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TABLE OF EVIDENCE INCLUDED WITH BRIEF

tn accordance with MPEP § 1205.02, the following items of evidence previousty made of
record are cited in this Appeal Briefand are being transmitted to the Patent Trial and Appeal

Board {(PTAB) concurrently with this Appeal Brief.

Document Originally Submitted
Declaration of John Ghrayeb, Ph.D under 37 CF R § 1,132 December 19,2013
Declaration of Professor Sander Jan Hendrik van Deventer Decernber 19, 2013
under 37 C.F.R.§ 1.132

Also pursaant to MPEP § 120502, Patent (hwner has mcloded as Appendix B Patent
Orwner's Listing of Undisputed or Admitted Facts (cited herein as "SOF"Y with nunbered
& ! ‘

paragraphs and references to the record i this procecding.

So that family relations may be easily visnalized, Patent Owner has incloded in
Appendix C a graphical representation of the 471 Patent and other velated patents and

applications which are relevant to this appeal.
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1. REAL PARTY IN INTEREST [37 C.ER. § 41.37(c)(1)(D)]

Pagsuant to 37 CF R, § 41 37(c){1)1), the real parties i interest are identified as the
owners of ULS. Patent No. 6,284,471 ("the 471 Patent”), Janssen Biotech, Inc. and New York

University {collectively referred to as "Patent Owner™}.
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1L RELATED PROCEEDINGS [37 C.ER. § 41.37(c)}{1){1i)]

Pursuant to 37 C.F.R. § 41.37(c)(1 )1}, velated appeals, interferences, and trials are

identified as follows.

The 471 Patent 1s the subject of Litigation pending m the United States Distriet Court for
the District of Massachusetts, See Janssen Biowech, Inc. er al v. Cellirion Healihcare Co., Lid. et
al., Civil Action No. 1115-0v-10698-MLW (D). Mass. 2015) (the "2015 Massachusetts Action™).
Specifically, on March 6, 2013, Janssen Biotech, Inc. and New York University {collectively, the
Patent Owner of the 471 Patent) filed a complaint for patent infringement (incluoding of the 471
Patent) agamst Celltrion Healtheare Co., Lid.; Celltrion, Inc.; and Hospira, Inc. See .1 No. 1,

F1S-0w-1069E (Mar. 6, 2015).

On March 16, 2015, Patent Owner filed a wootion 1o stay the 2015 Massachuosetts Action
with respect to the 471 Patent peading resolution of the present reexamination procesding
involving the 471 Patent. See DL No. 8, 1:115-0v-10698 (Mar. 16, 2015) On April 9, 2013, the
deftendants filed an opposition to the motion to stay. See D1 No. 41, 1:15-cv-10698 {Apr. 8,

2015}

On April 8, 2015 i the 2015 Massachusetts Action, Patent Owner moved for partial
summary judgment that the "notice of commercial marketing" provided by Cellirion Healtheare
Co., Lid. and Cellirion, Inc. {collectively "Cellirion™) s legally ineffective under the Biologics
Price Competition and Innovation Act ("BPCIA"Y, 42 U.S.CL § 262(7X8)A), and also fora
preliminary and permanent injunction precluding Celltrion from entering the market for at least
180 davs after approval of its proposed biosumilar to Remicade® (infliximab) and after a legally

effective notice of commercial marketing. See DI No. 34, 1115-0v- 10698 (Apr. §, 2015)

On April 29, 2015 in the 2015 Massachusetts Action, Celltrion filed a combined
opposition to Patent Owner's motion for partial summary judgment, opposition to Patent Owner's
motion for a preliminary injunction, and cross-motion for summary judgment that Celltrion had
properly provided "notice of commercial marketing” under the BPCIA. As of June 15, 20135, the

motions were fully briefed.

The '471 Patent was previously the subject of a declaratory judgment action filed in the

United States District Court for the District of Massachusetts by two of the defendants 1o the

]
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2015 Massachusetts Action {i.¢., Ceiltrion Healthcare Co., Lid. and Celltrion, Inc.). See
Celltrion Healthcare Co. Lid., et al. v, Janssen Biotech, Inc., Civil Action No. Fid-cv-11613 (D
Mass., filed Mar. 31, 2014). The plaintiffs voluntanily dismissed that action without prejudice on

Qctober 23, 2014, See D1 No. 33, B ld-ov-11613 (Oct. 23, 2014).

The 471 Patent also was previously the subject of a declaratory judgment action filed by
the third of the three defendants in 2015 Massachusetts Action {l.e., Hospira, Inc.). See Hospira,
Ine. v, Janssen Biotech, Inc., ef al., Civil Action Ne. 14-0v-07049 (S.DNY ., filed Aug. 29,
2014). The court dismissed that action based on is holding that the plaintfl lacked standing.

See DI No. 60, 14-cv-07049 (Dec. 1, 2014).

Pursnant to the BPCIA, on Febroary §, 20135, Cellinon served Patent Owner with a
Detailed Statement Parsuant 1o the BPCIA (42 US.CL § 262(A{3){B)GH{TY) that included
wivalidity contentions relating to the 471 Patent. Patent Owner requested authonization from
Cellirion to provide the invalidity contentions in the Detailed Statement to the Office in this
proceeding, but Cellirion declined to give Patent Owner the authorization to do so, stating that
provision of the Detailed Statement to the Office would vielate the BPCIA and that the prior ant
references cited m the Detailed Statemnent had previously been subniitted to the Office in

information Disclosure Statements.

el
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. SUMMARY OF THE CLAIMED SUBJECT MATTER 37 CER. § 41.37(c){( 1))

Pursuant to 37 C.F.R. § 41.37(¢c)(1){n1), the claimed subject matter of cach independent

claimn of the 471 Pateat fnvolved in this appeal 15 identified as follows.

Claim 1 refates to a chimeric anttbody having a human constant region, and a non-lusman
variable region with the amino acid sequence set forth n either SEQ ID NOQ: 3 or 5. Support for
claim 1 can be found, for example, in the current specification’ of the '471 Patent at pages 15-25
of the October 2014 Amendment, as modified by paragraphs 12-13 on page 6 of the April 2015
Amendment:” SEQ ID NO:3; SEQ ID NO:S: Figures 16A and B

Claim 3 relates to a chimeric antibody having & human constant region, and a non-hsman
variable region comyprising a polypeptide encoded by the nucleic acid sequence set forth in either
SEQ ID NQO: 2 or 4. Support for claim 3 can be found, for example, i the corrent specification
of the 471 Patent at pages 15-23 of the October 2014 Amendment, as modifted by paragraphs
12-13 on page © of the April 2015 Amwendmeni; SEQ 1D NO: 2; SEQ ID NO: 4, Example XIV

{al pages 78-79 of the October 2014 Amendment);” Figures 164 and B,

Claim § relates to a chimeric antibody having a human constant region, and a non-human
variable region with the hght chain variable regions having the amino acid sequence set forth in
SEQ 1D NO: 3 and the heavy chains vanable regions having the amino acid sequence set forth in
SEQ ID NO: 5. Support for claim 5 can be found, for example, in the current specification of the
471 Patent at pages 1525 of the October 2014 Amendment, as modified by paragraphs 12-13 on

page 6 of the April 2015 Amendment; SEQ ID NO: 3; SEQ ID NO: §; Figures 16A and B.

Claim 7 relates o a chimeric antibody of subtype 1gG1 having # human constant region,

and a non-human variable region comprising a polypeptide encoded by the nucleic acid sequence

The current spectfication of the '471 Patent is set forth on pages 3 to 99 of Reexanunation Control
No. 907012 851 ("the 851 Recxamination™) File Wrapper, Amendment After Final Rejection under
37 CF.R.§ 1116 dated October 13, 2014 {"Outober 2014 Amendment”™}, and was shghtly modified
i response to ssues raised by the Exanuners ander 35 U.S.C§ 112, as shown on pages 3 to 8 of the
Amendment After Final Rejection under 37 CFRL§ 1116 dated April 13, 2015 ("Aprd 2615
Amendment™).

The corresponding disclosure in the 471 Patent as onigmally tssuced appears at 9:36-15:45.

? The sequence 1Ds and figures ave the same in the specification as originally issued and the current
specification. The cuorent figures are found at Attachment A o the April 2013 Amendment.
4

The corresponding disclosure in the 471 Patent as originally isswed is Example XTI (a1 46:1-36).
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set forth in SEQ 1D NOG: 2 or 4. Suppost for claim 7 can be found, for example, in the current
specification of the '471 Patent at pages 15-25 of the October 2014 Amendment, as modified by
paragraphs 12-13 on page 6 of the April 2015 Amendment: the first full paragraph on page 30 of
the October 2014 Amendment.” SEQ ID NO:2: SEQ ID NO:4: Figures 16A and B.

The 471 Patent disclosure as amended thus provides a sufficient writien description of
each of the claims of the '471 Patent, and fully enables one skilled in the art to practice the

mvention defined by these claims.

The corresponding disclosure in the 471 Patent as originally isswed appears at 1IN21-36.
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IV, ARGUMENT [37 C.F.R. § 41.37¢(c){ 1 )(iv)]
A, Summary of the Argument

This appeal seeks reversal of the erroneous obvicusness-tyvpe double patenting ("ODP")
rejections of claims  U.S. Patent No. 6,284,471 (hereinafler "the '471 Patent™} over claims in
two related patents, US. Patent No. 5,698,195 ("the 195 Reference Patent”} and ULS. Patent No.

5,656,272 ("the 272 Reference Patent”) (collectively the "Reference Patents™).

The 471 Patent 1ssued from U8, Application No. 08/192,093 (heremafter "the '093
Application"}, filed on February 4, 1994, Although origimally designated a continuation-in-part
application, the '093 Apphcation is now properly denominated as a divisional application of U.S.
Application Serial No. 08/013,413 (hereinafter the “Parent Application”}, filed on February 2,
1993.° The '093 Application claims the benefit of and incorporates by reference the entire
disclosure of the Parent Application. /. The Reference Patents also claim, fver afia, the benefit
of the Parent Application, and each wcorporates by reference the eatire disclosure of the Parent

Application.
The rejections should be reversed for two independent reasons:

First, the obviousness-type double patenting rejections of the claims of the 471 Patent
based apon the Reterence Patents are precluded by 35 US.CL§ 121, and must be reversed.
Puring the examunation of the Parent Application, the Office applied a five-way restriction
requirement. In response to that restriction, the Patent Qwner prosecuted claims within non-
elected Group | of the restriction in the '093 Application, which 1s now properly denominated as
a divisional of the Parent Application, and which issoed as the '471 Patent. Appendix B, Patent

{(rwner's Listing of Undisputed or Admitted Facts (cited herein as "SOF € <no >"y 8 F1LF2, F24-

F26, F62-F73. Each of the apphications issuing as the Reference Patents was 1n turn prosecuted
to secure examination and allowance of claims m elected Group IV of the restriction applied

during exanunation of the Parent Appheation. £ § FI-F2, FO-F10, FI12-F13, F19. As such,

b

The 093 Application as origmally filed included cortain information unnecessary to support any of
the claims of the 471 Patont, but by amendiments entered duriog this reexamination, that wecossary
disclosure was removed. See Appendin B, Statoment of Admitted or Lindisputed Facts ("SOF™)

& F27-F28, F62-F73. The Examiners now agree that the 093 Application is properly designated a
divisional appHeation. See 831 Reexamination, October 2014 Amendment at 3; SOF $ F73.

6
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each Reference Patent stems from an apphication "with respect to which a requirement for
restriction under this section has been made, or on an application filed as a result of such a
requitement,” as specified in Section 121, As it is undisputed that consonance with the
restriction requirement apphied in the Parent Application has been maintained in both the
Reference Patents and the ‘471 Patent. therefore the safe harbor of Section 121 preciudes use of
the claims of such Reference Patents against the claims of the '471 Patent to support any QODP

rejection. 7. €4 F1-F2, F13, F21, F55.

The Examiners’ refusal to give effect to Section 121 vests upon two ervors of law. The
first ervor 1s their contention that Section 121 applies only if the reference patent clanms ssue
from "divisional appheations.” The second error i3 thew contention that the '47] Patent claims
are not subject to Section 121 because the '093 Application, as filed, was not denonuinated a
“divisional application.” However, nothing in the language of or law governing Section 121

requires either of these as a condition of finding that the safe harbor of Section 121 applies.

Second, independent of Patent Owner's entitlement to the Section 121 safe harbor, the
QODP rejections should be reversed because the Examuners have erronecusly refused to apply the
appropriate two-way test for detenmining whether the clatms of the '471 Patent and the Reference
Patents are obvious in view of each other. It was the restriction requirement imposed by the
Office in the Parent Application-—not any voluntary action taken by Patent Owner-—that
precluded Patent Owner from securing examination of both groups of claims m a single
application, leaving Patent Owner with no choice but to pursae them in separate applications.
Consistent with that restriction requirement, Patent Owner diligently and reasonably prosecuted
the Group | claims in the ‘093 Application leading to the 471 Patent, and the Group IV claims in
the applications leading to the Reference Patents, ultimately prevailing m its effort to gain
commercially significant protection for these revolotionary new antibody products and treatment
methods. While it took longer to gain allowance of the antibody claims of Group 1 of the
restriction, and for the '471 Patent 1o ssue, than to obtam issuance of the treatment clatms of
Group IV of the Reference Patents, the length of the 471 Patent's prosecution was due to the
actions taken by the Office, not the Patent Owner. After first requining restriction, the Office
took strikingly different positions during examination on the patentability of the antibody claims
of Group I eading to the '471 Patent than it did on the patentability of the therapeutic methods of

the Group [V applications leading to the Reference Patents. Because the later issuance of the

-~}
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471 Patent relative to the Reference Patents was solely due to the positions and actions taken by
the Office during the examinations that led to the 471 Patent, Patent Owner 1s entitled to have
the two-way test used to determine all ODP issues as 1o the 471 Patent. And here, when that test
is applied, it 1s beyond dispute that no ODP rejection is proper, as the Examiners have not taken
issue with the nonobviousness evidence of record that demonstrates that one with knowledge of
the claimed antibodies of the 471 Patent would have had no way of expecting that they could
serve as effective treatments in humans, mach less that they could serve as revolutionary

treatments for theumatoid arthritis or Crohn's disease, as claimed in the Reference Patents.’

In this case, where Patent Owner has complied with both the letter and spirit of the {aw,
there 13 no legitimate basis for denying Patent Owner the benefit of Section 121's safe harbor for
the 471 Patent clamms, or for refusing to evaluate ODP issues as o those clanms under the two-
way test. Accordingly, Patent Owner respectfully requests that the Board reverse the rejections
for ODP and direct the Examiners to issue a reexamination certificate confirming the

patentability of the 471 Patent’s clatms 1-7.
B. Statement of Issues Presented in this Appeal
The 1ssues presented 1 this appeal are as follows:

{1} Whether, notwithstanding the prohibitions of 353 UL8.C. § 121, the Examiners
erved in using the claims of the Reference Patents, which claims are all consonam
with the originallyv-elected Group IV of the restriction in the Parent Application,
to reject the claims of the divisional '471 Patent, which was filed as a result of the
restriction i the Parent Application and whose claims are all consonant with non~

elected Group 1 of that restriction?

{2} Whether under the facts of this case, where it is undisputed that the claims of the
Reference Patents are not rendered obvious by the claims of the '471 Patent, the
Examiners erred in decliming to apply the two-way test for determining
obviousness-type double patenting, when the clanms of the Reference Patents and

of the 471 Patent could not have been prosecuted in a single application due to

See Declaration of John Glwayeb, Ph.D.under 37 C.FR.§ 1.132 %% 18-44; Declwration of Professor
Sander Jan Hendrik van Deventer under 37 CFR, § 1132 9 1474,
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the imposition of a restriction requirement in the Parent Application, and when
the Patent Owner diligently filed and reasonably prosecuted the appheation

leading to the '47] Patent?
C. Brief Summary of Relevant Facts

Nearly all of the operative facts implhicated in this appeal are ondisputed and support
reversal of the rejections for obviousness-type double patenting. A Patent Owner's Statement of
Undisputed or Admitted Facts from the record of this reexamination proceeding is presented i
Appendix B hereto.

1. Summary of Facts Relevant to Entitlement of the '471 Patent Claims
to Section 121

During examination of the Parent Application, the Office applied a five-way restriction
requirement. In response 1o that restriction, Patent Owner elected to prosecute clatms in Group
IV." first in the Parent Application itself, and then in the continuing applications leading o the
Reference Patents.” The claims that issued in the Reference Patents all fall within Group IV of
the restriction in the Parent Application.™® Patent Owner prosecuted claims falling within the
non-elected Group §invention of this restriction n the ‘093 Application that 1ssued as the 471

it -

Patent.'! The issued claims of the '47} Patent all fall within Group 1.7

During this reexamination proceeding, the claims that are the subject of this appeal were
repeatedly rejected for obviousness-type double patenting in view of elaims 1-16 of the "193
Reference Patent and claims 1-7 of the 272 Reference Patent, either alone or in conjunction with
certain secondary references. These rejections were premised on the Exarmners’ position that,
because the applications issuing as the Reference Patents were continuation-in-part
applications—and not "divisionals” of etther the Parent Application or of the '093 Application—

they were "not filed as a result of restriction requirement made between the claims of these

o

See SOF ¥4 F1-F5.

See, nfer alfa, SOF 9 F17,F23
¥ See SOF W FIS-FI6, F21-F22.
Y See SOF ¥4 F25-F26.

See SOF 48 F55-F56,

9
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patents,” and are thus are not preciuded from being used as references agamst the ‘471 Patent

claims, notwithstanding 35 US.C. § 1217

In response, the Patent Owner explamed that the plain language of 35 US.C.§ 121 does
not require a reference patent to issue from a divisional application. A reference patent may
issue from the original application sabject 1o the restuiction, or from a continming application of
that application, such as those that led to the "195 and 272 Reference Patents, that 1s filed {o
obtain examination of claims divected to the onginally elected nvention (here Group 1V},
provided, as here, the issued claims stempung from those apphications mainian consonance with

their original restriction groups. '

The final rejection also took the position that the 471 Patent claims do not qualify under
the safe harbor of Section 121 because, when the '093 Application was filed, it was not
denominated a "divisional” application. in response, Patent Owner explained the record was
replete with evidence showing the '093 Application, which was filed afier the restriction had
been applied in the Parent Application, was prosecuted to secure examination of claims to the

non-elected Group 1 invention in response to the restriction apphed mn the Parent Application, =
The record shows that Patent Owner and the Examiners agree that;
{a}  the Office applied a restriction requirement in the Parent Application and never

withdrew or modified that requirement; SOF $§ F1-F2, F&;

{b Patent Owner prosecuted the applications leading to the Reference Patents to gain

Srwmt

allowance of claims falling only within onginally elected Group IV of the
restriction in the Parent Application; & $€ FI12-F17, F19-F23;

{c) Patent Owner prosecuted the 093 Application that led to the 471 Patent to gain
allowance of claims falling only within Group 1 of the restriction m the Parent

Application; id. % F24-F26, F35-F56¢

oSy Reexanunation, Non-Final Action dated Sept. 6, 2013 at 5-7,'851 Reexamination, Final Action
dated Aug. 26, 2014 ar 9, 15-16, 18-20); '¥51 Recxamination, Fial Action dated Feb. 12, 2015 ("Final
Action™) at 9-20; '851 Recxamination, Advisory Action dated Apr, 29, 2015 at 2,

14

See ‘851 Recxamination, Interview Summmary of Nov, 1, 2013 at 8,851 Reexamination, Amendment
dated Dec. 19, 2013 at 45-532: 8531 Reexamination, October 2014 Amendiment at 128-13%,
Y '851 Reexamunation, Octaber 2014 Amendment at 1360-137,

10
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{d)

{e}

S~
L]
i

(h)

each of the applications resulting in the Reference Patents and the '471 Patent as
filed contained subject matter not contained in the Parent Application, and hence
were designated on filing as "continuation-in-part” applications; i ¥ F27;

none of the added matter in the ‘093 Apphcation relative o the Parent Application
was necessary to support any claim of the 471 Patent as issued, or was ever the
subject of a claim in the '471 Patent or the Reference Patents; id. % F28, F63-F64;
amendments entered during this reexamination delete the additional subject
matter added to the '093 Application that was unnecessary to support any clamm of
the 471 Patent, so that the disclosure of the 471 Patent now conforms to that of
the Parent Application; i/, 1§ FO2-F73;

the '093 Application 1s now properly denominated a divisional of the Parent
Application; id. § F73;

the claims of the Reference Patents that are being relied upon to suppornt the
outstanding ODP rejections are consonant with Group IV of the restriction
requirement applied in the Parent Application; &4 9% F15, F21; and

the claims of the '471 Patent now being rejected on the basis of ODP are
consonant with Group | of the restriction requirement applied in the Parent
Application; id. § F5S.

