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SECTION I: ADMINISTRATIVE INFORMATION

Title of Research Project:
Prazosin to Reduce Stress-Induced Alcohol Craving and Relapse

Principal Investigator: Yale Academic Appointment: Professor
Rajita Sinha PhD

Department: Psychiatry

Campus Address: 2 Church Street South Suite 209 New Haven

Campus Phone: 203-737-5805 | Fax: 203-737-1272 | E-mail: rajita.sinha@yale.edu

Protocol Correspondent Name & Address (if different than PI):
Julie Pinto, 2 Church Street South Suite 209, New Haven

Campus Phone: 203-737-5489 | Fax: 203-737-1272 | E-mail: julie.pinto@yale.edu

Investigator Interests:
Does the principal investigator, or do any research personnel who are responsible for the design,
conduct or reporting of this project or any of their family members (spouse or dependent child)
have an incentive or interest, financial or otherwise, that may affect the protection of the human
subjects involved in this project, the scientific objectivity of the research or its integrity? Note:
The Principal Investigator (Project Director), upon consideration of the individual’s role and
degree of independence in carrying out the work, will determine who is responsible for the
design, conduct, or reporting of the research.

See Disclosures and Management of Personal Interests in Human Research
http://www.yale.edu/hrpp/policies/index.html#COI
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d Yes x No

Do you or does anyone on the research team who is determined by you to be responsible for the
design, conduct or reporting of this research have any patent (sole right to make, use or sell an
invention) or copyright (exclusive rights to an original work) interests related to this research
protocol?

d Yes x No

If yes to either question above, list names of the investigator or responsible person:

The Yale University Principal Investigator, all Yale University co-investigators, and all Yale
University individuals who are responsible for the design, conduct or reporting of research must
have a current financial disclosure form on file with the University’s Conflict of Interest Office.
Yale New Haven Hospital personnel who are listed as con-investigators on a protocol with a
Yale University Principal Investigator must also have a current financial disclosure form on file
with the University’s Conflict of Interest Office. If this has not been done, the individual(s)
should follow this link to the COI Office Website to complete the

form: http://www.yale.edu/coi/

NOTE: The requirement for maintaining a current disclosure form on file with the University’s
Conflict of Interest Office extends primarily to Yale University and Yale-New Haven Hospital
personnel. Whether or not they are required to maintain a disclosure form with the
University’s Conflict of Interest Office, all investigators and individuals deemed otherwise
responsible by the PI who are listed on the protocol are required to disclose to the PI any
interests that are specific to this protocol.

SECTION II: GENERAL INFORMATION

1. Performing Organizations: Identify the hospital, in-patient or outpatient facility, school or
other agency that will serve as the location of the research. Choose all that apply:

a. Internal Location[s] of the Study:

[ ] Magnetic Resonance Research Center [] Yale University PET Center
(MR-TAC) X] YCCI/Church Street Research Unit (CSRU)
[] Yale Cancer Center/Clinical Trials Office (CTO) [ ] YCCI/Hospital Research Unit (HRU)
[ ] Yale Cancer Center/Smilow [ ] YCCI/Keck Laboratories
[] Yale-New Haven Hospital [] Yale-New Haven Hospital—Saint Raphael Campus

[] Cancer Data Repository/Tumor Registry
[] Specify Other Yale Location:

b. External Location|[s]:

[ ] APT Foundation, Inc. [ ] Haskins Laboratories

X] Connecticut Mental Health Center [ ] John B. Pierce Laboratory, Inc.

