modafinil. (Shek Depo., 8/5/04, pp. 22-23.)

It was known to people skitled in the art in 1993/1984 that reducing particle size increased
bioavailability, (N.T. 4/6/11, pp. 30-32.)

Increasing bicavailability is not always positive and does not always lead to the desired
result. Decreasing particle size, and. thus, increasing bioavailability, can load to toxicity,
the purticles could dissolve too fast to be absorbed into the body, and static electricity has
a greater impact on smaller particles, (NUT 4/6/11, pp. 34.38; PTX 6, Bates AIDG88870.)
A person skilled in the art in the early 1990's would have known that reducing the partic ¢
size ol modalind would allow for increased poteney and/or reduced dosage. (NJT.331/11
pp. 810128

Based on the infarmation available ip the carly 1990s, a person of ordinary skill in the art
would have ground modafinil and would have arrived at a particle size that fell within the
claim limitations of the RE’516 patent. (N.T. 3/31/11. pp. 108-09; PTX 6.)

Figure 6 in the RE’516 patcnt is a classical dissolution curve where the dissolution rates of

one early 1ot with large particle modafinil and one late lot with small particle modafinil are
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9.

96.

Q8.

a4,

represented. Figure 7 inthe RE'516 patent is a classical dissolution curve representing the
dissolution rates of two curly lots of lurge particle modalinil and onc late lot of small
particle modafinil. The graphs are exactly what someone skilled in the art prior to October
&, 1994, would expect in that smaller particles dissolve faster than larger particles. (N7
33111, pp. 55-87, 62, 132, JTX 1, Bates AL 0OG0S265)

Anyorne skilled inthe art who had the capability of measuring particle size on July 26, 1995,
would have been able to determine that Batch 003 bad 2 95 cumulative value under 220
mircrons, (N.T. 4/5/11, p. 122)

A 1987 FDA publication recognized that particle size is important in terms of dissolution
and bioavailability of poorly water soluble drugs such as modafinil. (N.T.3/31/11, pp. 119-
22; PTX 16, Bates AT0089407, 89457.58.)

A person skilled in the art would have known that modalinil was poorly water soluble inthe
carly 1990s and would have sought to reduce its particle size if it received the chemical with
a median particle size substantially larger than 40 microns, {N.T, 3/31/11, pp. 82-84, 95;
NT. 41711, pp. 34-55, PTX 6 at Bates AIS8870; PTX 27.)

A person skilled in the art would have known the clinically effective dosages of modafinil
n the early 19905, (0T, 33011, pp. 81-82, PDX 42

The prior art shows that 100 10 200 mg of modafinil is safe and effective to treat narcolepss.
(INT. 4411, p 1210

The 1990 U.S. Pharmacopedia, which is the compendium for drug standards in the U8,
allowed 85 to 115 percent weight variation from the amount claimed. For example, 2 100
myg tablel could aotually bave 85 my o 115 mg of the clatmed ingredient, (N1 3431717,

pp. 113-16; PTX 26, Bates AWUBE717.)
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101,

162,

H.

103

1C4.

105,

The claim of an additional 10 to 13 percent of modafinil as stated in claims 13 and 14 of the
RE’516 patent would have been obvious to one skilled in the art in the early 1950s. (N.T.
330, p LI NT 475711, p. 146
Written Description
The patent only describes the particle size measursment of the modafinil APL not the
measurement of modafinil in the finished tablet. (JTX 1; N.T, 3/30/11, pp. 57-60; Heacock
Depo., 1/27/04, pp. 87-88.)
One of ordinary skill in the art would not know if the particle size in the finished Provigil®
tablet was the same as the measurement of the modafinil APL pre-tabletting. (JTX LNT
330/11, pp. 87-60: Heacock Depo., 1/27/04, pp. 87-88.)

tent Office
The Manual of Patent Examining Procedure (MPEP) scts out rules for both patent
sxaminers and patent practitionsrs. (N.T. 4/1/11, p. 103; PTX 142; PTX 239
After a patent iy filed, it is classified by subject matter. New patent applications ar2
ypically reviewed chronologically, Once a patent comes up {or examination, which could
take up to two years, the examiner searches through previous patents within the appropriat:
classes of subject matter. The examiner looks for prior art in previously filed patents thrt
meets the language of the patent up forreview, (IN.T. 4/1/11, pp. 143-44))
In a memo 1o various executives on October §, 1994, regarding Cephalon’s pater?
appiication, Cephalon’s in-house patent attorney stated, “this application is ‘unusual’ in the
sense that we did not want w include any of Lafon’s data so as to aveid disclosing the v
‘confidential’ information; thus, the task of *disclosure” of the invention was umque.” {(N.T.

4/5/11,p. 84, PTX 91, Bates CPH-FTC 80045117, Busgoon Depo,, 10727710, pp. 237-38 3
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1447,

108,

1419,

Cephalon never disclosad to the PTO thaty Lafon was the manufacturer of Batch 003, thet
Lafon had measured the particle size of that hatch prior to providing it to Cephalon; thet
Lafon had manufactured and tested several modafinil lots that {fell within the claim
limitations: or that the two companies had both supply and license agreements, {N.T.
3291, pp. 1818 N.T. 4111, pp. 116, 14647, PTX 239, pp. 2160-27; Burgoon Depo ,
7123104, pp. 159460

On Junc 27, 1995, the PTO issued an office action {an official communicalion from the
PTQO), rejecting all of the claims under 35 U.S.C. § 103 as obvious. The examiner
concluded that there were references to the smaller particle sizes in connection with the ol i
modafinil, and that while the carly lots had larger particles, it would have been obvious t)
make them smaller. The examiner further concluded that it was obvious that if particle sizz2
is reduced, potency, bioavailability and dissolution rate are increased, and there are higher
peak plasma levels, (NJT. 471411, pp. 23-27, 146, JTX 4, Bates CPH_PLDY 0000024547
After recelving the office action rejecting the patent for ohviousness, Cephaion’s patert
attorneys requested an in-person interview with the examiner. [n an attempt to rebut the
obvicusness rejection, Cephalon filed a pre-interview submission which included a
declaration by Dr. Shek. (NT. 41711, pp. 183-54; JTX 4, Bates CPH_PLD 00000253,
{ephalon also filed 4 formal response wherein they asserted that “if is probative of non-
shviousness that the materials which are the subject of the invention and bad long beenr
known, but had never before been modified as the inventors had done.” (NT. 411 pp.
183758, JTX 4, Bates CPH_PLD 00000343.) As noted previously (Fact 80}, Cephalor

never madified the modafintl it roccived from Lafon,
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ii4,

In response to subsequent oitfice actions wherein the patent was again rejected as cbvious,
Cephalon asserted that prior foreign studies on modafinil’s bloavailability do not suggest
that one of ordinary skill in the art would be motivated or expected to manipulate the
particle size of modafinil. (N.T. 4/1/11, pp. 160-61; JTX 4, Bates CPH_PLD_00000437,
4413

On September S, 1993, approximately 11 months after Cephalon applied for the patent, it
submitted another declaration by Dr. Shek. This declaration contuined a graph representing
the dissolution rates of large particle, early lot, modafinil and small panticle, late loy,
modafinil. When compared to the dissolution data present in the patent itself (Figures 6 and
7}, only two of the data points on the Shek declaration graph can be considered because e
ather information is not disclosed in the data or is from a recrystallized lot. Those two deta
points, B-B and L-1, do not allow one skilled in the art 1o come to the eonclusion that abeut
200 microns was the critical breakpoint for particle size of modafiail. (N.T. 373111, pp. £3-
65, 68-77, JTX 44, Bates CPH_FTU 00021653; JTX 4C)

