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Focusing Only on Active Ingredient Patents Ignores Case Law Success Rates:
Formulation & Method-of-Use Patents Provide Significant Protection for Medicines

7

By ErroL B. TAYLOR, FREDRICK M. ZULLOW, AND

AnNA Brook
I n pharmaceutical litigation conventional wisdom

teaches practitioners to focus on active ingredient

patents over other types of patents that cover, for ex-
ample, formulations and methods of use. A review of
Federal Circuit and district court decision success
rates! reveals formulation and method-of-use patents
account for one-third of brand name successes against
generic companies in Federal Circuit decisions and
nearly one-half of brand name successes in the district
courts. In other words, focusing on active ingredients
only ignores almost half of a brand name company’s
chance for success.

While active ingredient patents are the most likely to
survive validity and infringement challenges, relying
solely on these patents has significant disadvantages
for patent owners. Active ingredient claims cannot al-
ways reflect the innovative advantages of a pharmaceu-
tical product, such as a new use for a known substance
or a formulation that enables delivery of a known drug
into the body at desired rates and amounts. Also, for-
mulations and methods of use may be developed after
the active ingredient and therefore be entitled to pat-
ents that expire later than the active ingredient patent.

! All final decisions on the merits after KSR Int’l Co. v. Tele-
flex, Inc., 550 U.S. 398 (2007) through August 31, 2011.
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Further improvements to formulations or methods of
use may provide additional and extended patent protec-
tion for a brand name company. On the other hand,
while a generic company may need to exhaust re-
sources to develop a non-infringing formulation, it may
have a better chance of invalidating patents that claim
subject matter other than an active ingredient. Generic
manufacturers may under certain circumstances also
avoid method-of-use patents by limiting the indications
for which they seek to market their product.

Brand Name v. Generic Success Rates

Since KSR the Federal Circuit and district courts is-
sued final decisions on the merits? involving 63 phar-
maceutical products. The Federal Circuit issued deci-
sions on 38 of these products. The Federal Circuit deci-
sions are evenly split: the brand name company
prevailed on 18 out of 38 products and the generic pre-
vailed on 20 out of 38 products.?

District court decisions were also closely divided,
with brand name companies having a marginally better
success rate than in the Federal Circuit. Post-KSR, dis-
trict courts issued final decisions on the merits for 54
pharmaceutical products.* Brand name companies pre-
vailed on 29 products and generic challengers prevailed
on 25 products.® Table 1 summarizes the results.

2 A final decision regarding infringement, validity or en-
forceability of a patent.

3 For two products, at least one generic manufacturer pre-
vailed with a ruling of non-infringement and were counted as
decisions in favor of the generic even though other generic
challengers were unsuccessful.

“ Total case counts do not include pre-KSR district court de-
cisions that were appealed and addressed by the Federal Cir-
cuit in post-KSR opinions.
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Table 1: Decisions on the merits by drug product

Decision on
Decision on the merits in
Total drug the merits in favor of
Court products favor of Brand | Generic
Federal Circuit |38 18 20
District Court 54 29 25

Pharmaceutical patents may be categorized as claim-
ing (1) drug substances or active ingredients; (2) phar-
maceutical formulations or compositions; and (3) meth-
ods of use;® or a combination thereof. As expected, ac-
tive ingredient patents provide the most effective
protection for brand name companies, but “other” pat-
ents, namely formulation and method-of-use patents,
provide significant protection.

Federal Circuit Results

The Federal Circuit issued decisions on the merits for
16 pharmaceutical products that were protected by ac-
tive ingredient patent claims.” The Court ruled in favor
of the brand name company on 12 products and in fa-
vor of the generic challenger on 4 products — a 75% suc-
cess rate for the patentee. Of the 4 generic successes, 2
were based on non-infringement and 2 on invalidity or
unenforceability.

The active ingredient patents can be further divided
into sub-groups: claims for new active ingredients or
molecules, and claims for specific forms of an active in-
gredient such as polymorphs, isomers, or salts. New
molecules provided the best results for brand name
companies while generic manufacturers were more suc-
cessful designing a non-infringing product or invalidat-
ing the narrower active ingredient claims (polymorphs,
isomers, salts). In the active ingredient category, 4 ge-
neric successes involved polymorphs, isomers, or salts.

