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Initial Review Submission Form (Version 2.0)

1.0
Scripps Office for the Protection of Research Subjects

Submission Packet to the Review Board

NOTE: YOUR FINISHED APPLICATION §S ATTACHED TO THE SECOND SECTION OF THIS
INITIAL REVIEW SUBMISSION PACKET.

Al required documentation is marked with a red askernisk.

Use this form to attach all supporting study documents along with the application interview

you completed to assemble a packet which will be submitted to the IRB.

If you are using an independent IRB, attach the Investigational Drug Brochure and Draft
Contract Budget in the Study Documents section.

L1 Study Titfe:

Medication Development for Protracted Abstinence in Alcoholism: CORT118335 versus Placcho,

12 Principal lnvestigator:
Barbara J Mason, Ph.D.

1.3 %
Lay Summary:

(500 words or less)

Please note that this susmimary mus( be in lay language, as this summary is reviewed by all members of the Insitutional Review Board
(IRB), including our non-technical/non-medical members, Sunmarics not pravided in lay laaguage will be sent hack for revision, which
may possibly result in a delay of the protocol's review.

In your summary, please include the following information:

® Include any pertinent information about thie development of the drug/device/procedure

¢ Describe how the drug/device/procedure is thought to work. Include the rationale for testing the drug/deviceprocedure in the

prupused population, if applicable,
Comment on how use of the proposed drug/device/procedure differs from usual or standard care.
Describe any possible advantages of the new drug/device/preedure that would make us eager to test it in our patients at Scripps

Comment on the need for new treatmients for this disease under study.
Justify the use of placebo, if applicable.

The primary hypothesis under test is that treatment with CORY118335, a GR/MR antagonizst that
modulates the activity of cortisol and aldusterone, will result in significant improvements it

sub ive craving follawing alcohol-cue exposure in the [ab and in naturalistic measures of
protracted abstinence that include relapse to drinking, craving end disturbances in sleep and
riocd. Support for this hypolhesis is provided by pre-clinical and clinical studies of GR and MR
antagonists in AUD. Preclinicai studies of the GR antagonist, mifepristane, showed reduced
alcohol intake in alcohol-dependent rats, but nol inn non dependent animals, and a doubic-lzlind
study of 56 non treatment-¢ g slcohal dependent subjects showed 1-week of treatiment with
mifepristone 600mg/d significantly reduced alcohol craving and consumplion compared Lo
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MR pathway ard alcohol drinking also has been found in
studies across 3 species: rats, monkeys humans (Acun et al., 2018). Of iiote, ron-abstinenl
AUD patienis had significantly higher circulating aldosterone lovels than abstinens AUD patients,
aldosterene levals were positively carrelated with the quantity of alcohol constirras, as well
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Spironolactene is an aldostercne/MR anlagonist thal has been shown to s
alcohaol self-administration in rodent models of AHID, and an ana ysis of dati
AUD frem the Veterar: Bith Cohort, found these treated with spironolactona {for any teason,
n=10,726) showed a signhificant recuction in Alcolol Use Disarde dentihcation Test-
Consumption (AUGIT-C) score, raiative 1o AUD pa reated with spironolactoae (Farokhnf
a et al, RSA 2020, attached with parmn n,

(R81)

One wecek of treatiment with mifepristone, a GR antagonist, was well tolerated with no evidence
of abuse potential, and 110 serious, severe, nr unexpecled adverse evenls or Lreatiment
discontinuations due to adverse eve in 53 non treatnient-seeking participants with AUD of
moderate or greater severity in our huiman Iab study (Vendruscolo et al., 2015}, Similarly, in
our recently cotnpleted clinical trial of 103 treatment-secking outpatients with AUD of moderate
or greater severily, i-week of treatrment wilh mifepristone was weli tolerated, with headache
(Mif=19.7%, placcbo=12.5%) and fatigue (Mifs?2.0%, placehos= 12.5%) the anly adv cvents
reported during treatment i S% of subjects. Only one adverse event, headoache, was rated as
severe, and it resulled in study discontinuation in Week S of counseling, i.¢., 4 weeks after the
last dose of mifepristone, and it was ratcd as unrelated to study drug (nifepristone 1200 mg).
One other subject discontinued treatment o Day 3 complaining of moderately severe nausea,
sweating, loss of concentration and depression that was rated as possibly drug-ielated
(mifepristone 600 mg). One SAE occurred that was rated as uarelaled to study drug; a subject
fell eff a horse and was hospitalized 50 days after the last dose administration, Other than
significant improveinent in GGT and ALT m mifepristone-treated subjects, thete were no
treatment-related changes in ECG, lab values or vital signs.

"

Spironolactone is an aldosterone/MR antagonist that has been FOA-approved since 1960 far
cardiovascalar indications; the most cemmon adverse reaction is gynecomastia after 1 ar more
months of chronic treatment. Spironclactone hasg been widely used in veterans with AUD with no
safely concerns specific to AUD noted (Farokhnia et al,, RSA 2020, attached with permission},

sibly MR, combined

Taken together, the ability of CORT118335 to antagenize GR, and also po
with the preclinical and clinical safety and efficacy found in studies of GR and MR antagonists in
AUD, lend support to the safely and potential efficacy of a proof-of ~concept evaluation of the GR
/MR antagonist, CORT118335, as a novel treatment for AUD.

1.4 Include any appropriate comments for the submission.

2.0 Application

2.t *Verify that the application you completed for this protocol is attached below. (If not, use the green
link to attach.)



Study Title:

Medication Development tor Protracted Abstinence in Alcohslism: CORILLEE3S versus Placebo.

Edit/
View

[ 1o

Version Titfe

Study Inlerview Application {Version 1,0) - Attached

3.0 Informed Consent

31 *Attach the informed consent document(s) for this protocol. (If a Normal Blood Donor Service
Consent is necessary, attach that here also).

Expiration Consent Checked View

Version Title Category Language Date Outcome Out b at

CORT118335

for Protracted C]

) Abstunevnce in English -
Alcohalism 49.64 KB
[READ LEVEL ' '
= 9.8]

. 40  Other Study Documents/Conflict of Interest Disclosure

4.1 Attach any other review board forms oc study documents associated with the initial review
submission.

Examples would include:

* entire grant application

* sponsor protaocol

¢ investigational drug brochures

¢ package inserts

s Questionaires

» patient diaries

* curriculum vitae

* current California medical license

e FDA letter
* 1572 - Statement of the Investigator - (Note: Be sure that any investigator on the 1572 is aiso on this

application.)
* Patient Info Booklet/Brochure (HDE)
* FDA letter (HDE)

(If you are using an Independent IRB be sure to attach Investigation Drug Brochure and Draft Contract Budget.)

Version Spunsor Titl cat Expiration Document Checked View
Version € ARE oY Date Outcome  Oul Documaent
Annual NTH &
) Annual
1.0 Progress Renort ~—
Report SROY 13.22 MB
. =
L0 CORT118335 1 b ]
' I8

1.0

Farokhnia et

1.75 MB
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Study Interview Application (Version 1.0)
1.0 General Information

*Please enter the full title of your study::

Medication Developmentl for Protracted Abstinence in Alcoholism: CORT118335 versus
Placebo.

*Please enter the Study Number you would like to use to reference the study:

CORT118335 for Protracted Abstinence in Alcoholism
* This field allows you to enter an abbreviated version of the Study Titie to quickly identify this

study.

Please identify the Research Type?
Substance Abuse and Addictions
Pleasc identify the Study Phase:

II

2.0 Add departments
2.1 List departments associated with this study:

Is
Prmary?
@) Non Scripps - The Scripps Research Institute (TSRI)

Dapartment Name

3.0 = Assign key study persontied(KSP) access to the study

3.1 *Pleasc add a Principal Investigator for the study:

Name Role Training Recard

Mason, Barbara J, Ph.D, Principal Investigator < View Tralning Record

3.2 If applicable, please select the Research Staff personnel:

A) Additional Investigators

Name Role { Training Record

Beneze, Alan Sub-Investigator <A View Training Record

Shadan, Farhad, M.D. Sub-Investigator =t View Training Record



i3 Kidses

training Record

Name Role

e Tecaic - . P e < S .

Beass, Jessica Eyurn, MSW Clinical Roscarch Assistand L= View Traming Record
3 g =9 = P TI <

Quello, Susan B., B.A,, .S, Study Coordinator Tt View Training Record

.3 *Please add a Study Contac(;

Training Record

Name Role

Mason, Barbara J, Ph.D. Study Contact *:;ﬁ View Training Record
Quello, Susan B., B.A,, B.S. Study Contact @ View Training Record
The Study Contact(s) will receive all important systam notifications along with (he Principal Investigator. {o.g. The

project contact(s) are typicaily either the Study Coordinator or the Principal Investigator themselves).

4.0
Study Interview

Interview Tips:

® Al questions that require answers are preceded by an asterisk ( *), After completing a section
click on the "Save and Continue fo Next Section' button in the upper right. If you miss a required
question, an ervor box will appear and the field you missed will be indicated in red.

® You do not have to complete this interview all at one time. If you wish to stop in the middle, any
sections you have completed AND SAVED will be saved as a 'Draft’ version. You can return to
this 'Draft’ version by going to the My Studies area of Study Assistan.