In Dr. Shek’s third declaration to the putent office, Cephalon also represented that it had
“manipalatefd] the pasticle size of the drug substance.” (NJT 4/1/11, pp. 157, 160; JTX 4,
Bales CPH_PLD 00000343, 347}

Cephalon did not modify, manipulate or isprove any aspect of the product they received
from Lafen, which is in direct contradiction to their representation to the patent office.
(NT. 411, pp. 138,160, 162 N.T. 4/6/11, p. 75, Clark Depo., 12/21/04, pp. 207-08; Shek
Depo., 8/5/04, pp. 196-97, 230.51.}

The patent docs not contain any data that the claimed small particle modafinil is safer or

more effective thun large particle modafingl. ON.T, 33011, pp. 153052, JTX 1)
23



115, The RE'SL6 patent does not contain claims regarding solubility or bioavailabitity, and on
December 3, 1995, the inventors specifically disavowed to the P'TO that they were claiming
such properties, (INJT. 32911, pp. 99-101, 11R-19;, JTX 4R, Bates CPH_PLD_GO000395.

116, The Supply Agreement between Cepbalon and Lafon was not disclosed to the PTG A
reasonable examiner would want to know il the product being claimed was the subject of
& supply agreement because the examiner would need to evaluate that agreement for
anticipations and the omesale bar. (N.T. 4/1/11, p. 151, PTX 142, Bates CPH-FTC
00018917.)

Hi al Analysis

A. Patent Invalidity
Patents are presumed (o be valid. 35U.8.C. § 282, The burden of establishing nvalidity
ind, Prship, 131 S.Cr 2238, 2242 2011y, “[Thhe ultimate question of patent invalidity is one o7
law .. .."” Graham v John Deere Co, of Kansas City, 383 U.S. 1, 17 {1966 {citations omitted).
As poted proviously, Apotex has challenged the validity of Cophalon’s RE'516 patent on
the grounds that: it was on sale more than one vear before the patent application; Cephalon did not
irvent the claimed subject matter; the claired subject matter of the invention was obvious; and 1t
lacked = written description.

1. Op-Rale Bar

“A person shall be entitied to a patent unless . . . the invention . . . was on sale in th.s
country more than one year prior to the date of the application for patent in the United States.” 23

U.S.C.§ 102{b). An invention is on sale within the meaning of § 102(b} if it was sold, or the



subject of a commercial offer for sale, and ready for patenting prior to the critical date.” Pfaff v,

Wells Elees.. Inc., 525 U.S. 55, 67-68 (1998).

Apotex posits that the claimed invention was on salc when Lafon and Cephalon entered int
license and supply agreements in 1993, resulting in Lafon shipping modafinil to Cephalon startin g
in July 1993. Cephalon counters that its claimed invention was not on sale prior to the on-sale bar
dete because Lafon supplicd Cephalon with modafinil for free in 1993 for experimental purposes
a. On Sale
As § 102(b) only requires that the invention be on sale, not actuatly sold, a contract to se’l

satisfies the on-sale requirement. Buildex Inc v. Kason Indus.. Inc., 849 F.2d 1461, 1464 (T'ed. Cir.

1988). Additionally, there is no requirement that the invention be delivered and/or money chang:

hends prior to the critical date. Weatherchem Corp. v. 1L.L. Clark, Inc., 163 F.3d 1326, 1333 (Fec.

Cr. 1998).

In determining whether a particular transaction is commercial or, as Cephalon claims;,
cxperimental in nature, the relevant inquiry is “whether the primary purpose of the inventor at the
time of the sale, as determined from an objective evaluation of the facts surrounding the transactior,

wis to conduct experimentation.” Allen Eng’g Corp. v. Bartell Indus.. Inc., 299 F.3d 1336, 1352

(Fed. Cir. 2002). The entire transaction must be considered, and a transaction will not be found t2
be: for experimental use simply because the “invention was under development, subject to testing,
or otherwise still in its experimental stage at the time of the asserted sale.” Id.

Three cases from the United States Court of Appeals, Federal Circuit, decided between 2002

and 2005, provide further guidance as to when an agreement to sell satisfies the on-sale

* The critical date is one year prior to the application date for patent. Scaltech, Inc. v. Retec/Tetra,
LIL.C,269T1.3d 1321, 1327 (Fed. Cir. 2001).
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requivenent. These cases generally instruct that the on-sale bar inquiry is very fact specific.

i the first case, Inre Kollar, 286 F.3d 1326, 1338-31 (Fed, Cir. 2002), the court concluded
that the parties’ agreement did not congtitute a sale because it focused on potential preduciy
resulting from the potential commercialization of a claimed progess. Tn Kollar, the parties entered
into a “definitive agreement” whereby in exchange for technical information about the claimed
process and a license 1o commercialize that process, the potential licensor, Celanese, would pay
Kollar royalties. While the process at issue had been reduced to practice, and thus, was ready £or
patenting, the court focused on the agreement’s language and noted that ifs primary purpose was
i3 "conduet research and devclopment in the {flield” with the goal of achieving a coromercial plent
within five vears. Id at 1329-35. The court focused on the contingency that if, and when, 1
commercial phase was reached, Celanese would receive an exclusive license fo operate the plent
using the ¢laimed process to sell resultant products. Id, In ruling that there was no sale, the count
gave little credence to the plans to sell potential products In the fiuture and concluded that the
agreement did not provide for a sale of the claimed process. [d, at 1331,

In Elgn Corp. v. Andrx Pharms,, Inc., 366 F.3d 1336 (Fed. Cir. 2004), the court alse found

that there was no sale for the purposes of the on-sale bar. The alleged offer for sale in Elan was a
ietter from Elan to Lederle Laboratories wherein Elan expressed their plan to file an IND. the
following vear. The letter also expressed an interest in seeking a licensing pariner in exchange for
certain fees and concluded, “we would value having Lederle ag a partner in this project, and [ve]
look forward to having [Lederle’s] decision in this matter.” 14 at 1337-38. The comt found taal
this lerter was not a contract for sale, or offer for sale, becausc of its speculative nature and lack of
details commonly found in commercial ollers. Id. &t 1341, In inding that the letter lacked the

necessary material terms to be considered an offer for sale, the court noted the lack of “any mention
26



of quantities, time of delivery, place of delivery, or product specifications,” and the fact that the
monetary arnount discussed was not intended as payment for a product but a licensing fee, Id.

Finally, in 2003, the Federal Circuit issued Enzo Biochem, Ine. v. Gen-Probg Inc., 424 F.3d

1276 {Fed. Cir, 2005}, which is most analogous to the case at hand. In Enzo, the court did find that
there was o commercial offer for sale. Id. at 1278, The conlract language at issue stated that,
“ENZO shall supply to ORTHO and ORTHO shall pwichase from ENZO for use in Licensed
Products nio less than nincty percent (96%) of ORTHO s United States requirements or seventy-five
percent {73%) of ORTHO s worldwide requirements of Active Ingredients.” Id. at 1279 The
contract farther stated that “ENZC shall supply ORTHO at ENZO’s fully allocated cost with all
quantities of any Licensed Product reasonably reguired by ORTHO or any Affiliate for its own
research, dovelopment, and test marking, including that required to perform all preclinical and
clinical studies.” 14,

While the court recognized that the contract provided for the “free” supply of product for
clinical tesling, which in and of ilsclf was not a commercial offer for sale, it found that the other
lariguage unequivocally provided for a requirements contract once the product was commercialized.
Id, at 1281.82. The court reasoned that this roguirements contract was not tHusory or speculative
because the parties had a duty under general contract law o act reasonably and in good faith to set
prices and order goods. &, The facts presented in Enzo were distinguished from those in Kollar
in that Kollar involved the alleged sale of 2 process 1o make a product, whereas the contract in Enea
cencemed the sale of an actual, tangible product. Id. at 1282, Accordingly, the court concluded
that, when read as a whole, the contractual language provided for a requirements contract that was
a commercial offer for sale under § 102(h). Id4, at 1281-82.

