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NO | NTERFERENCE- | N- FACT

1. The parties have submtted a joint notion for judgnent

that no interference-in-fact exists. (Paper No. 16, “JM.)
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The count:

2.

Gor don

Count 1, the sole count, is:

a transgeni c bovine according to claim?7 of
Deboer 6, 140,552 or a transgeni c bovine
according to claim18 of Gordon, 08/246, 259.

DeBoer claim?7 is:

A bovi ne whose manmary gl and cells have a
genome conprising in operable association:

a DNA sequence encoding a signal
sequence functional in bovine manmmary gl and
secretory cells;

a DNA sequence encodi ng a pol ypepti de of
interest; and

a regul atory sequence that pronotes
expressi on of the DNA sequence encoding the
pol ypeptide in the mammary gl and;

wherein the bovine or a female
descendant of the bovine is disposed to
express the transgene in namary secretory
cells such that the polypeptide of interest
is detectable in m |k produced by the bovine
or a femal e descendant of the bovine;

wherein the polypeptide is a
het er ol ogous pol ypepti de.

Gordon claim 18 is:

A non- human mamal whose genome conpri ses a
DNA construct conprising a whey acidic
protein pronoter operably Iinked to a DNA
sequence encodi ng a heterol ogous protein,
wherein said construct further conprises a
DNA sequence encoding a secretory peptide
operatively linked to said DNA seguence
encodi ng a heterol ogous protein, wherein said
mammal is selected fromthe group consisting
of nouse, sheep, pig, goat and cow, and
wherein said heterol ogous protein is
expressed in the mlk of the mammal .
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18



I nterference 105, 004 Paper 18
DeBoer v. Gordon

5. DeBoer’s claim7 relates exclusively to bovines, but it
recites a general regulatory pronoter sequence.

6. Gordon’s claim 18 refers to a set of five mammal s,
I ncluding cow, which is a species of bovine, but it recites
exclusively the whey acidic protein (WAP) pronoter.

7. The parties argue that each of the clains of the three
I nvol ved DeBoer patents (all of which correspond to the count)
refers to a regul atory sequence that pronotes expression, a
mammary gl and specific pronoter, a mamrary gl and pronoter or a
regul atory sequence froma gene that is preferentially expressed
in the manmary gl and over the other tissues, or an al pha-sl
casein pronoter. (JMat 2-3, 14.)

8. The parties argue further that each of Gordon’s
i nvol ved cl ains specifies a DNA construct in which the pronoter
Is a whey acidic protein pronoter (WAP) that is operably |inked
to a DNA sequence encoding a heterol ogous protein, and a DNA
sequence encoding a signal peptide. (I1d. at 3, 6.)

Techni cal backqground:

Testimony of Dr. Meade:

9. Dr. Harry M Meade is Senior Vice President of Research
at GIC, an assignee of the Gordon application. (Meade
decl aration, JEOO7 at 1, 92.)

10. Dr. Meade testified that he has worked and publi shed

extensively in the fields of nolecular biology and transgenic
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ani mal technology. (I1Id. at 1, 14.)

11. Dr. Meade testified that he is an inventor of U S.

Pat ent 4,873,316, which relates to the transgenic production of
protein in mlk using the casein pronoter. (Id. at 13.)

12. Review of the face of U S. Patent 4,873,316 shows that
Dr. Meade is one of two inventors, that its title is “Isolation
of Exogenous Reconbi nant Proteins fromthe M|k of Transgenic
Mammal s,” and that it was filed June 23, 1987. (JEOl11 at 1.)

13. Dr. Meade states that whey acid protein is specific to
rodents, and is not normally present in the mlk of rum nants.
(JEOO7 at 3, 17.)

14. According to Dr. Meade, there was no evidence in 1986
that the WAP pronoter would function in bovines. (1d.)

15. Dr. Meade states that, in 1986, he thought it would
have been nore likely that a mlk pronoter froma rum nant woul d
facilitate expression of heterol ogous proteins in rum nant m | k.
(1d. at 18.)