® Ifyou are entering a long block of text copied from another source that requires editing, it will
be casier to paste this into MS Word on your desktop and do the editing there, then paste into the

text box or text editor within this application,
® Ifyou want to go back to a prior section in the interview do NOT use the 'Back' button in the

upper right or the ‘Back' button in your browser. Click on the section you wish to go back fo in
the 'Sections' menu on the left. If the 'Sections' menu on the left is not visible, tlen use the
"‘Back' button in the upper vight. If you do accidentally click on the 'Back' button you will go the
Submissions section _for your study. Click on the ‘Application’ link under 'Protocol Items' to

return to the interview.
* Help for completing some sections will appear on the right side of the interview. Put your cursor
over the bubble containing a question mark and click on the link that pops up to view HELPFUL

TIPS.
® When calling or emailing with questions about or problems with this interview please refer to the

section title in addition to the section nuntber.

4.1 *How do you want your Institution, Department, Division, etc. to appear on official IRB Approval Notices?

Scripps Rescarch, Departiment of Molecular Medicing

5.0 Independent IRB

5.1 *Are you using a Central/Independent IRB? (If Yes, be sure to attach the IRB application, sponsor
protocol, investigational drug brochure and approved consent/assent forms.)

Coven & Ny



6.0 HDE/NUD

6.1 *Is this a Humanitarian Use Device Registry (HUD)?

" ves & no

7.0 Exempt/Waived Research

7.1 *Do you think this rescarch may he Waived under 45 CFR 46.102(1) as ‘Not Huntan Subjects' research? [FOR
CLARIFICATION/QUESTIONS, CALL THE IRB OFFICE BEFORE YOU COMPLETE THIS SECTION: 858-678-6402)

Examplcs that may be Waived include:

¢ Usc of human derived materials that arc purchased from a commerical source
* Use of unidentifiable tissue or scrum from a biorepository

(Note: Using or deriving Human Stem Cell lines cannot be waived.)

G Yes & No

If Yes, please explain:

72 (Reminder: If you answered ‘Yes' to Waived, please answer 'No' to Exempt.) *Do you think your study
may be Exempt from IRB review? (This category is usually only applicable to basic scientists at the
Research Institute. If you ave not sure, select No. If you ace using blood from the Normal Blood Donor
service or using or deviving human stem colls, your study is NOT exempt.)

C Yes @ No

If Yes, please explain in detail:

8.0 TSRI Normal Bleed Donor Services
8.1 *Is your ONLY use of uman subjects obtaining blood from the TSRI Nocmal Blood Donor program?

Note: If you are abtaining any other specimens, answer No.

i ves & No

£ 9.0 Care Line/Co-Management Committee

§

. 9.1 *Has your proposal been endorsed by a Scripps Health Care Line or Co-Management Committce?

' Yes & No

3.2 If NO, please indicalc why not:
N/A

10.0  Clinical Rescarch Services

10.1 *Is your study being conducted at or through

® Scripps Clinic
* Scripps Green Hospital



* Scripps Cancer Center
* Scripps Clinical Rescarch Services

Coves 0 g

If vou answer *Yes? o this question, your sabmission wilf be antomaticatly rowted to CRS Ditector Jantes
Mason for sigm off before it yoes 1o the IRB.

[0 Tissue/Blood from Seripps (Patients/Employees) OR Outside of Scripps
th1 *Are you obtaining blood or tissue from Scripps employees or patients? (May require informed consent,)

IF USING THE NORMAL BLOOD DONOR PROGRAM, OR IF THIS IS A CLINICAL TRIAL, ANSWER "NO",

T Yes & nNo

If Yes, please describe:

112 *Is your only use of human subjects obtaining blood, tissue, saliva, etc. using collaborators outside of
Scripps Health or TSRI? [Check “NO" if your study involves any intervention with human subjects such as

drugs, devices, interviews, questionnaires, etc.]

 Yes £ No

If Yes, please describe:

12.0  Privacy of Health Information and Confidentiality of Data

12.t_ *Do you plan to obtain individual patient authorization (via patient consent) to use and/or disclose
Protected Health Information? (If NO, you MUST request a Waiver of Informed Consent and a Waiver of
Privacy Authorization from the IRB, and submit a Confidential Data Request form to Audit/Compliance
through the IS Service Now Portal, available under "Quick Links" on the Scripps intranet)

& ves ¢ No

13.0  Privacy of Health Information and Confidentiality of Data - Detail

13.1 *Do you plan to use Scripps Health medical records or patient data to identify potential subjects? (Note:
If Yes, you need to complete 2 Confidential Data Request form [CDR]. Refer to Scripps policy.)

O ves @ o

13.1 *What provisions have been made to maintain the confidentiality of the subject's data and/or samples?
(Important: Identifiable medical information may NOT be stored on non-Scripps electronic devices such
as smartphones, laptops, tablets, personal computers, etc, NEVER email any personal identifiers such as

name, MR#, etc.)

[V L:mited access - IRIB must be aware of anyone who has access to identifiable data

[¥ Stored in secure folder or the Scripps nelwork
IV Research numbers vill be nssigned. Jdenbification code will be kept separately from the data

¥ Password-protected database
[~ Gther



If Other, plcase explain:

130 *Will Non-Scripps personnel need to access any Scripps Information Systems to complete the research?
(Important: Any non-Scripps personnel will require orientation, employee health screening, name badge
and IS coordination. They must also go through a vendor/voluntecr process before accessing any Scripps

data. Policy S-FW-EC-1157 is on the Scripps intranet.)
C VYes & o

If Yes, list anyone who will have access to the data that is NO'T part of the study staff or sponsoring

organization.

134 ¥Ig there any specific hardware, softwace andfor transmission of data beyond the standard eCRF? (This
would include sponsor- required laptops or software to be loaded onto Scripps PCs, laptops ot assets.) If
Yes, please complete the Request for Software Installation or Third Party Application Service Provider (ASP) form. (Note

Modems are not acceptable.)

-

 ves ¢ nNo

14.0 Rescarch Sites and Administrative Review
14.1 *Ig this a multi-center trial?

. Yes & nNo

If Yes, are you the Principal Investigator or Program Director for the mulfi-center trial?

" Yes C No

Il Yes, (pou are the Principal Investigator or Program Director), list all non-Scripps sites.

142 How will any Non-Scripps sites send data to Scripps Healtth?

N/A

143 What steps have been implemented to verify the integrity of Non-Scripps data prior to loading it into the
Scripps network? (Answer is required if Scripps PI is acting as lead site for multi-center study.)

N/A
144 *Is the research a project of Scripps Health or the Scripps Research Institute (TSRI)?

[T scripps Health - (Cenhducted by Scripps cmployees, agents or in Scripps facilitics)
I Y I Y

[V Scripps Research Institute - (Conductad Iy TSR employees, agents or in { SRI facilitics)
Y

145 *Indicate the sites(s) at which data will be collected and/or analyzed. (Select all that apply.)

[T ™MD Office
[T Oulside - Non Scripps Health
[7 Scripps Cancer Centor {(SCC) - Network

[ Seripps Cancer Cenler - Mercy



[~ Scripps Cancer Center - Green
[7 Scripps Clinic - Carmel Vailey

[ Seripps Clinic - Mission Valley

[~ Scripps Clinic = Rancho Bernards

e Medicine (STST)

[T Scripps Clinic - Torrey Pines

[ Scripps Green lospital

[T Scripps Memarial Hospitat - Encinitas
™ Scripps Memorial Hospital = La Jolia
[T, cripps Mercy tospital - San Diego
cripps Mercy tospital - Chula Vista
[ TSRI - Florida

[T TSRI - Normal Blood Donor Service (NBDS)
[ Scripps Radiation/Oneology

[~ Scripps Frotors Center

[V, TSRI - Tha Scripps Research Inslitute
% Whittier Institute

I Scripps Clinical Research Center

(" Other

[ Anderson Medical Pavilion

["Z Prebys Cardiovascular Institute

If Other, enter site name,

14.6 Non Scripps and other collaborative research sites.

Plcasc identify additional locations or facilities not listed above.
N/A
If using other sites, do they require additional IRB review?

G Yes O No
If Yes, what is the status of this other IRB review?

> Not yet submitted
O Pending
 Approved

15.0  Scripps Health Review

15.1 *Dgoes this study involve any Scripps Health facility or Scripps Health patients?

O oves & No

- 16.0
Clinical Trial

16.1 *Is your project a Clinical Trial? The NIH defines a clinical trial as a research study in which one or more
human subjects are prospectively assigned to one or more interventions (which may include placebo or
other control) to evaluate the effects of those interventions on heaith-related biomedical or behavioral

outcomes.



“~ yes O Ny

16.2 Hnota clinicul trial, docs your project involve testing an assay or deviee of any sor(?
C oves € wo

163 *Will your project involve informed consent from individual subjects?
& ves O o

16.4 If this is a Clinical Trial, what is the NCT number that identifies the trial on www.clinicaltrials.gov?

Note: All clinical trials must be registered in a national database at www.clivicalirials.gov. Each trial is

assigned a unique registry number, the "NCT” number, which begins with NCT followed by an 8-digit
number. We must have this number to be able to identify clinical trials ongoing at Scripps, as required by
Scripps Health leadership. For commercially-sponsored studies, get the number from the sponsor; for
investigator-initiated studies, ask the Principal Investigator or search the clinical trials database to find it.

rNCT044G('7215 I

[Z3 N/A
"3 NCT Not Listed

If NCT number is not listed, explain why:

17.0  Study Precedures

17.1 *Does your study involve any procedures or tests that are NOT considered routine care?

@ ves ©) No
If Yes, describe all procedures that will be done for Research Purposes ONLY.

-Please see Section 18,0
17.2 *Are any of these procedutes or tests investigational?
® ves O No
If Yes, describe how the investigational procedure differs from standard therapy:

All procedures are for research purposes anly.,

18.0  Study Procedures Detail
18.1 *Is the Investigator certified/trained in the use of the procedure(s)?
{* ves

™ No
O ON/A



18.2 *Is the procedure allowed under the scope of practice for staff?