[] Clinical Neuroscience Research Unit (CNRU) [_|Veterans Affairs Hospital, West Haven
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[X] Other Locations, Specify: Yale Stress Center, 2 Church Street South, Suite 209, New Haven
[] International Research Site (Specify location(s)):

c. Additional Required Documents (check all that apply): L IN/A

[ ]*YCCI-Scientific and Safety Committee (YCCI-SSC) Approval Date:
[ ]*Pediatric Protocol Review Committee (PPRC) Approval Date:
[ ]*¥YCC Protocol Review Committee (YRC-PRC) Approval Date:
[ |*Dept. of Veterans Affairs, West Haven VA HSS Approval Date:
[ ]*Radioactive Drug Research Committee (RDRC) Approval Date:
[ ] YNHH-Radiation Safety Committee (YNHH-RSC) Approval Date:
[ ] Magnetic Resonance Research Center PRC (MRRC-PRC)  Approval Date:
[ ] YSM/YNHH Cancer Data Repository (CaDR) Approval Date:

[ ] Dept. of Lab Medicine request for services or specimens form

[ ] Imaging on YNHH Diagnostic Radiology equipment request form (YDRCTO request) found

at _http://radiology.yale.edu/research/ClinTrials.aspx)

*Approval from these committees is required before final HIC approval is granted. See instructions
for documents required for initial submission and approval of the protocol. Allow sufficient time for
these requests. Check with the oversight body for their time requirements.

2. Probable Duration of Project: State the expected duration of the project, including all
follow-up and data analysis activities. April 2007 — June 2017

3. Research Type/Phase: (Check all that apply)
a. Study Type
X Single Center Study
[ ] Multi-Center Study
Does the Yale PI serve as the PI of the multi-site study? Yes [_] No [X]
[] Coordinating Center/Data Management
[ ] Other:

b. Study Phase [ |N/A
X Pilot [ JPhaseI [ JPhasell [ ]PhaseIIl [ ]Phase IV
[ ] Other (Specify)

4. Area of Research: (Check all that apply) Note that these are overlapping definitions and
more than one category may apply to your research protocol. Definitions for the following
can be found in the instructions section 4c:

[ ] Clinical Research: Patient-Oriented [ ] Clinical Research: Outcomes and
X Clinical Research: Epidemiologic and Behavioral Health Services
[ ] Translational Research #1 (“Bench-to-Bedside”) X Interdisciplinary Research

X Translational Research #2 (“Bedside-to-Community”) [ ] Community-Based Research

5. Is this study a clinical trial? Yes [X] No [ ]
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NOTE the current ICMJE (International Committee of Medical Journal Editors) definition of a
clinical trial: “any research study that prospectively assigns human participants or groups of humans
to one or more health-related interventions to evaluate the effects on health outcomes.” Health-related
interventions include any intervention used to modify a biomedical or health-related outcome (for
example, drugs, surgical procedures, devices, behavioral treatments, dietary interventions, and
process-of-care changes). Health outcomes include any biomedical or health-related measures
obtained in patients or participants, including pharmacokinetic measures and adverse events”

If yes, where is it registered?

Clinical Trials.gov registry [X]
Other (Specify)

Registration of clinical trials at their initiation is required by the FDA, NIH and by the ICMJE.

If this study is registered on clinicaltrials.gov, there is new language in the consent form and compound
authorization that should be used.

For more information on registering clinical trials, including whether your trial must be
registered, see the YCCI webpage, http://ycci.yale.edu/researchers/ors/registerstudy.aspx
or contact YCCI at 203.785.3482)

6. Does the Clinical Trials Agreement (CTA) require compliance with ICH GCP (E6)?
Yes [ ] No[ ]

7. Will this study have a billable service? A Billable Service is defined as a service or procedure
that will be ordered, performed or result in charging in EPIC for individuals who are enrolled in
a clinical research study, regardless if the charge is intended to be paid by the subject/their
insurance or the research study.

Yes [_] No[X]

If you answered "yes", this study will need to be set up in OnCore Support
http://medicine.yale.edu/ymg/systems/ppm/index.aspx

8.. Are there any procedures involved in this protocol that will be performed at YNHH or one of
its affiliated entities? Yes  No X If Yes, please answer questions a through c and note
instructions below. If No, proceed to Section III.

a. Does your YNHH privilege delineation currently include the specific procedure that you will
perform?

b. Will you be using any new equipment or equipment that you have not used in the past for

this procedure?

c. Will a novel approach using existing equipment be applied?

