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These materials have been prepared solely for educational and
informational purposes to contribute to the understanding of U.S.
intellectual property law. These materials reflect only the personal views
of the authors and are not individualized legal advice. It is understood
that each case is fact specific, and that the appropriate solution in any
case will vary. Therefore, these materials may or may not be relevant to
any particular situation. Thus, the authors, Finnegan, Henderson,
Farabow, Garrett & Dunner, LLP (including Finnegan Europe LLP, and Fei
Han Foreign Legal Affairs Law Firm), cannot be bound either
philosophically or as representatives of their various present and future
clients to the comments expressed in these materials. The presentation
of these materials does not establish any form of attorney-client
relationship with these authors. While every attempt was made to
ensure that these materials are accurate, errors or omissions may be
contained therein, for which any liability is disclaimed.

Disclaimer
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PRE-AIA § 103 AIA § 103
Applicable to patents/ applications wherein 
at least one claim has (or ever had) an 
effective filing date after March 15, 2013.

-includes all claims in a JMM!

AIA § 102 definitions of prior art (+exceptions).

NEW: A patent for a claimed invention may
not be obtained, notwithstanding that the
claimed invention is not identically disclosed
as set forth in section 102, if the differences
between the claimed invention and the prior
art are such that the claimed invention as a
whole would have been obvious before the
effective filing date of the claimed invention
to a person having ordinary skill in the art to
which the claimed invention pertains.

KEEP ON YOUR CHECKLISTS FOR NOW: MAKE SURE 
CLAIMS EXAMINED UNDER CORRECT LAW

CHANGE EFFECTIVE MARCH 16, 2013

Applicable to patents/applications wherein 
all claims have effective filing dates before 
March 16, 2013.

Pre-AIA § 102 definitions of prior art.

OLD: A patent may not be obtained though
the invention is not identically disclosed or 
described as set forth in section 102 of this 
title, if the differences between the subject 
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 the art to which said subject 
matter pertains.
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Enactment: 
Sept. 16, 2011

PCT 
Filing

Pre-AIA § 103 applies to all claims

Be Sure You/Examiner Are Applying the Correct Law

PCT Filing
Priority 
Date

Enactment: 
Sept. 16, 2011 Effective Date: 

March 16, 
2013

Priority 
Date AIA § 103 applies to all claims

PCT 
Filing

Enactment: 
Sept. 16, 2011

Scenario 1: no claims entitled to priority date:
Scenario 2: all claims entitled to priority date:
Scenario 3: mixed EFD claims March 15/16, 2003

Scenario 1: AIA § 103 applies to all claims
Scenario 2: Pre-AIA § 103 applies to all claims

Scenario 3:  AIA § 103 applies to all claims
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PRIOR ART UNDER THE AIA
35 U.S.C. §102: EFD AFTER 3/15/13 

(a)(1): A public disclosure ANYWHERE in the world before the EFD of the 
claimed invention; OR

(a)(2): Patent filing disclosures (in the U.S. or PCT designating the U.S.) 
that later become public, that name another inventor, and were 
effectively filed before the EFD of the claimed invention.

b) Exceptions from prior art;
1) Disclosures made <1 year [anywhere in the world] before the EFD of the claimed invention by the inventor 

or joint inventor or the subject matter was publicly disclosed by the inventor or a joint inventor or 
another who obtained the subject matter disclosed directly or indirectly from the inventor or a joint 
inventor. 

2) Disclosures appearing in applications and patents obtained directly or indirectly from the inventor or a 
joint inventor; before the EFD the subject matter was publicly disclosed by the inventor or a joint 
inventor or another who obtained the subject matter disclosed directly or indirectly from the inventor or 
a joint inventor; or the subject matter disclosed and the claimed invention, not later than the EFD of the 
claimed invention, were owned by the same person or subject to an obligation of assignment to the same 
person.  

c) Expands exceptions subject to CREATE Act (joint research agreements/mergers); and
d) New definition of “effectively filed” for 102(a)(2) (sort of like old 102(e)).
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EXCEPTION ONLY GOOD FOR EXACT 
SUBJECT MATTER DESCRIBED

§102(b)(1) Exception ONLY for the same subject
matter earlier disclosed; “related” subject matter
could still be used against the patentee under §103
and MIGHT even preclude the claimed invention
from being patentable at all because of §103 !!!
What if inventor discloses X and the disclosee
discloses X and Y?

See Examination Guidelines pp. 11061

The same argument regarding disclosed vs. related subject matter is also made regarding §102(b)(2), 
which is the exception to §102(a)(2).  

Exam Guidelines p. 11066: “The absence of the ‘‘substantially’’ modifier or similar terminology in subparagraph (B) of each of AIA 35 U.S.C. 
102(b)(1) and 102(b)(2) further supports the conclusion that this provision does not contemplate variation in subject matter.
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KSR Intern. Co. v. Teleflex, Inc., 
127 S.Ct. 1727 (2007)

◦DC: SJ of obviousness under Graham and teaching-
suggestion-motivation (“T-S-M”) test.

◦FC: Reversed.  “T-S-M” analysis not strict enough.

◦At issue: Federal Circuit's ruling that a patent may not be 
found invalid for obviousness unless the prior art sets forth a 
“teaching, suggestion, or motivation” to combine the prior 
art teachings in the manner claimed in the patent.

◦USSC: Claim obvious. Reverse and remand.
 Graham analysis reaffirmed.
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Graham v. John Deere Co., 
383 U.S. 1 (U.S. 1966)

◦“[if] the difference between the subject matter sought to 
be patented and the prior art… would have been obvious at 
the time to a person skilled in the art, then the subject 
matter cannot be patented.”

◦Satisfying § 103 is legal question with factual 
underpinnings:

 the scope and content of the prior art; 
 differences between the prior art and the claims at issue; and 
 the level of ordinary skill in the pertinent art.
 And “[s]uch secondary considerations as commercial success, long 

felt but unsolved needs, failure of others, etc., … may have 
relevancy.”
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TIP

Challenge any failure to undertake a full 
Graham analysis or a faulty Graham analysis. 
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MPEP §2143: EXEMPLARY RATIONALES

13

Combining prior art elements according to known methods to yield predictable results; 

Simple substitution of one known element for another to obtain predictable results; 

Use of known technique to improve similar devices (methods, or products) in the same way; 

Applying a known technique to a known device (method, or product) ready for improvement to yield predictable 
results; 

“Obvious to try” – choosing from a finite number of identified, predictable solutions, with a reasonable 
expectation of success; 

Known work in one field of endeavor may prompt variations of it for use in either the same field or a different 
one based on design incentives or other market forces if the variations are predictable to one of ordinary skill in 
the art; 

Some teaching, suggestion, or motivation in the prior art that would have led one of ordinary skill to modify the 
prior art reference or to combine prior art reference teachings to arrive at the claimed invention. 



TAKE-AWAY POINTS FROM 
MPEP

The Federal Circuit has broadly applied KSR.

Obviousness may be avoided when:
• Prior art missing one or more claim elements;
• High level of unpredictability (careful here!);
• Prior art teaches away;
• Prior art is vague or suggests many possible choices with 

little guidance toward the claimed invention;
• Unexpected results; other objective evidence of non-

obviousness; or
• Attack begins with something that is not a lead compound.
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SHOWING 
NONOBVIOUSNESS

Look for evidence of unexpected benefit or result (e.g., synergism).

Obviousness to try: finite v. very large number of possibilities.

Look for teachings away or disincentive to make a modification to arrive at 
claimed invention.

• A POSITA would have had a reasonable motivation to change/modify/combine the 
references? With a reasonable expectation of success? 

Try to establish no finite number of predictable solutions with anticipated 
success.
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PRIMA FACIE CASE OF OBVIOUSNESS:
A PROCEDURAL TOOL OF EXAMINATION

Allocate the burden of going forward and the burden of persuasion as between the USPTO
and applicant.

USPTO bears the initial burden of establishing the prima facie case.

Make determination from the point of view of the hypothetical person of ordinary skill in 
the art 
• pre-AIA: just prior to when the inventor discovered the invention;
• AIA: just before the effective filing date.

If no prima facie case established, no rebuttal necessary (though consider building up 
nonobviousness case proactively with view to strengthening patent against future AIA 
post-grant proceedings).

If prima facie case established, burden shifts to applicant to come forward with evidence 
persuasive of nonobviousness.

If applicant submits rebuttal evidence, the initial holding of prima facie obviousness 
dissipates, and “the examiner must consider all of the evidence anew.”
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SHIFTING BURDEN WITH 
OVERLAPPING RANGES

E.I. DuPont v. Synvina C.V., 904 F.3d 996 (Fed. Cir. 2018)
• Claim: 1. A method for the preparation of 2,5-furan dicarboxylic acid 

comprising …, in the presence of an oxidation catalyst comprising both Co and 
Mn, and further a source of bromine, at a temperature between 140° C. and 
200° C. at an oxygen partial pressure of 1 to 10 bar, wherein a solvent or 
solvent mixture comprising acetic acid or acetic acid and water mixtures is 
present.

• Asserted references disclosed oxidizing HMF or an HMF derivative to produce 
FDCA, but with different (overlapping) conditions.

• PTAB: FWD claims not unpatentable.

• FC: Reversed. 
― Burden-shifting framework: “’[W]here there is a range disclosed in the prior art, and the 

claimed invention falls within that range, the burden of production falls upon the patentee to 
come forward with evidence’ of teaching away, unexpected results, or other pertinent 
evidence of nonobviousness. … The factfinder then assesses that evidence, along with all 
other evidence of record, to determine whether a patent challenger has carried its burden of 
persuasion to prove that the claimed range was obvious.”
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PRESUMPTION WITH 
OVERLAPPING RANGES

• UCB, Inc. v. Actavis Labs. UT, Inc., 2021 U.S. Dist. LEXIS 90952 
(D. Del. March 26, 2021)
• Patent claims weight percentage ratios of between 9:4 and 9:6 of 

rotigotine to PVP.
• Prior art patents claim a range of ratios of rotigotine to PVP 9:1.5 to 9:5.
• UCB argued that based on the prior art, a POSA would have calculated a 

9:18 R:PVP ratio, making the actual 9:4 to 9:6 solution claimed “surprising 
and inventive over the prior art.”

• DC: Claims obviouss.
― UCB has not rebutted the "prima facie case" or "presumption" of obviousness 

established by this significant overlap. E.I DuPont de Nemours & Co. v. 
Synvina C. V., 904 F.3d 996, 1006 (Fed. Cir. 2018)[.]… In particular, UCB has 
not presented evidence indicating that the Asserted Claims produced ‘a 
new and unexpected result,’ the prior art taught away from the claimed 
range, the parameter was not known to be ‘result-effective,’ nor that the 
prior art range was ‘very broad.“’ Id.; id. at 1008 (A patent challenger's 
‘burden of persuasion is necessarily satisfied when there is no evidentiary 
reason to question the prior art's disclosure of a claimed range.’). 
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APPEARS NO PRESUMPTION THOUGH 
IF RELYING ON INHERENT TEACHINGS 

OF REFERENCE(S)
• Liquidia Techs., Inc. v. United Therapeutics Corp., IPR2021-

00406, Paper 78 (P.T.A.B. July 19, 2022) 
• Claim: … wherein the therapeutically effective single event dose comprises from 15 

micrograms to 90 micrograms of Treprostinil or a pharmaceutically acceptable salt 
thereof delivered in 1 to 3 breaths.

