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1. Abstract

Difficulty recruiting patients is a widely recognized barrier to successful completion of randomized
controlled trials (RCTs) and a significant contributor to the cost of conducting such studies. Difficulty
recruiting patients is particularly problematic for critical care trials which often rely on surrogate
decision makers (SDMs) for enrollment decisions. Evidence suggests that behavioral interventions, or
nudges, may offer novel approaches to increase enrollment in RCTs by reframing decisions without
restricting choice. We aim to determine the effectiveness of a scalable bundle of non-monetary nudges
on increasing enrollment rates in a sham RCT among critically ill patients.

2. Background and Introduction

The joint problems of under-enrollment and selective enrollment in RCTs have long plagued efforts
to evaluate new and existing medical interventions!*. Under-enrollment occurs when too few research
participants are enrolled to provide adequate statistical power to answer the study’s primary research
question, degrading the study’s scientific value and hence, ethics®”’. Selective enrollment occurs when
specific subgroups within the target population are enrolled in proportions greater or less than their
representation in that population, limiting the generalizability of the trial’s results and curtailing
scientific value®.

Forty percent of National Cancer Institute-sponsored trials are never completed, according to an
Institute of Medicine report®. Studies often go unfinished due to enrollment difficulties>'%12. Trials that
fail to achieve target enrollment due to enrollment difficulties have been called the “ultimate
inefficiency”®. Recruitment has been referred to as “the most difficult and challenging aspect of clinical
trials®. Even when investigators enroll an adequate number of participants, they rarely do so on
schedule®?, or in a manner that attracts the full range of available participants®®®. Further, participant
recruitment represents one of the most substantial costs of conducting clinical trials, requiring an
average of 13 hours and $500 per subject in cancer trials at academic medical centers®®. Given the
resources needed to successfully recruit patients to RCTs, and the gap between important research
guestions and available research funding, it is essential to find ways to enhance recruitment of patients
to clinical trials’. Authorities have suggested that trialists should embed evaluations of recruitment
strategies within their trials®*°,

Behavioral economics is a relatively new discipline which merges psychology and economics to gain
insights into how people make decisions. A key aspect of behavioral economics is the use of nudges.
Nudges are behaviorally informed interventions which predictably influence behavior without limiting
choices. Nudges have been proposed as a possible way to address difficulties in trial enrollment®.
Financial incentives are one form of a nudge. However, many nudges are non-monetary. An example of
a non-monetary nudge is providing information about norms. Injunctive norms involve the perception of
what behavior is acceptable, while descriptive norms highlight what behaviors others are engaging in.
Individuals are more likely to participate in an activity if they perceive it as acceptable and common. The
duty of reciprocity is the sense that one should repeat pro-social behavior from which they have
benefited. The mere-measurement effect is also known as the self-prophecy nudge. It reflects a
tendency to perform actions after being asked about the action in a hypothetical setting. The foot-in-
the-door nudge involves asking a participant to complete a small request which has a high consent rate
followed by a larger request.
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3. Objectives

3.1 Overall Objectives

The goal of this study is to test whether a novel pre-consent survey with incorporated nudges
increases the enrollment rate into a sham RCT among critically ill patients. To accomplish this goal we
will assess quantitatively how many surrogates assigned to each study arm enroll a patient into the
sham RCT. We will also quantitatively assess for undue and unjust inducement.

3.2 Primary Outcome Variable(s)

This randomized trial has the single primary outcome of proportion of SDMs who enroll the patient
into the sham RCT.

3.3 Secondary Outcome Variable(s)

Secondary outcomes included undue inducement, unjust inducement, patient and surrogate
characteristics associated with enrollment. Undue inducement was defined as an interaction between
intervention and risk perception on enrollment rate. Unjust inducement was defined as an interaction
between intervention and highest level of education completed on enrollment rate.

4. Design

This is a single-blinded randomized controlled among surrogates of patients requiring mechanical
ventilation admitted to one of ten ICUs across two University of Pennsylvania Health System (UPHS)
hospitals.

5. Recruitment

5.1 Subjects

We will be recruiting 182 surrogate decision-makers of patients requiring mechanical ventilation
admitted to one of ten ICUs across two UPHS hospitals. The research coordinator will review the
electronic medical record of patients admitted to the ICUs to identify eligible participants. The
coordinator will contact the attending physician for any identified patient to confirm eligibility and seek
approval for the study team to approach the patient’s family. The coordinator will approach approved
families if they are present in the patient’s room at the time of recruitment. The coordinator may defer
approach if there is a procedure underway or if the family is in visible distress.

The eligibility criteria for participation are as follows:

Eligibility Criteria

ICU length of stay >24hrs

Mechanically ventilated via an endotracheal tube
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Over 18 years of age

Anticipated to remain using an endotracheal tube at least 24 more hours

No limitations on life extending care

Surrogate fluent in English

Not enrolled in an active ICU trial

Patient unable to consent for self

ICU attending is not a study investigator

ICU attending identifies the patient’s family as distrustful of the medical system

ICU attending declines approach for any reason (reason to be documented)

Surrogate present in patient’s room

5.2 Informed Consent

A waiver of informed consent has been approved by the University of Pennsylvania Institutional
Review Board. Once patients have been chart screened for eligibility, study personnel will approach
potentially eligible surrogate. Study personnel will introduce themselves to the patient, inform the
patient that they are part of a group conducting a research study, and ask permission to sit down and
tell the patient more.

