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Diagnostic Test IP — Market and Importance

Why is this important?

The United States In-vitro Diagnostics Market Size was worth US$ 26.9 Billion in 2020 and is
projected to be worth US$ 35.3 Billion by 2026

The in-vitro diagnostics industry has seen a huge spurt in demand due to the Covid-19 Pandemic.
Patients Benefit from Diagnostics:

» T0% of medical decisions by physicians rely on diagnostic assay results*

Patients Benefit from Companion Diagnostics:

» Quicker FDA Approval of New (more effective) Pharmaceuticals

Everyone Benefits from Jobs:

» Diagnostics Companies, Hospitals, USPTO, FDA and Universities

*Steve Burrill, Burrill & Co. Venture Capital, EMBO Rep. Oct., 2007; 8(10): 903-906
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Diagnostic Test IP — Background and Challenges

.
The Challenges

Obtaining patent protection for diagnostic technologies and methods is challenging.

When drafting method claims that cover a diagnostic testing method, two problems
arise:

» First, the subject matter will include patent-ineligible elements because the method measures a
natural phenomenon.

» Second, the divided responsibilities of the company and the laboratory might mean that neither party
performs all the elements of the method claim, allowing the parties to potentially evade infringement
liability.
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Diagnostic Test IP — Background and Law

35 U.S.C. § 101

“Whoever invents or discovers any new and useful process, machine,
manufacture, or composition of matter, or any new and useful improvement
thereof, may obtain a patent therefore, subject to the conditions and
requirements of this title.”

—Interpreted by courts to exclude “laws of nature, natural phenomena, and abstract
ideas”™—naturally occurring phenomena, mental processes, and mathematical
algorithms.
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Diagnostic Test IP — Background and Law
.

Historically Limited to Computer Software

» Bilski v. Kappos 561 U.S. 593 (2010)
» Abusiness method patent rejected for being an “abstract idea”

» The rejected claim related to a method of how buyers and sellers of commodities in the energy
market can protect, or hedge, against the risk of price changes

I The Economist commodity-price index
2005=100, § terms
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Diagnostic Test IP — Background and Law
.

Moved Into Biological Methods

Mayo Collaborative Servs. v. Prometheus Laboratories, Inc., 566 U.S. 66 (2012)
» Diagnostic claims deemed ineligible for patenting — effectively claim a law of nature

1. A method of optimizing therapeutic efficacy for treatment of an immune-mediated gastrointestinal disorder
comprising:

(a) administering a drug providing a 6-thioguanine to a subject having said immune-mediated gastrointestinal
disorder; and

(b) determining the level of 6-thioguanine in said subject having said immune-mediated gastrointestinal disorder,

wherein the level of 6-thioguanine less than about 230 pmol per 8x108 red blood cells indicates a need to increase
the amount of said drug subsequently administered to said subject and

wherein the level of 6-thioguanine greater than about 400 pmol per 8x108 red blood cells indicates a need to
decrease the amount of said drug subsequently administered to said subject.
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Diagnostic Test IP — Background and Law

. . A A AL L -
Biological Methods Post-Mayo ,:.0@0“ [ IX XX
8o
®¢ ¢ 0l
» Ariosa v. Sequenom (Fed. Cir. 2015) - ineligible Y R
58O é
c.s‘:\ e ()
¢ e oe do o

1. A method for detecting a paternally inherited .
nucleic acid of fetal origin performed on a mater- MaterniT21
nal serum or plasma sample from a pregnant fe- e

male, which method comprises 25. A method for performing a prenatal diagnosis

amplifying a paternally inherited nucleic acid on a maternal blood sample, which method com-
from the serum or plasma sample and prises

detecting the presence of a paternally inherited obtaining a non-cellular fraction of the blood sam-
nucleic acid of fetal origin in the sample. ple

amplifying a paternally inherited nucleic acid

from the non-cellular fraction

and performing nucleic acid analysis on the ampli-
fied nucleic acid to detect paternally inherited fe-
tal nucleic acid.

troutman’
9 pepper



Diagnostic Test IP — Background and Law
.