With this precedent in mind, for the following reasons, I conclude that the Supply
27



Agreement between Apotex and Cephalon constituted a commeresal offor for sale,

Lufen and Cephalon entered info a Supply Agreement on January 20, 1993, That agreement
was signed in conjunction with a license agreement wherein Cephalon recetved “a license to make,
have made, market and otherwise sell pharmaceutical products containing the compound
modafinil.” Following an acknowledgment of the License Agreement, the Supply Agreement states.
“LATON is prepared and has the right to sell modafinil, a pharmaceutically active compound . .
and CEPHATON wishes to purchase the Compound from LAFON.” Under the category “product
supply” the agreement states that “LAFON | | . will sell such Compound o CEPHALON"

The pertinent terms of this agreement regarding pricing state:

a) All quantitiegof C‘ompound and matching placebo necessary to CEPHALON

for carrying climical tests in calendar year 1993 and thereafter up to the date of the

first FDA approval inthe U5 A, of a Licensed Product inchuding the Compound as

an active ingredient, shall be suppiicd free of charge. The specifications for the

Compound and matching placebo in finished tablet form shall be agrcf;:d 10 by the

partics in writing.

by Al quantities of the Compound other than those mentioned under (a) above

shall be supplied at a price equal (o cleven percent (11%%) of CEPHALON g Net

Sales of Licensed Productions in the Territory, provided that if CEPHALON s

finishing costs {including formulation, tabletting and packaging costs), exceed 3 %

of Net Sales, CEPHALON and [LAFON shall mget to determine whether an

adjustmoent in the price of the Compound under this Agreemoent is appropriate.
(PTX 48

Pursuant to the Supply Agreement, Lafon supplied Cephalon with both API and tablets jor
(Cephalon to conduet clinical testing starting in 1993, (Fact 39.) In 1990, Lafon begun supplving
the compound to Cephalon for the commercial sale of Provigil® in retum for payment in the

amounis spectfied above, (Faet 60.) The Supply Agreement also includes a process for placing

firm orders and addresses shipping, warranties, and the right of rejection. (PTX 48.)



While Kollar, Elan and Enzo addressed factual scenarios involving the sale of a product ir
the: future, it is the contractual fanguage itself that was outcome determinative. Here, the parties’
Supply Agreement starts out with language indicating that this 1s a contract “to sell” and “to
purchase” modafinil. The remainder of the contract language at issue most closely mirrors tha:
found in Egzo, 424 F 3d 1276, Both the Enzo contract and the Lafon/Cephalon contract provide
for a “free” supply of product for ¢hinical testing. Id. at 1279, Both agreements also contain
language akin 1 a requircments contract, wherein one party provides the actual transfer of money
for product under the requirements contract portion of the agreement, as opposed to the “ree”
provision of the product for research and development that might oceur in the future, ostensibly
after the on-sale bar date. While the contracis may contemplate some clinical or experimental
testing by Cephalon, that testing is incidental to the primary commercial purpose of the contract #9
provide for the sale of 2 modafinil product in the U.8, market. The fact that Cephalon agreed ¢»
¢enduct the testing necessary for approval of the drug by the FDA In no way demonstrates that ths
“paimary purpose” of the contract was experimental. Given the striking similarities between the
contractual language in the Supply Agreement here and that in Enzo, and the Federal Circuit’s cleer
statement thal a requirements contract for a future product can satisfy the on-sale bar requircmen:,

I 7ind that there was a commercial offer for sale in Cephalon and Lafon’s Supply Agreement.?

¥ 1 also note that in addition to the concrete terms related to quantity and price, the Supply
Agreement includes material terms such as the process for ordering, shipping information, warrantics
and the right of rejection, which are material terms the court in Llan, 366 F.3d 1338, noted were
relevant 10 determining whether an offer constituted a commercial offer for sale under § 102(b). I,
at 1341,
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b. Ready for Patenting

¥n addition to the requiremnent that there be g commercizl offer for sale, the subject of tha
offer must be ready for patenting in order for the on-sale bar to apply. Pif, 525 U.S. at 67-68, Ax

mvention is ready for patenting when it has been reduced to practive.  Abbog Labs, v, Genevs

Pharms. Inc, 182 F.3d 1315, 1318 {(Fed. Cir. 1999}, An invention has been reduced o practice

when the subject matter of the sale embodies all of the claimy of the patent and it has beoen

determined that the ivention works for its intended purpose. Inre Omceprazole Patent Litig,, 536

F.3d 1361, 1373 (Fed. Cir. 2008) (citations omitted). There is no requirement thas there be proof
of concention for the claimed invention, as “there is no requirement that a sales offer specificallys
idenufy all the characteristics of an invention offered for sale or that the parties recognize the
siunificance of all of these characioristics at the time of the offer.” Abbott, 182 F.3d at 1319,
Rather, “[11f a product that is offered for sale inherently possesses gach of the limnations of the
claims, then the invention 18 on sale.” I see also Sealtech, 269 F.3d at 1329,

Lafon shipped modafinil AP and tablets 1o Cephalon i 1993, which were then used by
Cephalon for clinical testing. (Faets 27, 60.) It was from these rests thai Cephalen claims to have
arrived gt their invention. However, as noted previously, nothing was done to the product shipped
te Cephalon by Tafen, (Facts 84, 80.) While there was no modification or manipulation of the AV
or tablets shipped, Cephalon nosetheless claims that it appreciated a characteristiv, samely the 220

nicron threshold, that Lafon did not appreciate. However, this is imelevant to an on-sale bar

arabysis. Scaliech, 269 F.3d at 1330 {Mappreciation of the tnveation is not a requirement to trigger

the statutory bar.”). Regardless of appreciation or conception, the fact thar Cephalon uged tre
modafinii it received from Lafon as the basis for its patent application, without any change oy

maodification whatsoever, demonstrates that the product shipped to Cephalon in 1993 inherent y
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possessed each of the claim limitations. (Facts 32, 33.) Further, the "invention” had been reduced
to practice at the time of the sale because Lafon was manufacturing and selling it in France. (Facts
40, 41.3 Batch 003, some of which was shipped to Cephalon, was Lafon's good manufacturing
practices standard bach. (Fact 55.) Modafinil was known 1o be effective in the treatment of
narcolepsy tong before Cephalon entered into the Supply Agrecment with Lafon, and Lafon had
bear selling it commercially in France for that purpose. (Facts 26, 273 1t was well known that the
compound shipped to Cephalon worked forits intended purpose. Accordingly, becaussthe APLand
tablets shipped to Cephalon in 1993 inherently possessed all of the claim limitations and had beer.
reduced to practice by Lafon, the “invention™ was ready for patenting when it was shipped to
Cephalon.’

For the reasons get forth above, I conclude that there was a commercial offer for sale o
Jaspoary 20, 1993, when Cephalon and Lafon entered into their Supply Apreement. [ further
conchide thar the invention was ready for patenting when 1t was shipped. Accordingly, Apotex has
proved by clear and convincing evidence that the modafinil Cephalon claims as its invention wes
on sale before the critical date of October 6, 1993, one year prior to the filing of the ‘845 patent.