2. Summary of Facts Relevant to Patentability Distinet Natures of the
‘471 Patent Claims and the Claims in the Reference Patents

As noted above, the ODP rejections of the clabms under appeal rest on the Examiners’

conclusions that Section 121 does not preciude use of the Reference Patents against the 471

Patent, and that if 3 one~way test 18 used, the claims of the 471 Patent represent obvicus

-ariations of those of the Reference Patents.® In response, the Patent Orwner demonstrated that,

even without the benefit of the safe harbor, the record supports Patent Owner's position that i1 18

entitied to the use of the two-way test, and that probative, uncontested evidence shows that wder

this test the clamms in the 471 Patent and those in the Reference Patents are clearly not obvious

in view of each other. fd. % Fal.

16

'851 Reexamination, Non~-Final Action dated Sept. 6, 23 at 5-8; "85 Reexanunation, Fingl Action

dated Aug. 26, 2014 at 20.23; Final Action at 24-25,
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In particular, the record also shows that the 471 Patent claims must be evaluated relative
to the claims in the Reference Patents under the two-way test. The 471 Patent clamms issued
Jater than the claims in the Reference Patents because the Office compelled Patent Owner to
prosecute these claims in a separate application, and then took positions in the prosecution of that
application (the '093 Apphication} that ended up resulting in a later issuance of the '471 Patent.
SOF 9% FI-F2, FO-F10, FI2-F13, FI9, F24-F26. The Patent Owner did not delay issuance of the
471 Patent's claims, but to the contrary, followed standard Otfice procedures to prompily and
diligently prosecute these claims to allowance. A $9 F24-F534. Thus, the fact that the 471
Patent clanms issued ater than the Reference Patent claims 1s entirely a consequence of the

positions and actions taken by the Office.

When the proper two-way test 1s applied, it cannot be faily concluded from the claims of
the 471 Patent that it would be obvious to use the claimed "methods for treating an animal by
administering a pharmaceutical composttion containing an anttbody” to treat rthenmatoid arthritis
ot Crohu's disease, as requived by the claims of the Reference Patents. See § IV E 3, infre. This
evidence includes declarations from qualified experts and confirms the independent and distinct
natures of the Group 1V inventions claimed in the Reference Patents as compared to the Group |
mventions claimed 1 the 471 Patent. SOF § F61; see alyo § IV.E 3(a), fra. This evidence is
also consistent with the onginal determunation by the Office that the inventions claimed in the
471 Patent are patentably distinet from the tnventions clatmed n the Reference Patents, which
was the predicate justifving the Office's original requirement for restriction in the Parent
Application. Indeed, the Examivers bave not disputed that the evidence of record shows that
under the two-way text for obvicuspess-type double patenting, the claims of the 471 Patent are
patentably distinct from the claims m the Reference Patents.

Therefore, even if the 471 Patent claims are not found subject 1o Section 121, they are
not unpatentable based on the claims of the Reference Patents for reasons of obviousness-type

double patenting,

D. The Claims of the 471 Patent are Protected from Obviousness-Type Double
Patenting Rejections by the Safe Harbor of 35 US.C. § 121

Section 121 of title 35, United States Code, provides a safe harbor from obviousness-type

double patenting rejections to inventors required {o restrict an application claiming nultiple
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“independent and distinet” Inventions into separate applications to secure examination of each
mvention. See Applied Materials v. ddvanced Semiconductor Materials, 98 F.3d 1563, 1568-69
{Fed. Cir. 1996) {"Section 121, viewed overall, assures that the fechnicalities of restriction
practice are not elevated from their purpose of examination convenience 1o a potential taint on
the validity of the enswing patents.”). As explamed below, the '471 Patent is a divisional of the
Parent Application, and enjoys the protections of the Section 121 safe harbor relative to the
claims in each of the Reference Patents.

1. The 471 Patent ¥ a Divisional that Qualifies for the Statutory Safe
Harbor

{(a)  The Office Has Confirmed the '471 Patent's Status as a
Divisional of the Parent Application
There is no dispute that the 471 Patent, which issued from the 093 Application, is a
divisional of the Parent Application. The record shows that Patent Owner presented claims to
the non-elected Group I invention for examination in the 093 Application in response to the
SPILE2, FRSF26, B33 The 47

restriction and the guwidance of the Office to do so. SOF

Patent also was amended during this proceeding, i full compliance with rules applicable to this
proceeding, to conform iis disclosure to that of the Parent Apphication. Indeed, the Director of
the Central Reexamination Unit has confirmed the propriety of the amendments and the
designation of the '093 Apphcation as a divisional, and the Examiners have expressly recognized
its status as such.” See id €9 F62-F73. Consequently, the '093 Application is now properly
denominated a divisional of the Parent Application in correspondence with the evidence in the
record that it was prosecuted 10 secure examination of the non-elected Group 1 invention in
response to the restriction m the Parent Application, See &, §€4§ F1-F2, F24-F26.

{b}y  Asa Divisional Resulting from the Restriction in the Parent

Application, the "471 Patent Falls within the Safe Harbor of 35
UsS.C. g1

8
The patent law, through 35 US.C. § 121, provides safe barbor to divisional patents such
as the 471 Patent. To determine whether a patent falls within the safe harbor, one necessarily

begins with the text of the statute. 8F dm. Prod. Co. v, Burton, 349 1S, 84, 91 (2006) ("We

T See ‘851 Reexamination, Decision Granting Petition Under 37 CF.R. § 1181 dated Nov, 25, 2014:
see glve 37 CF R, § 1330{d)(e); MPEP § 2234,
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start, of course, with the statutory text.”), Wyeth v. Kappos, 391 F.3d 1364, 1369 (Fed. Cir.

2010). Here, the statute provides:

1 HI two or more independent and distinet imventions are claimed
in one application, the Director may reqmre the application to be
vestricted to one of the inventions. {3} If the other invention is
made the subject of a divisional app ht ation which coraplies with
the requirements of section 120 it shall be entitled to the benefit of
the filing date of the orginal application. {3} a1 A patent issuing
on an apphication with respect to which a uqummcm for
resiriction under this section has been made, or on an application
filed as a result of such a requirement, shall notbe used as a
reference either in the Patent and Trademark Office or in the courts
b1 against a divisional application or against the original

appha ation or any patent issued on either of them, {v1 i the
divisional application is filed before the issuance of the patent on
the other application.

35 U.S.C % 121 (bracketed parsing designations added).

Sentence 3] of Section 121 specifies the circumstances under which the safe harbor
applies. It begins by identifying in clause [a] the following two categories of patents that may
not be used against an eligible safe harbor patent for ODP purposes:

{n patents issuing on the "application with respect to which a requirement for

restriction ander this section has been made” and

¥

{1}  patents issuing "on an application filed as g result of such a requirement.”

The Reference Patents in this appeal—ithe 195 and 272 Reference Patents—fall within
both categonies. To begin, they constitute patents issuing on "apphicationfs] with respect to
which a requirement for restriction under this section has been made” because they anse from
continuing applications of the Parent Application in which the Office required restriction. See

SOF 9% F1-F2, FO-F10; see also Geneva Pharms. v. GlaxoSmithKline, PLC, 349 F.3d 1373, 1378

{Fed. Cir. 2003) {"Section 121 states: A patent issuing on an application with respect 1o which a

requirement for restriction under this section has been made . . . shall not be used as a reference .
. Thus, 1t the {challenged] patents and the [reference] patent trace their lincage back to a

common parent which was subject 1o a restriction requirement, then § 121 intervenes to prevent a

nonstatutory double patenting rejection.”) {quotation marks omitted).

14
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They also qualify as patents issumg on "application{s] filed as a result of such a
requirement” {7.¢., the restriction requirement) because the words "as a resolt of” w Section 121
are constiued broadly to cover any apphication filed "due to the administrative requirements
imposed by the Patent and Trademark Office.” See Boehringer Ingelheim Ini'l GmbH v, Barr
Labs. Inc., 5392 F 3d 1340, 1352 {(Fed. Cir. 2005} ("the "as a result of requirement apphies to the
challenged patent as well as the reference patent™); & at 1353 n.3 ("We believe that this
mterpretation of the 'as a result of requirement is too narrow. The child application was 'doe to

e

the administrative requirements tmposed by the Patent and Trademark Office.™) (internal citation

omitted).

(Clause {b] of the third sentence of Section 121 defines the categories of applications and
patents agamst which the Reference Patents may not be used: (1} divisional applications;
the claims of the '471 Patent because the evidence demonstrates the 093 Application was
prosecuted to secure examination of the nou-elected Group 1 invention in response to the
restriction, and has been, by a duly authorized amendment conforming the 471 Patent's
disclosure to that of the Parent Application, designated a divisional application. In other words,
the '093 Application 13 a divisional application. and the 471 Patent 1s a patent that issued from
the '093 Divisional Application.” SOF €% F62-F73. Thus, in the absence of any exception {and,
as explained below, no exceptions are present here), the plain language of Section 121 preclodes
the Reference Patents from being used against the 471 Patent to suppeort any proper ODP
rejection.

2. The MPEP's Limited Exceptions to the Safe Harboer's Protections Do
Not Apply to This Case

MPEP § 804.01 sets forth a limited nuntber of "situations where the safe harbor of 35
LES.C 121 does not apply.” As shown in the table below, none of the exceptions set forth in
MPEP § 804.01 exists here.

Claase {¢] requives only that the divisional application be “filed before the tssuance of the patent on
the other application,” Ze., the non-elected invention. There is no dispute that the '093 Application
meets this requirement because it was filed before the 1ssuance of the Reference Patents,

fa
Lh
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MPEP § 804.01 provision

The Y471 Patent

(A} The applicant voluntarily files two or
more applications without a restriction
requirement by the Examiner.

Not applicable: Examiner issued a restriction
requirement 1n the Parent Application that led
to filing of the applications for the 471 Patent
and the Reference Patents. SOF 9% Fi-F2, F9-
Fi0, F24-F26.

{B)}  The claims of the different apphcations
or patents are not consonant with the restriction
requirement made by the Examiner, since the
claims have been changed m material respects
from the claims at the time the requirement
was made.

Not applicable: As explained 1o detail in

§ IV.D.3(h), infra, Examiners have
acknowledged that the claims of the 471

Patent and the Reference Patents mamtained
consonance with the resinction groups in the
Parent Application. See alse SOF $% FI5, F21,
FS5.

{C)  The restriction reguirement was writien
tn a manner which made it clear 1o applicant
that the requirement was made subject to the
nonattowance of genenc or other hnking
claims and such generic or linking claims are
subsequently allowed.

Not applicable: The restriction requirement
contained no mention of generic or linking
claims, and no such claims were allowed. Id.
F1-F2

{2y The requirement for restriction (holding
of {ack of umty of mvention} was only made m
an international application by the International
Searching Authority or the International
Prelinminary Examining Authority.

Not applicable: The Office sssued the
restriction reguirement as part of a domestic
filing, not as part of an international
application. [d € F1-F2.

{E)  The requirement for restriction was
withdrawn by the Examiner before the patent
1s8ues.

Not applicable: The Examiner never
withdrew the restriction requirement. /. 4 F&.

{F}  The claims of the second application
are drawn to the "same mvention” as the first
application or patent.

Net applicable: The claims of the 471 Patent
are directed to the antibodies and
mmmnoassays of Group §, while the claims of
the '195 and '272 Reference Patents are
directed to the methods of reatment of Group
IV R $FL-F2, FIS, F2L, PS5

{G}  Where a requirement for restriction
between a product, a process of making the
product, and a process of using the product was
made subject to the non-allowance of the
product and the product is subsequently
atlowed.

Not applicable: There was no such
contimgency in the resiriction requirement. o,
hia I B S

'
S

The Examiner has acknowledged the clabms of the 471 Patent {the "second application” described

MPEP § 804 01({F)} are not drawn to the "same inventton” as the Parent Apphication. See Final
Actionnat 9 (" . | the claims at tssug are not wdentical . . ") 1 (samwe},

16
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During this reexammation, Patent Owner pointed ount the Examimners' failure to :dentify
any Office policy that supporied the ODP rejections and that the Examiners were refusing to
adhere to MPEP § 804.01. See October 2014 Amendment at 133-36; April 2015 Amendment at
24-27. The Examiners did not attempt to show, in either the Final Action or the Advisory
Action, how any provision in the MPEP (§ 804.01 or otherwise) or other pubhished Office policy
authorizes the present rejections. See, ey, Final Actionat 9, 11, 13, 19 {citing "MPEP 804 01"
without reference to specific paragraph and withouot explanation of significance of MPEP
§ 804.01). The Examumers also did not identify any change in the law governing double
patenting that called into question any published Office pohicy on application of the safe harbor
of Section 121. 1a view of the Examiners’ tacit concession that no such provisions, policies or
changes in the law exast, the Board should reverse the ODP rejections as being imposed in
contravention to the published exanunation standards of the Office.

3. The 471 Patent and the Reference Patents Mainiained Consonance
with the Restriction in the Parent Application
{a} The Law Governing Consonance Focuses on Not Crossing a
Line of Demarcation Set by the Restriction

A central focos of the inquiry for eligibility of patent claims for the safe harbor of Section
121 1s whether those issued claims, glong with those issued in the reference patent, mamtained
consonance with the restriction requirement that compelled the patent owner to prosecute the
claimed inventions n separate applications. Under well-estabilished authority, consonance exists
where the subject matter claimed m the patent does ot cross the line of demarcation set in the
restriction requirement. See Gerber Garment Tech. v, Lectrg Sys., 916 F.2d 683, 688 {Fed. (it
1990} ("Consonance requires that the line of demarcation between the independent and distinct
inventtons' that prompted the restriction requurement be maimntained."). Also, the consonance
mquiry necessarily focuses on the claims in fsued pafents—not on the disclosure in the patents,
not on claims presented during examination of applications that never issue, and not on the
designation or type of patent containing those claims. See 353 U.S.C. § 121 {("A patent issuing on
an application . . . shall not be used as a reference . .. ") Geneva Pharms. v. GlaxoSmithKiine
PLE, 349 F3d 1373, 1381 (Fed. Cir. 2003) {"Section 121 shields claims against a double
patenting challenge if consonance exisis between the divided groups of ¢laims and an earher

resiriction requirement.”) {emphasis added), Sumbol Techs., Ine. v, Opticon, Inc., 935 F.2d 1569,

-
o |
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1579 {Fed. Cir. 1991) {"new or amended cluimy in a divisional application are entitled to the
benefit of § 121 if the c¢laims do not cross the line of demarcation drawn around the invention

elected in the restriction reqx‘lirmneni“}."ﬁ

Consonance exists as long as the clanns of the patents resulting from the restriction
requirement do not violate the subject matter boundaries of the restriction groups. Consonance
exists if the issued clamms in the different patents do not claim subject matter spanning more than
one of the restriction groups. As the Federal Civeust has explained, "new or amended claims i a
divisional application are entitled to the benefit of § 121 1 the claims do not cross the line of
demarcation drawn around the invention elected in the restriction requirement.” Svmbol Techs.,
935 F.2d at 1579; Gerber, 916 F.2d at 688 (inquwy 18 whether claim has crossed "the {ine of
demarcation between the mdependent and distinct inventions."} (quetation marks omitted).

{b} Patent Owner Has Maintained Consonance in the '471 and
Reference Patents™

The facts established during the present reexamination proceeding demonstrate that the

2

The consonance inguiry's focus on fvaved claims accords with the sinnlar focas on sssued clabms for
the underlying question of whether nou~-statutory double patenting oxists. See MPEP § 804 ("The
second is the 'nonstatutory~type’ double patenting rejection . . . which is primartly intended to prevent
profongation of the patent term by prolubiting elaims ior a second paient not patentably distinguishing
from elgimy n o first patert”y (emphasis added). Until theee i3 an issoeed patent, # 3 impossible to
have improper prolongation of patent term. The Office’s practice of imposing "provisional” double
patenting rejections Is consistent with this well-settled law. Under that practice, the Office wall
wentify potential double patenting concerns when two applications with potentially conflicting claims
are pending.  Where the Office determines g potendial double patenting situation oxisis between
pending claims, Office policy calls for the issuance of a "provistonal” ODP rejection. See MPEP §
S04 18, If the carlier-filed application is determined to be allowable, Office policy calls for "the
Exanuner {to] withdraw the ODP rejection in the carlicr-filed application thereby pernmitting that
application fo issue.” MPEP § 804.1LR.1. Issuance of such a patent would then lead 1o a non~
provistonal obvicusness-type double patenting rejection o the application that remained pending, in
light of the issued patent. See MPEP § 8041 A

As shown in Apperdix D, alf of the claims of the 471 Patent fall within non-elected Growp f of the
restriction requuarement imposed in the Parent Application because cach claim s divected cither to o

chimeric antibody or to o method of using such an antibody in inwnunoassays. See afsp SOF 1% Fi-
F2, K85, Appendix D also shows that claims in each of the '195 and 272 Reference Patents define

subject matter falling within elected Group 11 of the restriction requirement, as cach is directed 1o a
method of treating & particular discase in a heman-—either Crohn's disease (272 Reference Patent) or
rheumatoid avthritis ('195 Reference Patent}—by administering to the haman an anti-TNF chimerie
antibody, See SOF $ FI-F2, FI3, F21. Patent Owner notes that Appendix I to this Appeal Brief
has the identical content as Appendix D to Patent Owner's Amendment dated December 19, 2013, but
corrests a typographical orror (Le., the '195 patent was shown as "the 193 patent™).
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claims i the ‘471 Patent and the clamms in each of the 272 and *195 Reference Patents
maintaimed consonance with the restriction apphied m the Parent Application. In the Parent

“1-F2. This

Application, the Examiner #nposed a five-way restriction requirement. SOF 4 ;
restriction requirement was never withdrawn, modified or superseded. /d 9 F8; see albye
§IV.D 4, infra. Among the restriction groups were a Group [ invention ("monocional
antibodies, detectably labeled monoclonal antibedies, chimernic antibodies, phanmaceutical
compositions, and assay methods") and a Groap IV mvention ("methods for treating an animal
by admunistering a pharmaceutical composition containing an antibody”). SOF ¢ FI-F2. The
Examiner stated that, if the Patent Owner elected to examine the Group IV invention, a further

election of species would be required within the Group IV invention. /d § F4,

In response to the restriction requirement, Patent Owner elected the Group IV mvention,
and further elected the species of "chronic mflammatory pathelogy.” Id € FS. The Examiner
withdrew from consideration claims to other inventions identified in the restriction, &/ § F6, and
subsequently rejected all pending claims drawn to the elected Group TV invention on Qctober 27,
1993 MO PT

Patent Orwner then filed several continuing applications, including the '093 Application
{leading to the 471 Patent), U.S. Apphcation No. 087192102 ("the 102 Application” ) (leading to
the 272 Reference Patent} and U.S. Application No. 08/324.799 {"the 799 Application™)
{leading to the '195 Reference Patemt). /. €% FO-F10, F24. The record of prosecution of the '093
Application and related applications reflects that this course of prosecuting these ditferent
mventions in different applications was undertaken in consultation with the Examiner to adhere

to the restriction applied 1 the Parent Application.™

For example, at an ingerview held on December 1, 1993, Patent Owner and the Examiner discussed at
feast ULS. Apphication No. 087192861 Application and the '102 Application. See 861 Application
File Wrapper, Interview Summary; 102 Apphication File Wrapper, Interview Sonmwnary; SOF§ Fi2.
Shortly thereafter, Patent Owner filed amendments across a number of pending applications—
mcluding the '093 Application—addressing the restriction applied in the Parent Application. Sez SOF
W FI2-FI3, F33 (noting that that claims were being "amended as suggested by the Exanuner” and
that Patent Owner was pursiing "non-elected subject matter™ of the Parent Application): see afsn '102
Apphication, Preliminary Amendment dated Dec. 3, 1993 a3 ("Entry of the Preliminary Amendment
prioy to examination of the application is respectfully requested pursumyt to the telephone
conversation between Examiner Nishet and the undersigned on December 1, 18957},

19
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IR Consonant with the Restriction Reguirement, Patent
Owner Prosecuted the Group 1 Invention in the
Application Leading to the '471 Patent

Through a prefinunary amendment filed on December 23, 1994, Patent Owner limited the
claims presented for examination in the '093 Application to the subject matter of Group | of the
restriction in the Pavent Application, 7 9% F25-F26. Group 1 specifies "monocional antibodies,
detectably labelled monoclonal antibodies, chimenie antibodies, pharmaceutical compositions,
and assay methods.” Kl § F1-F2, In that same amendment, Patent Owner stated that it made the
amendment "pursuant to the restriction requirement set forth in parent apphication Serial No.
08013 413" 4 % F26. Consistent with Patent Owner's statement, the clatms examined in the
093 Application all fall within Group 1 of the restriction requirement. [ $§ F24-F56. More
particalarly, the issued clauns of the '471 Patent al recite chuneric antibodies or immunoassay

methods asing chimernic antibodies. /g § F35.

