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instructions and information required to complete
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templates/biomedical.html

Submit the original application and one (1) copy
of all materials including relevant sections of the
grant which funds this project (if applicable) to
the HIC.

SECTION I: ADMINISTRATIVE INFORMATION

Title of Research Project: Title of Research Project: Automated Bilingual Computerized Alcohol
Screening and Intervention in Latinos (AB-CASI).

Principal Investigator: Federico Vaca, M.D. Yale Academic Appointment: Professor, Department
of Emergency Medicine

Department: Department of Emergency Medicine

Campus Address: Department of Emergency Medicine
464 Congress Avenue-Suite 260.

Campus Phone: 203-785- Fax: 203-785-4580 | Pager: E-mail:federico.vaca@yale.edu
4363
Protocol Correspondent Name & Address (if different than PI): Alexei Nelayev
Campus Phone: 203-737- Fax: 203-785- | E-mail: alexei.nelayev@yale.edu
6152 4580
Yale Cancer Center CTO Protocol Correspondent Name & Address (if applicable):
Campus Phone: | Fax: | E-mail:
Business Manager:
Campus Phone : | Fax : | E-mail
Faculty Advisor:(required if PI is a student, Yale Academic Appointment:
resident, fellow or other trainee) L INA
Campus Address:
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| Campus Phone: | Fax: | Pager: | E-mail:

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.htmI#COI

O Yes e 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?

O Yes eNo

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 Pl any
interests that are specific to this protocol.

SECTION Il: 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:
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[ ] Magnetic Resonance Research Center [] Yale University PET Center
(MR-TAC) [] 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
X Specify Other Yale Location: Bridgeport Hospital ED in Bridgeport, Connecticut.

b. External Location[s]:

[ ] APT Foundation, Inc. [ ] Haskins Laboratories

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

[ ] Clinical Neuroscience Research Unit (CNRU) [_|Veterans Affairs Hospital, West Haven

[ ] Other Locations, Specify: [ ] 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:

[ 1 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.

Probable duration of the project is six years.

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 [ ]
[] Coordinating Center/Data Management
[ ] Other:

b. Study Phase <] N/A
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[ ] Pilot [ ] Phase I [ ]Phase Il [ ] 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:

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

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

5. Is this study a clinical trial? Yes X No [ ]

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? The study has not been registered with the clinicaltrials.gov
registry. However, the PI will register the study prior to enrolling subjects.

Clinical Trials.gov registry
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://vcci.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 |:| N0|E

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 |:| N0|E

If you answered "yes", this study will need to be set up in OnCore Support
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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 ¢ and note

instructions below. If No, proceed to Section IlI.
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 c, please contact the YNHH
Department of Physician Services (688-2615) for prior approval before commencing with your
research protocol.

SECTION I11: 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).

Pl Title of Grant Name of Funding Source Funding Funding Mechanism
Automated X] Federal [ |Grant-M#
Federico Vaca, | Bilingual [ State [ ]Contract#
M.D. Computerized [] Non Profit | ["|Contract Pending
Alcohol [] Industry [ ] Investigator/Department
Screening & ll)j fOther For | Initiated
Intervention in |:r(|) l(t)ther [] Sponsor Initiated
Latinos. [] Other, Specify:
[ ] Federal | [ ]Grant-M#
[] State [ ]Contract#
[L] Non Profit | [JContract Pending
[] Industry [ ] Investigator/Department
1|3:| fOther For | Initiated
rofit L
Sponsor Initiated
[ ] Other L] p

[] Other, Specify:
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[ | Federal | [ |Grant-M#
[] State [ |Contract#
[] Non Profit [ IContract Pending

[] Industry [ ] Investigator/Department
[] Other For Initiated

Profit []s Initi
ponsor Initiated
[] Other [] 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.

NOTE: The HIC will remove from the protocol any personnel who have not completed required training.

Name Affiliation: Yale/Other | NetlD

Institution (lIdentify)

Principal Investigator Federico Vaca, M.D. Yale Medical School

Role: Co-Investigator Gail D’Onofrio, M.D. Yale Medical School

Role: Co-Investigator James Dziura, Ph.D. Yale Medical School

Role: Co-Investigator Allen Hsiao, M.D. Yale Medical School

Role: Co-Investigator Michael Pantalon, Ph.D. Yale Medical School

Role: Correspondent Alexei Nelayev Yale Medical School

A personnel protocol amendment will need to be submitted when training is completed.
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SECTION I V:
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.

Federico Vaca, M.D. June 23, 2014
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.
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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?
E 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?
EYes (provide a description of that interest in a separate letter addressed to the HIC)

No

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:

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

I agree to notify the IRB if I 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

For HIC Use Only
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Date Approved Human Investigation Committee Signature

This protocol is valid through

SECTION V: RESEARCH PLAN

1. Statement of Purpose: State the scientific aim(s) of the study, or the hypotheses to be tested.
The Specific Aims of the study are:

Aim 1. To compare the efficacy of AB-CASI (Automated Bilingual Computerized Alcohol
Screening and Intervention) to SC (standard care) in the reduction of alcohol
consumption in unhealthy drinkers.

Hypothesis 1. At 12 months, AB-CASI will be superior to SC in reducing the number of binge
drinking episodes and the mean number of weekly drinks over the last 28-days.

Aim 2. To compare the efficacy of AB-CASI to SC in the reduction of alcohol-related negative
health behaviors and consequences.

Hypothesis 2. At 12 months, AB-CASI will be superior to SC in reducing alcohol-related
negative health behaviors and consequences (episodes of impaired driving, riding with an
impaired driver, injuries, arrests, tardiness and days absent from work/school).

Aim 3. To compare the efficacy of AB-CASI to SC in 30-day treatment engagement.

Hypothesis 3. AB-CASI will be superior to SC in increasing 30-day treatment engagement in
unhealthy drinkers.

Exploratory Aim. To explore variation of AB-CASI on alcohol consumption, alcohol-related
negative health behaviors and consequences and 30-day treatment engagement across
Latino subpopulations (Puerto-Rican, Mexican-American, Cuban-American,
South/Central American) as well as other potential modifiers (age, birthplace, gender,
preferred language, dependence, reason for ED visit, and smoking status).

Expected Outcomes and Future Impact. Our study is firmly and purposively aligned with the
National Institute of Alcohol Abuse and Alcoholism’s (NIAAA) Strategic Plan to Address
Health Disparities and its commitment to expand research capacity that positively impacts
minority populations.?” Further, it coheres with NIH Director Collins’ pledge to clearly
understand health disparities and to close existing gaps.?® Our study will be the first randomized
controlled trial of automated bilingual ED-SBIRT for Latino drinkers. These data are greatly
needed to understand the capacity for efficaciously and practically expanding ED-SBIRT
(Emergency Department Screening, Brief Intervention, and Referral to Treatment) in an
automated bilingual health information technology platform. This will move the field of alcohol
research forward and promote meaningful reductions in existing alcohol-related health disparity

gaps.

Page 9 of 42

APPROVED BY THE YALE UNIVERSITY IRB 3/23/2020



APPROVED BY THE YALE UNIVERSITY IRB 3/23/2020

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.

Magnitude of the Problem: The burden of disease and toll on human life due to alcohol is
staggering. As the most commonly used drug in the U.S., consequences of misuse persist as
major short-term and life-long threats to individual and community health.?-3° Alcohol-related
deaths are the 3 leading cause of preventable death for Americans.3! Nearly 80,000 alcohol-
attributable deaths per year accounted for 2.3 million years of potential life lost from 2000-
2005.32:33 Similarly, the annual financial burden that society bears attributed to alcohol misuse is
estimated to be $223.5 billion or $746 per person in the U.S.3* The cost of alcohol misuse
exceeds that of asthma, diabetes and high blood pressure combined.3® Risky drinkers account for
60% of alcohol-related absenteeism, tardiness, and poor work quality.3® They utilize twice the
health care resources of healthy employees. Alcohol is consistently implicated as a major risk
factor for nearly all categories of unintentional (falls, crashes, burns) and intentional (homicide,
suicide, assaults, child maltreatment)3” non-fatal and fatal injury.3%3839 It is also a major factor in
a multitude of serious chronic medical conditions including gastrointestinal, cardiovascular,
mental health disorders, and several terminal cancers.*%-4!

U.S. Latinos and Alcohol, Growing Vulnerability and Disparities: In the last decade, the U.S.
Latino population grew by 43% compared to 5% of the non-Latino population to comprise more
than 50 million (33.3 million are 18 years and older).*>* This increase exceeded half of the U.S.
population growth. The average age of the U.S. Latino population is 10 years younger than the
overall U.S. population.** This population characteristic touches only the very surface of this
groups’ vulnerability. The size of the U.S. Latino population is expected to triple by 2050. With
ongoing national efforts to eliminate health disparities,* the rapid population growth of U.S.
Latinos has major implications for the extent to which alcohol-related disparities can be reduced.
This is of particular concern given the context of the U.S. Latino population growth outpacing
any evidence of reduction of existing disparity gaps*® and the comparatively small number of
alcohol-related randomized control trials that have included U.S. Spanish speaking Latinos.

For U.S. Latinos, consequences of drinking' and disparities in specialized treatment*’ are
profound with a predictable likelihood to worsen as the population growth accelerates. Studies
document the greater burden of disease from both social and health perspectives in Latino
drinkers as compared to those of other race and ethnicities.>*3-5! The first National Alcohol
Survey to emphasize race and ethnicity was conducted in 1984.3 This and subsequent studies
show the importance of racial and ethnic variations in alcohol consumption and related
consequences.?>3>* Latino men have the highest prevalence of daily heavy drinking>’ with
prolonged duration of heavy drinking® and are more likely to binge drink.?*3” Moreover,
although non-Latino Whites are more likely than Latinos to succumb to alcohol dependency in
their lifetime>8, once alcohol dependence occurs, Latinos have a higher prevalence than non-
Latino Whites of recurrent or persistent alcohol dependence.®¢% Latinos also have higher
rates of alcohol-related consequences, such as driving while intoxicated®®-¢! and lifetime
arrests for driving under the influence of alcohol.®! Finally, a paucity of research has focused
on the important distinction between ethnic variation as it relates to Latino subgroups (i.e. of
Mexican, Cuban, Puerto Rican descent) and alcohol use disorders (AUD).5>-%* While a recent
national study shows no significant relationship between acculturation and alcohol-related social
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problems, birth place for both Latino men and women is noted as an independent risk factor.®
Nearly 50% of U.S. Latinos are foreign born, and for some Latino subgroups there exists an
even greater level of vulnerability within an already “at-risk” population in the context of AUDs.
Herein lies an important opportunity for testing the identification, early intervention, and
treatment initiation strategies in this vulnerable population group.

