
UNITED STATES DISTRICT COURT

FOR THE SO UTHERN DISTRICT O F FLO RIDA

Case No. 10-20526-CIV-M ORENO

VALEANT m TERNATIONAL

(BARBADOS) SRL,

Plaintiff,

VS .

W ATSON PHARM ACEUTICAI,S, IN C..

W ATSON LABOM TO RIES, lNC,--

FLORIDA, and W ATSON PHARM A, IN C.

AM ENDED M EM O IU NDUM  O PINION

The prior opinion was incomplete and is thus stricken and replaced with the following Order:

This action was filed by Valeant lnternational(Barbados) SRL (tsvaleanf') against

W atson Pharmaceuticals, Inc., W atson Laboratories, lnc. Florida, and W atson Pharma, lnc.

(collectively, ikWatson''), alleging patent ingingement. Valeant is the owner of several patents

related to the drug known as Aplenzinl. W atson seeks to market the generic equivalent of that

drug. W atson has conceded infringement but asserts as an aftirmative defense that Valeant's

asserted patents are invalid.

Aplenzinl is an antidepressant that contains bupropion hydrobromide as the active

ingredient. Valeant owns four patents rclated to Aplenzin* : U.S. Patent Nos. 7,569,610,

7,563,823, 7,649,0 1 9, and 7,553-992 (collectively. '-the patents-in-suif'). Each of the patents-in-

suit contains several claim s. ln order to strcam line the issues for trial, the parties agreed to try

this case only with respect to five representative claims in the patents, with the resolution of the
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issues concerning those claims being dispositive as to all of the previously asserted claims as

between the parties. The representative claims of the patents-in-suit are: (1) Claim 3 of the 1610

patent; (2) Claim 9 of the $ 823 patent', (3) Claim 1 0 of the ; 823 patent; (4) Claim 2 of the $019

patent; and (5) Claim 1 of the 1992 patent. Thc representative claims relate to controlled release

and once-a-day fonnulations of bupropion hydrobromide, methods of treating depression with

those fonnulations, and a specific crystalline form ofbupropion hydrobromide.

The Court has jurisdiction over the parties and the subject matter pursuant to 28 U.S.C. j

1338(a). Additionally, venue is appropriate undcr 28 U.S.C. jj 1391 and 1400(b). Neither

jurisdiction nor venue is contcsted by the parties. 'l'he Court conducted a bench trial from June

2 1, 201 1 to June 28, 201 l . This M emorandum Opinion constitutes the Court's findings of fact

and conclusions of law on the issues raised during trial. Ultimately, the Court finds that W atson

has failed to prove by clear and convincing evidence that Valeant's asserted patent claims are

invalid, and accordingly, grants judgment in favor of Valeant.

1. BACKGROUND

Bupropion was invented by Nariman Mehta in 1 969 as a method of treating depression

and was subsequently patented by Mehta in 1 974 in (J.S. Patent No. 3,8 19,706 (the SkMehta

patenf'). (Def. Ex. 135.) While the Mehta patent mentions a number of bupropion salts, it does

not specitically mention bupropion hydrobromide. (Pl. Ex. 96 :!53-54., Trial Tr. 437:25-

438: 1 1 .) Bupropion has been sold since the 1 980s as the bupropion hydrochloride salt, under the

brand name Wellbutrin*. (Pl. Ex. 98 11 1 8; Def. Ex. 602 at l 0.) Today, both branded and generic

versions of bupropion hydrochloride are on the market, including generic versions sold by

Watson. (Pl. Ex. 94 at 86.)



Since the early 1980s, however, it was known that bupropion hydrochloride had stability

problems when combined with pharmaceutical excipients. (Def. Ex. 128 at 20556-57,* Def. Ex.

602 at 1 8-19.) Between l 984 and 2004 many attempts were made to improve the stability of

bupropion hydrochloride fonnulations, (Trial '1'r. 66: 1 8-68:25; 301:10-303:16., P1. Ex. 94 at 38.)

One of the tirst such attempts was a l 984 patent application by Billinghurst where he tested

several different bupropion salts to see if any had improved stability relative to the hydrochloride

salt. (Def. Ex. 128; P1. Ex. 94 at 38*, Def. Ex. 379 at 40832.) Among the salts Billinghurst tested

l 11 of which were found to be unstable. (Trial Tr. 473:22-were a number of mineral acids 
- a

474: 1 1 .) As was the case in the Mehta patent. the hydrobromide salt was neither mentioned nor

tested. (Trial Tr. 66:1 8-67:1 5.) Only the maleate salt, which is an organic carboxylic acid salt,

was found to have improved stability. (Def. Ex. 602 at 1 8-19., Trial Tr. 434:21-436:10.) Due to

toxicology concerns, however, it could never be formulated into a commercial product. (Def.

Ex. 128 at 20557,. Trial Tr. 435: 10-23*, Maes Dep. 1 30:20-131 :24.) During the twenty years

following Billinghurst's failed attempt to find an alternative salt with improved stability over

bupropion hydrochloride, no new efforts wcre made to tind a different bupropion salt; instead,

other means were explored to improve stability of bupropion hydrochloride formulations, several

of which were subsequently patented. (Trial Tr. 66: 1 8-68:25) Def. Ex. 602 at 1 8-19.)