16. Dr. Meade further states that he is not aware of any
exanpl e of successful expression of a heterol ogous protein in a
transgenic animal prior to Gordon’s priority date. (Id. at
3-4, 19.)

17. Moreover, Dr. Meade states that it was unknown whet her
a pronoter fromone species could effectively drive expression of

a protein coding sequence froma second species in the mammary
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gland of a third species. (1I1d.)

Testimony of Dr. Strijker

18. Dr. Rein Strijker, a co-inventor of the invol ved DeBoer
patents, is also Chief Business Ofice at Pharm ng, the assignee.
(Strijker declaration, JEOO5 at 1, 11.)

19. Dr. Strijker testified that he has extensive research
experience and nunerous publications in the art of eukaryotic
gene expression and transgenic animals. (1d. at 92.)

20. In particular, Dr. Strijker states that he was
especially famliar with the state of the art of eukaryotic
promoters in 1986, as illustrated by the defense of his thesis,
whi ch contained a chapter on the topic, in March of that year
(1d. at 2, 16.)

21. Dr. Strijker testified that many eukaryotic genes have
a highly conserved el enent called a TATA box about 30 base pairs
(bp) upstreamfromthe transcription start site. (1d.)

Mor eover, according to Dr. Strijker, it was well-known that
mut ati ons of the TATA regul atory sequence resulted in “severe
reduction of transcription levels.” (1d.)

22. Dr. Strijker testified further that eukaryotic genes
often have a “CAAT box” upstreamfromthe start site, and that
mut ati ons of this sequence al so reduce transcriptiona
efficiency. (1d.) Dr. Strijker testified that still other

regul atory sequences were known to exist in eukaryotic genes, but
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that it was not known which sequences were required for pronoter
activity; nor was their |ocation known. (1d. at 2-3.)

23. Dr. Strijker testified that he is unaware of anyone
havi ng successfully expressed a heterol ogous protein in the mlk
of a transgenic animl as of 1986. (I1d. at 3, 7.)

24. Dr. Strijker also testified that as of 1986, “it had
not been determ ned which, if any pronoters, “were suitable for
the task, and what if any other regul atory sequences m ght be
required to achieve expression in mlk.” (1d.)

25. Dr. Strijker states that Canpbell & Rosen (JEO009),
publ i shed in 1984, reports that the WAP pronoter had a “very
unusual TATA box,” as well as a CAAT sequence. (JEOO5 at 4, 19.)

26. Review of Canpbell and Rosen confirns Dr. Strijker’s
characterization: an upstream sequence, TTTAAAT, is described as
“an unusual ‘ TATA box,’ and anot her upstream sequence, CAAAGICT,
I's described as “simlar to the ‘ CAAT" box.” Both seguences were
| ocated in the upstream portions of both nouse and rat WAP genes.
(JEO09 at 8694.)

27. Dr. Strijker states that he would have inferred from
t he unusual TATA box structure that the WAP pronoter was
“inherently extrenely weak, and/or that the WAP pronoter was
regul ated in a manner not yet known and probably requiring one or
nore additi onal sequences besides the TATA box and the CAAT
region.” (1d.) (JEOO5 at 4, 19.)

-6 -
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28. According to Dr. Strijker, nothing in Canpbell & Rosen
or in the prior art available at the tine, indicated whether the
WAP gene had ot her regul atory pronoter sequences, or where they
were. (1d.)

29. Dr. Strijker states that the Rosen et al. reference
(JEO10), published March 30, 1986, reporting the failure to
observe WAP gene expression in the majority of transfectants
anal yzed, is “entirely consistent with and reinforce” his
concl usi ons based on the unusual TATA box reported for the WAP
gene.