The record thus demoustrates that the Patent Owner prosecuted the '093 Application to
secure examination of the non-glected Group | mvention m response to the restriction applied in
the Parent Application. These facts are not in dispute—the Examiners agree that the record
establishes that: {1) the claims presented in the 093 Application correspond to the Group |
tnvention of the restriction 1n the Parent Application, and {2) the Patent Qwner used the 1093
Application to pursue examination of this non-elected Group I invention. See SOF € F1-F2,
F24-F26, F55-F56.
it Consonant with the Restriction Requirement, Patent

Owner Prosecuted the Group IV Invention in the

Applications Leading to the 272 and "195 Reference
Patents

The claims in the Reference Patents are limited to the same Group TV invention elected
for examination in response to the restriction imposed in the Parent Application. SOF ¥ F1-F2,
F15, F21. With respect to the 272 Reference Patent, Patent Owner presented a preliminary
amendment in the '102 Application that limited the claims to methods of treating Crohn's disease
ustg chimeric anti-TNF antihodies, and the issued clamms all recite "method{s] of treating
TNFo-mediated Crohn's disease in a human” by admmistering anti-TNF chimeric antibodies. fd.
$ F13. With respect to the '195 Reference Patent, Patent Owner presented a prehmninary

amendment in the 799 Apphication limiting the claims to methods for treating rhewmatoid
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arthritis using chimeric anti~-TNF antibodies, and the issued claims all recite "method{s] of
treatmg rhewmatoid arthritis” nsing anti-TNF chimeric antibodies. &/ 4 F19. Thus, all of the
Reference Patents' claims are limited to the Group IV invention defined by the restriction in the

Parent Application. /. S F1, Fi5-Flg, F21-F22.

These facts, again, are pot in dispute. The Exanminers confirmed not only that the
Reference Patent claims correspond to the Group IV invention elected for examination in the
Parent Application, but also that the Patent Owner used the "102 and 799 Applications o
continue examination of the Groap IV mvention elected for examimation 1o response o the
restriction in the Parent Application. &/ §§ F16-F17, F22-F23.

4. The Observations in Footuote S of the Final Action Are Believed to
Have Been Withdrawn, Buat If Not, Are Erroncous

In footnote 5 of the Final Action, the Examiners suggested that Patent Owner crossed the
hne of demarcation by bringing certain claims into the '093 Application, and that another
Exanuner's restuiction m a related apphication may have operated as a withdrawal or modification
of the Parent Application's restriction. See Final Action at 17 n.5. During the interview
conducted on March 31, 20135, Patent Owner explained why both assertions in footnote 5 were
erroneous, See April 2015 Amendment at 14, Based on that discussion, Patent Owner
understands that the Examiners have abandoned their foomote § assertions. Sve #d) {summary of
tmterview, noting that "Representatives of the Office acknowledged the clarifications made by
Patent Owner's representative” with regard to footaote ). Consistent with Patent Owner's
understanding, the Examiners also did not advance any position in the Advisory Action based on
the arguments presented in footnote 5. See '831 Reexamination, Advisory Action dated Apr. 29,

2015 at 2 {(not mentioning consonanca).

While Patent Owner continues to believe that footnote 5 arguments stand withdrawn,
because the Advisory Action states that the Examiners are maintaming the ODP rejection "for
the reasons of record set forth in the final office action.” /e, the Final Action that includes
footnote 3, in an abundance of caution these arguments are again responded to here. As

explamed below, the obhservations i footnote 5 fack any ment.

v
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{a} Patent Owner Did Not Present Claims that Crossed the Line of
Demarcation in the 093 Application

Footaote § of the Final Action suggests that consonance was lost daring prosecution of
the '093 Application based on the false premise that the '093 Application included "polypeptides”
claims whose subject matter falls within Group I, as opposed to Groap L7 See Final Action at
17 0.5, The August 8, 1998 amendment referenced in footnote 5 did not cross a line of
demarcation becaase that amendment introduced claims defining particular antibody

T

polypeptides, which is the precise subject matter of Group I (i.¢..". . . monocional antibodies,

detectably labeled monoclonal antibodies, chimeric antibodiex, pharmaceutical compositions and

assav methods ... ."). For example, claim 140 recited "A polypeptide comprising the amino
acid sequence selected from the group consisting of SEQ ID NO: 3 and SEQ IDNO: 5 "

193 Application File Wrapper, Amendment dated Aug. 3, 1998 at 3. These two recited
sequences define the heavy and light chains of the chimeric cd2 amibody, Claimg 140-159 thus
clearly tell within Group I of the restriction apphied m the Parent Application, and thew addition
did not deprive the 093 Application claims of consonance. SOF €% F1-F2.

{by  Actions During Examination of the '674 Application the Office

Did Not Withdraw or Modify the Restriction Applied in the
Parent Application

Footnote 3 of the Final Action also refers to a restriction requirement apphied i a related,
but ultimately abandoned, application ({.¢., Application No. 08/570.674) ("the '674
Application™). See Fial Actionat 17 n.3. Here, the Examiners incorrectly suggest that the
restriction required in the '674 Application was "different” from the restriction required in the
Paremt Application, so that the '674 Application’s restriction requirement effectively withdrew or
modified the restriction requivenient imposed in the Parent Application. This suggestion has no
basis in, and 13 fact contrary to, the record of the '674 Apphcation.

The restriction applied i the '674 Application had three, rather than five, groups. But

these three groups corresponded precisely to Groups 1, I and 1V of the restriction apphied in the

As aninttial matier, footnote S wrongly associates “TNF polvpeptides” with Group HIL The TNF
receptor "polvpepiide” tvention is the Group I, not Group 11, tvention, See SOF L F2 (INF
polypeptides™. Group H was divected to "pobynueisotides encoding chimeric antibodies,
transformed hosts, and processes for preparing astibodies by cultwring transformed/transfected
hosts . .. ." 4

e

o
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Parent Application. SOF % F2; '674 File Wrapper, Requirement for Restriction/Election dated
Sept. 18, 1996 at 2. The reason why the '674 Application restriction contained only three, rather
than five groups, was simply that there were no claims presented i the '674 Application that
corresponded to the remaining two groups of the Parent Application restriction. The Office,
thas, had no reason to address these addiional imvention groups (Groups IH and V of the Parent

Application restriction) when it required restriction in the '674 Application.

I fact, the restriction apphied m the 674 Apphication was fuily consistent with the hines
of demarcation fivst established m the Pavent Appheation. &4 Specifically, the Exanner in that
case dentified the same patentable distinctions between chimeric antibodies (e, Group 1 in
both the Parent and '674 Applications). 7T polypeptides (ie. Group I in both the Parent and
‘674 Applications) and methods of treatiment using antibudies (Le., Group IV of the Parent
Application and Group 1T of the '674 Application) as the Examiner who applied the restriction in

the Parent Application. The table below illustrates this fact:

Group I "monoclonal antibodies,
detectably labeled monocional
anttbodies, chimeric antibodies,
pharmaceutical compositions and
assay methods”

Group | “chimenie antibodies”

Grouwp H: "peptide compositions”

Group I "I'NF polypeptides’ (TNFq receptor peptides)

Group UL "polynucleotides encoding
antiboadies, transformed hosts,
transfected hosts, and processes for
preparing antibodies . .. "

[No clauns to this subject matter]

Group 1V: "methods for treating an
anunal by adminstering a
pharmaceutical composition
containing an antibody . . "

Group HL. Methods of treatmg TNF-
mediated diseases {using composition
comprising anti~-TNF chimeric
antibody chain]

Group V: "methods for removing
TNF-alpha from a sample and
treatment methods mvoelving removal
of TiNF-alpha from a body fluid and
returning said body tluid to an
animal .. ."

[No clams to this subject matter]
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Thus, even if the restriction required in the '674 Application had some legal significance
to the status of the restriction reqatred in the Parent Application {which it does not), that
restriction requirement provides no support for the suggestion that it in any way operated to
withdraw or alter the restriction applied in the Parent Application or to otherwise suggest the
claims of the 471 Patent or the Reference Patents lack consonance.
5. The Examiners' Arguments against the Application of Safe Harbor
Find No Support from the Language of § 121 or the Limited
Exceptions to the Safe Harbor Protections Set Forth in the MPEP
"Prior to the 1952 Patent Act, courts and patentees were gware of the unfairness that
resulted when the Patent Office required restriction or division between claims in a patent
application, thus requiring that a second patent application be carved out of the first, and then
rejected the second application on the basis of the first.” Boehringer, 592 F 3d at 1350, The
statutory "safe harbor is provided to protect an applicant from being penalized for dividing an

application.” fd at 1353-54 {emphasis 10 original).

Here, because Patent Ohwner honored the (Mfice's restriction requirement, it divided the
Parent Application and maintained consonance with the restriction in the resulting patenis {i.e.,
the 471 Patent, and the 272 and '195 Reference Patents, respectively). The 471 Patent
disctosure-—both the original and as amended-—fally supports all of the issued claims in the 471
Patent, Also, the amendment denominating the '093 Apphcation a division of the Parent
Application was expressly found proper under the Office’s rules applicable to this proceeding.
Further, as explained below, the facts of this case are legally indistinguishable from those n
another reexamination in which the Office granted safe harbor to an application originally
designated a continuation-tn-part that was re-designated a division after amendnients i g
reexamination proceedimg. i short, there is no principled reason for denying safe harbor o the
‘471 Patent's claims. The Board should grant safe harbor to the 471 Patent notwithsianding the
093 Apphication’s pre-anmendment denomination,

{a) A Divisional Is Not Denied Section 121's Safe Harbor Merely
Because It Was Designated a CIP When It Was Filed

Effectively ignoring the determination that the '471 Patent 1s a proper divisional of the

Parent Application, the Examiners erroneously contend that the 471 Patent does not qualify for

the safe harbor of Section 121 because the '093 Appheation {7.¢., the application from which the
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‘471 Patent issued) was designated a "continuation-in-part” when it was filed. See 851
Reexamination, Advisory Action dated Apr. 29, 2015 at 2; Final Action at 19, Section 121 does
not require the application resulting in the safe harbor patent to meet any particular timing for
when it is formally designated a divisional, and the Examiners’ argument to the contrary conflicts
with the law governing Section 121, the Office’s prior actions, and the very purpose of the safe

harbor provision.

As previously explained, Section 121 does not, under s express tenms, condition
etigibility for safe harbor on the onginal designation of the sate harbor patent. It requires only:
{1} that the apphication issuing as the safe harbor patent contain a disclosure sufficient 1o support
the claimed, non-elected invention mn the manner specified by Section 128, (1) that the
application is a divisional application of the application that was the subject of a restriction
requirernent, and (111} that the apphcation was filed "before the 1ssuance of the other apphcation,”
i.e., the reference patent(s). See 33 US.C.§ 121 {requiring a "divistonal application which
complies with the requirements of section 120" gnd noting that reference patents "shall not be
used as a reference . . . agamst a divisional application or against the original apphication or any
patent issued on either of them, if the divisional application is filed before the 1ssuance of the
patent on the other application™). The 093 Application meets each of these requirements:

s Fust, there is no dispute that the 093 Application as filed supports '471 Patent
claims because it incorporated by reference the entirety of the Parent Application
as of its filing date. See SOF § F27.

*  Second, the '093 Apphication is a divisional of the Parent Application. It was
amended by a preliminary amendment to present claims o the non-elected
Group I invention for examination and thereafter was used to prosecute the non-
elected Group | mvention, as the Office bas duly and officially recopnized. 4
04 F25-F2R F62-F73. The amendment that denominated the '093 Application as
a "divisional” merely conformed the name and foro of the application to
FECOQMZE 1S proper status.

¢ Finally, the 093 Application was filed before the issuance of the Reference

Patents. See id $§ Fl4d, F20, F24.
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Consequently, the '471 Patent, which issued from the '093 Application, falls squarely
within the safe harbor of Section 121
{by  In Legally Indistinguishable Circumstances, the Office Gave

Safe Harbor to a Continnation-in-Part that Was Re-
Designated a Divisional

In Reexamination Control No. 90/009,659 {"the Martek Reexamination”), the Office
determined that an apphication oniginally filed with the designation "continuation-in~part” was
properly amended to be designated a divisional application and consequently enjoyed safe harbor
against carlier issued patents 1o the same family as the reexamined patent. As explained below,

the facts of Martek are legally indistinguishable from the mstant case.

The Martek Reexamination was directed 1o a patent-—the ‘244 Patent—that issued from
an application that was originally designated a "continuation-in-part” from, and contained
disclosure not found within an original application. See U.S. Application No. 08/483 477 File
Wrapper, Specification at p. 1, 1. 2-4. During the Mantek Reexamination, the Office rejected the
244 Patent claims for obviousness-type double patenting in view of claims that issued i two
other patents m the same patent family. See Martek Reexamnation, Office Action dated Aug. 5,
2010 at 33-38. Specifically, the Office took the position that:
The safe harbor proviston of 35 USC 121 is unavailable here since
the present patent 1s a continuation and continuation-in-part of the
[reference] patet,

Martek Reexamination, Decision Granting Ex Parte Reexammation dated Mar, 3, 2010 a8 21

{eiting Pfizer Inc. v, Teva Pharses, USA, SIS F.3d 1333, 1363 (Fed. Cir. 2008)).

The Martek patent owner responded by amending the reexamined patent's specification to
couform the patent's disclosure to match that of its parent, and by expressly designating the
apphication from which the patent 1ssued to be a "divisional apphication.” See Martek
Reexanunation, Amendment by Patent Owner Under 37 C.F.R. § 1.530 dated Oct. 5, 2010 a1 3
{"This application 18 a {contmuation~-in~part] divisional apphcation of ULS. patent application

[Ser.] No. 08/292,736, filed Ang. 18, 1994, now U8, Pat. No, 5,656,319 .. . ") (brackets and

underlining in original).

20
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In the pext (Mfice Action, the Office withdrew the obviousness-tvpe double patenting

rejections in view of the amendment that re-designated the apphication a divisional:

Patent Owner has amended the henefit claim such that the insiani

patent is a divisional of the '319 patent, which i a divisional of the

'594 patent, which in turn is a divisional of the 242 patent.

Restriction requirements were 1ssued i each of' the application

[sic] that matured into the 242 patent, the '594 patent and the 319

patent. As such, the safe harbor of U.S.C 121 iy available, and the

chviousness-ivpe dowble patenting rejections over the 242 patent

and the '5%4 patent are hereby withdraws.

Martek Reexamination, Non-Final Action dated Mar. 4, 2011 at 12 {emphasis added).

The Examuers’ QDP rejections m this proceeding cannot be reconciled with the Office’s
practice in the Martek Reexamination.™ In this case, Patent Owner amended the 471 Patent to:
{1) conform its disclosure to that of the Parent Apphcation in which the restriction was applied,
and {11} changed the designation of the '093 Application to a "divisional” of the Parent
Application. SOF €Y F62-F73. The Examiners’ rejection under these circumstances conflicts
directly with the Office’s™ determination in the Martek Reexamination that the same changes
were effective to place the 244 Patent within Section 121's safe harbor and necessitate the
withdrawal of ODP rejections. Consistent treatment of the 471 Patent claims in the present
reexamination requires withdrawal of the rejections for double patenting over the 272 and "195

Reference Patent claims.

* Under cstablished Office practices, an Examiner is required to specifically address 3 deviation from
Office practice where the Examiner advances a new interpratation of the law, For example, MPEP
§ 1207.02 (oth ed y OMarch 201 4) provides:
If an exanuner's answer is believed to contain a new interpretation of
application of the existing patent law, the examiner's answer, apphcation
file, and an explanatory memorandwm should be forwarded to the TC
Director for constderation. See MPEP §1003. I approved by the TC
Director, the exanuner’s amswer should be forwarded to the Gifice of the
Assoctate Commissioner for Patent Exanunation Policy for final
approval,
The Examiners in this proceeding have not done so at any pout in this procecding.
as

Patent Owaer also observes the panel in both this proceeding and the Martek proceeding wctaded
Examiners Ponnalurt and Huang, who are also participating in this reexamination proceeding. See
Muartek Reexanunation, Non~-Final Action dated Mar. 4, 2011 at 21,

bt
o
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{c) The Recently Issued Searie Decision Does Not Support the
Examiners’ ODP Rejection

After Patent Owner filed its notice of appeal in this proceeding, the Federal Circuit issued
G Searte LLC v, Lupin Pharmaceticals, Ine,  F3d __ No. 2014-1476 (Fed. Cir. June 23,
2013), a case in which i found that the safe harbor of Section 121 inapplicable. Although Searfe
also concerns a continuation-in-part that was re-designated a divisional, the facts and equities in
Nearle differ materially from those found in this case, and Searle provide no basis for denying

safe harbor to '471 Patent claims.