183 *Do the principal and other physician investigators have privileges to perform the proposed procedure(s)?

~ Yoo
" No
N/

184 *Does the proposcd research staff have the education and training required (o perform the proposed procedures?

[ Yes
[ No
[~ N/A

19.0  Drugs

19.1 *poes your study involve the use of any drugs?

# ves O No

20,0 Drug Betails

20.1 *Are any investigational drugs used in the study?

@ ves 3 No

20.2 *List all investigational drugs and active comparator drugs to be used in this study:

A new drug or

View a new use of
&} Nz IND Number
Details DVVg Name FDA Approved R—— un

approved drug:

Trade Drug ,or 0335
Name:

Generic Drug Lross- .
= Name: No Yes refercncing
‘ #142502
Investigational
Drug Name:
Trade Drug Name: CORT118335

Generic PDrug Name:
Investigational Drug Name:

Is the drug supplied at na ceost?  Yis

1s the Drug FDA Approved: Na
Is this a new drug or a new

use of an already approved Yes
drug

Is an IND necessary Yes



INDG Number

Who bolds the IND

IND details:

If FCA Approved and an IND is
not required, Please provide a
rationale for exemption:

Dose Range:

Freguency:

Route of administration:
Will the investigational

pharmacy be dispensing?

[dentify who will be preparing
the investigational drug
/blologlc for administration and
describe in detall how it will be
prepared:

Indication(s) under
Investigation:

Where will the drug be stored

Drug Starage Restrictions
(including temperature, etc.):

Administration Instructions:

Possible Untoward Effects,
: Their Symptoms & Treatment:

Contraindicatlons and
Interactions, If Known:

neing # 142502

PT holds the IND

Piaase soe

sub

from L C

hait INCY for ¢ in witl hold the

900 mg

1x per day foir 14 days

Orally
No

CORT118335 150 mg tablets and matched placebo tablets
will be pravided by Corcept Therapeutics. The daily dose of
six 150 myg tablets will be packaged in wallet cards provided
by Corcept Therapeulics that contains a 2-week supply of
double-blind meadication, plus a 1-wwek extra supply for
rescheduling purposes if needed,

Alcohol Use Disorder (AUD)

Scripps Research, Laboratary of Clinical
P<ychopharmacology

Room Temperature

900 mg (6 tablets) my mouth each morning with food

Excessive glucocorticoid or mineralocorticoid receptor
antagonism symptoms:

Unusual tiredness or weakness

Nausea and/or vomiting

Dizziness when standing

» Aches and pains
: Loss of appetite or weight loss
- Dehydration

Diarrhea
Feeling depressed

Participants reporting symptoms of excessive glucocorticoid
or mineralocorticold receptor antagonism during treatment

‘will be discontinued from the study drug and seen promptly
' for medical evaluation

Chronic systemic steroid use and use of and drugs that are
strong inhibitors and induceis of CYP2C9 will be
exclusionary.

" 203 *Describe your plan for storing, dispensing and accounting for the study drug(s).

The medication is stored in a locked cahinet in the medication room that is kept locked at the
Laboratory of Clinical Psychopharmacology. Qur pharmacy technician will prepare and label a box
conlaining a 2-weck supply of double blind medication (CORT118335 and placebo}, plus a 1-
week extra supply for 1escheduling purposes if needed. They will also keep the randomization

code and maintain record of study medication dispensed and returned throughout the study. The
Study Coordinalor or Clinical Research Assistant will monitor medicaticn compliance by recording
Lthe number of pills dispensed at randomizastion (Visit 2) and returnad at the cue session {Visil 3)

oh a drug dispensation case reporl form,

204 *Name all persons who will dispense the study drug(s) and sign drug accountability records.



Sain Reed
Jessica Bess
Susan Quellc

20.5 *Has the investigational pharmacy been nutified?

. Yes
(% No

If Not, please explain:

IN/A

20.6
Check all drugs that will be paid for by the sponsor or study budget.

[¥: Investigational Drugs
[ Other Study Drugs (including placebo)

20.7 If applicable, offer a proposed mechanism of action for investigational drugs or approved drugs under
study for a new indication:

Glueocorticoid receptor (GR)/ mineralocorticoid receptor antagonist
21.0 Medical Devices
211 *Does your study involve the use of any medical devices?

Q) ves & No

22,0
Alternative Treatments

i 211 *Are there alternative drug(s), device(s) or procedure(s) that are approved for use in the United States?

@ ves O No
I Yes, describe,

Acamprosate, naltrexone and disulfram

222 *]s the study drug/device/procedure currently available without participating in the study?

' yes G No

ITYoes, describe:

23.0
Data and Safety Monitoring

i 13.1 *Describe the plan for monitoring data and safety, (A plan is REQUIRED.)



Stringent pro
following:

risk as determimed by th
d an @ thorougle medical histo

e Subjects will be excluden who ¢
Farhad Shadan, MO, PED, and Alan Beneze, MD, b
exaill, ECG, comprahensive metabalic panet (CM2) that mcludes potassium tevels, conmypl
blood count (CBCY, iver function tests (LFT'3), urinalysis, and urine texicolegy screen for drug o
abuse (UDS). Subjects with any conditions thal would expose them to unusual risk {¢.g.,
significant medical disorders o1 pregnancy) will ke excluded, The CMP, CBC, LET's, urinalysis,
Uns, ECG and vital sighs also will be oidlained after the lasl dose adminislration.

= Subjects will be catefully monitored by the P.I. and Michael Skinnar, M3, PharmD, o
independent Medica: Safety Manitor, during weckly laboratory meetmmgs with all personnel
involved in the study,

« A menstrual history, negative pregnancy tests, and birth control will be documented in wonen
to avoid giving study drugs to women with unrecognized pregnancics.

» All subjects of childbearing patential and their opposile sex partners will be required to use a
double barrier form of birth conilrol for the duration of the study and for one month thereafler.
atd at all times identifying the potential risik for

¢

s

e Subjects will be instructed o carry @ wallet
exressive glucecorticoid receptor antagonisin and excessive mineralocorticoid receptor
antagonism and potential need for hydrocortisone in the settings of shock or surgery. e card
will also contain contact information for the Pl and study physician,

« Subjects will be advised neither te drive a car nor operale complex machinery until they have
gained sufficient expervience on drug te gauge whether or not it afiects their mental and/or motor

performance adversely.,

« The dinical ratings and blood tests will be performed by experienced perscnnel to minimize
camplications and urninecessary faligue and distress,

o At the follow-up visit, subjects who report significantly increased alcobel consumption or
serious psychiatric/medical symptoms will be offered a referral to treatment specific to their
needs,

= Thera are procedires for emergency unblinding of {he medication.

‘Every offort will be madce to minimize the risk of clinical deterioration during the study and at the
follow-up virtual visit including the following:

« Participants will not receive the medication if they have any signs or symptoms that may
contraindicate its administration, ¢.g., abnormal potassium levels.

¢ The subjects will be closely monitored.

« Parlicipants will be asked about adverse events and concomitant medicatic
e Participants will be instructed about signs and symptoms of adrenal insufficiency and how to
contact the study physician in case they occur. The following language will be used in the

s at each visil.

informed consent:

“Tell your doctor right away if you have any of these symptoms:

* Unusual tiredness or weakness

* Nausea and/or vomiting

¥ Dizziness when standing

~* Aches and pains

* | oss of appetite

* Dehydration

% Diarrhea

¥ Feeling depressed

« Participants reporting symptoms of excessive glucocorticoid receptor antagonism during
treatment will be discontinued from study drug and seen promptly for medical evaluation.

s Participants will repeat the CMP, CBC, LFT's, urinalysis, UDS, ECG and vital signs afler the last
dose administration te verify health status and rule out signs and symptoms of excessive
alucocorticoid receptar antagonism and hyperkalemia.

« The study physician will evaluale any subject experiencing clinical deterioration and make a
clinically-based decision regarding appropriate care in consuliation with the P.1.

= Participants will be evaluated for resclution of adverse events 2-weeks post-treatment.

s lmpottantly, the research group has a well-established record of subject satety in the conduct
of analegous clinical iaberatory trials and subjects will reccive maonitoring of their overall health

status while in the study,
Patient confidentislity wiil ke preserved by the following measures:

report forms in locked hile cabincts.,
s and compuierized data wiil be identified by numericel code so that the

« Keeping the
s {asc report o
subyect's name will not be vsad.
o No information will be

rding the ity or progress of

idy persannel 1o

to nan-
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Callection and Reporting of AFs and §

The P.1 will be respensible for mionitoring the condoct of this single-site human iaboratory study
to ensure the safely of participants, The P.IL will momtor subject side effect complaints, clinically
i nhysical exain in consultztion with study physicians

ficant lab abnormalitizs and findings on
and Dr. Michael Skinner, MD, Pharm [, our independent Medical 5afety Monitor, who has over

two decades of experienice as a Research Physician in the pharmaceutical industty invelved in
Phase I, IT and I ¢lin trials, If a SAE occurs, the P.1., in consultation wilth the Study
Physician, Farhad Shadan, M.D., Ph.C., and the Independent Clinical $afety Monitor, Michacl
Skinnar, M.D., PharmiD., will report it to the Scriups-1RB, sur NIAAA Project Officer and the US
FDA within 48 houts of becoming aware of the event, The written report will capture al! safety
infermation including the date of SAE onset, a description of the event, action taken, and an
indication whether & relationship between the SAE and drug exists. In addition, a summary of all
SAEs that eccurred during the previous year, and their outcomes, will be included in the annual
progress report to the FIZA, NIAAA and our IRB. AEs will be documented at each study visit on
the Adverse Event case repolt form by racording of cach adverse event and onsct, duration,
severity, relation to study medication and any clinical sction, These will be compiled and reported
to thex FDA, NIAAA and oul IRB in the anrnual progress report.

