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The Honorable Kathi Vidal
Under Secretary of Commerce for Intellectual Property and
Director of the United States Patent and Trademark Office (USPTO)

Dear Honorable Director Vidal,

Please let this email serve as notification of the filing today, December 21, 2023, of
Petitioner’s Request for Director Review in PGR2023-00026 through the PTAB E2E portal
(Paper No. 13). A copy of the Petitioner’s Request for Director Review in PGR2023-00026
(Request) is attached hereto, and counsel of record for the Patent Owner and for the Petitioner
are copied on this email.

Vacatur of the Board’s Preliminary Decision to not institute Post Grant Review (PGR),
PGR2023-00026, Paper No. 12 (“Decision”), and institution of PGR Proceedings on all
grounds raised by Petitioner as to US Patent No. 11,395,838 are respectfully requested. This
Request presents two issues for Director Review (in priority order).

First, the Request presents an early opportunity for the Director to address, as a matter of first
impression in a PGR, the applicability of the Supreme Court’s decision in Amgen v. Sanofi,
No. 21-757, 598 U.S. _, Slip op. (S.Ct. May 18, 2023) to pharmaceutical patent examination
and review. The Board’s analysis of patentability in the Decision ignores Amgen entirely, and
the Board’s denial of institution is irreconcilable with Amgen. Thus, this case raises important
public policy issues.

Second, the Request demonstrates material errors of fact and law resulting from the Board’s
failure to analyze of the scope of the challenged claims (i.e., construe the meaning of the
claims) in order to identify written description support commensurate with that scope. The
Board’s failure to construe the claims taints all of the Board’s views on patentability
(including under § 112(a), § 112(b), and § 103).

As such, the Request respectfully requests vacatur of the Decision and institution of PGR on
all grounds raised by the Petitioner.

Respectfully submitted,

/Patrick D. McPherson/

Patrick D. McPherson PGR2023-00026
Ex. 3100
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Petitioner’s Request for Director Review
L. INTRODUCTION

Petitioner Microbiotica Limited (“Petitioner”) respectfully requests the
Director vacate the Board’s Preliminary Decision (“Decision”) denying institution
of post-grant review of U.S. Patent No. 11,395,838 (“the *838 Patent) and
institute review on all grounds. Vacatur of the Decision is warranted in view of
intervening controlling law from the Supreme Court that is irreconcilable with the
Board’s patentability determination, yet ignored entirely in the Decision.

On May 18, 2023, the Supreme Court issued a succinct edict in Amgen
mandating that “[t]he more one claims, the more one must enable.”! And it is
axiomatic that a specification cannot enable reach through claims of limitless
scope. Yet, despite acknowledging the limitless scope of Patent Owner’s (“PO”)
monopoly, and despite the parties’ supplemental briefing on the impact of 4mgen,
the Board failed to so much as cite Amgen in the Decision, much less consider its
application or distinguish its binding authority in denying institution. This was
material error—especially as Amgen amply demonstrates that Petitioner need not
cite “In re Wands” to demonstrate a lack of enablement. Indeed, 4Amgen did not.

The Board’s error is further compounded in its written description analysis,

which focuses solely on what is purportedly disclosed in the specification, without

'Amgen v. Sanofi, No. 21-757, 598 U.S. _, Slip op. at 17 (S.Ct. May 18, 2023).
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Petitioner’s Request for Director Review

having performed an analysis of the scope of the claims. The Board then credits
PO’s expert, Dr. Garrett, while overlooking fundamental flaws in the experimental
data that render the Challenged Claims without any scientific or factual support,
and outside the possession of the inventors. Having failed to conduct a full claim
analysis in order to identify written description support commensurate with the
scope of the claims, the Board made a material error of law.

The Director has indicated that the USPTO has undertaken several initiatives
to improve pharmaceutical patent examination and review, including initiatives to
improve the process for challenging issued patents before the PTAB. K.Vidal,
Letter to R.M. Calift, dated July 6, 2022, at 7. The Decision commits fundamental
errors by not applying Amgen and by not assessing the scope of the Challenged
Claims. The Decision undermines the USPTO’s important policy initiative of
improving pharmaceutical patent quality through its reliance on an underlying
abuse of discretion. For these reasons, Petitioner respectfully requests the Director
vacate the Decision and institute post-grant review.

