Amagen Inc. v. F. Hoffmann-LaRoche LTD et al

Case 1:05-cv-12237-WGY Document 813-8

Exhibit 7

UNITED STATEL L'=PARTMENT OF COMMERCE
Patent and Trademark Office

Address : COMMISSIONER OF PATENTS AND TRADEMARKS
Wwashington, 0.C. 20231

FIRST &AMED INVENTOR ATTORNEY DOCKET NO.

F L5272

HOLUEES E.XAM"“ER _l

/0wy
("I ‘_ -

LAZA, SLITE 2100 ART UNIT PAPER NUMBER
1205 2 9

DATE MAILED:

02/01/793

Trggacomr W Laton frem 1 € ¢var of yuut A S2EIT

COMMSSIORIRUP PATENTS AND T

m This application has been examined O Responsive to communication filed on [3 This action is made final.

A shortened statutory perlod for response 1o this action Is sel to explre___é—__ month(s), __—————=deys from tho date of this letter.
Failure 1o respond within the period for response will cause the application to become abandoned. 35U.8.C. 133

Part | THE FOLLOWING ATTACHMENT(S) ARE PART OF THIS ACTION:
1. I} Notice of References Cited by Examiner, PTO-892. 2. O Notice re Patent Drawing, PTO-948.
3. [ Notice of Art Cited by Applicant, PTO-1449. 4. [ Notice of informal Patent Application, Form PTO-152.
5. [ intormation on How to Effect Drawing Changes, PTO-1474. 6.

Part It SUMMARY OF ACTION
1. & Claims _’géﬁ__”’_”—/ are pending in the application.

Of the above, claims are withdrawn from consideration.

e

2. [J claims have been cancelled.

3. O clams - aresliowed.

4. [F claims é 5 - é"f)_ - are rejected.

5. [J Ciaims R R are objected to.

6. [J Claims - —_—— are subject to restriction or election requirament.
7. E This applicatior: has been filed with Informal crawings under 37 C.F.R. 1.85 which are acceptable for examination purposes.

8. [J Formal drawings are required in response 10 this Office action.

5. [0 The corrected or substitute drawings have been recelved on —— . Under 37 C.F.R. 1.84 these drawings

are [J acceptable ) not acceptable (see explanation cr Notice ra Patent Drawing, PTO-948).

10. [J The proposed additional or substitute sheet(s) of drawings, filed on

has (have) been [ approved by the
gxaminer, D disapproved by the examiner (sae explanation).

11. [0 The proposed drawing correction, fiied on . has pboen (] approved. (] disapprovad (see explanation).

12. [ Acknowledgment is made of the claim for priority under U.S.C. 119. The certified copy has O been received [ not been received

™) been filed in parent application, serial "o _filedon

13. [0 Since this application appears to be in condition {or allowance except for formal matters, prosecution as 1o the merlis Is closed In
accordance with the practice under Ex parte Quayle, 1935 C.D. 11; 453 0.G.213.

1. [ other
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A protest agains{ issuance of a patent based upon this npplication filed under 37 C.E.R.

§ 1.291(a), filed on 7/23/93, bas been considered and u copy hag been served on applicant. Any

comments or response applicant desires 1 (ke in connection with the protest must be filed with
applicant's response o this Olfice Action
5 Responsc 1o Protest filed by Lai
Protesloc asserts that he made a erincal contribution to the instanily claimed invention.
Specifically, Protestar asserts five contiibutions (not ali independent) which indicate that he is
in fact a co-inventor ol the instantly clauned subject matter (page 1).  All five alleged
contributions are offerad in support o Protestor's assertion that 1) the amino acid sequence of
10 EPO fragments T-35 and "-38 were eritical 10 obaining (he instant tavention, 2) that Protestor,
independently of Lin, the mvenior, abtained the umino acid sequences, and 3) that obtaining the
amino acid sequences of EPO fragments T-35 and T-38 yequired non-obvious methods. It 1§
conciderad by the examiner that alt three of these asserzions must be sustained before Protestor's
coatribution ¢in 4 cony derad invengve
15 In regard to point | above, the ¢saniner asgerts that (he Federal Cireuit in Amgen Inc.
v. Chugai Pharmaceutical Ca, Lid (18 USPQ2d 1016, 1021-22 (CAFC 1991)) has decided that
the amino avid sequence of EPO fragntenis 1-35 and T-38 were critical to obtaining the instant
invention (see Exhibit B).
In regard to peint 2 aad 3, the examiner notes that there is a presumption that the
20 inventorship of the instant application is correct and that Protestor is burdened with overcoming
this presumption by showing clear and convincing evidence to the contrary. The evidence