30. Review of Rosen confirnms Dr. Strijker’s
characterization of that reference: Rosen reported that WAP gene
expressi on was not observed in a mpjority of transfectants
arising fromthe transfection of entire rat R-casein and WAP

genes into manmary gland cells. (JEO10 at 146.)

The parties’ arqunents

31. The parties urge that it would not have been obvi ous,
gi ven what was known about the WAP pronoter, to use the WAP
pronoter to express a protein in bovine mlk based on the broader
genera or alternative species of pronoter recited in the DeBoer
clains. Morre specifically, they urge that nothing in the prior
art would have notivated the selection of the WAP pronoter, and
that the state of the art actually taught away from using the WAP

pronot er .
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32. Moreover, the parties urge that the early state of the
art of maeking transgenic aninmals in 1986 woul d have further
conplicated matters because it would have been difficult to
di stingui sh problens due to inherent structural features of the
WAP pronoter from general problens of expressing proteins in
transgeni c ani mal s.

33. The parties conclude that expression using the WAP
pronoter, as recited in Gordon’s clains, is patentably distinct
from expression using the genera of pronoters or the alternative
casein pronoter recited in the DeBoer clainms. Accordingly, they

urge that there is no interference-in-fact.

Di scussi on

Test and burden of proof

“No interference-in-fact” nmeans there is no interfering
subject matter, that one party’ s clains are no inpedinment to a
patent for the other party’'s clains. The novant has the burden
to prove that the other party clains a different invention from
his owmn.” Case v. CPC Int'l, Inc., 730 F.2d 745, 750, 221 USPQ
196, 200 (Fed. Cir. 1984). 1In this context, “different
i nvention” neans “patentably distinct.” Aelony v. Arni, 547 F.2d
566, 570, 192 USPQ 486, 490 (CCPA 1977) ("“Sections 102, 103, and
135 of 35 U.S.C. clearly contenplate where different inventive
entities are concerned that only one patent should issue for
i nventions which are either identical to or not patently distinct

- 8 -
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fromeach other. . . . there is anple precedent fromthis court
for framng the test of interference in fact in terns of whether
two sets of clains are patentably distinct fromeach other.”)

If either party in an interference shows that its involved
cl ai r8 woul d have been neither anticipated nor obvious over the
other party’s involved clains, then it has established that a
precondition for an interference —that the two parties are
claimng the sane patentable invention —is not net. It is then
evident that the interference was declared inprovidently, and

that it should be term nated.

On the nerits of the joint notion

In the present case, two experts have testified as to the
state of the art of expressing heterol ogous proteins in mlk by
transgeni c techniques as of early 1986. W find that both
Dr. Meade and Dr. Striker are qualified as experts in the field
of transgeni c expression of proteins in general, and as experts
inthe field of the transgenic expression of proteins in mlk, in
particular. Based on their patents and publications, we find
that they were experts in and know edgeabl e about the state of
that art in 1986. W therefore accept and give significant
weight to their statements that they were unaware of any exanple
of successful expression of a heterol ogous protein in a
transgenic animal prior to Gordon’s priority date (JEOO7, Meade
decl aration at 3-4, 9), or, nore specifically, unaware of anyone

-9 -
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havi ng successfully expressing a heterol ogous protein in the mlk
of a transgenic aninmal as of 1986. (JEOO5, Strijker declaration
at 3, 17.) W conclude that the technical devel opnment of the
field of the inventions was at an early stage in 1986.
Consistently, Dr. Meade states that it was unknown whet her a
pronoter from one species could effectively drive expression of a
protein codi ng sequence froma second species in the mammary
gland of a third species. (JEOO5 at 3-4, Y9.) Dr. Strijker’s
testinony is also consistent: as of 1986, “it had not been
determ ned which, if any pronoters, were suitable for the task,
and what if any other regulatory sequences m ght be required to
achi eve expression in mlk.” (JEOO7 at 3, f7.) W conclude from
these statenents that as of 1986, there was little enpirica
evidence relating to the efficacy of pronoters taken from one
species used in another. Thus, there was, as of the critica
date, little if any basis for predicting the results of |inking
di fferent regul atory sequences to other protein codi ng sequences.
Particularly relevant to the status of the WAP pronoter, Dr.
Meade states that whey acid protein is specific to rodents, and
is not normally present in the mlk of rumnants. (JEOO7
at 3, 77.) Moreover, Dr. Meade states that there was no evi dence
that the WAP pronoter would function in bovines (id.), and that,
in 1986, he thought it would have been nore likely that a mlk

