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Application No. Applicant(s)
. . 08/487,002 Skolnick et al.
Notice of Allo Wablllty Examiner Group Art Unit
Dianne Rees 1807

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. !f not included

herewith (or previously mailed), a Notice of Allowance and Issue Fee Due or other appropriate communication will be
mailed in due course.

XI This communication is responsive to 2/25/97

X] The allowed claim(s) is/are 7-4, 6-8, 10-14, 16-19, and 29-47

[C] The drawings filed on are acceptable.

[ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d).
[J Al ] Some* [l None of the CERTIFIED copies of the priority documents have been
[1 received.
{1 received in Application No. (Series Code/Serial Number) .
[ received in this national stage application from the International Bureau (PCT Rule 17.2{a}).
*Certified copies not received:

[J) Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e).

A SHORTENED STATUTORY PERIOD FOR RESPONSE to comply with the requirements noted below is set to EXPIRE
THREE MONTHS FROM THE "DATE MAILED" of this Office action. Failure to timely comply will result in
ABANDONMENT of this application. Extensions of time may be obtained under the provisions of 37 CFR 1.136(a).

[J Note the attached EXAMINER'S AMENDMENT or NOTICE OF INFORMAL APPLICATION, PT0O-152, which discloses
that the oath or declaration is deficient. A SUBSTITUTE OATH OR DECLARATION IS REQUIRED.

Xl Applicant MUST submit NEW FORMAL DRAWINGS
[1 because the originally filed drawings were declared by applicant to be informal.

X including changes required by the Notice of Draftsperson’s Patent Drawing Review, PT0-948, attached hereto or
to Paper No. _ 70 .

[J including changes required by the proposed drawing correction filed on , which has been
approved by the examiner,

[] including changes required by the attached Examiner's Amendment/Comment.

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the reverse side of the

drawings. The drawings should be filed as a separate paper with a transmittal lettter addressed to the Official
Draftsperson.

[T} Note the attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Any response to this letter should include, in the upper right hand corner, the APPLICATION NUMBER (SERIES
CODE/SERIAL NUMBER). If applicant has received a Notice of Allowance and Issue Fee Due, the ISSUE BATCH NUMBER
and DATE of the NOTICE OF ALLOWANCE should also be included.

Attachment(s)
[J Notice of References Cited, PTO-892
{7 Information Disclosure Statement(s), PT0-1449, Paper No(s).
[_] Notice of Draftsperson’s Pateat Drawing Review, PT0-948
] Notice of Informal Patent Application, PTO-152
X} interview Summary, PT0-413
X| Examiner's Amendment/Comment
[ Examiner's Comment Regarding Requirement for Deposit of Biological Material
X| Examiner's Statement of Reasons for Allowance

U. S. Patent and Trademark Office

PTO-37 (Rev. 9-95) Notice of Allowability Part of Paper No. _ 23




Serial Number: 08487002 Page 2

Art Unit: 1807

DETAILED ACTION
1. An examiner's amendment to the record appears below. Should the changes and/or
additions be unacceptable to applicant, an amendment may be filed as provided by 37
CFR 1.312. To ensure consideration of such an amendment, it MUST be submitted no later than
the payment of the issue fee.

Authorization for this examiner's amendment was given in a telephone interview with

Jeffrey Inhen on 4/21/97.

2. The application has been amended as follows:

Claim 48 has be;v@:]ed.

The following is an examiner's statement of reasons for allowance:

The claims are drawn to methods of screening a tumor sample for a somatic alteration in a
BRCAL gene by detecting changeé in the structure and/or expression of the gene and its products
(transcripts and proteins expressed by said transcripts). In a further embodiment of the invention,
the detection of specific mutant alleles is recited. Applicants are first to discover the sequence of
the wild type BRCAL1 gene and disclose and enable the methods of detection recited broadly

herein (Applicant’s declaration by Dr. Wolfert was considered persuasive with regards to method
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Serial Number: 08487002 Page 3

Art Unit: 1807

claims employing altered -epitope specific antibodies. The skill in the art in this technology is
high and such antibodies have been routinely made for a number of years. It is further noted that
workers in the field have generated antibodies to various domains of the BRCA1 protein
subsequent to the filing of this application using the same methodology disclosed in the.instant
application). Detection of somatic alterations are an indication of a progression to neoplasia
when such alterations are opposite a chromosome comprising a germline alteration in the
BRCAI1 gene and thus the present invention provides a useful screening to assess progression to
neoplasia in patients with breast or ovarian cancer.