presented by Protestor 1s analyzed below.
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Proteslor assects (Prolest, pase 2, botwm) that the amino acid sgquencing wag done under
his supervision  Protesior nao wsestts (Protest, page 4, middle) that he was not Dr, Lin's
assistant, and was not under O Lin's thiecuon, and thet D Vapuek was tre EPO project leader,
Protestor has provided evidence that Protestor was not an assistant of Dr. Lin (Exhibit J) and that

5 Dr. Vapnek was supecvising boih Protestor 2ind Dr. Lin in the EPO project (Exhibit L), Such
evidence is not convincing Jis entively possible 1hat Protestor, while under the offictal or direct
supervision of Ny Vapack. was indirecty under Dr. Lin's supervision (thcough Dr. Vapnek, for
example, who appanenty supeivised botls Dro Lin and Protestor)  Protestor also asserts (Protest,
page 3, bouom) that Do Vapteh's memo (Exhibit 0} and Dr. Wang's notebook (Exhibit E)

10 provides evidence thac Dy Lin woas not mvolved in the acquistiion of EPO fragments from Dr.
Goldwasser )t 1y aoted that the memo mentions nemeraue researcherns working on various
aspects of the LLO praject o Taci, D L mentioned v (he {Urst pacagraph as communicating
the seqiianci 1y tesuls oF D olcetar 5 D1 Goldwasser e seerznt contradiets Protestors
assertion shat Di. Lin was not mealved 1 Protestor's pait of the EPO project.  Dr. Wang's

15 notebook provides only evidence that the PO fragments were sent to Prolestor, hot that Protestor
was working tndependanly

After considermy Protestors evidence that Protestor provided amine acid sequences
independently of Ov Ling the examaner finds no clear and convincing evidence that Protestor was
not uader the direcion of Di Lin ¢1 that the amino acid sequencing was not cione at his behest.

20 While it may be that Dr Lot wax not o direct supervisor of Protestor, this mere fact is not
evidence that the sequencing work performed by Protestor was not at the behest or suggestion

wi
of Dr. Lin. The evidence on s poun presented by Protestor is entirely consistent/{lhc current
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inventorship. An Ivenior need not perform (he actual manipulations required to make an
invention if such manipulauons do not tequite anmvenuve contridution (1.e. if such manipulation
are foutine; see 1nfra).

Protestor asscrts (Proiest, page 3, (a) and (b)) that non-routine peptide sequencing
5 techniques were used by Prolestor (o obtain ihe critical umiqo acid sequences. Protestor has
submitted several documents (Exhibit A) purpocting to evidence the non-routine nature of
Protestor's s;quenring, mathods  Firstly, the notebook pages and laboratory documents presented
in Exhibit A, while deseribing peptide fragment sequencing, do not provide motivations,
reasoning or specific details thar would indicate that the particular method used was eritical to
10 abtaining the smno acid sequence  Secondly, even granting, arguendo, that the microsequencing
paper by Protestar included in Kbt A anglicates lhal Protestor developed such techniques, it
Lai)s o eseslish by <ueh el guaes ware cotieal to oblaining the amino actd sequences of EPO
fragments. Protestor also usserts (Protest, page S, middle) that statements in the Amgen 1984
Annual Report (Exlibit MY are evidence ol Protesior's inventive contribution. Firstly, the Annual
15 Report does not mdware whether Prowesior developed such techniques. Secondly, due to the
promotional nature of summary statements in Annual Reports in general, these statements must
be given Jittle weight  There is o elear and couvincing evidence that the sequencing technique

used by Protestor was eritical o obtaining the instant invention.
Protestor asserts (Protest, page 2, (¢) and (d)) thai Exhibit A provides evidence that
20 Protestor selected the critical T-35 and 1-38 fragment sequences for probe design. However,
Protestor has presented no Gear and convincing evidence that the choice of fragmenis T-35 and

T-38 was 1) critical to obtaining 1he invention and 2) based on other than random selection or
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well known principlas (e scelecting o fragment becaase ifs encoding probe would be less

degenerate) 1n fact. Protester mdwates (Exhibit O, Explanuaon of Trem 10) that fragments T-35

and T-38 were merely the Tose fragments chosen (at random?) for sequencing.  In addition,”

