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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your submission of the
attached form related to a patent application or patent. Accordingly, pursuant to the requirements of the Act, please be
advised that: (1) the general authority for the collection of this information is 353 U.S.C. 2(b)(2); (2) furnishing of the information
solicited is voluntary; and (3) the principal purpose for which the information is used by the U.S. Patent and Trademark Office
is to process and/or examine your submission related to a patent application or patent. If you do not furnish the requested
information, the U.S. Patent and Trademark Office may not be able to process and/or examine your submission, which may
result in termination of proceedings or abandonment of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1.

The information on this form will be treated confidentially to the extent allowed under the Freedom of Information
Act (5 U.5.C. 552) and the Privacy Act (5 U.5.C. 552a). Records from this system of records may be disclosed to the
Department of Justice to determine whether the Freedom of Information Act requires disclosure of these records.

A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence to a
court, magistrate, or administrative tribunal, including disclosures to opposing counsel in the course of settlement
negotiations.

A record in this system of records may be disclosed, as a routine use, to a Member of Congress submitting a
request involving an individual, to whom the record pertains, when the individual has requested assistance from the
Member with respect to the subject matter of the record.

A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency having need
for the information in order to perform a contract. Recipients of information shall be required to comply with the
requirements of the Privacy Act of 1974, as amended, pursuant to 5 U.S.C. 552a(m).

A record related to an International Application filed under the Patent Cooperation Treaty in this system of records
may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property Organization,
pursuant to the Patent Cooperation Treaty.

A record in this system of records may be disclosed, as a routine use, to another federal agency for purposes of
National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act (42 U.S.C. 218(c)).

A record from this system of records may be disclosed, as a routine use, to the Administrator, General Services,
or his/her designee, during an inspection of records conducted by GSA as part of that agency's responsibility to
recommend improvements in records management practices and programs, under authority of 44 U.S5.C. 2904 and
2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection of records for this
purpose, and any other relevant {i.e., GSA or Commerce) directive. Such disclosure shall not be used to make
determinations about individuals.

A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.5.C. 122(b) or issuance of a patent pursuant to 35 U.5.C. 151. Further, a record may
be disclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the public if the record was filed in an
application which became abandoned or in which the proceedings were terminated and which application is
referenced by either a published application, an application open to public inspections or an issued patent.

A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or regulation.
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This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.S.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EO/903 indicating acceptance of the application as a
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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PATENT
Attorney Docket No. 50535-710.301

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re the Application of:

Inventors: Alexis HOWERTON, et al.
Serial No.: 17/081,694

Filing Date: 27-Oct-2020

Title: METHODS FOR TREATING

TESTICULAR AND OVARIAN
ADRENAL REST TUMORS

Art Unit: 1627
Examiner: PIHONAK, SARAH
Confirmation No.: 4191

Customer No.: 021971

Mail Stop RCE
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

RESPONSE TO FINAL OFFICE ACTION WITH

REQUEST FOR CONTINUED EXAMINATION

Dear Commissioner:

This paper responds to the Final Office Action mailed June 11, 2021, setting an initial due

date of September 11, 2021. This Response is accompanied by a request of a three-month extension

of time. Reconsideration is respectfully requested in light of the following amendments and

remarks.

Claims begin on page 2.

A Summary of the Interview appears on page S.

Remarks begin on page 6.

The Conclusion is on page 10.

Neurocrine EX1061
Page 9 of 23



U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

CLAIMS LISITING

This listing of claims replaces all prior versions and listing of claims in the above-referenced
patent application. The following amendments do not constitute an admission regarding the

patentability of the amended subject matter and should not be so construed.

Listing of the Claims

1. (Original) A method of treating or preventing testicular adrenal rest tumors (TART) or
ovarian adrenal rest tumors (OART), comprising administering to a subject in need
thereof a corticotropin-releasing factor type-1 (CRF1) antagonist or a pharmaceutically
acceptable salt thereof.

2. (Original) The method of claim 1, wherein the subject has congenital adrenal
hyperplasia (CAH).

3. (Original) The method of claim 1, wherein the size of the tumors is reduced.