5.3 Accrual

We have received approval from the University of Pennsylvania IRB-approved protocol and obtained
approval to conduct this study in all 6 ICUs located at the Hospital of the University of Pennsylvania and
all 4 ICUs located at Presbyterian Hospital. Using an estimated baseline enroliment rate of 30% in the
control group, a total of 182 participants achieves at least 80% power to detect a 20% absolute
difference at alpha of 0.05. We will consecutively recruit all eligible surrogates from the ICU until we
reach our target sample size. We will attempt visit each ICU session at least once a day. The research
coordinator will approach eligible surrogates while they are present in the patient’s room. For
surrogates who initially defer a decision we will attempt to reengage the following day and each
subsequent recruiting day until we either have a definitive decision or until the patient is ineligible. We
anticipate that we can recruit at least 4 patients per week.

5.4 Key Inclusion Criteria

The eligibility criteria, all of which must be met, are:

1. Patient and surrogate must be 18 or older

2. ICU length of stay > 24 hours

3. Mechanically ventilated via an oral endotracheal tube
4. Patient is unable to consent for themselves

5.5 Key Exclusion Criteria

Patients will be excluded if one of the following criteria is met:

1. Limitations on life extending care

2. Anticipated extubation or tracheostomy placement in next 24 hours

3. Enrolled in another ICU trial

4. ICU attending is a study investigator

Surrogates will be excluded if one of the following criteria are met:

1. Not fluent in English

2. Identified by the ICU attending as having mistrust in the healthcare system
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3.

Not present in the patient’s room at the time of recruitment

5.6 Remuneration
Subjects will not receive any compensation for participation.

6. Randomization

6.1 Groups

Surrogates who indicate they are willing to hear about a research study will be randomized to
receive either a pre-consent nudge survey or standard informed consent procedures. The two groups
only differ in the initial approach, whether they are asked to complete a survey before being informed
of the sham trial or whether they are invited to consider the sham trial without a pre-consent survey.
Both groups then fill out identical risk assessments and demographic surveys. After indicating their sham
trial enrollment decision and completing risk assessments and demographic surveys, surrogates will be
debriefed (see debriefing script).

6.2 Assignment

Group allocation will be determined by the REDCap randomization module with assignment
probabilities of 50% to each group stratified by research coordinator.

7. Procedures
Study procedures are as following:

1.

The research coordinator will review the electronic medical record of patients admitted to each
of 10 ICUs to determine eligibility and documenting the results in the study screening database.
The research coordinator will contact the ICU attending of patients screened as eligible to
confirm eligibility.

The research coordinator will visit each eligible patient’s room to assess for the presence of
visitors.

If visitors are present the research coordinator will enter patient information into the REDCap
study module on the screening tablet.

The research coordinator will enter the room, identify themselves and confirm that the visitor is
the patient’s surrogate decision maker.

The research coordinator will ask the patient’s identified surrogate decision maker if they are
willing to hear about a research study.

Surrogate decision makers who indicate their wiliness to hear about a research study will then
be randomized in the REDCap randomization module (as above).

If the participant is randomized to the intervention arm the research coordinator will follow the
script (see below) introducing the survey. Following completion of the survey the research
coordinator will then ask if they are willing to hear about a research trial.

If the participant is randomized to the control arm the research coordinator will follow the script
(see below) introducing the sham mechanical ventilation weaning trial.
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10. After the surrogate makes an enrollment decision (regardless of the decision) for the sham
mechanical ventilation trial they will be asked to complete the risk perception assessment and
demographic surveys.

11. If the surrogate askes for more time to make an enrollment decision the research coordinator
will ask for a good time to return for a decision. Risk perception assessment and demographic
survey data will be deferred until after a decision is made. The research coordinator will follow
up the following day (or time set by surrogate) to seek an enrollment decision. Repeated
attempts to obtain an enrollment decision will continue each recruitment day until a decision is
made or until eligibility criteria is no longer met.

12. Immediately following the sham trial enrollment decision, risk assessment and demographic
surveys the research coordinator will debrief the surrogate (see script below).

13. The research coordinator will update the screening database with the results of the recruitment
attempt.

14. The research coordinator will document additional clinical data from the electronic medical
record for participating patients into the REDCap study database.

15. We will continue subject recruitment until target enrollment is reached.

8. Consent

A waiver of informed consent has been approved by the University of Pennsylvania Institutional
Review Board. Once patients have been chart screened for eligibility, study personnel will approach
potentially eligible surrogate. Study personnel will introduce themselves to the patient, inform the
patient that they are part of a group conducting a research study, and ask permission to sit down and
tell the patient more. Following the study procedures and debriefing the participant will retain the
debriefing handout which includes instructions on how to withdrawal from the study.