Protestor indicates (Exhibie O, Explasaton of Lieor 13) that fragment T-38, like T-35, was chosen
for the presence of iryplophany  Choosing such an amino acid sequence for the derivation of
degenerate claning probes on thiz bas's waz well known at the time (see Suggs et al., page 6614,
first paragrapn ot Resulis)

Protestor’s lusttny ot s disput svah Amgen ovennventorship (Protest, page S, bottom)
and the cotrespondence lom 'rotestar's representabve (0 Amgen is not evidence of Protestor's
alleged co-ipvento ship hot merely ovidence of a dispute

The enanuner Hinds (hat all of the submiued evidence remains consistent with the
inventorship as onnpially prasented by Or Lin Accerdinuly, Protestar hae Failed ta provide clear
and convinciny eviduiee Gial B 1w did not iimselCimvent e instantly claimed subject tatter.

New Grounds ol Rejection

ISUS.C § 101 reads as [olows:

"Whoever invenls o1 discovers any new and useful process, machine, manufzcture, or

compositian of mattar or any new wd useful improvement thereof, may obtain a patent

therefore, subjec te the conditions and requirements of this litle".

Claims 65-09 wre reyeared wnder 35 US.C § 101 beeause the claimed invention is
inaperable and thacelore laeks potontle aiility

Claim 65 reertes "a process for the preparation of . 1] biofogically active glycosylated
polypeptide”™ but then limiis the (ransfornied gene to one encoding human EPO, It is not seen

kow a process involving only DNA encoding human EPO can lead 10 the prepacation of any
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desired polypepdde  Accacdingly, the ingixnily claimed process is inoperable and therafora lacks
patentable utifity. 101 neted that the instant rejection could be overcome by amending the claim
to recite “a process for the preparanon of biotogieally nctive glycosylated human erythropoietin."

Claims 65-6Y9 mie dirceted 0 an seveatron not patentably distinet from ¢laim 9 of

5 commonly assigned Patent No 4.667.016 (Lai et al.).

Claim © of Lui et al. recites a process of preparing EPO from & cell culture fluid. The
claimed process nmpheuly invalves the basic steps of 1) production of EPO containing cell
cultwre fluid and 2) isolrion of FPO Tom the fluid. Winle ¢laim 9 of Lai et al. recites details
of step 2 and the nstant claums reene detils of stea 1, both ¢laim 9 and the instant claims read

10 on botls steps. Jon (s regard it shoubd be noted thal Lar et al. refers (paragraph bridging columns
2 and 3 and volumn 4, lines 22-48) expliciily to the instantly claimed wethod of producing
recombinant EPO coutammy (Td  The weferenced applications are ancestors of the instant
application and Example 10 theivin dasoribes the exact subject marter of the instant claims.

Commonly assigned Pateat No. 4,667,016, discussed above, would form the basis for a

15 rejection of the noted claims vnder 35 U.S ¢ § 103 1 the commonly assigned case qualifies as
prior art under 35 US.C § 102(M or () and the conflicting inventions were not commonly
owned at the time (he invennon in this application was made. [n order for the examiner to
resolve this issue, the assignes is required under 37 CFR. § 1.78(c) to either show that the
conflicting inventions were commonly owned at \he time (he invention in this application was

20 made or to name (he pror inven.or af the conllieting subject matter. Failure to cemply with this
requirement will result in a holding of abandonment of the application. A showing that the

juventions were commonly owned at the time the invention in this application was made will

A 4068

AM670085877 AM-ITC 00870544



Case 1:05-cv-12237-WGY Document 813-8  Filed 08/13/2007 Page 7 of 12

Seral No. 07/113,179 7.
An Unit 1803

preclude a cejection under 35 US C § 103 bused upen the comnienty assigned case as a
reference under 38 U.S C § 102(1) or {g)

Claims 65-09 a ¢ repected under the judicially ¢rzated dacteine of obviousness-type double
pateriing as being uapatentable over clum 9 of U.S Patent No. 4,667,016 (Lai et al).