Any comments considered necessary by applicant must be submitted no later than the
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue

fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for

Allowance."

3. Any inquiry concerning this communication or earlier communications from the examiner

should be directed to Dianne Rees whose telephone number is (703) 308-6565.
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Application No. Applicant(s)

08/488,011 Skalnick et al.
NOthB Of A”OW&bIIIty Examiner Group Art Unit
Dianne Rees 1807

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included
herewith (or previously mailed), a Notice of Allowance and Issue Fee Due or other appropriate communication will be
mailed in due course.

X] This communication is responsive to 9/12/96,4/30/97

X The allowed claim(s) is/are 7-4, 6-8, 10-13, 13, 14, 14-19, and 28-48

[ The drawings filed on are acceptable.

(J Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d).
O All [0 Some* [0 None of the CERTIFIED copies of the priority documents have been
[ received.
[ received in Application No. (Series Code/Serial Number) .
[ received in this national stage application from the International Bureau (PCT Rule 17.2(a)).

*Certified copies not received:
[J Acknowledgement is made of a claim for domestic priority under 36 U.S.C. § 119(e).

A SHORTENED STATUTORY PERIOD FOR RESPONSE to comply with the requirements noted below is set to EXPIRE
THREE MONTHS FROM THE "DATE MAILED" of this Office action. Failure to timely comply will result in
ABANDONMENT of this application. Extensions of time may be obtained under the provisions of 37 CFR 1.136(a).

[] Note the attached EXAMINER'S AMENDMENT or NOTICE OF INFORMAL APPLICATION, PTO-152, which discloses
that the oath or declaration is deficient. A SUBSTITUTE OATH OR DECLARATION IS REQUIRED.

X Applicant MUST submit NEW FORMAL DRAWINGS
[J because the originally filed drawings were declared by applicant to be informal.

X including changes required by the Notice of Draftsperson's Patent Drawing Review, PT(Q-948, attached hereto or
to Paper No. 7

[1 including changes required by the proposed drawing correction filed on , which has been
approved by the examiner.

[ including changes required by the attached Examiner's Amendment/Comment.

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the reverse side of the
drawings. The drawings should be filed as a separate paper with a transmittal lettter addressed to the Official
Draftsperson.

(] Note the attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Any response to this letter should include, in the upper right hand corner, the APPLICATION NUMBER (SERIES
CODE/SERIAL NUMBER). If applicant has received a Notice of Allowance and Issue Fee Due, the ISSUE BATCH NUMBER
and DATE of the NOTICE OF ALLOWANCE should also be included.
Attachment(s)

[ Notice of References Cited, PT0Q-892

X Information Disclosure Statement(s), PTO-1449, Paper No(s). 9,10

(] Notice of Draftsperson's Patent Drawing Review, PT0-948

[J Notice of Informal Patent Application, PTQ-152

Interview Summary, PT0-413

Examiner's Amendment/Comment

{1 Examiner's Comment Regarding Requirement for Deposit of Biological Material

Xl Examiner's Statement of Reasons for Allowance

U. 5. Patent and Trademark Office

PTO-37 (Rev. 9-95) Notice of Allowability Part of Paper No. _ 22



Serial Number: 08488011 Page 2

Art Unit: 1807

DETAILED ACTION

1. An examiner's amendment to the record appears below. Should the changes
and/or additions be unacceptable to applicant, an amendment may be filed as provided
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be submitted

no later than the payment of the issue fee.

2. An examiner's amendment to the record appears below. Should the changes
and/or additions be unacceptable to applicant, an amendment may be filed as provided
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be submitted

no later than the payment of the issue fee.