II. OVERVIEW

The *838 Patent generally relates to a method for modulating the body’s
microbiome (e.g., bacteria in the mouth or gut) in order to enhance an immune

checkpoint response for the treatment of cancer. Immune checkpoints are a normal
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part of the immune system and function to regulate an immune response to foreign
bodies (including tumor cells) in the body. EX-1001, Abstract, 1:24-54.

The *838 Patent contains a single independent claim: a reach-through claim
reciting a method of near limitless scope:

1. A method of reducing or delaying growth of a skin cancer tumor in
a subject in need thereof, comprising administering to the subject a
composition comprising an isolated or purified population of bacteria

belonging to the family Ruminococcaceae.

Id. at 189:1-6. As the Petition explains, the claims do not limit the type of skin
cancer tumors that can be treated. Pet. at 31-47. They do not recite (i) any
ingredients or limits on the type(s) of composition to be administered; (i1) how or
where anatomically the composition can be administered; (iii) the genus or species
of Ruminococcaceae bacteria that must be used (and encompass Ruminococcaceae
species that the patent teaches are disadvantageous and detrimental); (iv) the
concentration of such bacteria; (v) the purity of such bacteria; or (vi) whether there
needs to be particular types of bacteria present together. Nor are these unbounded
variables described in the specification. /d.

Indeed, the only “working examples™ of a “composition” administered to a
“subject” in the specification was an aliquot of unprocessed (and uncharacterized)
human feces orally gavaged into a mouse. The specification contains no

description and no correlation whatsoever of the bacteria (or concentrations of
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bacteria) that were actually administered from the fecal samples. Thus, none of
data provides a scientific or factual basis from which to conclude that the claimed
effect (reducing or delaying the growth of all skin cancer tumors) correlates to the
claimed method of “administering... a composition comprising an isolated or
purified population of bacteria belonging to the family Ruminococcaceae.”
Nonetheless, the Challenged Claims reach through to all methods for reducing or
delaying the growth of all skin cancer tumors (and hence all treatments of skin
cancer tumors) across all vertebrates by all modalities and means for administering
all types of Ruminococcaceae family bacteria-containing compositions. Such
open-ended breadth is not supported by, nor enabled by, the specification of the
’838 Patent and renders the Challenged Claims unpatentable under Section 112(a).

A.  The Board Failed to Apply Amgen While Misapprehending
Petitioner’s Enablement Challenge

After the Petition was filed, but before the Decision, the Supreme Court
issued its Amgen decision. Petitioner was granted leave to file a supplemental brief
addressing Amgen’s impact on the patentability of the Challenged Claims.
Petitioner showed why, under this intervening precedent, the near limitless nature
of the Challenged Claims would require a correspondingly limitless disclosure to
satisfy the command of §112(a). Paper 10, citing Amgen, Slip op. at 17 (“In other
words, the specification must enable the full scope of the invention as defined by

its claims. The more one claims, the more one must enable.” (emphasis added)).
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Petitioner further explained why the limited experiments discussed in the
specification, and the general skill in the art, were insufficient to backfill the lack
of enabling disclosure. Simply put, a specification cannot enable a claim of
limitless scope, no matter how thorough its disclosure. This is particularly true in
this case, where the specification discloses only three experiments — i.e., the “fecal
matter transfers” (“FMTs”) 1, 2 and 3 in Example 4 — wherein any “composition”
(raw human feces) was “administered” (orally gavaged) to a subject (healthy mice
injected with a murine melanoma tumor model).? Ex.1003, 99 66-72. Neither FMT
provides any steps taken to characterize the specific bacteria, or concentration or
combinations of such bacteria, in the fecal samples administered. /d. In other
words, nowhere does the patent disclose what bacteria — or even how much
bacteria — were administered to these mice, or correlate what bacteria and at what
amounts are needed to achieve “reducing or delaying growth of a skin cancer

tumor”. Yet, like Amgen, PO seeks to monopolize and reach through to every

>The FMTs involved a total of six mice treated with “responder feces” from three
different donors: three mice in FMT 1; two mice in FMT 2; and a single mouse in
FMT 3. And at the end of the protocol, the abundance of Ruminococcaceae in the
responder vs. non-responder groups was not statistically different. Ex.1001 Fig.

34(B). Despite this underpowered data, the Board credited PO’s conclusions.
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method of administering any composition containing at least some
Ruminococcaceae bacteria (which encompasses virtually all FMTs, see EX-1014
p.255-256) defined by an indefinite and unclear desired outcome — reducing or
delaying the growth of a skin cancer tumor.