In Searle, the Federal Circuit considered, infer alia, "whether the safe harbor provision of
3SUS.C.§ 121 apphes to the RE '048 patent and protects it from invalidation based on the '165
patent.” Searle, slip op. at 7. The Searie court ultimately concluded that the RE '048 patent did
not gualify for safe harbor despite the application for the reissued patent™ having been re-
designated a divisional and having removed from it portions of the specification that were not

the patent 1 which the restriction was required. 7d a1 7-8.

The Federal Cirenit reached its conclusion in Searle, however, because of facts that ave
materially differept from those present in this case. In Searle, the patent owner introduced
claims directed 1o new matter added in the continuation-in~part that (2) were unsupported in the
disclosure of the parent apphication, and (b} were allowed 1o ssue. Accordingly, when Searle
filed a reissue application that conformed its disclosure to that of tts parent and denominated it as
a divisional, Searle needed to, and did, cancel a namber of claims from that patent that lacked
support i the original application i which the restriction was applied. This distinction from the

facts presented i thas appeal iy critical.

As the Federal Circnit observed, the reissued patent-—the ‘068 patent ("1 13 application)

claims dependent on the subject matter in the 068 patent but removed from the RE "048 patent.
fd. at 9. Although the patent owner Pfizer cancelled those claims from the RE '048 patent, the

Federal Circutt determined that "[{lairness to the public does not permit Pfizer to convert the ‘113

That 1s, the 113 gpplication for the "06N patent that reissued as the RE 048 patent.



Reexamination Control No, 90/012 851 Appeal Buef

application into a division of the onginal '594 application, and thereby take advantage of the safe
harbor provision." Jd. As the court saccmctly explained:

Pfizer cannot now dentify the "113 application as a divisional of

the '594 application ... and retroactively relinquish the new matter

in the '113 application, afler having enjoved vears of patent

protection for i,
fd. No such equitable considerations exist in this case because, as previously explamed, there s
no dispute that every issued claim of the 471 Patent is supported by the disclosure of the Parent

Application alone, 1o which the amended specification now corresponds.

The Federal Circuit also dented the RE 048 patent the benefit of safe harbor because the
“RE 048 patent {the challenged patent) and the '165 patent (the reference patent) are not 'dertved
from the same restriction requivemnent.”” &d. at 11, This again 15 a materially different fact
relative to the present proceeding. In Searie, the reference patent was a divisional of the original
594 Apphication in which the Ofhice imposed a three-way restriction requirement, while the
challenged patent claimed priority through a continuation~-in-part of the 594 Apphication tiled
before the Office imposed restriction on the 594 Application. & at 3-4. Consequently, the
Searie Court held that the challenged patent and reference patent "are not denived from the same
restriction requirement.” In contrast, and as previously explained, the '471 Patent and the
Reference Patents here are derived from the same restriction requurement tmposed m the Parent
Application, and they maintained consonance with that restriction requirement. SOF ¥ FI1-F2,
F15, F21, F55 In view of the matenal ditterences between the Searde and the mistant case,
Searie cannot justtv a denial of safe harbor to the '471 Patent ¢laims.

{d} The Examiners' Coniention that Reference Patents Must Issue
from Divisional Applications Has No Merit

The Exanmuners’ argument that the '471 Patent does not qualify for the safe harbor because

the 272 and '195 Reference Patents must issne from divisional applications” conflicts with the

plain tanguage of Section 121, standard Office procedures, and applicable law. As previously

explained, the 272 Patent and the '195 Patent each qualify as reference patents under Section 121

because they constitute: {1} patents issuing on "applicationfs] with respect to which a requirement

¥ See Final Action at 20-21 (Examiner's argument); '851 Reexanuination, Advisory Action dated Oct.
31, 2084 at 2 (samel.
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for restriction under this section has been made” because they arise from continuing applications
of the Parent Apphication; and (1) constitute patents issuing on "applications] filed as a resalt of
such a requirement.” See § IV.D.I(a), supra. Nothing in Section 121 requires reference patents

to anse from divisional applications. See 353 US.C. § 121,

The Examiners' argument makes no sense in view of the fact that the 272 and 193
Reference Patents issued from applications prosecuting the same Group IV invention elected for
examingtion in the Parent Application. SOF B FI-F5, FO-F23. Under the Office’s own policies,
it would have been improper to denominate continning applications directed {o the efected Group
IV invention "divistonals” because divisional apphications may be used only for pursuing non-
elected wnventions. See MPEP § 201.06 (Sthed,, rev. 15) {Aug. 1993) ("A later application for a
distinet or independent mvention . . . is known as a divisional apphication or 'division.). {t was
entirely appropriate, on the other hand, to pursue the Group IV invention in continuing

ge of Section 121,

pes

applications. As the Examiners' interpretation conflicts with the clear langua
and would require Patent Owner to have performed an mpermissible procedure for compliance,

that mterpretation should be rejected.

The Examiners position alse ignores the Office’s long-established and statatorily
authorized continuing application practice. See, e.g., 35 US.C. § 120 {"[a]n apphication for
patent for an invention” that properly claims priogity to an earlier application "shall have the
same effect, as fo such invention, as though filed on the date of the prior application.”) (emphasis
added). Under this practice, an applicant may continug examination begun in an earher-filed
application, and have that later application be considered the same application in substance as the
earlier application.

Substantial precedent supports this continning application practice. For example, the
Supreme Court has held that 8 continuing application and 15 parent "are 10 be considered ax
parts of the same ransaction, and both as constituting one continuous application, within the

meaning of the law." Godfrey v. Eames, 68 11.8. 317, 326 (1864) (italics added).™ The CCPA

Although Godfrey prodated the partial codification of continuation practice in the Patent Act of 1932,
the Federal Ciroait has noted that the legistative history "does not indicate any congressional intent to
alter the Supreme Court's tnterpretation of continuing application practice.” Transco Prods. v
Performance Contraciing, 3% F.3d 551, 357 (Fed. Cir. 19043,
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and the Federal Circutt have followed this rule fanthfully. See, eg., Tefer v Kearby, 169 ¥ 2d
808, 813 (CCPA 1948) {considering serites of divisional apphcations to be "parts of the same
transaction making one continuous application."y, dpplied Materials v. ddvanced Semi.
Marerials, 98 F 3d 1563, 15367 (Fed. Cir. 1996) (finding reference and safe harbor patents
remained within scope of § 121 desprte complicated prosecution histories and the filing of
several continuing applications). The Federal Circuit also has found distinctions among
members of the same family of patent applications to be generally unimportant and that the
labels "continuation,' 'divisional,’ and ‘continuation-m-part’ are merely terms used for
administrative convenence.” fransco Prads. v, Performance Contracting, 38 F 3d 5351, 556

{Fed. Cir. 1994} {citing MPEP § 201.11}.

Consistent with this long-standing precedent, the Federal Cireuit has found patents
isswing from continuwing applications derived from a divisional application eligible for the sate
harbor of Section 121:

[1}f the [sate harbor patent] and the [reference patent] trace their

lineage back to a common parent which was subject to a restriction

requirement, then § 121 intervenes 1o prevent a double patenting

rejection.
Baehringer ngelheln Ind'l v, Barr Labs., 582 F3d. 1340, 1352 (Fed. Cir. 2010) {quoting Geneva
Fharmy. 349 F3d at 1378) (brackets as w Boehringery, dpplied Materials, 98 F3d at 1567,
These holdings are entirely consistent with "the purpose of § 121" which is ™o prevent a
patentee who divides an application in which a restriction requirement has been made from
risking invalidiry due 1o double patenting.” Boehringer, 392 F.3d at 1350 ("the safe barbor {of
§ 121} 1s provided to protect an applicant from being penalized for dividing an application.
Section 121 1s not concerned with any overlap in non~elected mventions prosecuted within any
particular divisional application or in how any such applications are filed ") {emphasis added);
see also Amgen Ine. v, F. Hoffman-La Roche Lid, 380 F.3d 1340, 1354 (Fed. Cir. 2009) ("Owr
decisions in Applied Materials and Symbol Technologies thus establish that a patent need not
have issued directly from a divistonal application to receive § 121 protection. In other words,
wiervening continuation applications do not render a patent inehigible for § 121 protection so
long as they descended from a divisional application filed as a result of a restriction

requirement.”).
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The Federal Circuit has also explained that the language of Section 121 compels this

conclusion:

[Section] 121 refers broadly to "a divisional apphication,” and does

not state that the divisional must be a direct divisional of the

original application. Had Congress intended to lunit the safe

harbor only to a divisional of the application in which the

restriction requirement was entered, it could have said "a divisional

application of the original application.” rather than simply "a

divisional application.”
Boehringer, 592 F.3d at 1331, The Federal Circuit thus bas consistently held Section 121 applies
to a patent issuing from a continuing apphication that descends from a divisional application.
See, e.g., Svmbol Techs., Inc. v Optivon, Inc,, 935 F 2d 1569, 1380 (Fed. Cir. 1991); Bovhringer,
592 F.3d. at 1352 (hinding patent issuing from "a divissonal of a divisional” to be withim safe
harbor). Indeed, in dpplied Materials, 98 F.3d at 1567, the Federal Circyit found Section 121 to
apply to a reference patent that issued from a continuing application having both ntervening
continuation and continuation-in-part applications.” The Examiners' proposition that a patent
apphcation may not change 113 disclosure in any manner relative o a previously filed application

and still remain within Section 121 is contrary to thas well-established law.

Under the logic of these cases and the statutory purpose of Section 121, the Examinery’
proposition that reference patents issuing from continuing applications derived from and
claiming the invention elected for examination n response toa restriction fall cutside Section
121 can simiply not be sustained. Indeed, no reported decision of the Federal Cireuit or its
predecessor court has held that a "reference” patent falls outside of the Section 121 if it issues
from a continuing application derived from an otherwise cligible application {i.e, the application

used to prosecute the invention elected for examination in response 1o the restriction, or an

The court explained the complicated Tintage of the patents at tssue wAppliod Marerialy tn g related
case. Nee dpplied Marerials, 98 F 3d at 1567 (citing dpplicd Materials, Ine. v, Gomind Research
Copp., 8IS F2d 279, 280 (Fed. Cir. 198811 As desceribed i the Gepiini Researoh decision, the "safe
harbor” patent [the '60Y patent] issued from a continuation application that had followed {1} an carlier
continuation application, (#) a continuation-in-patt application, and {1t} an additional intervening
restriction refated to the added matter of the continuation-in-part application. Geminé Research at
280, The cowrt found the resulting patent within the safe harbor as agatnst (1) a patent issuing with
clatms to the elected invention {the 712 patent] and () a patent issuing from two consecative
continuation applications filed after a divisional application {the '496 patent].
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application fited in response to that restriction to pursee examination of a non-elected
invention).”” Consequently, "reference patents” are covered by Section 121 regardless of
whether the patent issued from the original application subjected to the restriction, an application
filed in response to the restriction, or from a continuing application of either, provided the latter
claims the same Invention as its parent original or parent divisional application.

{&) The Examiners' Contention that the Precise Claims that Were

Subject to Restriction Were Required to Have Been Presented
in the Reference Patents Has No Merit

The Exanminers’ assertion that the safe harbor does not apply because "the original claims
which were subjected o restriction i the parent were not present (at the time of the filing of the
applications) m {the "102 and '799] applications” is also without merit. See Final Action at 20,
To begin, the Examiners’ argument appears to rely on the premise that the Reference Patents

must be divisionals. As explained m the preceding section, that premise is wrong,

Furthermore, nothing in Section 121 or the law governing application of #ts safe harbor
provision requires the filing of applications for reference patents with, and only with, verbatim
copies of claims subjected to restriction in the parent application. See 35 US.C. § 121, Indeed,
the Federal Cirenit has specifically rejected that theory in several cases. For example, in Spmhol
{echnologies, the accused nfringer argued that the patentee violated consonance by adding
apparatus claims i a divisional application that had not appeared in the parent application at the
time the parent was restricted between a method and other inventions. 935 F2d at 1580, The
Federal Circuit held that consonance was not violated (7 e there was no "breach of the
restriction requirement”) because both the pre-existing method claims and the "new" apparatus

claims were directed to the same invention. fd.

The proper tinguiry thus focuses on whether the reference patents arose from the same
restriction requirement as the challenged patent and whether the subject matter of the ssued
claims in the patents maintained consonance with the restriction requirement. Ser §§ IV.D Hb),

IV.D.3, supra. As previously explained, both points are true for the 471 Patent and Reference

' The dpplicd Moterials deciston clearly held that a patent issuing from an application that was not

denonunated a "divisionad” application remained subject to Section 121, The 712 patent in that case
issued from the application that was subject to the restriction, which was not a "divisional”
application. See Applied Research, 98 ¥.3d at 1567-08; Gemini Research at B35 F 2d a1 280
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~

Patent claims at 1ssue in this proceeding, and the claims of the '471 Patent thus qualify for the

safe harbor., &4

To the extent the Examiners intended to imply that Patent Owner violated consonance by
presenting claims in the ‘471 Patent or the Reference Patents that encompass subject matter
beyond what the claims in the Parent Apphication cover, the Examiners are agan wrong, Indeed,
the Federal Circuit, m dpplied Materials, rejected that precise theory, There the court found a
patent remained subject to Section 121 even though it traced us path through a sequence of
Hilings which included the additon of claims 1o subject matter not i the original application that
were restricted from the intervening apphication. dpplied Marerials, 98 F 3d ar 1568, As that
court made crystal clear, "[a] restriction requirement does not prohibit subsequent amendments

to the clamims." I

Muoreover, 1t 15 well-established that the proper inguiry for maintainmg consonance is to
determine if the issued clains encompass subject matter in a different restriction group, not
whether the issued claims encompass subject matter not at 1ssue 10 any group. St Jude Med.,
Inc. v, Aceess Closure, Inc, 729 F3d 1369, 1380 (Fed. (ir. 2013). And, as previously
explained, claims presented during examination but which do not 1ssue m a patent are yelevant
to the double patenting analysis and the question of eligibility for the safe harbor of Section 121,
Consequently, the claims issued in the Reference Patents do not i any way preclude the claims
of the 471 Patent from Section 121's safe harbor.

{f) The Examiners' Contention that the Chalenged and Reference

Patents Must Have Had at All Times the Same Disclosure as
the Parent Application Has No Merit

The Examiners’ assertion that the safe harbor does not apply because the applications
feading to the 471 Patent and the '195 and '272 Reference Patents had disclosures that "were
different from the parent '$13 application specification” s without merit. See Final Action at 19-
20. Like the arguoment addressed in the preceding section of this brief, the Examiners’ argument
here appears to rely on the false premise that the Reference Patents must be divisionals and that
both the Reference and safe harbor patent must contain an identical disclosure as the Parent

Application subjected 1o the restriction. See id.

Nothing i Section 121 or the law governing apphication of #ts safe harbor conditions the

safe harbor on the involved patents having a disclosure identical to that of the parent application.

34
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Although the second sentence of Section 121 requires that "the other {non-elected] mnvention” be
“made the sabject of a divistonal application which complies with the requirements of section
120," that sentence relates to the ability claim the benefit of an earlier filing date, not the
availability of safe harbor. Moreover, this semence actually contemplates that divisional
applications may have different disclosures than their parent applications by virtue of its
reference to compliance "with the requirements of section 120"—such clause would be
meaningless if Section 121 required the disclosures of the various applications to be identical. ™
Further to this point, the MPEP specifically contemplates that a divisional application and #s
parent might rod have 1dentical written descriptions. See MPEP § 201.06 ("divisional application
should set forth a Jeas? the portion of the sarlier disclosure that is ermane to the invention™™)

{emphasis added).

Simularly, there is no requirement in Section 121, or in any reported case, for a reference
patent and its parent application to have identical disclosures. Indeed, Section 121 does not
require axy type of comparison between the disclosure of a reference patent and the disclosure of
ihe parent application. Nor does it restrict the type of application that gives rise to a reference
patent-—it merely requires reference patents to either: (i) issue from "applicationfs] with respect
to which a requarement for restriction vnder this section has been made™; or (1) issue from
"apphication{s] filed as a resolt of such a requirement.” See § IV.D. (), supra. As previously

explamed, the Reference Patents meet both of these criteria. See id

Thus, there 13 no legal or principled reason to deny the '471 Patent claams safe habor
Thus, tl legal ory pled to deny the 471 Patent ¢l fe harb

from the Reference Patents, and the Examiners’ QDP rejections should be reversed.

The evaluations mandated by Section 121 necessartly are conssdered through the lens of the claimed
fvention, rather than the disclosures of the appheations o the abstract. 1t is well-settled that the
coment of the spocification is not controfling of olwvinusnoss-type double patenting assessmod, o re
Braat, 937 F2d 589, 394 n 5 (Fed. Cir. 1991); fa re Kaplan, TROF2d 1574, 1579 (Fed. Cir. 1986).
The mquiry specified i Scetion 121 thus must start with the claims, and then determine i the
ciaimcd im‘s:mi(m is supported by the disclosure in the manner reqaired by § 120, and, thereby, by

§ 112, Fas-Cath fne. v, Mahurkar, 935 F.2d 15585, 1560 (Fed. Cir. 1991) ("[Tthe "wriiten deseniphon’
mqummmt mast oftent comes o play where claims not presented in the application when filed are
presented thereafter .. . [Platent applicants often seck the benefit of the filing date of an earlier-filed
forcipn or Uinited States application under 35 U.S.C, § 119 or 35 US.C § 120, respeetively, for
clatms of a later-filed application. The guestion raised by these situations is most often phrased as
whether the application provides adegquate support for the claimés) at issue.")

See afso discussion of Mavch 2014 change to MPEP § 201.06, above.
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E. Even Without the Benefit of Safe Harbor, the Obviousness-Type Double
Patenting Rejections Must be Overturned Because the '471 Patent Claims
Are Not Unpatentable Under the Two-Way Obviousness Test
hadependent of the sate harbor, the Exanunners’ ODP rejections must be reversed because
they rest on the apphcation of the wrong test for obviousness-type double patenting. the "one-
way" test. Because it was the restriction requirement imposed by the Office that caused the 471
Patent clanms to be exanuned in a separate apphication from the applications which issued as the
Reference Patents, and because Patent Qwner engaged in only conventional prosecution
activities to secure issuance of the ‘471 Patent olatrus. It was the Office, not the Patent Owner,
that controlled the rate of prosecution of these claims, and the later issuance of the 471 Patent
claims was due solely to the actions and positions taken the Office, not the Patent Owner. The
fixaminers therefore should have employed the “two-way™ test for assessing ODP. As
explained below, application of the two-way test mandates reversal of Exanuners’ ODP
rejections becanse it is undisputed that the '471 Patent claims do not render either of the claimed
methods defined by the 272 and '195 Reference Patents obvious, thereby precluding a finding of
two-way obviousness of the involved sets of claims.
1. The Two-Way Test for Obviousness-Type Double Patenting is the
Proper Test
The Examiners rely heavily on the Federal Circwt's decision in fn re Berg to contend that
the one-way test applies, but in so doing ignore the Berg cowrt's primary focus: whether the
patentee inproperly controlled how the challenged patent claims were prosecuted and whether
both sets of claims could have been pursued in a simgle application. See i re Beryg, 140 F.3d
1428, 1432 (Fed. Cir. 1998). Although the Rerg court concluded that the one-way test applied
that case, it did so because the patentee there could have buat did not file the claims of s separate
applications in a single application. See i at 1433 ("we base our affirmance on the second

stated rationale of the Board: because Berg could have filed the claims of its separate

Under a cne-veay test, "the examiner asks whether the application claims [7e, the challonged claimg]
are chvious over the [Reference | patent claims. . . . Uinder the two-sviry test, the exananer also asks
whether the patent claims are obvious over the application claims. If not, the apphication clabims later
may be allowed.” Jirre Berg, 140 F.3d 1428, 1432 (Fed. Cir, 1908),
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applications in a single application, and it sunply chose to file two applications despite nearly

identical disclosures, Berg 1s not entitled 1o the two-way test.”).