Authorization for this examiner's amendment was given in a telephone interview with
Jeffrey Inhen on May 19, 1997

The application has been amended as follows:

30



Serial Number: 08488011 ‘ Page 3

Art Unit: 1807

In claims 41-47, the words “com))jéhe alteration comprising” has been deleted and --

consists of-- has been inserted.

3. The following is an examiner's statement of reasons for allowance:

The claims are drawn to methods of detecting germline alterations in the BRCA1 gene by
detecting alterations in BRCA1 nucleic acids or in the products expressed by these nucleic acids,
such as by the use of eptiope specific antibodies. In a further embodiment of the invention , the
method is used to detect specific polymorphisms in the BRCA1 gene. Applicants are first to
discover the sequence of the wild type BRCA1 gene and disclose and enable the methods of
detection recited broadly herein (Applicant’s declaration by Dr, Wolfert was considered
persuasive with regards to method claims employing altered -epitope specific antibodies). The
skill in the art in this technology is high and such antibodies have been routinely made for a
number of years. It is further noted that workers in the field have generated antibodies to various
domains of the BRCA1 protein subsequent to the filing of this application using the same
methodology disclosed in the instant application. Detection of germline mutations in the BRCA1

gene provide an indication of increased susceptibility to breast and ovarian cancer.
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Serial Number: 08488011 Page 4

Art Unit: 1807

Any comments considered necessary by applicant must be submitted no later than the
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for

Allowance."

Any inquiry concerning this communication or earlier communications from the examiner

should be directed to Dianne Rees whose telephone number is (703) 308-6565.

/M/—

W. GARY JONES
SUPERVISORY PATENT EXAMINER

:D'%V\-Q_ ﬁ_,,*, GRDliI:}i&M
0
slils? 4/

May 19, 1997 |
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Application No. Applivunit(s)

09/044,946 Tavtigian et al.
NOtIce Of A”awab”lty Examiner Group Art Unit
Karen M. Hauda 1632

All claims being allowable, PROSECUTION ON THE MERITS IS {OR REMAINS) CLOSED in this application. If not included

herewith (or previously mailed}, a Notice of Allowance and Issue Fee Due or other appropriate communication will be
mailed in due course.

Xl This communication is responsive to March 20, 1998

Xl The allowed claim(s) is/are 35, 49, 51, 62, 55, and 57-59

Xl The drawings filed on Mar 20, 1998 are acceptable.

[J Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119{a}-{d).
O All ] Some* [J None of the CERTIFIED copies of the priority documents have been
[ received.

{1 received in Application No. (Series Code/Serial Number}

7] received in this national stage application from the International Bureau {PCT Rule 17.2{a)}.
*Certified copies not received:
[J Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119{e).

A SHORTENED STATUTORY PERIOD FOR RESPONSE to comply with the requirements noted below is set to EXPIRE
THREE MONTHS FROM THE "DATE MAILED" of this Office action. Failure to timely comply will result in
ABANDONMENT of this application. Extensions of time may be obtained under the provisions of 37 CFR 1.136(a).

[ Note the attached EXAMINER'S AMENDMENT or NOTICE OF INFORMAL APPLICATION, PT0O-152, which discloses
that the oath or declaration is deficient. A SUBSTITUTE OATH OR DECLARATION IS REQUIRED.

] Applicant MUST submit NEW FORMAL DRAWINGS
[ because the originally filed drawings were declared by applicant to be informal.

[ including changes required by the Notice of Draftsperson's Patent Drawing Review, PT0-948, attached hereto or
to Paper No. .

[] including changes required by the proposed drawing correction filed on , which has been
approved by the examiner.

[} including changes required by the attached Examiner's Amendment/Comment.
Identifying indicia such as the application number {see 37 CFR 1.84(c)} should be written on the reverse side of the

drawings. The drawings should be filed as a separate paper with a transmittal lettter addressed to the Official
Draftsperson.