Despite the various attempts to improve the stability of bupropion hydrochloride

formulations, the shelf life of commercial bupropion hydrochloride tablets has remained short,

with once-a-day formulations having never achieved a shelf life longer than eighteen months.

(Trial Tr. 299:23-300:4.) Thus- in 2003- Valeant (then Biovail) set out to address the

longstanding stability issues with bupropion hydrochloride formulations, (Trial Tr. 298:20-

' Hydrochloride, hydrobromide. sulfates. and phosphates are all examples of mineral acid salts.



299:20; 303:17-22; 380:16-21.) While

ultimately decided to revisit what Billinghurst had attempted but failed to discover in l 984 a

new bupropion salt that could be formulated into a commercial product with an extended shelf

life. (Trial Tr. 303: 14-22.) The goal of this new salt project was to extend the shelf life of

Wellbutrin* without negatively impacting any of its other properties. (Trial Tr. 307:5-8.)

Valeant tried a number of different approaches, it

The first step in the project was to ligure out what salts of bupropion could even be made.

(Maes Dep. Tr. 64: 15-1 6.)

sought the assistance of an Italian chemical company known as Chemi S.P.A. CùChemi''). (Maes

Dep. Tr. 64:15-65:6.) Valeant and Chemi spent several months attempting to make new salts,

many of which failed to result in a testable product. (Def. Ex. 95; Def. Ex. 98.) Their selection

of salts was largely an empirical process, because it was difficult to predict exactly which salt

would be the best. (Maes Dep. 84:2-6-. 1 70:23-1 7 1 : 1 3.)

Because Valeant was not specialized in m anufacturing new salts, it

ln 2004 the inventors from Valeant and Chemi made bupropion hydrobromide. They

discovered that bupropion hydrobromide exists in many forms, both amorphous and crystalline.

(Def. Ex. 604 at 10; P1. Ex. 96 at 15; 7-rial Tr. 643: 1 6-25) 671 :2-15.) Among these fol'ms was

the very stable crystalline compound Form I bupropion hydrobromide covered by Claim 1 of

the $992 patent. (Trial Tr. 224:16-225:8.) 'l-he invcntors also tested bupropion hydrobromide

and discovered that bupropion hydrobromide in a controlled-release formulation produces a

much more stable product relative to corresponding bupropion hydrochloride formulations.

(Trial Tr. 31 1 : 18-312:8; Pl. Ex. 95 at 01 53 l 9, 1 54331 .) They also discovered that bupropion

hydrobromide once-a-day tablets can be form ulated at a11 the recomm ended daily dosages, even

the highest dosage, which had never been accomplished with bupropion hydrochloride. (Trial

Tr. 3 12:25-316: 1 3', Pl. Ex. 98 :34.)



As a result of this research project, Valeant was able to develop Aplenzin*, a once-a-day

bupropion hydrobromide tablet covered by the patents-in-suit. The effective filing date of the

patents-in-suit is June 27, 2005. Valeant launched Aplenzinl in April 2009. Less than a year

later W atson sought FDA approval to market a generic version of Aplenzinl, which W atson has

conceded infringes the patents-in-suit. Theretbre. the sole issue for trial was whether each of the

asserted claims in the four patents-in-suit is invalid.

Il. DISCUSSION

ikA patent shall be presumed valid.'' 35 U.S.C. j 282. By statutes the patents-in-suit

tshave a strong presumption of validity in infringement proceedings.'' Al-site Corp. v. VSl lnt 'l,

lnc., 174 F.3d 1308, 1323 (Fed. Cir. 1999). This presumption of validity applies independently

to each claim within a patcnt, even if other claims within the patent are held invalid. 35 U.S.C. j

282. Accordingly, W atson must prove invalidity for each asserted claim.

To overcome the presumption of validity, the challenger has the burden of proving by

clear and convincing evidence that the patent is invalid. Microso.h Corp. v. i4i Ltd. Partnership,

l 31 S. Ct. 2238, 2242 (201 l ). C lear and convincing evidence is evidence that places in the fact

finder ltan abiding conviction that the truth of Ithel factual contentions ris) highly probable.''

Colorado v. New Mexico, 467 U.S. 3 1 0- 3 1 6 ( l 984) (internal quotations omitted). iûgllf the fact

trier of the issue is left uncertain, the party with the burden loses.'' Tech. Licensing Corp. v.

Videotek, lnc., 545 F.3d 1316, 1327 (Fed. 2008). This burden çiis constant and remains

throughout the suit on the challenger'' and 'sdoes not shif't at any time to the patent owner.'' F#

Labs., lnc. v. Prof'l Positioners //?c., 724 l--.2d 965- 97 1 (Fed. Cir. 1984). Moreover, when the

Patent Office has considered the prior an during prosecution of the patents, the burden on the

challenger to establish invalidity is even heavier. Glaxo Ltd v. Apotex, Inc., 376 F.3d 1339,



1348 (Fed. Cir. 2004); Impax L abs., lnc. v. Aventis Pharms., Inc., 468 F.3d 1366, 1378 (Fed. Cir.

2006).