Management of SAFs or Other Study Risks

AF and/or making referrals

The study physician will be responsible for managing a drug-related S
for appropriate care, as needed, until the problem has resolved or stabilized with no furthe

change expected, or resuits in death.

DSM Plan Adrninistration

Responsibility for data and safety monitoring

The P.I. s responsible far monitoring this single-site human laboratory trial. Dr. Mason will meet
‘with members of staff and the Study Safety Meaitor, Dr, Skinner, on a weekly basis to
discuss progress of the study, subject enrollment and retention, the clinical stalus of active
subjects and any safety issues as they arisc,

Frequency of DSM
All case report formn data will be entered into an clectronic file daily as they are completed. Rata

sifety monitoring will be conducted by the P.I, and Safety Monitor who will review adverse
events on a weekly basis. The Safety Monitor will advise the P.1. and tive study physicians it any
changes in the study plan rmay be needed to improve subject safety,

Data safety and monitoring reports will be provided annually to the IRB, NIAAA and the FDA. We

‘will use pre-established criteria and procedures for reporting AEs, SAEs, issues potentially arising
from conflicts of interest, significant protocol changes, and/or cause for trial termination to the

IRB, NIAAA and the FDA.

DSM board plan
Per NIAAA guidelines, no DSM board is required for this single-site, early Phase 2 proot-of-

concept study,

23.2 *Has a data and safety monitoring committee been set up for this study?

O Yes (£ No

24.0  Blood Draw

24.1 *Will blood be collected specifically for this research?

* ves C No



25.0 Blood Draw Details

25.1 *Source of Blood Samples (Check all that apply.)

t of a clinical trial

[v Subjects as pe
[T Blood Denors with g condition or @ discase that are NOT part
tuate (18RI Normal Binod Donot Scivice (N

- of a clinical trial

[~ The saipps Resea :
I OTHER normal blood donors NOT part of the Normal Blood Donor Service (NBDS)

If Other, please explain where the samples are coming from:

(If you arc using TSRI NBDS, be sure to include an NBDS Donor Information Form with your subntission.)

5.2 *Describe in simple language how this blood will be used.

Blood samples will be used for serum pregnancy test (if female), complete metabolic panel
(CMP), that includes gamma glutamy! transferase (GGT), and complete blood count (CBC w/diff)
for general bodily functioning. In addition, blood will be drawn for drug concentration and to
measure plasma cortisol, aldosterone, and selected cytokines

1 253 *How frequently will the blood samples be collected?

(¢ Less Than 2 Times per Week
" More Than 2 Times per Week
. N/A Outside Scripps

254 *How much bload (ml) will be collected each draw?

(¥ Less Than 50 Mls (10 teaspoons)
(> More Than 50 Mls (10 teaspoons)
" N/A Outside Scripps

" 255 *Who will draw the bload?

Jenny Miller, our Research Medical Assistant who is a certified phlebotomist, will draw the blood

‘samples.

25.6 I blood will be obtained outside of Scripps, will (he samples be obtained with Informed Consent? (Nove: If Yes, attach a
capy of the IRB approval and/or approved Informed Consent from the other site to the Inital Review Submission Form)

(1 Yes
(" Nao
" N/A

If No, please explain why:

25.7 *Will the blood be used for genetic analysis?

T ves & No

If Yes, will the results of the genetic analysis be shared with subjects? (REMINDER: If you plan to share
the results, consider adding the Genetic Information Nondiscrimination Act language to the consent.
Please click on the grey 'Help' button in the upper right to view the genetic language template.)

25.8



¢ oves € nNo

1€ Yes, explain how the vesults will be used:

259 *Will ALL blood samples used in the study be de-identified?

= ves 7 No

25.10 *Will leftover de-identified blood be used for other studies? (Future plans must first be reviewed by a
Scripps IRB.)

C ves & po

26.0 Subject Compensation

26.1 *Will subjects receive any payment or compensation for participation in this study?
& ves € o

27.0  Subject Compensation Detail

: 27.1 *Describe all payments/reimbursement being offered to subjects, such as transportation expenses,
meals, gifts, and other out-of-pocket expenses.

Subjects will be reiibuised at the following rates: $50 Tor the screenity visit (Visil 1), $78 for
ther randomlizatlan visit (VIsit 2Y, $50 for an interim virtual visit between Visits 2 and 3, $275% for
the cue reactivily visit (Visit 3), and $50 for the virtual follow-up visll (Visit 4), The total
compensation for completion of all 4 study visits is $500.00.

How will subjects be paid? (Check all that apply.)

[ Cash
[¢} Check from investigator, sponsor, CRO, or other outside entity

[7] Check request or payroll payment theough Scripps (requires W-9 tax form)

[ Gift certificate

[J Through payroll (Scripps Health Employees)
[} Scripps Greenphire Card

[J Other

If Other, please explain:

212 *How much will each subject be paid per visit? And in total?

Subjects will be reimbursed af the following rates: %50 for the screening visil (Visit 1), $75 for
the randotnigation visit (Visil 23, $.50 for an inferim virlual visil belween Visils 2 and 3, $275 for
Ll cue reactivity visit (Visit 3), and $50 for the virtual (ollow-op vislt (Visil 4). The total
compensation tor campletion of all 4 study visits is $500:00.,

27.3 *Describe your plaa for issuing subject payments: (For example: per visit, end of study, ete.)

Subjects will be paid with a check at the end of each visit that they compleate. The payment



Sl e mailed to (he subjecl tollown:g completion of the visit

followinig ihe final, viriual visit

274 *Will there be any costs (such as prolonged hospitalization, extra tests, co-payments) to subjects
associated with their participation in research?

O vos & wNe

I yes, please expiain,

275 Who will pay for the treatment of a research related injury?

™ Spensor
I~ Subject or his or her medical insurance

[¥ Other
73 Not Applicabie

ITother, describe.

If @ subjecl needs either medical care or urgent medical treatment. as a result of their
particpiation in the study, TSRI general liability insurance will cover the costs.

28.0  Study Plan - Details

281 Research Methods - Include the Schedule of Events or provide a precise description of the data collection
methods. (Attach the Schedule of Events to the Initial Review Submission Form, if applicable )

This Is a randomly assigned, double-blind, placebo-controlled cutpatient study of the
-cffectiveness of 2-weeks of oral CORT118335 (900 my/d) for decreasing alcohal cue-induced
scraving for alcohal in subjects with alcohol use disorder of moderate or greater severity (AUD-
MS). Alcohol cue reactivity procedures will be conducted on the last day of dosing (Day 14), with
cendpaints selected to assess the effects of drug on alcohal cue-induced craving in the lab, as well
.as on naturalistic measures of protracted abstinence involving sleep, mood, craving and refapse
to diinking. A positive signal on such indices would fend support to the potential utility of the

drug for the treatrment of alcohol use disorder,

Initial Phone Screening

Clinically trained study personnel provide information about the study. Interested individuals who :
meet initial eligibility criteria are scheduled for a face-to-face intake evaluation.

Visit 1, Screcning

‘After providing written informed consent, subjects complete a Screeriing Visit for evaluation of
celigibility (see Table 1), The Mini-International Neuropsychiatric Interview (MINT; Sheehan &
Lecrubier, 2015) for DSM-5 will bc administered to determine the inclusion criteria of current
AUD with = 4 symptoms and to rulc out major psychiatric disorders that would warrant study
‘exclusion. The subject’s demographic infarmation, medical and alcohol use history, adverse
events and use of concomitant treatments will be recorded using standardized forms. Vital signs
and BAC will be assessed, and specimens for Grinalysis, serum pregnancy test {if female), urine
drug screen, blood chemistry that includes liver function tests (LFTs) and GGY, and complete
blood count with differential (CBC w/diff} will be collectzd by the medical assistant and prepared
for same day pick up by LabCorp for analyses. A mini-cue session familistizes subjects with the
cue reactivity lab setting and identifies non~ cue-reactive subjects for study exclusion (Visual
craving severity rating of alcohol cue 2 3 points higher than water cue).

Analogue Scale [VAS]

Visit 2, Randorization

galive pregnancy t
simenls and are

, repeat s
ine clinical &
y medication,

omplele the evaluation for eligibility, including B¢
ical exam, Medically cleared subiccts complete b
Jemized to receive a 2-week supply of double-biind stud




sessioin, The aleohul cun

fon will {ast for s hours (Table 23,

aty Procedues

s 2, Alcolnl Cuc

Baseline
Subject arrives: BAC, vital signs; adverse events and concirrent drug therapy; urine

1:00
Elg/ts screen for alcohol and uds for illicit drug use; blood samiples obtained; TLER; CIWA;
STAI).

clinicai assessments (i.c., ACQ, PSQIL, BOI
1:40 pmy: Supyect prepped for cue session: clectrodes attached, and impedance checked;
haseline VAS obtained, Subject given instructions and cuc-reactivity practice trial.

Cue-Reactivity Trials
2:00 pm: Step 1- Mood induction: subzect exposed to block of 12 affective images (pleasant,
unpleasanl or neutral}, psychophysiologicai recording.