9. Analysis Plan

As we do not have any strong a priori evidence that any of the collected demographic will be
strongly associated with the primary outcome, we will perform an unadjusted analysis as the primary
analysis. The primary outcome will be an intention-to-treat analysis of the proportion of participants
who enroll in the sham clinical trial. The intervention arm will be compared to the control arm using a
chi-square test. In secondary analyses, we will test for undue inducement by assessing the interaction
between the study group and risk perception on enrollment rate. We will test for unjust inducement by
assessing the interaction between study group and level of education on enrollment rate. Stata v14 will
be used for all analyses. Unless otherwise specified, a p-value <0.05 will be considered significant.

We will conduct a post-hoc exploratory analysis of patient and surrogate variables associated with
sham trial enrollment. We will have a third party with critical care trial recruitment expertise, blinded to
the data, review and rank the variables based on their mechanistic plausibility to impact enrollment
decisions. The number of included variables in the final model will be determined by the number of
events (enrollments into the sham trial) to not exceed a 1:10 covariate to event ratio.

10. Confidentiality of Subjects and Data

10.1 Data Management
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Prudent steps will be taken to ensure that all information will be kept confidential and secure,
including medical and survey data. All survey data will be collected on-site by trial research nurse/staff
and entered into REDCap (Research Electronic Data Capture), hosted at the University of Pennsylvania.
We will implement multiple, redundant protective measures to guarantee the security of participant
data. All data for this project will be stored on UPHS secure/firewalled servers. These data servers are
maintained in a guarded facility behind several locked doors, with very limited physical access rights.
They are also cyber-protected by extensive firewalls and multiple layers of security comparable to what
is used in commercial financial transactions. This multi-layer system of data security, identical to the
system protecting the University of Pennsylvania Health Systems medical records, greatly minimizes
privacy risks. Direct identifiers for patients and their surrogates will be omitted from all analytic files.

10.2 Subject Confidentiality

Only authorized project personnel will have access to the data. All study data will be stored behind
firewalls on UPHS servers; none will be stored on stand-alone PCs or laptops. All study personnel who
work with these data will have undergone required human subjects training. We will implement
multiple, redundant protective measures to guarantee the privacy and security of the participant data.
All data for this project will be stored on the secure/ firewalled servers of the UPHS in data files that will
be protected by multiple password layers. These data servers are maintained in a guarded facility behind
several locked doors, with very limited physical access rights. They are also cyber-protected by extensive
firewalls and multiple layers of communication encryption. Electronic access rights are carefully
controlled by Penn system managers.

10.3 Subject Privacy

We will approach surrogates in the patient’s room. We will offer them the option to speak in the
patient’s room or in an alternative private location. Individual-level medical data for patients will be
kept confidential and will only be stored on highly secure servers available for patient-level data. Only
authorized project personnel will have access to the data and the data will be stored on servers only and
not stand-alone PCs or laptops. All study personnel who work with this medical data will have
undergone all of the required human subjects training.

11. Human Subjects Protection

11.1 Potential Risks

Potential risks include loss of confidentiality, disappointment in not being able to participate in the
described simulated trial and negative impact on clinician-family trust with the use of deception. We
protect the data in several ways as outline in the data protection section. We purposefully selected a
simulated trial of prioritizing decreases in FiO2 vs PEEP in weaning of mechanical ventilation as a trial
that would unlikely result in excessive optimism and therefor would yield minimal disappointment once
it is disclosed that it is a simulated trial.

11.2 Potential Benefits

Participants will be instructed that this is research, and like all research, it is being conducted with
the primary goal of producing generalizable knowledge. Thus, the primary benefits to be gained are
those related to the knowledge to be gained. However, patients, as well as their families, may benefit
directly from the opportunities to discuss their thoughts on research participation. In addition, the
knowledge to be gained in this study may help develop a simple way to increase research participation.
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11.3 Risk/Benefit Assessment

Participants will be offered enrollment in a sham randomized controlled trial comparing the effects
of prioritizing decreases in FiO2 vs PEEP in weaning of mechanical ventilation. Thus, temporarily
deceiving patients on the purpose of the study. Importantly, the risk is minimal because: (1) their
participation in the main study and decision whether or not to participate in the sham RCT will not affect
the treatment their loved one receives; (2) the proposed intervention in the sham RCT is within standard
of care for mechanically ventilated patients and is minimally invasive, so discussion about this sham RCT
and intervention is not expected to lead to additional distress for the participant; (3) the evidence to
date suggests that the behavioral nudges employed in this study are without ethical concerns (4) we
offer participants the opportunity to opt-out after a thorough debriefing procedure. Difficulty recruiting
patients is a widely recognized barrier to successful completion of clinical trials and a significant
contributor to the cost of conducting such studies. If a simple intervention such as the behavioral
economic nudges we are testing are found to increase trial recruitment without blunting perception of
risk it could have a dramatic effect on future critical care trials.