In stark contrast to the Berg facts, the Office’s restriction requirement in the Parent
Application precluded Patent Owner from pursing exanunation of the claims of the '471 Patent
the same application as claims issuing in the Reference Patents.™ SOF €4 F1-F2. In other
words, unlike Berg, Patent Owner did not voluntarily prosecute the 471 Patent claums ina
separate application from the claims issuing in the Reference Patents—it was compelled 0

prosecute the clamms to the Group and Group IV inventions separately.

Indeed, the Berg court identified as one action a patentee could have taken 1o avoid
application of the one-way test filing all of its related claims together in a single appheation, and
thereby force the Office 1o require restriction in that application. A patentee that did so,
according to the Herg court, would not face the severities of one-way test because it would
receive safe harbor from Section 121, See i at 1435-306 ("by filing all of its related clatms in
one application, such an applicant is protecied from an obviousness-type double patenting
rejection if the PTO later determines the applicant has submitted claims to more than one
patentable tnvention™}. That is precisely what Patent Owner did here: it filed claims for separate
mventions together in the Parent Application, in response to which the Office then required
restriction, which in turn forced Patent Owner to file separate applications to prosecute claims to
the Groap I and Group IV mventions in the 093 Apphcation and the applications resulting in the
Reference Patents, respectively. See § IV.D.1(b), supra; SOF $ FI-F2, F13, F19, F26.

The two-way test is to be emploved unless there is evidence that the Office was not solely

responsible for the delays i examination of the challenged patent, and such delays result in the

M Examiner's assertion that Patent Owner's "arguments regarding the two-way test have so merit siace
the applicants voluntarily chiose to file 471, 272 and "193 patent’ apphications as CIP applications” &
mexplicable. Final Action at 24, As explained in detal in connection with s discussion of
consonance, Patent Owner did not voluriarily file separate apphications to pursue the Group ¥ and
Group IV inventions—the Otfice compelled 1t to do so by requiring restriction in the Parent
Apphication. See § IV.DD.3, supra; see glsa SOF 4 FIF2 FI3, F19,¥F36,

That the '093 Application was originally denomunated a continwation-in-part should be irrelevant
because, regardless of the application’s denomination, the Office preciuded its claims from being
prosecuted in the 413 Application. Stated differently, Patent Owner filed the 093 Application "as a
resutt of " the restriction requirenient imposed by the Office—an application need only be filed "due
to the adminisirative requirements imposed by the Patent and Trademark Office” o be filed "as a
result of a restriction requirement. Bochringer, 892 F3d at 1383 0.3,

Lt
e}
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pnproper extension of the patent right. See In re Braar, 937 F. 2d 588, 392 (Fed. Cir. 1991)
{"Obvioasness-type double patenting is a judicially created doctrine intended to prevent
improper timewise extension of the patent right."} {emphasis iv original); /s re Berg, 140 F.3d at
1434 n.6 ("where the inventions could not have been filed 11 a single apphcation, if the applicant
thereafter controlled the respective rates of prosecution to cause the species or improvement
claims to issue prior to the genus or basic invention claims as could have been done by, e.g.,
filing the genas claims long after the species claims even though the two were invented at nearly
the same time or the genus claims were imvented first, or by filing numerous continuations m the
genus application while fathing 1o respond substantively to PTO Office actions, such applicant
seems not to be entitled to the two-way test™).

Although the two-way test has been characterized as an "exception” to the use of the one-
way test in measuring ODP, that exception should apply when a patentee has been forced to file
separate applications and thereafier took no actions intended to delay examination of the
presented claims. Indeed, the examples of improper control identified i Berg ("e.g., filing the
genus claims long after the species claims even though the two were invented at nearly the same
time" or "filing munerous continuations in the genus application while fatling to respond
substantively to PTO (Mfice actions”) make clear that conventional prosecution activities {(i.e.,
presenting amendments and/or arguments) are not the type of actions that "control” the pace of
prosecution and thereby disqualify the patent claims from being considered under the two-way
obviousness test. /| see glve fn re Basell Poliolefine Falia S.P.A. 547 F3d 1371, 1376 (Fed.
Cir. 2008) ("patentees repeatedly submitied claims directed to claims covering other imventions,
urged the examumner to declare interferences for ynrelated mventions, and repeatedly filed

continuing applications without appeal”).

For patentees forced by the Office 1o fite separate applications to secure claims to
wnventions which the Office has found te be patentably distinet, the two-way test should be
emploved except in those sitaations where i can be shown the patentee took actions other than
engaging m conventional prosecution of the claims. That result accords with the fact that, but for
the Office’s requirement for restriction, all of the claims counld have issued from the same
application, and with the Federal Circuit's recogmition that patentees do not have control over
conventional prosecution activities. See Braad, 937 F.2d at 593 ("The rattonale behind this

proposition is that an applicant (or applicants), who files applications for basic and mmprovement
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patents should not be penalized by the rate of progress of the applications through the PTO, a

matier over which the applicant does not have complete control.").

In this case, there 1s no suggestion, mach less evidence, showing that Patent Owner
engaged m anvthing other than conventional prosecution activities i relation to the 093
Application, and took no actions to improperly control the rate of prosecution of the claims or to
otherwise cause any improper delay in the 1ssuance of those claims. At the outset, Patent Owner
prompily filed the 093 Application—on the same day it filed the application for the first of the
Reference Patents, see SOF 1 P10, F24-—and, as explaied below, 1t reasonably and timely
prosecuted the '093 Apphcation in full conformity with apphicable provisions of the patent law
and the Office's regulations. Accordingly, the two-way test for obviousness is the appropriate

test to employ to measure the 71 Patent claims relative to the claims m the Reference Patents.

The Examiners further cite the following passage trom MPEP § 804 in support of thew

erroneous assertion that use of the one-way test is appropriate:

if the apphication at issue is the later filed application or both are
filed on the same dav, only a one-way determination of obviousness
is needed in resolving the issue of double patenting .. .. See, e.g.,
o re Berg, 140 F.3d 1438, 46 USPQ2d 1226 (Fed. Cir, 1998} (the
court applied a one-way test where both applications were filed the
same day).

Final Action at 24 {quoting MPEP § 804 1L.B.1) (underlining added in Final Action). But,
contrary to the Examiner's assertion, neither MPEP § 804 nor Berg stand for the proposition that
the one-way test apphies whenever two applications are filed on the same day, especially when
those two applications are continuing snd/or divisional applications claiming the benefit of the
same parent apphcation. As previously explained, the Berg court affirmed the use of the one-
way test because "Berg conld have filed the claims of is separate applications in a single

application, and if simply chose” not do so. Berg, 140 F.3d at 1433 {emphacis added).

Patent Owner here could not file the '471 Patent Group | clauns in the same application
as the Groap IV claims that issued in the Reference Patents—when it did so in the Parent
Application, the Office required restriction between these groups, compelling Patent Owner to
file and pursue examination of those claims in separate apphcations. The Berg court certainly

did not suggest, much less hold, that the one-way test should be applied if the (Office itself

e
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compelled an apphicant to file two separate applications. Accordingly, Patent Owner should not
be penalized for promptly {filing the ‘093 Application, and the two~-way test should be emploved
to evaluate obviousness-type double patenting in this proceeding.
2. Patent Owner’s Proper Use of Conventional Examination Procedures
Does Not Extinguish the Right to Use the Two-Way Test

As previously explained, the Office was solely responsible for causing the 471 Patent to
issue i g separate patent and to do so after the Reference Patents issued because, but for the
Qftice’s restriction requivement 1y the Parent Application, Patent Owner could have prosecuted
the elected and non-elected subject matter in the same apphcation, thereby obviatmg any
potential ODP issue. Moveover, as explained below, the Office was the sole source of delays in
isswance of the '471 Patent claims, as it incorrectly refused to find the claims presented in the
093 Application allowable, even after finding comparable elements of these claims altowable in
the 272 and '195 Reference Patents, and by fathog to expeditiouslty examine the '093

Application.

In support of their contention that the Patent Owner was a source of delay, the Examiners
cite to nothing more than Patent Owner's use of conventional prosecution and authorized
procedures that are enshrined i the patent law and the Office’s own regulations. As explamed m
more detal below, Patent Owner followed rovtine procedures to prosecute the '093 Appheation,
and reasonably secured allowance of its claims by doing so. Such actions do not constitute any
"moproper” delay of examination. They are the precise opposie—they are by definition
appropriate under the statute and the Office's own regulations. Use of these authorized and
conventional examination procedures cannot justify depriving Patent Owner the benefit of the
two-way test, and doing so would be manifestly unfair in view of the record of examination of

the 471 Patent.

Under the Examiners’ theory, any patentes who persists i the assertion that a clamm s
patentable or who needs to request statatorily authorized extensions of thme weould suffer the
severities of the one~-way test, because in the Examiners’ view, the patentee would have exercised
some control over the length of the prosecution. Such a vesult would make no sense. Had the
Patent Owner performed the actions with which Examiners now finds faolt (Je., amending the

g 37 CFR S 1.129%a)

R

claims, obtaming routine duly-authornized extensions, and filin

40
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submissions) in prosecuting all of the claims m its onignally filed Parent Application, there
would have been no negative impact to the validities of any of those claims. There 18 no
principled reason why Patent Owner should be penalized for performing these same actions just
because the Office required restriction in the Parent Application, thereby causing the claims of
the '471 Patent be prosecuted in and to issue from a separate application. As explained below,
Patent Owner followed conventional and authorized prosecution procedures during examination
of the D93 Application, and did not engage in conduct to improperly control the rate of the
prosecution of that application.

{a) Patent Owner Used Anthorized Procedures to Reasonably
Pursue Allowance of the '471 Patent Claims

Patent Owner diligently pursued issuance of the Group 1 claims using statutorily
prescribed procedures to convince the Office that the claims issuing in the 471 Patent are
patentable. For example, Patent Owner respoaded to each Office action within statutorily

&

defined time limits,”" generally responding in significantly less time than the maximum time

allowed by statute. See SOF ¥4 F29-F54. Patent Owner also properly used the Congressionally

authorized procedure specified 1 37 CF.R.§ 1129 a) to withdraw the finality of previously
imposed Office actions to secure reconsideration of the merits of its application.” See id,

T4 F35, F45, Patent Owner took no actions to control the rate at which the 093 Application was

examined-—it did not seek 1o saspend exanunation of the "093 Application, nor did it allow the
application o go abandoned and then revive it i 9% F24-F55. To the contrary, Patent Owner
worked diligently 1o secure issuance of clams directed to the non-elected Group ovention, an
mvention it could not have pursued m the Parent Application or the applications for the
Reference Patents due to the restriction requirement imposed in the Parent Apphcation.

€ F1-F2.

ay
s

Pursuwang to 33 US.C. § 133, an applicant may respond to an Office Action within up to six months of
the date i1 was matled by the Office.

I7CFR.§ 1.129%a) was expressly authorized by Congress to enable the continued examination of
claims without a requiring the filing a continuing application.
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(b}  Patent Owner Properly Advanced Arguments Intended to
Gain Allowance the '471 Patent Claims

Examiners appear to take issue with Patent Owner's efforts 1o seek allowance of certain
rejected claims following the Examiners’ determination that certain other claims were in
condition for allowance. As a threshold matter, Examiners' argument is facially anjustified
because the very purpose of prosecution is to afford the applicant an opportunity to present good-
faith arguments to obtain the patent rights to which the mvention 15 entitled, even if the
arguments presented turn out 0ot to be completely successful {e.g., by resulting in a finding of

certain but not all of the claims allowable)

Here the reasonableness of Patent Owner's efforts s demonstrated by the degree of
success eventually achieved in overcoming the rejections applied during the prosecution of the
093 Apphication. A briet swnmary of the prosecution of the '093 Application Hlustrates this

point.

On December 22, 1995, Patent Owner submitted amendments "as suggested by the

Examiner” SOF § F33. Nevertheless, in the next action, the Office rejected these claims. &,

T
{

€ F34. Rather than pursue an appeal, Patent Owner chose to use the procedure authorized by 3

C.FR.§ 1.129() to seek reconsideration of the rejected claims. [d £ F34-F35.

The Office responded on August 5, 1997 with another final rejection of all pending
clatms, but later withdrew the finality of the rejection after Patent Owner pointed out it was

mmproper to make the rejection final. Id 9 F36-F38.

Patent Owner then submitted claim amendments and arguments 1o favor of patentability
on December 8, 1997, Id. € F39. The Office mdicated on March 3, 1998 that some of the
pending claims (F.e., claims 31, 133, and 136139} were allowable, but maintained rejections of

all other pending claims. I § F40.

After an interview and further claim amendments submitted August 3, 1998, the Office
idicated on September 29, 1998 that it would not enter the August 3 amendments but observed
that claims 134-135 were now also allowable, and rejected the remaining pending claims. I
€% F40-F44. Patent Owner then properly requested, on March 2, 1999, that the Augast 3

amendments be entered by invoking the Section 129{a) authority. Il & F45.
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On July 6, 1999, 1 response to arguments presented with Patent Owner's Section 12%(a)
authorized response and amendment, the Office indicated, in addivon to the claims previousty
indicated as allowable, that claims 146-147 were also now allowable, and issued a non-final
rejection of the remaining pending claims. &/ § F46. Patent Owner submitted additional

amendments and arguments on Jamuary 6, 2000, /d % P47,

After the Office 1ssued a final rejection on March 28, 2000, Patent Owner conducted
another imerview with the Office on Auguost 23, 2000 and followed up by submitting remarks
with accompanying references to overcome the final rejection on September 29, 2000, /d.
€4 F48-F49. Although Patent Owner mdicated that the imterview and subsequent subnussion had
significantly advanced prosecution, the Office did not reply as expected. Id. € F50. Thus, "o
expedite issuance of the case,” Patent Owner cancelled all then-rejected clauns on Decentber 1,

2000, feadmg to 1ssuance of the 471 Patent on September 4, 2001, 7 9§ F30-F54,

This record of examination reflects that the Patent Owner complied with routine
prosecution procedure, and did not take any actions that controlled the rate of prosecution of the
471 Patent claims to thereby delay their issnance. The mere fact that Patent Owner's final round
of arguments did not prevail cannot constitute an action that "controlled the rate of prosecution”
under relevant law. Indeed, nnder the Exanunery’ standard, any offort by a patent appheant to
dispute a rejection would disqualify a patent from being considered under the two-way test
Under the law, Patent Owner was emtitled to request reversal of rejections previously imposed,
and had prevailed several other times in doing so. By no stretch of the imagination may this
conventional examination activity be considered equivalent to the type of conduct the Federal
Circuit found 1nappropriate under Berg. See Berg, 140 F.3d at 1434 ("PTO actions did not
dictate the rate of prosecufion” where "applicant chose to file a continuation and seek early
ssuance of the narrow species of claim.”) {quoting In re Goodman, 11F 3d 1046, 1049, 29
LSPQ2 2010, 2013 (Fed. Cir. 1993)) (emphasis iny original). Thus, Patent Owner's efforts o
prosecute both allowable and rejected claims 1 the same application cannot weigh against Patent
Owner or otherwise disqualify the 471 Patent claims from being considered under the two-way
pbyviousness test for obviousness~tvpe double patenting. Accordingly, the Beard should apply
the two-way obviousness test to evaluate the "471 Patent clamms relative to the claims in the

Reference Patents.
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3. The Claims of the 471 Patent Do Not Render the Claims of the
Reference Patents Obvious

The Examiners take the position that because the two-way test is not appropriate, Patent
Owner's arguments for the patentability of the claims, supported by the declarations of Dr,
Sander van Deventer and Dr. John Ghrayeb, "are not persuasive.” Final Action at 25. Based on
that mistaken belief, at no point during this reexamination of the '471 Patent did the Examiners
engage in a substantive analvsis of Patent Owner's arguments or evidence. Jd. By declining to
do so, the Examiners tacitly acknowledge that under the two-way test, Patent Owner's evidence
establishes that claims T to 7 of the '471 Patent are not unpatentable over the claims of the '195
and "272 Reference Patents for reasons of obviousness-tvpe double patenting.

{a} The Patent Owaer Provided Substantial Evidence of Non-
Obvicusness Under the Two-Way Test

Under a two-way test for non-statutory double patenting, the Office nust establish that,
m March of 1991, a person of ordinary skill in the art, considering the claims of the '471 Patemt,
would have found the methods claimed in the 272 Reference Patent or m the '195 Reference
Patent to have been obvious. More specifically, the Office must establish that the existence of a
particular antibody specific to TNFu {e.g., the clumeric antibodies claimed by the 471 Patent)
would bave made obvious the weatment of rheumatoid arthritis {("RA") per the method claims of
the '195 Reference Patent, or the treatment of Crohn's disease, per the method clamns of the 272
Reference Patent, by administering to & humnan a therapeutically effective amount of a particular
anti-TNFo chimeric anttbody. Since a person of ordinary skill in the art would have considered
neither of these methods 1o have been suggested by the prior art or feasible to achieve in March
of 1991, neither of these treatment methods would have been considered obvicus by the person

of ordinary skill in the art in March of 1991,

To support ifs arguments, Patent Owner submitted on December 19, 2043 declarations

under 37 C.FR. § 1.132 from two experts in the field of the 471 Patent.

e The first declaration is from Dr. Sander van Deventer {cited as "VDE "), Dr.
van Deventer is a noted expert in the field of rhevmatoid arthritis and Croha's
disease. Dr. van Deventer also has direct experience from working in the field in

the 1990-1991 timeframe, and participated in a number of the clincal trials for
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antibody mtliximab {(¢A2}) and other agents.

o The second declaration is from Dr. John Ghrayeb {cited as "JG € ™), one of the
named mventors of the 471, 272 and "195 Reference Patents. Dr. Ghrayeb has
personal experience in the development of infliximab to treat RA and Crohn's
disease, as well as expenence with other efforts to develop both mflixiniab and
other agenis for treating RA and other diseases. These experiences include efforts
to develop treatments for treatment of sepsis using TNFo targeting antibodies, as
well as efforts to develop agents o treat RA. Dr, Ghrayeb's declaration provides
msights mnto the challenges of snccessfully developing homan therapentic agents

based on experiments conducted in animals or in cell-based assays.