Biological Methods Post-Mayo

» Vanda Pharmaceuticals v. West-Ward Pharmaceuticals (Fed. Cir. 2018) — eligible

10

A method for treating a patient with iloperidone,
wherein the patient is suffering from schizophre-
nia, the method comprising the steps of:

determining whether the patient is a CYP2Dé6
poor metabolizer by:

obtaining or having obtained a biological
sample from the patient;

and

performing or having performed a geno-
typing assay on the biological sample to
determine if the patient has a CYP2DG6
poor metabolizer genotype; and

if the patient has a CYP2D6 poor metabolizer
genotype, then internally administering iloperi-
done to the patient in an amount of 12 mg/day or
less, and

if the patient does not have a CYP2D6 poor me-
tabolizer genotype, then internally administering
iloperidone to the patient in an amount that is
greater than 12 mg/day, up to 24 mg/day,

wherein a risk of QTc¢ prolongation for a patient
having a CYP2D6 poor metabolizer genotype is
lower following the internal administration of 12
mg/day or less than it would be if the iloperidone
were administered in an amount of greater than
12 mg/day, up to 24 mg/day.

NDC 43068-106-02
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Diagnostic Test IP — Background and Law

Biological Methods Post-Mayo

» Endo Pharmaceuticals v. Teva Pharmaceuticals (Fed. Cir. 2019) — eligible

1. A method of treating pain in a renally impaired
patient, comprising the steps of:

a. prouviding a solid oral controlled release dosage
form, comprising:

i. about 5 mg to about 80 mg of oxymorphone or
a pharmaceutically acceptable salt thereof as
the sole active ingredient; and

i1. a controlled release matrix;

—
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b. measuring a creatinine clearance rate of the pa-
tient and determining it to be

(a) less than about 30 ml/min,

(b) about 30 mL/min to about 50 mL/min,
(c) about 51 mL/min to about 80 ml./min, or
(d) above about 80 mI./min; and

c. orally administering to said patient, in depend-
ence on which creatinine clearance rate is found, a
lower dosage of the dosage form to provide pain re-

lief;

wherein after said administration to said patient,
the average AUC of oxymorphone over a 12-hour
period is less than about 21 ng hr/mL.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Lyden)

.
U.S. Patent Application Serial No. 15/517,697 to Lyden et al.

“Methods for Prognosing and Preventing Metastatic Liver Disease”

1. A method of identifying a subject having or at risk of developing
metastatic liver disease, said method comprising:

measuring, in a sample isolated from the subject, exosomal levels of one or more
markers of metastatic liver disease selected from the group consisting of Annexin Al (ANXAL), - . -
CD44, CD47, cadherin 1 (CDHI), filamin A (FLNA), high mobility group box 1 (HMGB1), > Ongmal claim rejected under 35 U.S.C. § 101
integrin B3 (ITGB3), lectin galactoside-binding soluble 1 (LGALS1), lectin galactoside-binding » The correlation is a natural phenomenon
soluble 3 (LGALS3), macrophage migration inhibitory factor (MIF), matrix metalloproteinase 14 > Mental process of Comparing is an abstract idea.
(MMP14), plasminogen activator urokinase receptor (PLAUR), prostaglandin-endoperoxide
synthase 2 (PTGS2), and ras-related C3 botulinum toxin substrate 1 (RACI);

comparing the measured exosomal levels of the one or more markers of metastatic
liver discase to exosomal levels of the one or more markers of metastatic liver discase in a
control sample; and

idcntifxing the subject as having or at risk of developing liver metastases when
said subject has increased cxosomal levels of the one or more markers of metastatic liver discase

relative to control levels of the one or more markers of metastatic liver disease.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Lyden)

.
U.S. Patent Application Serial No. 15/517,697 to Lyden et al.

“Methods for Prognosing and Preventing Metastatic Liver Disease”

Claim 1 (as amended):
1. (Currently Amended) A method efidenttfringasubjeethavingoratrisk-of

eherreherp retrver-t st hed comprising:

selecting a subject having a pancreatic lesion;

gbtaining. from the selected subject. a sample containing exosomes:

isolating exosomes from said sample: and

detecting. in said isolated exosomes. expression measuringtn-a-sample-tsetated-from
thesubjectexosemal levels of one or more markers of metastatic liver disease selected from the
group consisting of Annexin Al (ANXAL1), CD44, CD47, cadherin 1 (CDH1), filamin A (FLNA),
high mobility group box | (HMGB1), integrin B3 (ITGB3), lectin galactoside-binding soluble |

