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UNITED STATES DEPARTMENT OF COMMERCE

Uinited States Patent and Trademark OQffice

May 11, 2019

THIS IS TO CERTIFY THAT ANNEXED HERETO IS A TRUE COPY FROM
THE RECORDS OF THE UNITED STATES PATENT AND TRADEMARK
OFFICE OF THOSE PAPERS OF THE BELOW IDENTIFIED PATENT
APPLICATION THAT MET THE REQUIREMENTS TO BE GRANTED A
FILING DATE.

APPLICATION NUMBER: 62/822,815
FILING DATE: March 23, 2019
RELATED PCT APPLICATION NUMBER: PCT/US19/29486

THE COUNTRY CODE AND NUMBER OF YOUR PRIORITY
APPLICATION, TO BE USED FOR FILING ABROAD UNDER THE PARIS
CONVENTION, IS US62/822,815

Certified by

Under Seeretary of Compiere
for hatelloctual Property

e

and Director of the United States

Patent and Trademark Office
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PTO/AIA/14 (02-18)
Approved for use through 11/30/2020. OMB 0651-0032
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

. . Attorney Docket Number | 50535-710.102
Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

The application data sheet is part of the provisional or nonprovisional application for which it is being submitted. The following form contains the
bibliographic data arranged in a format specified by the United States Patent and Trademark Office as outlined in 37 CFR 1.76.

This document may be completed electronically and submitted to the Office in electronic format using the Electronic Filing System (EFS) or the
document may be printed and included in a paper filed application.

Secrecy Order 37 CFR 5.2:

[ Portions or all of the application associated with this Application Data Sheet may fall under a Secrecy Order pursuant to
37 CFR 5.2 (Paper filers only. Applications that fall under Secrecy Order may not be filed electronically.)

Inventor Information:

Inventor 1

Legal Name

Prefix| Given Name Middle Name Family Name Suffix
Alexis HOWERTON

Residence Information (Select One) (o) US Residency (O NonUS Residency () Active US Military Service

City | San Francisco | State/Province | CA | Country of Residencé | US

Mailing Address of Inventor:

Address 1 548 Market Street, Suite 74589
Address 2
City San Francisco | State/Province | CA
Postal Code 94105 | Countryi us
Inventor 2
Legal Name
Prefix| Given Name Middle Name Family Name Suffix
Hal GERBER
Residence Information (Select One) (¢) US Residency () NonUS Residency () Active US Military Service
City | San Francisco | State/Province | CA | Country of Residencd | US

Mailing Address of Inventor:

Address 1 548 Market Street, Suite 74589

Address 2

City San Francisco | State/Province CA
Postal Code | 94105 | Countryi us

All Inventors Must Be Listed - Additional Inventor Information blocks may be
generated within this form by selecting the Add button.

Correspondence Information:

Enter either Customer Number or complete the Correspondence Information section below.
For further information see 37 CFR 1.33(a).

EFS Web 2.2.13
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PTO/AIA/14 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number | 50535-710.102

Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

[ ] An Address is being provided for the correspondence Information of this application.

Customer Number 021971

Email Address patentdocket@wsgr.com

Application Information:

Title of the Invention METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS
Attorney Docket Number| 50535-710.102 Small Entity Status Claimed [ ]
Application Type Provisional

Subject Matter Utility

Total Number of Drawing Sheets (if any) Suggested Figure for Publication (if any)

Filing By Reference:

Only complete this section when filing an application by reference under 35 U.S.C. 111(c) and 37 CFR 1.57(a). Do not complete this section if
application papers including a specification and any drawings are being filed. Any domestic benefit or foreign priority information must be
provided in the appropriate section(s) below (i.e., “Domestic Benefit/National Stage Information” and “Foreign Priority Information”).

