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INTRODUCTION

It is undisputed that when Genentech created the claimed drug combination,
using drugs never before combined to treat humans, its invention revolutionized
breast cancer treatment and became the first antibody-based first-line therapy for
treatment of solid tumors ever approved by the FDA. The Board’s decision
deprived Genentech of its claims to that novel combination. But the Board’s
decision was flawed from start to finish, and the government’s efforts to backfill
on appeal cannot save it.

The government’s brief is most notable for what it does not say. The
government does not identify any language in the claims or specification that
would support the Board’s claim construction. It also does not dispute that the
Board’s construction—which compares the claimed combination to a patient left
entirely untreated—makes no practical sense. The government instead relies on a
single statement from the prosecution history. But the government improperly
discounts the citations embedded in that statement, which inform how a person of
skill in the art would view the claims. The resulting ambiguity means that the
statement falls short of meeting the demanding standard for establishing a
prosecution disclaimer.

Similarly, in defending the Board’s ruling that the claims are obvious under

the correct construction, the government does not even attempt to defend the
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Board’s flawed inherency ruling. As discussed in Genentech’s opening brief, the
Board began its discussion of obviousness with a ruling on inherency that came
nowhere close to meeting the established legal standard for inherency. The
government’s response does not dispute Genentech’s argument or otherwise
defend the Board’s inherency ruling. That silence speaks volumes. The Board’s
misplaced reliance on the doctrine of inherency was indefensible and should be
reversed.

The government also does not dispute that, in holding that there would have
been a reasonable expectation of success in extending the time to disease
progression compared to a taxoid alone, the Board relied on a report that “excludes
patients with no response [to treatment] ... potentially skewing the results
upward.” PTO Br. 25.1 Specifically, the Board compared (1) the time to disease
progression for rhuMAb HER?2 alone reported in the Baselga 96 reference to
(2) the time to disease progression for a taxoid alone reported in another
reference—without accounting for the fact that the number reported in Baselga *96
excluded 22 of the 43 patients who did not respond to treatment, while the taxoid
reference reported a number for all patients. The Board was thus erroneously
comparing apples and oranges. And the government’s contention that Genentech

somehow waived this argument ignores that the petitioner never raised the issue in

1 All emphasis added unless otherwise indicated.
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its petition and Genentech identified the reference’s shortcomings at its first
opportunity after the argument was eventually made. Nor can the government’s
unsupported speculation on appeal cancel out the Board’s error.

The government also does not dispute that in turning to other references, the
Board impermissibly relied on the inventor’s own path to support its finding of
obviousness and adopted a standard suggesting that a reasonable expectation exists
based on the mere existence of a clinical trial. These findings are also unsupported
by fact and law.

The Board’s decision should be reversed or, at a minimum, vacated and
remanded for correction of these errors.

ARGUMENT

l. THE GOVERNMENT’S ATTEMPT TO DEFEND THE BOARD’S CLAIM
CONSTRUCTION FAILS

The government identifies no language in the original claims or specification
that supports comparing the claimed combination of an anti-ErbB2 antibody (e.g.,
rhuMAb HER?2), a taxoid (e.g., paclitaxel), and a further growth inhibitory agent to
a patient receiving no treatment whatsoever. To the contrary, the specification
makes clear that the proper comparison is to a patient who—although “untreated”
with the claimed combination—is administered a drug, specifically a taxoid. The
government’s claim construction argument thus depends on proving that a single

sentence from the prosecution history unmistakably overrides the disclosure in the
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specification. Viewed in context, that single sentence does not meet the
demanding standard for establishing a disclaimer.

The claimed method of treating breast cancer in U.S. Patent No. 7,892,549
states that the claimed three-drug combination must be administered “in an amount
effective to extend the time to disease progression in the human patient.”
Appx88(33:42-43). The specification drives home that the proper comparator is
treatment with a taxoid alone. The specification does not disclose a single instance
of the extension of time to disease progression (TTP) being measured relative to a
patient receiving no treatment. Indeed, the government does not dispute that a
patient would never be provided no treatment because it would be unethical to do
so. Genentech Br. 21; Appx9766-9767. Breast cancer is a life-threatening disease
for which there were already therapies approved by the FDA. A skilled artisan
thus would have readily appreciated the illogic of interpreting the claims, as the
Board did, to require a comparison to no treatment at all. Appx9766-9767.