Claim amended:

» Added more “active” steps

Was not successful in overcoming the § 101

reJeCtlon (LGALST1), lectin galactoside-binding soluble 3 (LGALS3), macrophage migration inhibitory factor
(MIF), matrix metalloproteinase 14 (MMP14), plasminogen activator urokinase receptor (PLAUR),
> Correlatlon of blomarke rs |S a “natu ral prostaglandin-endoperoxide synthase 2 (PTGS2), and ras-related C3 botulinum toxin substrate 1
" (RACI) to phenotype said pancreatic lesion:
phenomenon e the . Lovels ofho ons ormers maskers of
“"" As ¢ 1] vl £ 41 e eey L s P H PPy
st s
dentifi b Iy t oo bhoy e at L ofd 1 1 I |
wem e R I B I ek
et b ineressed Fhevels of the one or sore markers of fiver d lative
o Havels-af the-pre-ormere Lears-of e diverd
troutman”
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Lyden)

U.S. Patent Application Serial No. 15/517,697 to Lyden et al.
“Methods for Prognosing and Preventing Metastatic Liver Disease”

Claim 1 (as further amended):

(Currently Amended) A method comprising:

Further claim amendments: 1

selecting a subject having a pancreatic lesion;
’ “d eteCti ng” prOtei ns rather than “marke rS” obtaining, from the selected subject, a sample containing exosomes,
1solating exosomes from said sample; and
detecting, in said 1solated exosomes, expressten levels of one or more p%ins
markersof metastatie liver disease selected from the group consisting of Annexin Al (ANXAL),
The amended methOd was a"owed CD44, CD47, cadherin 1 (CDHI), filamin A (FLNA), high mobility group box 1 (HMGB1), integrin
B3 (ITGB3), lectin galactoside-binding soluble 1 (LGALS1), lectin galactoside-binding soluble 3
(LGALS3), macrophage nugration inhibitory factor (MIF), matnix metalloproteinase 14 (MMP14),

plasminogen activator urokinase receptor (PLAUR), prostaglandin-endoperoxide synthase 2

(PTGS2), and ras-related C3 botulinum toxin substrate | (RACI) te-phenetypesard-panereatietesion.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

.
U.S. Patent Application Serial No. 12/520,386 to Barany et al.

“Use of Lecithin:Retinol Acyl Transferase Gene Promoter Methylation in Evaluating the Cancer State of a Subject”

l. A method of evaluating the cancer state of a subject
COMPrising:
isolating a sample of DNA from a subject, and
determining & first methylation level of the lecithin:retinol acyl Original ClaimS rejected Under 35 USC § 1 01

transferase gene promoter nucleotide sequence, or of the region upstream of the
lecithiniretinol acyl transferase gene promoter nucleotide sequence, in the DNA > A"eged to reC|te nOthIng more than a IaW Of
sample whergin the detection of a methylated lecithinsretinol seyl ransferase gene
. N - . nature
promoter nucleotide sequence, or region upstream thereof, within the sample permits

the evaluation of the cancer state of the subject.

2. A method of evaluating the cancer state of a subject according

to claim 1 further comprising:

comparing the first methylation level of the lecithiniretingl acyl
transferase gene promoter nucleotide sequence, or region upstream thereof, to a
second methylation level of a lecithin:retinol acyl transferase gene promoter
nucleotide sequence, or region upstream thereof, in a reference DNA sample, wherein
a difference between the first and second methylation levels permits evaluation of the

cancer state of the subject,
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

.
U.S. Patent Application Serial No. 12/520,386 to Barany et al.