For the purposes of a filing date under 37 CFR 1.53(b), the description and any drawings of the present application are replaced by this
reference to the previously filed application, subject to conditions and requirements of 37 CFR 1.57(a). )
1
Application number of the previously Filing date (YYYY-MM-DD) Intellectual Property Authority or Country
filed application

Publication Information:
[] Request Early Publication (Fee required at time of Request 37 CFR 1.219)

Request Not to Publish. | hereby request that the attached application not be published under

35 U.S.C. 122(b) and certify that the invention disclosed in the attached application has not and will not be the
subject of an application filed in another country, or under a multilateral international agreement, that requires
publication at eighteen months after filing.

Representative Information:

Representative information should be provided for all practitioners having a power of attorney in the application. Providing

this information in the Application Data Sheet does not constitute a power of attorney in the application (see 37 CFR 1.32).

Either enter Customer Number or complete the Representative Name section below. If both sections are completed the customer
Number will be used for the Representative Information during processing.

Please Select One: () Customer Number | (O US Patent Practitioner | (O Limited Recognition (37 CFR 11.9)
Customer Number 021971

EFS Web 2.2.13
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PTO/AIA/14 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

. . Attorney Docket Number | 50535-710.102
Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

Domestic Benefit/National Stage Information:

This section allows for the applicant to either claim benefit under 35 U.S.C. 119(e), 120, 121, 365(c), or 386(c) or indicate

National Stage entry from a PCT application. Providing benefit claim information in the Application Data Sheet constitutes
the specific reference required by 35 U.S.C. 119(e) or 120, and 37 CFR 1.78.

When referring to the current application, please leave the “Application Number” field blank.

Prior Application Status

Filing or 371(c) Date
Application Number Continuity Type Prior Application Number (YYYY-MM-DD)

Additional Domestic Benefit/National Stage Data may be generated within this form
by selecting the Add button.

Foreign Priority Information:

This section allows for the applicant to claim priority to a foreign application. Providing this information in the application data sheet
constitutes the claim for priority as required by 35 U.S.C. 119(b) and 37 CFR 1.55. When priority is claimed to a foreign application
that is eligible for retrieval under the priority document exchange program (PDX)l the information will be used by the Office to
automatically attempt retrieval pursuant to 37 CFR 1.55(i)(1) and (2). Under the PDX program, applicant bears the ultimate
responsibility for ensuring that a copy of the foreign application is received by the Office from the participating foreign intellectual
property office, or a certified copy of the foreign priority application is filed, within the time period specified in 37 CFR 1.55(g)(1).

Application Number Countryi Filing Date (YYYY-MM-DD) Access Code ' (if applicable)

Additional Foreign Priority Data may be generated within this form by selecting the
Add button.

Statement under 37 CFR 1.55 or 1.78 for AIA (First Inventor to File) Transition
Applications

This application (1) claims priority to or the benefit of an application filed before March 16, 2013 and (2) also

contains, or contained at any time, a claim to a claimed invention that has an effective filing date on or after March
[] 16, 2013.

NOTE: By providing this statement under 37 CFR 1.55 or 1.78, this application, with a filing date on or after March

16, 2013, will be examined under the first inventor to file provisions of the AlA.
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PTO/AIA/14 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number | 50535-710.102

Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

Authorization or Opt-Out of Authorization to Permit Access:

When this Application Data Sheet is properly signed and filed with the application, applicant has provided written authority
to permit a participating foreign intellectual property (IP) office access to the instant application-as-filed (see paragraph A
in subsection 1 below) and the European Patent Office (EPO) access to any search results from the instant application
(see paragraph B in subsection 1 below).

Should applicant choose not to provide an authorization identified in subsection 1 below, applicant must opt-out of the
authorization by checking the corresponding box A or B or both in subsection 2 below.

NOTE: This section of the Application Data Sheet is ONLY reviewed and processed with the INITIAL filing of an
application. After the initial filing of an application, an Application Data Sheet cannot be used to provide or rescind
authorization for access by a foreign IP office(s). Instead, Form PTO/SB/39 or PTO/SB/69 must be used as appropriate.