Here, W atson challenges the validity of the tive representative patent claims on the basis

that they are (1 ) anticipated by the prior art; and/or (2) obvious in view of the prior art. The

Court will address each argument in turn.

A. Antivipation

of the '6 1 0 patent and Claim l of the :992 patent areW atson contends that Claim 3

2 Generally speaking, çtgajnticipation meansinvalid for anticipation under 35 I.J.S.C. j 102(b).

that the claimed invention was previously known. and that a1l of the elements and limitations of

the claims are described in a single prior art reference.'' Hakim v. Cannon Avent Group, PL C,

479 F.3d l 3 13, 1319 (Fed. Cir. 2007). 'ttAnticipationl requires a tinding that Seach and every

limitation is found either expressly or inherently in a single prior art reference.''' Sanof, 470

F.3d at 1 375 (quoting Celeritas Techs. Ltd. v. Rockwell Int'l Corp. , 1 50 F.3d 1 354, 1 361 (Fed.

Cir. 1998). Anticipation is a question of fact. EIi l-illv dr C(). p. Zenith Goldline Pharms., lnc.,

471 F.3d 1369, 1375 (Fed. Cir. 2006).

For a prior art reference to anticipate a claimed invention, the reference tsmust not only

disclose all elements of the claim within the four corners of the document, but must also disclose

those elements arranged as in the claim.-' Nel MoneylN lnc. v, Verisign, lnc. , 545 F.3d 1 359,

1369 (Fed. Cir. 2008) (internal quotations (lmitted). '-g-l-lhe reference must clearly and

unequivocally disclose the claimed ginventionl or direct those skilled in the art to the ginventionl

without any need for picking, choosing. and combining various disclosures not directly related to

2 Claim 3 of the :610 patent is directed to an improved method of treating depression using a once-a-day bupropion

hydrobromide dosage form. Claim 1 of the $992 patent is directed to a specific and highly stable crystalline

compound of bupropion hydrobromide- .Form I bupropion hydrobromide.



each other by the teachings of the cited reference.'' ln re Arkley 59 C.C.P.A. 804, 455 F.2d 586,

587 (C.C.P.A. 1972). Any difference between the prior art reference and the claimed invention,

no matter how slight, defeats an anticipation challenge to validity. NetMoneylN, 545 F.3d at

1371 . As explained by the Federal Circuit in Net M oneylN:

Thus, it is not enough that the prior art reference discloses part of

the claimed invention, which an ordinary artisan might supplement
to make the whole, or that it includes m ultiple, distinct teachings

that the artisan m ight somehow combine to achieve the claim ed

invention.

Id.

ln other words, elem ents of a claim that are not present in the single piece of prior art on

which the anticipation defense is based may not be supplied by the knowledge of one skilled in

the art or the disclosure of another referencc. See Slruclural Rubber J'rtpzç. Co. v. Park Rubber

Co., 749 F.2d 707, 7 16 (Fed. Cir. 1 984)-. see J/A'o Eli Lilly and Ctp. v. Sicor Pharms., lnc. , 705 F.

Supp. 2d 971, 992 (S.D. lnd. 2010) ('%ln showing that all elements of an invention were

anticipated, the challenging party may not rely upon the knowledge of one skilled in the art or

the disclosure of another reference to supply missing elements.'').

Here, Watson contends that the 1 974 Mehta patent (Def. Ex. 135.) anticipates both Claim

3 of the i610 patent and Claim 1 of the .992 patent, the former expressly and the latter

inherently. The Court finds that W atson has not met the exacting standard for anticipation with

respect to either patent claim.

1. Claim 3 ofthe <61p patent is not expressly anticipated

Claim 3 of the '6l 0 patent is a dependant claim which incorporates by reference the

elem ents of Claim l of the t6l 0 patent.

follows:

W hen the two claim s are integrated Claim 3 reads as



A method of treating depression, comprising administering an

effective amount of bupropion hydrobromide in a once-daily

dosage to treat depression to a subject in need thereof.

(Def. Ex. 003 at 786051 .) Thus, Claim 3 requircs that the bupropion hydrobromide comprise a

once-daily dosage form . Yet it is undisputed that the Mehta patent contains no disclosure of any

once-daily dosage form. (Def. Ex. 135.) lndeed. Watson has admitted as such in its post-trial

filings. (Dkt. No. 141 at 6.) This alone precludes a tlnding that Claim 3 of the $610 patent is

expressly anticipated by the Mehta patents as the claimed invention must be identically disclosed

in the cited prior art reference. NetM oneylNs 545 l''.3d at 1 37 1 .

W atson argues that Claim 3 is nevertheless expressly anticipated because once-daily

dosing of bupropion was well known in the prior al't by 2004 and thus would tfimmediately have

been envisaged by a person of ordinary skill in the art in 2004 reading the M ehta 1706 patent.''

(Dkt. No. 141 at 5.) This argument, however, is exactly the kind of argument that has been

rejected by the Federal Circuit.

F.3d at 1371 . Accordingly, the Coul't finds that the M ehta patent does not expressly anticipate

Claim 3 of the k61 0 patent.