10
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12. Study Instruments

12.1 Pre-consent Nudge Survey
Family Attitudes towards Participation in Advanced lliness Research Survey

This is a survey to help us understand the relationship between patient’s behaviors and their family’s
feelings about participation in medical research. Answering these questions is voluntary. The care of
your loved one will not be impacted by whether or not you participate. Responses will be anonymous

and confidential.

1. Please answer the following to the best of your ability about your loved one:

Yes No

My loved one would give directions to someone they didn’t know:

My loved one would delay an elevator and hold the door for someone they
didn’t know:

My loved one would give clothes or goods to a charity:

My loved one would give money to a charity:

My loved one would offer to help a handicapped or elderly person across the

|0 |0 |O O
|0 |0 |O O

street:

2. Many treatments used today that improve survival for patients in the intensive care unit were
discovered through many patients’ participation in research studies.

Yes No

My loved one would participate in a research study if it was low risk to them
and the information learned may help other patients in the future. O O

12.2 Sham Mechanical Ventilation Trial Consent Form

11
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UNIVERSITY OF PENNSYLVANIA
RESEARCH SUBJECT
INFORMED CONSENT FORM

Protocol Title: Randomized Trial of Reducing FiO2 vs PEEP in
Weaning of Mechanical Ventilation

Principal Katherine R. Courtright, MD, MS
Investigator:

Emergency Dustin Krutsinger, MD
Contact: 319-400-4964
Dustin. Krutsinger@uphs.upenn.edu

Why am | being asked to volunteer?

You are being invited to paricipate in a research study because vou are currently
hespitalized in the intensive care unit and on a mechanical ventilator. Y our paricipation
is voluntary which means you can choose whether or not you want to participate. If you
choose not to paricipate, there will be no loss of benefits to which vou are othenwise
entitled. Before you can make your decision, you will need to know what the study is
about, the possible risks and benefits of being in this study, and what you will have to do
in this study. The research team is going to talk to you about the research study, and
they will give you this consent form to read. You may also decide fo discuss it with your
family, friends, or family doctor. %ou may find some of the medical language difficult to
understand. Please ask the investigator and/or the research team about this form. If you
decide to participate, you will be asked to sign this form.

What is the purpose of this research study?

For a person on a breathing machine, fwo factors affect the oxygen level in the blood:
the percentage of cxygen in the air delivered by the breathing machine and the pressure
at which the air is delivered (PEEP). When a patient begins to improve and requires less
suppaort from the breathing machine, some doctors turmm down the oxygen percentage
first, and other doctors turn down the pressure first. It is not known which of these
approaches best helps patients recover and get off the breathing machine. The purpose
of this study is to compare the effects of fwo approaches to reduce the breathing
machine support in improving palients on breathing machines.
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How long will | be in the study?

If you consent to paricipate in this study by signing this conzent form, your paricipation
in the study will fake place as long as you are on mechanical ventilation in the intensive
care unit. ¥ou may remaove yourself from the study at any point in fime.

What am | being asked to do?

In this study, you would be randomly assigned to one of two approaches. The first
approach would be to lower the oxygen percentage before lowering the pressure when
vou begin fo recover. The ofher approach would lower the pressure before the oxygen
percentage. If you decide to be in the study, no immediate changes would be made to
the breathing machine. But when it was time for the support from the breathing machine
to be reduced, the first changes would be determined by which approach you are
assigned to by chance.

What are the possible risks or discomforts?

It iz possible that either approach could cause organ damage or delay recovery, but
doctors do not know which approach leads to betier health cutcomes such as improved
survival and shorter time spent in 1CLU.

What if new information becomes available about the study?

Dwring the course of this study, we may find more information that could be important
to you. This includes information that, once learned, might cause yvou to change your
mind about being in the study. We will notify you as soon as possible if such
information becomes available.

What are the possible benefits of the study?

“ou are nof expected to get any direct benefit from being in this research study. The
knowledge to be gained in this study may benefit future mechanically ventilated patients.

What other choices do | have if | do not participate?
Your clinical care will not be changed if you decline fo participate in this study.

Will | be paid for being in this study?
Y ou will not be paid for participating in this study.
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Will | have to pay for anything?

Mo charges or costs to you or your family will results from your paricipation in this

study.

What happens if | am injured from being in the study?

We will offer you the care nesded to treat injuries directly resulting from taking part in
this research. We may bill your insurance company or cther third pariies, if appropriate,
for the costs of the care you get for the injury, but you may also be responsible for some
of them.

There are no plans for the University of Pennsylvania to pay you or give you other
compensation for the injury. You do not give up your legal rights by signing this form.

If you think you have been injured as a result of taking part in thiz research study, fell the
person in charge of the research study as soon as possible. The researchers name and
phone number are listed in the consent form.

When is the Study over? Can | leave the Study before it ends?

This study is expected to end after a sufficient number of patients have paricipated,
and all information has been collected. This study may alzso be stopped at any time by
your physician, the study Sponsor, or the Food and Drug Administration (FOW) withouwt
your consent because:

#  The Primary Investigator feels it is necessary for your health or safety.
Such an action would not require your consent, but you will be
infermed if such a decision is made and the reason for this decision.