1. Authorization to Permit Access by a Foreign Intellectual Property Office(s)

A. Priority Document Exchange (PDX) - Unless box A in subsection 2 (opt-out of authorization) is checked, the
undersigned hereby grants the USPTO authority to provide the European Patent Office (EPO), the Japan Patent Office
(JPO), the Korean Intellectual Property Office (KIPO), the State Intellectual Property Office of the People’s Republic of
China (SIPO), the World Intellectual Property Organization (WIPO), and any other foreign intellectual property office
participating with the USPTO in a bilateral or multilateral priority document exchange agreement in which a foreign
application claiming priority to the instant patent application is filed, access to: (1) the instant patent application-as-filed
and its related bibliographic data, (2) any foreign or domestic application to which priority or benefit is claimed by the
instant application and its related bibliographic data, and (3) the date of filing of this Authorization. See 37 CFR 1.14(h)
(1).

B. Search Results from U.S. Application to EPO - Unless box B in subsection 2 (opt-out of authorization) is checked,
the undersigned hereby grants the USPTO authority to provide the EPO access to the bibliographic data and search
results from the instant patent application when a European patent application claiming priority to the instant patent
application is filed. See 37 CFR 1.14(h)(2).

The applicant is reminded that the EPO’s Rule 141(1) EPC (European Patent Convention) requires applicants to submit a
copy of search results from the instant application without delay in a European patent application that claims priority to
the instant application.

2. Opt-Out of Authorizations to Permit Access by a Foreign Intellectual Property Office(s)

A. Applicant DOES NOT authorize the USPTO to permit a participating foreign IP office access to the instant
[] application-as-filed. If this box is checked, the USPTO will not be providing a participating foreign IP office with
any documents and information identified in subsection 1A above.

B. Applicant DOES NOT authorize the USPTO to transmit to the EPO any search results from the instant patent
[ ] application. If this box is checked, the USPTO will not be providing the EPO with search results from the instant
application.

NOTE: Once the application has published or is otherwise publicly available, the USPTO may provide access to the
application in accordance with 37 CFR 1.14.
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PTO/AIA/14 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

Attorney Docket Number | 50535-710.102

Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

Applicant Information:

Providing assignment information in this section does not substitute for compliance with any requirement of part 3 of Title 37 of CFR
to have an assignment recorded by the Office.

Applicant 1

If the applicant is the inventor (or the remaining joint inventor or inventors under 37 CFR 1.45), this section should not be completed.
The information to be provided in this section is the name and address of the legal representative who is the applicant under 37 CFR
1.43; or the name and address of the assignee, person to whom the inventor is under an obligation to assign the invention, or person
who otherwise shows sufficient proprietary interest in the matter who is the applicant under 37 CFR 1.46. If the applicant is an
applicant under 37 CFR 1.46 (assignee, person to whom the inventor is obligated to assign, or person who otherwise shows sufficient
proprietary interest) together with one or more joint inventors, then the joint inventor or inventors who are also the applicant should be
identified in this section.

(® Assignee (O Legal Representative under 35 U.S.C. 117 (O Joint Inventor

O Person to whom the inventor is obligated to assign. O Person who shows sufficient proprietary interest

If applicant is the legal representative, indicate the authority to file the patent application, the inventor is:

Name of the Deceased or Legally Incapacitated Inventor:

If the Applicant is an Organization check here. [¥]

Organization Name Spruce Biosciences, Inc.

Mailing Address Information For Applicant:

Address 1 548 Market Street, Suite 74589

Address 2

City San Francisco State/Province CA
Country | us Postal Code 94105
Phone Number Fax Number

Email Address

Additional Applicant Data may be generated within this form by selecting the Add button.

Assignee Information including Non-Applicant Assignee Information:

Providing assignment information in this section does not substitute for compliance with any requirement of part 3 of Title
37 of CFR to have an assignment recorded by the Office.
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PTO/AIA/14 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032

U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

. . Attorney Docket Number | 50535-710.102
Application Data Sheet 37 CFR 1.76

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

Assignee 1

Complete this section if assignee information, including non-applicant assignee information, is desired to be included on the patent
application publication. An assignee-applicant identified in the "Applicant Information” section will appear on the patent application

publication as an applicant. For an assignee-applicant, complete this section only if identification as an assignee is also desired on the
patent application publication.