• Liquidia: although the cited prior art did not disclose the exact dose of 
treprostinil used, the dosage could be calculated 3 different ways based 
on the information disclosed within the prior art references.

• PTAB: All challenged unpatentable under 35 U.S.C. § 103.
― Agreed that the second calculation method did demonstrate that the art 

taught the claimed dosage range. 

― “Petitioner has shown by a preponderance of the evidence that a person of 
ordinary skill in the art would have had a reason to combine the teachings 
of the ’212 patent, Voswinckel JESC, and Voswinckel JAHA and that they 
reasonably would have expected to succeed in doing so.”
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TIP

Attacking the prima facie case rather than rebutting 
may help to avoid amending claims and the resultant 
possibility of prosecution history estoppel.
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REASONING MUST BE 
SUPPORTED

In re Stepan Co., 868 F.3d 1342 (Fed. Cir. 2017)

• Claim 1. An ultra-high load, aqueous glyphosate salt-containing concentrate comprising:
― a. water;
― b. glyphosate salt …;
― c. a surfactant system …, comprising: [i-iv]; 
said concentrate having a cloud point above at least 70ºC. or no cloud point when the 
concentrate is heated to its boiling point.

• PTAB affirmed examiner’s obviousness rejection of claims. 

• FC: Vacated and remanded. 
― “The Board failed to explain why it would have been ‘routine optimization’ to select and 

adjust the claimed surfactants and achieve a cloud point above at least 70ºC.”
― “Nor did the Board articulate why a person of ordinary skill in the art would have had a 

reasonable expectation of success to formulate the claimed surfactant system with a 
cloud point above at least 70ºC. …’[T]o have a reasonable expectation of success, one 
must be motivated to do more than merely to vary all parameters or try each of numerous 
possible choices until one possibly arrived at a successful result.’”

21

See also, PersonalWeb Techs., LLC v. Apple, Inc., 848 F.3d 987 (Fed. Cir. 2017).



MOTIVATION TO COMBINE MUST BE 
EXPLAINED

In re NuVasive, Inc., 842 F.3d 1376 (Fed. Cir. 2016) 

• PTAB: FWD all claims unpatentable for obviousness.

• FC: Vacated and remanded. 
― “the PTAB must make the necessary findings and have an adequate 

‘evidentiary basis for its findings.’”

― “the PTAB ‘must …articulate a satisfactory explanation for its action including 
a rational connection between the facts found and the choice made.’” 

― “The PTAB's own explanation must suffice for us to see that the agency has 
done its job and must be capable of being “reasonably ... discerned” from a 
relatively concise PTAB discussion.” 

― “the PTAB failed to explain the reason why a PHOSITA would have been 
motivated to modify [the references.]”
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MOTIVATION TO COMBINE MUST BE 
EXPLAINED

Alacritch, Inc. v. Intel Corp., 966 F.3d 1367 (Fed. Cir. 2020) 

• Intel petitioner for IPR. 

• PTAB: FWD all of the challenged claims unpatentable as obvious.

• FC: Inter alia, vacated and remanded. 
― the Board did not adequately support its finding that the asserted prior art combination 

teaches or suggests a limitation recited in claims 41-43 of the '880 patent. 

― “We do … require that the Board's own explanation be sufficient ‘for us to see that the 
agency has done its job.’" 

― “The Board's analysis of the disclosure of the reassembly limitations in claims  41-43 falls 
short of that which the APA and our precedent require.”

― “The Board's analysis does not acknowledge that [the parties' dispute where reassembly 
takes place in the prior art and whether that location satisfies the claim limitations], 
much less explain how the prior art teaches or suggests reassembly in the network 
interface. As such, we cannot reasonably discern whether the Board followed a proper 
path in determining that the asserted prior art teaches or suggests the reassembly 
limitations, and by extension, that the subject matter of claims 41-43 would have been 
obvious.”
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SAME FOR CHALLENGERS

“Petitioner cannot satisfy its burden of proving obviousness by 
employing ‘mere conclusory statements.’ In re Magnum Oil Tools 
Int’l, Ltd., 829 F.3d 1364, 1380 (Fed. Cir. 2016). Instead, 
Petitioner must articulate a reason why a person of ordinary skill 
in the art would have combined the prior art references. In re 
NuVasive, 842 F.3d 1376, 1382 (Fed. Cir. 2016).”

IPR2021-00919 at *11.
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TIPS

Challenge any unsupported 
conclusions or reliance on 
only common sense by the 
examiner.

See MPEP §2144

Challenge hindsight reasoning 
relying on the applicant’s 
specification. 
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LONG-FELT NEED SUPPLIES 
MOTIVATION?

• Adapt Pharma Operations v. Teva Pharmaceuticals, 25 F.4th 1354 (Fed. Cir. 2022)

 Claimed treatment for opioid addiction by intranasal administration of naloxone overcame prior art 
problems:
― i.v. delivery required trained professional
― Intranasal delivery required device assembly & risked excess fluid in nose
― FDA had publicly encouraged development of improvements.

 “several years before the priority date of the patents-in-suit, the FDA explicitly provided a motivation to 
formulate an intranasal naloxone product by identifying a "need or problem known in the [industry] . . . 
at the time of the invention," Plantronics, 724 F.3d at 1354—the known drawbacks of the MAD Kit and 
the need for an intranasal naloxone product. A skilled artisan, therefore, would have been motivated to 
develop an intranasal naloxone product.”

 Claimed formulation (Narcan®) to specific amounts of naloxone, sodium chloride, benzalkonium 
chloride, disodium edetate, and acid for pH modulation.

 Prior art and Teva’s expert testimony ample reasons for the claimed drug formulation via selection 
and optimization of prior art components.

 FC affirmed claims invalid for obviousness.



REASONABLE EXPECTATION OF SUCCESS 
REQUIRES SUBSTANTIAL EVIDENCE

• Univ. of Strathclyde v. Clear-Vu Lighting LLC, 17 F.4th 155 (Fed. Cir. 2021)

• Claim to method of disinfecting by inactivating Gram+ bacteria
 Expose to visible light: 400-420 nm
 Without using a photosensitizer

• Prior Art Ref 1: 
 407-420 nm light
 Used photosensitizer

• Prior Art Ref 2:
 407-420 nm light
 Some cultures lacked photosensitizer

• No evidence that Ref 2 achieved inactivation when visible light used without 
photosensitizer.

• Combined refs: neither teaches/suggests inactivation of any bacteria without use of 
photosensitizer.

• Ref 2’s failure to inactivate MRSA without a photosensitizer undermines a finding of 
reasonable expectation of success

Works with
photosensitizer

No evidence 
this worked



NO REASONABLE EXPECTATION OF SUCCESS
(AND CLAIMING UNEXPECTED RESULTS!)

• Teva Pharm. U.S. v. Corcept Therapeutics, 18 F.4th 1377 (Fed. Cir. 2021)
 Method of treating Cushing’s Syndrome with mifepristone and a strong CYP3A4 inhibitor by 

reducing dose of mifepristone to 600 mg/day(from 900-1200 mg/day) when taken with the 
strong CYP3A4 inhibitor.

 Prior Art Ref 1 noted safety risk & unknown effect of combined administration.
 Prior Art Ref 2 was mifepristone prescribing label warning against use with strong CYP3A4 

inhibitor & limiting dose to 300 mg/day when used in combo with strong CYP3A4 inhibitor.

• In process of FDA approval, had to do testing. 

• Filed patent application reflects the drug-drug interaction study by allowing up to 600 mg of 
mifepristone in combination with the strong inhibitor. The original label contradicted this.

• “Teva failed to show that a POSITA would have had “no expectation as to whether co-
administering dosages of mifepristone above the 300 mg/day threshold set forth in the Korlym
label would be successful.’” … “Because there was no expectation of success for any dosages over 
300 mg per day, there was no expectation of success for the specific 600 mg per day dosage. … 
Nothing about this analysis required precise predictability, only a reasonable expectation of 
success tied to the claimed invention.” 



FINITE NUMBER OF 
PREDICTABLE SOLUTIONS

• In re Urbanski, 809 F.3d 1237 (Fed. Cir. 2016)

• Claim 43. A method for making an enzymatic hydrolysate of a soy fiber comprising:
a) mixing water and a soy fiber …, wherein the unhydrolyzed soy fiber and water are 

present in a weight ratio of between about 1:1.5 and about 1:8;

b) adjusting the pH of the mixture to between about 4.5 and about 5.5;

c) heating to at least about 200°F for a time sufficient to substantially swell the 
unhydrolyzed soy fiber;

d) cooling the mixture to between about 115°F and about 135°F;

e) contacting the mixture with one or more endoglucanase enzymes in the absence of 
exohydrolytic enzymes, …;

f) mixing under high speed for about 60 minutes to about 120 minutes to hydrolyze
between about 0.5% and about 5% of the glycosidic bonds present in the unhydrolyzed 
soy fiber;

g) inactivating the one or more endoglucanase enzymes; and

h) drying the resulting enzymatic hydrolysate by spray drying;

to provide a hydrolysate of soy fiber having an average degree of hydrolysis of between 
about 0.5% and about 5%; a water holding capacity which is reduced by about 10% to about 
35% as compared to the water holding capacity of the unhydrolyzed soy fiber; a free simple 
sugar content of less than about 1%; and which is suitable for human consumption.
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FINITE NUMBER OF 
PREDICTABLE SOLUTIONS

• Urbanski (con’t)
• Examiner rejected for obviousness over Gross and Wong.

• Board upheld, rejecting applicant’s teaching away argument that 
“modifying the Gross process by shortening the reaction time, as taught by 
Wong, would render the modified process unsatisfactory for Gross's 
intended purpose[.]”

― Not enough for nonobviousness that the “the benefits of the prior art 
processes [are]‘mutually exclusive’”

• FC:  Affirmed.
― “Substantial evidence thus supports the Board's finding that a [POSITA] 

would have been motivated to modify the Gross process by using a shorter 
reaction time, in order to obtain the favorable properties disclosed in 
Wong.”

― “[B]oth Gross and Wong recognize that reaction time and degree of 
hydrolysis are result-effective variables that can be varied in order to 
adjust the properties of the hydrolyzed fiber in a predictable manner.”

― No evidence of unexpected results to rebut p.f. case. 
30



MUST ALSO SHOW REASONABLE 
EXPECTATION OF SUCCESS

Novartis Pharms. Corp. v. West-Ward Pharms. Int'l Ltd., 923 F.3d 1051 
(Fed. Cir. 2019)

• Claim 1. 1. A method for inhibiting growth of solid excretory system tumors in a subject, said 
method consisting of administering to said subject a therapeutically effective amount of a 
compound of formula I …wherein R1 is CH3, R2 is —CH2—CH2—OH, and X is=O.

• West-Ward: Claims 1-3 would have been obvious over a temsirolimus reference (Hidalgo 2000 
or Hutchinson) and an everolimus patent, in view of the general knowledge in the art. 