Pursuant to § 1026}, a patent is Invalid if the inventors named in the patent did cot actnal v

invent the claimed invention. 35 U.8.C. § 102(£). One cannot claim or reproduce the invention of

* 1 note that the experimental use exception to the on-sale bar is not applicable here because
Cizphalor’s claimed “invention” had been reduced @ practice by Lafon. Clock Spring, L.P. v,
Wrapmaster Inc,, 560 F.3d 1317, 1327 (Fed. Cir. 2009). The experimental use doctring is infended
only to allow the Inventor to perfect his discovery through testing withour losing his right to obtain
a patent. jd. Cephalon entered into the supply and lgensce agreements with Lafon in order to
condluct testing in the United States for FDA approval. Cephalon was not perfecting the product,
and in fact, did nothing to change iis composition, so the experimental use exception i inapplicable.
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another and obtain a patent on that “inveniion” QddzOn Prods., [nc. v, Just Tovs, Ine, 122 ¥ .34
1396, 140107 (Fed. Cir. 1997). To tnvalidate the RE516 patent by derivation, Apotex must shosy
by clear and convincing evidence that the claimed subject matter was conceived by someone clse

and there was communication of that conception to Cephalon. MacMillan v, Moffey, 432 F.2d

1237, 1239 (C.C.P.A. 1970).

Apotex maintaing that Cephalon derived its claimed invention from Lafon because Lafen
seientists conceived small particle modafinil and communicated that information ty Cephatos.
Cephalon responds that its claimed invention was not derived from Lafon because the Lafen
selentists did not appreciate the significance of the smaller particle, 220 micron threshold.

a. Conception

Conception is the formation in the invetitor’s mind of a definite and permanent idea which

constitutes the complete and operative invention ag it is then to be applicd in practice. Solvay 8.4,

v Honevwell Int’l Ime. 622 F.3d 1367, 1377 {Fed. Cir. 2010%  Conceplion requires e

contemporaneous recognition and appreciation of the inventton, (N.T. 4/6/11, p. 132; PTX 239,
section 2138.04. Accidental and unappreciated duplication of an invention does not constinie
concepiionunder § 102(6). Invitrogen Corg. v, Clontech Labs.. Ing., 429 F 3¢ 1052, 1083 (Ted, Cir.
<005).

The question of conception focuses on whether the alleged original inventor apyreciated

what he had made. Dow Chem. Co. v Asiro-Valeour, Inc,, 267 .33 1334, 1341, The original
inventor must have understood the features of his invention, however, the original inventor need
not recognize his “invention in the same terms as those recited in the [¢laims]” as the inventior is
not the claim language, but, rather, the subject matter of those elaims, Invitrogen, 429 F.3d at 1004,

Bilvestrl v, Orant, 496 F.2d 593, 599 (C.C.P.A. 1974). The inventor must have “recogmzed snd
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appreciated “u compound corresponding to the compound defined by the [claims].”” Teva Phary .
Indus, 1ad. v. AstraZoncca Pharms. LP, 748 I .8upp.2d 453, 466 (F.D.Pa. 2010} {quoting Silveui
496 F.2d at 399). It follows that “the discovery of a previously unapprecisted property of a price
art composition, or of a scigntific explanation for the prior art’s functioning, does not render the ol d

1347 (Fed. Cir. 1999); see also Abboit Labs., 182 F.3d at 1368, Therefore, & pharmacentical

composition is conceived when one knows of its specific chomical structure, has a msthod for

rraking it, and appreciates that it has a utility. Buroughs Wellcome Co. v. Bar Labs  Inc., 40 F.34

1223, 1229 (Fed, Cir. 1994),

Cephalon concedes that Lafon manufactured and shipped smalier particle modafinil APLard
tublets starting in July 1993, (Fact 293 The API and tablets shipped 1o Cephulon in 1993 canme
from Batch 803, which had been measured by Lafon to have 98.62 percent of its particles smallzr
than 206.38 microns. (Facts 29, 32.) The median particle size of that lot was 37,2 microns. Lafon
nad measured the particle size of Batch 003 and all of the others it produced, and those results
reflected that Lafon was consistently decreasing the particle size of its APL (Fact 34.) Whilc Lafon
was manufacturing and commercially sclling pills from Batch 3/2236, which had 2 95% cumulatic
value of approximately 260 microns {and was the batch which received Frenchregulatory approva:),
Lafon used Batch 003 as their good manufacturning practices standard. (Facls 28, 31, 535, 59.) Lafon
also conducted numerous wsts with barches of AP1 that foll within the claim limits, and found that
those batches, specifically 3/2435, were effective in the treatment of narcolepsy. (Facts 34, 313
These vndisputed facis establish that Lafon was aware of the compound’s specific structure ad
patticle size, that Lafon had developed a manufacturing method for the compound, and that Lafon

appreciated the compound’s utility.



Teva Pharm. Indug Ttd., 748 F.Supp.2d 453, supports my conclusion that Lafon was the
true 1nventor and presents a similar factual scenario. In Teva, the Plainaff, Teva Pharmaceutical
Industnies, claimed that its invention was not anticipated by Defendamt, Astrazeneca
Pharmaceuticals, because there was no cvidence that Astrazencea appreciated the “stabilizing
nature” of one of the chemicals in the claimed formulation, I, at 463, Despite the fact that
Astrazeneca conceded that its rescarchers did not appreciate the specific auributes of one of the
chemmcalg in the formulation, the court held that the formulation had been concelived first by
Agrazeneca because it had appreciated that the formulation as 3 whole was stable, Id. The court
emphasized that recognizing which chemical in the formulation created stability was not necessary
for conception because the formulation us a whole was stable. Id. The courf further reasoned that
the stabilizing nature of one chemical in the formulation was an inherent characteristic which, once
discovered, did not render an old formulation newly patentable. Id, at 469. Consequently
Astrazeneca was found to have conceived the formulation when they made 11, 13 Astrazencca knew
of the compound’s chemical structure and recognized iis use as a pharmacentical drug. Id,

in so ruling, the Teva court relied heavily upon Titanium Metals Corp. of Amgrica v,

Banner, 778 F.2d 775 (Fed. Cir. 1985), which is also instructive. The claims at issuc there defined
titapium base alloys consisting of nickel and molybdenum in specified proportions, the resultin:
alioy being “characterized by good corrosion resistance in hot brine environments,” Id,, 778 F.23
at 776, An appeal was taken afier the PTO Board of Appeals demed Titanium Metals™s paterd
application on the grounds that a prior article disclosed alloys falling within the patent claims.

Although the article in guestion did not mention the “goad corresion registance in hot brire

environments” of the alloy, the PTO affirmed the denial of a patent, holding that the “fac that &


http:F.Supp.2d

particular property or the end use for this alloy as contemplated by [Titanfumn Metals] was not
recognized by the article is of no consequence.” [d, at 777.

