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A shortened statutory period for response to this action is set to expire__

0O Responsive to communication filed on

{3 This action Is made final.
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——————days from the date of this letter.

Fallure to respond within the period for response will cause the

1 to bandoned. 35 U.S.C. 133
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1. 3 Notice of Reterences Cited by Examiner, PTO-892.
3. O Notice of Art Cited by Applicant, PTO-1449.
s. O wntormation on How to Effect Drawing Changes, PTO-1474.

THE FOLLOWING ATTACHMENT(8) ARE PART OF THIS ACTION:

2. [0 Notice re Patent Orawing, PTO-848.
o O Notice of informai Patent Application, Form PTO-152.
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Part it SUMMARY OF ACTION
t. & Ciaims 6'5 - éq are panding In the application.
Of the above, claims are withdrawn from conslideration.
2. O ciaims have been
3. O cams ere allowed.
4 [ claims &5 ";éi are rej
5. [0 clams are dto.
o. O ciaims are subject tor or ol 1 requirement.
7. g This application has been tiled with informal drawings under 37 C.F.R. 1.85 which are acceptable for examination purposes.
8. [J Forma drawings are required in response to this Ofice action.
9. [J Trecorrected or substitute drawings have been recelved on . Under 37 C.F.R. 1.84 these drawings
are O3 p .0 not (s00 expi; or Notice re Patent Drawing, PTC-948}.
10. D The proposed additional or substitute shest(s) ot drawings, filed on has (have) been 0 approved by the

examiner. (J disapproved by tha axaminer (see explanation).
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The proposed drawing correction, filed on

D been filed In parent i , serial no.

Acknowledgment is made of the ciaim for priority under U.S.C.

. has been (] approved. [ disapproved (see explanation).

118. The certified copy has [ been received [J not been recaived
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Since this application appeers to ba in condition for aliowance

except for formal matters, prosecution as 10 the merits is ciosed in

accordance with the practice under Ex parte Quayie, 1835 C.D. 11; 453 0.G. 213.
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well known principles (i.e. selecting a fragment because its encoding probe would be Jess
degenerate), In facl, Protestor indicates (Exhibit O, Explanation of Item 10) that fragments T-35
and T-38 were merely the first fragments chosen (at random?) for sequencing. In addition,
Protestor indicates (Exhibit O, Explanation of Item 13) that fragment T-3 8, like T-35, was chosen

5 for the presence of tryptophan.  Choosing such an amino acid sequence for the derivation of
degenerate cloning probes on this basis was well known at the time (see Suggs et al,, page 6614,
first paragraph of Results).

Protestor's history of fiis dispute with Amgen over inventorship (Protest, page 5, bottom)
and the correspondence from Protestor's representative 1o Amgen is not evidence‘ of Protestor's

10 alleged co-inventorship byt merely evidence of 3 dispute.

The examiner finds thar all of the submitted evidence remains consistent with the
inventdrship as originally presented by Dr. Lin. Accordingly, Protestor has failed to provide clear
and convincing evidence that Dr. Lin did not himsell invent the instantly claimed subject matter.

New Grounds of Rejection

15 I5US8C. § 101 reads as follows:

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

20 Claims 65-69 gre rejected under 3§ US.C.o § 101 because fhe claimed invention is

inoperable and therefore lacks patentaple utility.

| Claim 65 recites "5 process for the preparation of..[a) biologically active glycosylated
polypeptide" but then limits the transformey £ene 10 one encoding human EPO. 1t js not seen

how a process involving only DNA encoding human EPO can Jead 1o the preparation of any

| 352

AM-ITC 00953593
AM670168926



Case 1:05-cv-12237-WGY Document 627-17 Filed 07/03/2007

IS

20

AM670168927

Serial No. 07/113,179 -G-
Art Unit 1805

desired polypeptide. Accordingly, the instanily claimed process is inoperable and therefore lacks
patentable utility. It is noted that the instant rejection could be overcome by amending the claim
to recite "a process for the preparation of biologically active glycosylated human erythropoietin.”

Claims 65-69 are directed 1o an invention nol patentably distinct from claim 9 of
commonly assigned Patent No. 4,667,016 (Lai et al.).