‘Slep 2- In vivo beverage cue: alcohol or water ir: front of subject for Q0 s while recalfing picture-

induced mood, psychophysiological recording.

Step 3- Ratings: subjects complete VAS craving, and manipuiation check in presence of beverage
cue.

Step 4- Beverage removed from testing arca after cornpletion of ratings.,

2115 pm: Repeat Steps 1-4 for remaining affect-heverage trial combinations (six trials total).

End of Lab Study Procedures
2:45 pm: Debriefing and relaxation period, subject completes ACQ, and BDI-II to verify return to

baseline.

Visit 4, Follow-up

Subjects will participate in a scheduled virtual visit 2-wecks after the cue session and
discontimuation of study drug to assess persisterce of treatment effects and resolution of any
adverse reactions. Motivational interviewing and potential treatment options are provided by a
study clinician. The study physician conducts a virtual review with all subjects of Week 3 lab
results, ECG, status of any adverse events, and at-hotme Week 4 pregnancy test results with

fernale subjects,

- 29.0  Study Plan - Clinical T'rial

29.1 Clinical Trial Details

*Describe the design of the study (double blind, randomized, etc.)
(Enter N/A if not applicable.)

Double-blind, vandoin assignment

*Describe any preliminary data that supports or refufes the hypothesis to be tested.

Our study is based on positive studies of mifepristone, a mixed glucocorticoid receptor (GR)
antagosist and progesterone antagenist, in preclinical and hurnan laboratory models of AUD
{(Vendruscolo et al., 2015) and a ¢« ntly completed clinical trial of mifepristone in 103
outpslicnis with AUD (IND #114497, NCT02179749). This project also builds on paositive
preclinical studies of the GR/mineralocorticaid receptor (MR) antagonist, CORV118435, in rodent

D, that found CORT11R335 signifirantly reduced alcchol self-adrministration without
narin-swectened

jenaeral,

models of At
affecting water self-administralion or the consumption ¢f a nor- alcoholic «
sclution, indicaling Lhat CORT118335 did not suppress consummiatory bohaviors 1




ADeseribe previous research, pre-clinieal or clinical findings that led o the proposed research. (fn carly
phases of drig or device developmens where there is little human data, provide the type and nuniher of

paticnts who have received the drug, device or procedure 1o dute.)

The theorahical ratios
neurobiology of abstinence i AUD whi
CORT118335 s hyp d te normalize. s stress respons
hypothalamic-pituitary-adrenal (HPA) axis, lcadnig Lo increases in gluce ase,
Gilucccorticoids bind to GR and mediate adaptation to stress and regulate terminat of the
glucocorticoid stress response through negative feedback al the leve! of the IPA axis. Chronic
stress, AUD, and the consequent impaired GR fecdback lave been proposed to lead Lo the
dysreqgulation of HPA axis aclivity. Additionally, activation of GR drives MR aclivation of olher
stress-relaled ncuropeptides, e.g., corlicolropin releasing factor and noreninephrise, thereby
further contributing to increasing stress, anxiety and compulsive-like ethanol drinking
(Vendruscolo et al., 2612), Thus the activity of CORT118335 as a GR/MR antagonist may have
significant therapeutic potential for AUD. A key rationale for 1he study of modulators of the brain
cmotional systems in AUD treaztment is that medications that normalize the dysregulation or
halance of the reward and stress systems may profect against relapse during protracted
abstinence, For example, acule withdrawal and protracted abstinence from alcohol is associated
with not only decrcased dopaminergic function but also increased extrahypothalamic

sing factor function which is driven by GR. The GR is also involved in

d as a potential treatment target for AUD; an

e for GRZMIL as novel targets for reducing craving in AUD s based on the
iy involves activation of bra:e stress systen:s, winch
s inibialed by activaticn of the

wrticand rele

corticotrophin re
madiating inflammation, which has been identif
‘ancillary benefit of CORT11833% may be a reduction in several inflammatory cytekines and

chemokines that imay be upregulated in AUD {c¢.g., TNF-alphe, 1l-1, IL-2, IL-6, and chemaokines
CCL2 and CCL19) and have a positive feedback to reactivate and perpetrate a dysregulated HPA

axis.

The primary hypothesis under test is that treatment with CORT118335, a GR/MR antagonist that
madulates the activity of cortisal and aldosterane, wilf result in significant improvements in
subjective craving following alcohol-cue exposire in the lab and in naturalistic measures of
protracted abstinence that include relapse to drinking, craving and disturbances in sleep and
mood, Support for this hypothesis is provided hy pre-clinical and clinical studies of GR and MR
antagonists in AUD. Preclinical studies of the GR antagonist, mifepristone, showed reduced
‘alcohol intake in alcohcl-dependent rats, but not in non dependent animals, and a double-blind
study of 56 non treatment-seeking alcohol dependent subjects showed 1-week of treatment with
mifepristane 600mg/d significantly reduced alcohol craving and consumption compared (o
placebo in the above human tab model (Vendruscolo et al., 2015). We recently completed &
.randomized, double-blind trial of 1-week of mifepristone 1200 mg/d, 600 mg/d or matched
placebo followed by 8-weeks of counseling in 103 trealiment-seeking outpaticnts with AUD.
Preliminary analyses replicated the earlier effects of mifepristone found in the fab model
tinvolving non treatment seekers with AUD, i.e., significantly decreased drinking for the week on
‘drug and for the fallowing 2 weeks in individuals whe did not have abstinence as @ treatment
‘gonal. Effectiveness in this group was linearly related to mifepristone plasma level, with equivalent
efficacy in men and women, Consistent with the half-life of the drug, effecls were not defected
‘after 2 weeks post treatment. Individuals who entered treatiment with abstinence as a treatment
goal did well with counseling, regardless of whether their assigned drug was mifepristone or
placebo. Mifepristone significartly (p<0.08) improved ALT and GGT relative to placeba. Taken
‘together, the preclinical, human lab model and clinical trial results lend support to the
therapeutic potential of GR antagonism as a treatment strategy for AUD.

LA relationship between the éldosterone-MR pathway and alcohol drinking also has been found in
studics across 3 species: rafs, monkeys and humans (Aoun et al,, 2018). Of note, non-dbstinent
AUD patients had significantly higher circulating aldosterone levels than abstinent AUD patients,
.and aldosterone levels were positively correlated with the quantity of alcohol consumed, as well

‘as with craving and anxicty scores,

Spironolactone is an aldostarcne/MR antagonist that has beer shown to significantly reduce

istration in rodent models of AUD, and an analysis of data from patients with
PASON,

alcohol self-adimi
AUD from the Veteran Birth Cohort, found those treated with spironelactone (for ar
Nn=10,726} showed a significant reduction in Alcehol Use Diserders Identification Test-
Consumptics {AUDIT-C) score, relative to AUD patients not treated with spirenolactene
(Farokhnia el al., RGA 2020, attached with permission).

*Describe and justily any withdrawal of standard medications or the inclusion of a placebo.

fications will not be atlowed for inci (o the study. Rather, o
ons hat ae exclusionary, thea they will not be allowed to partic

Withdrawal of standurd me
subjects are taking medica




in the swedy.

A placebo group is necessary in order to effectively evaluate the offects of the target medication.

30.0 Recruitment and Advertsing

30.1 *From where will subjects be recruited? Check all that apply:

[ Outpatients

[T Inpatients

[ Your Own Patients

[t Referrals from Other Fhysicians

I™ Hospital or Clinic - Logbooks, schedules, or any other institutional database
I~} Extramural data or tissue repository or disease database

[T Commercial Company

I~ Advacacy Groups

[ Private Practice

[v. Other

If other, desceribe,

We have a markeling firmm, Dynamic Marketing, that creates social media content to advoerlise
our study on Facebook and Instagram. Dynamic Marketing also utilizes sponsaored posts on
Facebook and Google Adwords, Every month Uiey write a blog posl Lo create interest and drive
traffic to our website, We alsa utilize our website, flyers; Craigslist, and loral newspapers like the

San Diegd Reader,
30.2 *How will subjects be recruited? Check all that apply:

[ Direct contact in a medical setting

[ Direct contact in a non-medical setting (explain)

[¢; Newspaper Ad (include publication and date)

[ Broadcast media (television/radio/internet)(include details)

71 Posted Notice (location(s))

[] Dear Valued Patient Letter {(use the template tocated In Help - Click on the ?' icon in the
upper tight and it appears in the list)

7] Newsletters (attach copy or Web site)

[ Flyers

71 Recruitment Organization(s)

[[: Dear Colleague Letters

[ social Media

[ other

Provide additional information for any items checked above (if applicable):

See above

303 *po you already have a list of potential subjects for this study?
O ves & No

304 *who will do the recruiting? (Check ALL that apply.)

[: Investigator
[7 Study staff



f~ Recroiting Agency
[ CRO - Clinical Research Organization
r Sponsor

[T Other

11 other, describe.
30.5 If a patient qualifies for more than one study, how will the Principal Investigator determine which study

will be offered to the patient?

*Currently there are no competing studies. Should our pending suvorexant study begin and
‘overlap with recruitment for the CCRT118335 study, we will alternate enrcliment between the 2
studies as they are both under the ailns of our P69 alcohol center grant, However, the
suvorexant study involves an overnight inpatient stay that may not be possible for soma
‘'subjects, e.g., due to pet or childcare responsibilities, Thus, we will try to keep enroliment
balaned across studies while allowing for subjects' reat-world constraints, should there be an

overlap in recruitiment,

306 What limit will be placed on the number of cansent forms that a patient wilt be expected to read and
understand at any one time?

There is only 1 consent a subject will be expected to read and understand at any one time.