The specification instead makes clear that the proper comparison for
measuring the extension of TTP is between the claimed combination and a control
arm of paclitaxel alone. Appx86(29:11-30:5) (comparing “T+H” (i.e., Taxol and
Herceptin) to “T” (i.e., Taxol)). Reading the claims in light of that disclosure is
not, as the government alleges (at 19), an attempt to import limitations from the

specification into the claims. By their plain terms, the claims require a comparator.
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The specification simply “informs the proper construction of the claims,” Phillips
v. AWH Corp., 415 F.3d 1303, 1316 (Fed. Cir. 2005) (en banc), by confirming that
the comparator is a taxoid—the standalone treatment to which the specification
compares the claimed combination.?

Unable to find support for its construction in the claims or specification, the
government rests its argument on a statement in the prosecution history that “the

expression[] ‘extend the time to disease progression’” is “clear from the
specification (see, in particular, page 15, lines 15-17; and pages 42-43)” and means
“extend the time to disease progression relative to an untreated patient.”
Appx11416. But when that statement is read in the context of the prosecution
history as a whole, and the patent specification to which it refers, it is not
sufficiently “clear and unmistakable” to meet the demanding standard for
establishing a disclaimer. SanDisk Corp. v. Memorex Prods., Inc., 415 F.3d 1278,
1287 (Fed. Cir. 2005).

The government improperly discounts the citations embedded in the very

same statement on which it relies. The alleged disclaimer said that the comparator

2 The government tries to muddy the waters by arguing (at 19) that
anthracycline/cyclophosphamide might serve as a comparator, even though
“certain claims exclude anthracycline therapy as the drug administered,” based on
“increased cardiac side-effects.” Appx86(30:20-21). But in determining the
comparator for the treatment that succeeded, an ordinary artisan would have
naturally looked to the control in that same arm of the study (i.e., a taxoid alone),
not the control in the arm that failed.
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for extending TTP is “clear from the specification (see, in particular, page 15, lines
15-17; and pages 42-43).” Appx11416. The government (at 18) dismisses these
cross-references as “additional citations to descriptions of TTP.” But the
referenced “pages 42-43” explicitly disclose the results of Genentech’s clinical
trials in which the claimed combination (“T+H") was compared to a taxoid alone
(“T”"), with no mention whatsoever of patients receiving no treatment. Appx1160-
1161. Thus, even at the moment of the alleged disclaimer, the prosecution history
was pointing to the comparison with a taxoid as indicative of the meaning of the
claims, signaling that “untreated patient” meant untreated with the claimed
combination.?

“Where the alleged disavowal is ambiguous, or even amenable to multiple
reasonable interpretations,” this Court has “declined to find prosecution
disclaimer.” Massachusetts Inst. of Tech. v. Shire Pharms., Inc., 839 F.3d 1111,
1119 (Fed. Cir. 2016) (internal quotation marks omitted). That is exactly the case
here. The statement on which the government relies may appear clear on its face,
but the embedded citations render it ambiguous.

Finally, the government implies that the prosecution history could be

“relevant as reinforcing the evident meaning of the claim language at issue,

3 The designated portion of the specification disclosing a taxoid as the
comparator provided a “‘specific definition of the comparator,” PTO Br. 17,
sufficient to resolve any definiteness concerns.
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whether or not it would meet standards for disclaimer or disavowal.” PTO Br. 16-
17 (quoting D’Agostino v. MasterCard Int’l Inc., 844 F.3d 945, 949 (Fed. Cir.
2016)). But the government is not seeking to “reinforc[e]” anything. It seeks to
use the prosecution history to override the meaning evident from the specification.
The demanding standard for disclaimer is thus the relevant standard here.

Even if that were not the case, the prosecution history does not control.
Prosecution history is often “less useful for claim construction purposes” than the
specification “because the prosecution history represents an ongoing negotiation
between the PTO and the applicant, rather than the final product of that
negotiation.” Phillips, 415 F.3d at 1317. Nor does the government’s invocation of
the broadest reasonable interpretation standard help it. The government never
explains how choosing one comparator over another would make the claims
broader or narrower. The choice here is not between a broad or narrow
construction, but between a comparator unsupported by anything other than an
ambiguous, isolated statement in the prosecution history (the Board’s construction)
or a comparator supported by the specification (the correct construction).