• DC: Not invalid for obviousness.
― “the asserted prior art would not have provided a person of ordinary skill in the art with a 

reasonable expectation of success in using everolimus to treat advanced RCC.”

• FC: Affirmed.
― “The district court reviewed the above evidence, determined that the molecular biology of 

advanced RCC was not fully understood, recognized the limitations in the temsirolimus phase 
I data, and found that such data did not provide a person of ordinary skill with a reasonable 
expectation of success.”
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GREATER SUCCESS THAN REASONABLY 
EXPECTED DOES NOT NEGATE 

REASONABLE EXPECTATION

Hoffmann–La Roche Inc. v. Apotex Inc., 748 F.3d 1326 (Fed. Cir. 2014)

• DC: Claims to a method for treating osteoporosis with 150 mg of ibandronic acid 
were invalid for obviousness.

• FC: Affirmed.
― “While the evidence would support a finding of superior efficacy of the 150 mg 

monthly dose in raising BMD levels, as compared to a 2.5 mg daily dose, that 
improved efficacy does not rebut the strong showing that the prior art disclosed 
monthly dosing and that there was a reason to set that dose at 150 mg. …The 
evidence of superior efficacy does nothing to undercut the showing that there 
was a reasonable expectation of success with the 150 mg monthly dose, even if 
the level of success may have turned out to be somewhat greater than would 
have been expected.”
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TIPS

Show that there is no finite number of predictable solutions with 
anticipated success. Show how many choices the inventor had to 
make and how uncertain the outcomes of each choice were.

Show how proposed 
modification renders invention 
inoperable.
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REFERENCE PRESUMED 
ENABLED

• Tekni-Plex, Inc. v. Converter Mfg., LLC, IPR2021-00916, -00918, -
00919 (P.T.A.B. Oct. 20, 2022)

• Patent Owner argued that an asserted reference, Portelli, “cannot function 
as prior art because each is inoperative and cannot be made without 
unreasonable amounts of experimentation.”

• PTAB: Petitioner showed by a preponderance of the evidence that challenged 
claims are unpatentable.

― Cited prior art has a presumption of enablement.
― “To rebut this presumption, Patent Owner ‘must generally do more than state 

an unsupported belief that a reference is not enabling.’”
― “With regard to allegations of anticipation, ‘a prior art reference need not 

enable its full disclosure; it only needs to enable the portions of its disclosure 
alleged to anticipate the claimed invention.’ ... With regard to allegations of 
obviousness, ‘[e]ven if a reference discloses an inoperative device, it is prior 
art for all that it teaches.’”

― “each of the Wands factors weigh in favor of finding that Portelli is enabled.”
― FN 8 in IPR2021-00919: “Although the ultimate burden of persuasion remains with Petitioner, 

Dynamic Drinkware, …, 800 F.3d 1375, 1379–81 (Fed. Cir. 2015), Antor Media and Morsa make clear 
that Patent Owner bears a burden of production on the issue of the enablement of the prior art.
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TEACHING AWAY

Prior art teaches away from the proposed modification or combination.

• Proceeding contrary to the accepted wisdom in the art represents “strong evidence of 
unobviousness”

• “Trade-offs often concern what is feasible, not what is, on balance, desirable.  
Motivation to combine requires the latter.”

― Winner Int’l Royalty Corp. v. Ching-Rong Wang, 202 F.3d 1340 (Fed. Cir. 2000).

• Merely because a reference does not describe a particular feature does not automatically 
mean it teaches away from the claimed invention. 

― In re Inland Steel Co., 265 F.3d 1354, 1361 (Fed. Cir. 2001).

• Mere disclosure of alternative designs does not teach away.
― In re Fulton, 391 F.3d 1195  (Fed. Cir. 2004).
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TEACHING AWAY

• Lab Corp. of America Holdings v. Ravgen, Inc., IPR2021-00902, Paper 
55 (P.T.A.B. Nov. 1, 2022)

• Claim 81. A method for preparing a sample for analysis comprising isolating free fetal 
nucleic acid from a the [sic] sample, wherein said sample comprises an agent that 
inhibits lysis of cells, if cells are present, and wherein said agent is selected from the 
group consisting of membrane stabilizer, cross-linker, and cell lysis inhibitor.

• Petitioner challenged claims 81–91, 94–96, and 133 as obvious over the combination of 
Chiu and Bianchi.

― “[W]ould [it] have been obvious to modify the maternal blood processing and cffDNA
detection method of Chiu to include paraformaldehyde as a fixative agent, as allegedly 
disclosed in Bianchi[?]”

• PTAB: Not obvious.

― “[A] POSA would have been dissuaded from adding Bianchi’s paraformaldehyde because 
the POSA would have expected Bianchi’s paraformaldehyde to create gaps in the cell 
membranes, providing a means for maternal DNA to escape into the sample. We also find 
on this record that a POSA would have been dissuaded from adding paraformaldehyde to 
Chiu’s methods because formaldehyde was known to damage nucleic acids.”
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TIP

Show how the prior art would 
have led one in ordinary skill 
in the art in a different 
direction than the claimed 
invention and/or would have 
meant that one of ordinary 
skill in the art would not have 
expected success to proceed 
on the path resulting in the 
claimed invention. 
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TIPS

Use the cited prior art to rebut 
motivation to combine references.

Challenge the examiner’s position that 
one of ordinary skill in the art would 
have had a reasonable expectation of 
success in combining/modifying the prior 
art references to arrive at the claimed 
invention. (Interview?)

Point out how conflicting teachings in 
the prior art would have meant no 
reasonable expectation of success.  
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SIGNIFICANT CHANGE IN PERSON OF 
ORDINARY SKILL IN THE ART

• Pre-KSR, not creative

• “is presumed to be aware of all the pertinent prior art” in an obviousness analysis.  …
“is also presumed to be one who thinks along the line of conventional wisdom in the 
art and is not one who undertakes to innovate, whether by patient, and often 
expensive, systematic research or by extraordinary insights, it makes no difference 
which.” Standard Oil Co. v. American Cyanamid Co., 774 F.2d 448, 454 (Fed. Cir. 
1985). 

• Post-KSR, creative

• “The person of ordinary skill in the art has creativity, and uses common sense, and 
therefore the legal standard of obviousness should not diminish these attributes.  A 
demonstration of an express teaching, suggestion or motivation is not required to 
show obviousness…. A person of ordinary skill is also a person of ordinary creativity, 
not an automaton.” USSC, KSR.
― See Randall Mfg.v. Rea, 733 F.3d 1355 (Fed. Cir. 2013); Arctic Cat Inc. v. Bombardier Rec. Prods., 876 

F.3d 1350 (Fed. Cir. 2017).
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LEVEL OF ORDINARY SKILL IN THE 
ART

A hypothetical person of ordinary skill in the art at the time 
the invention made.

Actual inventor’s skill is irrelevant.

Factors (probably psychological re trier of fact):
• Educational level of the inventor;
• Type of problems encountered in the art;
• Prior art solutions to those problems;
• Rapidity with which innovations are made;
• Sophistication of the technology; and
• Educational level of active workers in the field
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ROLE OF PRIOR ART

• Merely stating that level of skill in the art is high is insufficient to show 
requisite motivation to combine.

― In re Rouffet, 149 F.3d 1350 (Fed. Cir. 1998).

• With evidentiary support, however, what is known in the art may inform an 
obviousness inquiry.

― Riverwood Int'l Corp. v. The Mead Corp., 212 F.3d 1365 (Fed. Cir. 
2000).

― Plantronics, Inc. v. Aliph, Inc., 724 F.3d 1343, 1354 (Fed. Cir. 2013) 
(“Therefore, motivation to combine may be found explicitly or 
implicitly in … the background knowledge, creativity, and common 
sense of the person of ordinary skill.”) 
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TIP

Challenge the examiner’s position on the state of 
knowledge of those skilled in the art.

But be mindful 
of impact on 
enablement 

position. 
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ABILITY TO MODIFY NOT ENOUGH

“The mere fact that the prior art could be so modified would not have made the 
modification obvious unless the prior art suggested the desirability of the 
modification." In re Gordon, 733 F.2d 900 (Fed. Cir. 1984).

Simply being capable of modifying is not enough.
• In re Mills, 916 F.2d 680, 682 (Fed. Cir. 1990).
• Auris Health, Inc. v. Intuitive Surgical Operations, Inc., 32 F.4th 1154 (Fed. Cir. 2022).

― “The motivation-to-combine inquiry asks whether a skilled artisan ‘not only could have 
made but would have been motivated to make the combinations . . . of prior art to arrive 
at the claimed invention.’”

Beware of hindsight reconstruction, especially in simple technologies.
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MERE RECOGNITION OF PROBLEM 
INSUFFICIENT FOR MOTIVATION

Cardiac Pacemakers, Inc. v. St. Jude Medical, Inc., 381 F.3d 1371 (Fed. Cir. 
2004)

• DC: Invention obvious because each of the claimed elements was 
previously known.

• FC: “Recognition of a need does not render obvious the achievement 
that meets that need.  There is an important distinction between the 
general motivation to cure an uncured disease…, and the motivation to 
create a particular cure... Recognition of an unsolved problem does not 
render the solution obvious.”

― Grant of JMOL reversed, and jury verdict reinstated that '288 patent is not invalid 
for obviousness.
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Problems in Prior Art Can Support 
Nonobviousness

• ABS Global, Inc. v. Inguran, LLC (d/b/a Sexing Tech), 914 F.3d 1054 (Fed. Cir. 2019)

• Claim recites method for sorting sperm cells using photo-damage sorting.

• ABS: claims obvious because merely replaced traditional droplet sperm sorting method 
with photo-damage method, which had been successfully used to sort other types of cells. 

• Sexing Tech: “many factors that would have made photo-damage sorting unlikely to work 
with sperm cells and thus experimenters would have been discouraged from trying to 
combine the methods.”

• Jury: patent infringed and not obvious. 

• Issue on appeal: would have been obvious to a skilled artisan to use Keij’s photo-damage 
method in a sperm cell sorter?
― Did technique work at the time of invention?

― Would technique harm sperm cells? 

― Would a POSITA think photo-damage sorting would be faster than droplet-sorting? 
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Problems in Prior Art Can Support 
Nonobviousness

• ABS Global (con’t)

• FC: Affirmed nonobvious.

― “as in KSR, the ’987 patent substituted an “identified, predictable solution[ ]”—photo-damage 
sorting—into an existing sperm-sorting apparatus. Id. If that were all we had, we might be 
inclined to find that the ’987 patent failed for obviousness. But the record paints a more 
complex picture. Taking the facts in the light most favorable to Sexing Tech, we see significant 
support for nonobviousness and thus patentability: existing photo-damage sorters were more 
flawed than Keij implied; droplet sorters’ speed had improved, narrowing the speed gap; and 
sperm cells differ in important ways from other commonly sorted cells.”