4. (Original) The method of claim 1, wherein the number of the tumors is decreased.

5. (Original) The method of claim 1, wherein both the size and the number of the tumors
are reduced or decreased.

6. (Previously Presented) The method of claim 1, wherein the CRF1 antagonist comprises a
compound having structural Formula (I):

R! R?

7 N/N\

R*(I), or a pharmaceutically acceptable salt thereof,

wherein:

R! and R? are independently ethyl or n-propyl;

R? is hydrogen, Cl, Br, methyl, trifluoromethyl, or methoxy; and

R*is hydrogen, Br, R'R"N—, methoxymethyl, n-butyl, acetamido, pyridin-4-yl,

| AN
X'\@ %NQ‘NHz’ HN_//N Or%sb;

2-

morpholin-4-yl,

Neurocrine EX1061
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

7.

10.

11

12.
13.

14.

15.

16.

17.

R? and R? are independently hydrogen, Ci-Csalkyl, H-NCH>CH>—,
(CH3)3:COC(O)NHCH2CH»2—, or CH3CH2CH2NHCH2CH>—.

(Original) The method of claim 6, wherein R? is Cl, Br, or methyl.
(Original) The method of claim 6, wherein R* is Br, R*R°N—, pyridin-4-yl, morpholin-4-
|
N\
7L«JN
yl, or N—" |
(Original) The method of claim 6, wherein R* is morpholin-4-yl or
I
N.
T
N
(Original) The method of claim 6, wherein R* is hydrogen, Br, R®R?N- and R® and R®
are independently C1-Csalkyl.
. Canceled.
Canceled.
(Original) The method of claim 6, wherein the compound is
-N
=~ N N\
N\ S
N
S
Cl
K/O, or a pharmaceutically acceptable salt thereof.
(Original) The method of claim 1, wherein the CRF1 antagonist, or a pharmaceutically

acceptable salt thereof, is administered at a dose of about 5 mg/day to about 100 mg/day
to the subject.

(Original) The method of claim 1, wherein the CRF1 antagonist, or a pharmaceutically
acceptable salt thereof, is administered at a dose of about 10 mg/day to about 400
mg/day to the subject.

(Original) The method of claim 1, wherein the CRF1 antagonist, or a pharmaceutically
acceptable salt thereof, is administered orally.

(Original) The method of claim 1, wherein the CRF1 antagonist, or a pharmaceutically

acceptable salt thereof, is formulated as a capsule or tablet.

3-
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

18. (Original) The method of claim 1, further comprising administering to the subject an
additional chemotherapeutic agent.

19. (Original) The method of claim 19, wherein the additional chemotherapeutic agent is a
glucocorticoid, a mineralocorticoid, an ACAT] inhibitor, or an anti-androgen.

20. (Original) The method of claim 20, wherein the glucocorticoid is beclomethasone,
betamethasone, budesonide, cortisone, dexamethasone, hydrocortisone,
methylprednisolone, prednisolone, prednisone, or triamcinolone.

21. (Previously presented) The method of claim 6, wherein R? is Cl, Br, methyl, or

trifluoromethyl.

Neurocrine EX1061
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

INTERVIEW SUMMARY

Applicant thanks Examiner Sarah Pihonak for their time and courtesy during the telephonic
interview with Applicant’s representatives, Uale Taotafa and Rona Lamiquiz on October 26, 2021.

During the interview, arguments consistent with those detailed in this Response were discussed.

Neurocrine EX1061
Page 13 of 23



U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

REMARKS
Claims 1-10 and 13-21 are currently pending in the application.

Claim Rejections — 35 U.S.C. § 103

Claims 1-9 and 13-21 stand rejected under 35 U.S.C. 103 as being allegedly unpatentable
over Grigoriadis, US 20170020877 Al (publ 1/26/2017, cited in the IDS) in view of Smeets et. al.,
The J. Clin. Endocrin. & Metabol., vol. 100(3), pp. ES24-E530, publ. 2015, and Chen et. al., US
20100222339 Al (publ 9/2/2010, cited in the IDS).