See, e.g., Structural Rubber, 749 F.2d at 7 1 6', NetMoneylN, 545

2. Claim 1 ofthe <##J patent ïA' not inherently anticipated

Claim 1 of the 1992 patent is directed to a specific and highly stable crystalline compound

of bupropion hydrobromide Form l bupropion hydrobromide. W atson does not contend that

Claim 1 of the $992 patent is expressly anticipated. Rather, W atson's sole challenge to Claim 1

of the :992 patent is that it is tûinhcrently'' anticipatcd by the M ehta patent.

Under the doctrine of inherent anticipation, a prior art reference that does not expressly

disclose a particular element of a claimed invention may nevertheless anticipate kkif that m issing

characteristic is necessarily present, or inherent. in the single anticipating reference.'' Schering



Corp. v. Geneva Pharm., 339 F.3d 1373, 1377 (Fed. Cir. 2003). Stln general, a limitation or the

entire invention is inherent and in the public domain if it is the natural result tlowing from the

explicit disclosure of the prior art.'' ld. at 1 379 (internal quotations omitted) (emphasis added).

M oreover, the result llowing fiom the cxplicit disclosure must invariably happen. As the

Federal Circuit has stated, ltlijnherency

possibilities. The mere fact that a certain thing may result from a given set of circumstances is

may nOt be established by probabilities or

not sufficient.'' In re Robertson, l 69 F.3d 743, 745 (Fed. Cir. 1999) (internal quotations omitted)

(emphasis added). Cases dealing with inherent anticipation look to whether the purported

inherent production of the claimed compound --faithfully followed'' the prior art example being

relied upon. Glaxo, Inc. v. Novopharm Ltd. , 830 17. Supp. 87 1 . 876 (E.D.N.C. 1993), aftnd, 53

F.3d 1043 (Fed. Cir. 1995). A prior art cxample inherently anticipates a claimed compound only

if the claimed compound is tûinvariably-' produced when one follows the exam ple. /#. at 874.

ln this case, W atson contends that lbllowing Example 1 of the M ehta patent invariably

results in Form 1 bupropion hydrobromide and therefore that Claim l of the 1992 patent is

inherently anticipated.In support of this argument, W atson relies on the Stblinded'' opinion of its

synthetic chemist expert, Dr. Robert Adlington. who synthesized bupropion hydrobromide- the

result of which was Form l using Example 1 of the M ehta patent. Dr. Adlington concluded

that following Example 1 invariably results in l'()rm I bupropion hydrobromide.

It is undisputed, however, that the explicit disclosure of Example l of the M ehta patent

produces only bupropion hydçochloride, not bupropion hydrobromide. (Trial Tr. 141 :13-142:6,*

23 1 :5- 1 0-, 234: 1 3- 1 6,' 639: 1 3- 1 8 ; Pl . Ex. 96 at 24 !73 .) Indeed, Dr. Adlington admitted at trial

that W atson instructed him to modify Example 1 to produce bupropion hydrobromide by using

hydrobromic acid instead of hydrochloric acid. Tr. 142:7-1 1 .) Thus, because Dr.



Adlington did not follow the explicit disclosure of Example

experiment is simply not probative of the issue of inherent anticipation, as it clearly does not

demonstrate that Fonn I bupropion hydrobromide is the b'natural result tloFing from the explicit

disclosure of the prior art.'' Schering C-XrJp., 339 F.3d at 1379. Accordingly, on this basis alone,

1 of the M ehta patent, his

the Court finds that the M ehta patent does not inherently anticipate Claim 1 of the 1992 patent.

W atson argues that Claim 1 is nevertheless inherently anticipated because a person of

ordinary skill in the art would have known that the hydrochloric acid used in Example 1 of the

Mehta patent could be replaced by hydrobromic acid to form bupropion hydrobromide. The

Court again finds this line of reasoning unpersuasive. as the law of anticipation is clear that the

challenging party may not rely upon the knowledge of one skilled in the art to supply missing

elements from the claimed invention.See Slruclural Rubber, 749 F.2d at 7 1 6,' Eli L illy, 705 F.

Supp. 2d at 992.

B. Obviousness

W atson also contends that Claims 9 and 1 0 of the $823 patent, Claim 2 of the $019 patent,

$ i 1id for obviousness.3and Claim 3 of the 6 l 0 patent are nva A patent may not be obtained fkif the

differences between the subject matter sought to bc patented and the prior art are such that the

subject matter as a whole would have been obvious at the lime the invention was made to a

person having ordinary skill in the art to which said subject matter pertains.'' 35 U.S.C. j 103(a).

Ssobviousness is a question of law based on underlying facts.'' Group One, Ltd. v. Hallmark

Obviousness is determined with respect to

the subject matter as a whole, not separate pieces of the claim.

lnc., 550 F.3d 1075, 1086 (Fed. Cir. 2008).

Sanqh-syntehelabo v. Apotex,

3 The asserted claims of the .823 and k0 1 9 patents relate to combining bupropion hydrobromide with pharmaceutical

excipients to produce controlled release and once-a-day bupropion hydrobromide formulations. Claim 3 of the :6 10

patent relates to use of these fonnulations to treat depression.