pronoter froma rum nant would facilitate expression of
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het er ol ogous proteins in rumnant mlk. (I1d. at 8.)
Dr. Meade' s statenents are supported by Dr. Strijker’s
description of the Canpbell & Rosen reference (JEO09), that this
reference reported that the WAP pronoter had a “very unusual TATA
box.” (JEOO5 at 4, 99.) Dr. Strijker’s statenent that it was
wel | -known that nutations of a highly conserved TATA regul atory
sequence about 30 base pairs upstreamfromthe transcription
start site resulted in “severe reduction of transcription |evels”
(id. at 2, 96), supports his conclusion that the unusual TATA
sequence inplies that either the WAP pronoter was “inherently
extrenely weak, and/or that the WAP pronoter was regulated in a
manner not yet known and probably requiring one or nore
addi ti onal sequences besi des the TATA box and the CAAT region.”
(1d. at 4, 99.) The conclusions of Drs. Meade and Strijker are
supported by the Rosen et al. reference, published March 30, 1986
(JEO10), reporting the failure to observe WAP gene expression in
the majority of transfectants analyzed. W find that the wei ght
of the evidence is that the WAP pronoter was known to be unusual,
and that it was known that there were difficulties using it for
het er ol ogous protein expression in mammary gl and cel | s.

Agai nst this background of the state of the art, we find
that, taken as prior art, DeBoer’s involved clains reciting the
use of pronoters generally would not have provided one of

ordinary skill in the art with a suggestion, reason, or

- 11 -



I nterference 105, 004 Paper 18
DeBoer v. Gordon

notivation, or a reasonable expectation of success, to use the
WAP pronoter recited in Gordon’s involved clains. Thus, we hold
that Gordon’s cl ainms woul d not have been anticipated by, or

obvi ous over, DeBoer’'s clains; in other words, the clains of the
two parties are not drawn to the sane patentable invention.
Accordingly, we find, acting on behalf of the Director of the
United States Patent and Trademark O fice, that there is no

i nterference-in-fact.

[1. Oder

In consideration of the joint notion for no interference in
fact, it is:

ORDERED that the joint notion that there is no interference-
in-fact between any of junior party DeBoer’'s U S. Patents Nos.
5,741,957, 6,013,857, and 6, 140,552, and senior party Gordon’s
application 08/ 246,259 is GRANTED

FURTHER ORDERED that a copy of this judgnent shall be given
a nunber and entered in the adm nistrative files of Junior Party

DeBoer’'s U.S. Patents Nos. 5,741,957, 6,013,857, and 6, 140, 552;
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FURTHER ORDERED that a copy of this judgnment shall be given
a nunber and entered in the admnistrative file of senior party
Gordon’ s application 08/246, 259;

FURTHER ORDERED t hat senior party Gordon’ s application
08/ 246, 259 shall be returned to the exam ner for further
proceedi ngs not inconsistent wwth this order;

FURTHER ORDERED that if there is a settlenent agreenent,
attention is directed to 35 U S.C. § 135(c) and 37 C.F. R
§ 1.661.

RI CHARD E. SCHAFER
Adm ni strative Patent Judge

BOARD OF PATENT

APPEALS AND
Rl CHARD TORCZON | NTERFERENCES
Adm ni strative Patent Judge

| NTERFERENCE

TRI AL SECTI ON

MARK NAGUMO
Adm ni strative Patent Judge
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