The Office has maintained its position that it would be obvious for a person skilled in the art
to combine the disclosure from Grigoriadis (discloses that “the goals of glucocorticoid treatment
include cortisol replacement and suppression of ACTH to prevent virilization and menstrual
disturbances in women and to inhibit testicular adrenal rest tumors in men”) and Smeets (discloses
that elevated ACTH blood levels may lead to TART) to treat a subject having congenital adrenal
hyperplasia (CAH) using a CRF1 antagonist with a reasonable expectation that “elevated blood
levels of ACTH would have been suppressed, thereby preventing or inhibiting TARTS.”

Grigoriadis discusses that it is a goal of using GC to treat TARTSs in men, but it does not
disclose or teach that it would be successful to use GC to treat TARTSs. Further, Smeets merely states
that elevated ACTH blood levels may lead to TART. The combined teaching of Grigoriadis and
Smeets does not even lead to a reasonable expectation to use GC to prevent or inhibit TARTS in
subjects having CAH, and it certainly does not lead to a teaching to replace GC with a CRF1
antagonist to inhibit or prevent TARTSs in subjects having CAH as recited in claim 1.

In fact, as discussed during the Examiner’s interview, Applicant has pointed out that GCs
may have shown to reduced ACTH levels in subjects having CAH, however, the reduction of ACTH
alone does not always lead to reduce TART growth, hence, TARTSs are not inhibited. It is well
accepted in the scientific and research community for treating TARTSs that no correlation exists
between ACTH control (i.e., reduced blood ACTH levels) and the presence or size of TARTS.

For example, 50 males having CAH were followed and evaluated in a longitudinal analysis
(median time: 27 years) and found no difference in the overall lifetime glucocorticoid exposure and
the presence or absence of TARTS. Please see Reisch N, Rottenkolber M, Greifensteain A, Krone
N, Schmidt H, Reincke M, Schwarz, HP, Beuschlein F. Testicular Adrenal Rest Tumors Develop
Independently of Long-Term Disease Control: A Longitudinal Analysis of 50 Adult Men With

-6-
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

Congenital Adrenal Hyperplasia due to Classic 21-Hydroxylase Deficiency. J Clin Endocrinol Metab
98: E1820-E1826, 2013; please also see Stikkelbroeck NM, Otten BJ, Pasic A, Jager GJ, Sweep
CG, Noordam K, Hermus AR. High prevalence of testicular adrenal rest tumors, impaired
spermatogenesis, and Leydig cell failure in adolescent and adult males with congenital adrenal
hyperplasia. J Clin Endocrinol Metab 2001;86:5721-5728; Stikkelbroeck NM, Hermus AR, Suliman
HM, Jager GJ, Otten BJ. Asymptomatic Testicular Adrenal Rest Tumours in Adolescent and Adult
Males with Congenital Adrenal Hyperplasia: Basal and Follow-up Investigation After 2.6 Years. J
Ped Endocrinol Metab, 17. 645-653 (2004); Mendes-dos-Santos CT, Matrins DL, Guerra-Junior G,
Bapstista MT, Palandi de-Mello P, Candidoi de Oliveira L, Morcillo AM, Lermos-Marini SHV,
Prevalence of Testicular Adrenal Rest Tumor and Factors Associated with Its Development in
Congenital Adrenal Hyperplasia. Horm Res Paediatr 2018;90:161-168. These studies suggest that
other molecular mechanisms, other than reduced ACTH levels, such as controlled luteinizing
hormone levels may be in play in preventing or inhibiting TARTS.

Based on at least the aforementioned reasons, according to the combined teaching of
Grigoriadis and Smeets, a person skilled in the art would not have arrived at a reasonable
expectation of using GC to treat TARTS, let alone arriving at a reasonable expectation of using a
CRF1 antagonist to treat TARTSs.

Further, Chen does not cure the above deficiencies either. Based on at least the
aforementioned reasoning, none of the references teaches the claimed subject matter. Accordingly,
Applicant respectfully requests that the § 103 rejections of claim 1 be withdrawn. Claims 2-9 and
13-21 depend and include all of the elements of claim 1 and recite additional elements of particular
advantage and utility. The asserted combination of Grigoriadis, Smeets, and Chen does not meet all
of the elements of claim 1, much less the combination of elements of claims 2-9 and 13-21.
Accordingly, Applicant respectfully requests that the § 103 rejections of claims 2-9 and 13-21 be

withdrawn.