*  The Sponsor, the study Principal Investigator, or the Food and Drug
Administration (FDA) has decided to stop the study.
If you decide to participate, you are free to leave the study at amdime Withdrawal will
not interfere with your future care.

Who can see or use my information? How will my personal
information be protected?

The investigator and staff involved with the study will keep your personal and medical
information collected for the study strictly confidential. It will be kept in a secured file.
The governing research body (Insfitufional Review Beoard) at the University of
Pennsylvania may access the records upon request. All records will be stored in an
encrypted and secured database with access restricted to study personnel.

Jofd
IREB Approved: 15-Aug-2018

14
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Who can | call with questions, complaints or if I'm concerned
about my rights as a research subject?

If you have gquestions, concerns or complaints regarding vouwr participation in this
research study or if you have any questions about your rights as a research subject,
vou should speak with the Principal Investigator listed on page one of this form. If a
member of the research team cannot be reached or you want to talk to someone other
than those working on the study, you may contact the Office of Regulatory Affairs with
any question, concemns or complaints at the University of Pennsylvania by calling
(213) 598-2614.

When vou sign this form, you are agreeing fo take part in this research study. This
means that yvou have read the consent form, your questions have been answered, and
you have decided to volunteer. Your signature also means that you are permitting the
University of Pennsylvania to use your personal health informafion collecied about you

for research purposes within our institution.

Mame of Subject (Pleaze Print) Signature of Subject Date

Mame of Person Obtaining Signature Date
Consent (Please Print)

For subjects unable to give authorization, the authonzation is given by the following
authorized subject representative:

Authorized subject Authorized subject Drate
representative [Please Prind] representative Signature

Provide a bref description of abowve person authorty to serve as the subject's
authorized representative.

A copy of this consent form will be given to you.

4 of 4
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12.3  Risk Perception Assessment

Risk Aszsezzment

1. Onascale of 1to 7, how risky do you belisve this study would be for participants?

Mot Risky At All

“ery Risky

1 2 3 4 5

7

2. Does the study seem..

fes

-
[=]

hiore risky than talking on the cell phone while driving?

hore risky than receiving the flu vaccine?

hore risky than flying on 2 plane?

hore risky than driving 15 mph over the spesd limit?

hore risky than taking 3 times the recommended dose of 2 pain killer?

hore risky than receiving stitches?

hore risky than riding a motor oycle with no helmet?

hore risky than getting & body piercing?

hore risky than bungee jumping?

c (o |JO |O | | |O |[O |O

c|lo|lo|j]o|O|]O|O]|] O] 0O

3. What factors influenced your decision to participste or not to participate in this trial?
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12.4 Surrogate Demographic Survey

Demographic and Clinical information:

Please answer the following to the best of your
ability about yourself (all will be kept confidential and
s=cure and will not be shared):

1. Are you officially designated as the patient’s
durable power of attormey for health care?

Ves
Mo

2. Have you ever had a life-threatening illness or
injury for which you needed life support to keep
yourself alive? This type of care would usually mean
that you were in an ICU, and being treated with a
breathing machine or other machines or medicines
necessary to keep you alive.

O ¥es 1 Mo
3. Hawe you ever participated in a medical research
trial? This would usually mean being asked fior
consent before taking an experimental medication or

other intervention and being monitored for a
response.

OXe=s Mo

4. Has anyone you known ever participated im a
medical research trial? This would usually mean
being asked for consent before taking an
experimental medication or other intervention and
being monitored for a response.

O ¥es 1 Mo
L. What is your gender?

hale
Famal=

&. What is your age?

T. What is theyour marital status?

Widowed
Marmied/Parinered
Mewer marrisd
Cinvorced
Separgted

Study 1D

&. Please specify your ethnicity:

Hizpanic or Latino
Mot Hispanic or Lating

4. Please specify your race:

American Indian or Alaskan Mative
Asian

Mative Hawaiian or Cther Pacific Islander
Black or African-American

White or Caucasian

Other

10. What is your highest level of completed

education?

Less than High School

High School/GED

Some College

Caolle=ge Degree

O Post-College Degres (MA, Professional
degres, FhO)

11. What is your relationship to the patient?

Spouse

Adult child

Parent

Sibling

Cther blood relative
Friend

COther

17
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12.5 Patient Demographic Survey

Please answer the following to the best of your

ability about your loved one (all will be kept
confidentisl and secure and will nof be shared):

1. Im thie past 3 months, approximately how long has
the patient spent in a hospital or other health care

facility @

Less than 1 week

1 week to 1 month
O 1 month to 3 months
[0_FEntire 3 month

2. Before the patient’'s current Intensive Care {ICU)
stay, have they ever had a life-threatening illness or
injury for which they needed life support to keep
them alive? This type of care would usually mean
that they were in an ICU, and being treated with a
breathing machine or other machines or medicines
necessary to keep them alive.

CO%es O Mo [ don't knowr

3. Has the patient ever participated in a medical
research frial? This would usually mean being asked
for consent before taking an experimental
medication or other intervention and being
monitored for a response.