Moreover, while there are dozens of species of bacteria in the
Ruminococcaceae family, the PO’s use of the “comprising” transition means that
the claims are not limited to compositions containing bacteria in this family alone.
Ex-1015 p.1016-18; EX-1016 p.3932. Thus, the number of potential combinations
of compositions comprising such bacteria (and at any concentration) is literally
without limit.> The patent does not enable a POSA to administer an infinite number
of such compositions, and by every means possible, while successfully “reducing
or delaying” the growth of all skin cancer tumors - particularly where the
specification does not even disclose which bacteria, or combinations or
concentrations of bacteria, were “successful” in the Examples. Compare Amgen,
Slip op. at 6 (disclosure of 26 antibodies failed to enable claims covering millions)

with *838 Patent (disclosing no embodiments and claiming virtually all).

3Conservatively assuming there are between 50-75 Ruminococcaceae species, the
number of potential combinations is between 1.3x107*to 2.5x10'%. Add in the

“concentration” variable, and bacteria from other families, the number is limitless.
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As is generally recognized with reach-through claims of this scope, it would
be an undue burden to isolate and characterize all potential compositions effective
at reducing or delaying the growth of skin cancer tumors, without any effective
pointer to their identity (other than that they contain one or some combination of
any of the dozens of species of Ruminococcaceae bacteria — i.e., one of the most
common bacteria in human feces), or to test every known composition and every
conceivable future composition for this activity to see if it falls within the scope of
the claim. In effect, PO is attempting to monopolize what has not yet been
invented. The fact that PO can potentially test for the effect used to define the
compositions does not confer sufficiency on the claims; in fact it constitutes an
invitation for the skilled person to perform a research program. This is exactly the
situation in Amgen that was found to lack enablement. /d. at 16-17 (defining
Amgen’s proposed trial-and-error approach to enablement “little more than two
research assignments™); cf. Brenner v. Mason, 383 U.S. 519, 536 (1966) (“a patent
is not... a reward for the search, but compensation for its successful conclusion.”).

Like Amgen, the *838 Patent fails to disclose any “quality” running through
the claimed method that provides a “peculiar fitness for a particular purpose.” To
the contrary, the only two tables in *838 Patent (Tables 1 and 2) that attempt to
identify the potentially beneficial bacteria (i.e., those enriched in “responder”

feces) and detrimental bacteria (i.e., those enriched in “non-responder” feces)
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demonstrate that some Ruminococcaceae bacteria were enriched in “responder”
feces, while others were enriched in “non-responder” feces (some were not found
at all in responder feces). Ex. 1003, q115. Thus, the only “quality” running through
the claimed method — i.e., that the composition comprise bacteria falling within the
Ruminococcaceae family — provides no peculiar fitness for “reducing or delaying
the growth of skin cancer tumors” because some of these bacteria had potentially
beneficial effects, some had no effect, and even worse, some had detrimental
effects on anti-tumor response. Yet the Challenged Claims do not exclude (but
rather expressly include) these ineffective or detrimental Ruminococcaceae
bacteria (and bacteria from any other phylogenetic family for that matter) from the
litany of compositions that PO claims “reduc[es] or delay[s] growth of a skin
cancer tumor”. Worse yet, the literal scope of the claims include administering
compositions comprising enly the Ruminococcaceae bacteria that PO found to be
ineffective or detrimental. Rather than demarcate the scope of useful bacterial
compositions, a POSA is left to engage in “painstaking experimentation” to
discover, inter alia, what bacteria are beneficial, at what concentrations, in what
combinations, in which subjects, against which types of skin cancer, and through
what route of administration, to achieve this intended result. “That is not

enablement.” Amgen, Slip op. at 17.
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Despite Amgen’s unmistakable importance to the enablement question
presented in the Petition, the Decision summarily dismissed Petitioner’s
enablement arguments without so much as citing Amgen, much less explaining
how its holding applies (or does not apply) to the facts of this case. The Board’s
failure to apply Amgen to Petitioner’s enablement arguments was legal error.

Further still, the Board misapprehended the support for Petitioner’s
enablement arguments and faulted Petitioner for allegedly not having analyzed the
discretionary factors set forth in /n re Wands, 858 F.2d 731, 737 (1988). Decision
at 27. The Board’s criticisms are both factually incorrect and legally unsound.