The Office has rejected claims 1-9 and 13-21 under 35 U.S.C. 103 as being unpatentable over
Grigoriadis, US 20170020877 Al (publ 1/26/2017, cited in the IDS) in view of Zaarour et. al.,
Endocri n. Pract., vol. 20, pp. €69-e74, pub 1. 2014, and further in view of Tiosano et. al., Hormone
Res. Pediatrics, vol. 74, pp. 223-228, publ. May 2010, and Chen et. al., US 20100222339 Al (publ
9/2/2010, cited in the IDS).

Neurocrine EX1061
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

The Office has maintained its position that it would be obvious for a person of ordinary skill
to reach a reasonable expectation of treating subjects having CAH with a CRF1 antagonist to result
in inhibiting or suppression of OART based on the combined disclosure of Grigoriadis, Zaarour, and
Tiosana. The Office alleges that Zaarour teaches suppression of ACTH levels can induce decrease in
OARTs. Applicant respectfully disagrees.

Zaarour reports on a case study of a single patient that received hydrocortisone and
fludrocortisone since the neonatal period. This single patient also underwent bilateral adrenalectomy
to control excessive ACTH level and was able to live a normal puberty life with hormonal
replacement therapy for several years subsequently. Nevertheless, the patient developed a virilizing
syndrome including an ovary tumor (please see FIG. 2A of Zaarour) with ongoing hydrocortisone
and fludrocortisone treatment. This case study lead the researchers in Zaarour to conclude that
OART pose challenges to its management and “[i]f an OART is detected early enough and
glucocorticoid therapy is received, it is possible that the OART will decrease in size following
suppression of adrenocorticotropic hormone levels” (emphasis added). However, the researchers in
Zaarour are not certain that suppression of ACTH levels can induce decrease in OARTSs as the
patient nevertheless developed an ovary tumor after receiving bilateral adrenalectomy to reduce
ACTH levels with ongoing GCs therapy.

As a result, the combined teaching of Grigoriadis, Zaarour, and Tiosana does not even lead to
a reasonable expectation to use GC to prevent or inhibit ovarian adrenal rest tumors (OART) in
subjects having CAH, and it certainly does not lead to a teaching to replace GC with a CRF1
antagonist to inhibit or prevent OARTS in subjects having CAH as recited in claim 1.

Accordingly, Applicant respectfully requests that the § 103 rejections of claim 1 be
withdrawn. Claims 2-9 and 13-21 depend and include all of the elements of claim 1 and recite
additional elements of particular advantage and utility. The asserted combination of Grigoriadis,
Zaarour, Tiosano, and Chen does not meet all of the elements of claim 1, much less the combination
of elements of claims 2-9 and 13-21. Accordingly, Applicant respectfully requests that the § 103

rejections of claims 2-9 and 13-21 be withdrawn.

& ok 3k

It shall be understood herein that any instance in which Applicant has addressed certain

comments of the Office shall not be construed as a concession to other comments or arguments

8-
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

advanced by the Office. Any circumstance in which Applicant has amended or canceled a claim also
does not necessarily mean that Applicant concedes to the arguments or positions advanced by the

Office with respect to that claim or other claims pending herein.
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Response to Final Office Action mailed June 11, 2021

CONCLUSION

Applicants respectfully solicit the Examiner to expedite prosecution of this patent application
to issuance. Should the Examiner have any questions, the Examiner is encouraged to telephone the
undersigned attorney at (415) 471-3947. The Commissioner is hereby authorized to charge any fees
that may be required, or credit any overpayment to Deposit Account No. 23-2415, referencing
Attorney Docket No. 50535-710.301.