* 31.0 Altersation of Informed Consent

. 3LL *Are you requesting alteration of the informed consent process?
O Yes @ No

312 *Are you requesting perinission to waive in-person consent?
Q Yes & No

If Yes, how will informed consent be obtained?

320 Conseni Procedure

321 *Who will conduct the initial informed consent discussion?
(IMPORTANT: Only personnel who have been added to the protocol in iMedRIS/iRIS and have completed

the required education in human subjects protections may obtain informed consent.)

lossica Bess, MSW or Susan Quello, BA, BS
32.2 *Describe the experience and qualifications of the person(s) named above.

Jessica Pess has been waorking (n 131, Mason®s lals as 2 Study Coordinator since 2017, Susan
Quello has been working In B, Mason's lab smee 2003,

323 *pescribe the process of obtaining subjects' consent (Include where, when and how the consent will be
obtained).

Subjects are first spoken to on the phone and given a dascription of the study and a brief
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324 *Describe the method of documenting that informed consent was obtained.

Decunterttation of e 1CFs will be by wrilten signature en the TCF a vd it s also recorded i the
b4 9
arate binder m a lacked cabinet in a locked room

Visit 1 progress note. ICFs will be kept in a sey
32.5 *List any and all consent/assent forms that will be used.

1 consent form will be used (atiached)
32.6 *Have the consent/assent forms been previously approved by a Non-Scripps IRB?

™ Yes € No

If Yes, which Non-Scripps IRB? (Including commercial/academic IRBs)

327 *How do you plan to inform subjects of new information that might affect their willingness to continue in
the study?
If new information emerges that might affect a subject's willingness to continue in the study, we

‘will incorporate the new information in an addendum to the ariginal consent form for enrolled
:subjects and also subinit a revised consent form for new subjects containing the new

‘information.

(NOTE: We suggest that new information be incorporated into a simple addendim to the original consent
Jorw for enrolled subjects and a revised consent form for new subjects.)

328 If the study involves minors, describe the process of parental permission and how the assent of the minor

will be sought.
The study does not involve minars,

329 *Will non-English speaking people be approached to participate in this study?

' Yes @ No

3210 If you need written HIPAA authorizations from subjects, these documents must be retained for at least

6 years.

Note: If research is conducted in a Scripps hospital, a copy of the consent form, including the
Authorization, must be filed in the subject's hospital medical record.

*Clieck which of the following 3 methods you will use:

ire consent form for 6 yeats

[ Retain the
[T Ralain the Aulherization separately for 6 years

[T Copy the HIPAA Authorization page and send it to Health Information Services

[V. Not Applicable



33.0  Waiver of Privacy Rule Authorization

131 *Are you requesting to waive individual Privacy Rule authorization?

C ves & Ny

34.0  Risks and Benefits

*Describe all potential risks of participating in the study, in simple terms.

Please include :

¢ Risks to the subject's privacy and the confidentiality of data.
The likefihood and seriousness of the most important risks, (Use %, if available, or range, such as

‘likely’, 'rare’, etc.)
If serious risks are involved, explain which risks are expected to be temporary and which might be

permanent.
* Indude the possible consequences of serious risks and possible treatment, if known.

Subjects may experience fatigue or distress due to clinical evaluation by raling scales: increased
urge to drink or feelings of depression or anxiety Tellowing cue exposure procedures,

Subjects may feel pain or discomfort during blod draws when the needle pokes their skin, There
may be bruising, swelling, pain or infection later at the puncture site, afthough this is unlikely.

Dizziness and fainting are possible, but very unlikaly,

Abnormal test results may cause subjects to experience anxicty and seek additional medical
services, and therefore be a potential risk of their research participation,

Medication Side Effects:

Given the small number of subjects studied, no adverse events specific to CORT118335 have
been identified,

However, we have given extensive thought and consideration to the safety of CORT118335, a GR
/MR antagonist, in subjects with AUD. There is no evidence of similar druas having abuse
potential or alcohol X drug interaction effects on psychomotor coordination or cognitive
functioning. We base our canclusions about safety on our own experiences with mifepristone, a
GR antagonist, in two studies invalving a total of 156 subjects wilh AUD. In our first study, a
human lab study involving 53 non treatment-seeking participants with AUD of moderate or
greater severity (AUD-MS) mifepristone was well tolerated, with no evidence of alcohol X drug
interactions or abuse patential, and no serious, severe, or unexpected adverse events or
treatment discontinuations due to adverse events (Vendruscoio et al.,, 2015). Similarly, in our
recently completed clinical trial of 103 treatment-secking outpatients with AUD-MS, 1-week of
treatment with mifepristone was well tolerate, with headache (Mif=19.7%, placebo=12.5%) and
fatigue (Mif=7.0%, placebo=12.5%) the only adversc events reported during treatment in 2 §%
of subjects, Only one adverse event, headache, was rated as severe, and it resulted in study
discantinuation in Week 5 of counseling, i.e., 4 weeks after the last dose of mifepristone, and it
was rated as unrelated to study drug (mifepristone 1200 mg). One other subject discontinued
treatment on Day 3 complaining of moderately severc nausea, sweating, loss of concentration
and depression that was rated as possibly drug-related (mifepristone 600 mg). One SAE occurred
that was rated as unrelated to study drug; a subject fell off a horse and was hospitalized 50 days

after the last dose administration. Other than significant improvement in GGT and ALT in

mifepristone-trealed subjects, there were na treatmeni-relaled changes in €CG, lab values or

vital signs,

Spironolactore is an aldosterone/MR antagonist that has beer FDA-approved since 1960 for
cardiovascular incications; the most conmmon adverse reaction is gynecomastia after 1 or more
mionlhs of chrenic treatment, Spironclactone has been widely usced in velerans with ALD wilh no
safety concerns specific ta AUD noted (Farokhnis ot al, RSA 2020, attached with pernmssion),

ity of CORT118335 to antagonize GK, and also possibly MR, combined
iies of GR and MR anlagonists

lical safialy arud efficacy Tound in gt
ety and potential efficacy ol 8 proof-of -co
B for AUD,

Takern togothor, the
with the preclinical and cli
AUD, T puort to the s
/MR antagonist, CORETI18335, as a novel realme

captl evalialio




aid cr grnctalosoticoid recrer antdgosi

RITEER 3L inay Coust excessive giucsoor

v rloctor o study phiysica

Subjects will be Lold in the informed coraanl form Lo aotify
& s Lhe following symotoms

Hirednoss or weaknoss

VOININTE

slanding

al appr
* Dehydration
# rhea

* Fecling depresscd

ne in thie
ty physician,

el Catlelr :
settings of shock of surgery. The card wi

Il also coritain contact information for the ¢

Subjects will be cautioned about operating machinery, including automebiles, untl tiey are cetlam Lthat
taking CORT118335 o their ability Lo drive or work with machinery,

s nol affe

342 *will radiation ar radioactive substances be used in your research? For more information on Radiation
Safety, move your mouse over the help bubble to the right and click on the link that pops up.

" Yes F No

If Yes, have you submitted the Protocol and Informed Consent form to the Radiation
Safety Committee Officer?

T Yes O No

If NO, be advised that you must submit to the Radiation Safety Committee Officer.

343 Describe any use of radiation, including X-rays, fluoroscopy, radioisotopes or protons. Protocols that
include any research use of radiation, radioisotopes or protons must be submitted to the Radiation Safety

Committee for review.

344 *Does the research protocol involve the use of designated HAZARDOUS CHEMICALS in the clinical
setting?
O ves & No

List chemical(s) requiring review.

345 Describe procedures for minimizing any potential risks, including risks to confidentiality, and assess their
likely effectiveness.

idards for human rescarch and are

Investigators and cesearch personnel are trained in ethice
current with IRB requirements for training and cerlificalion. To ensure that all research activities
are in full compliance with IRB standards, Dr. Mason chairs a weekly mceling with the research
arch procedures and the clinical status of

team to provide oversight regarding reciuitment, rese
all active subjects,

Protectiong Againsl R
CORT1I8335 will he administered accordin
enced under Corcept's IND #1147

ta a pretocol reviewed for safety by the FDA aad
jects will be advised 10 avad driving or

1l to not take
an. The
rentiy under study for non-alccholic liver dis li-psychotics
ng tegimens and duralioris wore chosen to provide the minimum lelaod
tible witly achieving opitme! diug effects and

cross-re

se and a:

900 mg daily dosage is ¢
induced weight gain, Do
durat f drug expos

maintaining su safely.

e thal is still co




G record of patient
CORTT (R ]
IJy( o in the study and expostie to diag
hoany conditions which: wouid

rarch g
ratery sius

Importanliy, the
ilar human
usad i aceordance
> brich duration e

tres L be em

vecks of adreinistralion, Subje
reseal mcrcased risy, sianiticant raes
Be admilled to tie study, gent progeduar
reactions, Theqse incude the (allowing: 1

=r|n‘»r.‘> Or p HARTE ,f vl no!

vl e
fical lnstory; 2.) a |ah\

iver funcltion tests (1 FTs),

hlosd < hemisliy feount (C
loxizoiogy use; 3.3 amenstrual hislory, negative pregr
study nd Dirth « conttol will be documentad in women of rh

avoid
potentia
week Lher B
persisting at the end of the study will be followed by the irvestigator until resplution or unul &
sinically stable endpeint is resched. The climcal ratings and blood tests will ke performed by
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All subjects are required to be abstinent a minimom of 3 days prior to the iab session. Depanding
upon the extent of alcohol se and individual telerance snpme subjecta n be at risk for alzohal
withdrawal. To protecl against these risks cach subjecl will be carefully evaluated with the CIWA
by an experienced study clinir'inn al the randomization visit for polential withdrawal risk and
sympioms, including vita 5, time of last drink, quantity consumaed, pattern of drinking, and
history of alcoho! \wthdra\m In the unlikely evaent that significant (CY > 9) withdrawal

are present; subjocts will not proceed with the study and will be referred Lo a nearby

symploms
detox tacility.
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Confidentiality will be preserved by the following measures: keeping the subject case report
forms (CRF) in locked cabinets; CRF's and computerized data will be identified by numerical code
so that neither the subject’s name will not be used; no information will be released to nor-study
personnel regarding the identity or progress of subjects withoul writlen request by the individual
subject to the Principal Investigator. A Certificate of Confidentiality will be obtained to protect
against involuntary disclosure of the identities of research participants.