As an initial matter, an enablement analysis is not incomplete simply
because it does not cite to Wands. Indeed, Amgen did not rely on Wands to arrive
at lack of enablement (but rather the statutory requirements of Section 112 (a)).
Thus, the Board’s criticism of the Petition for not citing Wands as a basis for denial
is prima facie error requiring vacatur and institution of proceedings.

Similarly, the Board’s reduction of Petitioners’ enablement arguments to a
“single sentence” demonstrates the Board’s factual misunderstanding. Contrary to
the Board’s criticism, the Petition addressed all of the Wands factors. Notably, the
“breadth of the claims” is one of the Wands factors — and arguably the most
important. Id. at 737 (noting it is the claim language that must be both enabled and

described in the specification). There can be no doubt that the Petition analyzed the
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scope of the claims (and as discussed above, the Board did not disagree with
Petitioner’s interpretation). And it is that very same unbounded claim language, in
combination with the lack of written description support and uncertainty in the art
(as admitted by PO [Paper No. 7, at 45-46]), that gives rise to both Petitioner’s
written description and enablement challenges. Again, a specification cannot
enable a claim of unbound scope, and claims cannot monopolize what has not yet
been invented. See Amgen, Slip op. 17-18.

But the Petition also addressed all of the other Wands factors as well,
including the quantity of experimentation necessary, the lack of guidance in the
specification, and the absence of working examples (Pet. at 1, 8-11, and 33-40); as
well as the (unreliable) nature of the invention (Pet. at 44-47), the state of the art?
(Pet. at 22-28), the relative skill of those in the art (Pet. at 21), and the

unpredictability of the art (Pet. at 35-38). The Board’s failure to consider that

% Indeed, Petitioner’s “prior art” section expressly noted “[t]he prior art references
discussed in this section... and discussions of what was known to a POSA, provide
a general description of the state of the art... [and] additional background as to
why it was necessary for the specification to identify and describe various
conditions and parameters impacted... to show how the [claimed invention]... was

or could have been achieved by the inventors and/or a POSA.” Pet. at 22.

10
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evidence because it was not slavishly repeated under the “lack of enablement”
heading — or because Petitioner did not cite to Wands — was material error. See
Ariad Pharm., Inc. v. Eli Lilly and Co., 598 F.3d 1336, 1352 (Fed. Cir. 2010)
(noting that “written description and enablement often rise and fall together”). In
short, it was incumbent on the Board to identify enabling support for the full
breadth of the Challenged Claims in the Decision. That, the Board did not do.

B. The Board Failed to Conduct A Full Claim Analysis

The Board’s analysis of Petitioner’s written description challenge suffers
from a similar fault as its enablement analysis; the Board failed to conduct a full
claim analysis in order to identify written description support commensurate with
the scope of the claims. Id. at 1345 (The written description “analysis compares the
claims with the invention disclosed in the specification....”). In this case, the Board
never construed the meaning of the claims before analyzing what is purportedly
described in the specification. See Decision 20 (“We begin our analysis with what
Patent Owner has described in the Specification of the ‘838 patent.”).

The Board’s failure to convey its understanding of the claim language results
in two possible scenarios, neither of which can stand. First, as discussed above, the
Board agreed with Petitioner’s articulation of the claim scope. See Decision at 13.
Under this scenario, the Board’s analysis is flawed because it failed to identify any

specification support that would demonstrate to a POSA that patentee was in

11
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possession of a method of reducing and delaying growth of any type of skin cancer
tumor, in any type of subject, by administering, through any means possible, a
composition comprising any formulation of ingredients having any concentration
or combination of an open-ended flora of bacteria. While the Board stated that the
written description requirement does not require a re-description of what was
already known (Decision at 24, citing Capon v. Eshhar, 418 F.3d 1349, 1357 (Fed.
Cir. 2005)), “if the claimed invention does not appear in the specification... the
claim... fails regardless whether [a POSA] could make or use the claimed
invention.” Ariad Pharm., 598 F.3d at 1345 (emphasis added).

Alternatively, to the extent that the Board intended to ascribe a claim scope
that is different from that which Petitioner proposed, again the Board failed to
articulate the scope it was applying. For example, if the claims are limited to a
particular species or combination of Ruminococcaceae bacteria, or concentration
of such bacteria, the Board never indicated it was applying a narrowing
construction, which limitations narrowed that construction, how those limitations
were being construed, or support for those limitations in the specification.