If you answered “no” to question 7a, or "yes" to question 7b or ¢, please contact the YNHH
Department of Physician Services (688-2615) for prior approval before commencing with your
research protocol.
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SECTION III: FUNDING, RESEARCH TEAM AND TRAINING

1. Funding Source: Indicate all of the funding source(s) for this study. Check all boxes that apply.
Provide information regarding the external funding source. This information should include
identification of the agency/sponsor, the funding mechanism (grant or contract), and whether
the award is pending or has been awarded. Provide the M/C# and Agency name (if grant-
funded). If the funding source associated with a protocol is “pending” at the time of the
protocol submission to the HIC (as is the case for most NIH submissions), the PI should note
“Pending” in the appropriate section of the protocol application, provide the M/C# and
Agency name (if grant-funded) and further note that University (departmental) funds support
the research (until such time that an award is made).

PI Title of Grant Name of Funding Source Funding Funding Mechanism
X Federal | [ ]Grant- 1 ROI AA 20504-03
Sinha, Rajita Prazosin to Decrease | NIAAA — 1R01-AA20504 [ ] State [ ]Contract#
Alcohol Craving, [] Non Profit | [T]Contract Pending
Normalize Stress [] Industry :
Dysregulation and 7 Other For |:| -Investlgator/Department
Prevent Relapse Profit Iﬁtlated
Sponsor Initiated
[ ] Other P

[ ] Other, Specify:

IRB Review fees are charged for projects funded by Industry or Other For-Profit Sponsors.
Provide the Name and Address of the Sponsor Representative to whom the invoice should be
sent. Note: the PI’s home department will be billed if this information is not provided.

Send IRB Review Fee Invoice To:

Name:
Company:
Address:

2. Research Team: List all members of the research team. Indicate under the affiliation column whether
the investigators or study personnel are part of the Yale faculty or staff, or part of the faculty or staff
from a collaborating institution, or are not formally affiliated with any institution. ALL members of
the research team MUST complete Human Subject Protection Training (HSPT) and Health
Insurance Portability and Accountability Act (HIPAA) Training before they may be listed on the

protocol. See NOTE below.
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NOTE: The HIC will remove from the protocol any personnel who have not completed required training. A
personnel protocol amendment will need to be submitted when training is completed.

Name Affiliation: Yale/Other | NetID
Institution (Identify)
Principal Investigator Rajita Sinha PhD Yale Rs57
Role: Co-PI Helen Fox PhD Yale
Role: Co-Investigator Robert Beech MD PhD Yale
Role: Co-Investigator/ MD | Peter Morgan MD Yale
Role: Co-Investigator/MD  |Gretchen Hermes MD Yale
Role: MD Julia Shi MD Yale
Role: Coordinator Rachel Hart Yale
Role: Post Doc Verica Milivojevic Yale
Role: Research Associate Gina Lombardi Yale
Role: Research Assistant Christian Panier Yale
Role: Research Nurse Mary Kurjanowicz Yale
Role: Research Assistant Sheridan Finnie Yale
Role: Staff Affiliate Nathan Grandpre Yale
Role: Staff Affiliate Jennifer Weinberg Yale
Role: Research Assistant Arielle Rabinowitz Yale
Role: Correspondent Julie Pinto Yale Jg358
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SECTION IV:
PRINCIPAL INVESTIGATOR/FACULTY ADVISOR/ DEPARTMENT CHAIR
AGREEMENT

As the principal investigator of this research project, I certify that:

The information provided in this application is complete and accurate.

I assume full responsibility for the protection of human subjects and the proper conduct of the
research.

Subject safety will be of paramount concern, and every effort will be made to protect subjects’
rights and welfare.

The research will be performed according to ethical principles and in compliance with all federal,
state and local laws, as well as institutional regulations and policies regarding the protection of
human subjects.

All members of the research team will be kept apprised of research goals.

I will obtain approval for this research study and any subsequent revisions prior to my initiating the
study or any change and I will obtain continuing approval of this study prior to the expiration date
of any approval period.

