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DETAILED ACTION

1 . Prosecution is hereby reopened in view of Applicant's cancellation of claim 80 and

Applicant's argument presented with regard to the 103(a) rejection of record in

Applicant's amendment and response filed 12/2/10.

Applicant's amendment and response filed 12/2/10 is acknowledged and has been
entered.

2. Applicant' is reminded of Applicant's election without traverse of the Invention of Group I

and the species of isolated antibody DF200, a detectable moiety, IL-2 as the additional

component, and antibody that binds to KIR2DL1 and KIR2DL2/3 and neutralizes KIR

mediated inhibition of NK cell cytotoxicity, in Applicant's amendment filed 4/24/09

Claims 70-79, 81 and 83-91 are presently being examined.

3. Applicant's amendment filed 12/2/10 has overcome the prior rejection of record of

claim 80 under 35 U.S.C. 103(a) as being obvious over US 2005/0037002 A1 (of

record) in view of Eisenthal ef a/(J. of Immunol. 1990, 144: 4463-4471).

4. Applicant's amendment and response filed 12/2/10 has overcome the prior rejection

of record of claims 88-91 under 35 U.S.C. 102(b) as being anticipated by Shin etal

(Hybridoma, 1999, 18(6): 521-527, abstract). A copy of the full-length Shin etal

reference is being included with this Office Action.

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form

the basis for the rejections under this section made in this Office action:

A person shall be entitled to a patent unless -

(b) the invention was patented or described in a printed publication in this or a foreign country or in public

use or on sale in this country, more than one year prior to the date of application for patent in the United

States.

6. Claims 88 and 90-91 are rejected under 35 U.S.C. 102(b) as being anticipated by

Kim etal {J. Immunol. 1997, 159: 3875-3882) as evidenced by Shin et al (Hybridoma,

1999, 18(6): 521-527) and by admissions in the specification on page 25 at lines 15-28

and at the paragraph spanning pages 25-26 .

Kim et al teach anti-p58 KIR mAbs that interefere with class l-mediated protection of

target cells, i.e., they are capable of neutralizing KIR-mediated inhibition of NK cell

cytotoxicity in NK cells expressing p58 (especially page 3876).

Although Kim etal do not explicitly teach that the neutralizing anti-p58 mAbs bind to

KIR2DL1 and KIR2DL2/3, the evidentiary reference Shin et al teach that the mAb that

has its epitope in the HLA-binding region in p58 KIR may be the most effective mAb for

blocking the interaction between p58 KIR and HLA-C (especially second full paragraph
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at line 1 , column 1 on page 526), and that HLA-C-recognizing receptor that is inhibitory

is the p58 belonging to KIR2DL group comprised of KIR2DL1 and KIR2DL2/3
(especially paragraph spanning pages 521-522). With regard to the limitation recited in

instant claim 90, that the mAb competes for binding to KIR2DL1 and/or KIR2DL2.3 on

the surface of an NK cell with antibody DF200 produced by the hybridoma deposited as

CNCM I-3224, although the art reference does not explicitly teach said ability to

compete, the art reference does teach that it interferes with the class I mediated

protection of target cells, i.e., that it interferes with the interaction of HLA-C with p58 and

neutralizes p58-mediated NK cell cytotoxicity. Like-wise, the antibody DF200 produced

by hybridoma CNCM I-3224, possesses this same functional activity (see the recitation

in claim 70), while the art reference teaches that a neutralizing antibody recognizes an

epitope in the HLA-binding region of p58. Also note that the definition in the

specification of "neurtralize KIR-mediated inhibition of NK cell cytotoxicity" may be
partial or full neutralization (see below***).

Therefore the claimed antibody appears to be the same as the antibody of the prior art

absent a showing of differences. Since the Patent Office does not have the facilities for

examining and comparing the mAb of the instant invention to those of the prior art, the

burden is on Applicant to show a distinction between the antibody of the instant

invention and that of the prior art. See In re Best , 562 F.2d 1 252, 1 95 USPQ 430
(CCPA 1977).

***The admissions in the instant specification on page 25 at lines 1 5-28 is: "Antibodies of this invention

may partially or fully neutralize the KIR-mediated inhibition of NK cell cytotoxicity. The term "neutralize

KIR-mediated inhibition of NK cell cytotoxicity," as used herein means the ability to increase to at least

about 20%, preferably to at least about 30%, at least about 40%, at least about 50% or more (e.g., about

25-100%) of specific lysis obtained at the same ratio with NK cells or NK cell lines that are not blocked by

their KIR, as measured by a classical chromium release test of cytotoxicity, compared with the level of

specific lysis obtained without antibody when an NK cell population expressing a given KIR is put in

contact with a target cell expressing the cognate MHC class I molecule (recognized by the KIR expressed

on NK cell). For example, preferred antibodies of this invention are able to induce the lysis of matched or

HLA compatible or autologous target cell populations, i.e., cell populations that would not be effectively

lysed by NK cells in the absence of said antibody. Accordingly, the antibodies of this invention may also

be defined as facilitating NK cell activity in vivo."