Claim 9 of Lai et al. recites a process of preparing EPO from a cell culture fluid. The
claimed process implicitly involves the busic steps of 1) production of EPO containing cell
culture fluid and 2) isolation of EPO from the fluid. While claim 9 of Lai et al. recites details
of step 2 and the instant claims recite details of step 1, both claim 9 and the instant claims read
on both steps. In this regard it should be noted that Lai et al. refers (paragraph bridging columns
2 and 3 and column 4, lines 34-48) explicitly to the instantly claimed method of producing
recompinant EPO containing fluid. The referenced applications are ancestors of the instant
applic;tion and Example 10 therein describes the exact subject matter of the instant claims.

Commonly assigned Patent No. 4,667,016, discussed above, would form the l;asis for a
rejection of the noted claims under 35 US.C. § 103 if the commonly assigned case qualifies as
prior art under 35 U.S.C. § 102(f) or (g) and the conflicting inventions were not commonly
owned at the time the invention in this application was made. In order for the examiner to
resolve this issue, the assignee is required under 37 C.F.R. § 1.78(c) to either show that the
conflicting inventions were commonly owuned at the time the invention in this application was
made or to name the prior inventor of the conflicting subject matter. Failure to comply with this
requirement will result in a holding of abandonment of the application. A showing that the

inventions were commonly owned at the lime the invention in this application was made will
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Applicant also claims “glycosylation...in a pattern directed by the amino acid sequence
of said...polypeptide and sufficiently duplicative of the pattern of glycosylation of naturally
occurring human erythropoietin.” Firstly, there is no basis in the specification for glycosylation
directed by the amino acid sequence of the expressed polypeptide. It is also not clear what
limitation applicant is claiming with the recitation “glycosylation...in a pattern directed by the
amino acid sequence of sard...polypeptide.

Secondly, applicant has provided no guidance for, and no working examples of,
"sufficiently duplicatjve” slycosylation. Applicant has not described what constitutes sufficiency.
Applicant has provided no guidance for or means of determining the similarity of any
glycosylation pattern. The evidence applicant hias provided that the glycosylation pattern between
recombinant EPQO and urinary EPO are difterent indicates that EPO made by the instantly claimed
methed is not "duplicative" of natural giycosylation. It is noted that this objection may be
overcon;e by deleting the recitations of “slycosylation...in a patiern directed by the amino acid
Sequence of said...polypeptide" and “sufficiently duplicative of the pattern of glycosylation of
naturally occurring human erythropoietin."

Claims 65-69 are rejected under 35 U.S.C. § 112, first paragraph, for the reasons set forth
in the objection to the specification.

Claims 65-69 are rejected under 35 U.S.C. § 112, first paragraph, as the disclosure is
enabling only for ¢laims limited 1o preparation of human EPO, See M.P.EP. §§ 706.03(n) and
706.03(2).

Applicant claims process for the preparation of a biologically active glycosylated

polypeptide. However, the specification provides guidance for and a working example of only
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the production of EPO. Considering the primitive state of the art of heterologous gene expression
at the time the invention was made, it is questioned whether the instantly claimed method could
have been practiced by one of ordinary skill in the art to produce any other biologically active
glycosylated polypeptide. For example, at the time the invention was made, it was highly
unpredictable that a heterologous protein would be produced in a biologically active glycosylated
form. In addition, at the time the invention was made, most of the genes encoding the instantly
claimed polypeptides were unknown. The instantly claimed invention is critically dependent on
an isolated clone encading a polypeptide of interest. At the time the invention was made, it
would have required extensive and unprediclable experimentation to obtain such a clone for most
of the myriad claimed polypeptides because gene isolation methods at the time depended on
unavailable and unpredictable sequence infornation. Accordingly, it would have required undue
experiméntation by one of ordinary skill in the art to practice the instantly claimed invention to
produce most of the claimed polypeptides. 1t is noted that the instant rejection may be overcome
by amending the claim to recite "a process for the preparation of biologically active glyn;osylated
human erythropoietin.”

It is noted thal enablement of the ubove mentioned scope is provisional pending the
resolution of the objection to the specification presented supra.

Claims 65-69 are rejected under 35 U.S.C. § 112, second paragraph, as being indefinite
for failing to particularly point out and distinctly claim the subject matter which applicant regards
as the invention,

Claim 65 is vague and indefinite because it clnims a process for the production of any

polypeptide but recites only DNA encoding human EPO. It is not clear if applicant intends to
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Any inquiry of a general nature or relating to the status of this application should be

directed to the Group receptionist whose telephone number is (703) 308-0196.

Rabert Hodges
September 1, 1993
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