I will report to the HIC any serious injuries and/or other unanticipated problems involving risk to
participants.

I am in compliance with the requirements set by the University and qualify to serve as the
principal investigator of this project or have acquired the appropriate approval from the

Dean’s Office or Office of the Provost, or the Human Subject Protection Administrator at
Yale-New Haven Hospital, or have a faculty advisor.

I will identify a qualified successor should I cease my role as principal investigator and facilitate a
smooth transfer of investigator responsibilities.

PI Name (PRINT) and Signature Date

As the faculty advisor of this research project, I certify that:

The information provided in this application is complete and accurate.

This project has scientific value and merit and that the student or trainee investigator has the
necessary resources to complete the project and achieve the aims.

I will train the student investigator in matters of appropriate research compliance, protection of
human subjects and proper conduct of research.

The research will be performed according to ethical principles and in compliance with all federal,
state and local laws, as well as institutional regulations and policies regarding the protection of
human subjects.

The student investigator will obtain approval for this research study and any subsequent revisions
Prior to initiating the study or revision and will obtain continuing approval prior to the expiration
of any approval period.

The student investigator will report to the HIC any serious injuries and/or other unanticipated
problems involving risk to participants.

I am in compliance with the requirements set forth by the University and qualify to serve as

the faculty advisor of this project.

Advisor Name (PRINT) and Signature Date
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Department Chair’s Assurance Statement

Do you know of any real or apparent institutional conflict of interest (e.g., Yale ownership of a
sponsoring company, patents, licensure) associated with this research project?

[ ] Yes (provide a description of that interest in a separate letter addressed to the HIC.)

[ ]No

As Chair, do you have any real or apparent protocol-specific conflict of interest between yourself and
the sponsor of the research project, or its competitor or any interest in any intervention and/or method
tested in the project that might compromise this research project?

[ 1Yes (provide a description of that interest in a separate letter addressed to the HIC)

[ JNo

I assure the HIC that the principal investigator and all members of the research team are qualified by
education, training, licensure and/or experience to assume participation in the conduct of this research
trial. I also assure that the principal investigator has departmental support and sufficient resources to
conduct this trial appropriately.

Chair Name (PRINT) and Signature Date

Department

YNHH Human Subjects Protection Administrator Assurance Statement
Required when the study is conducted solely at YNHH by YNHH health care providers.

As Human Subject Protection Administrator (HSPA) for YNHH, I certify that:

* [ have read a copy of the protocol and approve it being conducted at YNHH.

= Jagree to notify the IRB if  am aware of any real or apparent institutional conflict of interest.

= The principal investigator of this study is qualified to serve as P.I. and has the support of the hospital
for this research project.

YNHH HSPA Name (PRINT) and Signature Date

SECTION V: RESEARCH PLAN

1. Statement of Purpose: State the scientific aim(s) of the study, or the hypotheses to be tested.
To test the preliminary efficacy of 16.0 mg of Prazosin daily versus placebo in treatment seeking
alcohol dependent individuals. This proposal is a laboratory and treatment outcome study to
examine the effects of Prazosin on brief exposure to stress, alcohol cues and neutral situations on
alcohol craving, mood and neurobiological reactivity in a sample of alcohol dependent
individuals. Prazosin will be beneficial for reduction in stress and alcohol cue induced craving
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and related neuroadaptations. In a sample of 150 alcohol dependent men and women, we
propose to examine (a) differences in measures of alcohol craving, emotion state, hypothalamic-
pituitary-adrenal (HPA) activation, physiological changes and plasma catecholamine response to
stress imagery and to drug cue imagery as compared to neutral imagery; (b) reduction in alcohol
abstinence symptoms; and (c) improvement in alcohol treatment outcomes as measured by
increasing abstinence, reduction in alcohol use and increased treatment attendance.

2. Background: Describe the background information that led to the plan for this project.
Provide references to support the expectation of obtaining useful scientific data.