― “The known problem identified by ABS is the need to increase sort speed. Many of the disputed 
facts suggest that photo-damage sorting would not have been obvious even to try to fix this 
problem. For the final product—sexed semen—to be commercially usable, a sorter must achieve 
a high degree of purity. Witnesses testified that Keij’s photo-damage method would result in 
potentially large trade-offs in purity and viability, with limited gains in speed. Viewed in this 
light, Durack did more than would be obvious to a reasonable artisan—even a creative one—by 
conceiving of a photo-damage sorter that could overcome these roadblocks. … An inventor who 
finds a way to make workable an alternative that had been rejected as impracticable has done 
more than implement an obvious combination.”
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TIP

Challenge conclusion of obviousness that does not explain how the 
problem was known in the field and how prior art or other 
relevant evidence suggested the solution. 
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NONRECOGNITION OF 
RESULT-EFFECTIVE VARIABLE

If prior art has not recognized the “result-effective” capability of a 
particular invention parameter, no expectation would exist that 
optimizing the parameter would successfully yield the desired 
improvement.

• In re Antonie, 559 F.2d 618, 619 (C.C.P.A. 1977) (routine optimization requires the 
parameter optimized to have been recognized in the prior art as one that would 
affect the results).

• Complex Innovations, LLC v. Astrazeneca AB, IPR2017-00631, Paper 13 (P.T.A.B. 
July 24, 2017)(“what is missing from the optimization discussion by Petitioner and 
Dr. Beasley is an explanation, supported by evidence, that a person of skill in the 
art would have understood that the parameter sought to be optimized (whether 
characterized as fill weights of HFA or weight percentages of the active 
ingredients) is a result effective variable with respect to the stability of the 
composition. cites Antonie.

• Look at invention as a whole.
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TIPS

Challenge conclusion of 
obviousness based on differences 
between the prior art and the 
invention rather than the 
obviousness of the claimed 
invention “as a whole.” 

Challenge finding of obviousness 
based on reference(s) that do not 
disclose a claim limitation. 
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KSR USPTO GUIDELINES ON 
OBVIOUS TO TRY

Example 4.14 from the September 1 2010 Guidelines (75 
Fed. Reg. 53643, 53653 (Sept. 1, 2010):

• obvious to try is erroneously equated with obviousness under §103 :

― (1) When what would have been ‘obvious to try’ would have been to vary all 
parameters or try each of numerous possible choices until one possibly 
arrived at a successful result, where the prior art gave either no indication 
of which parameters were critical or no direction as to which of many 
possible choices is likely to be successful; and

― (2) when what was ‘obvious to try’ was to explore a new technology or 
general approach that seemed to be a promising field of experimentation, 
where the prior art gave only general guidance as to the particular form of 
the claimed invention or how to achieve it. Id. (citing O’Farrell, 853 F.2d at 
903).”
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OBVIOUS TO TRY

• In re O’Farrell, 853 F.2d 894 (Fed. Cir. 1988)
• Claim 1. A method for producing a predetermined protein in a stable form in a 

transformed host species of bacteria comprising, …

• Board upheld examiner’s rejection for obviousness.

• Applicant argued there was so much uncertainty in the field that the prior art at best 
invited a POSITA to try to make the claimed invention, an improper basis for obviousness.

• FC: Affirmed. 

― The prior art “contained detailed enabling methodology for practicing the 
claimed invention, a suggestion to modify the prior art to practice the claimed 
invention, and evidence suggesting that it would be successful.”

― “For obviousness under § 103, all that is required is a reasonable expectation 
of success.”

― “After providing virtually all of their method to the public without applying for 
a patent within a year, [applicants] foreclosed themselves from obtaining a 
patent on a method that would have been obvious from their publication to 
those of ordinary skill in the art, with or without the disclosures of other prior 
art.” 
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OBVIOUS TO TRY

• In re Kubin, 561 F.3d 1351 (Fed. Cir. 2009)
• Claim 73. An isolated nucleic acid molecule comprising a polynucleotide 

encoding a polypeptide at least 80% identical to amino acids 22–221 of SEQ 
ID NO:2, wherein the polypeptide binds CD48.

• Board rejected claims for obviousness because the claimed DNA sequence 
was disclosed in the prior art and the isolating/sequencing were 
conventional techniques. 

• FC: Affirmed.
― “The record shows that the prior art teaches a protein of interest, a 

motivation to isolate the gene coding for that protein, and illustrative 
instructions to use a monoclonal antibody specific to the protein for cloning 
this gene. Therefore, the claimed invention is ‘the product not of 
innovation but of ordinary skill and common sense.’ KSR, 550 U.S. at 421, 
127 S.Ct. 1727. Or stated in the familiar terms of this court's longstanding 
case law, the record shows that a skilled artisan would have had a 
resoundingly ‘reasonable expectation of success’ in deriving the claimed 
invention in light of the teachings of the prior art.” 
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NOT OBVIOUS TO TRY

In re Brimonidine Patent Litigation, 643 F.3d 1366 (Fed. Cir. 2011)

• Apotex argued that it was obvious to try to reduce the brimonidine
concentration in the original Alphagan®

• FC: “Apotex's ‘obvious to try’ arguments, based on KSR, are unavailing in light 
of the district court's factual findings. The district court found that the solutions 
that Allergan identified and eventually claimed would not have been an 
‘anticipated success.’ See Rolls–Royce, PLC v. United Techs. Corp., 603 F.3d
1325, 1339 (Fed. Cir. 2010). The court found that one of ordinary skill would not 
have been expected to disregard those roadblocks. Because the court's findings 
are well supported, we do not agree with Apotex that the trial court's 
conclusion as to the ‘obvious to try’ issue must be overturned.”
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NOT OBVIOUS TO TRY

Sanofi–Aventis Deutschland GmbH v. Glenmark Pharmaceuticals Inc., USA, 
748 F.3d 1354 (Fed. Cir. 2014)

• ANDA litigation relating to Tarka®

― combination of a double-ring ACE inhibitor with calcium antagonists

• DC: Valid and infringed.

• FC: Affirmed.

• Claims:
― 1. A pharmaceutical composition comprising: (a) an angiotensin-converting enzyme inhibitor 

(ACE inhibitor) ..., and (b) a calcium antagonist or a physiologically acceptable salt thereof; 
wherein said ACE inhibitor and said calcium antagonist are present in said composition in 
amounts effective for treating hypertension; ...

― 3. A composition according to claim 1, wherein said ACE inhibitor is trandolapril [formula 
omitted] or a physiologically acceptable salt thereof, or quinapril [formula omitted] or a 
physiologically acceptable salt thereof.
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NOT OBVIOUS TO TRY

Sanofi (con’t)

• FC:

― Analogous to Pozen Inc. v. Par Pharmaceutical, Inc., 696 F.3d 1151 
(Fed. Cir. 2012), where court sustained a patent on a previously 
unknown combination of known compounds that was found to have 
longer-lasting efficacy than either component separately. 

― A POSITA at the time of the invention “would not have predicted the 
longer-lasting hypertension control demonstrated by the double-ring 
structures of quinapril and trandolapril in combination with calcium 
antagonists, because of the widespread belief that double-ring 
inhibitors would not fit the pocket structure of the ACE.” 
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OBVIOUS TO TRY

Valeant Pharms. Int’l, Inc. v. Mylan Pharms., Inc., 955 F.3d 25 (Fed. Cir. 
2020)

• Claim 1. A stable pharmaceutical preparation comprising a solution of methylnaltrexone
or a salt thereof, wherein the preparation comprises a pH between about 3.0 and about 
4.0.

• Claim 8. The pharmaceutical preparation of claim 1, wherein the preparation is stable to 
storage for 24 months at about room temperature.

• Mylan: three prior art references disclose formulations with pH ranges that overlap with 
the recited range -> p.f. case of obviousness although no reference contemplates 
methylnaltrexone specifically.

• DC: Motion for SJ of no invalidity for obviousness of claim 8 granted. 
― “Defendants argue: “A pH of 3 to 4 was just one of a finite number of options of pH ranges 

falling between 3 and 7.” …This is simply false: given any two unequal numbers, the quantity 
of number ranges falling between the two is infinite, not finite. This is basic math.”
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OBVIOUS TO TRY

Valeant (con’t)
• FC: Reverse and remand.

― “[P]rior art ranges for solutions of structurally and functionally similar compounds that 
overlap with a claimed range can establish a prima facie case of obviousness.”

― “the district court's obvious-to-try analysis is inconsistent with precedent. ‘When there is a 
design need or market pressure to solve a problem and there are a finite number of 
identified, predictable solutions, a person of ordinary skill has good reason to pursue the 
known options within his or her technical grasp.’ … If one of these predictable solutions leads 
to the anticipated success, the combination was obvious to try.”

― “The bounded range of pH 3 to 4 presents a finite number of narrower pH ranges for a skilled 
artisan to try. As a matter of math, there may be an infinite potential number of ranges 
within the range 3 to 4, but only if the realities of pH values (and the limitations of 
commercially available pH meters) are ignored. But on this record, there is no indication that 
pH is measured to any significant figure beyond two digits. And in our view of basic math and 
based on the record, there is only one significant figure after the decimal point, in which 
case the range of pH variables is ten, or, if one considers two significant figures after the 
decimal point, one hundred, not an infinity.”

― “And as to the stability limitation, a factfinder could draw the inference from this record that 
trying a pH of 3-4 would lead to a methylnaltrexone formulation stable at room temperature. 
Absolute predictability that the proposed pH range would yield the exact stability parameters 
in the claim is not required.”
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OBVIOUS TO TRY

In re Copaxone Consolidated Cases, 906 F.3d 1013 (Fed. Cir. 2018)

• Claim 1. A method of alleviating a symptom of relapsing-remitting multiple sclerosis in a 
human patient suffering from relapsing-remitting multiple sclerosis or a patient who has 
experienced a first clinical episode and is determined to be at high risk of developing 
clinically definite multiple sclerosis comprising administering to the human patient a 
therapeutically effective regimen of three subcutaneous injections of a 40 mg dose of 
glatiramer acetate over a period of seven days with at least one day between every 
subcutaneous injection, the regimen being sufficient to alleviate the symptom of the 
patient.

• DC: Claims obvious to try.

― “POSITAs were familiar with the adverse reactions, pain, and treatment 
adherence problems associated with daily injections, and would have been 
motivated to pursue less frequent dosing with a reasonable probability of success.

― “[T]here were only two tested dosage amounts in the prior art—20mg and 
40mg[.][“
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OBVIOUS TO TRY

In re Copaxone Consolidated Cases (con’t)

• FC: Affirmed. 
― The prior art focused on 2 critical variables, dose size and injection frequency and 

there were a limited number of permutations not already disclosed in the prior 
art.  

― “the universe of potential GA doses is theoretically unlimited, the universe of 
dosages in the prior art that had clinical support for being effective and safe 
consisted of only two doses: 20mg and 40mg. Even if there were multiple injection 
frequencies not yet tested in the prior art—1x, 2x, 3x a week etc.—these still 
represent a limited number of discrete permutations.”

― “the prior art clearly indicated that less frequent doses should be explored”

― “the prior art did not conclusively teach that a regimen of 40mg GA 3x/week 
would be effective. However, ‘[c]onclusive proof of efficacy is not necessary to 
show obviousness. All that is required is a reasonable expectation of success.’”
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OBVIOUS TO TRY

In re Copaxone Consolidated Cases (con’t)

• FC: Affirmed. 

