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DETAILED ACTION
Notice of Pre-AlA or AIA Status
The present application, filed on or after March 16, 2013, is being examined under the
first inventor to file provisions of the AlA.
Claims 1-20 are pending in this application.
Election/Restrictions
1. The Restriction Requirement between Groups | and Il dated July 23, 2019 is herein

withdrawn.

Claim Rejections - 35 USC § 112

The following is a quotation of the first paragraph of 35 U.S.C. 112(a):

(a) IN GENERAL.—The specification shall contain a written description of the
invention, and of the manner and process of making and using it, in such full, clear, concise,
and exact terms as to enable any person skilled in the art to which it pertains, or with which it

is most nearly connected, to make and use the same, and shall set forth the best mode
contemplated by the inventor or joint inventor of carrying out the invention.

The following is a quotation of the first paragraph of pre-AlA 35 U.S.C. 112:

The specification shall contain a written description of the invention, and of the
manner and process of making and using it, in such full, clear, concise, and exact terms as to
enable any person skilled in the art to which it pertains, or with which it is most nearly

connected, to make and use the same, and shall set forth the best mode contemplated by the
inventor of carrying out his invention.

2. Claims 18 and 19 are rejected under 35 U.S.C. 112(a) or 35 U.S.C. 112 (pre-AlA), first
paragraph, as failing to comply with the enablement requirement. The claim(s) contains subject
matter which was not described in the specification in such a way as to enable one skilled in the
art to which it pertains, or with which it is most nearly connected, to make and/or use the
invention.

In evaluating the enablement question, several factors are to be considered. Inre
Wands, 8 USPQ2d 1400 (Fed. Cir. 1988); Ex parte Forman, 230 USPQ 546. The factors

include: 1) The nature of the invention, 2) the state of the prior art, 3) the predictability or lack
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thereof in the art, 4) the amount of direction or guidance present, 5) the presence or absence of
working examples, 6) the breadth of the claims, and 7) the quantity of experimentation needed.

The nature of the instant invention has claims, which embrace substituted pyridine-
carbonyl-piperidine and pyridine-carbonyl-piperazine compounds.

HOW TO USE: Claims 18 and 19 are drawn to the method of treating a disease or
disorder, which is associated with Transient Receptor Potential 6 ion channel activity. Any
evidence presented must be commensurate in scope with the claims and must clearly
demonstrate the effectiveness of the claimed compounds. The specification does not enable
any person skilled in the art to which it pertains, or with which it is most nearly connected, to use
the invention commensurate in scope with these claims. The scope of claim 18 includes
diseases and/or conditions not even known at this time, which may be associated with Transient
Receptor Potential 6 ion channel activity. While the treatment of depression and axiety have
been linked with Transient Receptor Potential 6 the art does not recognize use of such inhibitors
as broad based drugs for treating all disorders instantly embraced. “Cancer” cannot be deemed
enabled. The notion that a compound could be effective against cancer in general is contrary to
our current understanding of how pharmacologicals work. All attempts to find a pharmaceutical
to treat cancer generally have thus failed.

In view of the lack of direction provided in the specification regarding starting materials,
the lack of working examples, and the general unpredictability of chemical reaction, it would
take an undue amount of experimentation for one skilled in the art to make the claimed
compounds and therefore practice the invention. To be enabling, the specification of a patent
must teach those skilled in the art how to make and use the scope of the claimed invention
without undue experimentation. The applicants’ are not entitled to preempt the efforts of others.
The test for determining compliance with 35 U.S.C. § 112, is whether the applicants have clearly

defined their invention.
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Evidence involving a single compound and two types of cancer was not found sufficient
to establish the enablement of claims directed to a method of treating seven types of cancer
with members of a class of several compounds In re Buting 163 USPQ 689. The remarkable
advances in chemotherapy have seen the development of specific compounds to treat specific
types of cancer. The great diversity of diseases falling within the “tumor” category means that it
is contrary to medical understanding that any agent (let alone a genus of thousands of
compounds) could be generally effective against such diseases. The intractability of these
disorders is clear evidence that the skill level in this art is low relative to the difficulty of the task.

Where the utility is unusual or difficult to treat or speculative, the examiner has authority
to require evidence that tests relied upon are reasonably predictive of in vivo efficacy by those
skilled in the art. See In re Ruskin, 148 USPQ 221; Ex parte Jovanovics, 211 USPQ 907;
MPEP 2164.05(a).

Patent Protection is granted in return for an enabling disclosure of an invention, not for
vague intimations of general ideas that may or may not be workable. Tossing out the mere germ
of an idea does not constitute enabling disclosure. Genentech Inc. v. Novo Nordisk 42 USPQ2d
1001.