The admissions in the instant specification at the paragraph spanning pages 25-30 is : "Alternatively, the

term "neutralize KIR mediated inhibition" means that in a chromium assay using an NK cell clone or

transfectant expressing one or several inhibitory KIRs and a target cell expressing only one HLA allele

that is recognized by one of the KIRs on the NK cell, the level of cytotoxicity obtained with the antibody

should be at least about 20%, preferably at least about 30%, at least about 40%, at least about 50% (e.g.,

about 25-1 00%), or more of the cytotoxicity obtained with a known blocking anti MHC class I molecule,

such as W6/32 anti MHC class I antibody."

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all

obviousness rejections set forth in this Office action:

(a) A patent may not be obtained though the invention is not identically disclosed or described as set

forth in section 1 02 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



Application/Control Number: 10/563,045

Art Unit: 1644

Page 4

invention was made to a person having ordinary skill in the art to which said subject matter pertains.

Patentability shall not be negatived by the manner in which the invention was made.

8. Claims 88 and 89 are rejected 35 U.S.C. 103(a) as being obvious over Kim ef a/(J.

Immunol. 1 997, 1 59: 3875-3882) in view of Harlow and Lane.

Kim et al teach anti-p58 KIR mAbs that were found to interefere with class l-mediated

protection of target cells, i.e., they are capable of neutralizing KIR-mediated inhibition of

NK cell cytotoxicity in NK cells expressing p58 (especially page 3876).

Kim ef a/do not teach wherein the antibody is comprised in a composition with a

pharmaceutically acceptable excipient.

Harlow and Lane teach that PBS or similar isotonic solutions are commonly used

buffers for storing purified antibodies (page 287 at item 1).

It would have been prima facie obvious to one of ordinary skill in the art at the time the

invention was made to have placed the antibodies taught by Kim et a/ in PBS as taught

by Harlow and Lane.

One of ordinary skill in the art would have been motivated to do this in order to store the

anti-p58 antibodies.

The skilled artisan was aware that PBS was a storage buffer for antibodies. Since the

Patent Office does not have the facilities for examining and comparing the composition of

the instant invention to those of the prior art, the burden is on Applicant to show a distinction

between the antibody of the instant invention and that of the prior art. See In re Best , 562
F.2d 1252, 195 USPQ 430 (CCPA 1977).

9. Claims 88, 90 and 91 are rejected 35 U.S.C. 103(a) as being obvious over Shin etal

(Hybridoma, 1999, 18(6): 521-527 in view of Kim etal (J. Immunol. 1997, 159:3875-

3882) and by admissions in the specification on page 25 at lines 15-28 and at the

paragraph spanning pages 25-26.

Shin et al teach that HLA-C-recognizing receptor that is inhibitory is the p58 belonging

to KIR2DL group comprised of KIR2DL1 and KIR2DL2/3 (especially paragraph

spanning pages 521-522). Shin et al teach that the mAb that has its epitope in the HLA-
binding region in p58 KIR may be the most effective mAb for blocking the interaction

between p58 KIR and HLA-C that it is known that both the y2 and y3 domains are

involved in the interaction between p58 KIR and its ligand, HLA-C (especially second
full paragraph at line 1, column 1 on page 526). Shin ef al teach the method of mAb
production via conventional hybridoma technology of Kohler and Milstein as well as

methods for assessing the ability of the mAb to inhibit p58-mediated inhibition of NK cell

cytotoxicity (especially materials and methods section).
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Shin ef a/do not exemplify wherein the anti-p58 mAb blocks the binding between p58
KIR and HLA-C, nor that it competes for binding with mAb DF200 to KIR2DL1 and/or

KIR2DL2/3.

Kim et al teach that a polypeptide consisting of the y2 and y3 domains can be
recombinantly produced, as it folds properly. Kim et al teach that their experiments

suggest that both Ig domains of p58 are necessary for HLA-C binding and that the

binding site on KIR might be the exposed region at the interface between the N- and C-

terminal y domains (see entire reference, especially paragraph spanning columns 1-2

on page 3879). Kim et al teach anti-p58 KIR mAbs that were found to interefere with

class l-mediated protection of target cells, i.e., they are capable of neutralizing KIR-

mediated inhibition of NK cell cytotoxicity in NK cells expressing p58 (especially page
3876).

It would have been prima facie obvious to one of ordinary skill in the art at the time the

invention was made to have made more mAbs by the conventional hybridoma

monoclonal antibody methodology taught by Shin et aland to have tested for antibodies

that bind to both KIR2DL1 and to KIR2DL2/3 and to have further tested these antibodies

for the ability to neutralize KIR-mediated inhibition of NK cell cytotoxicity.