“Use of Lecithin:Retinol Acyl Transferase Gene Promoter Methylation in Evaluating the Cancer State of a Subject”

1. (Currently Amended) A method of evelusting the cancerstate of

prognosing colorectal cancer in a subject comprising;
isolating a colorectal cancer sample-eFBNAfosma from the subject; —and

determining a first methylation level of the lecithin:retinol acyl transferase gene
Cla Im a mended promoter nucleotide sequence in the isolated sample from the subject: ereftheregionupstrenni
£ihe locithinsatinalacvl teancf " leatide s

the-DNA < }
3

» Argued that administering step is a
transformative step

providing a second methylation level of the lecithiniretinol acyl transferase gene
—

promoter nucleotide sequence, said second methylation level being from either (1) a colorectal

cancer sample obtained from the subject at a time before said determining, or (2) one or more

reference samples of colorectal cancer obtained from early stage colorectal tumors

comparing the first methylation level of the lecithin:retinol acyl transferase gene
——

promoter nucleotide sequence with the second methylation level of the lecithin:retinol acyl

transferase gene promoter nucleotide sequence, wherein a decrease in the first methylation level

compared to the second methylation level. indicates an unfavorable colorectal cancer prognosis:

and

a\dmini:;tcrinﬁT a pharmaceutical composition comprising a lecithin:retinol acyl

transferase inhibitor to the subject when said comparing indicates an unfavorable colorectal cancer

Prognosis.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

.
U.S. Patent Application Serial No. 12/520,386 to Barany et al.

“Use of Lecithin:Retinol Acyl Transferase Gene Promoter Methylation in Evaluating the Cancer State of a Subject”

Also added new claim 57

17

37.  (New) A method of prognosing colorectal cancer in a subject, said method
comprising:

isolating a colorectal cancer sample from a subject;

contacting the isolated sample from the subject with reagents suitable to detect a
first methylation level of the lecithin:retinol acyl transferase gene promoter nucleotide sequence in
the sample;

providing a second methylation level of the lecithin:retinol acyl transferase gene
promoter nucleotide sequence, said second methylation level from either (1) a colorectal cancer
sample obtained from the subject at a time before said contacting, or (2) one or more reference
samples of colorectal cancer obtained from early stage colorectal tumors; and

comparing the first methylation level of the lecithin:retinol acyl transferase gene
promoter nucleotide sequence detected in the sample from the subject with the second methylation
level of a lecithin:retinol acy! transferase gene promoter nucleotide sequence, wherein (i) a
decrease in the first methylation level of the lecithin:retinol acyl transferase gene promoter
nucleotide sequence in the sample compared to the second methylation level indicates an
unfavorable colorectal cancer prognosis for the subject, and (1i) an increase or no change in the
first methylation level of the lecithin:retinol acyl transferase gene promoter nucleotide sequence in
the sample compared to the second methylation level indicates a favorable colorectal cancer

prognosis for the subject.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

.
U.S. Patent Application Serial No. 12/520,386 to Barany et al.

“Use of Lecithin:Retinol Acyl Transferase Gene Promoter Methylation in Evaluating the Cancer State of a Subject”

Both claims 1 and 57 again rejected under § 101

Claims amended further:

18

1. (Currently Amended) A method efy i el I
subjeet comprising|[:]]:
isolating a colorectal cancer sample from the a human subject;

determining in the isolated sample from the subject a first methylation level of tie
————

lecithin:retinol acyl transferase gene promoter having a nucleotide sequence corresponding to the
nucleotide sequence of SEQ 1D NO: | inthe-isolated prhe-bros b sl
providing a second methylation level of the lecithin:retinol acyl transferase gene

promoter having a nucleotide sequence corresponding to the nucleotide sequence of SEQ 1D NO:

1, said second methylation level being from either (1) a colorectal eanees sample obtained from the
subject at a time before said determining, or (2) one or more reference samples efceloreetal-cancer
obtained from carly stage colorectal tumors or benign colorectal tissue;

comparing the first methylation level of the lecithin:retinol acyl transferase gene

promoter nucleotide sequence with the second methylation level of the lecithin:retinol acyl

transferase gene promoter nuelcotide sequence—wherein-a-d i e sk methvlation level

d ia-th, 4 thaulationl ] jndiaatas o e e ] tal oo H
3 ¥ g tH PrOERosHS,

and

detecting a decrease in the first methylation level compared to the second
—
methylation level; and
administering a pharmaceutical composition comprising a lecithin:retinol acyl

transferase inhibitor to the subject when-said comparingindicates anunfavorablecelorcetaleaneer
progaosts based on said detecting.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

.
U.S. Patent Application Serial No. 12/520,386 to Barany et al.