34.6 What provisions have been made for ensuring that medical or professional intervention is available to
subjects if an adverse event occurs?

Every effort will be made to minimize the risk of clinical deterioration. The subjects will be closely
qmonitored. Highly trained and experienced personnel will provide a degree of supervision that
may not be available under usual treatment conditions. A study physician is available 24 hours a
day, 7 days per week in the case of clinically significant adverse evenls. The study physician will
evaluate any suhject experiencing clinical deterioration and make a clinically-based decision
regarding study disconlinuation and referral for appropriate care in consultation with the P.1.

3.7 *Is there poteatial for direct benefit to the subject?

* yes C No

If ycs, desceribe.
cls may bencfit dicecly irom study medication, cvaluation of their med:ical stolus, and
sarticipation.
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M8 *Will there be benefit to the class of subjects or to society?

* ves O No
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349 *pescribe why you think the risks to subjects are reasonable in relation to the anticipated benefits?
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35.0  Surveys and Questionnaires

351 *poes the project involve the use of Surveys, Questionaires or Interviews?

* Yes " No

36.0  Surveys and Questionnaires Detail

36.1 *Will subjects be identified in any way?

 ves @ nNpo

37.0 Study Population
37.1 *Briefly describe your targeted population. (Patients with a condition or disease, healthy control

subjects, etc.)

We are looking te recruit 50 paid, non-treatment-seeking male and female valunteers with
alcohol use disorder (AUD) of greater than or equal to moderate severity.

37.2 *Explain rationale for using human subjects.

The purpose of this study is to evaluate the efficacy of CORTII8335 as a potential treatment for
greater than or equal te moderate severity, therefore, use of humans is
nining the efficacy of CORT11¢ L ag d potential treatment in (his disorder,

alcohoi use dig
essential to dete

373 *aAge

[T Age Range Not Appiicable



Enfer the specific age range fur study population,

From:

18

To:

374 *Gender
C: Male
{7 Fernale
& Both male and female
375 *How many subjects are you planning to encoll at this institution/site?
50
If this is a chart review, indicate the number of charts: (If this is not a chart review, enter 0.)

N/A

IT nceessary, provide explanation below.

. 376 *How many subjects will be encolled at ALL sites? {Indude Scripps and NON-Scripps)

30

I necessary, provide explanation below,

37.7 To achieve your needed number of subjects, how many subjects do you estimate will need to give
infortted consent? (Aflowing for screen failures)

100

37.8 *Justification for the number of subjects required:

Mevious studies in our lab have shown that we need to aive informed consent to 180 subjects in
order to enroll the 50 subjects required for the study.

379 Please check all patentially vulnerable populations that are included:

* Reguilared

[ Children / Mincrs (subjects less than 18 years)
[~ Pregnant Women *

™ prisoners *
" Economically or edicationally disadvantaged persons

™ Nor-ENGLISH speaking



[T Diminished mental capacity
™ physicaity disabled
[T students

Scripps Health Ernployees
[T Scripps Research
[ Other

Instituie Employees

If other, describe.

If including vulnerable subjects, explain why. Explain what safeguards are included fo protect against
coercion or undue influcnee.

3710 Inclusion Criteria

*Use the link below to add incluslon criteria,

Creler .

Number Erlterla
Male or female volunteers, 18-75 years of age.

® Meets DSM-5 criteria for current alcohol use disorder of moderate or
greater severity (AUD-MS, > 4 symptoms).

¢ In the month prior to screening, reports drinking 2 21 standard drinks per
week if male, = 14 if female, with at least one heavy drinking day (2 5
drinks/d if male, 2 4 drinks/d If female) per week,

® Sybjects wlill be non treatment-seekers because the study Is not a
treatment trial, and to avold exposing treatment-seekers to alcohol cues.

* Subjects must be abstinent a minimum of 3 days (but not more than 7
days) prior to the alcohol cue reactivity lab session.

* Negative BAC and EtG/EtS and a CIWA score of < 9 at the tiime of the lab
session,

® In acceptable health in the judgment of the study physiclan, on the basls of
interview, medIcal history, physical exam, ECG, routine urine and blood
chemlstry.

* Females with childbearing potential must have a negative pregnancy test
on the screening and randomization visits,

® All subjects must agree to use double barrier contraception for the duration
of the study and one manth thereafter, i.e., males must use condoms and
females must use spermicide and/or a non hormonal barrier method, and
their opposlite sex parthner must likewise use an effective non hormonal
form of contraception.

* Able to provide informed consent and understand questionnalres and study
procedures in English.

® Willing to comply with the provisions of the protocol and take oral
medication.

37.11 Exclusion Criteria

*Use the link below (o add exclusion criteria.

Ordaot

Number Criteria



arlicoid and/or

* Medizal conditions thal couild be agaravatid by glucor
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depression o anxiely disorders may be adiitted,

® Jias an ACQ total score of £ 30 and/or is non cue reactive,, |

Cdisarder, including
alcehol, nicatine, or
y o history of

, ,VAS

craving severity score < 3 points higher to alcohol cues than Lo water cues,

1 al Visit 1 (screening).
® Cannot provide a urine drug screen negative for substances of abuse other

than alcohol or cannablis.
® Liver function tests more than 3 times the upper limit of normal or elevated

bilirubin.

¢ Pregnant or lactating.

* Treatment within the month prior to screening with (1) an investigational
drug, (2) drugs which may negatively interact with study medications, or
(3) drugs thai may influence study outcornes (e.g., disulfiram [Antabuse],
naltrexane [ReVial, acamprosate [Campral], or anticonvulsants.

Chronic systemic steroid usc
Using drugs that are strang inhibitars and inducers of CYP2C9,
* No fixed domicite and/or no availability by hame or mobile telephone.

37.12 provide justification for indusion or exclusion of any group (gender, race, ethnicity or other):

All gender, race and ethnicity groups will be included.
Excluded groups include children and pregnant or breast-feeding weaimen.

37.13 Subject Debriefing

Describe any debricfing procedure(s).

Following the ¢ue reactivity procedures, subjects are debriefed and complete rating scales to
assure that mood and craving have returned to baseline.

*When will participants be given experimental results and the key (o any study blinding? (If not known,
request this information from the Sponsor.)

"Once the last randomized subject has completed the study and follow-up visit, the blind will be
:broken on drug assignment. Al that time, subjects requesting the identity of thei medication
greup assignment will be notified as to which group they were in during the study. Results will be
available within one year of study cormpletion.

- 38.0  Nursing, Allied Health and Health Services Research
381 *Is this Nursing, Allied Health or Health Services Research ? (Note: Health Services research is the study

of the organization, delivery and financing of health care. Some projects of this type may be considered
Qualitiy Assurance, Quality Improvement or Process Improvement but NOT research.)

T oves O wo



39.0  Human Specimens and Cell Lines

391 *Will ANY specimens, other than blood, be obtained for this study?

@ vos s

40.0  Human Spcecimens and Cell Lines Detail

10.1 Human Specimens

¥With regard to human specimens, check all that apply.

[ Identifiable (patient identifiers (Name, Medical Record Number), Family History (Pedigree),
Treatment and Qutcome Data}

[V Unidentifable (Demographics (Race, Gender, Age), Diagnosis, Histopathology, Specimen
Descriptors (Tyoe, Condition, Amount) - if Yes, may meet criteria for Exempt, Category 4

[, Genetic Analysis

("1 Genomic Analysis

[~ Proteomic Analysis

40.2 *specimen Type (Check all that apply)

[ Cells

[ Stool

73 Hair / Nails

[; saliva

[ Semen

[ Urine

[ Tissue

[ Fluid

[7 Bone Marrow Aspirate

If fluid, tissue or otlier, describe.

40.3 *Will the specimens come from samples originally obtained for clinical purposes?

O Yes @ No

40.4 If Yes, describe how the samples were obtained and if informed consent was required.

405 If No, where will the specimens come from?

ses only during a subject’s study visit at the lab.

The samples witl be obtained for research purgoss
Subjects will provide saliva samples, urine sampies, and will undergo blood draws all of which

will be obtained at the lab, Informed consent will be required before any of the above-referenced

‘procedures are undertakenr.

40.6 *Will specimens be maintained in such a way that the subjects can be identified?

O oYes & No



If Yes, how will confidentiality be preserved?

40.7 *Will specimens he transferred to or from a Scripps Health facility? (If Yes, please complete a Materials

Transfer Agreement.)
 Yes & No

If Yes, how will specimens be identified?

If Yes, to which institution will specimens be transferred?
[ TSRI
[ Other;

40.8  *Will this study involve human stem cells? (If ‘Yes', attach a copy of the ESCRO approval to the Initial
Review Submission Form)

Y ves @ No

If Ycs, are the human stem cells derived from human embryenic tissue?