The other 22 products considered by the Federal Cir-
cuit after KSR were protected by formulation or
method-of-use claims, or both, but were not protected
by active ingredient claims. Out of 14 products that
were protected by formulation patents, the brand name
prevailed on only 3 — a 21% success rate.® The 11 ge-
neric victories were split between non-infringement (6
products) and invalidity/unenforceability (5 products).
Formulation patents can also be divided into sub-
categories, including formulations for oral administra-
tion, injectable or other liquid formulations, combina-
tions that contain more than one active ingredient, and

5 See note 3.

621 C.F.R. 314.53(b) requires NDA holders to list these cat-
egories of patents in the FDA’s Orange Book. Although patents
may also be directed to other aspects of pharmaceutical prod-
ucts such as manufacturing processes or delivery devices, this
article focuses on active ingredient, formulation and method-
of-use patents, which account for the majority of pharmaceuti-
cal patent litigation.

7 In addition to a patent claiming the active ingredient, 10
of the 16 products were also covered by formulation and
method-of-use claims. Of those, the brand name was success-
ful in 8 instances. However, in the authors’ view, the outcomes
for the non-active ingredient claims were driven in large part
by the outcome for the related active ingredient claims and
therefore are being counted in the active ingredient category.

8 See note 3. Not counting the 2 cases that were split be-
tween brand name and generic wins, the brand name prevailed
on 3 products and the generic prevailed on 9 products — a 25%
success rate for brand name companies.

formulations that allow delivery of an active ingredient
at a particular rate or to a certain area of the body. In-
terestingly, formulation patents relating to liquid phar-
maceutical products (e.g., injectables, sprays, drops)
were more difficult for generic challengers to over-
come.

Finally, when considering only method-of-use claims,
the Federal Circuit ruled favorably for the brand name
on 2 out of 7 products — a 29% success rate. All generic
successes on method-of-use claims were based on
invalidity/unenforceability. And, the brand name pre-
vailed on 1 product that was covered by both formula-
tion and method-of-use claims. Table 2 summarizes the
results.

Table 2: Federal Circuit decisions on the merits by type of
patent claims asserted

Total drug Decision on | Decision on
products the merits | the merits
considered |in favor of in favor of
Type of patent claims | by Fed. Cir. | Brand Generic
Active ingredient’ 16 12 4
Formulation 14 3 11
Method of use 7 2 5
Formulation & method 1 1
of use
Total 38 18 20

Overall brand name companies had a 75% success
rate in cases that involved active ingredient claims ver-
sus a 29% success rate on products that had only formu-
lation and/or method-of-use claims. Although cases in-
volving non-active ingredient claims were more chal-
lenging, they accounted for 6 out of 18 brand name
companies’ successes in the Federal Circuit. Chart 1A
illustrates the 18 products where the Federal Circuit
ruled in favor of the brand name company, grouped by
the type of patent claims considered by the Court. Chart
1B illustrates the 20 generic company wins at the Fed-
eral Circuit.

Chart 1A shows that active ingredient patents ac-
count for two-thirds of successful patent cases for
brand name companies, while the other categories (for-
mulation and method-of-use patents that do not have
active ingredient claims) account for one-third of all
successful patent cases. Viewing the Federal Circuit de-
cisions in this manner shows that patents other than ac-
tive ingredient patents have value to brand name com-
panies. On the other hand, Chart 1B demonstrates that
the chances of success for a generic company increase
significantly when active ingredient patents are not at
issue.

District Court Results

The district courts issued decisions on the merits in
favor of the brand name company for 15 out of 20 prod-
ucts that were primarily protected by active ingredient
patents'® — a 75% success rate for brand name compa-

9 See note 7.

10 1n addition to a patent claiming the active ingredient, 12
of the 20 products were also covered by formulation and
method-of-use claims. Of those, the brand name was success-
ful in 9 instances. However, in the authors’ view, the outcomes
for the non-active ingredient claims were driven in large part
by the outcome for the related active ingredient claims and
therefore are being counted in the active ingredient category.