Evidence from clinical surveys indicates that stress frequently leads to continued drug use and
relapse (Marlatt and Gordon 1985; Bradley, Phillips et al. 1989; Wallace, 1989; Hodgins, el
Guebaly, & Armstrong, 1995; Miller & Tonigan, 1996). Animal studies have shown that acute
behavioral stress facilitates drug self-administration and reinstatement to drug seeking behavior
in drug-addicted animals that have been drug-free for extended time periods (Shaham et al.,
1995). Previous work in our laboratory has shown that exposure to previous stressful experiences
consistently increases alcohol craving and stress-related brain changes in alcohol dependent
individuals (Fox et al., 2007; Sinha & O’Malley, 1999, Sinha et al, 2008). These data suggest
that attenuation of stress-induced alcohol craving and related neuroadaptations may be a useful
target in alcohol relapse prevention.

Prazosin HCI (Prazosin) has an established history as an antihypertensive agent since it was first
introduced by Pfizer in 1976. Prazosin is a lipophilic alpha-1 adrenergic antagonist making it
also useful in treating behaviors linked to noradrenergic hyperresponsiveness. For example it has
been shown to be effective in reducing the overall PTSD illness severity (Taylor et al.2006;
Peskind et al 2003; Raskind et al.2000, 2002, 2003; Taylor & Raskind, 2002). Pre-clinical
evidence has suggested that noradrenergic circuits may be involved in alcohol craving and
relapse (Simpson et al., 2007). Prazosin therefore has been of particular interest as a potential
pharmacologic treatment for alcohol dependence (Simpson et al., 2007; Walker et al, 2008).

Alpha-2 adrenergic agonists, such as clonidine, lofexidine and guanfacine significantly reduce
stress-induced drug seeking in drug addicted animals that are drug free for over 4 weeks (Erb et
al., 2000; Shaham et al., 2002). Taylor et al. (2000) report that the postsynaptic blockade of
alpha-1 receptors will have similar effects to those of alpha-2 receptors.

On the basis of these data and previous preclinical research, we hypothesize that Prazosin will
also decrease stress-induced and alcohol cue induced alcohol craving in laboratory sessions. We
have developed a laboratory-based imagery induction method that reliably increases cocaine and
alcohol craving after imagery of stressful and drug/alcohol cue events in cocaine dependent and
in alcohol dependent individuals (Sinha et al., 1999; 2000; Fox et al., 2007). However, whether a
medication suppresses stress and alcohol induced craving in alcohol dependent individuals has
not been conclusively shown. In a sample of 150 alcohol dependent men and women, we will
examine the effects of Prazosin on alcohol craving, subjective mood states, and neurobiological
responses in personalized stressful imagery and drug cues imagery. All subjects will be exposed
to three imagery sessions (neutral, stressful and drug cues) and the order of imagery conditions
will be counterbalanced across subjects.
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We expect that Prazosin will be easily tolerated as the effects are indirect. Unlike other less
selective alpha blockers, which also block presynaptic alpha receptors, alpha-1 blockers do not
prevent inhibition of noradrenaline release. Uninhibited noradrenaline release causes increased
reflex tachycardia through the sympathetic baroreflex response that increases cardiac output.
Prazosin therefore has a minimal effect on cardiac function due to its alpha-1 receptor selectivity
(Arnsten et al., 1988).

3. Research Plan: Summarize the study design and research procedures using non-technical
language that can be readily understood by someone outside the discipline. Be sure to
distinguish between standard of care vs. research procedures when applicable, and include
any flowcharts of visits specifying their individual times and lengths. Describe the setting in
which the research will take place.