U.S. Emergency Departments and Alcohol Use Disorders: In 2009, U.S. emergency
departments had more than 136 million visits (45.1 ED visits per 100 persons).®> This was a
growth in annual visits of 10% from 2008 and 16.5% from 2007.>67:¢ Concurrently, injury
visits and ED population diversity have continued to increase with an additional 3 million
more ED visits by Latinos in 2009 compared to 2007.7-%° Studies show that a large proportion
of ED visits are attributed to alcohol.”%72 Those with AUDs average nearly twice as many injury-
related events per year as non-problem drinkers and four times as many hospitalizations for
injury.”? Every day emergency physicians treat patients that present to the ED as a result of
unhealthy drinking ranging from at-risk to dependence.’ 7> At-risk drinking is defined as a
quantity or pattern of alcohol use that places someone at-risk for adverse health events. Patients
may progress in severity when alcohol use results in adverse events, such as physical or
psychological harm.”677 The NIAAA defines drinking “at-risk” for illness or injury as those
drinking above low-risk limits (i.e. men > 14 drinks/week or > 4 drinks/occasion; women
and all > 65 y/o > 7 drinks/week or > 3 drinks/occasion).”® Compared to dependent drinkers,
which represent 5% of the U.S. population, those drinking above the low-risk limits comprise
20%.7° An early study showed that 17% of all patients presenting to an ED were harmful
drinkers.?0 Patients presenting to the ED are not only more likely to have AUDs than those
presenting to primary care®’ but also 1.5 times more likely to report heavy drinking, experience
consequences of drinking, or to have received treatment for an AUD.?! It is noteworthy that a
single alcohol-related ED visit has been shown to be an important predictor of ongoing
problem drinking, alcohol-impaired driving, and premature death.3?

EDs Offer an Important Context to Reach Latino Drinkers: Those with AUDs frequently
have high rates of medical co-morbidities and are more likely to present to healthcare systems
than any other service system.® Therefore, alcohol screening and brief intervention in the
medical setting is critical.’*37 Over 19 million Latinos accessed healthcare through U.S. EDs in
2009.%° With the millions of annual alcohol-related injuries and medical co-morbidity visits to
U.S. EDs, these encounters provide an opportunity to identify, intervene, and initiate treatment in
the lives of those with AUDs.!* Over two decades ago, emergency medicine clinicians and
researchers recognized the need to systematically identify and intervene in unhealthy drinking
ED populations.’” Many scientifically rigorous ED-SBIRT clinical trials empirically demonstrate
reductions in drinking and harm.!213.18.22.88-90 Maost recently, an NIAAA funded large
randomized ED-SBIRT clinical trial by D’Onofrio et al.'> showed that the use of brief
interventions by emergency practitioners in the ED setting improves patient outcomes in
English speaking patients by decreasing 7-day alcohol consumption, episodes of binge
drinking, and impaired driving.

Surmounting ED-SBIRT Barriers with Health Information Technology: Today, conflicting
demands and increasing responsibilities are the norm for emergency physicians working in busy
EDs that frequently exceed their clinical care capacity. Therefore, brief and effective screening
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and intervention strategies are a prerequisite “must” if they are to be successfully
integrated into the ED visit. Evidence suggests that acute subcritical injury may be an
important motivator to reduce drinking.’' Therefore, an ED visit provides a valuable teachable
moment. Unfortunately, despite high rates of heavy drinking among both injured and non-injured
ED patients, ED-SBIRT is rarely performed as routine practice. EDs miss critical opportunities
to address AUDs and ED-SBIRT practice lags behind national guidelines.”

The use of health information technology to facilitate SBIRT outside the ED has been
successful.?>?3 It’s accuracy is comparable to paper and pencil versions when used with hospital
admitted patients.’* In some clinical settings, evidence supports the efficacy of computerized and
web-based motivational interventions for smoking cessation in adults®> and alcohol/substance
abuse prevention in young adults.?*12 More recently, studies have used computer technology in
ED settings to evaluate SBIRT feasibility with compelling outcomes.!22022,23,103,104 Ty particular,
Neumann et al. showed that a German (mono-lingual) computerized ED-SBIRT intervention
could yield a significant effect when compared to controls in reducing the proportion of at-risk
drinkers at 6 months as well as significant reductions in alcohol consumption at both 6- and 12-
months.!?

Experts promote health information technology to overcome important and persistent barriers
encountered in ED-SBIRT implementation.?!-1% Some of these barriers include practitioner
time burden, limited knowledge of brief intervention strategies (that can compromise
fidelity), limited resources in screening and intervention personnel, and inability to easily
provide ED-SBIRT in multiple languages.’10%.197 The latter limitation severely prevents the
reach of ED-SBIRT to some of the most vulnerable populations in the ED.

Automating ED-SBIRT can eliminate time and resource challenges while providing patient
anonymity that lends itself well to self-disclosure of sensitive or taboo subjects. It can optimize
intervention fidelity and integrity which is important given the variations that exist in accuracy
and reliability of measures across different race and ethnic groups.?!-8%-108-112 Added-value in the
use of automated ED-SBIRT includes enhanced privacy, reduced social desirability bias,
accommodation for patients with poor literacy (providing text and audiographical interface vs.
text only), and the ability to write algorithms to automate tailored feed-back and treatment
service referral. Moreover, computer touch screen with text-audio interfaces addresses literacy
issues and makes automated ED-SBIRT an option for inexperienced computer users. Language
translation (text and audio) of the automated ED-SBIRT is the single most important cultural
adaptation that can be undertaken. Without it, non-English speaking language groups, often with
the greatest need of screening and intervention, are overlooked. Field et al.'® were successful in
demonstrating that ED-SBIRT was efficacious in Latino Spanish speaking patients with only
linguistic translation. However, this study required extensively trained bilingual providers
(bilingual master’s level or degreed clinicians) who performed the brief motivational
intervention. The practicality of implementing this intervention in EDs across the country is
seriously limited given the scarcity of bilingual clinicians in addition to other listed barriers. The
use of an automated bilingual ED-SBIRT has already shown strong evidence of feasibility,
bilingual ED patient acceptability, and compelling suggestion of efficacy.?*¢ It is practical
and can lead to ED cost savings in several ED-SBIRT areas (personnel, interpreter services,
patient recidivism).
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This Study Will Improve Knowledge and Advance the Field if Aims are Achieved: The
feasibility of developing and implementing automated bilingual ED-SBIRT in a busy ED clinical
setting has been demonstrated. Rigorously testing of its efficacy is the next logical step. If
automated bilingual ED-SBIRT is shown to be effective, broader dissemination and adoption
will occur with the benefits of reduction in intervention cost and practitioner time burden as well
as enhanced intervention integrity and fidelity. This will improve the ability of U.S. EDs to reach
and provide tailored interventions to vulnerable ED (English and Spanish speaking) groups. It
will further improve adherence to existing national SBIRT guidelines that will broaden the base
for alcohol use disorder identification and treatment initiation while closing health disparity

gaps.

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.

Our research team will rigorously test the efficacy of AB-CASI?, against a standard condition
(SC) in a first-of-a-kind ED randomized controlled trial. Studying an urban adult (> 18 y/0)
Latino ED population, the objectives are to demonstrate the superiority of AB-CASI compared to
SC in: 1) reduction of alcohol consumption (Aims 1), 2) reduction of negative health behaviors
and consequences (Aim 2), and 3) increasing 30-day treatment engagement (Aim 3). We will
also explore variation of the AB-CASI intervention on alcohol consumption, alcohol-related
negative health behaviors and consequences, and 30-day treatment engagement by Latino
subpopulations (Puerto-Rican, Mexican-American, Cuban-American, South/Central American)
as well as other potential modifiers (age, birthplace, gender, preferred language, reason for ED
visit, and smoking status). English and Spanish speaking Latino adults presenting to the
Bridgeport Hospital ED will be screened using the study inclusion and exclusion criteria.

After obtaining voluntary informed written consent, a total of 850 unhealthy drinkers meeting
eligibility criteria will be enrolled and randomized. Randomization will be stratified by preferred
language (English or Spanish) and dependence status (Yes or No). Equal numbers of preferred
English and Spanish speaking participants will be enrolled to permit the exploration of treatment
modification by language. In order to ensure the enrollment of consistent drinkers, an initial
rapid Health Quiz, inclusive of a 7-day timeline follow-back of alcohol use, will be administered
to prospective enrollees. For those found to be in the spectrum of unhealthy drinkers,
demographics, preferred language (proxy for acculturation), locator information and baseline
alcohol consumption will be collected at enrollment and prior to randomization.

By face-to-face interview (English or Spanish), the AB-CASI and SC groups will undergo 5
brief baseline assessments (Alcohol Use Disorders Identification Test (AUDIT), Brief Event
Data (BED), Revised Injury Behavior Checklist (RIBC), Short Inventory of Problems (SIP),
Timeline Follow-back (TLFB)). All unhealthy drinkers randomized to the AB-CASI group will
undergo an iPad®-based bilingual automated alcohol screening (via embedded AUDIT) and BNI
session. Both study groups of interest will be informed that they will be contacted by telephone
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at 30-days, 6-, and 12-months for follow-up assessments. At 30-days, both groups will be
contacted and undergo a Treatment Services Review (TSR) to determine if treatment
engagement has occurred.

At the 6-month follow-up, 3 brief assessments will be administered to both study groups
(BED, TLFB, TSR). At 12-months, 5 brief assessments will be administered (BED, SIP, TLFB,
RIBC, TSR). The primary self-reported alcohol consumption outcome is the number of episodes
of binge drinking over the last 28-days. Secondary outcome measures include mean number of
drinks, alcohol-related negative behaviors and consequences, and 30 day treatment engagement.
Primary data analyses will focus on an intention-to-treat sample. We will use MIXED model
repeated measures analysis to test for differences in alcohol consumption at each follow-up. We
will conduct similar analyses using secondary outcome measures.