CO%es O Mo I don't knoer

4. Based on the information that has been shared
with you about your loved one's condition, do you
feel that he or she is:

Stable

Improving
Wilorsening

Study 1D

&. What is the patient’'s gender?

hiale
Farmnalz

6. What is the patient's age?

7. What is the patient’'s marital status?

Widowed
hMamied/FParinered
Mewer married
Dinvorced
Separated

&. Please specify the patient’s ethinicity:

Hispanic or Lating
Mot Hispanic or Lating

4. Please specify the patient’'s race:

American Indian or Alaskan MNative
Asian

Mative Hawsaiian or Cthar Pacific Islander
Black or African-American

White or Caucasian

Jther

10. What is the highest level of education the patient
has completed?

Less than High Schoal

High School'GED

Some College

College Degres

Posi-College Degres (M4, Professional

degres, PhO}
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12.6  Debriefing Form

Dear 5ir or Madam,

Thank you for talking with us. We know having a loved one in the intensive care unit can be difficult. It
means & lot to ws that you talked to us during this time. We wanted to take 3 minute to better explain

wihy wee met.

Today's surveys and consent were actually part of a study to understand patients" loved ones’ feelings
sbout research 2nd how researchers should talk to families in the ICU about research.

The study sbout different ways to reduce breathing machine support was a simulation, not a rezl study.
If you =aid “yes", your loved one will not actually be in a breathing machine study.

Your lowed ane will not lose out an any of their current benefits or treatments. The medical team will
continue to change the breathing machine in the best way they s=e fit.

A big challenge for ICU studies is enralling enough people. The information you shared will help
researchers’ talk to families sbout research, improve future research studies, and speed up discoveries
im advanced illnesses. We could not tell you the reazon for our study earlier because you may have
anzwered our guestions differently.

Before | go on, do you have any guestions?

Thank you for your time. We would like to use todsy's information to better understand patients' loved
anes’ decisions about research. While the reason for this study was not initialby shared, details in the
conzent form about how we keep your information private are =till true. &5 a reminder, your
participetion in this study is voluntary. You can withdraw st any time. If you withdraw, we only keep the
medical record number 5o we do not approach you agsin.

Lastly, please do not tell amyone gut=ide your immediate family about this study. f too many people
know abowt our study it will make it hard to do our study and learn about patients’ loved ones' attitudes
shout research.

We know we have shared = lot of information. It is important to ws that all your questions are answered
and that youw understand the purpose of our study. Do you hawve any more questions for me?

Thank you, zgain, very much for your time today. If you hawve any more questions, be in touch by email
or phone with the contacts below.

Sinceraly,
The Rezsarch Team

Contact information for any guestions:
Dustin Krutsinger, MO

Dustin. Krutsinger@uphs. upenn.edu
Universzity of Pennzylvania Institutional Review Bosrd: 215-573-2540
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12.7 Script

| Introduction {same across all arms] |

% “Hello my nome is | work = @ research coordinator here ot Penn. May | have g few minutes of

your time fo discuss @ stud)y *
L ves

L. “Srest. Thonk you for being willing to tolk with us. Before | get storted | just want to
magke sure we don 't woste any of your time. Are you of legst 18 yeors old ang the
primary decision maker for M/ | Azzess for English proficiency)

L no
% i am sorry, we hove to discuss this study with someone who is ot least
18 years oid and o primary decision maker for e
% Inquire sbout name, location and in person availsbility. Once the
health decision maker is available RANDOPMIZE and proceed to the
appropriats arm in the soript.
L wes
L. “Grest. Give me one second to pull ug some materials.”
% RANDORAIZE and proceed to the appropriate arm in the script.
|_ MAYEESTELL ME MORE ABCQUT STUDY

L. 7 can definitely tell you more obout this study, | just need to pull up some moterisls
Befiore § oo that, | want to moke sure [ don't waste pour time. Are you ot least 18 years
old and the primary decision maker for Mcids 7

L no
% “fam sorry, we hove to discuss this study with someone who is ot lzast
18 years oid and o primary decision maker for e
% Inquire zbout name, locztion and in person availability. once the
health decision maker is available RANDOPMIZE and proceed to the
appropriats arm in the soript.
L wes
% “Gregt. Give me one second to pull ug those matericls.”
% RANDOMIZE and proceed to the appropriate arm in the script.

L mno
L. “Noy | come bock at another tinve that moy work better for you
L no
% “Thank pou for your time. Take core.™
L vEs

%  Inquire sbout name, locstion and in person availsbility. start st
beginning of script if surrogate is available upon 2 return.
% Patient randomized to Armi 1 start script on page 2, section &

& Arm 1 Nudge Bundle Sursey

n
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% “l have o sunvey to understand the relationship between patisnt’s behaviors towards others ond their
Sfomily's ottitudes towaords participation in criticol core research. The survey 5 wolbntary and declinimg will
not impoct the oore the patient will receive. Responses are confidentiol. Wouwld you be willing fo complete
this sunvey *

L no
% “That's ok, | ectually have a differsnt study, o research trial that Mrds
qualifies for. May | toke o few minutes to tell you about it?