As stated in the MPEP, 2164.08 "[t]he Federal Circuit has repeatedly held that the
specification must teach those skilled in the art how to make and use the full scope of the
claimed invention without undue experimentation. In re Wright, 999 F.2d 1557, 1561 27
USPQ2d 1510, 1513 (Fed. Cir. 1993). Nevertheless, not everything necessary to practice the
invention need be disclosed. In fact, what is well known is best omitted. In re Buchner, 929
F.2d 660, 661, 18 USPQ2d 1331, 1332 (Fed. Cir. 1991). All that is necessary is that one skilled
in the art be able to practice the claimed invention, given the level of knowledge and skill in the
art. Further the scope of enablement must only bear a reasonable correlation to the scope of
the claims. See, e.g., In re Fisher, 427 F.2d 833, 839,166 USPQ 18, 24 (CCPA 1970). As

concerns the breadth of a claim relevant to enablement, the only relevant concern should be
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whether the scope of enablement provided to one skilled in the art by the disclosure is
commensurate with the scope of protection sought by the claims. In re Moore, 439 F.2d 1232,
1236, 169 USPQ 236, 239 (CCPA 1971). See also Plant Genetic Sys., N.V. v. DeKalb Genetics
Corp., 315 F.3d 1335, 1339, 65 USPQ2d 1452, 1455 (Fed. Cir. 2003) (alleged pioneer status of
invention irrelevant to enablement determination.”

The following is a quotation of 35 U.S.C. 112(b):

(b) CONCLUSION.—The specification shall conclude with one or more claims particularly

pointing out and distinctly claiming the subject matter which the inventor or a joint inventor
regards as the invention.

The following is a quotation of 35 U.S.C. 112 (pre-AlA), second paragraph:
The specification shall conclude with one or more claims particularly pointing out and distinctly
claiming the subject matter which the applicant regards as his invention.

3. Claims 1-19 are rejected under 35 U.S.C. 112(b) or 35 U.S.C. 112 (pre-AlA), second
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject
matter which the inventor or a joint inventor, or for pre-AlA the applicant regards as the
invention. The following reasons apply:
a. Claim 1 and claims dependent thereon are vague and indefinite in that it is not
known what is meant by the definition of the substituents on the phenyl ring of R' which
is not stated in the form of a proper Markush grouping.
b. Claim 1 and claims dependent thereon are vague and indefinite in that it is not
known what is meant by the definition of R which is not stated in the form of a proper
Markush grouping.
C. Claim 1 and claims dependent thereon are vague and indefinite in that it is not
known what is meant by the definition of R® which is not stated in the form of a proper
Markush grouping.
d. Claim 2 is vague and indefinite in that it is not known what is meant by the
definition of the substituents on the C1.salkyl of R' which is not stated in the form of a

proper Markush grouping.
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e. Claim 4 is vague and indefinite in that it is not known what is meant by the moiety
OCF; in the definition of the substituents on the phenyl ring of R' which is embraced by
the moiety OC.salkyl optionally substituted with one to three halo.

f. Claim 4 and claims dependent thereon are vague and indefinite in that it is not
known what is meant by the definition of the heteroatoms of the ring formed when R?
and R* come together to form a ring which is not stated in the form of a proper Markush
grouping.

g. Claim 4 is vague and indefinite in that it is not known what is meant by “and or a
pharmaceutically acceptable salt thereof.”

h. Claim 5 is vague and indefinite in that it is not known what is meant by R® is
ethyl, and R3 and R* join to form a spirocyclic ring.

i. Claim 5 is vague and indefinite in that it is not known what is meant by R? is ethyl
or methoxymethyl, and R3 and R® join to form a bicyclic ring.

J- Claim 6 is vague and indefinite in that it is not known what is meant by the
definition of the R' together with L which is not stated in the form of a proper Markush
grouping.

K. Claim 7 is vague and indefinite in that it is not known what is meant by the
definition of the R’ together with L which is not stated in the form of a proper Markush
grouping.

l. Claim 8 is vague and indefinite in that it is not known what is meant by the
definition of the R’ together with L which is not stated in the form of a proper Markush
grouping.

m. Claim 16 is vague and indefinite in that it is not known what is meant by the open
bracket in the 2™ species which does not contain a close bracket.

n. Claim 16 is vague and indefinite in that it is not known what is meant by 1”7 in the

3 species in the claim.
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0. Claim 16 is vague and indefinite in that it is not known what is meant by [3,4”] in
the 4™ species in the claim.

p. Claim 16 is vague and indefinite in that it is not known what is meant by [3,4”] in
the 3" species on page 13 in the claim.