5 Claim 9 of L et ab 12ate: 1onrocess ol preparing LI'O {rony a cell culture fluid. The
claimed process muplicily tnveives the basic steps of 1) production of EPO containing cell
culture flurd and 2) isotaton of EPO from the fluid. While claim 9 of Lai et al. recites details
of step 2 and the inctant clanis tearte detls of step I, both claim 9 and the instant claims read
on both sieps Lot ¢tal reaches (parageaph bridging columns 2 and 3 and column 4, lines 34-48)

1C sroduction of seconbinvnt EIPO vontmny, flurd by she same method as instantly claimed.
Accordingly, 10 would have b ubvious 1o one of ardinary skil. o the art to produce human
LPO by the methad af Prient No. 4,667,016, mefuding production of cell culture fluid containing
recombinant TPO - Oneaaad have been wotivited 10 do so by the clear reference to preparation
of EPO comtatning vell culime M by La ot al

15 The obviouaess-type double pareming 1ggecion is a joiicially established doctrine based
upon public policy and s prmurly inended to prevent prolongation of the patent term by
prohibiting clainis s 8 second patent pot patentibly distinet from claims in a first patent  In re
Vogel, 164 USPQ 619 (CCPA 1970). A timely fided lerminal disclaimer in compliance with 37
C.FR.§ 1321(b) would overcome an actual or provisional cejection on this ground provided the

20 conflicting ap>licanon or patent is shown to be commonly owned with this apptication. See 37
CER. § 1.78(d)

The follovemy is o quotation o the Tist paragraph of 35 US.C. § 112
The specification xhall contsin a written description of the invention, and of the manner
and process of making and uung 1, i sech full, clear, concice, and exact terms as to

25 enable wny person shitled i the art o whicit it pertains, or with which it is most nearly

connected. 10 mike and ase the same and shall set forth the Lest node contemplated by
thie inventor of carrying owt s invention
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The specification is objected to under 35 US.C. § 112, first paragraph, as failing to
provide an adequate weitten description of the claimed invention and as failing to provide an
enabling disclosure
Applicant clais o metbod of preparmg CPO, in part, by growing a host “capable of
5 effecting post-transiational glycosylation of polypeptides expressed therein,”  Applicant has
provided no guidance for, and no working examples of, any test or procedure for determining
which hosi cells lave such capabilny and which do not. Withott such a procedure, one of
ordinary skill in the art zould would have had no way 0 determine operable from inoperable
embodiments of (the chuwmed mvenon (1 is {urthier noted that the instantly claimed host
10 eapability would be especially difficult to derermine because it is not clear if such a host must
be capable of glycolsylaung all polypepudes expressed therein, heterologous polypeptides I
expressed therein, o1 a subsel ol polypeptides  Accordingly, it would require undue ‘
experimentation by one of vrdmary skl m tlie art o practice (he tnvention as claimed.
It is alss nored that the vlamed host fuvilation does not appear in the specification as '
15 filed.  Accordingly, the recitanon of such o limitation in the claimg lacks bagis in the !
specification. Tt is noted that the mstant objection may be overcome by deleting the recitation
of the host's capabilily.
Applicant also clrms specslie expression steps (i), (i) and (iii) reciting transcription,
translation and giveosylabon  The denvled recitavon of these sieps has no basis in the
20 specification. 1t is also not clew what Hntation applicant intends to claim with these steps
which are inherent 1o the production of a glycosylated polypeptide. 1t is noted that this objection

may be overconie by deleting steps (1), (1) and (i11) Mrom claim 65,
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Applicant also clarms “plycosylation i a pattern directed by the amimo acid sequence
of said. polypepude and softiciently duplicative of the partern of glycosylation of naturally
occorring human enytluapoichn * Fiestly, there s no basis in the speeification for glycosylation
directed by (he am o acid sequence ol the expressed pelypeptide 1t is also not clear what

5 lmitation appilicant s claming with he recinanon “slycosylation...in a pattern directed by the
amino acid sequence of sotd polypeptide
Secondly, appitcant has provided no guidanve for, and no working examples of,
"sufficiently duplicative " glycosvtation  \policant has not described what constitutes sufficiency.
Applicant has provided 1o wudance for or meuns of determining the similarity of any
10 glycosylation pattern The evidence spplicanthas provided that the glycosylation pattern between
recombinant EPO and uunany LPO e diterent indieates that EPO made by the instantly claimed
method iz not "duplicanve ol mawal glycoselanny Tt s noted that this objection may be
avercame by deluuny e reenatons of “glycosylation . m a pattern directed by (he amino acid
sequence of end . poly peptide und "sufleiondy duplicative of he patiern of glycasylation of
15 naturally occuning hontn ersithroporetn.”
Claims 65-69 e rejected under 35 U S.C § 112, firsi paragraph, for the reasons set forth
in the objection 10 the speafivaiiog