Schedule of Assessments

Automated Bilingual
Computerized Alcohol
Screening & Intervention
(AB-CASI)
for

Latino Drinkers AB-CASI

h 4

BRIDGEPORT HOSPITAL

Assessments Schedule

Yaue New Haven HEALTH T i
Consent
& - 12 Month
Health Quiz Screening to Baseline Randomization E_HB!I:E.I])ms BED
Identify Unhealthy Assessments: - . RIBC
- = = Stratification 30 Days - TLFB — 3
ShEidroldegendencs) AUDIT by Language Preference TSR TSR SIP
Ealdns SED and Dependence TLFB
RIBC TSR
SIP
TLFB 1

*Alcohol Use Disorders Identification Test (AUDIT)
#*Brief Event Data (BED)

*Revised Injury Behavior Checklist (RIBC)

#*Short Inventory of Problems (SIP)

*Timeline Follow-Back (TLFB)

*Treatment Services Review (TSR)

Standard Care

4. Genetic Testing N/A X
A. Describe

1. the types of future research to be conducted using the materials, specifying if
immortalization of cell lines, whole exome or genome sequencing, genome wide
association studies, or animal studies are planned

ii. the plan for the collection of material or the conditions under which material will
be received

iii. the types of information about the donor/individual contributors that will be
entered into a database

iv. the methods to uphold confidentiality

B. What are the conditions or procedures for sharing of materials and/or distributing for
future research projects?

Is widespread sharing of materials planned?

When and under what conditions will materials be stripped of all identifiers?

SRS
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E. Can donor-subjects withdraw their materials at any time, and/or withdraw the identifiers
that connect them to their materials?
i.  How will requests to withdraw materials be handled (e.g., material no longer
identified: that is, anonymized) or material destroyed)?

F. Describe the provisions for protection of participant privacy
G. Describe the methods for the security of storage and sharing of materials

5. Subject Population: Provide a detailed description of the types of human subjects who will
be recruited into this study.

We will enroll all of our study subjects from Bridgeport Hospital ED. This hospital is located in
the city of Bridgeport, Connecticut which has a population of more than 144,000 residents. The
US Census notes that within the city of Bridgeport, 44% of households speak another language
other than English at home, the proportion of those living in poverty is 20%, and Latinos make
up 38% of the city’s population. The hospital’s primary catchment area encompasses a
population of 400,000. The gender, racial, and ethnic characteristics of our proposed urban adult
Latino ED population reflects the demographics of Bridgeport City communities.

Inclusion of Women

The Bridgeport Hospital ED population is comprised of 52% women and 48% men. While we
will enroll women into our study, no amount of alcohol consumption is known to be safe for a
developing fetus. Our study may ultimately end up enrolling female patients found to be drinking
above the NIAAA low-risk limits (that meet all other enrollment eligibility criteria) that may not
initially be known to be pregnant. If the female patient is randomized to the intervention group
(AB-CASI) and she is of child bearing age, she will automatically receive prevention messaging
that recommends abstention from alcohol for women of child bearing age that are known to be
pregnant or trying to become pregnant. If throughout the course of that study (throughout
follow-up), an enrolled female subject is known to become pregnant, she will again receive the
appropriate prevention messages and we will encourage her to follow-up with her primary care
physician.

Inclusion of Minorities

The proposed study is specifically focused on the enrollment of self-identified Latino adult ED
patients. Those that speak either English or Spanish as their primary language, are found to drink
above the NIAAA low-risk limits, and meet the other enrollment eligibility criteria will be
invited to participate in the study. The annual ED census at Bridgeport Hospital is 77,000 visits.
The overall ED population is reflective of the surrounding communities with a diverse racial,
ethnicity, and cultural mix. The racial/ethnic makeup of the ED is 35% Latino, 32% White, 31%
Black, and Asian/American Indian/Hawaiian Pacific Islander/Other 2%. At least 10% of all the
annual visits to the Bridgeport Hospital ED are Spanish speaking patients
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6. Subject classification: Check off all classifications of subjects that will be specifically
recruited for enrollment in the research project. Will subjects who may require additional
safeguards or other considerations be enrolled in the study? If so, identify the population of
subjects requiring special safeguards and provide a justification for their involvement.

[ ] Children [] Healthy [ |Fetal material, placenta, or dead fetus
[ ] Non-English Speaking [ _] Prisoners X] Economically disadvantaged persons
[ ] Decisionally Impaired  [_| Employees [ ] Pregnant women and/or fetuses

[ ] Yale Students DX]Females of childbearing potential

NOTE: Is this research proposal designed to enroll children who are wards of the state as
potential subjects? [_] Yes [_] No (If yes, see Instructions section VII #4 for further
requirements)

7. Inclusion/Exclusion Criteria: What are the criteria used to determine subject inclusion or
exclusion?

e Inclusion criteria: 1) English and Spanish speaking adult (> 18 y/o) Latino ED patients who
present to the Bridgeport Hospital’s ED and who drink over the NIAAA low-risk limits.

e Exclusion criteria: Patients will be excluded for the following reasons: 1) primary language
other than English or Spanish; 2) current enrollment in an alcohol or substance abuse
treatment program; 4) current ED visit for acute psychosis; 5) condition that precludes
interview or AB-CASI use 1.e., life threatening injury/illness; 6) in police custody; or 7)
inability to provide two contact numbers for follow-up.

e Vulnerable Populations: Children (<18 years old) and prisoners will not be approached for
enrollment in the proposed study. While we will enroll women into our study, no amount of
alcohol consumption is known to be safe for a developing fetus. Our study may ultimately
end up enrolling female patients found to be drinking above the NIAAA low-risk limits (that
meet all other enrollment eligibility criteria) that may not initially be known to be pregnant.
If the female patient is randomized to the intervention group (AB-CASI) and she is of child
bearing age, she will automatically receive prevention messaging that recommends
abstention from alcohol for women of child bearing age that are known to be pregnant or
trying to become pregnant. If throughout the course of that study (throughout follow-up), an
enrolled female subject is known to become pregnant, she will again receive the appropriate
prevention messages and we will encourage her to follow-up with her primary care
physician. All Federal rules regarding vulnerable subjects will be incorporated into the study
protocol, and reviewed by the Yale University Human Investigation Committee (HIC).

8. How will eligibility be determined, and by whom?
English and Spanish speaking adult (> 18 years old) Latino ED patients at Bridgeport

Hospital will be briefly screened to confirm consistent drinking. If they are found to exceed
the NIAAA criteria for low-risk drinking from at-risk through dependence, they will be
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offered enrollment into the study. Patients will be excluded from study enrollment for the
following reasons:

e primary language other than English or Spanish

e current enrollment in an alcohol or substance abuse treatment program

e current ED visit for acute psychosis

e condition that precludes interview or AB-CASI use i.e., life threatening injury/illness
e in police custody

e inability to provide two contact numbers for follow-up.

Potential subjects will be evaluated for eligibility by a bilingual trained research
associate that has successfully completed the Yale University Human Investigation
Committee-required human subjects protection and HIPAA trainings.

9. Risks: Describe the reasonably foreseeable risks, including risks to subject privacy,

10.

discomforts, or inconveniences associated with subjects participating in the research.

Our study is of minimal risk to subjects who agree to enroll in the study. While minimal,
there is remote risk related to breach of confidentiality. However, all subjects will be
reassured that any data collected will be kept strictly confidential. All study personnel are
required to successfully complete human research protection and Health Insurance Portability
and Accountability Act (HIPAA) training prior to working with any subject data. All study
subjects will be assured that if they should choose not to participate in the proposed study,
their decision will in no way affect their medical care. Further, at no time will study
procedures be allowed to interfere with any of the ED medical care of the patient. The
alternative to participating in this study is to choose not to participate.

Minimizing Risks: Describe the manner in which the above-mentioned risks will be
minimized.

The main risk associated with the study is the possibility that confidential information
obtained during the study will be disclosed. All consented and enrolled patients will be
assigned a patient identification number (PID) that will be used on any data collection forms
and AB-CASI assessment. All patient interactions will be conducted in areas that are as
private as possible; typically private or semi-private ED rooms. All study subjects will be
assured that should they choose not to participate in the proposed study, their decision will in
no way affect their medical care. Moreover, we will assure these ED patients that their
decision not to participate in the proposed study will not be known to anyone except the
research personnel and once again reiterate that this decision will not affect their medical
care. Finally, at no time will study procedures be allowed to interfere with any of the ED
medical care of the patient.

Only authorized members of the research team will have access to patient refusal, consent,
and/or enrollment information. Any patient identifiable information that is obtained in
connection with this study will remain confidential and will be disclosed only with subject
permission or as required by U.S. federal or State law.

All electronic subject data will be password protected and kept on a password protected
secure server. Data will only be reported in aggregate. Data will be de-identified prior to
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formal data analysis. Upon completion of the study, all digital subject datasets will be stored
in a password-protected study computer, to which only the PI, authorized co-investigators
and study personnel will have access. All hardcopy study files with identifying subject
information will remain in locked file cabinets in the locked office of the PI until they are
destroyed and after all analyses are complete. This protocol presents minimal risks to the
consented and enrolled subjects and adverse events or other problems are not anticipated.
However, in the unlikely event that such events occur, they will be reported in writing within
48 hours to the Yale University Human Investigation Committee and all appropriate funding
and regulatory agencies. The principal investigator will apprise fellow investigators and
authorized study personnel of all adverse events that occur during the conduct of this
research project through regular study meetings or via email as they are reviewed by the PI.

Children (<18 years old) and prisoners will not be approached for enrollment in the propose
study. While we will enroll women into our study, no amount of alcohol consumption is
known to be safe for a developing fetus. Our study may ultimately end up enrolling female
patients found to be drinking above the NIAAA low-risk limits (that meet all other
enrollment eligibility criteria) that may not initially be known to be pregnant. If the female
patient is randomized to the intervention group (AB-CASI) and she is of child bearing age,
she will automatically receive prevention messaging that recommends abstention from
alcohol for women of child bearing age that are known to be pregnant or trying to become
pregnant. If throughout the course of that study (throughout follow-up), an enrolled female
subject is known to become pregnant, she will again receive the appropriate prevention
messages and we will encourage her to follow-up with her primary care physician. All
Federal rules regarding vulnerable subjects will be incorporated into the study protocol, and
reviewed by the Yale University Human Investigation Committee (HIC). Confidentiality of
collected patient data will be maintained with the use of a study patient identification
reference number system maintained by the study investigators. The name of consented and
enrolled subjects will appear only on a consent form and “key” form kept in a secure and
locked cabinet by the PI and separate from the enrolled subject files. All collected materials
will be kept in locked file cabinets in the locked office of the principal investigator. We also
plan to obtain a Confidentiality Certificate from the Department of Health and Human
Services (DHHS) to ensure the confidentiality of all records and data.