1. Legal Standard

To establish a prima facie case of obviousness, the party challenging the patent must

prove by clear and convincing evidence that a person of ordinary skill in the art would have been

motivated to combine the teachings of the prior art references to achieve the claimed invention,

and that said artisan would have had a reasonable expectation of success in doing so. Procter dr

Gamble Co. v. Teva Pharm. USA, lnc., 566 F.3d 989, 994 (Fed. Cir. 2009). Underpilming this

legal inquiry are four groups of factual findings: (a) the scope and content of the prior art; (b) the

level of ordinary skill in the art; (c) the diffkrences between the claimed subject matter and the

prior art; and (d) secondary considerations ()1- non-obviousness, such as commercial success,

' h 4 D b'tarlkxtilfarben Gmbbl v. C.H. Patricklong-felt but unsolved needs, and failure ot ot ers. y

Ct?., 464 F.3d 1356, 1360 (Fed. Cir. 2006),. Graham v, John Deere Co., 383 U.S. 1, 17-1 8

(1966). (Clf a patent challenger makes a prima facie showing of obviousness, the owner may

rebut based on tunexpected results' by demonstrating ethat the claimed invention exhibits some

superior property or advantage that a pcrson of ordinary skill in the relevant art would have

found suprising or unexpected.''' Procter (:kr Gamble C(?. , 566 F.3d at 994 (quoting In re Soni,

54 F.3d 746, 750 (Fed. Cir. 1995).

In KSR lnt 1 Co. v. Telqflex, /nc. . 550 U .S. 398, 407 (2007), the Supreme Court rejected a

rigid application of the teaching, suggestion, or motivation test, and reaffinned that the Graham

factors Ctcontinue to define the inquiry that controls'' an obviousness analysis. Nevertheless, the

4 The Court notes that many of these facts are not disputed by the parties here. For instance, the parties do not

dispute whether any of the cited references constitutes prior art and do not dispute that all prior art in this case

existed as of June 27, 2004 (i.e. the tkcritical date.'' or one year before the patent applications at issue were
submitled). In addition, the parties' experts offer substantially similar definitions of a person of ordinary skill in the
art. Therefore, the Court finds that a person of ordinary skill in the an has either a graduate degree in
pharmaceutical science or a related discipline with at least two years of experience in phannaceutical development

or physical chemistry, or alternatively possesses a bachelor's degree in one (or more) of the same fields with at least
five years of experience in pharmaceutical development or physical chemistl'y.



Court acknowledged the importance of identifying ''a reason that would have prompted a person

of ordinary skill in the relevant field to combine the elements in the way the claimed new

invention does.'' Therefore, itit remains neccssary to identify some reason that would have led a

chemist to modify a known compound in a particular manner to establish prima facie

obviousness of a new claimed compound.''

F.3d 1350, 1357 (Fed. Cir. 2007).

found obvious if it would have been ktobvious to try.'' KSR, 550 U.S. at 421 . A patent claim is

obvious to try if Slthere is a design need or market pressure to solve a problem and there are a

tinite number of identitied, predictable solutions'' and pursuit of those solutions dtleads to the

Takeda (..'hem. lndus. , Ltd. v. Alphapharm '/y. , 492

ln addition, the KSR Court held that an invention may be

anticipated success.'' Id

Thus, since Ku%R' the Federal Circuit has emphasized that iipredictability is the touchstone

of obviousness.'' Depuy Spine, lnc. p, Medtronic .%tltàmar Danek. lnc. , 567 F.3d 1 314, 1 326

(Fed. Cir. 2009). iûg-l-lhe 'predictable result' discussed in KSR refers not only to the expectation

that prior art elements are capable of being physically combined, but also that the combination

would have worked for its intended purpose.'' /J. (internal citation omitted). ln the instant case,

the intended purpose of the claimed inventions was to create a bupropion formulation with

improved stability over the prior art bupropion hydrochloride formulations. Therefore, for

W atson to establish that the asserted patent claim s are obvious, W atson must prove by clear and

convincing evidence that an ordinarily skilled artisan in 2004 would have been motivated to

combine the prior art references to achieve the claimed inventions in this case a controlled

release or once-a-day bupropion hydrobromide form ulation and that said artisan would have

had a reasonable expectation that a bupropion hydrobromide formulation would achieve the

anticipated success in this case greater stability over bupropion hydrochloride formulations.



J. Watson has not established a primafacie case ofobviousness

Taking into account the Graham factors, the Court finds that W atson has not made the

required showing. Specitically, W atson has not proved by clear and convincing evidence that a

person of ordinary skill in the art in 2004 would have had a reasonable expectation that changing

the salt in a bupropion formulation from hydrochloride to hydrobromide would result in

increased stability.

As a general rule, salt selection is an unpredictable art. Numerous prior art references

produced at trial support this principle. (See Def. Ex. 132 at 20550 ($iBerge'') (Selecting a salt

form that exhibits the desired combination of properties is a difficult semiempirical choice.l;

Def. Ex. 1 73 at 20737 (iiGou1d'') (samel; llel-. l:'x. 166 at 3683048 (iiBighley'') (same); Def. Ex.

345 at 740703 (ûtDavies'') (tb-fhere is yet. noreliable way of predicting exactly what effect

changing the salt form . . . will have on its biological activity . . . .''); Def. Ex. 383 at 79314

(ûiverbeck'') (Csunfortunately, there is no reliable way of predicting the intluence of a particular

salt species on the behavior of the parent compound.''l; Pl. Ex. 82 at 1 C'Black'') ($t(T1he ability

to predict which salt forms will have dcsirable properties is essentially nonexistent.''l.)