― “We have previously identified two categories of impermissible 
“obvious to try” analyses that run afoul of KSR and § 103: when what 
was “obvious to try” was (a) to vary all parameters or try every 
available option until one succeeds, where the prior art gave no 
indication of critical parameters and no direction as to which of many 
possibilities is likely to be successful; or (b) to explore a new 
technology or general approach in a seemingly promising field of 
experimentation, where the prior art gave only general guidance as to 
the particular form or method of achieving the claimed invention. See 
In re Kubin, 561 F.3d 1351, 1359 (Fed. Cir. 2009) (quoting In re 
O’Farrell, 853 F.2d 894, 903 (Fed. Cir. 1988)).

― This case fits neither category.
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OBVIOUS TO TRY

• ModernaTX, Inc. v. Curevac AG, IPR2017-02194, Paper 45 (P.T.A.B. April 
16, 2019) (SAWERT, Moore, Mitchell)
• Holding: Claims unpatentable as obvious.

• Claim 1. A method for purifying RNA on a preparative scale, wherein the RNA is purified by HPLC or low 
or normal pressure liquid chromatography using a porous reversed phase as stationary phase and a 
mobile phase, wherein the porous reversed phase is a porous non-alkylated polystyrenedivinylbenzene. 

• PTAB: This case falls within the Supreme Court’s permissible use of “obvious to try”:
― The Federal Circuit has since identified two instances where an obvious-to-try theory must 

fail: (1) when “what would have been ‘obvious to try’ would have been to vary all 
parameters or try each of numerous possible choices until one possibly arrived at a successful 
result, where the prior art gave either no indication of which parameters were critical or no 
direction as to which of many possible choices is likely to be successful”; and (2) when “what 
was ‘obvious to try’ was to explore a new technology or general approach that seemed to be 
a promising field of experimentation, where the prior art gave only general guidance as to 
the particular form of the claimed invention or how to achieve it.” In re Kubin, 561 F.3d
1351, 1359 (Fed. Cir. 2009) (quoting In re O'Farrell, 853 F.2d 894, 903 (Fed. Cir. 1988)). 

― “this is not a case where the prior art gave no direction or the skilled artisan was faced with 
numerous possible choices…[or] the skilled artisan had to set out on a new path with little 
guidance from the prior art.”
― This case fit within KSR’s “finite number of identified, predictable solutions” within the skill 

of a POSITA. 

61



Is there a reasoned identification of a lead
candidate in the prior art? Or might multiple
candidates be possible?
• Must be more than an unsupported assertion.

Any reason a skilled artisan would have
considered modification of the prior art and
expected the invention as an identifiable,
predictable solution?

USE LEAD PRIOR ART RATIONALE
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USE YOUR AMMUNITION!

It is unacceptable for USPTO to pick closest 
prior art in hindsight; must show HOW and WHY 
a POSITA would have picked that starting point 
and then modified/combined the references 
with a reasonable expectation of success to 
arrive at the claimed invention.

Use “no lead compound” rationale to attack 
rejection. 
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• Multiple choices faced inventors, unpredictable result when 
combining elements, properties do not teach process 
• Sanofi-Synthelabo v. Apotex, Inc., 550 F.3d 1075 (Fed. Cir. 2008)

• Prior art did not indicate lead compound
• Takeda Chemical Industries, Ltd. v. Alphapharm Pty., Ltd., 492 F.3d 1350 

(Fed. Cir. 2007)
― Situation was not one with “a finite number of identified, predictable solutions”…prior art 

disclosed a broad selection of compounds any one of which could have been selected as a lead 
compound for further investigation.”

• Daiichi Sankyo Co., Ltd. v. Matrix Laboratories, Ltd., 619 F.3d 1346 (Fed. Cir. 
2010)

• Unpredictable nature, Unique nature, no reasonable expectation [at time of
the invention] that risedronate would be a successful compound, unexpected
results and other secondary considerations of non-obviousness.
• Procter & Gamble Co. v. Teva Pharms. USA, Inc., 566 F.3d 989 (Fed. Cir. 2009)

“LEAD COMPOUND” CASE LAW:
SHOWING NONOBVIOUS
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• Multiple choices faced inventors (80 acids as 
candidates for forming salts with basic drug compounds)

• Unpredictable result when combining elements
(whether a pharmaceutically suitable crystalline salt will 
form from a particular acid-base combination is 
unpredictable) 

• Properties do not teach process (“recognition that 
stereoisomers may exhibit different properties does not 
teach which results may ensue or how to separate any 
given enantiomers.”)

BREAKDOWN OF SANOFI
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Unpredictable nature (“extremely unpredictable nature of bisphosphonates
at the time of the invention”; “properties of bisphosphonates could not be
anticipated based on their structure.”)

Unique nature (“every compound, while remaining a bisphosphonate,
exhibits its own physical-chemical, biological and therapeutic
characteristics, so that each bisphosphonate has to be considered on its own.
To infer from one compound the effects in another is dangerous and can be
misleading.”

No reasonable expectation [at time of the invention] that risedronate
would be a successful compound.

Unexpected results of risedronate's potency and toxicity and secondary
considerations of non-obviousness.

BREAKDOWN OF P&G

66



 Federal Circuit in Daiichi: 
 “These cases illustrate that it is the possession of promising useful 

properties in a lead compound that motivates a chemist to make 
structurally similar compounds. Yet the attribution of a compound as a 
lead compound after the fact must avoid hindsight bias; it must look at 
the state of the art at the time the invention was made to find a 
motivation to select and then modify a lead compound to arrive at the 
claimed invention.” 

 “While the lead compound analysis must, in keeping with KSR, not 
rigidly focus on the selection of a single, best lead compound, …the 
analysis still requires the challenger to demonstrate by clear and 
convincing evidence that one of ordinary skill in the art would have 
had a reason to select a proposed lead compound or compounds over 
other compounds in the prior art. ”

CANNOT PICK LEAD 
COMPOUND IN HINDSIGHT
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KSR FRAMEWORK TO 
ANALYZE PRIOR ART

Eisai Co. Ltd. v. Dr. Reddy’s Labs., Ltd., 533 F.3d 1353 (Fed. Cir. 2008)

• Does “the record up to the time of invention . . . give some reasons, available 
within the knowledge of one of skill in the art, to make particular modifications to 
achieve the claimed compound”?

• Any “reasons for narrowing the prior art universe to a ‘finite number of identified, 
predictable solutions’”?

Ortho-McNeil Pharms. Inc. v. Mylan Labs., Inc., 520 F.3d 1358 (Fed. Cir. 2008)

• “this clearly is not the easily traversed, small and finite number of alternatives that 
KSR suggested might support an inference of obviousness.”

• “Mylan's expert… simply retraced the path of the inventor with hindsight, 
discounted the number and complexity of the alternatives, and concluded that the 
invention of topiramate was obvious. Of course, this reasoning is always 
inappropriate for an obviousness test
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DEVIATIONS FROM 
“COMMONSENSICAL PATH” 

FROM “LEAD PRIOR ART”
Unigene Laboratories, Inc. v. Apotex, Inc., 655 F.3d 1352 (Fed. Cir. 2011)

• Claim: A liquid pharmaceutical composition. 

• Federal Circuit affirmed nonobviousness

― “when design need and market pressure may dictate a commonsensical path using a finite 
number of identified predictable solutions to one of ordinary skill, deviations from that path 
are likely products of innovation.”

― “a person of ordinary skill attempting to make a liquid composition to deliver salmon calcitonin
into a human body through nasal administration, would not have considered using about 20 
mM citric acid …, because the formulation would not be expected to perform properly to meet 
the specificity of a pharmaceutical use. Thus, even accepting that there was a design need and 
market pressure to develop a pharmaceutical formulation that is bioequivalent to Miacalcin®, 
there is no evidence in the record that claim 19 would be an obvious solution to those 
motivations.”
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LEAD COMPOUND ANALYSIS

• Two-part inquiry provided in Otsuka Pharmaceutical Co., Ltd. v. Sandoz, Inc., 
678 F.3d 1280 (Fed. Cir. 2012)

1. Determine whether a chemist of ordinary skill would have selected the asserted 
prior art compounds as lead compounds, or starting points, for further 
development efforts. 

― “A lead compound …is ‘a compound in the prior art that would be most promising to modify in 
order to improve upon its ... activity and obtain a compound with better activity.’”

― “analysis is guided by evidence of the compound's pertinent properties.… Absent a reason or 
motivation based on such prior art evidence, mere structural similarity between a prior art 
compound and the claimed compound does not inform the lead compound selection.” 

2. Would the prior art have supplied one of ordinary skill in the art with a reason 
or motivation to modify a lead compound to make the claimed compound with a 
reasonable expectation of success? 
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ALLEGED LEAD COMPOUNDS NOT 
PLAUSIBLE

Otsuka (con’t)

• FC: 

― “At the relevant time, there were no carbostyril compounds that 
were marketed as antipsychotics or were publicly known to have 
potent antipsychotic activity with minimal side effects. Carbostyrils
were thus not plausible lead compounds, except in retrospect, and 
the district court did not clearly err in concluding that they were 
not.”

― “In summary, the district court's careful analysis exposed the 
Defendants' obviousness case for what it was — a poster child for 
impermissible hindsight reasoning.”
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ALLEGED LEAD COMPOUND 
NOT PLAUSIBLE

Impax Laboratories Inc. v. Lannett Holdings Inc., 893 F.3d 1372 (Fed. Cir. 
2018)

• Claim 1. A pharmaceutical formulation suitable for intranasal administration which comprises 
zolmitriptan and a pharmaceutically acceptable carrier wherein the pH of the formulation is 
in the range 4.5 to 5.5.

• Defendant: Prior art did not teach away from nasal formulations of zolmitriptan.

• FC: Affirmed claim not invalid for obviousness. 

― “’a skilled artisan would look to any of the other triptans before looking to zolmitriptan to 
develop a pharmaceutical product that would not take advantage of first pass metabolism.’”

― “a skilled artisan would have expected delayed or lower therapeutic effectiveness from 
zolmitriptan if administered nasally because it would have been ‘absolutely counterintuitive 
to make a nasal spray when you have an active metabolite which is more potent ... than the 
drug itself.’ Opinion, 246 F.Supp.3d at 1037 (quoting Dr. Rapoport); J.A. 667. As such, the 
court found that ‘because of zolmitriptan's reliance on its active metabolite, the prior art 
failed to teach that zolmitriptan by itself would be effective.’”

72



LEAD COMPOUND

Amerigen Pharms. Ltd. v. UCB Pharma GmbH, 913 F.3d 1076 (Fed. 
Cir. 2019) 
• Fesoterodine is an antimuscarinic drug marketed as Toviaz®.

― Prodrug of the active compound 5-hydroxymethyl tolterodine (“5-
HMT”).

― 5-HMT is a metabolite of the compound tolterodine, an older 
antimuscarinic drug sold under the trade name Detrol®.

― Tolterodine is converted to 5-HMT by cytochrome P450 2D6
(“CYP2D6”).

― CYP2D6 converts the methyl group at the 5-position of tolterodine to a hydroxymethyl 
group in 5-HMT. 