Data and Safety Monitoring Plan: Include an appropriate Data and Safety Monitoring Plan
(DSMP) based on the investigator’s risk assessment stated below. (Note: the HIC will make
the final determination of the risk to subjects.) For more information, see the Instructions,
page 24.
a. What is the investigator’s assessment of the overall risk level for subjects
participating in this study?

The proposed study is a minimal risk study. Consistent with the Data and Safety
Monitoring Plan (DSMP) model of the Yale University School of Medicine and

the Bridgeport Hospital (Yale-New Haven Health), the DSMP includes provisions
for data review and performance of safety reviews, as described below.
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b. If children are involved, what is the investigator’s assessment of the overall risk level
for the children participating in this study?

Children are not involved.
c. Copy, paste, and then tailor an appropriate Data and Safety Monitoring Plan

from http://www.yale.edu/hrpp/forms-templates/biomedical.html for
i. Minimal risk

The PI and co-investigators will meet on a monthly basis to discuss study progress and
any adverse events. The data safety monitoring board (DSMB) will consist of the PI and
co-investigators. The DSMB will meet every six months to review interim data analyses
and any adverse events as needed. In addition, the Yale University Human Investigation
Committee and the Bridgeport Hospital Institutional Review Board will review the study
protocol at least once a year, and will review as well as approve any amendments before
they are made to the protocol. Any adverse effects encountered will be reported
promptly to the Yale University Human Investigation Committee, the Bridgeport
Hospital Institutional Review Board, and to the funding agency, according to current
regulations.

Data and safety monitoring procedures in this study include computer (electronic) data
collection and monitoring systems and an organizational structure of clearly defined tasks
assigned to all research and clinical personnel involved in the conduct of this study. The
computerized study tracking system consists of a database system that records research
activities including randomization and follow-up activities. The project director will use
this database to monitor ongoing enrolled subject participation. Research associates will
digitize collected study data using specialized data entry software (e.g., SPSS). This will
facilitate efficient data entry and allow for elimination of out-of-range values and double
entry of data, which is likely the result of key punch errors. All error corrections will be
fully documented in the research records of the study. All research personnel are
required to successfully complete the Yale University Human Investigation Committee
and the Bridgeport Hospital Institutional Review Board initial and ongoing training in
protection of human subjects and the responsible conduct of scientific research.

All adverse events are reported using the Yale University Human Investigation
Committee standard template for reporting adverse events. All adverse events are also
reported to the Bridgeport Institutional Review Board. The PI reviews all adverse events,
classifies the attribution of adverse events (e.g., definitely, probably, possibly related;
unlikely or unrelated) and grades the severity of the event, utilizing the FDA’s definition
of serious adverse events, on a 6-point scale (0=no adverse event or within normal limit;
1=mild; 2=moderate; 3=severe; 4=life-threatening; S=fatal). Serious unanticipated or
anticipated adverse events will be reported immediately to the Yale University Human
Investigation Committee, the Bridgeport Hospital Institutional Review Board, and to the
NIAAA. Adverse events will be reported in summary form at least annually to the Yale
University Human Investigation Committee and the Bridgeport Hospital Institutional
Review Board. The summary will include the number of subjects enrolled and a summary
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of graded adverse events to date, using the chart format included in the Yale University
DSMP template. The PI will evaluate all adverse events and determine whether the event
affects the Risk/Benefit ratio of the study and whether modifications to the protocol (e.g.,
Risks to Subjects) or consent form (e.g., Risks and Inconveniences) are required.

d. For multi-site studies for which the Yale PI serves as the lead investigator: This is not a
multi-site study.
i. How will adverse events and unanticipated problems involving risks to subjects or
others be reported, reviewed and managed?
ii. What provisions are in place for management of interim results?
iii.  What will the multi-site process be for protocol modifications?

12. Statistical Considerations: Describe the statistical analyses that support the study design.

General considerations: This is a randomized, controlled, parallel group trial to evaluate the
efficacy of AB-CASI compared to SC to reduce alcohol consumption in adult (> 18 y/0)
Latino unhealthy drinkers identified in the ED. Data analysis will be conducted in
collaboration with James Dziura, PhD and the Yale Center for Analytic Sciences. For all
analyses, two-sided significance tests will be implemented and will be performed using SAS
v9.2 (SAS Institute, Cary, NC).

Justification of Sample Size: Estimation of sample size is based on randomizing and
following a sufficient number of unhealthy drinkers to evaluate the primary hypothesis (Aim
1). Power calculations are provided for Aims 2 and 3 based on the sample size determined
for Aim 1. The primary hypothesis is that AB-CASI will result in greater 12-month
reductions in the primary outcome, the number of episodes of binge drinking over the past
28-days, which is assessed using the 28-day timeline follow-back method, when compared to
SC. Fleming et al.'3? demonstrated that the number of binge episodes in the past 30-days was
reduced by 1.14 in the intervention compared to control conditions. D’Onofrio et al.!3
reported similar findings in an RCT conducted in hazardous and harmful drinkers. Given the
following: 1) power of 80%, 2) a two-sided 0.05 significance level, 3) a standard deviation
for number of binge episodes in the past 28 days of 5.2, and 4) a 1:1 intervention allocation, a
sample size of 327 subjects per group will be required to detect a 1.14 difference between
AB-CASI and SC in the number of binge episodes in the past 28 days at 12 months. A total
of 850 unhealthy drinkers will be enrolled and randomized to accommodate up to 20%
dropout. To maximize the ability to explore modification by preferred language, we will
enroll an equal number of preferred English (n=410) and Spanish (n=410) speaking Latinos.

Comparison of secondary outcomes between study groups will be evaluated at the two-sided
0.01 significance level to control inflated type I error from multiple significance testing. Our
previous study!?*!?4 of at-risk individuals demonstrated a difference between subjects
receiving a BNI compared to SC of 2.2 drinks per week at 12 months with a standard
deviation of 7.5. In their review of brief behavioral counseling in primary care settings,
Whitlock et al.!3” found that good quality brief intervention trials reduced consumption by
2.9 to 8.7 drinks per week. Similar conclusions were determined in a meta-analysis by Kaner
et al.13® The estimated sample size of 327 per group will provide 80% power to detect
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differences between intervention groups of 2.0 in the number of drinks per week. In general
for continuous outcomes such as the SIP, the sample size above will allow for the detection
of small effect sizes (d=0.27) with 80% power. For dichotomous secondary outcomes such as
impaired driving, riding with an impaired driver, injuries or arrests, the study will have 80%
power to detect absolute risk reductions of 13%, 10% and 7% for SC proportions with events
of 50, 20 and 10% respectively.

For Aim 3, allowing for a 15% dropout at 30-days there will be close to 700 subjects that
complete their 30-day Treatment Services Review follow-up. With a relatively low rate of
expected 30-day treatment engagement in the SC group (conservatively, no greater than
20%), we’ll have 80% power at the two-sided 0.01 significance level to detect an increase of
12% in the AB-CASI group.

Confidence in Reaching Target Sample (n=850): The Bridgeport Hospital Emergency
Department has 77,000 visits per year of which 82% are adults (n=63,140), 65% are non-repeat
visits (41,041), and 35% are Latino (n=14,364). In a 2012 recent survey (n=699), a
representative sample was collected during each shift and each day of the week. The survey
was offered in both English and Spanish at Bridgeport Hospital. 12.8% of the ED patients
reported their language of preference as Spanish meaning 8,082 patients’ first language is
Spanish or 1/3 of the Bridgeport Latino ED population prefers Spanish. The total number of
adult Latino first-time patients expected to present to the Bridgeport Hospital during the 42
month enrollment period is 50,275 or 1,200 per month. Research has found that 60% of
Latinos drink and that of those persons, 42% have binged in the past year. Extrapolating this
number to the Bridgeport ED population means that 302 Latino first-time ED patients would
meet the inclusion criteria per month. To reach our target of 850 study subjects, we only need
to enroll 19.5 persons per month for 42 months. Based on surveys in the Bridgeport ED, we
estimate that 100 adult Latinos of the 302 Latinos prefer to speak Spanish. Thus, our ability to
enroll 19.5 Latinos with half speaking Spanish only per month is reasonable.

Data Monitoring: Procedures for data collection, data management, monitoring of data
quality and data analysis have been developed and refined in our previous ED studies. An
experienced data manager and the PI will supervise this process. These procedures include use
of a computerized database system to monitor clinical and research activities, screening and
enrollment, compliance with protocol and treatment interventions, completion of scheduled
assessments, and data retrieval. Data quality will be ensured by: 1) extensive
training/supervision of research assistants in data collection; 2) preliminary review of all
assessment instruments prior to data entry and checks for completeness and coding errors; 3)
double data entry of assessment instruments using specialized data entry software (Microsoft
Access); 4) error-checking statistical programs. No interim looks for efficacy are planned.

Baseline comparability: Because of the size of this study, we expect that the randomization
process will produce reasonably comparable groups. However, the adequacy of the
randomization will be assessed by comparing the distribution of baseline demographic and
clinical characteristics among the intervention groups. Comparability for continuous variables
will be examined graphically and by summary statistics (means, medians, quartiles, etc.).
Categorical variables will be examined by calculating frequency distributions. If baseline
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differences are observed, the impact of these differences will be evaluated through covariate
adjustment of the models described below.

Analysis for Aim 1: The primary objective of the analysis is to demonstrate that AB-CASI
will reducealcohol consumption more than SC in unhealthy drinkers at 12 months. The
primary outcome (number of binge episodes in past 28-days) will be assessed using the 28-
day timeline follow-back method at baseline (prior to initiation of intervention), 6- and 12-
months after the intervention initiation. Likelihood-based ignorable analysis using a mixed
model will be used to compare alcohol consumption between groups.!3%140 The primary
advantage of the mixed model when compared to commonly used methods such as complete
case analysis and single imputation (e.g. last observation carried forward) is its flexibility in
handling missing data. This analysis will assume that missing data occurs at random (i.e.
MAR, not informative). The inclusion of baseline 6- and 12-months outcome data in the
model will assist in meeting this assumption. Furthermore, we will evaluate patterns of
missing data as well as determine baseline characteristics that are predictive of dropout. If
identified, these characteristics will be included in the model to meet the MAR assumption.
A generalized linear mixed model (GLMM) with a Negative Binomial distribution will be
used to estimate differences in the number of binge drinking episodes in the past 28 days.
More specifically the mixed model will include fixed effects for intervention (AB-CASI vs.
SC), time (6, 12 months), and the interaction of intervention with time. Additional fixed
effects will be included for baseline covariates (baseline number of drinks per week, baseline
number of binge episodes, gender, English vs. Spanish preferred language and dependence
status). Modification of the intervention effect by preferred language will be evaluated at the
0.10 significance level by including two and three-way interactions of language with
intervention and time. If not significant, these interactions will be excluded and intervention
effects pooled across preferred language strata. Similar procedures will be used to assess
modification by dependence status. Linear contrasts (at the 0.05 two-sided significance level)
will be used to estimate intervention group differences and 95% confidence intervals at the 6-
and 12-month time points. Using a linear mixed effects model, a similar analysis will be
performed for the secondary outcome mean number of drinks per week over the last 28-days.