10-21-11

COPYRIGHT © 2011 BY THE BUREAU OF NATIONAL AFFAIRS, INC.  PLIR

ISSN 1542-9547



Chart 1A: Federal Circuit Decisions on the
Merits in Favor of Brand Name Company

Chart 1B: Federal Circuit Decisions on the
Merits in Favor of Generic Company
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Source: Milbank, Tweed, Hadley & McCloy LLP

nies. The 5 generic successes were split: 3 non-
infringement decisions and 2 invalidity/unenforceability
decisions. Similar to the Federal Circuit results, brand
name companies fared better with new molecule active
ingredient claims than with narrower claims relating to
polymorphs, isomers, or salts. Cases that related to
polymorph, isomer, or salt patents accounted for 3 of
the generic companies’ 5 successes. In the remaining 2
cases, the Federal Circuit reversed.

Brand name companies achieved higher success
rates for formulation patents and method-of-use pat-
ents at the district court level than at the Federal Cir-
cuit. The brand name prevailed in 7 out of 16 formula-
tion patent cases — a 44% success rate. Out of the 9 ge-
neric successes, 5 were based on non-infringement and
4 on invalidity/unenforceability. The district court re-
sults, like the Federal Circuit, showed that formulation
patents relating to liquid pharmaceuticals fared better
than other formulation types.

When only method-of-use claims were asserted, the
brand name succeeded in 4 out of 10 cases — a 40% suc-
cess rate. Again, in all 6 method-of-use cases where the
generic manufacturer prevailed, the patent in suit was
invalid or unenforceable. Finally, the brand name suc-
ceeded in 3 out 8 cases where district courts considered
both formulation and method-of-use patents — a 38%
success rate.

Overall, brand name companies had a 75% success
rate in the district courts when asserting active ingredi-
ent patent claims - the same success rate exhibited in
the Federal Circuit. Products that fell into the “other”
patent categories had a 41% district court success rate,
which is better than the 29% success rate in the Federal
Circuit. Table 3 summarizes the results.

A BNA Graphic/hcr140g1

Table 3: District court decisions on the merits by type of
patent claims asserted

Total drug

products Decision on | Decision on

considered |the merits |the merits

by District |in favor of in favor of
Type of patent claims | Courts Brand Generic
Active ingredient'! 20 15 5
Formulation 16 7 9
Method of use 10 6
Formulation & method 8 3 5
of use
Total 54 29 25

Table 3 shows that formulation and method-of-use
patents provided significant victories for brand name
companies at the district court level. Nearly one-half
(14 out of 29) of the district court decisions in favor of
brand name companies did not involve active ingredi-
ent claims. Chart 2A illustrates the 29 products where a
district court ruled in favor of the brand name com-
pany, grouped by the type of patent claims that were as-
serted. Chart 2B illustrates the 25 generic company
wins in the district courts.

On the district court level the active ingredient suc-
cesses account for 52% of successful patent cases for
brand name companies while the “other” categories ac-
count for 48% of successful cases, once again highlight-
ing the value of non-active ingredient patents.

District court case results are a good indicator of how
a case will be resolved on appeal. The Federal Circuit
reviewed appeals relating to 30 post-KSR district court
decisions on the merits. The appeals court reversed on
the merits in 5 cases (17% rate of reversal). In 3 of the
reversals a district court ruling in favor of the generic
challenger was reversed by the Federal Circuit. In the

11 See note 10.
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Chart 2A: District Court Decisions on the
Merits in Favor of Brand Name Company

Chart 2B: District Court Decisions on the
Merits in Favor of Generic Company
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remaining 2 reversals the Federal Circuit’s decision fa-
vored the generic manufacturer.

Are Some Patents “More Valid” Than Others?