[ mo
L. “Thank you for your time. Take care”

L ves
% “Grezt, let me pull up that informaticn™
% continue in REQGAR, Trizl information.

L ves
L. “Sregt, thank you for being willing to take o few minutes to fill out this survey. Plegse fill
it owt gx best you can, note the questions are obout your loved one. ™
Continue in BEQCap survey and hand tablet to the surrogata.
"Thank you very much for taking the time to fill owt the swrvey. | actually do hove o
research trial that irids quatifies for. May | toke g few minutes to tell
you obowt it?
L mno
L. "Thank you for your time.
L wves
% "Gregt. The overall purpose of our study is to determine the best
orotoco for a person wha is improving and the medica! team is
beginning to tm down the amount of heip the breathing machine is
proviging. Ml start by giving yow o little hockground. When someone
needs less help from the breathing machine, the ciinical staff have twe
options that gffect the oxgen level in the hiood!: the percentoge of
oxpgen in the air delivered by the breathing machine and the pressure
ot wihich the gir iz defivered. When o potient begins to improve and
requires less help from the bregthing mochine, some doctors turm
down the oxygen percentoge first, and other doctors fum down the
pressure first. It is not kmown which of these gpprooches best helps
potients recover and get off the breathing machine.™
% In this study, your loved one wowld be randomiy ossigned to one of two
aporooches. The first apgroach wowld be o lower the oxpgen
percentage before lowering the pressure when your loved one begins
to recover. The other opproach wouwld lower the pressure before the
oxygen percentoge. If you decide to allow your loved one to be in this
study, no immeadiate chamnges would ke mode to hissher breathing
machine. When it was time for the support from the breathing
machine to be reduced, the first chonges wouwld be determined by
which opproach your loved one was gssigned fo. T i5 possible that
sither gpprogch cowld couse organ domoge or deloy recovery, but
clinicions do not know which approach leeds to improved sunaval and
sharter time spent in the 10U, This stud)y will help determine the best

4
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approoch for wsing the hreothing machines to help potients recover
and fegve the iCLL
L. 15 this o study you wowld be willing or interested in hawving
porticipgte in?
L no
L. "0k 1 will not try to change your mind. We are
agsking people who say mo to il out a survey to hel
us understond why people say no. Wowld you be
willimg to fill that owt guickiy 7
|_ YES: Proceed to RISK ASSESSMENT SURVEY
[PAGE 5]
[ Maybe, | would like more time to think about it
L. “Np problem, let me legve the consent form with you
to discuss. When wowld be 0 good time for me fo
check hock with you?

o

L ves
% surrogate enrolls patient

[ "Thonk you for being willing to participate
in this importont stuay. | nesd to collect @
little more information while Fm here; it will
only toke o few minutes.”

L  continue on to risk assessmant and
demographic surseys. (Page 5)
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% "Gregt The overall purpose of our study is to determine the best protocol for o person who is improving
and the medical team is beginning to turn down the amount of help the breathing machine i= providing. #IF
start by giving pow g litte bockgrownd. When someons needs less help from the bregthing machine, the
chinical staff hove two options that gffect the oxpgen level in the biood: the percentage of oxpgen in the oir
delivered by the breathing mochine and the pressure of which the oir is defivered. When o patisnt begins
1o improve ang requires fess heip from the breathing machine, some doctors tur aowe the axygen
percentage first, and other dochors turn down the pressure first. it is not &nown which of these opproaches
best helps patients recover and get off the bregthing mochine.”

L in thiz study, your loved one wowld be randomiy ossigned to one of two approoches. The first aporoach
wowld he to lower the oxygen percentoge before lowering the pressure when pour loved one begins to
recover. The other gpprooch would lower the presswre before the oxygen percentoge. {f you decide to
allow your loved one to be in this study, no immediote changes would be mode to his/her breothing
machine. When it was time for the support from the bregthing moachine to be reduced, the first changes
wouwld be determined by which approach your foved one was assigned to. It is possible that either
goprooch cowld couse organ domage or delgy recovery, but dimicions do not know which approoch leods
o improved suniva! ond shorter fime spent in the (CLL This study will help determine the best approoch
for using the bregthing mochines to help potients recover and leave the ICLL

% Is this o study wou would be willing or interested in having participate in?

L No
[ "ok 1 will mot try to change your mind. We are gsking people who say no to fil
ot @ survey to help ws understang why people soy no. Wowld you be willing to
Sill that out quickly
% YES: Proceed to RISK ASSESSMENT SUAVEY [PAGES)
L. Maybe|l would like more time to think about it
L “wo problem, let me leave the consent form with you to discuss. When would be
o good time for me to check bock with pow?
L ves
L  surrogate enrolls patient
L. "Thank you for being willing to porticipate in this important study. |
need to collect a little more information while 'm here; it will only take
a flew minutes.”
L. Continus on to risk assessment and demaographic sureeys. (Fage 5
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| % Risk Assessment Surveyy Demographics

L  Individuals exposed to the simulation trial:

% “There will be three brief poges for you to fill out.