Analysis for Aim 2: The primary objective of Aim 2 is to demonstrate that negative
behaviors and consequences (episodes of impaired driving, riding with an impaired driver,
injuries, arrests, tardiness, days absent from work/school and SIP) during the 12-month
follow-up will be improved in subjects receiving AB-CASI compared to those receiving SC.
A similar repeated measures mixed model analysis as that specified for Aim 1 will be
implemented for each of the deleterious outcomes assessed using the Brief Event Data. In
addition, outcomes assessed at only 12-months will be evaluated using analysis of covariance
with fixed effects for intervention and preferred language strata and baseline outcome as a
covariate. Comparison of all secondary outcomes between study groups will be evaluated at
the two-sided 0.01 significance level to control inflated type I error from multiple
significance testing.

Analysis for Aim 3: The objective of Aim 3 is to determine the effect of the AB-CASI
compared to SC on 30-day treatment engagement. We hypothesize that AB-CASI will be
superior to SC. Mantel-Haenszel chi-square analysis will be used to compare the likelihood
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of 30-day treatment engagement in AB-CASI to SC while adjusting for preferred language
and dependence status. Significance will be judged at the two-sided 0.05 significance level.
Heterogeneity of treatment effect will be evaluated by the Breslow-Day test. Participants
dropping out or lost-to-follow-up will be considered to be not engaged in treatment for the
primary analysis.

e Analyses for the Exploratory Aim: The objective of the exploratory aim is to determine
whether specific factors assessed at baseline (Latino ancestry, age, birthplace, gender,
preferred language, reason for ED visit and smoking status) modify the effect of the AB-
CASI intervention on alcohol consumption, negative behaviors and consequences as well as
30-day treatment engagement rates. These subgroup analyses will be conducted within the
Generalized Linear Mixed Model framework in an evaluation similar to that proposed for
investigating modification by the stratification factors of dependence status and preferred
language as described above (see Aim 1). Significant interactions will be followed by the
estimation and summarization of intervention effects within subgroups at both 6- and 12-
month time points.

e Plan for Missing Data: Several strategies will be imposed to accommodate the likelihood
that missing data will occur during this study. Prevention is the most obvious and effective
manner to control bias and loss of power from missing data.'#! This protocol will follow the
intent to treat principle, requiring follow-up of all subjects randomized regardless of the
actual treatment received.!'#? Telephone visit reminders will be delivered to participants prior
to protocol specified collection times. Alternative contact information will be identified on
entry into the study to minimize loss-to follow-up. Timely data entry combined with weekly
missing data reports will trigger protocols for tracking and obtaining missing data items or
outcome assessments. Despite these prevention efforts it is reasonable to assume missing
data will occur. Our primary analysis is valid under the assumption that missing data is
missing at random (MAR).'* We will evaluate the plausibility of this assumption by
determining the extent of missing data and using logistic regression to identify factors
associated with dropout. While we do not expect differential rates of dropout between groups
or high loss to follow-up, sensitivity analysis using pattern-mixture and selection models
under missing not at random (MNAR) assumptions will be performed to examine the
robustness of conclusions of the primary analysis to missing data.!40:141

SECTION VI: RESEARCH INVOLVING DRUGS, BIOLOGICS, RADIOTRACERS, PLACEBOS AND
DEVICES

If this section (or one of its parts, A or B) is not applicable, state N/A and delete the rest of the
section. N/A.

SECTION VII: RECRUITMENT/CONSENT AND ASSENT PROCEDURES

Targeted Enrollment: Give the number of subjects:
a. targeted for enrollment at Yale for this protocol.
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All of the study subjects to be enrolled
in our study will be enrolled at Bridgeport Hospital in Bridgeport, CT.

A total of 850 urban Latino ED patients that are identified as unhealthy drinkers will be
enrolled in our study. Subjects will be identified in the Bridgeport Hospital ED for potential
enrollment based on the results of a brief Health Quiz screening. If the patient is found to
be drinking above the NIAAA low-risk limits and fulfills all of the other study eligibility
criteria, they will be approached for written consent and study enrollment. There is no
upper age limit proposed for study enrollment and children under 18 years of age will not
be asked to participate in the study.

b. Ifthis is a multi-site study, give the total number of subjects targeted across all sites.
N/A/

Indicate recruitment methods below. Attach copies of any recruitment materials that will

be used.

[ ] Flyers [ ] Internet/Web Postings [ ] Radio

[ ] Posters [ ] Mass E-mail Solicitation [] Telephone
[ ] Letter [ ] Departmental/Center Website [ ] Television
[ ] Medical Record Review [ ] Departmental/Center Research Boards ] Newspaper
[] Departmental/Center Newsletters [ ] Web-Based Clinical Trial Registries

[ ] YCCI Recruitment database [ ] Clinicaltrials.gov Registry (do not send materials to HIC)
X] Other (describe):

Potential subjects will be evaluated for eligibility by a bilingual trained research associate that has
successfully completed the Yale University Human Investigation Committee-required human subjects
protection and HIPAA trainings.

Recruitment Procedures:

a. Describe how potential subjects will be identified.

English and Spanish speaking adult (> 18 years old) Latino ED patients at Bridgeport Hospital
will be briefly screened to confirm consistent drinking. If they are found to exceed the NIAAA
criteria for low-risk drinking from at-risk through dependence, they will be offered enrollment
into the study. Patients will be excluded from study enrollment for the following reasons:

primary language other than English or Spanish

current enrollment in an alcohol or substance abuse treatment program

current ED visit for acute psychosis

condition that precludes interview or AB-CASI use i.e., life threatening injury/illness
in police custody

inability to provide two contact numbers for follow-up.

b.Describe how potential subjects are contacted.
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Bilingual research associates (RA) trained in surveillance techniques will collect locator
information.'?>124 They will initially interview all patients face-to-face in English or Spanish.
Patients will be asked to provide their cellular and home phone numbers, home address, as
well as work phone numbers and address for working patients. Patients will also be asked to
provide a Facebook address if they have one, so that we can contact them privately via
Messenger. Patients will be asked to identify two locators. One locator will be a family
member, or close friend not currently living with the patient. The other locator will be a
friend or housemate. Patients will be asked, *““If I cannot reach you, who can I call to relay
information that | need to speak with you.” In addition, patients will be asked about informal
and formal support systems. They will also be asked where they receive their health care,
including hospitals, community health clinics, EDs, etc. Information about such support
systems may be used when trying to reach the patient for a scheduled follow-up. At
enrollment, the 30-day, and the 6-month interview will be scheduled prior to patient’s
discharge from the ED. Particular emphasis will be given to identifying days and times
convenient to the patient. Once consent and locator information is obtained, the brief baseline
assessment will be performed followed by random assignment to the AB-CASI or SC
condition.

c. Who is recruiting potential subjects?

Potential subjects will be evaluated for eligibility and recruited by a bilingual trained research
associate that has successfully completed the Yale University Human Investigation
Committee-required human subjects protection and HIPAA trainings.

Screening Procedures
a. Will email or telephone correspondence be used to screen potential subjects for eligibility
prior to the potential subject coming to the research office? [_] Yes [X] No
b. If yes, identify below all health information to be collected as part of screening and
check off any of the following HIPAA identifiers to be collected and retained by the
research team during this screening process.

HEALTH INFORMATION TO BE COLLECTED:

HIPAA identifiers:

[] Names

[] All geographic subdivisions smaller than a State, including: street address, city, county, precinct, zip codes and their
equivalent geocodes, except for the initial three digits of a zip code if, according to the current publicly-available data from
the Bureau of the Census: (1) the geographic unit formed by combining all zip codes with the same three initial digits
contains more than 20,000 people, and (2) the initial three digits of a zip code for all such geographic units containing
20,000 or fewer people is changed to 000.

[] Telephone numbers

[] Fax numbers

[] E-mail addresses

[ Social Security numbers

[] Medical record numbers

[_] Health plan beneficiary numbers

[] Account numbers
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[ ] All elements of dates (except year) for dates related to an individual, including: birth date, admission date, discharge
date, date of death, all ages over 89 and all elements of dates (including year) indicative of such age, except that such ages
and elements may be aggregated into a single category of age 90 or older

[] Certificate/license numbers

[] Vehicle identifiers and serial numbers, including license plate numbers

[ ] Device identifiers and serial numbers

[] Web Universal Resource Locators (URLSs)

[ Internet Protocol (IP) address numbers

[] Biometric identifiers, including finger and voice prints

[ Full face photographic images and any comparable images

[] Any other unique identifying numbers, characteristics, or codes

Assessment of Current Health Provider Relationship for HIPAA Consideration:
Does the Investigator or any member of the research team have a direct existing clinical
relationship with any potential subject?

[ ] Yes, all subjects
[ ] Yes, some of the subjects

X] No

If yes, describe the nature of this relationship.

Request for waiver of HIPAA authorization: (When requesting a waiver of HIPAA
Authorization for either the entire study, or for recruitment purposes only. Note: if you are collecting
PHI as part of a phone or email screen, you must request a HIPAA waiver for recruitment purposes.)

Choose one: For entire study: For recruitment purposes only:
i. Describe why it would be impracticable to obtain the subject’s authorization for
use/disclosure of this data;
ii. Ifrequesting a waiver of signhed authorization, describe why it would be
impracticable to obtain the subject’s signed authorization for use/disclosure of this
data;

By signing this protocol application, the investigator assures that the protected
health information for which a Waiver of Authorization has been requested will not
be reused or disclosed to any person or entity other than those listed in this
application, except as required by law, for authorized oversight of this research
study, or as specifically approved for use in another study by an IRB.

Researchers are reminded that unauthorized disclosures of PHI to individuals outside of the Yale
HIPAA-Covered entity must be accounted for in the *“accounting for disclosures log™, by subject
name, purpose, date, recipients, and a description of information provided. Logs are to be
forwarded to the Deputy HIPAA Privacy Officer.