The likelihood of success in patent litigation depends
on the strength of the patent in terms of the scope and
breadth of the patent claims when compared to the
prior art (validity) and to a competitor’s product (in-
fringement). While infringement is a highly product-
specific inquiry, previous validity decisions can shed
light on trends that litigants can consider when prepar-
ing their case and assessing their chances of success for
each of the three categories of patent claims.'? Again, a
common supposition is that active ingredient patents
are more likely to withstand a validity challenge than
formulation or method-of-use patents. Indeed, in a De-
cember 2010 petition for a writ of certiorari to the U.S.
Supreme Court, a generic drug manufacturer argued
that the Federal Circuit set an “impossibly high stan-
dard for obviousness in chemical compound cases,” un-
der which active in§redient patents are virtually impos-
sible to invalidate.

Not surprisingly, at the Federal Circuit level, active
ingredient patents are more likely than other pharma-
ceutical patents to survive an invalidity or unenforce-
ability challenge. As shown in Chart 3, since KSR the
Federal Circuit addressed validity of 13 active ingredi-
ent patents and decided that 2 (15%) were invalid or un-
enforceable. For comparison, the Federal Circuit de-
cided that 8 out of 23 (35%) patents with formulation

12 For a review of post-KSR obviousness decisions in phar-
maceutical cases, see “Was the Concern That KSR Was a
Game-Changer Justified? Not for Chemical Cases Before the
Federal Circuit,” BNA’s Pharmaceutical Law & Industry Re-
port (Sept. 17, 2010) (8 PLIR 1197, 9/17/10).

13 petition for a Writ of Certiorari, Mylan, Inc. v. Daiichi
Sankyo Co. Ltd., No. 10-770 (Dec. 8, 2010). Cert. denied (9
PLIR 364, 3/25/11).
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claims were invalid or unenforceable and 7 out of 17
(41%) patents with method-of-use claims were invalid
or unenforceable.

Active ingredient patents also fared better in the dis-
trict courts. Out of 19 active ingredient patents consid-
ered by the district courts after KSR, only 2 (11%) were
found invalid or unenforceable. For comparison, 15 out
of 41 (37%) patents with formulation claims and 17 out
of 40 (42%) patents with method-of-use claims were
held invalid or unenforceable by the district courts.

What Makes A Successful Formulation Patent?

As shown in Chart 3, the Federal Circuit favored va-
lidity for 15 of 23 (65%) patents that claimed pharma-
ceutical formulations. Of the 8 that that were invalid or
unenforceable, the Federal Circuit determined that 5
patents were invalid for obviousness, 2 patents were in-
valid for lack of a sufficient written description and 1
patent was unenforceable. As shown in Chart 4, the dis-
trict courts ruled in favor of validity for 26 out of 41
(63%) formulation patents. Out of the remaining 15 that
were invalid or unenforceable, 10 were determined to
be obvious, 2 were obvious and unenforceable, 2 lacked
a sufficient written description, and 1 was unenforce-
able.

A review of the Federal Circuit’s obviousness inquir-
ies for formulation patents shows that the Court ap-
pears to focus on proofs regarding whether the prior art
guides a skilled person toward a limited number of so-
lutions that can be systematically tried. As addressed in
more detail below, the Federal Circuit held that the pat-
ents in Bayer v. Barr'* and Purdue v. Par'® were obvi-
ous because the prior art led persons of ordinary skill

14 Bayer Schering Pharma AG v. Barr Labs., Inc., 575 F.3d
1341 (Fed. Cir. 2009) (7 PLIR 937, 8/14/09).

15 purdue Pharma Prods. L.P. v. Par Pharm., Inc., 377
Fed.Appx. 978 (Fed. Cir. 2010) (8 PLIR 743, 6/11/10).
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Chart 3: Federal Circuit Validity and Enforceability Decisions
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in the art to a limited set of options for developing the
claimed formulation. On the other hand, in cases like In
re Omeprazole Patent Litigation'® and Unigene v. Apo-
tex,'” the Federal Circuit upheld the validity of formula-
tion patents because the evidence suggested a large
number of options, a lack of guidance for narrowing al-
ternatives, and in some instances teaching away in the
prior art. These cases highlight that a product’s devel-
opment history and what was available to a person of
skill in the art at the time of the invention are critical
when developing validity challenges and defenses relat-
ing to formulation patents.