W atson has not cited to any witness tcstimony or prior art that contradicts this general

rule, and while W atson has cited several prior art references that refer to bupropion-related

compounds, none with the exception of Billinghurst address the issue of stability. Thus, W atson

relies on the testimony of its pharmaceutics expert- I)r. Graham Buckton. At trial Dr. Buckton

testified that the prior art suggested moving to a bupropion hydrobromide formulation as a way

to solve the known stability problems with bupropion hydrobrom ide form ulations. Dr. Buckton

cited several prior art references in support of this conclusion.



The first is a 1986 publication by Philip L. Gould titled, kûsalt Selection of Basic Drugs''

(:ûGou1d''). (Def. Ex.

stability of a salt. (Def. Ex. 1 73 at 20747.) Gould's tsrst suggestion is to reduce hygroscopicity

Gould contains a chart with three suggestions for improving the

by increasing the acid's hydrophobicity and using a carboxylic acid instead of a sulphonic or

mineral acid. is undisputed, however, that hydrobromide is a mineral acid salt, not a

carboxylic acid salt, so this teaching may have actually directed one away from the

hydrobromide. (Trial Tr, 442:1 8-443: 1 0.)

Gould's second suggestion for improving stability is to use an acid with a higher pKa to

reduce the acidity of the acqueous solution. lt is undisputed, however, that hydrobromic acid is

one of the few acids with a Iower pKa than hydrochloric acid (and would thus increase acidity),

so this teaching may alsohave directed one away from the hydrobromide. (Pl. Ex. 103 at

1 03.349., Trial Tr. 443: 16-444: 1 3.)

Gould's third suggestion is to raise the m elting point of the salt. As one of three

possibilities for doing so he suggcsts choosing a small counter ion, listing the chloride and the

bromide as examples. ln a 2003 version o1- the same chart reproduced by P. Heinrich Stahl,

however, the bromide ion is no longer refcrenced as an example of a 'lsmall counter ion.'' (Def.

Ex. 130 at 20598.) At trial Dr. Buckton could oftkr no explanation for the subsequent omission

of the bromide ion from the Gould chart, nor did he explain why he chose to rely on the outdated

1986 version of the Gould chart, rather than the 2003 Stahl version that was contemporaneous

with the time of the invention. (Trial 'l-r. 74: 1 9-76: 1 7.)

ln addition, Gould's suggestion to raise the mclting point of the salt would not lead to the

selection of a hydrobromide as a means to improve the stability of a hydrochloride salt, because

the relative melting points of chlorides and bromides are not possible to predict. For example,



lithium bromide and sodium bromide have lower melting points than their chloride containing

counterparts; conversely, amm onium brom ide has a higher melting point than amm onium

chloride. Moreover, bupropion hydrobromide actually has a lower melting point than bupropion

hydrochloride. (Pl. Ex. 94 at 1 3.)

Thus, none of the suggestions in Gould would have led an ordinarily skilled artisan in

2004 to reasonably expect that switching from a hydrochloride to a hydrobromide would

improve salt stability. ln fact, Gould's suggestions may have actually 1ed one away from

choosing a hydrobromide to solve the known stability problem with bupropion hydrochloride.

The second prior art reference cited by Dr. Buckton is a 1996 publication by Lyle D .

Bighley titled, lisalt Forms of Drugs and Absorption'' (iiBighley''). (Def. Ex. 166.) Although

Bighley teaches that salt selection is a difticult choice (Def. Ex. 166 at 3683048), Dr. Buckton

cited Bighley at trial as purportedly containing a reason to select bupropion hydrobromide to

improve stability of bupropion hydrochloride form ulations. (Trial Tr. 99:3-25.) In particular,

Dr. Buckton pointed to the following statement under the heading Preparation of Other Mineral

Acids: ûûMineral acids other than hydrochloric- such as sulfuric, phosphoric
, and hydrobromic,

have been employed principally to reduce hygroscopicity and perhaps the acidity of a resulting

solution.'' (Def. Ex, 166 at 3683080.)

This section, however, contains no discussion of stability. Rather, stability is addressed

in the following section, and while that section mentionsseveral possible options to improve

(Def. Ex. 166 at 3683080.) Furthermore,stability, using a hydrobromide salt is not ont ot' them.

given that Billinghurst had already tested a num ber of bupropion m ineral acids
, albeit not the

hydrobromide, and found all of them to be unstable
, Bighley's statem ent about reducing



hygroscopicity by using other mineral acids would provide little guidance to an ordinarily skilled

artisan in 2004 looking to solve the known stability problem s with bupropion hydrochloride.

M oreover, the relative hygroscopicity of chlorides and bromides is not predictable. In

some cases brom ides are m ore hygroscopic than chlorides; in other cases chlorides are more

hygroscopic than bromides; and in still other cases, they are comparable. For exam ple,

potassium bromide is more hygroscopic than potassium chloride, while on the other hand lithium

bromide is more hygroscopic than lithium chloride.(Def. Ex. 94 at 12.) And in the Harding and

Bastin references cited by Dr. Buckton (and discussed more thoroughly below), hydrobromides

and hydrochlorides are shown to be comparable, not dit-ferent, in terms of hygroscopicity. (Trial

Tr. 78 :2 1 - 8 1 :2 l .)