As explained below, the testumony of these two experts shows that, in the March 1991
timeframe, a person of ordinary skifl in the art would not have not considered it to be routine,
predictable, or assured that any antibody product would provide a safe aad effective method of
treating any haman disease, let alone that an anti~TNFo antibody bike cA2 would provide a safe
and effective method of treating complex, chronic diseases ke RA and Crohn's disease. VD
€6 1S-17,23-35, 40-53; 3G 1€ 18-27; Trentham™ at 371.

i The 471 Patent Claims Would Not Have Rendered

Obvious Methods of Treating Rhewmatoid Arthritis
Claimed in the '195 Reference Patent

In March of 1991, a person of ordinary skill in the art would not have had a reason to
believe that targeting TNFo would provide any benefils in treating a patient suffering from RA.
JG 33 VDY 12,27, 31-32, 37-39; Kingsley™ at 177; Trentham at 370-71. Indeed, 1o the
extent that one nught bave constdered targeting an agent present mn elevated levels inan RA
pattent, the logical choice would have been to focus on other agents, particularly interleukins
{e.g., IL-1, 1L-2, IL-6, 1L-8), rather than TNFa, all of which were known to be present in RA

patients m higher amounts. VD %% 58-59. A person of erdinary skill m the art would not have

~ David E. Trentham in “Immusotherapy and other novel thesapies,” Current Oninion in Rheumatology
3:369-372 (hu 19913, was sebmitted as Exhibit EV7 on Decowher 18, 2013,
k)

Gabriclle Kingsley ¢ o/, in "Inmuwotherapy of rheumatic diseases - practice and prospects,”
fomandagy Today T2177-179 (1991}, was submitted ss Exlubit E14 on December 19, 2013,



Reexamination Control No, 90/012 851 Appeal Buef

focused on TNFa in considering possible methods for treating RA patients i the March 1991
timeframe. VD € 25-28, 60-62, 69, 71-76. Because of the high level of unpredictabibty m the
field of RA in the March 1991 timeframe, and the lack of understanding of the disease and its
progression, a person of ordinary skill in the art would have had no reasonable basis for
believing that an anti-TNFa antihody-based treatment would be effective in treating RA na
human. JG 9% 28-44; VD $ 65,

i, The 471 Patent Claims Would Not Have Rendered

Obvicus Methods of Treating Crohn's Disease Claimed
in the '272 Reference Patent

Iy 1990 and 1991, the causes of Crohn's disease were not well understood, and effective
treatment options remained elusive, VD13, As was the case with RA, elevated TNFu levels
were found to be present in Crohn's disease patients, but the sigmificance of this fact was not
known, Indeed, even after March of 1991, there was no agreement in the field shout the role, if
any, that TNFu plaved in Crohn's disecase. See, ep, VD ¥ 66-68, 71-80, Thus, as was the case

for RA, the role of TNFu in Crobn's disease, if any, remained unclear and disputed.

Consequently, on the basis of knowledge i the field of Crohn's disease before March of
1991, a person of ordinary skill would not have considered treating huwman patients suftering
from Crohn's disease with anti-TNFa antibodies, and would not have had a reasonable basis for
expecting such freatments to provide any therapeutic benefits for those patients. VD 990, Thus,
one of ordinary skill in the art would not have expected that an anti-TNFo antibody would be a
safe and effective treatiment for Crohn's discase.

{b}  The Office Has Never Contended the Claims of the '471 Patent
Are Obvious Under the Two-Way Test

The Examiners have never contested the substance of Patent Owner's evidence of non-
obviousness. In response to this substantial evidence, the Examiners have stated only that the
evidence need not be considered. Final Action at 25.% Inso domng, the Examiners did not

dispute the merits of the opinions expressed by these two experts, and did not suggest their

Aside from a single change o verb tense, the same parsgraph sppeared in the procecding Office
Action. See 851 Reexanunation, Final Action dated Aug. 26, 2014 at 23, The Examiner has not
stherwise addressed the substance of the van Deventer and Ghraveb declarations,

46
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msights are not probative of the question of obviousness of the methods claimed in the 272 and

193 Reference Patents relative to the claims in the 471 Patent.

Becanse the two-way test 18 the proper test to use to evaloate the 471 Patent claims, and
in view of the absence of any dispute about the expert testimony of Drs. van Deventer and
(Ghrayeb, the record overwhelnungly supports finding the claivas of the 272 and 195 Reference
Patents not obvious over the anttbody clauns of the 471 Patent.

{c) Strong Secondary Indicia of Nen-Obviousness Provides

Further Validation that the Claims of the Reference Patents
and ‘471 Patent Are Patentably Distinct from Each Other

Secondary indicia of non-obvicusness provides further validation of the conclusion that
the claims of the Reference Patents and the '471 Patent are patentably distinct from each other.
The clatms are directed to & particular antibody, the ¢AZ antibody, which is marketed
conmercially as Remicade® (inflintmab). Remicade® has been demonstrated to be safe and
effective in the treatment of hwman patients afflicted with rheumatoid arthntis or with Crohn's
disease. See "Prescribing Information,” Reoicade §§ 1.1, 1.2, 1.5 (subnutied as Exhibit EB1 on
Pec. 19, 2013) Use of Remicade (inflixumab) (i.¢., the cA2 antibody} to treat either RA or
Crohn's disease is encompassed 1 the claimed wmventions of the 272 and "195 Reference Patents,
respectively. The clamms of the '272 and '193 Reference Patents, thus, have a divect and clear
nexus to several types of secondary indicia of non-obviousness that are linked divectly to the use

of infliximab 1o treat human patients afflicted with Crohn's disease or RA, respactively.

In both RA and Crohn's disease, there existed before March of 1991, a long-felt but
unmet medical need for safe and effective reatment of each disease. VDX 71.79; Elliott
19951 The adminisiration of Remivade {(infliximab) to human patients afflicted with RA and

Crohn's disease to treat those disorders, clanmed in the "272 and '1935 Reference Patents, has been

proven through clinical trials to be safe and effective. VD 4 89, GD %% 15, 17; "Prescribing
information,” Remicade §§ 1.1, 1.2, 1.3, The use of infhximab inr this manner addresses the
long-felt need. The use of Remicade (infliximab) to treat RA and Crobn's disease was met with

a great deal of skepticism, which sltimately was shown 10 be unwarranted based on the

£

M. Elliott, er &, "TNFu Blockade in Rhcomuatoid Arthritis: Rationale, Clinical Outcomes and
Mechanisims of Action,” Jpc'lLL Impomopbarmacology 17:141-145 (Feb. 1993), was submitted as
Exhibit E72 on December 19, 2013,

£
e}
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surprising efficacy of Remicade (infliximab) in altering the course of disease progression in each

* Administration of Remicade

type of disease. VD 0969, 76, 81-92; Elliott 1993%; Breese.
{infliximab) to treat RA and Crobn's disease has been approved by the FDA,| has enjoyed
significant commercial success, and has been a significant contributor to the economic success of

the Remicade product. J3 49, 14-17; VD 4 89; Exhibit £101.%

Since #s first approval in 1998, the use of Remicade to treat Crohn's disease and to treat
RA has been the subject of substantial praise. JG ¥ 16, The evidence of long-felt need for,
skepticism about, considerable commercial success of, and praise for the nse of Remicade
{infliximab) to treat human patients afflicted with RA or Crohn's disease further supports the
non-obvionsuess of the method claums in each of the 272 and 193 Reference Patents. £.g., VD

o 2335 40-53, 69, 7179, §1-92; JG R4 9, 14-17, 18-27
F. Conclusions

Claims 1 10 7 of the 471 Patent are not unpatentable for obviousness-type double
patenting over the clamms of the 272 and "195 Reference Patents, atone or i view of additional
prior art, for the reasons presented above. Specifically:

o The safe harbor of Section 121 preclodes the use of the claims of the Reference
Patents in support of any obviousness-type double patenting rejections of the
claims of the '47] Patent; and

« The claims of the References Patents and 471 Patent are, 1o any event, patentably
distinet from each other as determined using the proper "two~way™ test for

gbvicusness-type double patenting,

¥ Michael Elliow ef o, "Treatment of Rhewmatoid Arthritis with chimeric monocional antibodies to
pmour necrosis factor o, Arthritis & Rhewmative, 36:1687-1690 (Dec. 1993, was submiied as
Exhibit E73 on December 19,2013,

Y Fmma I Breese e of, "Tumor necrosis factor o-producing cells in the intestinal macosa of children
with inflamnatory bowel disease,” Gastroenterology 106:1455-1466 (Jun. 1994), was submitted ag
Exhibit T73 on Decomber 19, 2013,

34

The Johnson & Johnson 2003 annual report was submitted as Exhibit E101 on Decersber 19, 2013,
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Accordingly, Patent Owner respectfully requests that the rejections of clanns 1 to 7 of the
‘471 Patent be withdrawn. Specifically, Patent Owner respectfully requests that the Board

TeVErse:

2

e the rejection of clates 1, 3 and 5-7 of the '471 Patent over claims 1 to 16 of the
'195 Reference Patent;

e the rejection of clanms 1, 3 and 5-7 of the 471 Patent over claims 1-7 of the 372
Reference Pateni; and

s the rejection of claims 2 and 4 of the 471 Patent over either claims 1-16 of the
1935 Reference Patent or claims 1-7 of the 272 Reference Patent, in view of

Fendly er /., or Bringman er «f.
V. RELIEF REQUESTED

For the reasons set forth above, clanns | to 7 of the 471 Patent are thus patentable, and
the Board 1s requested to reverse the Office’s contrary determunation and direct the Exammers to

issue a certificate confirming the patentability of claims 1 to 7 of the 471 Patent.
Please charge Deposit Account No. 08-0380 for any fees that may be due i this matter.
Respectfully sabmitted,
Heffrev P. Kushan, Reg, No. 43401/

Jeftrey P. Kushan
Registration No. 43,401

Sidley Austin LLP

1501 K Street, NW.
Washingion, D.C. 20003
{202} 736-8000 (main}
{202} 736-8914 (direct)
(202) 736-8711 (fax)

Dated: July 23, 2015
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APPENDIX A:
Appendix of Claims {37 C.F.R, 8 41.37(cH 1YV}

1. A chimenc anubody comprising at least part of a human immunoglobulin constant region
and at feast part of a non-human immunoglobulin variable region, said antibody capable of
binding an epitope specific for human tumor necrosis factor TNFa, wherein the non-humaan
immunoglobulin variable region comprises an amine acid sequence selected from the group
consisting of SEQ ID NO: 3 and SEQ ID NG S
2. An mmmunoassay method for detecting human TNF 1 a sample, comprising:

{a} contacting satd sample with an antibody sccording to claim 1, or 8 TNF binding
fragment thereof, w detectably fabeled form; and

{b} detecting the binding of the antibody to said TNF.
3. A chimeric antibody comprising at least part of a human immunoglobubn constant region
and at least part of a non-human unmunoglobulin variable region, said antibody capable of
binding an epitope specific for human tumor necrosis factor TNFa, wherein the non-human
imununoglobulin variable region comprises a polypeptide encoded by a nucleic acid sequence
selected from the gronp consisting of SEQ 1D NO: 2 and SEQ 1D NOQ: 4.
4. An tmrmmoassay method for detecting human TNF in a sample, comprising:

{a) comacting said sample with an antibody according to claim 3, or a TNF binding
fragment thereof, i detectably labeled form; and

{b) detecting the binding of the antibody to said TNF.
3. A chimeric antitbody, comprising two light chains and two heavy chains, each of said
chains comprising at least part of a human immunoglobulin constant region and at least part of a
non-human imnmunoglobulin variable region, said variable region capable of binding an epttope
of man tomor necrosts factor NTNFa, wherein said light chains comprise variable regions
comprising SEQ ID NQO: 3 and said heavy chains comprise variable regions comprising SEQ 1D
NO: 5.
&, A chimeric antibody according to claim 5, wherein the humaan inwnunoglobulin constant
region is an fgGl.
7. A chimeric antibody comprising at least part of 2 human IgG1 constant region and at

teast part of & non-human immunoglobuhin variable region, said antibody capable of binding an
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epitope specific for human TNFo, wheremn the non-human immunoglobulin vaniable region
comprises a polypeptide encoeded by a nuclete acid sequence selected from the group consisting

of SEQ ID NO: 2 and SEQ ID NO: 4.
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F1.

F2,

APPENDIX B:

Patent Owner's Listing of Undisputed or Admitted Facts

Al The Examiner Required Restriction in the Parent Application

Appeal Buef

On September 27, 1993, the Parent Application was subjected to a telephone restriction

requirernent {the "Sept. 27 Restriction Requirement”), later documented in a non-final

Office Action dated October 27, 1993 {the "Oct.

Application No. 08/013,413 File Wrapper ("

Nao. &, Non~-Final Action dated Oct. 27, 1993 at 6.7,

27 Office Action™). See U S

Parent Application File Wrapper™), Paper

The September 27, 1993 restriction recuurement set forth five groaps, which the

Examiner determined represented distinet mventions. As the Exanuner stated:

Restriction to one of the following wventions is required under 35

)

US.Co§ 121

tH.

HL

Clamms 1-21, 24, 38, 39 and 48, draws 1o monoclonal
antibodies, detectably labelled monocional antibodies,

chimeric antibodies, pharmaceutical compositions, and
assay methods, classified for example, 1 Classes 330, 4*4
and 433, subclasses (3873, 38823 391 .3}, 858 and 7
respectively.

Claims 22 and 23, drawn to INF polypepiides, classified in
Class 530, subclass 350.

Clamns 25-31 and 49, drawn to polynucieotides encodimg
antibodies, transformed hosts, transfected hosts, and
processes for preparing antibodies by cubturing
transformed/ransfected hosts, classified for example in
Classes 536 and 435, subclasses 23.583 and (70.21, 2402
and 252.3), respectively.

Claims 32, 33, 40-47 and 30, 51 and 34-37, drawn to
methods for freating an animal by administering a
pharmaceutical composttion containing an antibody,
classified tn Class 424, subclass 85.8,

Clatms 34-37, 52 and 53, drawn to methods for removing

TNF-alphg from a sample and treatment methods mvelving
removal of TNF-alpha from a body fhuid and retwning sad

A
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3.

F4.

body fluid to an animal, classified for example, m Classes
530 and 424, subclasses 413 and 858,

Id. at 2 (emphases added).

The Examiner set forth the bases for concluding that the inventions were distinet at pages

2 10 4 of the October 27 Otfice Action. As the Examiner explained:

Toventions Tand (IV and V} are related as product and process of
use. The mventions can be shown to be distinct 1f either or both of
the following can be shown: (1) the process for using the product
as clatmoed can be practiced with another materially different
product or {2) the product as claimed can be used m a materially
different process of using that product {MPEP § 306.05(h)). In the
instant case the products as clatmed can be used in other and
materially different methods of use as evidenced by the separate
aud distinct methods of use claimed in Groops L IV and V.

Id. at 3-4,

The Examiner also indicated that an election of species would be required if Patent

Owner elected the Group 1V invention for examunation. As the Examiner explained:

16. Upon the election of Group IV above, a further election of
species is required as follows:

Claims 41 and 43 are generic to a plurality of disclosed patentably
distinct species comprising methods of freating an animal having a
pathology mediated by TNF wherein the pathology is selected
from 1} alcohol-induced hepatitis; 11} chronic inflammatory
pathology; ) a negrodegenerative disease; V) a vascolar
mflammatory disease; V) a graft-versus-host pathology; V1)
Kaisaki's pathology and V1) a malignant pathology. Applicant is
required under 35 U.S.C. § 121 to elect a single disclosed species,
gven though this requirement is traversed. The above species are
distinet 1 that they relate to methods of use of anti-TNF
monoclonal antibodies for treatment of distinet diseases which
differ in the disease pathology and disease mechanisms.

Id at 4-3,
During the September 27, 1993 welephone conference, Patent Owner provisionally elected
the Group IV mvention {7 ¢, methods of treatment using antibodies) for examination.

With respect to the species election the Examiner conditionslly tmposed for Group 1V,

LA
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F6.

F7.

ES.

F9.

Patent Owner elected the second species, f.e., clauns related to "cluvonic inflammatory

pathology.” See id. at 6-7.

During the Septeraber 27, 1993 telephone conference, and 1 the subsequently mailed
Office Action, the Examiner mdicated that claims directed to non-elected subject matter
{i.¢., the claims directed to inventions m Groups 1, 1L IH and V) were withdrawn from

constderation. ¢, As the Examiner stated:

During a telephone conversation with Mr. Townsend on 927/93 a
pravisional election way made with traverse 10 prmecute the
mwvention of Group [V, claims 32, 33, 40-47, 50, 51 and 54-5
response to the election of species xequnemein set {mth in
paragraph 16, above, Applicant firther elected species 1.
Affirmation of this election must be made by applicant in
res }ondmv to this (Mfice action. Claims 1-31, 3439, 44-48_ 49,
_ ?, 33 are withdrawn from further consideration by the Examiner,
7 (ﬁi.{«‘.R, § 1.142(b), as being drawn to non-elecied inventions.

7. In

4

3

fed. at 6-7 {emphasis added).

In an Office Action dated October 27, 1993, the Exanuner rejectad the claims in Group
IV that had been elected for examination {i.e., claims 32, 33, 40-47, 50, 51 and 54-57),
and did not further consider the claims falling within the other fow non-glected groups of

the restriction requirement. fd. at 9-30,

The Office never withdrew the restriction regunirement apphed in the Parent Apphication.
See U.S. Application No. 08/192 093 File Wrapper (093 Application File Wrapper™),
Non-Final Action dated Apr. 7, 1995; Non-Final Action dated Aug. 23, 1995; Final
Rejection dated May 1, 1996, Final Rejection dated Aug. 8, 1997, Withdrawal of Finality
of Rejection dated Nov. 12, 1997; Non-Final Action dated Mar. 3, 1998; Advisory Action
dated Sept. 29, 1998; Non-Final Action dated July 6, 1999; Final Rejections dated Mar,
28, 2000.

B. The Reference Patents Claim the Group IV Invention

fit response to the nou-final action matled on October 27, 1993 in the Parent AppHcation,

Patent Owner filed several continuing apphcations in which claims within the Group IV

LA
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Fif.

Fil.

Fi2.

invention that had been elected in the Parent Application were presented for continued

L

examination.*
Among the applications filed to continue exanunation of the Group TV invention were:

1y LS, Apphication Serial No. 08/192,102 ("the "102 Apphication™), tiled on February

4, 1994, which issued as the 272 Reference Patent, and

2y UK. Apphication Serial No. 08324799 ("the '799 Application™), filed on QOctober
18, 1994, which issued as the '193 Reference Patent.
1. The 272 Reference Patent Claims Are Consonant with the Restrietion
Imposed in the Parent Application

On December 23, 1994, before substantive examination began, Patent Owner presented a
prelimmary amendment in the '102 Application that cancelled all pending clayms (ie,
September 27 Restriction (i ¢, new claims 71-90). See U.S. Application No. 08/192,102
File Wrapper (102 Application File Wrapper™), Preliminary Amendment dated Dec. 23,
1994 at 1-4. Patent Owner stated in this preliminary amendment that “[tihe Amendment
present{ed] claims drawn to Group HI of the restriction requirement set forth in parent

application Senal No. 08/013,413 (Paper No. §)." #J at 4.

On December 1, 1995, Patent Owner's representative conducted a telephone mterview
with the Exarainer. In the interview, the Examiner provided guidance to Patent Owner as
to how to pursue the elected and non-elected nventions from the restricted Parent
Application in differemt continuing applications pending before the Office. See '102
Application File Wrapper, Preliminary Amendment dated Dec. 5, 1995 at 3 (refernng to

actions being taken "pursnant to the telephone conversation between Examiner Nisbet

Patent Owner petitioned for a ong-month extension of time in the Parent Application to extend the

deadline for responding o the Oetober 27, 1993 Office Action to maintain the pendency of the Parent
Application unti} after the date three of the sebsequent applications were filed. See Parent
Apphication File Wrapper, Paper 10, Response in Parent Case in Support of Petition and Fee for
Extension of Time When Filing New Application Claiming Benefit of a Prior Filing dated Feb. 4,
1904,

LA
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Fi3.

Fid,

FIS.

Fie.

