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Sir:

This paper is in response to the final Office Action mailed May 9, 2014.

Amendments to the Claims are reflected in the Listing of Claims, which begins on page
2 of this paper.

Remarks/Arguments begin on page 9 of this paper.
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IN THE CLAIMS

Please amend the following claims as indicated by the status identifier. Patent claims
under reexamination but not amended are indicated as “original.” Patent claims not subject to

reexamination are not shown.

1. (Amended) A method for determining the ratio of a selected genetic sequence in a
population of genetic sequences, comprising the steps of:

diluting isolated nucleic acid template molecules [in] isolated from a biological sample to
form a set comprising a plurality of assay samples;

amplifying the template molecules within the assay samples to form a population of
amplified molecules in the assay samples of the set;

analyzing the amplified molecules in the assay samples of the set to determine a first
number of assay samples which contain the selected genetic sequence and a second number of
assay samples which contain a reference genetic sequence;

comparing the first number to the second number to ascertain a ratio which reflects the

composition of the biological sample.

2. (Original) The method of claim 1 wherein the step of diluting is performed until at
least one-tenth of the assay samples in the set comprise a number (N) of molecules such that 1/N
is larger than the ratio of selected genetic sequences to total genetic sequences required for the

step of analyzing to determine the presence of the selected genetic sequence.

3. (Amended) The method of claim 1 wherein the step of diluting is performed until

between 0.1 and 0.9 of the assay samples yield an amplification product of at least one of the

selected and reference genetic sequences when subjected to a polymerase chain reaction.

4. (Original) The method of claim 1 wherein the step of diluting is performed until all of
the assay samples yield an amplification product when subjected to a polymerase chain reaction
and each assay sample contains less than 10 nucleic acid template molecules containing the

reference genetic sequence.
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5. (Original) The method of claim 1 wherein the step of diluting is performed until all of
the assay samples yield an amplification product when subjected to a polymerase chain reaction
and each assay sample contains less than 100 nucleic acid template molecules containing the

reference genetic sequence.
6. (Original) The method of claim 1 wherein the biological sample is cell-free.

7. (Original) The method of claim 1 wherein the number of assay samples within the set is

greater than 10.

8. (Original) The method of claim 1 wherein the number of assay samples within the set is

greater than 50.

9. (Original) The method of claim 1 wherein the number of assay samples within the set is

greater than 100.

10. (Original) The method of claim 1 wherein the number of assay samples within the set

is greater than 500.

11. (Original) The method of claim 1 wherein the number of assay samples within the set

is greater than 1000.

12. (Original) The method of claim 1 wherein the step of amplifying and the step of

analyzing are performed on assay samples in the same receptacle.

13. (Not subject to reexamination)

14. (Original) The method of claim 1 wherein the step of analyzing employs gel

electrophoresis.
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15. (Original) The method of claim 1 wherein the step of analyzing employs hybridization

to at least one nucleic acid probe.

16. (Original) The method of claim 1 wherein the step of analyzing employs

hybridization to at least two nucleic acid probe.
17-18. (Not subject to reexamination)

19. (Original) The method of claim 1 wherein the step of amplifying employs a single pair

of primers.

20. (Original) The method of claim 1 wherein the step of amplifying employs a

polymerase which is activated only after heating.

21. (Original) The method of claim 1 wherein the step of amplifying employs at least 40

cycles of heating and cooling.

22. (Original) The method of claim 1 wherein the step of amplifying employs at least 50

cycles of heating and cooling.

23. (Original) The method of claim 1 wherein the step of amplifying employs at least 60

cycles of heating and cooling.

24. (Original) The method of claim 1 wherein the biological sample is selected from the

group consisting of stool, blood, and lymph nodes.

25. (Original) The method of claim 1 wherein the biological sample is blood or bone

marrow of a leukemia or lymphoma patient who has received anti-cancer therapy.

26. (Original) The method of claim 1 wherein the selected genetic sequence is a
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translocated allele.

27. (Original) The method of claim 1 wherein the selected genetic sequence is a wild-

type allele.

28. (Original) The method of claim 1 wherein the selected genetic sequence is within an

amplicon which is amplified during neoplastic development.

29. (Original) The method of claim 1 wherein the selected genetic sequence is a rare exon

sequence.

30. (Original) The method of claim 1 wherein the nucleic acid template molecules
comprise cDNA of RNA transcripts and the selected genetic sequence is present on a cDNA of a

first transcript and the reference genetic sequence is present on a cDNA of a second transcript.

31. (Original) The method of claim 1 wherein the selected genetic sequence comprises a

first mutation and the reference genetic sequence comprises a second mutation.

32. (Original) The method of claim 1 wherein the selected genetic sequence and the

reference genetic sequence are on distinct chromosomes.

33-37. (Not subject to reexamination)

38. (Twice amended) A method for determining the ratio of a selected genetic sequence in
a population of genetic sequences, comprising the steps of:

distributing cell-free nucleic acid template molecules from a biological sample to form a

set comprising a plurality of assay samples:

amplifying the nucleic acid template molecules [within a set comprising a plurality of assay
samples] to form a population of amplified molecules in [each of the] individual assay samples of
the set;

analyzing the amplified molecules in the assay samples of the set to determine a first

DOC KET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