O Yes G No

I not from embryuonic tissuc, are the cells pluripotent or capable of being de-differentiated into

pluripotent cells?

T Yes G No

. 409 *Does this study involve established human cell lines?

O Yes ® No

If Yes, name the cell lines:

If Yes, will human cell lines be obtained from a public repository or a public source?

3 Yes O No

Will these cell lines or data be linked dircctly to the subject from whom they were obtained?
C Yes O No

40.10 *Will saved samples or their derivatives have the potential to produce profits for the investigators ar

Scripps?
O Yes & No
40.11 *poes this study involve the storage of genetic data in electronic form?

€ Yes % No

40.12 *Does this study involve gene transfer or recombinant DNA use in INDIVIDUAL SUBJECTS in a CLINICAL
TRIAL?



C Yes & No

If Yes, then review by an Institutional Biosafety Committee will aiso be required. To view informarion on
Institutional Biosafely Review of Protocols Invalving Gene Transfer Or Recombinant DNA (Appendix M of
the NIH Guidelines), ctick on the Help bubble (o the right.

40.13 If Yes, explain.

40.14 *poes the research protocol involve the use of RECOMBINANT DNA TECHNOLOGY or BIOLOGICAL
AGENTS or materials that may be infectious in the clinical setting?
 Yes & No

List infectious agent or rDNA vector,

41,0  Funding Source (If you are a Principal Investigator receiving a Federal funded grant for collaborative
sites to conduct Human Subjects Research, contact the IRB office, Yon will need to submit IRB
documents from the collaborating institution.)

IMPORTANT: If ANY funding for this project is coming from a Federal source (federal agency,
federal government, National Institutes of Health, National Science Foundation, US military - such
as Department of Defense, etc.), the source(s) MUST be entered in this section.

. 411 *Is this study funded by a commercial sponsor?
O Yes @& nNo
412 *Js this study funded by a grant?

® ves O Na

*Is this an SCMG grant?

0 Yes @ No

If this study is funded by a grant, arc you the P recciving the grant?

& Yes €3 No

If you are the PI receiving the grant, will any other projects in the grant use human subjects?
& ves (3 No

*If you are the Pl for the entire grant, and checked ‘Yes' 1o 'Human Subjects’, please submit a copy of the
entire grant.

41.3 *Status of funding:

Please sclect one.

s Applied/Pending
%, Approved
(> Not Applicable



414 Sponsor Protocol Number:
/A

415 Grant Number:
PE0 AADGH420

41.6 *Granting Agency/Sponsor (You can select more than ane agency. )
(If your agency is not in the list, click on the help bubble to the right.)

If Departmental Funds are being used, click on 'Private’ and choose ‘Departmental Funds'.

*Note: All studies must have an identifiable source of funding or they cannot be reviewed. Fill in the
matrix below.

Sponsor Pass
Funding Fg:t:c«:l Co ?:_'mt_ Monitoring Auditing Through
Ttro ordination , Funding

Commercial

Federal ar
State NIH » i

Private
CRO

Department
funds

417 Proposed Funding Date - BEGIN
01/01/2018

418 Proposed Funding Date - END

12/31/2022

« 419 Are part of or all activities in this proposal funded by a training grant?

O ves & No
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Medication Development in Alcoholism: CORT118335 versus Placebo

IRB Summary of Amendments-11/11/2020-04/04/2022



Miricorilant Amendments

Amendment
Submitted on11/11/20-Approved on 12/09/2020

In obtaining our IND, the FDA requested that we add the following language to our exclusion
criteria (Section 37.11 study application):

Based on the in vitro studies conducted for IND 142502, CORT118335 is

* exclusively metabolized by CYP2C19 (94%)

» concentration dependent inducer of CYP3A4 mRNA

* modest inhibitor of CYP3A4 (1C50, 3.9 uM), CYP2C9 (IC50, 5.1 uM) and CYP2C8 (IC50, 7.5
pM)

* potent inhibitor of BCRP (IC50, 0.2 uM) and UGT1A1 (IC50, 1.4 uM).

Given that the in vivo drug-drug interaction of CORT118335 and substrates or inhibitors of CYP
enzymes or drug transporters have not been evaluated, in the proposed study, subjects taking
substrates of CYP3A4, CYP2C9 and CYP2C8 will be carefully monitored for increased adverse
effects of these substrate-drugs and those narrow therapeutic index drugs that are primarily
metabolized by these cytochrome enzymes will be excluded.

Thus, subjects will be excluded who are taking:

+ strong CYP2C19 inhibitors

* substrates metabolized primarily by CYP3A, CYP2C9 and CYP2C8 with narrow therapeutic
index

* BCRP and UGT1A1 substrates

The FDA also asked us to provide criteria that would terminate the study. The following study
stopping criteria was added and approved by the FDA:

Criteria to temporarily suspend the study have been established when either of the following
specific safety thresholds are met:

* One participant with a Common Terminology Criteria for Adverse Events (CTCAE) Grade 4

treatment related SAE, or
+ 2 2 participants with a CTCAE Grade 3 treatment related SAE

If the safety threshold is met, the independent Medical Safety Monitor along with a panel of
qualified experienced physicians will meet to discuss and assess the severity and relationship of
the SAE(s) to CORT118335 and provide a recommendation to the Principal Investigator
whether the nature, frequency, and severity of adverse events associated with study treatment
warrant the early termination of the study in the best interest of the participants, whether the
study should continue as planned, or the study should continue with modifications. Regardless
of this decision, FDA will be notified by the Principal Investigator and provided with a summary
of the above AEs, as well as the panel’'s recommendation regarding study continuation and
safety monitoring modifications, within 2 days of receipt of the recommendation from the panel.

We have amended the language in the medication supply section of the study application
(Section 20.2) from: "The daily dose of six 150 mg tablets will be packaged in wallet cards



provided by Corcept Therapeutics that contain a 2-week supply of double-blind medication, plus
a 1-week extra supply for rescheduling purposes if needed" to "The daily dose of six 150 mg
tablets will be packaged in wallet cards provided by Corcept Theraputics. Each wallet card can
support 7 days at 900mg/day. Subjects will be provided with 3 wallet cards: 2 cards to support
the 2-week dosing duration and 1 additional card to permit rescheduling the cue reactivity
testing if necessary. Corcept Therapeutics asked us to make this change for clarification.

We have submitted the study instructions and the study participant information card for
approval.

We have partnered with Citrus Labs, a commercial company, to help us with our recruitment
efforts for this study. Citrus Labs owns and operates the leading health app network, Mind
Mates. Through the Mind Mate app, potential candidates will have already received education
on clinical trials (risks, benefits, commitment required, etc.) and requested to participate in a
relevant clinical trial. The app will be used to identify, pre-screen (we are requesting approval for
the attached pre-screener questionnaire) and refer potential study candidates. The referrals will
be delivered via a study dashboard provided by Citrus Labs. We have contracted with Citrus
Labs to receive 40 guaranteed referrals.

We will also resume our social media advertising campaign on 12/1/2020 with Dynamic
Marketing. Attached are examples of prior social media campaigns (November and December
2019). Since the study procedures and research methods are the same for all of Dr. Mason's
Medication Development for Protracted Abstinence in Alcoholism studies, the attached
examples will be updated with minor editorial changes.

Amendment
Submitted on 02/11/21-Approved on 03/15/2021

We received a safety Addendum (1) to the Investigator's Brochure Edition 5 from Corcept
Therapeutics and modified the protocol accordingly.

We will obtain an additional blood draw for liver function tests at 9 days after the last dose of
medication. Any subject with LFT's that are twice that of baseline and >2X the ULN will be
followed to a return to baseline and until the subject is stable.

Subjects will be compensated $75 for the additional blood draw. The total compensation for the
study is $575.00.

We have amended the name of the study drug from CORT118335 to miricorilant, now that it is
being studied in humans under that name.

We request to add the Brief Irritability Test (BITe) to the self-report battery. It is a short 5-item
questionnaire to assess irritability and, therefore, administration should not increase subject

burden.

The EtG/EtS urine sample in the text of the IFC on page 3 was added to the Visit Schedule on
page 4.



Dynamic Marketing will create brief videos (15-30 seconds), in place of written blog posts,
advertising the study, or providing useful/helpful information to create interest and drive traffic to
our social media posts. We request approval for the two attached videos for February.

We request approval for proposed Dynamic Marketing February social media content that is
attached.

We request approval for the attached wallet card that will be given to subjects in case of
suspected excess glucocorticoid blockade.

We request approval for Scripps Research COVID-19 procedures that have been added to a
subject's email confirmation and driving directions and COVID screening questions to be
administered prior to coming to the campus. Language was developed with and approved by
Scripps Research's legal department.

Minor editorial changes were made to the IFC (removed abbreviations,) to foster readability and
clarity for subjects.

We request approval to have subjects come to our lab, instead of going to Lab Corp, for the
blood draw that takes place nine (9) days (plus or minus 2 days) after their Visit 3. Due to prior
COVID restrictions, we scheduled this visit off campus. Now that Scripps Research has
eliminated visitor COVID restrictions, scheduling subjects at our lab will allow us more control in
obtaining this blood collection in the time period (7-11 days after Visit 3) window. We added this
as a Visit 4 in the schedule of procedures and will also obtain Vitals as we do for all subject
visits. The virtual follow up visit with the study physician is now changed to Visit 5.

Updated enrolled subjects and minor editorial changes (spacing) were also made to the
informed consent.

We had 13 other IRB amendments/approvals for recruitment advertisements and administrative
issues such as staff changes.