7. Required HIPAA Authorization: If the research involves the creation, use or disclosure of
protected health information (PHI), separate subject authorization is required under the

HIPAA Privacy Rule. Indicate which of the following forms are being provided:
[ ] Compound Consent and Authorization form
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[ ] HIPAA Research Authorization Form

Consent Personnel: List the names of all members of the research team who will be obtaining
consent/assent.

Federico Vaca, M.D.

Process of Consent/Assent: Describe the setting and conditions under which consent/assent will
be obtained, including parental permission or surrogate permission and the steps taken to ensure
subjects’ independent decision-making.

Patients will be recruited from Bridgeport Hospital ED in Bridgeport, Connecticut. Potential
subjects will be evaluated for eligibility by a bilingual trained research associate that has
successfully completed the Yale University Human Investigation Committee-required human
subjects protection and HIPAA trainings. Subjects will be informed that they are free to decline
participation and withdraw from the study at any time and that this choice will in no way adversely
affect their health care treatment or their relationship their physician, nurse, study or hospital
personnel. After fully informing eligible subjects about the study and answering any questions,
written informed consent will be obtained using approved Yale Human Investigation Committee
consent and privacy documents. Consent to contact specialized alcohol treatment agencies will be
part of the original consent. All subjects will be required to provide written consent in order to
participate.

Evaluation of Subject(s) Capacity to Provide Informed Consent/Assent: Indicate how the
personnel obtaining consent will assess the potential subject’s ability and capacity to consent to the
research being proposed.

All subjects will be reassured that any data collected will be kept strictly confidential. All study
personnel are required to successfully complete human research protection and Health Insurance
Portability and Accountability Act (HIPAA) training prior to working with any subject data. All
study subjects will be assured that if they should choose not to participate in the proposed study,
their decision will in no way affect their medical care. Further, at no time will study procedures be
allowed to interfere with any of the ED medical care of the patient. All subjects will be informed
that the alternative to participating in this study is to choose not to participate.

Documentation of Consent/Assent: Specify the documents that will be used during the
consent/assent process. Copies of all documents should be appended to the protocol, in the same
format that they will be given to subjects.

Compound Consent and Authorization form.

Non-English Speaking Subjects: Explain provisions in place to ensure comprehension for

research involving non-English speaking subjects. Translated copies of all consent materials must
be submitted for approval prior to use.
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Potential subjects will be evaluated for eligibility by a bilingual (English-Spanish) trained research
associate. A copy of the English consent will be translated into Spanish.

13. Consent Waiver: In certain circumstances, the HIC may grant a waiver of signed consent, or
a full waiver of consent, depending on the study. If you will request either a waiver of consent,
or a waiver of signed consent for this study, complete the appropriate section below.

X] Not Requesting a consent waiver
[ ] Requesting a waiver of signed consent
[] Requesting a full waiver of consent

A. Waiver of signed consent: (Verbal consent from subjects will be obtained. If PHI is
collected, information in this section must match Section VII, Question 6)
[] Requesting a waiver of signed consent for Recruitment/Screening only

If requesting a waiver of signed consent, please address the following:

a. Would the signed consent form be the only record linking the subject and the research?

[ ]Yes [ ]No

b. Does a breach of confidentiality constitute the principal risk to subjects?

[ ]Yes [ ]No

OR

c. Does the research activity pose greater than minimal risk?
[ ] Yes If you answered yes, stop. A waiver cannot be granted. Please note:
Recruitment/screening is generally a minimal risk research activity

|:| No
AND

d. Does the research include any activities that would require signed consent in a non-
research context? [_] Yes [ ] No

[ ] Requesting a waiver of signed consent for the Entire Study (Note that an information
sheet may be required.)

If requesting a waiver of signed consent, please address the following:

a. Would the signed consent form be the only record linking the subject and the research?

[ ]Yes [ ]No

b. Does a breach of confidentiality constitute the principal risk to subjects?

[ ]Yes [ ]No
OR
c. Does the research pose greater than minimal risk? [_] Yes If you answered yes, stop. A

waiver cannot be granted. [ | No
AND

d. Does the research include any activities that would require signed consent in a non-
research context? [_] Yes [ ] No
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B. Full waiver of consent: (No consent from subjects will be obtained for the activity.)
[ ] Requesting a waiver of consent for Recruitment/Screening only
a. Does the research activity pose greater than minimal risk to subjects?
[ ]Yes If you answered yes, stop. A waiver cannot be granted. Please note:
Recruitment/screening is generally a minimal risk research activity
[ ]No
b. Will the waiver adversely affect subjects’ rights and welfare? [_] Yes [_| No
c. Why would the research be impracticable to conduct without the waiver?
d. Where appropriate, how will pertinent information be returned to, or shared with
subjects at a later date?

[ ] Requesting a full waiver of consent for the Entire Study (Note: If PHI is
collected, information here must match Section VI, question 6.)

If requesting a full waiver of consent, please address the following:

a. Does the research pose greater than minimal risk to subjects?

[ ]Yes Ifyou answered yes, stop. A waiver cannot be granted.

[ ]No

b. Will the waiver adversely affect subjects’ rights and welfare? ] Yes [_| No

c. Why would the research be impracticable to conduct without the waiver?

d. Where appropriate, how will pertinent information be returned to, or shared with
subjects at a later date?

SECTION VIII: PROTECTION OF RESEARCH SUBJECTS

Confidentiality & Security of Data:
a. What protected health information (medical information along with the HIPAA identifiers)
about subjects will be collected and used for the research?

We will collect data that is inclusive of age, gender, race, preferred language (also to be used as a
proxy for acculturation), educational level, income, and insurance status.

b. How will the research data be collected, recorded and stored?

Most data will be collected initially on paper data collection sheets and later transferred to a
secure computer database.

c. How will the digital data be stored? [ JcD [ ] DVD [_] Flash Drive [ ] Portable Hard
Drive [X] Secured Server [ | Laptop Computer [ | Desktop Computer [_] Other

d.  What methods and procedures will be used to safeguard the confidentiality and security of
the identifiable study data and the storage media indicated above during and after the
subject’s participation in the study?
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Data sheets that are collected will be transported to a locked file cabinet. Data will be
entered into a password-protected computer database and stored in a locked
office with access available only to the PI, co-investigators, and study personnel.

Do all portable devices contain encryption software? D] Yes [ | No
If no, see http://hipaa.yale.edu/guidance/policy.html

e. What will be done with the data when the research is completed? Are there plans to destroy
the identifiable data? If yes, describe how, by whom and when identifiers will be destroyed.
If no, describe how the data and/or identifiers will be secured.

All paper files with subject information will remain in locked files in the study office of the
PI. At the end of data collection, any identifiable data/PHI will be removed from the
database. After this is done, only de-identified data will be maintained in a password-
protected file on a password-protected network server to which only the PI, co-investigators
and study personnel will have access. After publication, all remaining paper and electronic
data will be destroyed.

f.  Who will have access to the protected health information (such as the research sponsor, the
investigator, the research staff, all research monitors, FDA, Yale Cancer Center Data and Safety
Monitoring Committee (DSMC), SSC, etc.)? (please distinguish between PHI and de-identified
data).

Only the study team listed in the application will have access to the protected health information.

g. If appropriate, has a Certificate of Confidentiality been obtained?

The PI will obtain a Certificate of Confidentiality.

h. Are any of the study procedures likely to yield information subject to mandatory reporting
requirements? No. (e.g. HIV testing — reporting of communicable diseases; parent interview -
incidents of child abuse, elderly abuse, etc.). Please verify to whom such instances will need to
be reported.

SECTION I X: POTENTIAL BENEFITS

Potential Benefits: Identify any benefits that may be reasonably expected to result from the
research, either to the subject(s) or to society at large. (Payment of subjects is not considered a
benefit in this context of the risk benefit assessment.)

The proposed study is of minimal risk to the subjects. Potential benefits for the enrolled study
subjects include the possibility of changing any alcohol use behavior to a more health promoting

and injury prevention pattern.

Using the most current knowledge and process of ED-SBIRT and testing the efficacy of a AB-
CASI is essential to surmount persistent barriers to ED-SBIRT and expand the reach of ED-
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SBIRT to vulnerable ED populations. This minimal risk project will provide can provide short
and long-term health outcomes of unhealthy drinkers that present to the ED. The results of this
study will move the field alcohol and health disparities research forward. Found efficacy can
facilitate greater adoption and implementation of ED-SBIRT programs within EDs throughout
the nation.

SECTION X: RESEARCH ALTERNATIVES AND ECONOMIC CONSIDERATIONS

1. Alternatives: What other alternatives are available to the study subjects outside of the research?
The alternative not to participate in the study.

2. Payments for Participation (Economic Considerations): Describe any payments that will be
made to subjects, the amount and schedule of payments, and the conditions for receiving this
compensation.

All consented and enrolled ED patients subjects will also receive monetary incentive for
participating in each of the 4 stages of assessment in the study protocol ($20 @ baseline
assessment; $25 @ 30-day follow-up; $40 @ 6-month assessment; $50 @ 12-month
assessment). The monetary incentive will be provided in the form of a popular department store
gift card.

3. Costs for Participation (Economic Considerations): Clearly describe the subject’s costs
associated with participation in the research, and the interventions or procedures of the study that
will be provided at no cost to subjects.

There are no costs associated with participation in this research.

4.  In Case of Injury: This section is required for any research involving more than minimal risk.
a.  Will medical treatment be available if research-related injury occurs?

b.  Where and from whom may treatment be obtained?

c. Are there any limits to the treatment being provided?

d.  Who will pay for this treatment?

e. How will the medical treatment be accessed by subjects?
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1. STUDY SYNOPSIS

AUTOMATED BILINGUAL COMPUTERIZED ALCOHOL

Title SCREENING AND INTERVENTION IN LATINOS (AB-CASI)
Study Design The design is a randomized 2-arm superiority trial. The unit of
randomization is the patient.
Study Duration 6 years
Trial Sites 1 trial site: Bridgeport Hospital Emergency Department
Conduct a randomized controlled trial to determine the efficacy of AB-
Objective CASI compared to standard care (SC) in the reduction of alcohol

consumption, negative behavior and 30-day treatment engagement in
unhealthy drinkers.

Number of Subjects

840: 420 in AB-CASI, 420 in SC

Inclusion Criteria

English and Spanish speaking adult

=18 ylo

Latino patients who present to the Bridgeport Hospital's ED
Drink over the NIAAA low-risk limits.