g. Claim 18 is vague and indefinite in that the claim provides for the use of claimed
compounds, but the claim does not set forth any steps involved in determining which
diseases capable of being mediated by a TRPC6 inhibitor. It is unclear which diseases
are associated with each of the TRPC inhibitors. Determining whether a given disease
responds or does not respond to such an inhibitor will involve undue experimentation.
Suppose that a given drug, which has inhibitor properties in vitro, when administered to
a patient with a certain disease, does not produce a favorable response. One cannot
conclude that specific disease does not fall within this claim. Keep in mind that:

A. It may be that the next patient will respond. No pharmaceutical has 100%
efficacy. What success rate is required to conclude our drug is a treatment? Thus, how
many patients need to be treated? If “successful treatment” is what is intended, what
criterion is to be used? If one person in 10 responds to a given drug, does that mean
that the disease is treatable? One in 1007 1,000? 10,0007 Will the standard vary
depending on the current therapy for the disease?

B. It may be that the wrong dosage or dosage regimen was employed. Drugs
with similar chemical structures can have markedly different pharmacokinetics and
metabolic fates. It is quite common for pharmaceuticals to work and or be safe at one
dosage, but not at another that is significantly higher or lower. Furthermore, the dosage
regimen may be vital --- should the drug be given e.g. once a day, or four times in
divided dosages? The optimum route of administration cannot be predicted in advance.

Should our drug be given as a bolus iv or in a time release po formulation. Thus, how
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many dosages and dosage regimens must be tried before one is certain that our drug is
not a treatment for this specific disease?

C. It may be that our specific drug, while active in vitro, simply is not potent
enough or produces such low concentrations in the blood that it is not an effective
treatment of the specific disease. Perhaps a structurally related drug is potent enough
or produces high enough blood concentrations to treat the disease in question, so that
the first drug really does fall within the claim. Thus, how many different structurally
related inhibitors must be tried before one concludes that a specific compound does not
fall within the claim?

D. Conversely, if the disease responds to our second drug but not to the first,
both of which are inhibitors in vitro, can one really conclude that the disease falls within
the claim? It may be that the first compound result is giving the accurate answer, and
that the success of second compound arises from some other unknown property, which
the second drug is capable. It is common for a drug, particularly in cancer and CNS
diseases, to work by many mechanisms. The history of psychopharmacology is filled
with drugs, which were claimed to be a pure receptor XYX agonist or antagonist, but
upon further experimentation shown to affect a variety of biological targets. In fact, the
development of a drug for a specific disease and the determination of its biological site
of action usually precede linking that site of action with the disease. Thus, when mixed
results are obtained, how many more drugs need be tested?

E. Suppose that our drug is an effective treatment of the disease of interest, but
only when combined with some totally different drug. There are for example, agents in
antiviral and anticancer chemotherapy, which are not themselves effective, but are

effective treatments when the agents are combined with something else.
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Consequently, determining the true scope of the claim will involve extensive and
potentially inconclusive research. Without it, one skilled in the art cannot determine the

actual scope of the claim. Hence, the claim is indefinite.

Double Patenting

The nonstatutory double patenting rejection is based on a judicially created doctrine
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or
improper timewise extension of the “right to exclude” granted by a patent and to prevent
possible harassment by multiple assignees. A nonstatutory double patenting rejection is
appropriate where the conflicting claims are not identical, but at least one examined application
claim is not patentably distinct from the reference claim(s) because the examined application
claim is either anticipated by, or would have been obvious over, the reference claim(s). See,
e.g., Inre Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d
1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir.
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d
438, 164 USPQ 619 (CCPA 1970); In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA
1969).

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may be
used to overcome an actual or provisional rejection based on nonstatutory double patenting
provided the reference application or patent either is shown to be commonly owned with the
examined application, or claims an invention made as a result of activities undertaken within the
scope of a joint research agreement. See MPEP § 717.02 for applications subject to
examination under the first inventor to file provisions of the AlA as explained in MPEP § 2159.
See MPEP §§ 706.02(1)(1) - 706.02(1)(3) for applications not subject to examination under the
first inventor to file provisions of the AlA. A terminal disclaimer must be signed in compliance

with 37 CFR 1.321(b).
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The USPTO Internet website contains terminal disclaimer forms which may be used.

Please visit www.uspto.gov/patent/patents-forms. The filing date of the application in which the
form is filed determines what form (e.g., PTO/SB/25, PTO/SB/26, PTO/AIA/25, or PTO/AIA/26)
should be used. A web-based eTerminal Disclaimer may be filled out completely online using
web-screens. An eTerminal Disclaimer that meets all requirements is auto-processed and
approved immediately upon submission. For more information about eTerminal Disclaimers,
refer to www.uspto.gov/patents/process/file/efs/guidance/e TD-info-I.jsp.
4. Claims 1-7 and 17-19 are provisionally rejected on the ground of nonstatutory double
patenting as being unpatentable over claims 1-10 and 12-29 of copending Application No.
16/170,178 (reference application). Although the claims at issue are not identical, they are not
patentably distinct from each other because the compounds, compositions and method of use of
the compounds of formula () in 16/170,154 where Y is CH and A is N embraces the
compounds, compositions and method of use of the compounds of copending Application No.
16/170,178.