Bighley also provides a decision tree to guide formulators in selecting a suitable salt.

(Def. Ex. 166 at 3683076.) The decision tree indicates that if chemical instability is encountered

in a m ineral acid salt a category to which hydrochloridc and hydrobrom ide belong the path to

follow is to make an organic salt, not to try another mineral acid salt. (Pl. Ex. 94 at 15-16., Trial

Tr. 446:23-447:24.) In fact,Bighley teaches that mineralacid salts produce a more hostile

environment and tend to be less stable than a sulfonate or carboxylate salt. (Def. Ex. 166 at

3683062, 3683067.) This is consistent with Gould's teaching that instability due to

hygroscopicity should be addressed by trying a carboxylic acid (an organic acid). (Def. Ex. 173

at 20747.) Thus, nothing in Bighley suggests that a hydrobromide formulation would be

reasonably expected to improve the stability of a hydrochloride formulation.

Dr. Buckton also cited to a 2000 publication by Richard J. Bastin, but this prior art offers

no guidance on how to improve the stability of a hydrochloride salt, let alone bupropion

hydrochloride. (Def. Ex. 1 76.) The linal prior art reference cited by Dr. Buckton as suggesting



to try bupropion hydrobromide to solve the known stability problems with bupropion

hydrochloride is U.S. Patent No. 6,1 10,940, tiled May 1 7, l 995 (the Stldarding patent''). (Def.

Ex. 138.) In his expert report, Dr. Buckton cited Harding for its purported teaching that a

hydrobromide salt of an indole compound was stable while the hydrochloride salt supposedly

was not. (Def. Ex. 602 at 31 .) At trial, however, Dr. Buckton was forced to concede that the

Harding patent in fact taught that the indole hydrochloride salt was stable
. (Trial Tr. 78:21-

82:8.) ln an effort to explain this apparent inconsistency. Dr. Buckton admitted that it is not

possible to predict the stability of bupropion hydrobromide based on infonnation about the

stability of different drugs.(Trial Tr. 8 1 :25-82:22 .)

Dr. Buckton thus confirmed that one cannot predict how the stability of bupropion

formulations will be affected by a change in salt based on teachings about the corresponding

salts of other drugs. That admission is consistent with the many prior art references that teach

that salt selection is inherently unpredictable and
. in particular, with the statement made in the

Davies reference: Stl-here is. as yet, no reliable way of predicting exactly what effect changing

the salt form of an active dnlg will have on its biological activity
, and the supposition that the

same salt form of two related parent compounds will behave in exactly the same way may not be

correct.'' (Def. Ex. 345 at 740703.)

W atson has cited to no other prior art refcrences suggesting that switching the salt from

hydrochloride to hydrobromide would result in a more stable bupropion fonnulation
. W atson

attempts to overcome this important deficiency by arguing that obviousness can be based on the

availability of high-throughput screening as a means t() rapidly create and test many salts at once
.

At trial, Dr. Buckton testified that given the availability of these high-throughput screens in

2004, a person or ordinary skill in the art would have included bupropion hydrobromide in a



screen for altemate salt to solve the stability problems with bupropion hydrochloride
. (Trial Tr.

89:6-13.)

High-throughput screening, however, does not identify which salts
, if any, are suitable for

a particular purpose; rather, it simply identifies which salts can be fonned
. After screening, one

would still have to run numerous tests on the resulting salts to determine their individual

properties. (Trial Tr. 409:1 8-410:5,. Def. Ex. 602 at 15,. Maes Dep. 170:23-171 :13.) As Dr.

Anderson testified, even if one used high-throughput screening
, which Valeant did not use in its

development of bupropion hydrobromide
, one would simply be left with t$a bunch of salts . . . .

You then have to study them s and there's a lot of work there
.''(Trial Tr. 409: 1 8-4 l 0:5.) So

while high-throughput screening would have allowed one to create and test many salts at once
, it

would not have allowed one to reasonably predict the individual properties of the resulting salts

in advance.

lt is for this reason that the Federal Circuit has rejected the argument that obviousness

can be based on the availability of after-the-fact testing
. See Sanoh, 550 F.3d at 1087 (rejecting

argument that a claimed compound may be found obvious if one skilled in the art could have

produced the claimed compound and then done routine testing to assess whether it had the

desired properties and instead requiring that obviousness be assessed based on what was

predicted about the properties in advancc of testing). lndeed, because predictability is the

touchstone of obviousness, the obviousness analysis must focus on whether based on the prior

art- the favorable properties of the claimed invention could be reasonably predicted in advance

of any testing. See id Therefore
, the availability of high-throughput screening is simply not

probative of the issue of obviousness.



lt is for these same reasons that W atson's argument based on the alleged popularity of

hydrobromides in 2004 must also fail
. A salt may be popular for many reasons

, so the fact that

hydrobromide may have been the third most commonly used salt in 2004- without explaining

w/ly it was so prevalent- is simply not probative as to whether a bupropion hydrobromide

form ulation would have been reasonably cxpected to improve the stability of b
upropion

hydrochloride formulations.

not proved by clear and convincing

evidence that an ordinarily skilled artisan in 2004 would have reasonably expected a bup
ropion

hydrobromide formulation to have improved stability over the bupropion h
ydrochloride

formulations. Thus, W atson has not established a prim a facie case of obvious
ness.