In Bayer the Federal Circuit determined that the
patent at issue was obvious because a person of ordi-
nary skill in the art had only a narrow list of possibili-
ties to choose from for developing the claimed formula-
tion. Drospirenone, the active ingredient in the oral
contraceptive Yasmin®, was known in the prior art. Bay-
er’s patent related to a formulation containing micron-
ized drospirenone in a “normal” (non-enteric coated)
pill. Micronizing drospirenone improved its rate of ab-
sorption, but also led to undesired isomerization in the
stomach, which Bayer claimed taught away from using
a normal pill formulation. Isomerization could be pre-
vented by using an enteric coated formulation, but it
would likely reduce bioavailability and increase patient-
to-patient variation. Bayer argued that the prior art
taught away from using a normal pill and the success-
ful results obtained with a normal formulation were un-

6 In re Omeprazole Patent Litig., 536 F.3d 1361 (Fed. Cir.
2008) (6 PLIR 987, 9/5/08). The authors were counsel for plain-
tiffs.

17 Unigene Labs., Inc. v. Apotex, Inc., No. 2010-1006, 2011
WL 3715557 (Fed. Cir. Aug. 25, 2011) (9 PLIR 1106, 9/9/11).

A BNA Graphic/hcr140g3

expected. Even so, the Federal Circuit found that the
prior art directed a skilled person to two options for for-
mulating the product: an enteric coated pill and a nor-
mal pill. In light of the two options, the Federal Circuit
agreed with the district court that using a normal pill
was obvious to try and therefore the patent was invalid.
In this case, the generic challenger successfully framed
the options available to a skilled person as a simple
choice between only two possible paths.

In Purdue there were more than two options for mak-
ing the claimed formulation, but the Federal Circuit still
held that patents relating to a controlled-release tram-
adol formulation (Ultram” ER) suitable for once-daily
dosing were obvious. The Court focused on a prior art
patent that listed tramadol as one of 14 compounds that
could be used in a once-daily controlled-release formu-
lation. The district court and Federal Circuit rejected
Purdue’s characterization that there were “scores” of
possible active ingredients (or combinations thereof)
disclosed in this prior art patent. Once again, the ge-
neric challenger successfully limited the options to a
simple list available in the prior art.

On the other hand, in cases where obviousness chal-
lenges were overcome, the Court considered the lack of
guidance regarding what options to choose in combina-
tion with then-available information that taught away
from the claimed formulation. For example, in In re
Omeprazole the Federal Circuit found that the prior art
did not narrow the field of possible options and upheld
the validity of two patents directed to formulations that
included an enteric coating, a water-soluble/water-
disintegrable subcoating, and a ‘“‘core” containing the
active ingredient and an alkaline reacting compound.
The active ingredient in Prilosec” (omeprazole) was in-
vented in 1979, but developing an oral dosage form of
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Chart 4: District Court Validity and Enforceability Decisions
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the drug presented significant challenges. The prior art
disclosed that while an enteric coating could protect the
omeprazole from degradation in the stomach, it also
contained materials that would cause compounds like
omeprazole to decompose during storage. The prior art
also showed that while the problem with formulating
omeprazole might be solved by adding an inert water-
soluble subcoating to protect the active ingredient from
degradation caused by the enteric coating, it raised ad-
ditional problems relating to degradation during manu-
facture and untimely delivery when ingested. Unlike in
Bayer and Purdue, the courts rejected arguments that
the claimed formulations were obvious. The Federal
Circuit agreed with the district court that a skilled per-
son working to solve the stability problems had multiple
options to pursue regarding each element of the formu-
lation to address the various problems faced by the in-
ventors and would not arrive at the claimed formulation
without hindsight and/or undue experimentation. One
reason the Court decided In re Omeprazole differently
than Bayer and Purdue may be the extensive treatment
of the prior art references in In re Omeprazole showing
a large number of options that in some cases taught
away from using the claimed combination, as well as
the existence of alternatives and teaching away in prior
art relied on by the generic challengers.'®