This is a provisional nonstatutory double patenting rejection because the patentably

indistinct claims have not in fact been patented.

Claim Objections
5. Claim 20 is objected to as being dependent upon a rejected base claim, but would be
allowable if rewritten in independent form including all of the limitations of the base claim and

any intervening claims.

Any inquiry concerning this communication or earlier communications from the examiner
should be directed to BRENDA L COLEMAN whose telephone number is (571)272-0665. The
examiner can normally be reached on Mon-Fri 10-6 (flex).

Examiner interviews are available via telephone, in-person, and video conferencing

using a USPTO supplied web-based collaboration tool. To schedule an interview, applicant is
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encouraged to use the USPTO Automated Interview Request (AIR) at
http://www.uspto.gov/interviewpractice.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s
supervisor, Mark Shibuya can be reached on 571-272-0806. The fax phone number for the
organization where this application or proceeding is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the Patent
Application Information Retrieval (PAIR) system. Status information for published applications
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished
applications is available through Private PAIR only. For more information about the PAIR
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you
would like assistance from a USPTO Customer Service Representative or access to the

automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

/BRENDA L COLEMAN/
Primary Examiner, Art Unit 1624
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MAIL STOP AMENDMENT
Commissioner for Patents

P.O. Box 1450

Alexandria, VA 22313-1450

STATEMENT FILED PURSUANT TO THE DUTY OF
DISCLOSURE UNDER 37 C.F.R. §§ 1.56, 1.97 AND 1.98

Sir:
Pursuant to the duty of disclosure under 37 C.F.R. §§ 1.56, 1.97 and 1.98, the undersigned

requests consideration of this Information Disclosure Statement.

PART I: Compliance with 37 C.F.R. § 1.97

This Information Disclosure Statement has been filed before the mailing of a first Office
Action on the merits in the above-identified case.

No fee or certification is required.

PART II: Information Cited

The undersigned hereby makes of record in the above-identified application the information
listed on the attached form PTO-1449 (modified PTO/SB/08). The order of presentation of the

references should not be construed as an indication of the importance of the references.

7536123.1
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The undersigned hereby makes the following additional information of record in the

above-identified application.

The undersigned would like to bring to the Examiner’s attention the following co-pending

applications that may contain subject matter related to this application:

Serial No. Filing Date Inventor(s) Docket No.
/BLL.C/ *16/170,178 October 25, 2018 Bouyssou et al. H0075.70254US00

*A copy of this reference is not provided as the Office has waived the requirement under 37 C.F.R. § 1.98(a)(2)(iii) for submitting a copy of a

cited U.S. patent application if it is scanned to the Image File Wrapper system and is available on Private PAIR .
/BRENDA I COLEMAN/ 11/18/2019
PART III: Remarks

Documents cited anywhere in the Information Disclosure Statement are enclosed unless
otherwise indicated. It is respectfully requested that:

1. The Examiner consider completely the cited information, along with any other
information, in reaching a determination concerning the patentability of the present claims;

2. The enclosed form PTO-1449 (modified PTO/SB/08) be signed by the Examiner to
evidence that the cited information has been fully considered by the United States Patent and
Trademark Office during the examination of this application;

3. The citations for the information be printed on any patent which issues from this

application.

By submitting this Information Disclosure Statement, the undersigned makes no
representation that a search has been performed, of the extent of any search performed, or that more
relevant information does not exist.

By submitting this Information Disclosure Statement, the undersigned makes no
representation that the information cited in the Statement is, or is considered to be, material to

patentability as defined in 37 C.F.R. § 1.56(b).
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By submitting this Information Disclosure Statement, the undersigned makes no
representation that the information cited in the Statement is, or is considered to be, in fact, prior art
as defined by 35 U.S.C. § 102.

Notwithstanding any statements by the undersigned, the Examiner is urged to form his or her
own conclusion regarding the relevance of the cited information.

An early and favorable action is hereby requested.

The Director is hereby authorized to charge any deficiency or credit any overpayment in the
fees occasioned by the filing of this Information Disclosure Statement to our Deposit Account No.

23/2825 under Docket No. HO075.70253US00 from which the undersigned is authorized to draw.

Respectfully submitted,

Electronic signature: /Jeffrey D. Hsi/
Jeffrey D. Hsi, PhD

Registration No.: 40,024

WOLF, GREENFIELD & SACKS, P.C.
600 Atlantic Avenue

Boston, Massachusetts 02210-2206
617.646.8000
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