1. UNDER A PROPER CONSTRUCTION, THE BOARD’S OBVIOUSNESS RULING
CANNOT STAND

The invention here arose from the extraordinary decision to add the
combination of rhuMADb HER2 and paclitaxel to an ongoing Phase 111 study even

though the combination had never before been studied in humans. As the Board’s
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decision and the government’s brief illustrate, it is tempting—with the benefit of
knowing that the study succeeded—to view the extension of time to disease
progression achieved in that study as obvious. Indeed, the Board relied on the very
decision to test the combination without prior Phase | or Phase Il studies—itself a
product of the inventor’s extraordinary knowledge and foresight—as evidence of
obviousness. But looking at the references for what they actually were, and from
the standpoint of an ordinary artisan as of 1997, it is clear that significant
uncertainties existed. None of the references describe testing the combination in
human patients, much less any results; Baselga *96 described the results of a Phase
Il trial testing rhnuMAb HER2 alone; and the Baselga abstracts described xenograft
studies measuring a different clinical endpoint, which did not provide a sufficient
basis for an ordinary artisan to reasonably expect—as opposed to merely hope
for—a particular result in human patients. All of these references thus left too
much uncertainty, and too big of a leap still to be made, to provide substantial
evidence to support’s the Board’s decision.

As Genentech’s opening brief explained, the Board did not appreciate this
Important context for viewing the prior art and made two errors in its obviousness
analysis—first by finding that the claimed extension of TTP was an inherent
benefit of an otherwise obvious combination, and second by finding that an

ordinary artisan would have expected the claimed extension of TTP based on the
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Baselga references. In response, the government does not defend the Board’s
analysis on inherency, admits that the Board relied on skewed data, and repeats
many of the Board’s same errors.

A.  The Government Does Not Even Attempt To Defend The Board’s
Inherency Ruling

The Board’s very first reason for finding the claimed efficacy obvious was
that it was an inherent result of an otherwise obvious combination. The Board’s
inherency determination was legally flawed, failing to honor the legal framework
governing inherency that “[t]he limitation at issue necessarily must be present, or
the natural result of the combination of elements explicitly disclosed by the prior
art.” PAR Pharm., Inc. v. TWI Pharms., Inc., 773 F.3d 1186, 1195-1196 (Fed. Cir.
2014), and ignoring that the prior art did not inherently link extension of TTP the
claimed combination. Genentech Br. 25-29. Indeed, nothing in the record
supported that extension of TTP would result “each and every time” as required by
the inherency framework. Endo Pharms. Sols., Inc. v. Custopharm Inc., 894 F.3d
1374, 1382 (Fed. Cir. 2018). Nor could it in view of the record evidence showing
that some patients administered with rhuMAb HERZ2 and paclitaxel did not
experience any extension of TTP. Genentech Br. 27 (citing Appx8435).

The government does not even attempt to defend the Board’s flawed
inherency ruling, either based on the law or the record evidence. The

government’s silence speaks for itself—the Board’s inherency decision was
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indefensible and showed a fundamental misunderstanding of the record evidence.
The Board’s decision on this point should be reversed.

B.  The Board’s Decision On Efficacy Was Based On Results That
The Government Concedes Were “Skew[ed]”

Genentech’s opening brief showed that the Board’s key determination—that
an ordinary artisan would have reasonably expected the combination of rhuMADb
HER2 with a taxoid to extend TTP in a human patient, as compared to a taxoid
alone—rested on a simple, fundamental error: The Board compared apples to
oranges. The Board read Baselga 96 to disclose that the TTP for patients treated
with rhuMAb HER2 alone was 5.1 months. It compared that to the Physician’s
Desk Reference’s statement that the TTP for a taxoid (paclitaxel) was 3 or 4.2
months. It then concluded that, because the TTP for rhuMADb HER2 appeared to
be greater than the TTP for paclitaxel, combining rhuMAb HER?2 with paclitaxel
would necessarily result in a longer TTP than paclitaxel alone.

The problem is that Baselga *96 and the Desk Reference reported TTP
figures calculated in very different ways. The Desk Reference reported the median
TTP for paclitaxel based on every patient treated in a 471-patient study, including
the 338 patients who did not respond to treatment. Appx3485. Baselga ’96, by
contrast, reported median TTP for rhuMAb HER2 based on only 16 of the 43
assessable patients in the study, excluding 22 patients who did not respond to

treatment and showed disease progression. Appx42-44; Appx3670.