18 Bayer, Purdue, In re Omeprazole, and Unigene also dem-
onstrate the importance of winning at the district court level,

A BNA Graphic/hcr140g4

New formulations can be the subject of New Drug
Applications under 21 U.S.C. § 355(b) 2) (a “505(b)(2)
NDA”) and provide patent protection for the subse-
quent 505(b)(2) NDA filer against later ANDA filers.
For example, in Unigene, the Federal Circuit addressed
an ANDA formulation patent relating to the nasal spray
Fortical®. Fortical” was a 505(b)(2) NDA which in turn
referenced the more common 505(b) (1) NDA for the
product Miacalcin®. The active ingredient in all three
products (Fortical”, Miacalcin”, and the ANDA product)
is salmon calcitonin, which is easily degraded by body
fluids, relatively unstable in pharmaceutical composi-
tions and is poorly absorbed through tissues. The
patent in suit was directed to the Fortical” formulation
and used a different preservative, absorption enhancer
and surfactant than the earlier Miacalcin” formulation.

The Federal Circuit treated Miacalcin” as a “refer-
ence composition” — analogous to a “lead compound” —
to determine if the changes made to obtain Fortical®
were obvious.'® The Federal Circuit focused on the
patent’s use of a specific amount of citric acid in the for-
mulation. The Court noted that although prior art refer-
ences mentioned using citric acid, none of the refer-
ences focused on it for the same purpose as in the For-

given the 83% Federal Circuit affirmance rate addressed
above.

19 For discussion of “lead compound” analysis, see “Was
the Concern That KSR Was a Game-Changer Justified? Not for
Chemical Cases Before the Federal Circuit,” 8 PLIR 1197
(Sept. 17, 2010).
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tical® formulation, did not suggest the claimed
concentration, and did not provide a narrow list of ma-
terials that could be systematically tried. Like in In re
Omeprazole, the Federal Circuit determined that the
prior art did not lead a skilled person to use citric acid
in the Fortical” formulation in the normal course of re-
search and development and rejected the invalidity
challenge.

Comparing Bayer and Purdue with In re Omeprazole
and Unigene emphasizes the importance of addressing
the state of the art at the time of the invention and the
possible avenues of product development available to a
person of ordinary skill. A limited number of options to
try to solve a particular problem favors the patent chal-
lenger. On the other hand, a patentee can improve their
chances of success by developing the facts relating to
issues faced by the inventors during development
through both internal documents and prior art.

What Makes A Successful Method-0f-Use Patent?

As noted in Chart 3 above, 17 Federal Circuit deci-
sions addressed validity of patents that claim a method
of use and 7 of those decisions resulted in invalidity or
unenforceability. The Federal Circuit’s grounds for
striking down these patents were more varied than in
its formulation patent decisions: 2 patents were antici-
pated and obvious, 1 patent was obvious, 2 were not en-
abled, and 2 were invalid for obviousness-type double
patenting.

The district court decisions were likewise varied. As
shown in Chart 4, the district courts issued opinions on
40 patents that claim a method of use and struck down
17: 2 were anticipated and obvious, 2 were anticipated,
6 were obvious, 5 were not enabled, 1 was invalid for
obviousness-type double patenting, and 1 was obvious
and lacked a sufficient written description.

One area of increased litigation over the past few
years are method-of-use patents where the active ingre-
dient was known in the prior art, but was later discov-
ered to be useful for treating a particular condition. In
these cases the court reviews whether a person of ordi-
nary skill in the art would expect that the particular ac-
tive ingredient would be effective for the claimed indi-
cation, and whether there were known problems or side
effects associated with the drug or class of drugs that
taught away from using it for a particular indication or
even as a pharmaceutical product. For example, in Eli
Lilly v. Actavis?® and Eli Lilly v. Teva,?! discussed in
more detail below, the Federal Circuit upheld method-
of-use patents directed to using known active ingredi-
ents to treat new indications. In contrast, in King v.
Eon?? the Federal Circuit held that the patents were in-
valid because they claimed a known use of a pharma-
ceutical ingredient.