If the Assignee or Non-Applicant Assignee is an Organization check here. ]

Prefix Given Name Middle Name Family Name Suffix

Mailing Address Information For Assignee including Non-Applicant Assignee:

Address 1

Address 2

City State/Province
Countryi Postal Code

Phone Number

Email Address

Fax Number

Additional Assignee or Non-Applicant Assignee Data may be generated within this form by
selecting the Add button.

Signature:

NOTE: This Application Data Sheet must be signed in accordance with 37 CFR 1.33(b). However, if this Application
Data Sheet is submitted with the INITIAL filing of the application and either box A or B is not checked in
subsection 2 of the “Authorization or Opt-Out of Authorization to Permit Access” section, then this form must
also be signed in accordance with 37 CFR 1.14(c).
This Application Data Sheet must be signed by a patent practitioner if one or more of the applicants is a juristic
entity (e.g., corporation or association). If the applicant is two or more joint inventors, this form must be signed by a
patent practitioner, all joint inventors who are the applicant, or one or more joint inventor-applicants who have been given
power of attorney (e.g., see USPTO Form PTO/AIA/81) on behalf of all joint inventor-applicants.

See 37 CFR 1.4(d) for the manner of making signatures and certifications.

Signature |/Simren Delaney/ Date (YYYY-MM-DD)| 2019-03-23

First Name | Simren Last Name | Delaney Registration Number | L-1151

Additional Signature may be generated within this form by selecting the Add button.

EFS Web 2.2.13
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PTO/AIA/14 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032
U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it contains a valid OMB control number.

.. Attorney Docket Number
Application Data Sheet 37 CFR 1.76

50535-710.102

Application Number

Title of Invention | METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST TUMORS

This collection of information is required by 37 CFR 1.76. The information is required to obtain or retain a benefit by the public which
is to file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This
collection is estimated to take 23 minutes to complete, including gathering, preparing, and submitting the completed application data
sheet form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of time you require to
complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and
Trademark Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

EFS Web 2.2.13
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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 35 U.5.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.S.C. 552) and the Privacy
Act (5 US.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 CooperationTreaty.

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.S.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.S.C.
122(b) or issuance of a patent pursuant to 35 U.S.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.

EFS Web 2.2.13
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Doc Code: TR.PROV

Document Description: Provisional Cover Sheet (SB16)

PTO/SB/16 (02-18)

Approved for use through 11/30/2020. OMB 0651-0032
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number

Provisional Application for Patent Cover Sheet
This is a request for filing a PROVISIONAL APPLICATION FOR PATENT under 37 CFR 1.53(c)

Inventor(s)

Inventor 1

Given Name Middle Name Family Name City State Country ;
Alexis HOWERTON San Francisco |[CA us

Inventor 2

Given Name Middle Name Family Name City State Country ;
Hal GERBER San Francisco |CA us

All Inventors Must Be Listed — Additional Inventor Information blocks may be
generated within this form by selecting the Add button.

Title of Invention

TUMORS

METHODS FOR TREATING TESTICULAR AND OVARIAN ADRENAL REST

Attorney Docket Number (if applicable) 50535-710.102

Correspondence Address

Direct all correspondence to (select one):

(e The address corresponding to Customer Number | (O Firm or Individual Name

Customer Number 021971

The invention was made by an agency of the United States Government or under a contract with an agency of the United
States Government.

® No.