[ Note the attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Any response to this letter should include, in the upper right hand corner, the APPLICATION NUMBER (SERIES
CODE/SERIAL NUMBER). If applicant has received a Notice of Allowance and Issue Fee Due, the ISSUE BATCH NUMBER
and DATE of the NOTICE OF ALLOWANCE should also be included.
Attachment(s}

{TJ Notice of References Cited, PT0O-892

[Xl Information Disclosure Statement(s), PTO-1449, Paper Nols). 5

[C1 Notice of Draftsperson’s Patent Drawing Review, PT0-948

[ Notice of Informal Patent Application, PTO-152

[ Interview Summary, PT0-413

X Examiner's Amendment/Comment

(O Examiner's Comment Regarding Requirement for Deposit of Biological Material

X Examiner's Statement of Reasons for Allowance

U. S. Patent and Trademark Office

PTO-37 (Rev. 9-95) Notice of Allowability Part of Paper No. ﬁO




Application/Control Number: 09/044,946 Page 2

Art Unit: 1632

EXAMINER’S AMENDMENT

An examiner's amendment to the record appears below. Should the changes and/or
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 1.312.
To ensure consideration of such an amendment, it MUST be submitted no later than the payment
of the issue fee.

Authorization for this examiner's amendment was given in a telephone interview with
Jeffrey L. Thnen on September 28, 1999,

The application has been amended as follows:

Claim 49 has been rewritten as follows:

#4/8

Claim fZ A method for diagnosing a predisposition for breast cancer in a human subject
which comprises comparing the germline sequence of the BRCA2 gene or the sequence of its
mRNA in a tissue sample from said subject with the germline sequence of the wild-type BRCA2
gene or the sequence of its mRNA, wherein an alteration in the germline sequence of the BRCA2

gene or the sequence of its mRNA of the subject indicates a predisposition to said cancer.

et

Claim 50 has been cancéled.
In claim 51, line 1, the term*the” has been replaced with the term “a”.

In claim 51, line 1, the term “regjo{s” has been replaced with the term “region”.

In claim 52, line 1, the phrase “deterpfined by an assay” has been inserted after the word

[{3P%1]
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Application/Control Number: 09/044,946 Page 3

Art Unit: 1632

In claim 52, line 4, the term “sample” has beén inserted after the term “tissue”.

In claim 52, line 5, the phrase “of the tissue£ample” has been inserted after the term

“DNA”.

In claim 52, line 5, the phrase “tissue” hasXeen inserted after the term “said”.

In claim 52, line 7, the phrase “from said ti§sue sample using primers” has been inserted
after the term “gene”.
In claim 52, line 8, the term “tissue” hagbeen inserted before the term “sample”.

In claim 52, line 9, the term “molecules” hag’been deleted.

In claim 52, line 9, the phrase “BRCA2 gene/genomic DNA or” has been replaced with the

phrase “a BRCA2 gene or a”..

In claim 52, line 10, the term “tissue” haséeen inserted before the term “sample”.

In claim 52, line 11, the term “DNA” has been replaced with the term “sequence”.
In claim 52, line 12, the term “tissue” has been ingerted before the term “sample”.
In claim 52, line 14, the term “sample” has been igSerted after the term “tissue”.

In claim 52, line 16, the phrase “in said tissue samprfe” has been inserted after the term

“mutation”.

In claim 52, line 17, the phrase “in said tiss(fe sample” has been inserted after both

occurrences of the term “mutation”.

In claim 52, line 17, the “.” after the first gccurrence of the term mutation has been

[{3R3]

replaced with a “)”.
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In claim 52, line 18, thelﬁrase “of said tissue sample” has been inserted after the first

occurrence of the term “gene”.

In claim 52, line 18, frq{{the comma after the second occurrence of the term “gene” to
the end of the claim excluding the period has been deleted.

Claims 53-54 have beey/canceled.