• 5-HMT has a hydroxy group at the 2-position; fesoterodine has an isobutyryl ester
• Would have been obvious to modify the 2-position hydroxy group of 5-HMT to an 

alkyl ester of six carbons or less as in fesoterodine.

• PTAB: FWD not unpatentable. 
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LEAD COMPOUND

Amerigen v. UCB (con’t) 

• FC: Affirmed. 

― Board made several factual findings supporting conclusion that a POSITA
would not have been motivated to modify 5-HMT to make a prodrug by 
replacing the 2-position hydroxy group with an alkyl ester of six or fewer 
carbons.

― “5-HMT did not have a bioavailability problem” and developing a prodrug 
is complex, so a POSITA “would not have made a 5-HMT prodrug to solve a 
bioavailability problem that did not exist” or “turned to a prodrug 
approach ‘to solve an undefined problem.’”

― Even if a POSITA was so motivated, producing the claimed compound 
would not have been routine optimization and no proof a POSITA would 
have made the specific modifications required.
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ATTACK THE GROUNDS OF 
REJECTION

Challenge the Petitioner’s asserted lead compound as a starting 
point: 

• Failure to show that there is some kind of superior performance over other starting 
points;

• Lack of a desirable characteristic (or presence of an undesirable characteristic) 
compared to other potential starting points;

• More complicated modification required than the development from other 
potential starting points;

• No explanation of how the particular modification would be selected.

• Level of unpredictability in the art.

• Degree of expectation of success associated with some of the starting points 
available to a POSITA .
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REBUTTING THE PRIMA FACIE CASE OF 
OBVIOUSNESS

USPTO bears the initial burden of establishing the prima facie case.

If no prima facie case established, no rebuttal necessary (though 
consider building up nonobviousness case proactively with view to 
strengthening patent against future AIA post-grant proceedings).

If prima facie case established, burden shifts to applicant to come 
forward with evidence persuasive of nonobviousness.

If applicant submits rebuttal evidence, the initial holding of prima facie
obviousness dissipates, and “the examiner must consider all of the 
evidence anew.”
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TIP

Challenge any failure to consider rebuttal evidence and/or failure 
to reconsider all evidence, do not accept simply the “knockdown” 
value of the rebuttal evidence.
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REBUTTAL EVIDENCE

Unexpected results

• Compare to closest prior art?

• Compare to closest example within closest prior art?

• Showing must be commensurate in scope with the claims?

Objective indicia of unobviousness/secondary considerations

• commercial success

• long-felt need

• failure by others

• copying

• teaching away

• initial disbelief and subsequent acclaim by experts
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OBJECTIVE EVIDENCE

If, as a Patent Owner, you are fortunate to have good 
objective evidence of nonobviousness, present that evidence 
and explain the nexus between that evidence and the merits 
of the claimed invention in detail.  
• More than a sentence or two about the nexus being “presumed.” 

In establishing the prima facie nexus, provide detailed 
explanation and analysis on the nexus issue; why leave such 
an important point in doubt? 
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LONG-FELT BUT UNMET NEED

Identifying the problem may be key to argument. 

Analyze the relevant problem-to-be-solved broadly as the art-recognized 
problem existing for a long period of time without solution. 

Then consider whether sufficient evidence has been proffered to establish 
that those of ordinary skill in the art knew of the long-unsolved problem, that 
the problem was solved by the claimed invention, and that the problem had 
not been solved by anyone else before the priority date of the challenged 
claims.

Long-felt but unmet need should be analyzed from the perspective of POSITA
as an art-recognized problem that that is not defined in terms of the solution 
set forth in the claimed invention.
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SKEPTICISM OF FDA SUPPORTED 
NONOBVIOUSNESS

• Neptune Generics, LLC v. Eli Lilly & Co., 921 F.3d 1372 (Fed. Cir. 2019)
• Claim 1. A method for administering pemetrexed disodium to a patient in need thereof comprising 

administering an effective amount of folic acid and an effective amount of a methylmalonic acid 
lowering agent followed by administering an effective amount of pemetrexed disodium, wherein

― the methylmalonic acid lowering agent is selected from the group consisting of vitamin B12, 
hydroxycobalamin, cyano-10-chlorocobalamin, aquocobalamin perchlorate, aquo-10-cobalamin perchlorate, 
azidocobalamin, cobalamin, cyanocobalamin, or chlorocobalamin.

• PTAB: Claims not unpatentable as obvious. 

• FC: Affirmed.

― Evidence supported PTAB’s conclusion that a POSITA would not have been motivated 
to administer vitamin B12 in addition to folic acid. 

― Lilly’s statements to the FDA not indicative of level of skill in the art because 5 months after 
the critical date and “made through the lens of what they had invented.” 

― “[S]kepticism of others, particularly the FDA, supported a conclusion of nonobviousness. …In 
other communications with Lilly it stated that the information provided to it ‘does not 
appear to support the addition of vitamins,’ …and ‘the addition of vitamins ... is risky,’”

― “Skepticism” does not mean “’unworkable,’ or ‘impossible’ that the claimed subject matter 
would work for its intended purpose.” 

81



SKEPTICISM OF FDA SUPPORTED 
NONOBVIOUSNESS

• Neptune Generics, LLC v. Eli Lilly & Co., 921 F.3d 1372 (Fed. Cir. 2019)
• Claim 1. A method for administering pemetrexed disodium to a patient in need thereof comprising 

administering an effective amount of folic acid and an effective amount of a methylmalonic acid 
lowering agent followed by administering an effective amount of pemetrexed disodium, wherein

― the methylmalonic acid lowering agent is selected from the group consisting of vitamin B12, 
hydroxycobalamin, cyano-10-chlorocobalamin, aquocobalamin perchlorate, aquo-10-cobalamin perchlorate, 
azidocobalamin, cobalamin, cyanocobalamin, or chlorocobalamin.

• PTAB: Claims not unpatentable as obvious. 

• FC: Affirmed.

― Evidence supported PTAB’s conclusion that a POSITA would not have been motivated 
to administer vitamin B12 in addition to folic acid. 

― Lilly’s statements to the FDA not indicative of level of skill in the art because 5 months after 
the critical date and “made through the lens of what they had invented.” 

― “[S]kepticism of others, particularly the FDA, supported a conclusion of nonobviousness. …In 
other communications with Lilly it stated that the information provided to it ‘does not 
appear to support the addition of vitamins,’ …and ‘the addition of vitamins ... is risky,’”

― “Skepticism” does not mean “’unworkable,’ or ‘impossible’ that the claimed subject matter 
would work for its intended purpose.” 

82



TIP

Challenge application of obvious to try by emphasizing unpredictability 
and variables with no guidance; if possible, show unexpected results.

Agree on scope of comparative testing with the examiner ahead of  
submitting evidence of unexpected results to show nonobviousness.
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TIP

Submit objective evidence of nonobviousness with supported 
explanation of nexus and how the evidence is commensurate in scope 
with claimed invention.
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DECLARATIONS DURING PROSECUTION MAY 
HELP LATER

o Build up specification and file history during drafting and prosecution.
 Solidify non-obviousness (and novelty, enablement, and written description) positions.

 Consider declarations during prosecution, but be mindful of inequitable conduct attacks in 
litigation.

 Declarations need to be as solid as possible. PTAB has found that defective 
declarations relied on for patentability during prosecution can form an 
independent basis for instituting an IPR. 

• K-40 Electronics, LLC v. Escort, Inc., IPR2013-00203, Paper 6 (PTAB Aug. 29, 2013)

― Board reviewed a § 1.131 declaration from the prosecution, found it deficient, and reapplied the prior 
art the declaration had antedated, instituting the IPR.

― Case also had live testimony from inventor at oral hearing. 

― One might want declarations from the inventor during prosecution that can then by referred to 
by the Patent Owner in the optional Preliminary Response to try to ward off institution.

85



Declarations
• Use during prosecution. 
• Duty of candor (Rule 56) applies; a possible danger is 

inconsistent, non-disclosed data.
• Possible prosecution history estoppel.

Watch out for effect on enablement, even if not legally 
correct.

• Consider claiming species in a continuation.
• If species not claimed, consider narrowing reissue: Tanaka.

If can’t rescue genus, try techniques for subgenus/species.

CONSIDERATIONS
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KEY FOR OBVIOUSNESS IS 
UNEXPECTEDNESS

Millennium Pharms., Inc. v. Sandoz, Inc., 862 F.3d 1356 (Fed. Cir. 
2017)
• Claim 20. The lyophilized compound D-mannitol N-(2-pyrazine)carbonyl-L-

phenylalanine-L-leucine boronate.

• Velcade® 

• “Bortezomib and its properties as a proteasome inhibitor were previously known” and it 
was known to be effective against various cancers, but “bortezomib never achieved FDA 
approval and market status because of its instability, its rapid degradation in liquid 
formulations, and its insolubility.”

• Sandoz: prior art references show “that lyophilization is a known technique to prepare 
pharmaceutical formulations, although no reference shows lyophilization of bortezomib”; 
“mannitol is a known inert bulking agent, although no reference shows mannitol as a 
bulking agent for bortezomib”; and “boronic acids can form esters, although mannitol is 
not included in the ester-forming alcohols mentioned[.]”
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KEY FOR OBVIOUSNESS IS 
UNEXPECTEDNESS

Millennium Pharms. (con’t)
• DC: Claims invalid for obviousness.

― Invention was the “inherent result of an allegedly obvious process, 
viz., lyophilizing bortezomib in the presence of the bulking agent 
mannitol.”

• FC: Reversed.
― “Although mannitol was a known bulking agent, and lyophilization was a known 

method of drug formulation, nothing on the record teaches or suggests that a 
person of ordinary skill should have used mannitol as part of a synthetic 
reaction to make an ester through lyophilization.”

― “Sandoz failed to show that it was obvious to use mannitol to make an ester 
during lyophilization, or that the ester would solve the problems experienced 
with bortezomib.”

― “None of these references, alone or in combination, suggests or teaches that 
the solution to the problems of creating an efficacious formulation of 
bortezomib lay in freeze-drying bortezomib with mannitol to form an ester 
having the necessary properties for stability, storage, and treatment.”
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INHERENCY CREEPING INTO 
OBVIOUSNESS

Millennium Pharms. (con’t)
• FC: 

― “A party must . . . meet a high standard in order to rely on inherency to 
establish the existence of a claim limitation in the prior art in an obviousness 
analysis.”

― “The district court stated that Millennium ‘conceded as a matter of law that 
the ester is the ‘natural result’ of freeze-drying bortezomib with mannitol.’ 
…However, ‘[t]he inventor’s own path itself never leads to a conclusion of 
obviousness; that is hindsight. What matters is the path that the person of 
ordinary skill in the art would have followed, as evidenced by the pertinent 
prior art.’”

― “obviousness is measured objectively in light of the prior art, as viewed by a 
person of ordinary skill in the field of the invention…No expert testified that 
they foresaw, or expected, or would have intended, the reaction between 
bortezomib and mannitol, or that the resulting ester would have the long-
sought properties and advantages.”
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INHERENCY CREEPING INTO 
OBVIOUSNESS

Obviousness cannot be based on what is unknown.

That which may be inherent is not necessarily known.