“Use of Lecithin:Retinol Acyl Transferase Gene Promoter Methylation in Evaluating the Cancer State of a Subject”

57. (Currently Amended) A method efy i | tal et
subjeetsaid-methed comprising:

isolating a colorectal cancer sample from a human subject;

contacting the isolated sample from the subject with reagents suitable to detect a

first methylation level of the a lecithin:retinol acyl transferase gene promoter having a nucleotide

sequence corresponding to the nucleotide sequence of SEQ 1D NO: 1 in the sample wherein said

methylation level is determined based on methylation status of at least one or more nucleotides

corresponding to nucleotides 114, 172, 222, 242, 263, and 279 of SEQ 1D NO:1; . . .
providing a sccond methylation level of the lecithin:retinol acyl transferase gene T h e Cla I m S We re rej ected a th I rd tl m e u n d e r § 1 0 1
promoter having a nucleotide sequence corresponding to the nucleotide sequence of SEQ 1D NO:;

1, said second methylation level from either (1) a colorectal eaneer sample obtained from the

subject at a time before said contacting, or (2) one or more reference samples efeel

obtained from early stage colorectal tumors or benign colorectal tissue wherein said methylation

level is determined based on methylation status of at Icast one or more nucleotides corresponding

to nucleotides 114, 172, 222, 242, 263, and 279 of SEQ ID NO:1; and

comparing the first methylation level of the lecithin:retinol acyl transferase gene

Additional amendments resulted in allowance of
claim 1 (claim 57 was deleted)

promoter nucleotide sequence detected in the sample from the subject with the second methylation
level of [[a]] the lecithin:retinol acyl transferase gene promoter nucleotide sequence; and

detecting a decrease in the first methylation level compared to the second

othylation level i) ad in-the 6 hylationlevel of the lecithins Lacyl
methylation level —wherein3) St 3 ! r :

£ eatid n | dte-th dmethvh

e i Y
levelind blecok ' forthesubieetandGid
prog 4 t

hat the-first-methyl levelof the lecith 1 '

£ ¥ ¥

Jootid 1 I d-to-th drethyt Level ind £ )
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

.
U.S. Patent Application Serial No. 12/520,386 to Barany et al.

“Use of Lecithin:Retinol Acyl Transferase Gene Promoter Methylation in Evaluating the Cancer State of a Subject”

1. (Currently Amended) A method comprising:
iselating providing a colorectal cancer sample from a human subject;
—

determining in the iselated provided sample from the subject a first methylation
level of lecithin;retinol acyl transferase gene promoter having a nucleotide sequence corresponding
to the nucleotide sequence of SEQ 1D NO; 1;

providing a second methylation level of the lecithin:retinol acyl transferase gene .
promoter having a nucleotide sequence corresponding to the nucleotide sequence of SEQ ID AI Iowed Clal m
NO: 1, said second methylation level being from cither (1) a colorectal sample obtained from the
subject at a time before said determining, or (2) one or more reference samples obtained from carly
stage colorectal tumors or benign colorectal tissue;

comparing the first methylation level of the lecithin:retinol acyl transferase gene
promoter nucleotide sequence with the second methylation level of the lecithin:retinol acyl
transferase gene promoter nucleotide sequence

detecting a decrease in the first methylation level compared to the second
methylation level; and

administering a pharmaceutical composition comprising a lecithin:retinol acyl

transferase inhibitor to the subject based on said detecting.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

Claim 1 of U.S. Patent No. 11,209,424

(12)

United States Patent

Barany et al.

US 11,209.424 B2
Dec. 28, 2021

(10) Patent No.:
(45) Date of Patent:

» An example of the type of coverage we are
routinely able to get on Francis Barany’s
technology where steps of manipulating nucleic
acids is involved.

(54)

()
(72)

@n
2
(65)

(62)

(51)

(52)
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(57) ABSTRACT

The present invention is directed to methods for identifying
the presence of one or more target nucleotide sequences in
a sample that involve a ligation and/or polymerase reaction.
In some embodiments, the ligation products formed in the
ligation process of the present invention are subsequently
amplified using a polymerase chain reaction. The ligated
product sequences or extension products thereof are
detected, and the presence of one or more target nucleotide
sequences in the sample is identified based on the detection.
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Diagnostic Test IP — Examples from Cornell’s Patent Portfolio (Barany)