One hundred and fifty treatment seeking alcohol dependent individuals (men and women) will be
recruited to participate in this medication study. Subjects may or may not participate in
laboratory sessions. Subjects will be recruited through flyers and advertisements in local
newspapers and from community substance abuse treatment facilities. Subjects will participate in
an initial screening and intake session to obtain informed consent, followed by physical
examination and blood work to determine eligibility. Subjects will be randomized to Prazosin
(PRZ) or placebo (PLA) and medication will be dispensed in a three times daily dosing schedule
(t.i.d. dosing) with 5 mg in the morning, 5 mg in the afternoon and 6 mg at night reached at the
end of the 2-week period, and maintained at this or their highest tolerated dose until week 11,
followed by a 5-day taper in week 12, as in previous research. The titration schedule was as
follows: 1 mg dose at bedtime for 2 nights, followed by a I1mg dose morning and night (8 AM/8
PM) on day 3, then 2 mg dose t.i.d., on days 4-6, 3 mg dose (2 pills each) morning and
afternoon, and 4 mg dose (2 pills) at night for days 7-9, increased to 4 mg dosing t.i.d. on days
10-13, and from day 14 through week 11, 5 mg (1 pill) each in the morning and afternoon, and 6
mg for the night (2 pills) dose. Subjects will be maintained on this dose during the laboratory
sessions (if completing the laboratory sessions) and until week 12 of the study at which point
they will be tapered off the study medication over the course of five days. Some subjects may be
tapered prior to completion of the 12 weeks. This taper is similar to what has been used with
lofexidine in opiate withdrawal protocols (Bearn et al., 1996; Strang et al., 1997) and in our
outpatient relapse prevention study of lofexidine with opiate dependent patients. We expect
most subjects will tolerate a daily dose of 16.0mg. However, subjects who cannot tolerate a
dosing schedule of 16.0 mg will meet with the study psychiatrist to discuss a reduction in dose
down to 10mg/day. Based on the Physician Desk Reference (2007), which reports that dosage
may be as high as 40mg daily, we anticipate that 16.0mg per day will be well tolerated by
subjects. Subjects who cannot tolerate a minimum dose of 6mg/day will be removed from the
study protocol.

Subjects will complete a variety of diagnostic, cognitive and psychological assessments, a
comprehensive physical examination and blood work. If completing the laboratory component as
inpatients, subjects will also be involved in development of imagery scripts from personal stress,
drug-related cue and neutral situations during the first 3 weeks of their stay. After subjects have
been substance- free for 21+ days, they will participate in an imagery/relaxation training and
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habituation session. Between weeks 3 — 4, subjects will participate in a 3-day experiment in
which during a 2-hour laboratory session on three consecutive days, subjects will be exposed by
guided imagery to a personal stressful situation, a drug cue related situation and a neutral
relaxing situation, one exposure per day. Order of imagery type will be randomly assigned across
subjects.

Research Plan:

Subjects will have the option of participating in either the inpatient—outpatient plan, or the
outpatient plan. The inpatient—outpatient plan involves 3 - 4 weeks of inpatient treatment
followed by 8 - 9 weeks of outpatient treatment. Subjects completing the inpatient-outpatient
plan may or may not complete the laboratory sessions. The outpatient plan involves outpatient
treatment with 12-Step Counseling for 12 weeks. Subjects enrolled in the outpatient plan also
have the option to complete 4 days of inpatient laboratory sessions. The provision of an
outpatient alternative is added to provide an opportunity for participation to those subjects who
are not able to participate in longer inpatient treatment due to childcare, employment, or other
related obligations. The three alternatives are described below:

Inpatient-Outpatient Plan with laboratory sessions:

Once a subject is deemed eligible, those who are interested in the inpatient option will be
admitted to the Clinical Neuroscience Research Unit (CNRU) of the Connecticut Mental Health
Center (CMHC) for the 3 - 4 week stay that will involve medication initiation and laboratory
sessions where subjects will be exposed to stress, drug cues and neutral-relaxing cues on three
separate consecutive days. Lab sessions will take place either on the Clinical Neuroscience
Research Unit (CNRU) or at the Yale Stress Center.