Respectfully submitted,

WILSON SONSINI GOODRICH & ROSATI
A Professional Corporation

Date: December 13, 2021 By:  /Jiarong L. Lamiquiz/
Jiarong L. Lamiquiz. Ph.D.
Registration No. 73,844

650 Page Mill Road

Palo Alto, CA 94304
Direct Dial: (415) 471-3947
Customer No. 021971

-10-
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PATENT
Attorney Docket No. 50535-710.301

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re the Application of:

Inventors: Alexis HOWERTON, et al.
Serial No.: 17/081,694

Filing Date: 27-Oct-2020

Title: METHODS FOR TREATING

TESTICULAR AND OVARIAN
ADRENAL REST TUMORS

Art Unit: 1627
Examiner: PIHONAK, SARAH
Confirmation No.: 4191

Customer No.: 021971

Mail Stop AF
Commissioner for Patents
P.O. Box 1450

Alexandria, VA 22313-1450

DECLARATION OF DR. BARNES UNDER 37 C.F.R. §1.132

I, Chris N. Barnes, hereby declare, based on information and belief:

1. I am a Vice President and the Project Team Leader of Spruce Biosciences, Inc.,

which undertakes research programs directed to developing methods, compositions, and

treatment for rare endocrine disorders, such as congenital adrenal hyperplasia. I have over fifteen

years of supporting and leading drug and clinical development programs at various academic

institutions, biotechnology and pharmaceutical companies. I have a Master of Science degree in

Biostatistics and a Ph.D. in Biostatistics, both from University of Louisville (Louisville, KY). I

am an author or co-author of 32 publications. A copy of my Curriculum Vitae is attached.

2. I have read and understand the pending claims of U.S. Patent Application No.
17/081,694 (the “Application”) and the response to the Final Office Action mailed June 11, 2021

filed herein within (the “Response”). I am familiar with the arguments made in the Response. I

am also familiar with the Application’s content and prosecution history. The subject matter of

the Application concerns a method of treating or preventing testicular adrenal rest tumors

(TART) or ovarian adrenal rest tumors (OART) comprising administering to a subject a CRF;

Neurocrine EX1061
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U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Declaration of Dr. Chris N. Barnes

receptor antagonist or a pharmaceutically acceptable salt thereof.

3. I have reviewed the Final Office Action mailed on June 11, 2021 and understand
that the Patent Office has rejected the claims for being obvious over U.S. Patent Publication No.
2017/0020877 to Grigoriadis (“Grigoriadis”) in combination with Smeets et. al., The J. Clin.
Endocrin. & Metabol., vol. 100(3), pp. E524-E530, publ. 2015 (“Smeets”), and Chen et. al., US
20100222339 Al (publ 9/2/2010) (“Chen”). The Office cites Grigoriadis for disclosing that “the
goals of glucocorticoid treatment include cortisol replacement and suppression of ACTH to
prevent virilization and menstrual disturbances in women and to inhibit testicular adrenal rest
tumors in men. Further, the Office cites Smeets for disclosing that elevated ACTH blood levels
may lead to TART. The Office then posits that it would be obvious for a person skilled in the art
to combine the two disclosures to arrive at a reasonable expectation of using a CRF1 antagonist

to prevent or inhibit TARTSs in subjects having congenital adrenal hyperplasia (CAH).

4. This declaration is being submitted to provide further description of the
uncertainty and unpredictability of treating TART in patients with CAH. While glucocorticoid
(GC) therapy has been shown to reduce ACTH blood levels in CAH patients, the reduction of
ACTH level alone does not always lead to inhibition or reduction of TART growth. The current
consensus from the research and medical community is that other molecular mechanisms, such
as reduced luteinizing hormone levels, may play a role in preventing or inhibiting TART growth

in CAH patients.