Fi7.

and the undersigned on December 1, 1995" and was "made to reduce issues on
examination [io] expedite prosecution.™). See also '093 Application File Wrapper,
Preliminary Amendment dated Dec. 22, 19935 at 3 (stating that claims were being
"amended as suggested by the Examiner."y, U3, Application No. 08/192 861 ("the 861
Application”) File Wrapper, Examiner's Interview Summary dated Dec. 1, 1993

{"Examiner suggested applicants file a supplemental preliminary amendment . .. .").

On December 5, 1995, pursuant to the Examiner's guidance in the December 1, 1995
telephonic imterview, and betore substantive examination began wn the "102 Applcasion,
Patent Owner filed another preliminary amendment, cancelling claims 71-90, and
presenting new claims 21-97 directed to methods of treating Crobn's disease by
adnimistering a particular chimeric antibody, which fall within Group IV of the
September 27 Restriction Requirement. '102 Application File Wrapper, Prelinunary

Amendment dated Dec. 5, 1998 at 143,

On Septersber 18, 1996, the Office ssued a notice of allowance, and the 272 Reference

Patent issued on August 12, 1997,

The claims issued in the 272 Reference Patent are consonant with the restriction
regairerent imposed in the Parent Application, as each issued claim defines g method of
treatment of Crobn's disease using antibodies to TNF that falls within the Group IV

invention of the restriction requirement imposed in the Parent Apphication.

In the present reexamination, the Exanuners have acknowledged that the methods defined
by the claims of' the 272 Reference Patent are within the Group IV invention defined m
the restriction requirement apphied in the Parent Apphication. See '851 Reexamination,
Final Action dated Feb. 12, 2015 ("Final Action™) at 11 {"The 272 Reference Patent
claims are drawn to a method of treating TNFa mediated Crohn's disease in a human by

administering anti-TNF chineric antibody.").

fit the present reexammnation, the Exanuners have acknowledged that the '102 Application
that fed to the 272 Reference Patent was used to continue examination of the same

mvention elected for examination in the Parent Application. See & at 20 (", . the "102
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F18.

F19,

F20.

F21.

and 799 applications continue examination of the 'same wvention’ (Group V) as in the

parent ‘413 {Parent] application . .. ")

i the Final Action in the present reexamination, the Examiners have desenibed the
refationship of claims 91.97 added to the '102 Application that issued in the 272
Reference Patent as follows:

New claims 91-97 recite « method of treating Crohn's

disease in a human comprising adnvnistering to the buman

an effective TNF-mbubiting amount of an anti-TNF

chimeric antibody, Thus, the claims of the 102

Application covered the same sabject matter elected (group
IV} and examined in the parent ‘413 application.

fd at 18

pA The "195 Refereace Patent Claims Are Consonant with the Restriction
Imposed in the Parent Application
On Janpary 17, 1996, Patent Qwner filed a preliminary amendment in the '799
Application cancelling all clatms filed with the application, and presenting new claims
limited to methods of treating rheumatoid arthritis fn a human, one of the species of the
Group [V invention defined in the Parent Application restriction. U.S. Application No.
08/324,799 File Wrapper {"'799 Application File Wrapper™), Preliminary Amendment

dated Jan. 17, 1996 at 1-3.

The Office issued a notice of allowance on May 28, 19897, and the '195 Reference Patent

issued on December 16, 1997,

All of the claims tssued w the "1985 Reference Patent are consonant with the restriction
reguirernent imposed in the Parent Application, as each defines "[a] method of treating
rheamatoid arthritis” using anti-TNF chimeric antibodies that falls within the Groap IV

nvention of the restriction requirement applied in the Parent Application.

In the present reexamination, the Exanuners have acknowledged that the methods defined
by the claims of the 195 Reterence Patent are within the Group IV invention of the
restriction requirement applied m the Parent Application. Sev 'S51 Reexamunation, Final

Action dated Feb. 12, 2015 at 9 ("The "193 [Reference Patent] claims are drawn to a
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F23.

K24,

F26.

F27.

method of treating rheumatord arthritis in a human by administerng anti~-TNF chimeric

antibody "),

ft the present reexammnation, the Exanuners have acknowledged that the '799 Application
that led to the 195 Reference Patent was used to continue examination of the same
invention elected for examination in the Parent Application. See i at 20 (", . . the "102
and 799 applications continue examination of the "same invertion” (Group TF} as in the

parent 413 [Paren} gpplication ... ") (emphasis added).
C. The ‘471 Patent Claims the Group I Invention

On February 4, 1994, Patent Owner filed the ‘093 Application that issued as the 471

Patent.

Qu December 23, 1994, Patent Owner filed a preliminary amendment that himited the
claims presented for examination to "chimeric anttbody” claims within the Group 1
mvention of the restriction requirement applied in the Parent Application. See 093

Application File Wrapper, Preliminary Amendment dated Dec. 23, 1994 at 5.

In the December 23, 1994 preliminary amendment, Patent Owner expressly stated it was
presenting claims to the non-elected Group 1 invention that had been withdrawn from
consideration m the Parent Application pursuant to the restriction m that application. .
at 5 {"The above Preliminary Amendment cancels subject matter which is drawn to a
non-elected invention pursuant to the restriction requiverient set forth in parent

application Serial No, 08/013,413 {(Paper No. 8)."}.

The '093 Application, s filed, was muially denominated a "continugtion-in-part”
apphication. This reflected the fact that the 093 Appheation's written description initially
included mformation not found solely within the Parent Application 1o which the '093
Application claimed benefit, and which the '093 Application incorporated by reference.™
The additional information derived, infer alin, from the disclosure of ULS. Application

No. 084010406 ("the 406 Application™).

The '102 and "799 Applications are also designated contimuation~tn-part applications which claim the

benefit of both the Parent Application and the 406 Application,

LA
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k28,

k29,

F30.

F31.

F32.

K33,

The additional information onginally in the ‘093 Application is unnecessary to support
any of the Group | invention clanms that were examined in the '093 Application and is
unnecessary to support the claims that issued in the '471 Patent. The Examiner does not
dispute these facts. See, e.g., 851 Reexamination, Advisory Action dated Apr. 29, 2015

at 2 (withdrawing objections under § 112},

On April 7, 1995, the Examiver 1ssued a tirst Office Action that, infer wlia, required an
election of species betwean "L [clhimeric antibodies, monocional antibodies, and
immunoassay using an antibody and immunoreceptors which comprise the epitope
binding region of an antibody,” and "H. [iImmunoreceptor molecules comprising TNF
receptor fragments and anti-TNF peptides which are fragments of TNF receptors.” 093
Application File Wrapper, Paper 18, Non-Final Action dated Apr. 7, 1995 at 2. The
Examiner stated that 1f species I were to be elected, a further election between
“Tiimmunoreceptor molecules comprising” fragments "of the TNF receptor pS3" and

"p75" would have to be made. Jd. at 3-4,

On May 1, 1995, Patent Owner responded to the election of species requirement, and
elected species | for examination. ‘093 Apphcation File Wrapper, Paper 19, Response to

Restriction Requirement dated May 1, 1995 at 1-2.

On Angust 23, 1995, the Examiner issued a non-final vejection. In this action, the
Examiner confirmed the prior Office Action had "set forth an election of species
requirement” rather than a restriction requurement. 093 Application File Wrapper, Paper

20, Non-Fimal Action dated Aug. 23, 1995 at 2.

The Examiner did not substantively examine any of the claims in the 093 Application

that were divected to subject matter devived from the '406 Appheation. Jd.

QOun December 22, 1995, Patent Owner tirnely responded to the non-final rejection with an
amendment.” '093 Application File Wrapper, Amendment dated December 22, 1995 at

L. Patent Owner indicated that claims were being "amended s suggested by the

peg=

47

The response was tmely filed as i was filed in complianee with 33 US.CL §8 418 and 132,
T} timely filed as it was filed ] th 35 U.5.C. §§ 41a)R)y aud 132
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“xaminer.”" Id. at 3. Patent Owner stated that it was "actively prosecuting the non-~
; " Id at 3. Patemt O tated that it "actively ting th

elected subject matter 1o the file wrapper continuation of parent apphication Senal No.

O8/Q10,406." I

F34. On May 1, 1996, the Examner issued a final rejection of all pending claims. '093
Apphication File Wrapper, Paper 23, Final Rejection dated Mayv 1, 1996 at 1. Patent
Owner responded by timely filing a notice of appeal of the final rejection on October 31,

1996, '093 Application File Wrapper, Notice of Appeal dated Oct. 31, 1996,

E38,  OnMay 5, 1997, Patent Owner timely filed a statutorily authorized submission under 37
C.FR.§ 1.129(a) 1o withdraw the finality of the May 1, 1996 Office Action, and to
reopen prosecution. ‘093 Application File Wrapper, Amendment Under 37 CFR 1.129(a)

dated May 5, 1997 at 1-2.

F36. On August 5, 1997, the Examiner issued a final rejection of all pending claims, but
indicated that claims 136 to 139 would be allowable if rewritten 1 independent form.

'093 Application File Wrapper, Paper 32, Final Rejection dated Aug. 5, 1997 at 1-3.

F37.  OnQOctober 6, 1997, Patent Owner requested withdrawal of the finality of the rejection,
poiating out that the Office had improperly iraposed a new ground of rejection n the
August 5, 1997 final Office Action. '093 Application File Wrapper, Request for

Withdrawal of Finality of Rejection dated Oct. 6, 1997 at [-2.

F38. On November 12, 1997, the Office mailed an action which withdrew the finality of the
August 5, 1997 Office Action, stating "Upon consideration of apphicant’s request, the
finality of the previous Office action, paper No. 32 is withdrawn.” '093 Application File

Wrapper, Paper 34, Office Communication dated Nov. 12, 1997 at 2.

F39. On December 8, 1997, Patent Owner tunely responded with claun amendments and
argument in favor of patentability. '093 Application File Wrapper, Amendment dated
Dec. §, 1997,

F40.  On March 3, 1998, the Examuner issued 8 final rejection. 093 Application File Wrapper,

Paper 38, Final Action dated Mar. 3, 1998 at }. In that action, the Examiner indicated
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that pending claims 31, 133, and 136-139 were allowed, but the Examiner continued to

reject, fter alio, claims 134-135. Newid a1 2, 4.

F41. On June 9, 1998, Patent Owner conducted an imterview with the Examner. 093

Application File Wrapper, Paper 40, Interview Sumunary dated Jun. 9, 1998

F42,  On Aagust 3, 1898, Patent Owner timely filed an amendment after final. 093

Apphication File Wrapper, Amendment After Final Rejection dated Aug. 3, 1998,

F43. On September 1, 1998, Patent Owney filed a notice of appeal. 093 Application File
Wrapper, Notice of Appeal from the Primary Examiner to the Board of Appeals dated

Sept. 1, 1988,

K44, On September 29, 1998, the Exanuner mailed an advisory action. ‘093 Application File
Wrapper, Paper 44, Advisory Action dated Sept. 29, 1998, The advisory action indicated
that the Examiner refused to enter the August 3, 1998 amendment and response, but

indicated that claims 134 and 135 were now being allowed, /d at 1

F45,  On March 2, 1999, Patent Owner filed a second request under 37 CF R § L129) o
withdraw the finality of the March 3, 199§ Office Action, and to treat the amendment and
response filed by Patent Owner on August 3, 1998 as a § 129(a) submission. 093

Application File Wrapper, Submission Under 37 CFR 1.12%a) dated Mar. 2, 1999,

F46. OnJuly 6, 1999, the Examiner issued a non-final rejection. '093 Application File
Wrapper, Non-Final Action dated Jul. 6, 1999, In this action, the Office also indicated

that claims 146-147 were allowed. Id at 1, 3,

F47.  On January 6, 2000, Patent Owner timely responded to the non-final rejection with an

amendment. ‘093 Appheation File Wrapper, Amendment dated Jan. 6, 2000 at 1.

F48.  On August 23, 2000, Patent Owner conducted another interview with the Examiner. See

'093 Application File Wrapper, Remarks dated Sept. 29, 2000 at 1.

F49,  On September 29, 2000, pursuant to the August 23, 2000 mterview, Patent Owner timely

submitted Remarks with accompanying references to overcome the fingl rejection. Jd.
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F50.

F53,

F54.

Patent Owner also filed a notice of appeal. '093 Application File Wrapper, Notice of

Appeal from the Primary Examiner to the Board of Appeals dated Sept. 27, 2600

On October 12, 2000 and again on November 2, 2000, Patent Owner attempted to contact
the Exaniner to ascertam the status of the Remarks it had filed and of the application.
See '093 Application File Wrapper, Amendment After Final Rejection Under 37 CFR.
1.110 dated Dec. 1, 2000 81 2.

On December 1, 2000, Patent Owaer submitied an amendment. fd. In the amendment,
Patent Owner stated that it had understood "that the Examiner wonld reconsider the
rejections in hight of the discussion of the claims during the interview, the Remarks and
accompanying references establishing the advantages of Ig(G1 in the context of the
invention and contact the Applicants as o those claims which would be allowable,” but in
hght of the lack of any response from the Office, 1t was now cancelling all rejected

claims pending in the application "to expedite issuance of the case” W

On March 20, 2001, the Examiner entered the December 1, 2000, amendment. 093
Application File Wrapper, Examiner’s Amendment dated Mar, 20, 2001 at 2. On that
date, the Examiner also entered an Examiner's amendment based on a telephone

fierview that occurred on March 13, 2001, /4.

"

The Examiner mailed a notice of allowance on April 4, 2001, allowing claims "31, 133
136, 138, 139, 146 and 147" and stating that they would be "renumbered as 2, 4, 5,6, 1,
3, 7. 8 and 9 respectively.” ‘093 Application File Wrapper, Notice of Allowance and

Issue Fee Due dated Apr. 4, 2001,

On Jaly 6, 2001, the Office noted payvment of the 1ssue fee, and the '471 Patent 1ssued on

Septerber 4, 2001,

All issued claims m the '471 Patent are consonant with the restriction requirement
imposed in the Parent Application, as each defines antibodies or iminunoassays within
Group | {"monoclonal antibodies, detectably labelled monocional antibodies, chimeric
antibodies, pharmaceutical compositions, and assay methods™) of that restriction

requirement:

62



Reexamination Control No, 90/012 851 Appeal Buef
1y Claims 1, 3, 5, 6, and 7 are clamms that recate "[a] chimeric antibody ™

2} Claims 2 and 4 are dependent claims which recite "{aln immmmoassay method”

using the antibody of claim 1 or 3, respectively,

Clatms 8 and 9 {subsequently cancelled in this reexamumnation) recite "{a]

L]
Mge?

polypeptide comprising” either "the amine acid seguence of SEQ IDINO: 3" or
"SEQ D NO: 5" which "bind[] to BTNFo and competitively mbubuf] the binding of
monoclonal antibody cA2 to hTNFa" Such polypeptides necessarily comprise the
functional portions of chimeric antibodies becanse the recited sequences are the
tight chain and heavy chain variable regions of the chimeric antibody ¢A2 disclosed
in the specification of the '471 Patent.

See '471 Patent at 7:19-25,

F56. The Examiners have not contested that claims 1 to 9 of the 471 Patent are within Group |
of the September 27 Restriction.
D. The Present Reexamianation Proceeding

FS87.  On Apnil 29, 2013, a third-party requester filed a request for reexamination of the 471
Patent. ‘851 Reexamination, Reguest for Ex Parte Reexamination of United States Patent
No. 6,284,471 (Le et al.). The request sought reexamination of 471 Patent claims 1-9

based on three grounds:

1y claims of the '193 Reference Patent render all claims of the 471 Patent

unpatentable for obviousness-type double patenting;

2} claims of the 272 Reference Patent render all clanmg of the 471 Patent

unpatentable for obviousness-type double patenting; and
3} clams of ULS. Patent No. 6,277 969 ("the '969 Patent™) render all claums of
the 471 Patent unpatentable for obviousness-type double patenting.
Id at4.

FA8.  On June 16, 2013, the Office determined that the request for reexamination raised a

substantial new question of patentabulity for claims 1-9 of the 471 Patent. ‘851
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F39.

Feob,

Fé6l.

Reexamination, Order Granting Ex Parte Reexamumation at 2. The Office then
commenced reexapunation of the 471 Patent based on the requester’s allegations of
obviousness-type double patenting over the 195 Reference Patent, the ‘272 Reference

Patent, and the 969 Patent. fJ.

In an Office Action dated September 6, 2013, the Examiners rejected the 471 Patent

claims on the following grounds:

1) Claims 1, 3 and 3-9 were rejected for non-statutory double patenting based on
claims 1-16 of the 195 Reference Patent. ‘831 Reexamination, Non-Final

Action dated September 6, 2013 at 5-6.

2y Clamms 1, 3 and 5-9 were rejected for non-statutory double patenting based on

claims 1-7 of the 272 Befevence Patent. #d. at 6-7.

3y Claims 8 and 9 were rejected for non-statutory doeble patenting based on

claims 1-4 of the '969 Patent. & at 7-8.

43 Dependent claims 2 and 4 were rejected for non-statutory double patenting
based on the claims in the '195 Reference Patent and claims in the 1272

Reference Patent, in view of two other veferences. fd. at 8-9.

Patent Owner conducted interviews with representatives of the Office on October 2, 2013
and Qctober 30, 2013 to discuss the rejections set forth 1 the September 6, 2013 Office
Action. '851 Reexamination, Swmnwary of Interviews dated Nov. 1, 2013 at 1. During
the interviews, Patent Owner expressed its intention to amend the specification of the
471 Patent to reflect the '471 Patent's status as a divisional of the Parent Application. Jd.
at 2-5. Patent Qwner also expressed its intention o cancel claumg 8 and 9, theveby

rendering moot the rejection of those claims over the claims of the '969 Patent. fd. at 8.

On Decernber 19, 2013, Patent Owner filed a response 1o the September 6, 2013 Office
Action. In the response, Patent Owner observed that the rejections were inconsistent with
the prior restriction requirement as a matter of both law and science. '851

Reexamination, Amendment dated Dec. 19, 2013 at 26-56. Patent Owner also cancelled

04
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Fo6d.

Fé64.

claims 8 and 9 of the '471 Patent. &/ at 8, 10, 26. Patent Owner also subimitted evidence
demonstrating that the '195 or 272 Reference Patent claims would not have been obvious
over the 471 Patent claims. 4. at 53-79.

fn the December 19, 2013 response, Patent (rwner also presented an amendment to the
specification of the 471 Patent to conform it to the disclosure of the Parent Application
and to designate the '093 Application a divisional of the Parent Application. . at 19, In
particular, Patent Owner proposed to amend the specification to remove unclaimed
subject matter concerning iwnmunoreceptor molecules from the specification, See id at
13 ("The amendments to the specification of the 471 patent do not introduce new matter
as a consequence of removing subject matter not found within the specification of the
413 apphicatton. Certain of the subject matter being removed by this amendment is the
subject matier found solely in the '406 application that concerns 'Bnmunoreceptor

molecules.” See, e.g., Examples XXIV-XXVI of the 471 patent.™) (footnotes omitied}.