Claime 65-69 v rejected under 38 LS Cy 2, first paragiaph, as the disclosure §s

enabling only for clamy huded 10 preparnnon of human EPQ, See M.P.E P. §§ 706.03(n) and

20 706.03(2).
Applicant clanns o process Sor lhe preparation of a Liologically active glycosylated

polypeptide  Hewever, (he speeeivation provides suidance for and a working example of only
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the production of EPO. Considering the primitive stute of the art of heterologous gene expression
at the time the invention was made. 1115 questioned whether the instantly claimed method could
have been practiced by one of ordinary skill in the art 1o produce any other biologically active
plycosylated polypepiide  For example, wl the time (he invention was made, it was highly
5 unpeedictable il a haterolosous proten would be produvced in a biologically active glycosylated
form. In addition. a the ume the inventon was made, mogt of the genes encoding the instanily
claimed polypeplides were unknown  FThe instantly claimed invention is critically dependent on
an isolated cionc encadimy a polypeptde of interest. At the time the invention was made, it
would have required exiensive s unpredicrable experimentation to obtain such a clone for most
0] of the myriad clamed polypepndes because wene 1soluion methods at the time depended on
unavailable and unpredicrable sequence mlormation. Accordingly, it would have required undue
experimentation by one of ordinary skidl in the art to practice the instantly ¢laimed invention to
produce most of the claimed polypeprides 1t is noted that the mslant rejection may be overcome
by amending the clam 1o recite “a process far the prepacition of biotogically aclive glycosylated
15 hunan erythropoienn ™
It 1s noted that enablement of the ubuve mentioned scope is provisional pending the
resolution of the objection to (he gpecification presented supra.
Claims 65-69 are rejevted under 35 U.S.C, § 112, second paragraph, as being indefinite
for failing to particularly pom? out and distinetly claim the subject matter which applicant regards
20 as the invention
Claim 65 is vague mnd mefinite because it claims a process for the production of any

polypeptide but recires only DNA encoding human EPO. 1t is aot clear if applicant intends to
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claim a process of preparing any polypentide or a process of preparing human EPO. It is noted
that the instant ground of rejection could be overcome by amending the claim to recite "a process
for the preparation of" brologically active glycosylated luman erythropoietin.”

Claim 65 i vagvue and indeiinite i the vecizdion "o host cell eapable of cflecting post-

S translational glycosylation ol polypeptides ™ U 1s ney clear what relationship applicant intends

between the glycosylaten ol paly pepndes and the rzened cell. A cell capable of effecting post-

transfational  glyeosylation  of polypepides 15 nat necessacily  effecting  post-translational

glycosylation and so 1t v ot vle ol applicants itend o clanm sard a cell which is in fact

effecting pest-tinsinnosal ecosy bmon . said celb wlich ig not effecting posi-translational

10 glycosylation or doth 1t hus bevo held that the recitation that an element i¢ "eapable of"

performing a function 1< ot a postuve luntation but only requires the ability to so perform, It

does not constitute u limitwion in any puentable sease. /i re Hichison, 69 USPQ 138, Tt is

noted that the 105120t miound ol rejection vy be evereome by deleting the recitation of the hosts
capability.

15 This application has been Tded wilh mfornal drawings which are acceptable for

examinalion purpases ocly, Lamal dinwags wall be required when he application is allowed.

Papers redated o this applicion way be submitted 1o Group 180 by facsimile

transmission.  Papers should be faxed 10 Group 180 via the PTO Fax Center located in Crystal

Mall J. The fasing of «uch papers must conform with the notice putlished in the Official

20 Guzelte, 1096 OG 30 (Nuvember .3.19%9) The CA:1 Fax Center number is (703) 305-3014.

Any inqueey concerauy his coninunicaion or givlier communications from the examiner

shoutd be directed w Robert Hodges whose telephone number is (703) 308-4229.
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Any inquiry of aueneral nalure o relahing to the slatus of this appfication should be

directed 1o the Group receptiotust whose telephone number 1s (703) 308-0196.

Robert Hodges S

September 1, 1993
/er” ﬁf/

ORY PME FIBRINER
cuPE'l\!S AT UNT 185 '
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