Exclusion Criteria

Primary language other than English or Spanish

Current enrollment in an alcohol or substance abuse treatment
program

Current ED visit for acute psychosis;

Condition that precludes interview or AB-CASI use i.e., life
threatening injury/illness

In police custody

Inability to provide two contact numbers for follow-up.
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Interventions

AB-CASI: AB-CASI is a bilingual (English and Spanish) automated
interactive audiographical interface software program that was
developed for automated ED-SBIRT. This program will run on an
iPad® and will be provided to an ED patient that is initially screened
and found to be drinking above the NIAAA low-risk limits. Prior to
providing the iPad® to the patient, the RA will briefly introduce the
purpose of AB-CASI to the patient. Thereafter, the iPad® will be given
to the patient with its accompanying headphones and the program is
started. AB-CASI directs the patient to listen to the brief self-contained
program instructions. Once AB-CASI asks permission of the patient to
RAISE THE SUBJECT to discuss alcohol use in their lives and the
patient agrees, a series of alcohol and health-related questions and
messages are displayed on the iPad® and spoken through the
headphones in the language preference (English or Spanish). After
AB-CASI interactively orients the patient to the definition of a
“standard drink”, they are asked about their alcohol consumption
according to quantity and frequency and then taken to the embedded
AUDIT portion of the program. Through logic branching and
automated tabulation of responses to the AUDIT, the patient is
PROVIDED FEEDBACK via an AUDIT score with its respective
definition along with the NIAAA guidelines for low-risk for reference.
The patient will additionally be informed of how their consumption level
compares to that of other Latino drinkers throughout the U.S.
Thereafter, the patient receives the remaining components of the AB-
CASI BNI that encompasses ENHANCING MOTIVATION by
discussing their readiness to change their drinking pattern to one that
is safer and their reasons for cutting down. The motivation
enhancement for the dependent drinker is centered on seeking
specialized treatment services. Finally, NEGOTIATING AND ADVICE
is provided interactively by AB-CASI and the patient is encouraged to
set a goal for reducing their alcohol consumption and a personalized
alcohol reduction plan is printed and provided to the patient at the
conclusion of the AB-CASI encounter. The dependent drinker will
receive a personalized plan focused on referral to treatment and
encouraged to intentionally engage in specialized treatment at a local
facility. Our previous work has shown that the AB-CASI program
encounter is highly acceptable to ED adult patients and takes an
average of < 10 minutes. Further, our extensive experience with AB-
CASI has shown it to be user friendly to patients with the most basic
computer skills. While our experience with AB-CASI has shown us that
patients do not usually need any significant level of help with
navigating AB-CASI, the RA will be available for any questions the ED
patient might have regarding its use.

Standard Care (SC): Patients randomized to SC will not receive AB-
CASI. However, they will receive SC as provided by the treating
emergency medicine physician at Bridgeport Hospital. All SC patients
will receive an informational sheet with primary care follow-up
recommended. All requirements for screening and referral will be
performed according to the American College of Surgeons (ACS)
Level 2 trauma designation. The mandate for brief intervention by the
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ACS applies only to Level 1 trauma centers and not to Level 2 trauma
centers like Bridgeport Hospital. In general, quantitative assessments
of alcohol levels are completed only on patients designated as a full-
trauma response which is less than 3% of all the visits for the entire
ED (>77,000/yr.). Consultation with social workers are at the discretion
of the treating physician. Essentially all the physicians working in the
Bridgeport Hospital ED are not Spanish speaking and have minimal to
no training in alcohol SBIRT. Further, given the reflective nature of
questioning required for the BNI, ED physicians that have some
working knowledge of “medical-Spanish”, lack the proficiency to
effectively perform alcohol screening and BNI. In our study, patients
will be briefly screened by RAs as part of an overall health screen, and
the treating ED physician will have no knowledge of these results. In
order to assess the nature of the care provided by the ED physician,
we will review the ED record of each enrolled study patient assigned
to standard condition and code for physician-initiated assessment, any
intervention and/or referral to treatment (i.e. any documented
discussion about alcohol use or referral to treatment facility in the ED
treatment record or discharge instructions). Finally, while the Yale
research team has had a long-standing collaborative relationship with
the Bridgeport Hospital Emergency Department, no observational or
randomized clinical trials of ED-SBIRT have been previously
undertaken at this site. Therefore, we believe that the risk of
contamination to the standard care as a result of previous research
efforts is non-existent.

Duration of
Intervention and
Follow-up

12 months

Primary Outcome

Self-reported number of binge drinking episodes over the previous 28
days assessed using the 28-day timeline follow back (assessed 12
months after randomization)

Primary Analysis

All analyses will be according to intent to treat. A generalized linear
mixed model (GLMM) with a Negative Binomial distribution will be
used to estimate differences in the number of binge drinking episodes
in the past 28 days. The mixed model will include fixed effects for
intervention (AB-CASI vs. SC), time (1, 6, 12 months), and the
interaction of intervention with time. Additional fixed effects will be
included for baseline covariates (baseline number of drinks per week,
baseline number of binge episodes, gender, English vs. Spanish
preferred language and dependence status).
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Secondary
Outcomes

Self reported mean number of weekly drinks as measured by a
28 day timeline follow back (assessed 12 months after
randomization)

Episodes of Impaired Driving over 12 months [Alcohol-
Related Negative Health Behaviors and Consequences]
Episodes of Riding with an Impaired Driver over 12 months
[Alcohol-Related Negative Health Behaviors and
Consequences]

Injuries over 12 months [Alcohol-Related Negative Health
Behaviors and Consequences]

Arrests over 12 months [Alcohol-Related Negative Health
Behaviors and Consequences]

Tardiness over 12 months [Alcohol-Related Negative Health
Behaviors and Consequences]

Days Absent from Work or School over 12 months [Alcohol-
Related Negative Health Behaviors and Consequences]

Tertiary Outcomes

30 Day Treatment Engagement

Interim Analysis

No monitoring for efficacy or futility is proposed; only monitoring for
safety and study conduct will be done.

2, STUDY OBJECTIVES AND SPECIFIC AIMS

AB-CASI is a randomized controlled trial to determine the efficacy of AB-CASI compared to
standard care (SC) in the reduction of alcohol consumption, negative health behaviors and
consequences, and 30-day treatment engagement in unhealthy drinkers.

The study’s Specific Aims and Hypotheses are:

Aim 1. To compare the efficacy of AB-CASI (Automated Bilingual Computerized Alcohol
Screening and Intervention) to SC (standard care) in the reduction of alcohol consumption in

unhealthy drinkers.

Hypothesis 1. At 12 months, AB-CASI will be superior to SC in reducing the number of binge
drinking episodes and the mean number of weekly drinks over the last 28-days.

Aim 2. To compare the efficacy of AB-CASI to SC in the reduction of alcohol-related negative
health behaviors and consequences.

Hypothesis 2. At 12 months, AB-CASI will be superior to SC in reducing alcohol-related
negative health behaviors and consequences (episodes of impaired driving, riding with an
impaired driver, injuries, arrests, tardiness and days absent from work/school).

Aim 3. To compare the efficacy of AB-CASI to SC in 30-day treatment engagement.
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Hypothesis 3. AB-CASI will be superior to SC in increasing 30-day treatment engagement in
unhealthy drinkers.

Exploratory Aim. To explore variation of AB-CASI on alcohol consumption, alcohol-related
negative health behaviors and consequences and 30-day treatment engagement across Latino
subpopulations (Puerto-Rican, Mexican-American, Cuban-American, South/Central American)
as well as other potential modifiers (age, birthplace, gender, preferred language, dependence,
reason for ED visit, and smoking status).

3. RANDOMIZATION

Unhealthy drinkers of all severity that fulfill all enrollment criteria and consent to study
participation will have their baseline assessments performed and will be immediately
randomized to one of the two groups (AB-CASI or SC) in a 1:1 ratio. Participants will be
randomized using a stratified randomization procedure [stratification by dependence
status (AUDIT<20 vs. AUDIT220) AND by English vs. Spanish AB-CASI patient
preference]. Random permuted blocks (size 4 and 6) will be used to assure equal allocation.
The randomization scheme is computer generated, concealed and delivered by Oncore (the
clinical trials data management system).

4, BLINDING

AB-CASI is an unblinded trial. However, all baseline and follow-up data collection will be
completed by blinded site staff.

At the Data Coordinating Center, Dr. Dziura will be the blinded statistician who will interface with
the study leadership and attend the open session of the DSMB meetings; Mr. Jesse Reynolds
and Ms. Kaitlin Maciejewski will be the unblinded statisticians who will prepare the
randomization scheme and the closed DSMB report as well as attend the closed DSMB
sessions.

5. OUTCOME MEASURES

5.1 Schedule of Assessments
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The assessment schedule is shown in the figure below.

AB-CASI

Assessments Schedule

Health Quiz Screening to Baseline Randomization
Identi

dentify Y Assessments: :
(at-risk to dz:idwue) = A [ Stratification 30 Days
Drinl =51 TLFB 94

zssﬁag

*Alcohol Use Disorders Identification Test (AUDIT)
*Brief Event Data (BED)

*Revised Injury Behavior Checklist (RIBC)

*Short Inventory of Problems (SIP)

*Timeline Follow-Back (TLFB)

Standard Care *Treatment Services Review (TSR)

5.2 Primary Outcomes

1. Self-Reported Binge Drinking Episodes
The primary outcome is Self-Reported Binge Drinking Episodes at 12 months post-

randomization. The outcome is assessed using the 28-day Timeline Follow Back (TLFB) at
1 month, 6 months and 12 months.

5.3 Secondary Outcomes

1. Mean Number of Weekly Drinks

Self-reported mean number of weekly drinks at 12 months post-randomization is assessed
using the 28-day TLFB. This outcome is assessed at 1 month, 6 months and 12 months.

Secondary Outcomes 2-7 below are assessed via the Brief Event Data survey at 1 month, 6
and 12 months.

2. Episodes of Impaired Driving over 12 months [Alcohol-Related Negative Health
Behaviors and Consequences]

3. Episodes of Riding with an Impaired Driver over 12 months [Alcohol-Related
Negative Health Behaviors and Consequences]
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4. Injuries over 12 months [Alcohol-Related Negative Health Behaviors and
Consequences]

5. Arrests over 12 months [Alcohol-Related Negative Health Behaviors and
Consequences]

6. Tardiness over 12 months [Alcohol-Related Negative Health Behaviors and
Consequences]

7. Days Absent from Work or School over 12 months [Alcohol-Related Negative Health
Behaviors and Consequences]

5.5 Exploratory Outcomes

1. 30-day treatment engagement

This outcome will be assessed by subject self-report and verified by the RA through contact with
the specified treatment program. Patients will be considered to be engaged in treatment if at 30-
days after randomization the patient reports receiving care in a treatment program that
addresses their AUD (e.g. outpatient or inpatient detoxification, therapeutic community).
Participation in a self-help program (e.g. A.A.) will also be considered as treatment engagement.