22

1. A method for wentifving a presence of one or more
target nucleotide sequences in a sample comprising:

providing a sample potentially containing the one or more
target nucleotide sequences;

forming primary products in a reaction process, said
reaction process comprising a ligation and/or poly-
merase reaction, wherein each primary product com-
prises, in a 5' to 3' orentation. a 5 primer-specific
portion, a lirst portion of a zip-code portion, a [irst tag
portion, a target-specific portion, a second tag portion,
a second portion of the zip-code portion, and a 3°
primer-specific portion. wherein the first and second
portions of the zip-code portion of a primary product,
when adjacently positioned. form a full-length zip-

code, and wherein the first and second tag portions of

a primary product are complementary to each other;

providing one or more oligonucleotide primer sets, each
set comprising (a) a first oligonueleotide primer com-
prising the same nucleotide sequence as the 5 primer-
specific portion of the primary product, (b) a second
oligonucleotide  primer  comprising a  nocleotide
sequence that is complementary to the 3° primer-spe-
cific portion of the primary product, and {c) a capture
oligonueleotide complementary to a portion of the first
zip-code portion and a portion of the second #zip-code
portion, wherein the caplure oligonueleotide comprises
a quencher molecule and a detectable label;

hlenﬂiﬂg the primary products, the one or more oligo-

nucleotide primer sets, and a DNA polymerase to form
one or more polymerase chain reaction mixtures:

subjecting the one or more polymerase chain reaction

mixtures to one or more polvmerase chain reaction
cycles thereby forming primary extension products,
wherein during the one or more polymerase reaction
cycles, said primary extension prochucts are subject to
comditions effective for (i) the first and second tag
portions of a particular primary extension product 1o
hybridize to each other to form hairpinned extension
products with adjacently positioned first and second
zip-code portions and (i) the capture oligonueleotide to
hybridize to complementary adjacently positioned first
and second #ip-code portions of the hairpinned exten-
sion products;

cleaving the quencher molecule or the detectable label

from the hybridized capture oligonucleotides;

detecting the detectable label afier said cleaving; and
identifying the presence of the one or more target nucleo-

tide sequences in the sample based on said detecting,
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Diagnostic Test IP — Practical Considerations from Cornell Disclosures
.

When developing a molecular diagnostic for a disease state that involves specific critical reagents
ensure that the reagents do not simply read on naturally occurring counterparts (e.g., genomic DNA or
fragments thereof, polypeptides, peptides, RNA transcripts, antibodies, cells etc.). To avoid this hurdle,
consider:

» Introducing mutations in the nucleic acid or amino acid sequences of reagents

» Altering linkages or backbones in nucleic acid or amino acid reagents to yield molecules that are
structurally distinct

» Conjugating the naturally occurring diagnostic reagent with another chemical moiety

» Transfecting a host cell with a non-endogenous naturally occurring protein or nucleic acid from a
distinct species/genus to yield a cell-based construct with a distinct function/property compared with
an untransfected host cell.

When you are developing a molecular diagnostic for a disease state that does NOT involve specific
critical reagents, consider incorporating a novel detection methodology or sample preparation step

troutman’
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Diagnostic Test IP — Practical Considerations from Cornell Disclosures
.

Many diagnostic methods do not require novel reagents so consider adding an administration step to the
diagnostic methods.

Adding an administration step to diagnostic claims can also be a problem because a testing clinic may
perform the diagnosis and a doctor or hospital may do the administration — leading to a “two-actor”
problem.

» The solution: turn the diagnostic claims into medical treatment claims.
“A method comprising administering X to a subject having cancer cells that express Y”

The details of the diagnostic methods (detecting Y) can also be included in the independent or
dependent claims.

troutman’
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Diagnostic Test IP — Background and Law
-9
35 U.S.C. § 101: Practical Tips (How to avoid problems)

» Avoid combination of trivial positive manipulative steps and purely mental
steps in method claims

» Include unique reagents that do not occur in nature in method claims

A
/

» Include steps that involve non-trivial positive manipulative steps in method
claims

7
/

Include steps that involve sample preparation in method claims

g
/

» Claim alternatives to pure diagnostic method claims that can meaningfully
protect invention, e.g., kits, methods of treatment, devices

troutman’
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Brian Kelly, Mike Goldman, & Tate Tischner
February 17, 2022
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