O Yes, the invention was made by an agency of the United States Government. The U.S. Government agency name is:

O Yes, the invention was under a contract with an agency of the United States Government. The name of the U.S.
Government agency and Government contract number are:

EFS - Web 1.0.2
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Doc Code: TR.PROV
Document Description: Provisional Cover Sheet (SB16)

PTO/SB/16 (02-18)
Approved for use through 11/30/2020. OMB 0651-0032

U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number

Entity Status
Applicant asserts small entity status under 37 CFR 1.27 or applicant certifies micro entity status under 37 CFR 1.29

O Applicant asserts small entity status under 37 CFR 1.27

(O Avpplicant certifies micro entity status under 37 CFR 1.29. Applicant must attach form PTO/SB/15A or B or equivalent.
® No

Warning

Petitioner/applicant is cautioned to avoid submitting personal information in documents filed in a patent application that may
contribute to identity theft. Personal information such as social security numbers, bank account numbers, or credit card
numbers (other than a check or credit card authorization form PTO-2038 submitted for payment purposes) is never required
by the USPTO to support a petition or an application. If this type of personal information is included in documents submitted
to the USPTO, petitioners/applicants should consider redacting such personal information from the documents before
submitting them to USPTO. Petitioner/applicant is advised that the record of a patent application is available to the public
after publication of the application (unless a non-publication request in compliance with 37 CFR 1.213(a) is made in the
application) or issuance of a patent. Furthermore, the record from an abandoned application may also be available to the
public if the application is referenced in a published application or an issued patent (see 37 CFR1.14). Checks and credit

card authorization forms PTO-2038 submitted for payment purposes are not retained in the application file and therefore are
not publicly available.

Signature

Please see 37 CFR 1.4(d) for the form of the signature.

Signature /Simren Delaney/ Date (YYYY-MM-DD) |2019-03-23
First Name Simren Last Name Delaney Registratiqn Number L1151
(If appropriate)

This collection of information is required by 37 CFR 1.51. The information is required to obtain or retain a benefit by the public which is to
file (and by the USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection
is estimated to take 8 hours to complete, including gathering, preparing, and submitting the completed application form to the USPTO.
Time will vary depending upon the individual case. Any comments on the amount of time you require to complete this form and/or
suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, U.S. Department
of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. This

form can only be used when in conjunction with EFS-Web. If this form is mailed to the USPTO, it may cause delays in handling
the provisional application.

EFS - Web 1.0.2
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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 paten. Accordingly, pursuant to the requirements of the Act, please be
advised that : (1) the general authority for the collection of this information is 35 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.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records may be disclosed to the
Department of Justice to determine whether disclosure of these records is required by the Freedom of Information
Act.

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 seftlement
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, t o a n other 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.S.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.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.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 inspection 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.

Neurocrine EX1056
Page 13 of 25



WSGR Docket No. [50535-710.102]

PROVISIONAL PATENT APPLICATION
METHODS FOR TREATING TESTICULAR
AND OVARIAN ADRENAL REST TUMORS

Inventor(s): Alexis HOWERTON
Citizen of the United States of America
548 Market Street, Suite 74589
San Francisco, CA 94105
Hal GERBER
Citizen of the United States of America
548 Market Street, Suite 74589
San Francisco, CA 94105

Assignee: Spruce Biosciences, Inc.
548 Market Street, Suite 74589
San Francisco, CA 94105

a Delaware Corporation

Entity: Undiscounted business concern

WEGR
Wilson Sonsint Goodrich & Rosati

PROFESSIONAL COREGRATION

650 Page Mill Road
Palo Alto, CA 94304
(650) 493-9300 (Main)
(650) 493-6811 (Facsimile)

FILED ELECTRONICALLY ON: March 23, 2019

WSGR Docket No. 50535-710.102

Neurocrine EX1056
Page 14 of 25



METHODS FOR TREATING TESTICULAR
AND OVARIAN ADRENAL REST TUMORS

CROSS-REFERENCE
[0001] This application is related to the following copending patent application: US Application
Serial No. 62/663,951 [Attorney Docket No 50535-710.101 which is incorporated herein by

reference.