Aller the districl court reversed and ordered issuance of the patent, the PTO Commission:r
axpealed. The United States Court of Appeals, Federal Cireuit, reversed, holding the proposed
claims unpatentable, The court cmphasized that “patent law imposes certain fundamental
condlitions for patentability, paramount among them being the condition that what is sought to be
patented, as determined by the claims, be new.” Id. at 780, Thus, “it is immaterial, on the issuc
of their novelty, what inherent properties the allovs have or whether these applicants discovered
certain inherent properties,” Id. at 782,

Here, Cephalon claims itis the inventor ag Lafon did not appreciate that smaller particle sivze
produces better dissolution and bioavailability. Had Lafon not measured particie size, Cephalon’s
argument may carry maore weight. However, Lafon performed those measurericnts and was aware
that the API and tablets it manufactured and sent to Cephaloncontained more than 93% of particlzs
with a diameter less than 220 microns, (Facts 29, 32,) Cephalen’s argument ignores the fact that
t1e exact product Dy, Grebow ¢laims he invented had been previously tested, manufactured and
used by Lafon for the treatment of narcolepsy, Inshort, Lafon manufactured modafinil that met {1e
¢latm imiations, was gware of the compound’s chemical structure and particle size, and recognized
18 use as a pharmaceutical drug.

As in: Teva, somceone other than the patent applicant had previcusly conceived the claimd
11vention when the applicant manufactured i, Cephalon®s alleged “discovery™ of the 220 micron
tireshold is more akin to an inherent property, or scientific explanation, of the compound Lafon had
previously conceived.  As the court in Teva noted, “the Federal Circult bas held invalid for

entictpation numerous palents claiming what amount o newly discovered properties of prior ant
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corapositions, where the missing characteyistic was necessarily present, or inherent, in the prior art,
even though there was no recognition of the missing characteristics in the prior art.”™ [ thus
conclude that Lafon’s development, manufacture and transmittal of the late-lot modafinil to
Cephalon 18 enough to meet the conception and communication requirements, {81, 4/1/11, pp.
173-80, 183-84.)

appreciation of the invention, spacifically the importance of the 220 micron threshold, is required

to prove derivation. In Silvestr, the court found that there was no apprecianon of the inventior

" fize Abboit Labs, 471 F.3d at 1368-69 (patent disclosing a composition of watcr-saturatec,
sevoflurane anticipated later patent disclosing a composition comprising sevoflurane mixed with
water or another Lewis acid inhibitor in an amount effective to prevent degradation by a Lewis acid,
gven though earlier patent did not teach that the mixture would prevent sevoflurane from degrading
inthe presence of Lewis actds); EMI Group N, Am. Ine. V., Cypress Semiconductor Corp., 268 F.3d
1342, 1349-30 (Fed. Cir. 2001 ) (patents claiming a structure for a metallie fuse for semi-conductor
chips, and a method for fabricating and blowing such a fuse, both of which recited a theoretical
explosive mechanism for blowing the fuse, werc anticipated by earlier patents that disclosed the
sante fuse structure but not the explosive mechanism where explosive muechanism was “g scientifis
explanation for the pracess of blowing the claimed fuse structure™ that was inherent i fuses of th2

werg anticipated by earlier patents disclosing compositions confaiging the same ingredients i
overlapping amounts, notwithstanding that earlier parents lacked lmitation that there be “sufficiert
agration . .. entrapped to enhance sensitivity to a substantial degree”™ “{bJecause ‘sutficient aeration’
was inherent in the prior art, it is irrelevant that the prior ast did not recognize the key aspect for D
Clay's invention - that air may act as the sole sensitizer of the explasive composttion™); accord 1
re Dmeprazole Patent Litig,, 483 F.3d 1364, 137173 (Fed. (ir. 2007) (patent reciting a process for
meking a pharmaceutical formulation composed of an omeprazole core, a water soluble separating
layer, and an enteric coating layer, wherein the separating layer was created by causing an in sify
regetion involving the other two layers, was anticipated by an earlier patent application thet
contained all elements of the later patent except the in situ formation of the separating layer - and
thet exprossly disavowed a subcoating - where the in sifu formation was itherent); Yerdepaal Bros,,
Ing. v, Union Ol Co. of Cal., 814 F.2d 628, 533 {Fed. Cir. 1987} patent disclosing & process for
making certain known urea-sulfuric acid liquid fertilizer products, in which a previously made batch
of liquid fertilizer known as a *“heel” served as a “heat sink™ 10 absorb the beat of the reaciion, wes
antictpated by an earlier patent disclosing the same process, even though earlier patent did not
recognize that the heel functioned as a heat sink).
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when the inventors made a new form of a chemical cormpound but did not know that they had made

and Langer v. Kaufmann, 465 F.2d 913 (C.C.P.A. 1972)). Silvestri is entircly distinguishable

because, as explained above, Lafon knew the chemical structure and particle size of the late-lot
modafini! based upon its own measurements, Further, Cephalon did not make a new form of the
chemical compound, and in {act, 4id nothing to it at all.

Finally, | note that the evidence reflects that Tafon did appreciate the significance of smaller
paticle size and the 220 micron thresheld for the 95% cumulative valuet' However, whether
Lafon had this appreciation is immaterial. It is sufficient that the compound Lalon manufacture,
@l shipped to Cephalon in July 1993 was of the same chemical structure as that ¢laimed in
Cephalon’s patent, and Lafon was aware of that chemical structure, including particle size.

b. Communication
A party alleging invalidity for derivation must also prove by clear and convincing evidenc:

that the inveation concelved was commuticated to the pateniee prior to date of the patent

of skill in the art to make the patented invention, Gambro Lundia AB v, Baxter Healthcare Corp.,
V10 F.3d 1573, 1578 (Fed. Cir. 19971

Because the modatinil received by Cephalon on June 23, 1993, had the exact chemical

properties as that which Cephalon patented, the shipping of the compound itself is more than

! See g, PTX-036-October 6, 1992, Grebow memo regarding meeting with Lafon research staff
which acknowiedges the Lafon formulations changed through “decrcasing the particle size)” Aprl
1, 21004 deposition of Michel Moisan, Lafon scientist, acknowledging that Lafon measured particle
siz2 and their objective was to achieve smaller particle size; PTX-037, Grebow, April 2, 1993, ema |
summarizing meeting with Lafon noting “faster dissolution in smaller particle size.”
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sufficient to constitule a communication. Anyone skilled in the art of pharmaceutical compositions
would have been able to measure the particle size of the modafinil API shipped from Lafon to
Cephalon, and thus, would have been capable of making that compound. (Fact 94.}

In addition to Cephalon actually recciving several lots that fell squarely within the ¢laim,
or numerous occasions Lafon provided Cephalon with additional information which esiablishes
“communication.” Tafon started providing Cephaton with technical information about its modafinil
in 1992, (Facts 35, 38.) Specifically, Cephalon was advised that Lafon’s 1989 tests showed that
ground modafinil, having smaller particles, produced better dissolution rates than non-groumxi
particies, and this grinding was part of the manufacturing process. (Facts 35,36, 37.) Lafon also
tald Cephaloa in October 1992 that all of their clinica! trials were conducied with small particle
modafin, and that the recommended dosage was 300 mg. (Fact 38.) A month later, Lalon advised
Cephalon that they knew particle size related to solubility, (Fact 39,3 In March 1993, Laton again
suggested the most common dosage of 300 mg, with a range of 200 to 400 mg, and 2 maximu,
tolerable dosage of 600 mg. {Factg 41, 36 In June 1993, Cephalon shared Lafon’s clinical tes:
results in an investigative brochure, (Fact 56.)

While all ofhe above-referenced communications omit any direct reference to & 220 micror
threshold, they nonctheless clearly demonstrate that Lafon had manufactored and tested modafind.
A meeting that threshold and shared that information with Cephalon. The provision of detailed
particle size measurements and dosage recommendations to Cephalon by Lafon only serves te
boister my finding that the shipping of the modafinil APl to Cophalon in July of 1993 satisfies the
cormmunication reguircnent under § 162{6).