10
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The government acknowledges the Board’s critical mistake. It concedes (at
42) that Baselga 96 “excludes patients with no response ... potentially skewing
the results upward.” PTO Br. 25. This admission should end this Court’s
analysis. There is simply no way of telling from these partial, admittedly
“skew[ed]” results what rhuMAb HER2’s actual effect on extension of disease
progression was likely to be compared to treatment with a taxoid alone.

The government’s attempts to argue around this clear flaw in the Board’s
decision fail. The government’s first contention (at 24-25) is that Genentech
waived any argument that Baselga *96’s TTP could not be used as a comparator for
paclitaxel’s reported TTP because Genentech failed to make this argument in its
Patent Owner Response and “accepted 5.1 months as Herceptin’s TTP.” PTO Br.
26. But there was no waiver because the petitioner never suggested comparing
those TTPs in its petition. See Appx14005-14081. To be sure, the petition
described Baselga *96 and mentioned that it reported a 5.1-month TTP. But it
nowhere suggested that this TTP could or should be compared to the TTP for
paclitaxel disclosed in the Desk Reference to establish a reasonable expectation of
success. See generally Appx14005-14081. Indeed, the petition itself
acknowledged that Baselga’s TTP figure included only those patients with “minor
responses” and “stable disease.” Appx14037. Nor did the Board suggest this

reasoning in its Institution Decision, which was based on its erroneous claim

11
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construction requiring comparison to patients who received no treatment.
Appx14252; Appx14264. Genentech could not rebut an argument in its Patent
Owner Response that was not made in the first place. See Belden Inc. v. Berk-Tek
LLC, 805 F.3d 1064, 1080 (Fed. Cir. 2015) (“A patent owner ... is undoubtedly
entitled to notice of and a fair opportunity to meet the grounds of rejection.”); see,
e.g., EmeraChem Holdings, LLC v. Volkswagen Grp. of Am., Inc., 859 F.3d 1341,
1348-1349 (Fed. Cir. 2017) (vacating and remanding because certain grounds for
reversal were not raised with sufficient specificity in the Board’s institution
decision or in the briefing); In re NuVasive, Inc., 841 F.3d 966, 971-973 (Fed. Cir.
2016) (vacating and remanding in part where grounds for Board’s rejection was
raised for the first time in petitioner’s reply, even though there had been notice of
the grounds in parallel IPR proceedings).

The government also misses the mark when it argues that Genentech failed
to show that Baselga *96’s exclusion of patients without any tumor response in the
calculation of TTP would matter because Baselga *96 also excluded patients in
remission, possibly skewing the results in the opposite direction. PTO Br. 25-26.
This argument fails for at least three reasons.

First, the record contains no evidence that would permit anyone to draw a
reliable conclusion based on the government’s unsupported speculation that

multiple omissions in Baselga 96 might have cancelled each other out. See In re

12
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Kao, 639 F.3d 1057, 1067 (Fed. Cir. 2011) (“conjecture does not supply the
requisite substantial evidence”). This absence of proof is a shortcoming in
petitioners’ case, not Genentech’s, and means that the Board’s decision is not
based on substantial evidence.

Second, the government cannot shift the burden to Genentech to establish
the actual TTP for rhuMAb HER2. See In re Magnum Qil Tools Int’l, Ltd., 829
F.3d 1364, 1377-1379 (Fed. Cir. 2016) (reversing final written decision because
the Board shifted the burden of proof on obviousness from the petitioner to the
patent owner); see also Honeywell Int’l Inc. v. Mexichem Amanco Holding S.A. de
C.V., 865 F.3d 1348, 1355-1356 (Fed. Cir. 2017) (“In an inter partes
reexamination involving obviousness, the standard is not whether the patent owner
can persuasively show that one of ordinary skill would have expected failure.
Rather, the burden is on the Examiner to show that one of ordinary skill would
have had a motivation to combine the references with a reasonable expectation of
success.”). Genentech has demonstrated that the Board’s obviousness finding
depended on a comparison from which no reliable conclusion can be drawn,
thereby showing that the decision was unsupported by substantial evidence.
Genentech does not have an additional burden to produce evidence showing what

the result of a study with a comparable calculation would have been.

13
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Third, the government cannot defend the Board’s decision based on a factual
rationale the Board itself did not adopt. Nowhere did the Board address the defects
with Baselga 96’°s TTP calculation or endorse the speculative reasoning the
government now advances. This kind of backfilling is legally impermissible under
basic principles of administrative law. “The Board’s judgment must be reviewed
on the grounds upon which the Board actually relied.” In re Applied Materials,
Inc., 692 F.3d 1289, 1294 (Fed. Cir. 2012) (citing SEC v. Chenery Corp., 332 U.S.
194,196 (1947), and In re Lee, 277 F.3d 1338, 1345-1346 (Fed. Cir. 2002)).