After completing the inpatient phase of the study, subjects will either taper off the study
medication or participate in a 9-week outpatient medication trial. Those choosing to continue
treatment will be seen 2 times per week in outpatient treatment at the Substance Abuse Center at
CMHC, or at the Yale Stress Center at 2 Church Street South. Subjects will be maintained on
16.0mg dose of PRZ/PLA until week 12. In week 12, subjects will undergo a 5-day taper similar
to what has been used with Lofexidine in opiate withdrawal protocols (Bearn et al., 1996;
Strange et al., 1997) and in our outpatient relapse prevention study of Lofexidine and Guanfacine
with opiate and cocaine dependent patients respectively. Urine monitoring, assessment of
craving, alcohol abstinence symptoms, self report of drug use and stress and craving scales, heart
rate and blood pressure will be assessed weekly in the trial.

Inpatient-Outpatient Plan without laboratory sessions:

The plan for subjects completing the Inpatient-Outpatient Plan without laboratory sessions, will
be identical to the plan for the Inpatient-Outpatient Plan with laboratory sessions, minus the
laboratory sessions, and all procedures related to the laboratory sessions, such as participating in
imagery script development sessions. Once a subject is deemed eligible, those who are interested
in the inpatient option will be admitted to the Clinical Neuroscience Research Unit (CNRU) of

Version 34 April 2018 Page 11 of 57



HIC 0705002691

the Connecticut Mental Health Center (CMHC) for the 3 - 4 week stay that will involve
medication initiation.

After completing the inpatient phase of the study, subjects will either taper off the study
medication or participate in a 9-week outpatient medication trial. Those choosing to continue
treatment will be seen 2 times per week in outpatient treatment at the Substance Abuse Center at
CMHC, or at the Yale Stress Center at 2 Church Street South. Subjects will be maintained on
16.0mg dose of PRZ/PLA until week 12.

Outpatient Plan:

Subjects who are deemed eligible, but are unable to commit to 3 - 4 weeks of inpatient treatment
will be seen 2 times per week in outpatient treatment at the Yale Stress Center at 2 Church Street
South. Outpatient appointments will include motivational enhancement, urine drug screens,
breathalyzers, blood pressure monitoring, and counseling. Daily interactive voice response (IVR)
telephone monitoring, or the smartphone app MetricWire, will prompt subjects to take study
medication, and assess their alcohol use, craving, craving resistance and mood states. Blood
draws will be done at weeks 4-5 to measure Prazosin levels. These levels will allow staff to
ensure subjects are taking medication as prescribed. Medication compliance will also be
monitored through the use of riboflavin as a marker. Riboflavin produces a bright yellow
discoloration of the urine when the medication is taken 2 to 8 hours prior. After the first week all
subjects will be taking morning and bedtimes doses of the medication. After this time, staff will
easily be able to visually inspect the subject’s urine to determine whether the morning dose has
been taken. 25mg of riboflavin will be added to all doses of Prazosin and placebo by the
pharmacist when capsules are made. Thirty-two cc’s of whole blood will be also collected from
patients at intake for the purposes of understanding genetic factors that may affect craving.

In the event that someone is unable to achieve any period of abstinence within a 4-week period,
they will be offered inpatient treatment or referred to a higher level of care at another facility. In
the event that someone achieves abstinence but has occasional relapses, outpatient treatment will
continue until they either sustain abstinence or a higher level of care is clinically indicated.
These clinical judgments will be made by the principle investigator. Subjects will be provided
with dollar amounts for kept appointments. Rewarding subjects for kept appointments, regardless
of whether their urine is clean or not, will enable us to maintain treatment compliance while
allowing for test of efficacy of medication in this trial.

After a subject is able to abstain from substances for a period of 21+ days, they will have the
option to complete a 3-night stay on the CNRU, where they will participate in imagery training
and 3 laboratory sessions. After completion of the laboratory sessions, subjects will be
discharged from the inpatient unit at least one day after the laboratory sessions.

Subjects will undergo the same titration onto study medication as outlined above. If the subject
decides to complete the laboratory component, they will be maintained on 16.0mg dose of
PRZ/PLA medication during the week of the inpatient laboratory sessions, after which they will
undergo the above mentioned taper or continue to take their medication for 9 weeks in outpatient
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treatment. In the event that someone continues to use alcohol while in the study, they may be
asked to come in for more frequent appointments to assess for adverse symptomatology and meet
with the study psychiatrist. Similar methods have been used in our outpatient lofexidine study
and no adverse interaction events are anticipated.