Accordingly, the conception of the chemical compound posscssing the properties claimed

in the patent by Lafon, and Lafon’s communication of that chemical compound and its specific
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properties w Cephalon no Iater than July 1993, invalidates the patent under § 1821}

3, Obviocusness

A patent iz invalid under 35 U.S.C. § 103(a) for obviousness if “the differences between the
subjeet matter sought to be patented and the prior art are such that the subject matter as a whole
would have been obvious at the time the invention was made to a person having ordinary skill in
theert,” 35 U.8.C. 8§ 103(a). This is a legal determination based on four factors: {13 the scope and
content of the prior art; (2) the level of ordinary skill in the art; (3) the differences between the
¢clairned invention and the prior art; and (4) any secondary considerations such as unexpecied resubis

or commercial success.” Graham v. John Deers Co., 383 ULS, 1, 17-18 (1966). The patent

chal engey must prove obviousness by clear and convincing evidence and faces the enhancead burden
of overcoming deference {o the PTO when the obviousness inguiry is bascd on the same evidence
presented to the PTO. Tokai Corp. v. Easton Enterprises, Inc., 632 F.3d 1338, 1367 (Fed. Cir
2017 Apotex alleges that the claimed invention is invalid for obvicusness because it is identical
to the prior att, Cephalon responds that its claimed invention wag not obvious becanse Cephalon
ideniified the 220 micron threshold as significant given unexpected dissolution and bioavailability
data they discovered in ¢linical and laboratory tests.

2. Scepe of the Prior Art

“Prior art has beep defined as follows: *[thhe existing state of knowledge in a particular art
at the time an invention is made. It includes the issued patonts ¥ * %, publications, and all other
knowledge deemed to be common thereto such as trade skills, trade practices, and the bke,”

available a year or more before the patent filing date. Trio Process Corp. v. L. Goldstein’s Sons.

Ing., 461 F.2d 66, 69 n.3 (3d Cir. 1972) {guoting A. Smith, PATENT Law, Casss, COMMENTS AND

MATERIALS 2 {(1964)); soe also, (N.T. 46711, pp. 110-11).
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Under the MPEP, section 2112.01, 2 prima facie case of either anticipation or obvicusness
is established when the material supplied to the party claiming the invention is identical o that ¢f
the clabmed invention. Section 2112 states that a produet that was previously known does nct
become patentable upon the discovery of a new property. (N.T. #/1/11, pp. 14748, PTX 238, 1.
2100-27.)

Here, modafinil was widely known as a chemical compound effective in the treatment of
nzreolepsy prior to 1994, {Facts 84, 85.) The extensive information detailed in Section I, A, 2.
supea, regarding Lafon’s communications to Cephalon sbout modafinil, can be considered as priot
ar. Sgealso (Facts 34, 35, 36, 37, 38, 39, 41, 44, 47, 48.) Indced, the AP that was shipped from
Ledon to Cephalon is also priorart. QddzOn, 122 F 3d at 1401-02. With Cephalon’s actual receipt
and possession of the compound, and all of the communications from Lafon to Cephalon detailing
th: compound, a person skilled in the art would have heen motivated to measure the particle stz:
of the modafinii as part of the FIIA process, which requires such information for approval of nevs
drug substances. (Fact 935, 96.) Accordingly, the communications, as detailed above, and the
inherent properties of the modafinil, which would have and could have been tested by someone
skilled in the art, establish that the scope of the prior art wag: a pharmaccutical composition of
madafinil APL having 95% of its particles with a diameter less than 220 microns.

I further note that publications avaitable prior to 1994 made it known to those skitled in the
art that modafinil was poorly water soluble. {(Facts 95, 96.) Thus, if one skilled in the art received
madafinil and intended to formulate it into a pharmaceutical composition, one skilled in the ar.
wotld have measurcd the particle size of the modafinil APL (Facts 95, 96.) That person would

have then sought to reduce the median particle size of the modafinil to approximately 10 to 4C
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microns if it was not already that size, resulting in a drug wherein 95% of the particles would have
a diameter of less than 220 microns. Therefore, even if Cephalon’s claimed invention was not
derived directly from prior art, and thus also rendered obvious for that same reason, additional prior
art publicatiotg demonstrate that one gkilled in the art wounld have sought small particles of
modafinil prior to formulating a pharmaceutical composition,
b. Person of Ordinary Skill in the Art

A person of ordinary skill in the art weuld be a person with a bachelor’s degree in chemistry,
either inchemical cngineering or phannacewtical sciences. That person would also most likely have
a P, in pharmaceutical sciences or a related field and would certainly be familiar with
preformulation, formulation and the FIDA and other regulatory boadies, A person skilled in the ant
would have lab experience and would know about particle size, why measuring particle size is
important, and how particle size affects dissolution and bioavaijlability, Alternatively, a person
skitled 1n thse art could be a medica! doctor who has treated conditions such as narcolepsy, which
mocafinil is knowr o effect. (Fact 82

¢ Differences Between Invention and Prior Ari

Without helaboring the point, as set forth under Section 1], A, 2 — Derivation, and briefly
addressed above in Section T, A, 3, a — Scope of the Prior Art, infra, there are no differences
betwesn Cephalon’s claimed invention and the information communicated to Cephalon by Lafon,
which comstitutes prior art,

Secondary considerations such as commercial success and unexpected results can be offered

to resut obviousness, KSR Intern. Co. v, Teleflex Inc., 550 ULS. 398, 406 (20073, The proponent

of non-obvigusness must establish a connection between the merits of the clairmed invention and
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evidenge of secondary considerations in order for them to be afforded any substantial weight. [n
e CGPAC Ine,, 57 F.3d 1573, 1380 (Fed. Cir. 1993).

Cephalon argues that two different secondary gonsiderations support non-ebviousness,
First, Cephalon posits that the Shek declaration which was submitted to the PTO to initially thwart
an obviousness rejection demonstrates unexpected ressits. For the reasons explained in Section I,
B — Unenforceahility, infra, 1 decline to credit the Shek declaration and the unexpected results it
purparts to represent. Second, Cephalon argues that Lafon’s inability to appreciate the significanve
of the 220 micron threshold renders the patent non-obvious. While I cannot determine which
appropriate § 103 test this argument is made under, it nonetheless fails for the reasons set forth in
Section [1, A, 2 — Derivation, supra.

While not argued in its post-trial brief, Cephalon pressed at trial that the one negative
catdiovascular event in its Phase [ clinical frial was unexpecied and thus probative of non-
obviousness, {Facts 67, 68, 69, 70.} 1 decline to find that this evidence is probative of non-
obviousness because Lafon had told Cephalon which dosages were appropriate for use in humans,
and that cardiovascular side effects could be seen at high dosages. Moreover, afier the clinical trial,
Cophalon noted n a communivation to Lafon that these results were “expected.” (Facta 43,44, 45,
46, 70.)

Accordingly, given the lack of sccondary considerations and the lack of any differences
between the prior art and the invention claimed by Cephalon, I find that Apotex has ptoven by clear
ard vonvincing evidence that the patent is invalid for obviousness under § 103.