With regard to the limitation recited in instant claim 90, that the mAb competes for

binding to KIR2DL1 and/or KIR2DL2.3 on the surface of an NK cell with antibody DF200
produced by the hybridoma deposited as CNCM I-3224, although the art reference does
not explicitly teach said ability to compete, the mAb taught by the combined references

interferes with the class I mediated protection of target cells, i.e., that it interferes with

the interaction of HLA-C with p58 and neutralizes p58-mediated NK cell cytotoxicity.

Like-wise, the antibody DF200 produced by hybridoma CNCM I-3224, possesses this

same functional activity (see the recitation in claim 70), while the primary art reference

teaches that a neutralizing antibody recognizes an epitope in the HLA-binding region of

p58. Also note that the definition in the specification of "neurtralize KIR-mediated

inhibition of NK cell cytotoxicity" may be partial or full neutralization (see below***).

Therefore the claimed antibody appears to be the similar to the antibody of the prior art

absent a showing of unobvious differences. Since the Patent Office does not have the

facilities for examining and comparing the mAb of the instant invention to those of the

prior art, the burden is on Applicant to show an unobvious distinction between the

antibody of the instant invention and that of the prior art. See In re Best , 562 F.2d 1 252,

195 USPQ 430 (CCPA 1977).

***The admissions in the instant specification on page 25 at lines 15-28 is: "Antibodies of this invention

may partially or fully neutralize the KIR-mediated inhibition of NK cell cytotoxicity. The term "neutralize

KIR-mediated inhibition of NK cell cytotoxicity," as used herein means the ability to increase to at least

about 20%, preferably to at least about 30%, at least about 40%, at least about 50% or more (e.g., about

25-1 00%) of specific lysis obtained at the same ratio with NK cells or NK cell lines that are not blocked by

their KIR, as measured by a classical chromium release test of cytotoxicity, compared with the level of
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specific lysis obtained without antibody when an NK cell population expressing a given KIR is put in

contact with a target cell expressing the cognate MHC class I molecule (recognized by the KIR expressed

on NK cell). For example, preferred antibodies of this invention are able to induce the lysis of matched or

HLA compatible or autologous target cell populations, i.e., cell populations that would not be effectively

lysed by NK cells in the absence of said antibody. Accordingly, the antibodies of this invention may also

be defined as facilitating NK cell activity in vivo."

The admissions in the instant specification at the paragraph spanning pages 25-30 is : "Alternatively, the

term "neutralize KIR mediated inhibition" means that in a chromium assay using an NK cell clone or

transfectant expressing one or several inhibitory KIRs and a target cell expressing only one HLA allele

that is recognized by one of the KIRs on the NK cell, the level of cytotoxicity obtained with the antibody

should be at least about 20%, preferably at least about 30%, at least about 40%, at least about 50% (e.g.,

about 25-1 00%), or more of the cytotoxicity obtained with a known blocking anti MHC class I molecule,

such as W6/32 anti MHC class I antibody."

10. Claims 88-91 are rejected 35 U.S.C. 103(a) as being obvious over Shin etal

(Hybridoma, 1 999, 1 8(6): 521 -527 in view of Kim et al (J. Immunol. 1 997, 1 59: 3875-

3882) and by admissions in the specification on page 25 at lines 15-28 and at the

paragraph spanning pages 25-26, and further in view of Harlow and Lane.

The combination of Shin et al in view of Kim et al in view of the cited admissions in the

specification, has been discussed supra.

The said combination does not teach wherein the antibody is comprised in a

composition with a pharmaceutical^ acceptable excipient.

Harlow and Lane teach that PBS or similar isotonic solutions are commonly used
buffers for storing purified antibodies (page 287 at item 1).

It would have been prima facie obvious to one of ordinary skill in the art at the time the

invention was made to have placed the antibodies taught by Shin ef a/in PBS as taught

by Harlow and Lane.

One of ordinary skill in the art would have been motivated to do this in order to store the

anti-p58 antibodies.

1 1 . Claims 70-79, 81 and 83-87 are allowed.

12. Any inquiry concerning this communication or earlier communications from the

Examiner should be directed to Marianne DiBrino whose telephone number is 571-272-

0842. The Examiner can normally be reached on Monday, Tuesday, Thursday and Friday.

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's supervisor,

Ram Shukla, can be reached on 571-272-0735. The fax phone number for the organization

where this application or proceeding is assigned is 571-273-8300.
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Information regarding the status of an application may be obtained from the Patent

Application Information Retrieval (PAIR) system. Status information for published

applications may be obtained from either Private PAIR or Public PAIR. Status information

for unpublished applications is available through Private PAIR only. For more information

about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on

access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866-

217-9197 (toll-free).

Marianne DiBrino, Ph.D.

Patent Examiner

Group 1640

Technology Center 1600

/G.R. Ewoldt/

Primary Examiner, Art Unit 1644