[ Hand tablet to surrogate to complete riskiness assessment. Provide appropriste
guidance throughout the surveys particularly on how to wuse the slider bar for
the first riskiness question.

L. “The first poge is 0 risk assessment survey. You will be asked questions to help us
understand how risky wou think this study is. There will also be o section for you to write
in your specific thoughts regarding the risks of the study.”

% "“The second page is o set of questions about you. Feel free to skip anything you are not
comfortoble answering”

L. "The third poge is o set of questions about pour Joved one. ™

| Proceed to Debrief. (Page 6)

[ individuzals only exposed to nudge:

“There will he two brief pages for you to fill owr

"The first poge is o0 st of guestions ahout yow”

"The second poage is o set of questions gbout your loved ome. "
Provide spproprizte guidance throughout the surveys.
“Thank you for your time today.”

£E
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[ Debrief
% Was the cxygen concentration ws air pressure study discussed with the surrogate
L wo
L “Thank pou ogoin for your time todoy. Toke core.”
L ves

L Dwar Siror Modam,

L Thonk wou for toking the time to porticipote today. We reclize hoving o loved one in the
intensive core unit con be o stressfwl expenence and your willingness to porticipote
duning this difficed't fime means a ot to ws. We wantsd 1o take g minute to canfiy
infarmation regqarding the purpose of owr meeting todoy.

% Today's procedures, which included the survey and consent process, were octually part
of @ study designed to better understond potients' loved ones' gititudes towards
participation in ressarch and how ressgrchers showld talk to potients ond families in the
1ol ohout ressarch.

L The triol discussed today involving different coprogches to reducing ventilotor sUpoort
with oxygen concentration and Qir pressure Wwas a simuiation, mot o real study If you
said “pes”, your loved one has not actually been enrolled in g clinical trial

L vour loved one will not lose out on any benefits or treatment options to which they ore
already entitfed. Your medical feam will continue to odjust the ventilator in the best way
they see fit

% A sigmificont barrier for ciimical trials in odvanced iilness is subject enroiliment. The

information you provided todoy will inform how resegrchers’ gpprooch familiss about

research in the IO, improve the guality of research findings in future clinical trisls, and
incregse the rote of scientific progress in the monogement and treatment of odvanced
inesses. We could not tell youw beforehand thot this wos o simulobion, as it wowld not
reswt in g reclistic experisnce, ond the study results wowld not be valig,

Before | go on do you have oy guestions obout what we hove discussed?

We are very appreciative of wour willingness to porticipote today ond further medical

research in this way. We would (ke to analyze the informotion you provided today, to

better understand patisnts ' loved ones’ wiews of resegrch and what goes into their
decision processes. While the purpose of this study was nof inftially disclosed, details in
the consent form reqording how we keep yowr information confidential or private, are
still gocwrate. We hove multiple loyers of protection for the doto we collect such o= pour

idertity and onswers o our questions. However, we canact guoraniee total privocy. As g

reminger, your participation in this study is voluntary and you hove the right to withdrow

from the study of any time, if you elect to withdrow from this studl, we will only retoin
the medical record number in @ screening list 50 that we do not approech pou o second
fime.

% Dueto the noture of this study, please do not tell anyone outside your immediate fomily
about the purpose of this study as it wowld reduce our ability o evgluote potients' loved
ones’ gttitudes about particimation in research.

L We recognize we hove covered o lot of information. it is important to us that aif your
questions ore gnewered and you hove on accwrete understanding of our study amd its
purpose. 0o you hove agny further guestions for me ot this Hime?

L Thank you, again, very much for pour time today. if you have ony future questions do not
hesitote to be in towch by email or phones with the contocts listed below.

% Provide debrisf letter to participant

£

[=g]
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.

| Fans

*  General:
o Mukbiple surrosste dedsion makers.

»  Con porticipate g5 @ groug, but o=k that one persan fill ot the surrogate
demogrophics information.

o If the medical team wants to make g change that is mot in agreement with the protooo,
can they do that?

= Yes, the clinicol team con still maoke changes that they feel is in the best interest
af the potient, even if that disogrees with the approoch they were randomized
oo

#  Consent formn:
o Dwould like to discuss with my (Doctor, Friend, Family, Patient when awake, stc] before
deciding.

»  That iz fing, is there at time thot | con come bock loter today or tamarrow?

o Multiple family members pressnt are in dissgreement over participstion.

» 1 ynderstond thaot porticipating in reseorch is not ghwoys on easy decision. It
seems there s some uncertainty chout participaoting. You cowld discuss it further
amangst yourselves and | con come bock of o loter time if that wouwld be
heloful

o What is mechanicsl ventilation?

»  Nechanicol ventilatian is the breathing machine that delivers bregths to the

patient throwugh the breathing twbe.

*  Demographics
o Dol have to answer 3l thesze guestions?
= Mo, youw do not hove to answer every question. Them more information you are
able to give the maore helpful it is.
o What iz durable power of attorney for heslth care?
= Jris g legol document that the potient would howve filled out to officially
designote you as the decisian moker for heglth core decisions.
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