4. Written Description

A patent tiay be myvalid under 35 1U.5.C. § 112 for lack of a written description, *{ Tihe test

for written description Is *whether the disclosure of the application . . . reasonably conveys to those
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skilled in the art that theinventor had possession of the claimed subject matter as of the [iling date.”
Fi Lilly & Co. v, Teva Pharms, USA, Ing., 619 F.3d 1329, 1343 (Fed. Cir. 2010) {eitiag Aurayl
Pharms,, Inc. v, Eli Lilly & Co., 598 F.3d 1336, 1381 (Fed. Cir, 20190)). Possession is more
aceurately defined as requiring the specification to “describe an invention understandable to [a
person of ordinary skill in the art] and show that the inventor actually invented the invention

the patent “must show that the claimg lack a written description by clear and convineing evidence

id.; Hynix Semiconducior,

I[ne. v, Rambus. Inc., 643 F.3d 1336, 13531 (Fed, Cir. 2011}

Apotex argues that the RE'516 patent is invalid for lack of written description because the
patent does not specify the claimed particle size of the modafinil in tablet form. Cephalon responds
tha: there is no requirement that a measurement of modafinil post-tabletting be described in the
patmt, and it is sufficient that the patent inciuded particle size measurcment technigues that conld
be applied post-tabletting. {Cephalon Post-Trial Memo., pp. 36-38.)
court upheld the district court’s {inding that the patent was invalid for failure 1o comply with the
wrl.len deseription requirement. The patent at issue only disclosed the particle size of the bulk
chemical, and did not disclose the particle size of the chemical once composed inpill form. 14, In
determining that the patent did not have an adequate written description, the district court relied
upon. in part, expert testimony that a person of skill in the art reading the patent would not know
whether the particle size increased, decreased or remained the same in the final pharmaceutical
con position. td. While noting that there generally is no requirement that a patent describe all of
the steps that may be used to prove infringement, such ag a test for measuring particle size in the

finished composition, the United States Cowt of Appeals for the Federal Cireuit concladed that
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there was no clear error in the district court’s decision based on the lack of such & deseription. 1d,

Here, | first note that only a few minutes of festimony were presented on the issue of written
description. During this brief testimory, Dr, Beach testified that the patert did not describe a
measurement of the modafinil particle size once formutated into a tablet. (JTX 1; Facts 11, 181,
He: also noted that while it may be possible to conduct tests to determine the particle size of
madafinil in the finished ablet, based on a review of the patent alone, one of ordingry skill in the
ari. would not know whether the particle size was the same pre- and post-tabletting. (JTX ) Fact
[32.) Dr. Beach further stated that because the patent did not specify, and it was impossible
know based on the mformation disclosed therein, he had w0 assume that the particle size was the
same pre and post-tabletting in his analysis of the respective test results reviewed at trial. (N.T
3000, pp. 57-601.) Without any gvidence to the contrary in the record, I conclude that the paten
does not specily the particle size of the maodafini! post-tabletting and does not contain suffictern
information to allow someone skilled in the art to make such a determination, In addition to Dr,
Beach’s testimony, the four corners of the patent also demonstrate that it does not specify the
particle size of modafinil in the finished pharmaceutical composition. (JTX 13 Adrad, 398 F.3d
at 1351, Asin Eb Lilly, the patent docs provide sufficient information to allow a person skilled in
the art to determine the particle size in the finished pharmaceutical composition as elaimed, and the
patent is invalid for failing the written description requirement of § 112.

B. Patent Unenforceability

To prevail on a claim of inequitable conduct, it must be demonstrated that the patent
applicant: (1) misrepresented or omitted certain information in applying for the patent; (2) that
mifcrmation was material; and (3) the misrepresentation or omission was made with the specific

mtent to deceive the PTO. Amegican Calear, Inc. v. Aguerican Honda Motor Co., Ing, 651 F.3d
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1218, 1334 (Fed. Cir. 2611). Larlier this vear, the Court of Appeals for the Federal Circuit mad:

Begton, Dickinson & Co., 649 F.3d 1276 {Fed, Cir. 20113 Recognizing that sach clamms have

become prolific amd burdensome on the courts, have discouraged settlement and expanded
discovery, and have inspired patent applicants to “bury PTO examiners with a deluge of prior ar
references, most of which have marginal vahue,” the court adjusted both the intent and materiality
standards. id, at 1289-92. A party alleging inequitable conduct must now demonstrate that the
patent apphicant acted with the specific intent to deceive the PTO, and that but for #ts omission o
misepresentation the PTO would not have issued the patent. K.

Intent to deceive must be shown by clear and convincing evidence, but in assessing
materiality, “the court should apply the preponderance of the evidence standard and give claims
their broadest reasonable construction,” Id, If a threshold showing of materiality and intent has
been made, the court must balance the equities 1o determine whether the fraudulentconduct justifies

bar-ing enforcement of the patent. Cargill, Inc, v. Canbra Foods, Ttd,, 476 F.3d 1359, 1364 {Fed.

Cir. 2607,

In evaluating whether conduct was inequiiable, I note that the PTO imposes a duty of candor
on el individuals associated with the filing of a patent. 37 CFA § 1.56{a) This duty inciudes an
sbligation to disclose all material information known at the time of filing. 37 CF.R. § 1.56(b); see
also (NT. 471711, pp. 134-38, NUTL 476/ E pp. 149-50; Burgoon Depo., 10/27/10, pp, 12930 PTX
142. Bawes CPH-FTC 00018915),

Based on the same facts supporting the on-sale bar and derivation findings, Apotex
maintains that Cephalon committed inequitable conduct in its application to the PTQ. Cephalon

responds that the information regarding Lafon’s manufacturing of modafinil and research on that
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product was not material because that modafinil was not prior art. Cephalon also argues that even
if Apotex cstablishes the matenality of Lafon’s involvement, Apotex has failed to show tha:
Cephalon intended to deceive the PTO by not disclosing this information.

{. Failure to Discloze Material Information

Following Therasense, the materiality requirement ig met only if the party challenging the
paent is able o demonstrate that “the PTO would have allowed the claim if it had been aware o)
the undisclosed reference.” The court recognized that, in certain circumstances, this determinatior
wi'l be “congruent” with that of the validity of the patent. It noted that “if a claim is propesiy
invalidated in district court bascd on the deliberately withheld refercnce, then that reference 15
neeessarily material because a finding of invalidty in a district court requires clear and convineing
gvidence, a higher evidentiary burdern than that used in prosecution at the PT0.” Therasense, 649
Fida 1292,

Materiality is not limited to prior art, but includes any information & reasonable patent
extminer would be substantially lkely to consider important in deciding to issue a patent. Bristol-

Myers Squibb Co, v, Rhone-Poulene Rorer, Inc,, 326 F.3d 1226, 1233 (Fed. Cir. 2003); sge also

(NI &1L, po 1353 Material information subject 1o the mandatory disclosure under 37 CT.R.
1.55 includes, but is not limited 1o, information on possible pricr public uses, sales, offers to sell;
derived knowledge, prior invention by another, and Inventorship conflicts. Atlanta Attachment Co.
v. Legoett & Plart. Inc,, 516 F.3d 1361, 1368 (Fed. Cir, 2008); see also (N.T. 4/1/11, p. 136, PTX

14Z, Bates CPH-FTC 06018917).%

2 Ir formation is also material to patentability when:
{b). .. [ljtis not ecumulative to information already of record or being made of record in the
application, and
{1} It cstablishes, by itself or in combination with other information, a prima facie
case of unpatentability of a claim; or
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The duty of disclosure continues from the dale of filing 1o the date of issuance, and also
through & reissuc application. (NT. 4/1/11, pp. 141-42; PTX 142.) While apatent applicant is not
Texg aired (0 go out and do a search for material information, the applicant is required to disclose
maierial information it is aware of that relates to the matter before the PTO. (N.T.4/6/11, pp. 111~
15, PTX 142, Bates CPIFFTC 00018%15.) The apphicant can disclose material information o the
PTO in several different ways. The applicant can file an information disclosure statement, which
is essentially & letier listing the references. The applicant can alse file a Form 1449, include the
information in the specification of the application, or include the information as part of an affidawvit
or declaration, (N.T.4/6/11, pp. 115-16.}