2. 30-day treatment contact

This outcome will be assessed by subject self-report and verified by the RA through contact with
the specified treatment program. Patients will be considered to have contacted a treatment
facility or program if at 30-days after randomization the patient reports contacting or a treatment
program that addresses their AUD (e.g. outpatient or inpatient detoxification, therapeutic
community). Participation in treatment program (including self-help) will also be considered as
treatment contact.

6. SAMPLE SIZE
6.1 Primary Outcome

Estimation of sample size is based on randomizing and following a sufficient number of
unhealthy drinkers to evaluate the primary hypothesis (Aim 1). The primary hypothesis is that
AB-CASI will result in greater 12-month reductions in the primary outcome, the number of
episodes of binge drinking over the past 28-days, which is assessed using the 28-day timeline
follow-back method, when compared to SC. Fleming et al.’*? demonstrated that the number of
binge episodes in the past 30-days was reduced by 1.14 in the intervention compared to control
conditions. D’Onofrio et al."® reported similar findings in an RCT conducted in hazardous and
harmful drinkers. Given the following: 1) power of 80%, 2) a two-sided 0.05 significance level, 3)
a standard deviation for number of binge episodes in the past 28 days of 5.2, and 4) a 1:1
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intervention allocation, a sample size of 327 subjects per group will be required to detect a 1.14
difference between AB-CASI and SC in the number of binge episodes in the past 28 days at 12
months. A total of 820 unhealthy drinkers will be enrolled and randomized to accommodate up
to 20% dropout. To maximize the ability to explore modification by preferred language, we will
enroll an equal number of preferred English (n=410) and Spanish (n=410) speaking Latinos.

6.2 Secondary and Exploratory Outcomes

Power calculations are provided for Aims 2 and 3 based on the sample size determined for Aim
1. Comparison of secondary outcomes between study groups will be evaluated at the two-sided
0.01 significance level to control inflated type | error from multiple significance testing. Our
previous study'®'?* of at-risk individuals demonstrated a difference between subjects receiving
a BNI compared to SC of 2.2 drinks per week at 12 months with a standard deviation of 7.5. In
their review of brief behavioral counseling in primary care settings, Whitlock et al.™ found that
good quality brief intervention trials reduced consumption by 2.9 to 8.7 drinks per week. Similar
conclusions were determined in a meta-analysis by Kaner et al.”*® The estimated sample size
of 327 per group will provide 80% power to detect differences between intervention groups of
2.0 in the number of drinks per week. In general for continuous outcomes such as the SIP, the
sample size above will allow for the detection of small effect sizes (d=0.27) with 80% power. For
dichotomous secondary outcomes such as impaired driving, riding with an impaired driver,
injuries or arrests, the study will have 80% power to detect absolute risk reductions of 13%, 10%
and 7% for SC proportions with events of 50, 20 and 10% respectively.

For Aim 3, allowing for a 15% dropout at 30-days there will be close to 700 subjects that
complete their 30-day Treatment Services Review follow-up. With a relatively low rate of
expected 30-day treatment engagement in the SC group (conservatively, no greater than
20%), we’ll have 80% power at the two-sided 0.01 significance level to detect an increase of
12% in the AB-CASI group.

7. INTERIM MONITORING

Interim monitoring will focus on safety, recruitment, adherence to protocol, baseline
comparability of treatment groups, completeness of data retrieval, and uptake of the assigned
intervention. A set of monitoring tables will be generated for this purpose (see DSMB Tables,
Listings and Figures). No monitoring for efficacy or futility is being proposed.

71 Safety Monitoring

8. DATA COLLECTION AND DATA FREEZE

Data collected from date of study initiation (10/30/14) to last date of study follow-up (05/01/20)
will be used. The trial database will be closed/frozen on (05/01/20) and be considered ready for
final analysis.

9. ANALYSIS PLAN
10
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This section describes the analysis of the primary, secondary and exploratory outcomes,
including safety. The analytic plan will be modified as necessary up to final data lock and before
study unblinding. Results will be reported to clinicaltrials.gov within one year of obtaining the
primary outcome on the last patient. The trial has been registered on clinicaltrials.gov. Data
analysis will be performed by the unblinded statisticians.

9.1 General Approach.

Nominal and ordinal categorical variables will be summarized using frequencies and
percentages. Continuous variables will be summarized with the following descriptive statistics:
N, mean, standard deviation, median, minimum, maximum, interquartile range, and range. No
imputation of missing data will be performed in the primary and secondary analyses. Diagnostic
tests and sensitivity analyses will be performed. Parametric distributional assumptions will be
checked. If assumptions fail, other distributions will be considered prior to transformations and
non-parametric methods.

9.2 Comparability of Baseline Characteristics.

Distributions of baseline demographic and clinical characteristics will be summarized by
intervention group. Comparability for continuous variables will be examined graphically and by
summary statistics (means, medians, quartiles, etc.). Categorical variables will be examined by
calculating frequency distributions.

9.3  Analysis of Primary Outcomes

The primary objective of the analysis is to demonstrate that AB-CASI will reduce alcohol
consumption more than SC in unhealthy drinkers at 12 months. The primary outcome (number
of binge episodes in past 28-days) will be assessed using the 28-day timeline follow-back
method at baseline (prior to initiation of intervention), 1-, 6- and 12-months after the intervention
initiation. Likelihood-based ignorable analysis using a mixed model will be used to compare
alcohol consumption between groups.*'° The primary advantage of the mixed model when
compared to commonly used methods such as complete case analysis and single imputation
(e.g. last observation carried forward) is its flexibility in handling missing data. This analysis will
assume that missing data occurs at random (i.e. MAR, not informative). The inclusion of
baseline 6- and 12-months outcome data in the model will assist in meeting this assumption.
Furthermore, we will evaluate patterns of missing data as well as determine baseline
characteristics that are predictive of dropout. If identified, these characteristics will be included
in the model to meet the MAR assumption. A generalized linear mixed model (GLMM) with a
Negative Binomial distribution will be used to estimate differences in the number of binge
drinking episodes in the past 28 days. More specifically the mixed model will include fixed
effects for intervention (AB-CASI vs. SC), time (1, 6, 12 months), and the interaction of
intervention with time. Additional fixed effects will be included for baseline covariates (baseline
number of drinks per week, baseline number of binge episodes, gender, English vs. Spanish
preferred language and dependence status). Modification of the intervention effect by preferred
language will be evaluated at the 0.10 significance level by including two and three-way
interactions of language with intervention and time. If not significant, these interactions will be
excluded and intervention effects pooled across preferred language strata. Similar procedures
will be used to assess modification by dependence status. Linear contrasts (at the 0.05 two-
sided significance level) will be used to estimate intervention group differences and 95%
confidence intervals at the 1-, 6- and 12-month time points. Using a linear mixed effects model,

11
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a similar analysis will be performed for the secondary outcome mean number of drinks per week
over the last 28-days.

9.3.1 Heterogeneity of treatment effects (HTE)

HTE on the primary outcome will be assessed for subgroups based on factors assessed at
baseline (Latino ancestry, age, birthplace, gender, preferred language, reason for ED visit and
smoking status). These subgroup analyses will be conducted within the Generalized Linear
Mixed Model framework in an evaluation similar to that proposed for investigating modification
by the stratification factors of dependence status and preferred language as described above.
Significant interactions will be followed by the estimation and summarization of intervention
effects within subgroups at both 1-, 6- and 12-month time points.

9.4  Analysis of Secondary Outcomes

The primary objective of Aim 2 is to demonstrate that number of drinks per week and negative
behaviors and consequences (episodes of impaired driving, riding with an impaired driver,
injuries, arrests, tardiness, days absent from work/school and SIP) during the 12-month follow-
up will be improved in subjects receiving AB-CASI compared to those receiving SC. Similar
repeated measures mixed model analysis as that specified for the primary outcome will be
implemented for each of the deleterious outcomes assessed using the Brief Event Data survey.
Comparison of all secondary outcomes between study groups will be evaluated at the two-sided
0.01 significance level to control inflated type | error from multiple significance testing.

9.5  Analysis of Tertiary Outcomes

The analysis of tertiary outcomes will be considered exploratory and, thus, no control for
multiplicity will be done. The objective of Aim 3 is to determine the effect of the AB-CASI
compared to SC on 30-day treatment engagement. We hypothesize that AB-CASI will be
superior to SC. Mantel-Haenszel chi-square analysis will be used to compare the likelihood of
30-day treatment engagement in AB-CASI to SC while adjusting for preferred language and
dependence status. Significance will be judged at the two-sided 0.05 significance level.
Heterogeneity of treatment effect will be evaluated by the Breslow-Day test. Participants
dropping out or lost-to-follow-up will be considered to be not engaged in treatment for the
primary analysis.

9.6 Missing Data

Several strategies will be imposed to accommodate the likelihood that missing data will occur
during this study. Prevention is the most obvious and effective manner to control bias and loss
of power from missing data.'' This protocol will follow the intent to treat principle, requiring
follow-up of all subjects randomized regardless of the actual treatment received.’*? Telephone
visit reminders will be delivered to participants prior to protocol specified collection times.
Alternative contact information will be identified on entry into the study to minimize loss-to
follow-up. Timely data entry combined with weekly missing data reports will trigger protocols for
tracking and obtaining missing data items or outcome assessments.

Despite these prevention efforts it is reasonable to assume missing data will occur. Our
proposed primary and secondary analyses make use of all available data and are valid under
the assumption that missing data will be missing at random (MAR) (Diggle, et al., 2002;
Molenberghs et al., 2004). We will evaluate the plausibility of this assumption by determining the

12
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extent of missing data and using logistic regression to identify factors associated with dropout.
While we do not expect differential rates of dropout between groups or high loss to follow-up, if
appropriate, we will conduct sensitivity analysis using a pattern-mixture approach implemented
using multiple imputation under missing not at random (MNAR) assumptions to examine the
robustness of conclusions of the primary analysis to missing data (National Research Council,
2010; Molenberghs et al., 2004).

13
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