• In re Shetty, 566 F.2d 81, 86 (C.C.P.A. 1977).

One skilled in the art must have recognized the claimed property 
would have been the inevitable result of obvious modification.

• In re Naylor, 369 F.2d 765 (C.C.P.A. 1966).
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Daikin Indus., Ltd. v. The Chemours Co., IPR2016-00452, Paper 42 
(P.T.A.B. July 5, 2017)

• Claim:  1. A composition comprising HFO-1234yf and at least one additional compound
selected from the group consisting of [25 compounds] wherein the composition 
comprises 3,3,3-trifluoropropyne and the total amount of additional compounds in the 
composition comprising HFO-1234yf ranges from greater than zero weight percent to 
less than one weight percent.

• PTAB: FWD not unpatentable for obviousness
― “[I]nherency may supply a missing claim limitation in an obviousness analysis.” 

…To establish an inherent disclosure, a party must show that the limitation at 
issue is ‘necessarily present’ or ‘the natural result of the combination of 
elements explicitly disclosed by the prior art.’ ...’Inherency, however, may not 
be established by probabilities or possibilities. The mere fact that a certain 
thing may result from a given set of circumstances is not sufficient’”

INHERENCY CREEPING INTO 
OBVIOUSNESS
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Honeywell Int’l Inc. v. Mexichem Amanco Holding S.A. de C.V., 865 F.3d
1348 (Fed. Cir. 2017)

• Claim 1. A heat transfer composition for use in an air conditioning system comprising:
a) at least about 50% by weight of 1,1,1,2-tetrafluoropropene (HFO-1234yf) having no substantial acute 

toxicity; and

b) at least one poly alkylene glycol lubricant in the form of a homopolymer or co-polymer consisting of 2 
or more oxypropylene groups and having a viscosity of from about 10 to about 200 centistokes at 
about 37 °C.

• PTAB affirmed examiner rejection.
― “it would have been obvious to combine HFO-1234yf with ‘known lubricants’ such as PAGs.”

― “the stability and miscibility of HFO-1234yf with a PAG lubricant are ‘inherent properties of an otherwise 
known refrigerant’ that could not confer patentable weight to the claimed mixture.”

― “due to the ‘overall unpredictability as to stability in the art,’ one of ordinary skill would have arrived at 
the claimed combination by mere routine testing.”

INHERENCY CREEPING INTO 
OBVIOUSNESS
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Honeywell (con’t)
• FC: Vacate and remand. 

― “The Board committed legal error by improperly relying on inherency to find 
obviousness and in its analysis of motivation to combine the references.”

― “the Board erred in relying on inherency to dismiss evidence showing 
unpredictability in the art—evidence which it later acknowledged did 
persuasively demonstrate unpredictability[.]” 

― “We have previously stated that the use of inherency in the context of 
obviousness must be carefully circumscribed because ‘[t]hat which may be 
inherent is not necessarily known’ and that which is unknown cannot be 
obvious. In re Rijckaert, 9 F.3d 1531, 1534 (Fed. Cir. 1993)[.]”

― “What is important regarding properties that may be inherent, but unknown, is 
whether they are unexpected. All properties of a composition are inherent in 
that composition, but unexpected properties may cause what may appear to be 
an obvious composition to be nonobvious.”

― “the Board here, in dismissing properties of the claimed invention as merely 
inherent, without further consideration as to unpredictability and 
unexpectedness, erred as a matter of law.”

INHERENCY CREEPING INTO 
OBVIOUSNESS
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INHERENCY AND 
OBVIOUSNESS

Eli Lilly and Co. v. Univ. of Penn., IPR2016-00458, Paper 90 (P.T.A.B. July 
13, 2017), aff’d (Rule 36) (Fed. Cir. Sept. 17, 2018)

• Claim 1. A method of treating an individual who has an erbB protein mediated tumor 
which method comprises steps of:

a) administering to said individual an antibody which inhibits formation of erbB protein 
dimers that produce elevated tyrosine kinase activity in a tumor cell, said inhibition 
having a cytostatic effect on the tumor cell; and

b) thereafter exposing said individual to a therapeutically effective amount of anti-
cancer radiation.

• Petitioner argued that the asserted references disclosed the “treatment of A431
tumor cells in vitro and in mice with anti-’EGFR Mab C225 alone or in 
combination with [radiation therapy][,]’ and a POSITA would understand that 
the A431 cells used to form tumor xenografts in Saleh are an accurate model of 
an erbB protein mediated tumor.”
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INHERENCY AND 
OBVIOUSNESS

Lilly (con’t)

• PTAB: All instituted claims unpatentable for obviousness.

― “Petitioner shows sufficiently that the C225 antibody administered in 
Saleh inherently had a cytostatic effect on Saleh’s A431 tumor cells…. 
we are persuaded that Saleh’s administration of the C225 antibody 
necessarily results in the claimed ‘cytostatic effect’ in A431 cells.”

― Patent owner did not refute. 
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INHERENCY AND 
OBVIOUSNESS

Endo Pharms. Solutions, Inc. v. CustoPharm Inc., 894 F.3d 1374 (Fed. Cir. 
2018)

• Aveed®, a testosterone undecanoate (TU) intramuscular injection.

• Claim 1. A composition formulated for intramuscular injection in a form for single injection which contains 250 mg/ml 
testosterone undecanoate in a vehicle containing a mixture of castor oil and benzyl benzoate wherein the vehicle contains 
castor oil in a concentration of 40 to 42 vol %. 

• Claim 2. A composition formulated for intramuscular injection in a form for single injection according to claim 1, which 
contains 750 mg testosterone undecanoate. 

• Claim 14. A method of treating a disease or symptom associated with deficient endogenous levels of testosterone in a man, 
comprising administering by intramuscular injection a composition comprising testosterone undecanoate (TU) and a vehicle 
consisting essentially of castor oil and a cosolvent, the castor oil being present in the vehicle at a concentration of 42 
percent or less by volume, the method further comprising: 

― (i) an initial phase comprising 2 initial intramuscular injections of a dose of TU at an interval of 4 weeks between injections, each dose including 500 mg to 
1000 mg of TU, followed by, 

― (ii) a maintenance phase comprising subsequent intramuscular injections of a dose of TU at an interval of 10 weeks between injections, each dose including 
500 mg to 1000 mg of TU. 

• Claim 18. The method of claim 14, in which each dose contains 750 mg of TU. 
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INHERENCY AND 
OBVIOUSNESS

Endo (con’t)

• Prior art references report using a composition of 250 mg/ml TU in castor oil but do 
not disclose or describe the use of a co-solvent. 

― “While the actual formulation of the vehicle used in the studies was 40% castor oil and 60% 
benzyl benzoate, this was not reported and thus unknown to a skilled artisan until 2007, years 
after the 2003 priority date for the patents-in-suit.” 

• DC: Claims not invalid.
― “the Articles do not inherently disclose benzyl benzoate as a co-solvent or the particular ratio 

of solvent to co-solvent claimed by the patents-in-suit simply because this formulation was 
what had been used in the studies forming the basis of the Articles.”

• FC: Affirmed.
― Custopharm did not show formulation necessarily present.

― A POSITA would not necessarily have recognized art used benzyl benzoate as a co-solvent, let 
alone the claimed ratio.
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INHERENCY AND 
OBVIOUSNESS

• L'Oréal USA, Inc. v. Olaplex, Inc., 844 Fed. Appx. 308 (Fed. Cir. Jan. 28, 2021)
• FC affirmed that the “breakage claims” were not proved unpatentable. 

― Substantial evidence supports the Board's finding that L'Oréal failed to establish that 
meeting the breakage claims' requirements is inherent in the prior art teachings.

― “[F]or each breakage claim, L'Oréal had to prove that ‘the limitation at issue necessarily 
[was] present, or the natural result of the combination of elements explicitly disclosed by 
the prior art.’ …. We conclude that substantial evidence supports the Board's finding that 
L'Oréal did not prove that the breakage-decrease percentages in the breakage claims are 
necessarily present in or the natural result of the combined teachings of the prior art.”

• In re Earley, 836 Fed. Appx. 905 (Fed. Cir. Dec. 14, 2020)
• Claims unpatentable.

― "We have recognized that inherency may supply a missing claim limitation in an 
obviousness analysis." PAR Pharm., Inc. v. TWI Pharm., Inc., 773 F.3d 1186, 1194-95 (Fed. 
Cir. 2014).” 

― “In re Spada, 911 F.2d 705, 708 (Fed. Cir. 1990) [*916]  ("[W]hen the PTO shows sound 
basis for believing that the products of the applicant and the prior art are the same, the 
applicant has the burden of showing that they are not."); …. The burden thus shifted to 
Mr. Earley to produce evidence to rebut the Board's initial finding. Mr. Earley did not do 
so.”
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FUNDAMENTAL QUESTION

• Just before the effective filing date of the 
claimed invention, would the prior art have 
supplied one of ordinary skill in the art with 

a reason or motivation to modify a 
reference/combine references to make the 

claimed invention with a reasonable 
expectation of success? 
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STRATEGIES FOR AVOIDING/OVERCOMING 
§103 REJECTION

• Unpredictability can be important; show that invention was not predictable.

• Show no reasonable expectation of success.

• Show there was not a “finite number of identified, predictable solutions.”

• Show unexpected results. 

• Other objective indicia of nonobviousness.

• Will that affect scope of enablement?

• Look for teachings away or disincentive to make a modification to arrive at 
claimed invention.

― A POSITA would have had a reasonable motivation to change/modify/combine the references? 
With a reasonable expectation of success? 
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STRATEGIES FOR AVOIDING/OVERCOMING 
§103 REJECTION

• Hold the Examiner to requirements:
― “There must be some articulated reasoning with some rational 

underpinning to support the legal conclusion of obviousness.”

• Generally argue against combination of references:
― Not combinable by known methods.

― Elements in combination do not perform the function that each performs 
separately (not predictable).

• Showing lack of predictability or expectation of success may 
require submitting data and/or declarations earlier in 
prosecution; evidence to destroy, not rebut, the prima facie case. 

• Interview Examiner!
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THANK YOU!

Thomas L. Irving
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MPEP §2143: Examples of  Basic Requirements of  a Prima Facie Case of  Obviousness
COMBINING PRIOR ART ELEMENTS

Post-KSR cases have held such combinations to be nonobvious “when the 
combination requires a greater expenditure of time, effort, or resources 
than the prior art teachings.”

Case Cite Notes

In re Omeprazole Patent 
Litigation

536 F.3d 1361 (Fed. 
Cir. 2008) 

Even where a general method that could have been applied to make the claimed product was known 
and within the level of skill of the ordinary artisan, the claim may nevertheless be nonobvious if the 
problem which had suggested use of the method had been previously unknown.

Crocs Inc. v. 
International Trade 
Commission

598 F.3d 1294 (Fed. 
Cir. 2010) 

“[M]erely pointing to the presence of all claim elements in the prior art is not a complete statement 
of a rejection for obviousness.”

Sundance Inc. v. 
DeMonte Fabricating 
Ltd. 

550 F.3d 1356 (Fed. 
Cir. 2008)

A claimed combination of prior art elements may be nonobvious where the prior art teaches away 
from the claimed combination and the combination yields more than predictable results.