Here, Cephalon never disclosed to the PTO that: {1) Lafon was the manufacturer of Batch
003; (2) Lafors had measured the particle size of that batch prior to providing it to Cephalon: {3)
Lafonhad marnufactured and tested several modafinil AP batches and tablet lots that fell within the
clalm limitations; or {4} that the two companies had both supply and license agreemenis. {Fagt
106} Asdiscussed gupra, Lalon’s small particle madafinil, specifically Batch 003 and Lot 006, was
pricr art which should have been, but was not, disclosed 1o the PTO. The Supply Agreement should
also have been disclosed to the PTO because, as discussed supra, it establishes both anticipation and
the on-sale bar. Atlanta, 516 F.3d at 1368, see alse (Fact 116.) Additionally, all of Lafon’s test
results and data regarding small particle modafinil that were shared with Cephalon demonsirated
derivation. As discussed earlier, these withheld references establish the invalidity of the RE °3186

{2} Itrefules, or is Inconsistent with, a pesition the application takes in:
{1) Opposing an argument of unpatentability relied on by the Office, or
{11} Asserting an argument of patentability.

37 CER. § 1.56.
47



patant, Qur finding of invalidity based on those references also establishes their materiality.
Sherasense, $49 F.3d at 1292,

It is also probative of materialily that the information which Cephalon failed to disclose
related W obviousness, an issue that was repeatedly raised by the patent examiner. Carpill 476 F.3d
at 1366, Cephalon failed to disclose to the PTO any of the information relating to Laton’s
substantial role in Cephalon’s claimed invention. Had the PTO been aware of this information, it
wo dd not have allowed the patent 1o issue,

2. Intent to Deceive

As noted proviously, @ party claiming inequitable conduct must also demonstirate by clear
an¢ convincing ¢vidence that the patentee acted with the specific intent o deceive the PTO.
Therasense, 649 F.3d at 1290 (citing Star Scientifie. Inc. v. R.J. Revnolds Tobaceo Co., 537 F.3d
1337, 1366 (Fed. Cir. 2008)). As patent applicamts rarely admit intentionally misleading the patent
office, intent to deccive can be inferred from the facts and ciroumstances surrounding the conduot

at 1ssue. Merck & Co.. Inc. v. Danbury Pharmacal, Ing., 873 F.2d 1418, 1422 {Fed. Cir, 1989},

Cargill, 476 F.3d at 1364, Where inlent is inferred from indirect and circumstantial evidence, the

clear and convincing standard is met only when the intent to deceive is “the single most reasonable

F.33 a1 1366). Said ancther way, the evidence “must be sufficient to reguire a finding of deceitful

intentin hight of the circurastances.” [d.. (quoting Kingsdown Medical Consultants. 14d. v, Hollister

Inc., 863 F.2d 867 {Fed. Cir. 1988) {emphasis added)).
Here, Cephalon failed {o inform the PTO about Lafon’s role as manufacturer, supplier of
product and vears of technical data behind that product, and profit beneficiary. (Fact 106.) 1 find

that the complete concealment of another company’s extensive involvement in the product which
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is the subject of the claimed invention definitively establishes Cephalon’s deception by clear and
comvinemng evidence. Further, In addition to concealing Lafon’s role as manufacturer and suppher
of the product being claimed in the patent, Cephalon affirmatively told the PTO that it had modifiec
particle size when in fact it had done nothing whatsoever o ¢hange, modify or mnprove th
madafinil it received from Lafon. (Facts 111,112

The claim history with the PTO is also probative of Cephalon’s intent, The PTO initially
rejscted Cephalon’s patent application as obvious. (Fact 107.) The examiner concluded that the
prior art included smaller particle modafinil, and the scientific references in the field suggested tha:
it would have been gbvious 10 reduce particle size 1 achieve betier bioavailability, dissolution,
potency, and higher peak plasma levels. (Fact 107} In response to that office action, and
subscquent office actions continuously rejecting the application as obvious, Cephalon asscrted that
the prior art and studies on that art would not have motivated one of ordinary skill in the art to
modify or manipulate the particle size of the drug substance like Cephalon’s inventors had done.
(Facrs 109, 110, 112.} This response notonly served 1o further concsal Lafon’ s role, despite the fact
that it was central to the examiner’s challenge, but was an affirmative misrepresentation in that, a3
has been mentioned previously, Cephalon didd not modify, manipulate or improve any of th
maodafinil it reccived from Lafon. (Fact 113} Without a logical explunution for making sugh
m srepresentations, | conclude that Cephalon made those unsupported claims with the intention of
convincing the patent examiner to change his mind and issue the patent. See Careill, 476 F.3d &t
1266. Thus, Cephalon acted with the intent to deceive when it represented that it undertook 4

ccurse of action which never in fact occurred.”

¥ [ further note that the Shek declaration submitted to the PTO to rebut an obviousncss rejectio s
presented data which had not in fact been disclosed to the PTO and therefore was misieading Inits
conclusion. (Fact 113} This further contributes to our finding that Cephalon acted with the intex
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I further note that even Cephalon’s in-house patent attorney stated that “this apphication i
‘unusual” in the sense that we did not want to include any of Lafon’s data so as to avoid disclosing,
thear *confidential” information; thus, the task of “disclosure’ of the invention was unique.” (Fac:
105y While there may have been some concern over the confidentiality of Lafor’s manufacturing
process, that docs not explain Cephalon’s decision to omit any mention of Lafon’s role in 113
application. When viewed in comjunction with the enormity and materiality of Cephalon’s
omisstons, and the misleading statements made to the PTO, this statement is probative of
Cephalon’s intent to deceive, Finally, aside from challenging the materiality of the information at
issue, Cephalon has not offered any alternative explanation for these misrepresentations and
omissions. See Cargill, 476 F.3d at 1368. [ conclude that Apotex has proven that Cephalon acted
with the specific intent to deceive the PTO.

As the Federsl Cirenit has noted, a finding of inequitable conduct camies serious
consequences. which 1 have carefully considered. Therasense, 649 F.3d ar 1288-85. Unlike o
finding of invalidity or pon-nfringement, inequitable conduct “renders the entire patent
urenfarceable,” “cannot be cured by reissue . . . or regxamination,” may “spawn antitrust and unfair
competition claims” and can lead potentially to an award of attorneys’ fees. Id. Nonetheless, given
th2 unmistakable importance of the Lafon inlormation, the inexplicable concealment of that
information from the P10, even after the examiner’s obvicusness challenge unequivocsily alerted
Cephalon to tts importance, as well as the direct misrepresentations made by Cephalon to the PTC,
the only reasonable inference to be drawn is that Cephalon made a deliberate choies to deccive tha
P70 about the origin of its claimed invention. Such conduct warrants a finding of inequitable
conduct and justifies rendering the patent unenforeeabls,

to deceive as it related 1 the PTO’s obviousness inguiry.
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TV, Conclusion

For the reasons set forth above, Cephalon’s RE™S16 patent is invalid pursuant 1o the on-sale
bar, for derivation, for obviousness, and for lack of written description. Furthermore, Cephalon™:
RE'S$16 patent is unenforceatte due to Cephalon’s ineguitable conduct in its prosecution of the
patent,

An appropriate Order follows.