Similarly, if the claims are limited to reducing or delaying the growth of a
particular type of skin cancer, or to a specific subject, or by a particular route of
administration, or using an identified formulation of ingredients, the Board never

identified any of those limitations, their constructions, or where they are supported

12
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in the specification either. Either way, the Board’s written description analysis was
flawed because it failed to construe the claim language and identify support for the
claimed invention—so construed—in the specification. This was error.’

Instead, having omitted the prerequisite claim construction step, the Board’s
analysis immediately proceeds down the wrong path. The Board faults Petitioner
for allegedly not “properly considering” the clinical data disclosed in Examples 1
and 2 in the specification which purportedly “describe the claimed composition.”
Pet. at 25 (“as Dr. Garrett points out, Dr. Robinson did not address much of the
clinical data from Example 1 that Dr. Garrett asserts describes the claimed
composition”) (emphasis added). The Board’s understanding is incorrect.
Examples 1 and 2 do not “describe the claimed composition” but rather involve
only the characterization of the types of bacteria enriched in the oral and fecal
samples of un-treated metastatic melanoma patients. No bacterial “composition” of
any kind was “administered” to these subjects, and no evidence links the bacteria
characterized in these patient samples to a reduction or delay in skin cancer tumor

growth (or even to that which was administered to mice in the FMT experiments).

> The Board’s failure to construe the claim language similarly renders its

obviousness analysis incomplete and further warrants vacatur and institution.

13
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Similarly, the Board’s reliance on PO’s assertion that Figure 2C shows that
“the gut microbiota of responder patients were clearly enriched for
Ruminococcaceae on all taxonomic levels” was misplaced. To the contrary, Figure
2C demonstrates that only one genus of bacteria within the entire
Ruminococcaceae family was linked to responders (i.e., the Faecalibacterium
genus), while all of the many other genera of Ruminococcaceae bacteria were not.
Worse yet, at the species level, only three species of Ruminococcaceae bacteria
were significantly enriched in responder patients.

The metagenomics analysis set forth in Table 2 fairs no better. Table 2
shows that only two genera of Ruminococcaceae are statistically (p<0.05)
associated with response while not a single Ruminococcaceae species 1s
associated with response. This fact is all the more surprising when the data show
that a Ruminococcaceae species is associated with non-response. Thus, far from
supporting an association between the claimed “reduction or delay of a skin cancer
tumor” and an enrichment of Ruminococcaceae “on all taxonomic levels”, the data
show such an association exists only for a very small minority of
Ruminococcaceae taxa. While every permutation of an invention need not work
(Decision, at 20, citing Capon, 418 F.3d at 1357), the data must still sufficiently
support the generic invention. /d. Here, the data clearly does not and Board’s

reliance on PO’s mischaracterization of the data was error.

14
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The Decision never describes where Examples 1 and 2, or elsewhere the
specification, demonstrates that PO was in possession of a method of administering
a “composition comprising an isolated or purified® population of Ruminococcaceae
bacteria” that causes a reduction or delay in the growth of skin cancer tumors. And
as discussed above, the data simply cannot support such a cause and effect because
PO never characterized what types of bacteria, or at what concentration, were
administered in any of the FMT experiments, or whether Ruminococcaceae
bacteria (as opposed to the presence, or absence, of some other bacteria in the
samples) were responsible for the observed effect.

At best, the data in the specification of the 838 Patent provide a motivation
to conduct further testing — a sentiment expressed in the patent itself. EX-1001
23:49-52 (“These findings ... warrant[] prompt evaluation in clinical trials.”).
However, the specification cannot provide written description support of the

Challenged Claims at all.

s In finding that the PO acted as its own lexicographer, the Board did a “cut and
paste” of the page-long definition recited in the Specification (Decision at 30-31),
but failed to answer basic questions set forth in the Petition that are critical to
determining the scope of the claims, including whether the recited percentages

were “weight by weight, volume by volume or some other measure.” Pet. 57.

15
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Dated: December 21, 2023

Respectfully submitted,
DUANE MORRIS LLP

BY: /Patrick D. McPherson/

Patrick D. McPherson, Reg. No. 46,255

901 New York Avenue NW, Suite 700-East
Washington, D.C. 20001
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