Patent Owner established that claius 110 7 ot the 471 patent are fully supported by the
disclosure of the Parent Application, which 1s now the same as the disclosure of the 471
Patent. See ‘851 Reexamination, Amendment dated Dec. 19, 2013 at 11-16; see also 8§51
Reexamination, Amendment After Final Rejection dated Oct. 10, 2014 at 116-117; '851
Reexamination, Advisory Action dated Apr. 29, 2015 a1 2 (withdrawing objections under

§ H2)

Clabms 8 and 9, which were cancelled in the December 19, 2013 amendment, were
directed to a polypeptide comprismg the light or heavy chain sequence, respectively, of
the cA2 chimenic antibody. The polypeptide also was required to mhibit the binding of
the ¢A2 antibody to human TNF alpha. Claims 8 and 9 are fully supported under 35
LS. § 112 by the disclosure of the Parent Application alone, and do not depend on any
information found in either the 406 Apphication or in the original disclosure of the 093
application. Parent Application File Wrapper, Specification at 6 {"anti-TNF antibodies of
the present invention competitively inhibit the binding of A2 antibedies to TNF"), 9{"a

chimeric antibody is provided which binds epitopes of the antibody designated chimeric
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}?6?0

F68,

Fa%,

¥70.

AZ {cA2), or a chimeric buman-mouse anti-TNF mAb that competitively mhibits the

binding of ¢A2 to TNFu").

On Aggust 26, 2014, a final Office Action was matled that maintained the rejections set
forth 1 the September 6, 2013 Office Action. ‘8531 Reexamination, Final Action dated
Aug. 26, 2014, In the Final Office Action, the Examiners refused to enter the

amendments that Patent Owaer presented in 1ts December 20, 2013 response. Id. at 2.

QOu September 17, 2014, Patent Owner conducted another interview with representatives
of the Office, this time discussing the amendmaents to the specification, the entitlement of
the patent to evaluation under the "two-way™ test for obviousness-type double patenting,
and reconsideration of the basis of the obviousness-type double patenting refections. 851

Reexamination, Examiner [nterview Sununary dated Oct, 1, 2014,

On October 10, 2014, Patent Owner submitted a response to the final rejection. In the
response, Patent Owner explained that entry of the amendments was proper and justified
and responded to the Examiners’ rejections. '851 Reexamination, Amendment After Final

Rejection Under 37 CF R § 1116 dated Oct. 10, 2014,

On October 26, 2014, Patent Owner petitioned pursuant to 37 CF.R. § 1,181 to direct
entry of the amendments presented with Patent Owner's October 10, 2014 response. 851
Reexamination, Petition Under 37 C.F.R. § 1181 to Direct Entry of Amendments dated

Oct, 26, 2014,

On October 27, 2014, Patent Owner petitioned pursaant to 37 CFR. § 1.18] requesting
that the Office act consistently in this proceeding with its prior determination in the
restriction applied i the Parent Application that the mveations defined by the clams of
the 471 Patent and the 272 and "195 Reference Patents are patentably distinct. 851
Reexamination, Petition Under 37 CF.R. § 1181 to Reguire Consistent Determinations

dated Oct. 27, 2014,

On October 31, 2014, the Examiners mailed an Advisory Action in which they declined

to enter the October 10, 2014 amendments to the specification and maintained the

60
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F72.

F73.

Fi4.

obviousness-type double patenting rejections. 831 Reexamination, Advisory Action

dated Oct. 31, 2014,

On November 25, 2014, the Director of the Central Reexammation Unit geanted Patent
Owner's October 26, 2014 Petition, entered the amendments presented in Patent Owner's
Qctober 10, 2014 response, and returned the procesding to the Examiners. '851

Reexamination, Decision on Petition dated Nov. 25, 2014,

On December 22, 2014, the Supervisory Patent Reexamination Specialist of the Central
Reexamination Unit dismissed the Petition to Require Consistent Detenminations as
“moot since the uhimate relief which is requested by petition was already granted in the
Petition Decision dated November 25, 2014, which reopened prosecution and returned
the proceeding back to the Examiner for issuance of a new Office Action." 851

Reexamination, Decision on Petition dated December 22, 2014

In an Office action dated February 12, 2015, the Examiners acknowledged the
effectiveness of the amendments to the disclosure of the 471 Patent designating the "093
Application a division of the Parent Apphcation, but nonetheless 1ssued another final
Qffice Action maintaining rejections of the 471 Patent claims over claims of the '272 and
195 Reference Patents. ‘851 Reexamination, Final Action dated February 12, 2018

("Final Action™yat 3,9, 11.

In the February 12, 2015 Final Action, the Examiners reapplied the previous double
patenting refections, and responded to Patent Owner's safe harbor arguments, inder alia,
by alleging (a) that the apphications that 1ssued as the Reference Patents were not filed "as
divisional applications as a result of restriction requirement in the parent 413

application” or divisionals of the 093 Application, and (b) the '093 Application which
issued as the '471 Patent was not, on the date it was filed, designated a "divisional"
application but instead was designated a "continuation-in-part” application. The
Examiners concluded, "[ttherefore the 35 USC 121 safe harbor provision does not apply
to the '471 patent (see MPEP 804,01)." Final Action at 13 (parenthetical cross-reference

omitted), 19-20.
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E76.
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In the February 12, 2015 Final Action, the Examiners acknowledged that Patent Owner
elected claims drawn to Group I during prosecution of the '093 Apphceation. See Final

Action at 16,

fu the Febraary 12, 2013 Final Action, the Exammers maintained that the 471 Patent
claims are not entitled to be evaluated for ODP purposes based on the two-way test for
two reasons: {1} because the 471 Patent and '272 Reference Patent were filed on the

same day, and (it} becanse, i view of the amendments and extensions involved in
prosecuting the 471 Patent, "apphcant’s [sic] exercised significant control over the rate of
prosecution of the application at jssue.” Final Action at 25.%

At footnote § of the final Office Action of February 12, 2013, in reference to the
introduction of certain polypeptide claims (Claims 140-159) into the 093 Application, the
Examiners contended that the "line of demarcation between the independent inventions as
set forth i the restriction of the parent '413 application” had been crossed by "bringing
polypeptide clais 1oto the present application (093 application).” & at 17, The
Examiners forther contended that the "Examiner in the 08/570,674 application restricted

the chimeric antibodies and polypeptides into distinct groups (9/18/96)." I

On March 31, 2015, Patent Owner conducted another interview with the Exanuner, this
time to discuss a number of issues raised in the Final Action, including why assertions in
footnote 5 suftered from factual errors or maccuracies. '851 Reexamination, Interview

Agenda dated Mar. 30, 2015

On April 13, 2015, Patent Owner filed a response after final in which i requested
withdrawal of the rejections. In the response, Patent Ovwner explained, infer alia, that
entry of the Patent Owner's October 10, 2014 amendments confirms that the '093

Application is a "divisional."” and that the 471 Patent clanms are within the safe harbor of

Although in the Final Action the Examiner also rgjected clatms 17 as not complying with the writien

description and enabloment reguiremnents, Finad Action at 3-9, the Exandner later withdrew the
written description and enablement objections, '851 Reexamination, Advisory Action dated Apr. 29,
2015 at 2,
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35U.5.C § 121 851 Reexamination, Amendment After Final Rejection Under 37

CFR. §1.116 dated Apr. 13,2015,

ft the April 13, 2015 response, Patent Owner also made of record the substance of the
March 31 mterview, in particular pointing out that Patent Owner's representative
explained that the characterization of claims 140-159 added during examination of the
093 Apphcation which appears in footnote § of the Final Action was not accwrate, as
these claims defined anttbody polypeptides rather than TNF polvpeptides that were the
subject of Group I of the 413 restriction requirement. f. at 12-14. Patent Ownet's
representative also explained at the interview that the restriction maposed 3n U8,
Application 08/570.674 was consistent with the restriction ymposed in the Parent
Apphication, and poted that the clatms presented in the '674 Application did not
correspond to the range of claims presented in the Parent Application, which explained
why certain of the groups of the original restriction were not reiterated m the 674

Application, /4.

Patent Owner also made of record that "Representatives of the Office acknowledged the

ot

clarifications made by Patent Owner's representative.” fd.

Also ou Aprit 13, 2015, Patent Owner petitioned to have the Examiners apply consistent
determinations between the September 27, 1993 restriction reguirement and the present

reexamination proceeding by finding the '471 Patent clatms patentably distinct from the

claims of the 272 and '195 Reference Patents. ‘851 Reexamination, Petition Under 37

CFR.§ LI81 to Adhere to Prior Restriction Reguirement dated April 13, 2015,

On April 29, 2015, the Examiners mailed an Advisory Action maintaining the position
that 35 U.S.C. § 121 s not applicable despite entry of the amendment designating the
'093 Application a divisional application of the Parent Application. ‘851 Reexammation,
Advisory Action dated Apr. 29, 2015 a1 2. In that Advisory Action, the Examiners
stated:

The "195 and the 272 patent applications were filed as
Continuation-in-part of applications of the pavent 413 application.

o9
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The specification of the '185 and 272 patent applications were
different from the parent 413 application; the original claims
which were subjected to the resriction [sic] requirement n the
parent application were not present {at the time of the filing of the
application} in these applications. Since the 195 gand 272 patent
applications were filed as CIP applications and include differemt
specification (new matter as compared to the parent "413
application) and claim priority to more than one prior application,
the safe harbor provision of 37 CFR 121 does not apply.

Further, the present '471 patent application was originally (2/4/94)
filed as continuation-in-part application of parent 413 application
{with a different specification as compared to the parent), thus the
present '471 patent application was not filed "as divisional
application as a result of restriction requirement.” The 10/10/14
amendment corrected the relationship of the 471 patent to the '413
application as "Divisional”, which would not read on the third
sentence of the 37 CFR 121, which refers to a "patent issuing on an
application filed as a result of restriction requirement.” The 471
patent application was not filed (2/4/94) as divisional as a result of
restriction requirentent. Thus, for the reasons of record the safe
harbor provisions of 37 CFR 121 are not applicable for the present
471 patent and for the reasons of record set forth i the final office
action, the ODP rejections are maintained.

'851 Reexamination, Advisory Action dated Apr. 29, 2015 a1 2.

Oun May 21, 20135, the Director of the Central Reexamination Umit disnussed the petition
for consistent determinations between the Septentber 27, 1993 restriction requirement
and the present reexamination proceeding as "moot.” '831 Reexamnnation, Petition
Decision dated May 21, 2015 at 4. The Director of the Central Reexamination Unit
reasoned that "the relief requested by Patent Owner” was avatlable via appeal to the

Board, and thus could not be obtamed via petition. 74,

On May 27, 2013, Patent Owner timely filed a notice of appeal. 881 Reexamination,

Notice of Appeal dated May 27, 2015,
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Diagram of 471 Patent Family History

406 Application
App. 08/010 408
filed 1728/1983

. Refationship deleled by amendment e

Parent Application

- : App. GB/G13,413
Restiction L fled 20201993

abandoned 2/2771984

Gwoup B

333

* Other applications olaiming benefit of the Parent Application and the 408 Application are not depicted.  For
aimplicily, types of relationships between patents and applications are not indicated.



APPENDIX D:

Table Comparing Patent Claims to '413 Restriction Groups

I Claims [-21, 24, 38, 3% and 48, drawn 1o
morwviongd antibodies, derectably labetled
mwneclonal antibodics, chimeric antibedies,
Huwemacegtical compasitions, and assay methods,
classifivd for exaomple, in Classes 530, 424 and

IV, Claims 32, 33, 40-47 and 30, 31 and 34-37, dvawn to methody for treating an ardmal by
administering ¢ pharmaceutival composition containing an antibedy, cfassificd in Class

424, subclass 8358,

1. A chimeric antibody comprising at least part of
a human vomunoglobulin constant region and at
least part of a nop-huran imawmoglobulin variahie
region, sakd antibody capable of binding an epitope
specific for human tumor negrosis factor TiNFa,
wherein the son-human imrunoglobulin variable
TELION COIRPrises an amino acid sequence selected
from the group consisting of SEQ D NG: 3 and
SEQ DY NO: 5.

1. A method of treating rheamatoid
arthritis in a human comprising
administering to the hunian an effective
TNF-inhibiting amount of an anti-TNF
chimeric antibody, wherein said anti-TNF
chimeric antibody comprises a non-human
variable region or 8 TNF antigen-binding
portion therent and a human constant
reglon.

2. The method of claim | wherein the

non- homan variable region is of murine
OFIi.

3. The method of elaim ¥ wherein said anti-
TNF clumeric antibody does not bind to one
or more epitopes included i amino acids
11-13, 37-42, 4937 or 153-157 of SEQ ID
MO Lol hTNE,

13, The method of claim 1 wherein the
pon- haman variable region comprises an
aming acid sequence selected from the
group consisting of SEQ 1D NO- 3 and

1. A method of wreating TNFo-mediated
Crehn's disease in a human comprising
administering to the human an effective
TN¥-inhibiting amount of an anti-TNF
chimeric antibody, wherein said anti-TNF
chuneriv antibody cornprises 2 non-human
variable region ar a TNF-binding portion
thereot and 3 human constant region.

2. The method of elaim ¥ wherein the
non- human varable regdon is of murine
Origin.

3, The method of claim 1 wherein said
anti- TNF chumerie antibody compettivel
inhibits binding of TNF to the monoclona
antibody ¢A2.

i

i

4. The methad of daim 1 wherein said anti-
THNF chineric antibody does not bind 10 one
or more epitopes mncluded n amino acids 11-
13, 3742, 49-57, or 155-137 of SEQ HI NGO
i of WTNF.

-3
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SEQIDNO. 5.

14, The method of claim 1 wherein the
son- human variable region comprises an
amino actd sequence sefected from the
group consisting of SEQ 1D NO. 3 and
SEQ D NO.: 5.

15. The method of elaim 1 wherein the
non- human variable region comprises a
polypeptide envoded hy a nucleic acid
seguence selected from the group consisting
of SEQ 1D NG 2 and SEG 1D MO 4,

2. An immunoassay method for detecting human
THY in a sample, comprising

{a} contacting sabd sample with an antibody
gecording to elaim 1, or 3 TNF binding fragment
thereof, in detectably labeled formy and

(b detecting the binding of the antibody to said
THE.

4. A method of treating rheamatoid
arthritis in a human comprising
sdministering to the human an effective
TNF-inhibiting smount of an anti-TNF
chimerie antibody, wherein said anti-TNF
chimeric antibody competitively inhibits
bioding of TNF to manuclonal antibody
CAZ.

5. A method of treating TNFo-medizated
Croha's disease in o human comprising
administering to the human an effective
TNF-inhibiting amount of an anti-TNF
chimeric antibody, wherein said anti-TNF
chimeric antibody vompetitively inhibits
bindlog of THNF 1o the monacional angibody
CcAZ,

3. A chimerke antibody comprising at least part
of 4 lnnan mmenoglobubin constant region and at
teast part of a non-lsman immunoglobulin vanable
region, said antibody capable of binding an epilope
specific for buman twoor necrosis factor TNFq,
whercin the non-huras benenoglobulin variable
region comprises g polvpeptide encoded by a
nueclete acid sequence selected from the group
consisting of SEQ 1D NG 2 and SEQ 1D NO: 4.

5. A method of treating rheumatoid
arthritis in a human comprising
administering to the human an effective
FTNF-inhibiting ameunt of an anti-TNF
chimerie antibody, wherein said anfi-TNF
chimerie antibody binds to al least one
epitope included in amino acids between 87-
1% or hoth 39-R0 and 87-108 of SEQ 1D
NOoT of hTNE,

6. A method of treating TNFa-mediated
Crehn's disease in a human comprising
administering to the human an effective
TN -inhibiting amount of an ant-TNE
chimeric antibody, whercin said anti-TNF
clameric antibody binds 1o one or mors
epitopes included in amino acids between 87-
I8 or both 59-80 and 87108 of SEQ 112
NOE of BFTRE,
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4. An immunoassay method for detecting human
THE in a sample, comprising:

{a} comacting said sample with an anhibody
gecording to claim 3, or 2 TNF binding fragment
thereof, in detectably labeled lorm; and

(b detecting the binding of the antibody to said
THE,

6. A method of treating rheamatoid
arthritis in a human comprising
administering to the hbyman an effective
FNF-inhibiting amount of chimeric anti-
TNE antidedy {sic] cAZ.

-
H

7. A method of treating TNPa-mediated
Croha's disease in a human comprising

administering to the human an effective

TNF-inhibiting amoeunt of chimeric anti-
TNF antibody cAZ.

5. A chimeric antibody, comprising two Hght
chains and two beavy chains. each of said chains
comprising at least part of g human
imounoglobulin constant region and at feast
part of a non-humen imssunoglobulin varisble
region, said variable region capable of binding
an epitope of human fumor accrosis factor
WINFa. wherein said light chaing comprise
variable regions comprising SEQ 18 NO: 3 and
said heavy chains comprise variable regions
comprising SEQ H) NO: &,

6. A chimeric antibody according to claim 5,
wherein the human immunoglobulin constant
region is an [g(il.

7. A method of treating rheumatoid
arthritis, in a human comprising
administering to the human an effective
TNF-ighibiting ameunt of an anti-"TNF
chimerie antibody, wherein said anti-TNF
chimeric antibody comprises a pon-human
variable region or 3 TNF antigen-binding
portion thereof and an IgGl hunan constant
region.

5. The method of claim 7 wherein the
son- husan variable region 1s of nwrine
arigin.

9. The method of elaim 7 wherein said
anti- TN chimeric antibody competitively
inhibits binding of TNF to monoclonal
antibody cAZ.

16, The method of claim 7 wherein said
anti-TNF chimeric antibody does not bind
to one or more epitopes wictuded in amino
acids 11-13, 3742, 49-87 or 135157 of
SEQ I NOL T of hTINF,

16, The method of claim 7 wherein the
non- humman variable region comprises #
polvpeptide encoded by a nucleic acid
sequence selected from the group consisting
of SECQ ) NOL: 2 and SEQID NOL: 4,

-3
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7. A chimeric antibody comprising at least part of
2 human gl constant region and at feast part of
non-human inununoglobulin variable region, said
anuhody capable of binding an epitope specific for
human ThFa, wherein the son-humasn
snpuinoglobulin variable region comprises a
polypeptide envoded by a nucleic acid sequence
selected from the group consisting of SEQ 1D NO: 2

1. A method of treating rheumatoid
arthritis in a human comprising
asdministering to the human an effective
FTNF-inhibiting amount of an anti-TNF
chimerie antibody, wherein said anti-TNF
chimeric antibody comprises an [gGl
vonstant region and vompetitively inhibits

and SEQ ID NO: 4. binding of TNF o monodonal entibody

,,,,,,,,,,,,,,,,,,,,,,, A
&. A polypeptide comprising the amine acid 12. A method of freating vheuwmatoid
sequence of SEQ 1D NO: 37 wherein said arthritis in a human comprising

polypeptide binds to h TNFa and competitively ?_‘j?"mi“fﬂ'hfg to the human an Et:fe‘? tive
inhibits the hinding of monoclonat antihody cA2 o | T NF-inhibiting smeunt of an auti-ENE
WENFu, [cancelled) ch‘xmem an_tibodyﬁ wherein said amz—TM-

‘ ' chimeric antibody comprises an 1gGl
comstant region and binds 1o at least one
epitope included in amsino acids between 87-
105 or both 59-80 and 87-108 of 8EQ [D
NO.T of hTNE.

9. A polyvpeptide comprising the aming acid
sequence of SEQ 1D NO: 5, wherein said
polypeptide binds to h ThNFo and competitively
inhibits the binding of menoclonsl astibody ¢A2 to
WTNFu, [cancelled]

29 . . i~ . S . . g g . e e o o i g ys i et o
" The amino acid sequences defined in SEQ 1D NO: 3 and in SEQ ID NO: § constitute 2 chimeric immunoglobulin polypeptide sequence having
murine variable region sequences and human constant region sequences,

¥
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