Ecolab Inc. v. FMC Corp. 569 F.3d 1335 (Fed 
Cir. 2009)

A combination of known elements would have been prima facie obvious if an ordinarily skilled artisan 
would have recognized an apparent reason to combine those elements and would have known how 
to do so.

Wyers v. Master Lock 
Co.

No. 2009-1412—
F.3d-- (Fed. Cir. July 
22, 2010)

The scope of analogous art is to be construed broadly and includes references that are reasonably 
pertinent to the problem that the inventor was trying to solve. Common sense may be used to 
support a legal conclusion of obviousness so long as it is explained with sufficient reasoning.

DePuy Spine Inc. v. 
Medtronic Sofamor 
Danek Inc.

567 F.3d 1314 (Fed. 
Cir. 2009)

Predictability as discussed in KSR encompasses the expectation that prior art elements are capable of 
being combined, as well as the expectation that the combination would have worked for its intended 
purpose.  An inference that a claimed combination would not have been obvious is especially strong 
where the prior art’s teachings undermine the very reason being proffered as to why a person of 
ordinary skill would have combined the known elements.
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MPEP §2143: Examples of  Basic Requirements of  a Prima Facie Case of  Obviousness
SUBSTITUTING ONE KNOWN ELEMENT FOR ANOTHER

“applies when the claimed invention can be viewed as resulting from substituting a known 
element for an element of a prior art invention” 

Case Cite Notes

In re ICON Health & 
Fitness Inc., 

496 F.3d 1374 (Fed. 
Cir. 2007)

When determining whether a reference in a different field of endeavor may be used to support a case of obviousness (i.e., is 
analogous), it is necessary to consider the problem to be solved.

Agrizap v. 
Woodstream

520 F.3d 1337 (Fed. 
Cir. 2008)

Analogous art is not limited to references in the field of endeavor of the invention, but also includes references that would
have been recognized by those of ordinary skill in the art as useful for applicant’s purpose.

Muniauction Inc. v. 
Thomson Corp.

532 F.3d 1318 (Fed. 
Cir. 2008) 

Because Internet and Web browser technologies had become commonplace for communicating and displaying information, it 
would have been obvious to adapt existing processes to incorporate them for those functions.

Aventis Pharma 
Deutschland v. Lupin 
Ltd.

499 F.3d 1293 (Fed. 
Cir. 2007) 

A chemical compound would have been obvious over a mixture containing that compound as well as other compounds where 
it was known or the skilled artisan had reason to believe that some desirable property of the mixture was derived in whole or
in part from the claimed compound, and separating the claimed compound from the mixture was routine in the art.

Eisai Co. Ltd. v. Dr. 
Reddy's Laboratories 
Ltd.

533 F.3d 1353 (Fed. 
Cir. 2008)

A claimed compound would not have been obvious where there was no reason to modify the closest prior art lead compound 
to obtain the claimed compound and the prior art taught that modifying the lead compound would destroy its advantageous 
property. Any known compound may serve as a lead compound when there is some reason for starting with that lead 
compound and modifying it to obtain the claimed compound.

Procter & Gamble Co. 
v. Teva 
Pharmaceuticals USA 
Inc.

566 F.3d 989 (Fed. 
Cir. 2009)

It is not necessary to select a single compound as a ‘‘lead compound’’ in order to support an obviousness rejection. However,
where there was reason to select and modify the lead compound to obtain the claimed compound, but no reasonable 
expectation of success, the claimed compound would not have been obvious.

Altana Pharma AG v. 
Teva Pharmaceuticals 
USA Inc.

566 F.3d 999 (Fed. 
Cir. 2009)

Obviousness of a chemical compound in view of its structural similarity to a prior art compound may be shown by identifying 
some line of reasoning that would have led one of ordinary skill in the art to select and modify a prior art lead compound in a 
particular way to produce the claimed compound. It is not necessary for the reasoning to be explicitly found in the prior art of
record, nor is it necessary for the prior art to point to only a single lead compound.
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MPEP §2143: Examples of  Basic Requirements of  
a Prima Facie Case of  Obviousness

C) USE OF KNOWN TECHNIQUE TO IMPROVE SIMILAR DEVICE (METHOD OR PRODUCT) IN 
SAME WAY

“a method of enhancing a particular class of devices (methods, or products) has been 
made part of the ordinary capabilities of one skilled in the art based upon the teaching of 
such improvement in other situations” 
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D) APPLYING KNOWN TECHNIQUE TO KNOWN DEVICE (METHOD OR PRODUCT) TO YIELD 
PREDICTABLE RESULTS

“a particular known technique was recognized as part of the ordinary capabilities of one 
skilled in the art” 

Case Cite Notes

In re Urbanski 809 F.3d 1237 
(Fed. Cir. 2016)

The court found there was sufficient motivation to combine because both references 
recognized reaction time and degree of hydrolysis as result-effective variables, which can be 
varied to have a predictable effect on the final product; and the primary reference does not 
contain an express teaching away from the proposed modification. 
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OBVIOUS TO TRY

Applies when “there is a recognized problem or need in the art; there are a finite number of identified, 
predictable solutions to the recognized need or problem; and one of ordinary skill in the art could have 
pursued these known potential solutions with a reasonable expectation of success.”

Case Cite Notes

In re Kubin 561 F.3d 1351 (Fed. 
Cir. 2009) 

A claimed polynucleotide would have been obvious over the known protein that it encodes where the skilled artisan would 
have had a reasonable expectation of success in deriving the claimed polynucleotide using standard biochemical techniques, 
and the skilled artisan would have had a reason to try to isolate the claimed polynucleotide. KSR applies to all technologies, 
rather than just the ‘‘predictable’’ arts.

Takeda Chemical Industries 
Ltd. v. Alphapharm Pty. Ltd.

492 F.3d 1350 (Fed. 
Cir. 2007)

A claimed compound would not have been obvious where it was not obvious to try to obtain it from a broad range of 
compounds, any one of which could have been selected as the lead compound for further investigation, and the prior art 
taught away from using a particular lead compound, and there was no predictability or reasonable expectation of success in 
making the particular modifications necessary to transform the lead compound into the claimed compound.

Ortho-McNeil Pharmaceutical 
Inc. v. Mylan Laboratories 
Inc., 

520 F.3d 1358 (Fed. 
Cir. 2008)

Where the claimed anti-convulsant drug had been discovered somewhat serendipitously in the course of research aimed at 
finding a new anti-diabetic drug, it would not have been obvious to try to obtain a claimed compound where the prior art 
did not present a finite and easily traversed number of potential starting compounds, and there was no apparent reason for 
selecting a particular starting compound from among a number of unpredictable alternatives.

Bayer Schering Pharma A.G. v. 
Barr Laboratories Inc.

575 F.3d 1341 (Fed. 
Cir. 2009) 

A claimed compound would have been obvious where it was obvious to try to obtain it from a finite and easily traversed 
number of options that was narrowed down from a larger set of possibilities by the prior art, and the outcome of obtaining 
the claimed compound was reasonably predictable.

Sanofi-Synthelabo v. Apotex 
Inc.

550 F.3d 1075 (Fed. 
Cir. 2008) 

A claimed isolated stereoisomer would not have been obvious where the claimed stereoisomer exhibits unexpectedly 
strong therapeutic advantages over the prior art racemic mixture without the correspondingly expected toxicity, and the 
resulting properties of the enantiomers separated from the racemic mixture were unpredictable. 

Rolls-Royce PLC v. United 
Technologies Corp.

603 F.3d 1325 (Fed. 
Cir. 2010)

An obvious to try rationale may be proper when the possible options for solving a problem were known and finite. However, 
if the possible options were not either known or finite, then an obvious to try rationale cannot be used to support a 
conclusion of obviousness.

Perfect Web Technologies Inc. 
v. InfoUSA Inc.

587 F.3d 1324, 
1328-29 (Fed. Cir. 
2009)

Where there were a finite number of identified, predictable solutions and there is no evidence of unexpected results, an 
obvious to try inquiry may properly lead to a legal conclusion of obviousness. Common sense may be used to support a legal 
conclusion of obviousness so long as it is explained with sufficient reasoning.
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F) KNOWN WORK IN ONE FIELD OF ENDEAVOR MAY PROMPT VARIATIONS OF IT FOR USE IN SAME OR 
DIFFERENT FIELD BASED ON DESIGN INCENTIVES OR OTHER MARKET FORCES IF THE VARIATIONS ARE 
PREDICTABLE TO POSITA

Applies when “design incentives or other market forces could have prompted one of ordinary skill in the 
art to vary the prior art in a predictable manner to result in the claimed invention.”

Case Cite Notes

Leapfrog Enterprises, 
Inc. v. Fisher-Price, 
Inc.

485 F.3d 1157 
(Fed. Cir. 2007)

“The combination is thus the adaptation of an old idea or invention (Bevan) using newer 
technology that is commonly available and understood in the art (the SSR)."

KSR Int'l Co. v. 
Teleflex Inc.

550 U.S. 398 
(U.S., 2007) 

“Based on the prior art, a designer would have known to place the sensor on a nonmoving 
part of the pedal structure and the most obvious nonmoving point on the structure from 
which a sensor can easily detect the pedal’s position was a pivot point.” 
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G) SOME TEACHING, SUGGESTION, OR MOTIVATION IN THE PRIOR ART THAT WOULD HAVE LED ONE OF 
ORDINARY SKILL TO MODIFY THE PRIOR ART REFERENCE OR TO COMBINE PRIOR ART REFERENCE 
TEACHINGS TO ARRIVE AT THE CLAIMED INVENTION

Applies when "a person of ordinary skill in the art would have been motivated to combine the prior art 
to achieve the claimed invention and whether there would have been a reasonable expectation of 
success in doing so." 
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CONSIDERATION OF EVIDENCE 

Case Cite Notes

PharmaStem 
Therapeutics Inc. v. 
Viacell Inc.

491 F.3d 1342
(Fed. Cir. 2007) 

Even though all evidence must be considered in an obviousness 
analysis, evidence of nonobviousness may be outweighed by 
contradictory evidence in the record or by what is in the 
specification. Although a reasonable expectation of success is 
needed to support a case of obviousness, absolute predictability is 
not required.

In re Sullivan 498 F.3d 1345 
(Fed. Cir. 2007)

All evidence, including evidence rebutting a prima facie case of 
obviousness, must be considered when properly presented.

Hearing Components Inc. 
v. Shure Inc.

600 F.3d 1357
(Fed. Cir. 2010)

Evidence that has been properly presented in a timely manner 
must be considered on the record. Evidence of commercial 
success is pertinent where a nexus between the success of the 
product and the claimed invention has been demonstrated.

Asyst Technologies Inc. v. 
Emtrak Inc.

544 F.3d 1310
(Fed. Cir. 2008)

Evidence of secondary considerations of obviousness such as 
commercial success and long-felt need may be insufficient to 
overcome a prima facie case of obviousness if the prima facie case 
is strong. An argument for nonobviousness based on commercial 
success or long-felt need is undermined when there is a failure to 
link the commercial success or long-felt need to a claimed feature 
that distinguishes over the prior art.
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