In Eli Lilly v. Actavis the Federal Circuit addressed a
patent that claims a method for treating attention
deficit/hyperactivity disorder (ADHD) by administering
an effective amount of atomoxetine to a patient in need
of treatment. The patent in suit issued 15 years after a
patent claiming atomoxetine itself. At that time, how-

20 Eli Lilly and Co. v. Actavis Elizabeth LLC, No. 2010-1500,
2011 WL 3235718 (Fed. Cir. July 29, 2011) (9 PLIR 989, 8/5/11).

21 Eli Lilly and Co. v. Teva Pharms. USA, Inc., 619 F.3d 1329
(Fed. Cir. 2010) (8 PLIR 1133, 9/10/10).

22 King Pharms., Inc. v. Eon Labs, Inc., 616 F.3d 1267 (Fed.
Cir. 2010) (8 PLIR 1014, 8/6/10).

ever, atomoxetine was studied for the treatment of uri-
nary incontinence and depression (without success).
The Federal Circuit noted that the initial suggestion that
atomoxetine might be effective to treat ADHD ‘‘was met
with skepticism,” that similar compounds exhibited
negative effects, and that “experts for both sides were
in agreement that they would not have expected that
atomoxetine would be a successful treatment of
ADHD.” Based on this evidence, the Federal Circuit af-
firmed the district court’s decision that use of atomox-
etine to treat ADHD was not obvious to a person of skill
in the art. Here, like in In re Omeprazole and Unigene,
the Court looked to the expectations of a skilled person
at the time of the invention.

In Eli Lilly v. Teva the Federal Circuit affirmed the
district court’s decision that patents relating to the os-
teoporosis drug Evista” were valid. The patents were di-
rected to a method of inhibiting bone loss in post-
menopausal women or treating post-menopausal osteo-
porosis comprising administering a single daily oral
dose of an effective amount of raloxifene hydrochlo-
ride. Raloxifene, the active ingredient in Evista”®, was
previously known and tested for treating breast cancer
and autoimmune disorders. The district court and Fed-
eral Circuit noted that osteoporosis and autoimmune
disorders are very different conditions and a person of
skill in the art would not expect that the same com-
pound could be successfully used for both. In addition,
existing information taught away from using raloxifene
because it was believed to have significant bioavailabil-
ity problems. Later studies, however, showed that
raloxifene prevented bone loss. Based on the state of
the art at the time of the invention, the Federal Circuit
agreed with the district court that it was not obvious to
a skilled person to use raloxifene to treat osteoporosis
and that the method-of-use patents were valid.?®

On the other hand, in King the Federal Circuit ad-
dressed two method-of-use patents relating to the
muscle relaxant Skelaxin®. The patents related to a
method of increasing the bioavailability of the active in-
gredient (metaxalone) by administering an oral dosage
form with food, or by informing the patient that taking
the drug with food increases its bioavailability. Like in
Eli Lilly v. Actavis and Eli Lilly v. Teva, the active ingre-
dient in the pharmaceutical product was known in the
prior art. Unlike in the two Eli Lilly cases, the product
at issue was previously sold for the same indication as
in the patents in suit. In addition, prior art disclosed
that administering metaxalone with food decreases gas-
tric upset. The district court granted Eon’s motion for
summary judgment of invalidity because it determined
that increased bioavailability was an inherent result of
taking metaxalone with food (as disclosed in the prior
art). The Federal Circuit agreed with the district court’s
anticipation analysis, stating that metaxalone was used

23 Eli Lilly also asserted patents directed to formulations us-
ing an active ingredient of a particular particle size, set to ex-
pire three to five years later than the method-of-use patents. To
address infringement, Eli Lilly sought a claim construction that
an active ingredient particle size limitation applied broadly to
the active ingredient before formulating as well as the active
ingredient in the final formulation. The Court adopted Eli Lil-
ly’s claim construction, but then invalidated the formulation
patents for lack of a written description because they did not
disclose the idea or procedure for measuring particle size in
the final formulation.
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for decades to treat muscle pain and that it was known
to administer the drug with food.