5. In Reisch N, Rottenkolber M, Greifensteain A, Krone N, Schmidt H, Reincke M,
Schwarz, HP, Beuschlein F. Testicular Adrenal Rest Tumors Develop Independently of Long-
Term Disease Control: A Longitudinal Analysis of 50 Adult Men With Congenital Adrenal
Hyperplasia due to Classic 21-Hydroxylase Deficiency. J Clin Endocrinol Metab 98: E1820-
E1826, 2013 (herein after “Reisch”), a 27-year longitudinal investigation of 50 male patients
with CAH due to classic 21-hydroxylase deficiency was conducted. Steroid 21-hydroxylase
deficiency (21-OHD) accounts for more than 95% of CAH cases. As some literature reported
that ACTH-suppressive glucocorticoid treatment with dexamethasone efficiently reverses TART
growth and restores sperm count and fertility, and some literature reported that TARTs even
occurred in overtreated patients with suppressed ACTH and 17-hydroxyprogesterone (17-OHP)
concentrations. Please see Stikkelbroeck NM, Otten BJ, Pasic A, et al. . High prevalence of

testicular adrenal rest tumors, impaired spermatogenesis, and Leydig cell failure in adolescent

-
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and adult males with congenital adrenal hyperplasia. J Clin Endocrinol Metab. 2001;86:5721—
5728; Reisch N, Flade L, Scherr M, et al. High prevalence of reduced fecundity in men with
congenital adrenal hyperplasia. J Clin Endocrinol Metab. 2009;94:1665-1670; and Claahsen-van
der Grinten HL, Sweep FC, Blickman JG, Hermus AR, Otten BJ. Prevalence of testicular adrenal
rest tumours in male children with congenital adrenal hyperplasia due to 21-hydroxylase

deficiency. Eur J Endocrinol. 2007;157:339-344..

6. Reisch set out to gather further evidence on the development of TARTSs in 21-
OHD patients among other things. Reisch found no difference in the overall lifetime
glucocorticoid exposure and the presence or absence of TARTS. According to the analysis in
Reisch, disease control of the 21-OHD (i.e., reduced ACTH blood levels) does not seem to be a
major determinant in the initial pathogenesis of TARTSs. Reisch further suggested that three
mechanisms might be related to TART development: the misplacement of adrenal cells in the
gonads as a precondition for TART development, the significant influence of prenatal exposure
to unopposed high ACTH levels on TART development, and the presence of multipotent cells

with the ability to differentiate into adrenocortical cells after ACTH stimulation.

7. Although no definitive conclusion can be drawn from Reisch, based on this
longitudinal investigation and analysis, it is clear to conclude that the group of patients with
TARTSs were exposed to similar glucocorticoid (hydrocortisone, prednisolone, or

dexamethasone) dose over a lifetime compared to patient without TART.

8. Further, in Mendes-dos-Santos CT, Matrins DL, Guerra-Junior G, Bapstista MT,
Palandi de-Mello P, Candidoi de Oliveira L, Morcillo AM, Lermos-Marini SHV, Prevalence of
Testicular Adrenal Rest Tumor and Factors Associated with Its Development in Congenital
Adrenal Hyperplasia. Horm Res Paediatr 2018;90:161-168 (herein after “Mendes-dos-Santos”),
38 male CAH patients with or without TART were evaluated. The study found no difference
between patients with and without TART regarding the prescribed daily doses of GCs, serum
levels of ACTH, etc. The presence of TARTS is not associated with doses of GCs prescribed or
ACTH levels.

0. To conclude, based on various studies in the field of treating or preventing
TARTs development in CAH male patients, it is not clear whether reduced ACTH levels can
lead to reduced TART growth. While it is certain that GC therapy can lead to controlled ACTH

levels, it is unlikely for a person skilled in the art to arrive at a reasonable expectation that

3-
Neurocrine EX1061

Page 21 of 23



U.S. Serial No. 17/081,694 Attorney Docket No. 50535-710.301
Declaration of Dr. Chris N. Barnes

treating CAH patients with GC can achieve reduced TART growth. It is less likely for the person
to replace GC with a CRF1 antagonist to treat TARTs in CAH patients with a reasonable

expectation of success.

I, Chris N. Barnes, further declare that all statements made herein are true to the best of my
knowledge, or if made upon information and belief, are believed to be true; and further that
these statements were made with the knowledge that willful false statements and the like so
made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the
United States Code and that such willful false statements may jeopardize the validity of the

application or any patent issued thereon.

Eiscironical

SIS =R 12/13/2021

mDsc 13, 2021 11:08
PST

Chris N. Barnes Dated
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