Where the only reference relied on by the Board as establishing the claimed
efficacy in fact provided an incomplete calculation of TTP, an ordinary artisan
could not conclude that rhuMAb HERZ2 in combination with a taxoid would extend
TTP as compared to a taxoid alone.

C. The Governments Fails to Rebut Genentech’s Other Arguments

The government’s attempts to rebut Genentech’s remaining arguments are
unavailing. For example, the government dismisses Genentech’s evidence
showing the uncertainty of trying to predict the result of combining the
fundamentally new therapy of rhuMAb HER2 with paclitaxel—as shown by the
high failure rate of clinical trials generally (almost 60%)—on the ground that the
law does not demand “[a]bsolute certainty.” PTO Br. 28. But that misses the

point. There is no requirement of absolute certainty, but the failure rate remains

14
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highly relevant as an illustration of the unpredictability of the art, informing what
an ordinary artisan would have reasonably expected. See also OSI Pharms., LLC
v. Apotex Inc., No. 2018-1925, F.3d __, 2019 WL 4892078, at *7 (Fed. Cir.
Oct. 4, 2019) (reversing obviousness determination that relied on fact of Phase 11
trials, and noting the high failure rate of drugs in clinical trials).

This lack of predictability is amplified in this instance given the state of art
in 1997. Although Herceptin is now the standard of care, in 1997, rhuMAb HER2
offered a completely new approach to treating breast cancer using a human-
engineered antibody. Such treatment of solid tumors had never before been
approved by the FDA, there were no other clinical trials testing the combination of
rhuMAb HER2 and paclitaxel, and measurement of TTP for the combination had
never been reported in any model, not even a preclinical model. With this minimal
data on a fundamentally new therapy, and well aware of the high failure rate of
oncology drugs in clinical trials, an ordinary artisan simply did not have enough
information to form a reasonable expectation of success about this new therapy
combined with not one, but two chemotherapy drugs.

The government never appreciates this important context for viewing the
prior art, instead asserting that Genentech is setting too high a standard for a
reasonable expectation of success. Not so. This Court recently confirmed that the

fact of a clinical trial going forward does not automatically transform promising

15



Case: 19-1270 Document: 36 Page: 22  Filed: 10/15/2019

underlying data into data that provides a reasonable expectation of success. OSI
Pharms., 2019 WL 4892078, at *8. This is because clinical trials might proceed
only upon the “hope”—which the Court explicitly distinguishes from
“expectation”—of success. Id. Of course, Genentech had hope that its proposed
trial would lead to a new, successful approach to the treatment of an aggressive
form of cancer, but starting a Phase 111 trial without any prior clinical testing of the
combination was very uncommon and further supports the uncertainty of the
results. The Board’s reasoning that the acceptance of a clinical trial on the basis
of that data elevated that hope to an expectation is not supported by substantial
evidence, and the government has not remedied that deficiency.

The government also falls into the same hindsight bias as the Board in
defending application of the principles of combination therapy to support a
reasonable expectation of efficacy. In particular, the government asserts that
Genentech’s expert admitted that she was unaware of any prior art suggesting that
the principles would not apply to a chemotherapy-antibody combination (PTO Br.
27), but this argument ignores that antibodies were relatively new therapies, with
rhuMAb HER2 the first humanized antibody to treat solid tumors. Appx10170-
10171; Appx4234-4235. Indeed, as Genentech’s opening brief explains (at 28-29),
the prior art explicitly cautioned the uncertainty of, and acknowledged the potential

challenges facing, incorporating biological agents such as antibodies with
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combination regimens. The prior art explicitly acknowledged the failure to
combine chemotherapy with hormone therapy, which did not increase the response
rate, TTP, or survival as compared to either treatment alone. Appx9920;
Appx9927. Some studies even suggested that hormone therapy alone provided
better results than combined treatment with chemotherapy. Appx9934; Appx9793-
9794 (1208); Appx9800 (1219). Under these facts, Genentech’s experts did not
need to prove a negative; rather, the record evidence established that an ordinary
artisan would not apply these principles to this novel antibody therapy.

CONCLUSION

The Board’s decision should be reversed or, at a minimum, vacated and

remanded.
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