Table 1: PRZ/PLA Dosing

Prazosin PRZ Placebo (PLA)

(N=175) (N=175)

(Male / Female) (Male / Female)

AM PM Evening AM PM Evening
Week 1
Days 1 -2 Omg/Omg | Omg/Omg | Img/ Img | Omg/Omg | Omg/Omg | Img/ Img
(Img/ 1mg)
Days 3 Img/0Omg | Omg/Omg | Img/ Img | Img/Omg | Omg/Omg Img/ Img
(2mg /1mg)
Days 4-6 2mg/Img | 2mg/l mg |2 mg2mg |2mg/lmg | 2mg/l mg 2mg/2mg
(6 mg/4mg)
Week 2
Days 7-9 3mg/2mg | 3mg/2mg | 4mg/4mg | 3mg/2mg | 3mg/2mg | 4mg/4mg
(10mg /8mg)
Days 10— 13 | 4mg/4mg | 4mg/4mg |4mg/4mg | 4mg/4mg | 4mg/4mg 4mg /4mg
(12mg/12mg)
Day 14 Smg/5mg | Smg/Smg | 6mg/6mg Smg/5mg Smg/5mg 6mg/6mg
(16mg/16mg)

Follow-up:

Upon completion of outpatient treatment, follow-up interviews will be scheduled with all
subjects. If a subject decides to complete only the inpatient phase, follow-up appointments will
be scheduled after the inpatient phase is complete. Follow up interviews will be scheduled at 30
days. Urine monitoring, assessment of craving, cocaine abstinence symptoms, self report of drug

use and stress and craving scales, will be assessed during the follow-up appointment.
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Contact and collateral information will have been obtained from subjects at intake. We currently
use procedures that make it possible to locate and re-interview more than 90% of the patients
recruited into our treatment and laboratory research studies. Of note, in our recently completed
stress study with cocaine dependent individuals we obtained a 92% completion rate. Our
procedures include informing the patient of the importance of follow-up evaluations at the time
of initial assessment, emphasizing the patient's role as a research subject, guaranteeing complete
confidentiality of all information, obtaining permission, addresses and telephone numbers of
three collaterals to be contacted in order to help us locate the subject, arranging for home visits
and telephone interviews when subjects fail to keep appointments, mailing of appointment
reminders that are followed by telephone calls, and provision of incentive payments for
successful completion of follow-up evaluations. All of these procedures will be incorporated
into this study.

Study Feasibility:

The Chronic Alcohol and Brain Stress Circuit Relapse (#22015) for alcohol addiction currently
screens approximately 15 subjects per month. On average, approximately 6-8 patients meet
criteria for the proposed study (not on other medications and otherwise healthy) and will be
offered participation in this study. Thus we anticipate that 3-4 patients can be enrolled into the
pilot study monthly, leading to a 15-20 month recruitment phase for this study. The subjects will
be recruited from treatment seeking individuals who are being evaluated for alcohol treatment at
clinical programs and from those responding to advertisements and flyers for inpatient treatment
and research.

General Procedures:

All subjects will be screened and recruited into the study by the research assistant coordinator.
Potential subjects will meet with the research assistant coordinator who will, after an initial
screening over the telephone/in person, determine eligibility based on inclusion/exclusion
criteria. The initial screening will collect basic demographic information and ask questions
specific to the inclusion/exclusion criteria. The initial screening will take approximately 5-10
minutes. She will explain all study procedures and risk/benefits and obtain informed consent.
Subjects will undergo breath alcohol testing/urine toxicology screens at each in-person
appointment to confirm self-report of drug and alcohol use information.

Admission:

Subjects will then be scheduled for admission at the CNRU for inpatient treatment, or the SAC
for outpatient treatment and participation in research procedures. Subject will participate in a
comprehensive physical examination conducted at