Method-of-use patents have also been invalidated for
obviousness-type double patenting. In these cases the
courts held that the method-of-use claims were invalid
because they were not patentably distinct from the dis-
closures of earlier active ingredient patents and there
was no terminal disclaimer. The Court’s analysis high-
lights that method-of-use patents need to disclose a use
for the product that is sufficiently different from previ-
ously disclosed uses.

For example, in Sun v. Eli Lilly** the Federal Circuit
affirmed the district court’s decision that a patent claim-
ing the use of gemcitabine (the active ingredient in
Gemzar”) to treat cancer was invalid for obviousness-
type double patenting. The Court referred to an earlier
patent that claimed gemcitabine and a method of using
it to treat viral infections. That patent’s specification
also mentioned that gemcitabine could be used to treat
cancer. The Court invalidated the patent in suit based
on this disclosure and explained that an inventor can-
not receive a patent on a composition of matter that dis-
closes its uses in the specification, and later extend the
patent term by obtaining patents that claim these same
uses.

Similarly, in Pfizer v. Teva®® the Federal Circuit af-
firmed that a method-of-use patent relating to the drug
Celebrex” was invalid for obviousness-type double pat-
enting because the patent “merely claims a particular
use described in [an earlier patent] of the claimed com-
positions of the [earlier patent].” Although Pfizer pre-
vailed on infringement and validity of patents claiming
the active ingredient and formulation, it was unable to
benefit from the later expiration date of the method-of-
use patent.

Litigants developing strategies relating to method-of-
use patents should also consider possible enablement
challenges and whether the patent disclosures will per-
mit use of the claimed methods without undue experi-
mentation. The inquiry generally relates to the indica-
tions disclosed in the patent, the amount of testing that
is in the specification or was available at the time of the
invention, and dosage information provided in the
patent.

24 Sun Pharma. Indus., Ltd. v. Eli Lilly and Co., 611 F.3d
1381 (Fed. Cir. 2010) (8 PLIR 1013, 8/6/10).

25 Pfizer, Inc. v. Teva Pharms. USA, Inc., 518 F.3d 1353
(Fed. Cir. 2008) (6 PLIR 285, 3/14/08).

In Eli Lilly v. Actavis, discussed above, the Federal
Circuit determined that a patent specification that con-
tained statements that atomoxetine was useful for treat-
ment of ADHD, and supporting human testing that was
completed shortly after the application was filed but not
included in the specification met the enablement re-
quirement. The Federal Circuit noted that in cases
where the priority date is not in dispute, post-filing evi-
dence can be used to substantiate utility statements that
are already in the specification. In contrast, in In re 318
Patent Infringement Litigation® a patent that claimed a
method of treating Alzheimer’s disease by administer-
ing a therapeutically effective amount of galantamine or
certain salts was held invalid for lack of enablement.
The district court held that the specification did not
demonstrate utility because relevant animal testing was
not complete at the time the patent issued and that the
patent did not provide sufficient dosage information to
teach a skilled person how to use the claimed method.
Affirming the district court’s decision, the Federal Cir-
cuit explained that patents cannot claim ‘“a mere re-
search proposal” and that typical patent applications
need to be supported by test results, even if they are in
vitro or animal tests. The key difference between Eli
Lilly v. Actavis and this case appears to be the inven-
tor’s testimony that she was not sure galantamine
would work when she submitted the patent. Given this
admission and the lack of testing noted by the district
court, the Federal Circuit held that the patent did not
satisfy the enablement requirement.

* % %

Although active ingredient patents remain the stron-
gest protection from a brand name company’s perspec-
tive, Federal Circuit and district court statistics show
that brand name companies have significant success as-
serting formulation and method-of-use patents, even
though validity decisions on these patents are split be-
tween brand name companies and generic challengers.
A review of the case law assists in analyzing the
strengths and weaknesses of potential invalidity argu-
ments for formulation and method-of-use patents and
in assessing the chances of maintaining or invalidating
these types of patents.

26 In re ’318 Patent Infringement Litigation, 583 F.3d 1317
(Fed. Cir. 2009) (7 PLIR 1128, 10/2/09).
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