BACKGROUND OF THE INVENTION
[0002] Congenital adrenal hyperplasia (CAH) due to 21-hydroxylase deficiency is a serious genetic
disorder characterized by impaired adrenal synthesis of cortisol and consequent overproduction of
adrenocorticotropic hormone (ACTH), 17-hydroxyprogesterone (170HP), and adrenal androgens
(eg, androstenedione [A4]). CAH is an orphan condition with no FDA-approved therapy.
[0003] To suppress androgen production, patients are often prescribed long-term supraphysiologic
doses of glucocorticoid (GC), which has adverse effects and fail to suppress 170HP and A4 in the
majority of patients.
[0004] Tildacerfont (SPROO1) is a potent, selective, nonsteroidal, oral corticotropin-releasing factor
type-1 (CRF1) receptor antagonist that is intended to reduce excess ACTH, 170HP, and A4 to

improve CAH symptoms while obviating the need for high dose steroids.

INCORPORATION BY REFERENCE
[0005] All publications, patents, and patent applications mentioned in this specification are herein
incorporated by reference to the same extent as if each individual publication, patent, or patent

application was specifically and individually indicated to be incorporated by reference.

DETAILED DESCRIPTION OF THE INVENTION

[0006] The objectives of the study are: to assess the ability of tildacerfont to reduce excess ACTH
and adrenal steroid production in participants with classic CAH on a stable GC regimen; to evaluate
the safety and tolerability of tildacerfont in participants with classic CAH; and to evaluate the
pharmacokinetics (PK) of tildacerfont.
ELIGIBILITY CRITERIA
[0007] Inclusion Criteria:

e Adult males and females 18 years or older

e Diagnosis of classic CAH due to 21-hydroxylase deficiency
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e Morning 170HP >800 ng/dL, before taking any morning GC dose
e On a stable regimen of GC replacement for >30 days before enrollment
[0008] Exclusion Criteria:
e Clinically significant unstable medical condition, illness, or chronic disease within 30 days of
screening
e C(linically significant psychiatric disorder

e History of bilateral adrenalectomy or hypopituitarism

STUDY DESIGN
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BASELINE CHARACTERISTICS

4 HC, 3 orad,
3 dex

5,885 8,347 4508 £ 4,634

T

SAFETY
[0009] Across both cohorts, tildacerfont was generally well tolerated. The most common type of

adverse event (AE) was gastrointestinal disorders There were no serious AEs and no AEs leading to

withdrawal
PHARMACOKINETCS

[0010] Over a wide range of doses (200 to 1000 mg QD), tildacerfont exhibited a predictable, dose-
dependent PK protile
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EFFICACY
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Changes in Adrenocorticotropic Hormone {ACTH}
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dine i ACTH, 170HP and Ad
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CONCLUSIONS

[0011] Tildacerfont, a potent and selective CRF 1 receptor antagonist, offers a novel nonsteroidal
oral treatment approach for CAH. Tildacerfont was well tolerated and efficacious in reducing excess
ACTH, 170HP, and androstenedione in patients with classic CAH. Tildacerfont exhibited a
predictable, dose-dependent PK profile suitable for the target population. Further investigations to
assess the clinical benefit of tildacerfont are warranted.

ACKNOWLEDGEMENTS

[0012] We sincerely thank the study participants, their families, the investigators, the CARES

Foundation, and Premier Research.

[0013] While preferred embodiments of the present invention have been shown and described
herein, it will be obvious to those skilled in the art that such embodiments are provided by way of
example only. Numerous variations, changes, and substitutions will now occur to those skilled in
the art without departing from the invention. It should be understood that various alternatives to the
embodiments of the invention described herein may be employed in practicing the invention. It is
intended that the following claims define the scope of the invention and that methods and structures

within the scope of these claims and their equivalents be covered thereby.
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CLAIMS
WHAT IS CLAIMED IS:
1. 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(CRF) antagonist or a pharmaceutically acceptable salt thereof.
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ABSTRACT OF THE DISCLOSURE
[0014] Provided herein are compounds and pharmaceutical compositions for the prevention and

treatment of testicular adrenal rest tumors (TART) or ovarian adrenal rest tumors (OART).
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