Claim 55 has been rewritten as follows:

Claim }55 A method for detecting a mutation in a neoplastic lesion at the BRCA2 gene in
a human subject which comprises comparing the sequence of the BRCA2 gene or the sequence of
its mRNA in a tissue sample from a lesion of said subject with the sequence of the wild-type
BRCAZ2 gene or the sequence of its mRINA, wherein an alteration in the sequence of the BRCA2

gene or the sequence of its mRNA of the subject indicates a mutation at the BRCA2 gene of the

neoplastic lesion.

Claim 56 has been caficeled.

In claim 57, line 1, the term//a” has been inserted before the term “regulatory”.

In claim 58, line 1, the phrase “(étermined by an assay” has been inserted after the word

ey 9

In claim 58, line 4, the term “samp{e” has been inserted after the term “tissue”.

In claim 58, line 4, the phrase “of thetissue sample” has been inserted after the term

“DNA”.

In claim 58, line 5, the phrase “tissue” h,a/s been inserted after the term “said”.
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In claim 58, line 7, the phrase “from said tissue sample using primers” has been inserted
after the term “gene”.

In claim 58, line 8, the term “tissue’7has been inserted before the term “sample”.

In claim 58, line 9, the term “moleculeg” has been deleted.
In claim 58, line 9, the phrase “BRCA2 géne genomic DNA or” has been replaced with the
phrase “a BRCA2 gene or a”..

In claim 58, line 10, the term “tissue’/i]as been inserted before the term “sample”.

In claim 58, line 11, the term “DNA” hag'been replaced with the term “sequence”.
In claim 58, line 12, the term “tissue” hag’been inserted before the term “sample”.

In claim 58, line 14, the term “sample” ha?/fneen inserted after the term “tissue”.

In claim 58, line 16, the phrase “in said tisée sample” has been inserted after both

occurrences of the term “mutation”.
In claim 58, line 17, the “” after the se¢ond occurrence of the term mutation has been

replaced with a “,”.

In claim 58, line 17, the phrase “in said/tissue sample” has been inserted after the term

“mutation”.

In claim 58, line 17, the phrase “of: saidftissue sample” has been inserted after the term
“gene”.

In claim 58, line 18, from the comma after the term “gene” to the end of the claim

excluding the period has been deleted.

40



Application/Control Number: 09/044,946 Page 6

Art Unit: 1632

Claim 59 has been rewritten as follows:

Claim g&' A method for confirming the lack of a BRCA2 mutation in a neoplastic lesion
from a human subject which comprises comparing the sequence of the BRCA2 gene or the
sequence of its mMRNA in a tissue sample from a lesion of said subject with the sequence of the
wild-type BRCA2 gene or the sequence of its mRNA, wherein the presence of the wild-type

sequence in the tissue sample indicates the lack ot a mutation at the BRCAZ2 gene.

Claim 60 has beea canceled.

The following is an examiner's statement of reasons for allowance:

The claimed invention is allowable over the prior art of record because the prior art of
record does not teach or fairly suggest a method of screening for a mutation in a sample by
comparing the DNA gene sequence of BRCA2 from the sample with that of the wild-type
BRCAZ2 gene sequence.

Any comments considered necessary by applicant must be submitted no later than the
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for

Allowance."

Any inquiry concerning this communication or earlier communications from the examiner
should be directed to Karen M. Hauda whose telephone number is (703) 305-6608.

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor,
Michael Wityshyn, may be reached at (703) 308-4743.

Any inquiry of a general nature or relating to the status of this application should be
directed to the Group receptionist whose telephone number is (703) 308-2801.
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The Group and/or Art Unit location of your application in the PTO has changed.
To aid in correlating any papers for this application, all further correspondence regarding
this application should be directed to Group Art Unit 1632.

Papers related to this application may be submitted to Group 160 by facsimile
transmission. Papers should be faxed to Group 160 via the PTO Fax Center located in Crystal
Mall 1. The faxing of such papers must conform with the notice published in the Official Gazette,

1096 OG 30 (November 15, 1989). The CM1 Fax Center number is or (703) 305-3014 or (703)
308-4242.

Ko P Hacola_
Haven i Hendia
Prnet Examiner
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