Accordingly, the Court finds that W atson has

J. Secondary considerations support afnding ofnon-obviousness

Even assuming, arguendo
, that W atson has established a prima facie case of obviousness

,

the Court finds that Valeant has introduced sufficient evidence of unexpect
ed results to rebut

such a showing. The evidence adduced at trial demonstrated that Valeant's cl
aim ed inventions

have significant unexpected advantages over thc bupropion hyd
rochloride formulations

,

including a longer (doubled) shelf life
, reduced risk of seizures, the ability to formulate a single

tablet at all dosage strengths (including the highest dosage)
, improved resistance to dose

dumping, and easier manufacturability due to reduced corrosivity
. (Trial Tr. 31 0:16-322:13.)

W atson argues that Valeant has failed to demonstrate the required nex
us between these

unexpected results and the asserted patent claims
. The Court finds this argument to be without

merit. A nexus does not require that a claim expressly recite the adva
ntages of the patented

invention; it is enough that they flow directly fiom the invention
. See Preemption Devices

, lnc.

v. M innesota M ining & M
.fg. Co., 732 F.2d 903, 907 (Fed. Cir. 1984) (siçgslales pitch features . . .
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(

rdo not properly belong in claims
, the sole function of which is to point out distinctly . . . gthel 3))

'

.

composition of matter which is patented
, not its advantages. lt is entirely proper

, nevertheless, in

evaluating non-obviousness, for a court to take into account advantages tlowing directly from the

,, a directjy t4invention patented. ) (internal quotations omitted). l.lere, the unexpected results ow

(,

)hydrobromide and pharmaceutical excipients to pr
ovide controlled release and once-a-day l

l
lformulations of bupropion hydrobromide

. Thus, therc is a nexus between the unexpected l
l
(advantages and the asserted patent claims

. 

)
)
)In addition, other secondary considerations support a finding of non-obviousness

. ln j
)

ailure of others during the twenty years following Billinghurst to solve 
j
lparticular, the repeated f

tl
the known stability problems with bupropion hydrochloride suggests that the claimed inventi

ons l

twould not have been obvious. See Advanced Displays uvyA'
. , lnc. v. Kent State Univ., 2 12 F.3d )

l
!1272

, 1285 (Fed. Cir. 2000),. Minn. .vining & Mtk. (.'(). v, Johnson & Johnson Orthopedics
, lnc. , )

j
- failure to develop the patented invention j'976 F.2d at 1574-75 (reasoning that competitors

fsuggested non-obviousness). Furthermore, the fact that three other companies
, including 'j

l),Watson, have copied Aplenzin despite the availability of bupropion hydrochloride supports a 
,

)
, jifinding of non-obviousness. See Specialty ( omposites v. Cabot Corp., 845 F.2d 981 

, 991 (Fed. j
I

Cir. 1988) (ticopying the claimed invention. rather than one in the public domain
, is indicative of f

unobviousness.''). l

)#

4 The Pfizer case is distinguishable t* .
k.
1?At the center of W atson's obviousness challenge is its argument that this case is l

lrcontrolled by Phzer
, Inc. v. Apotex, lnc. , 480 1$'.3d 1 348 (Fed. Cir. 2007). The patent examiner )

was made expressly aware of the Pjlzer case during prosecution of the patents in suit
, however, '(

r
1)
).i

- 2 1 - t
j

ét

f



and concluded that the facts of P
.fîzer were very different from the facts in this case and therefore

irrelevant to the present proceedings
. (Def. Ex. 80 at 000783.) The Court agrees

.

In Pfzer the asserted patent claims al1 related to amlodopine besylate
, which was created

to solve the known stability problems with amlodopine m
aleate. 1d. at 1353-54

. The Federal

Circuit found the claims to be obvious in view of th
e ktparticularized facts'' of the case

. ld at

l 367-68. Saliently
, in C#zer the court found that numerous prior art teachings specifi

cally

indicated that switching to the besylate salt would 
result in improved stability over the maleate

salt. Id. at 1362-64. Here, however
, as discussed above, W atson has offered no similar

teachings suggesting that switching from the hydrochl
oride salt to the hydrobromide salt would

result in a more stable bupropion formulation
. 'l'hus, for this and several other reasons the Court

need not discuss
, #.#zcr is distinguishable and does not control here

.

Aceordingly, revicwing the evidence adduced at trial i
n light of the Graham factors

, the

Court concludes that W atson has not established b
y clear and convincing evidence that Valeant's

claimed asserted patent claims are invalid for obvi
ousness.



111. CONCLUSIO N

For the reasons discussed above
. the Court fsnds that W atson has failed to prove by clear

and convincing evidence that Valeant's asserted patent claims are invalid
. Accordingly, the

Court will enter judgment in favor of Valeant and against Watson on Valeant's claims of

infringement.

DONE AND ORDERED in Cham bers at M iam i
. Florida, this day of November

, 201 1 .

..
.*
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