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Abstract

Context: Outcomes after cardiopulmonary resuscitation (CPR) remain poor. We have spent 10
years investigating an “informed assent” (1A) approach to discussing CPR with chronically ill
patients/families. 1A is a discussion framework whereby patients extremely unlikely to benefit
from CPR are informed that unless they disagree, CPR will not be performed because it will not
help achieve their goals, thus removing the burden of decision-making from the patient/family,
while they retain an opportunity to disagree.

Objectives: Determine the acceptability and efficacy of 1A discussions about CPR with older
chronically ill patients/families.

Methods: This multi-site research occurred in three stages. Stage | determined acceptability of
the intervention through focus groups of patients with advanced COPD or malignancy, family
members, and physicians. Stage 1l was an ambulatory pilot randomized controlled trial (RCT) of
the 1A discussion. Stage Il is an ongoing phase 2 RCT of IA versus attention control in inpatients
with advanced chronic illness.

Results: Our qualitative work found the 1A approach was acceptable to most patients, families,

and physicians. The pilot RCT demonstrated feasibility and showed an increase in participants in
the intervention group changing from “full code” to “do not resuscitate” within 2 weeks after the

intervention. However, Stages | and Il found that IA is best suited to inpatients. Our phase 2 RCT
in older hospitalized seriously ill patients is ongoing; results are pending.

Conclusions: IA is a feasible and reasonable approach to CPR discussions in selected patient
populations.

Introduction

This manuscript represents a culmination of nearly 15 years of collaboration amongst the
authors initiated by Dr. J. Randall Curtis. It is offered with our deepest gratitude to Dr. Curtis
for his scientific expertise, intellectual generosity, and lifelong inspiration to us individually
and collectively.

Improving cardiopulmonary resuscitation (CPR) efficacy has been a quality and research
focus since the 1960’s,(1) but outcomes after CPR remain poor. Pivotal to informing the
work presented herein was a 14-year (1992-2005) epidemiologic study utilizing Medicare
data to assess outcomes after in-hospital CPR that found an overall unchanging survival
rate to hospital discharge of only 18.3%, an increase in CPR prior to in-hospital death,
and a decrease in the proportion of CPR survivors discharged home.(2) Subsequent
research investigating CPR outcomes among patient subgroups with chronic illnesses
(COPD, malignancy, congestive heart failure [CHF], diabetes, chronic kidney disease, or

J Pain Symptom Manage. Author manuscript; available in PMC 2023 June 01.
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cirrhosis) found that long-term survival among CPR recipients was substantially shorter
for patients with than without chronic illness, and <2% of those with advanced COPD,
CHF, malignancy, or cirrhosis were discharged to home and survived at least 6 months
without hospital readmission.(3) A recent meta-analysis including 40 studies from 1985-
2018 corroborated these findings, reporting a one-year survival after in-hospital CPR of
13.4% across all CPR recipients.(4)

Despite low success rates, CPR is the ‘default’ intervention among hospitalized patients
suffering cardiac arrest unless they consent to opt out (e.g. do not resuscitate [DNRY]).
Compounding the issues intrinsic to defaults in healthcare(5) is the inaccurate portrayal

of CPR in lay media with actors often recovering quickly and fully. This may explain,

in part, why patients perceive CPR as life-saving and believe that survival is >50%.(6, 7)
Furthermore, for clinicians CPR represents a final opportunity to potentially save a life
and thus, despite demonstrably poor outcomes, they may be reluctant to proactively engage
with patients in informed decisions about forgoing CPR. Additional challenges include the
generally low quality of communication between physicians and seriously ill patients, a
topic Dr. Curtis has devoted much of his career to addressing via rigorous, high quality
research.(8-13)

This confluence of poor CPR outcomes in specific clinical contexts, deep and nuanced
understanding of the burden decision-making can impose on patients and families, (9, 14,
15) and expertise in medical ethics became the nidus for a new concept of discussing
withholding certain forms of life support that Curtis and Burt termed ‘informed assent
(1A).”(16) 1A seeks to balance the ethical tensions between appropriate beneficence and
inappropriate medical authoritarianism by simultaneously offering full information to
patients and families and removing decision-making burdens around specific, generally
expected, therapeutic interventions such as CPR. IA should only be applied when there is
high clinical certainty by clinicians about outcomes associated with CPR for the individual
patient, and patients must be given an opportunity to ‘opt in’ in deference to patient
autonomy.(17)

In 2009, Drs Curtis, Stapleton, Ford, and Engelberg began strategizing how to investigate
the novel 1A approach to CPR discussions. Building on our research in CPR epidemiology,
communication skills, and patient/family outcomes associated with end-of-life decision
making, we began the journey to ultimately conduct a multi-site randomized controlled
trial (RCT) of the then undefined “IA intervention’. Herein we present the methods and
results associated with developing the intervention and the current protocol for our ongoing
RCT. The fundamental principles supporting the RCT are twofold. First, communication
with patients/families about life-sustaining therapies is frequently absent or inadequate and
may cause harm in the form of stress and anxiety.(18-20) Second, due to inadequate
communication, we too often offer non-beneficial and potentially burdensome therapies to
patients extremely unlikely to benefit. This leads to patients receiving undesired therapies
and may increase patient/family symptoms of depression, anxiety, and decisional regret. We
present our work temporally in ‘stages’, each with its own methods and results.

J Pain Symptom Manage. Author manuscript; available in PMC 2023 June 01.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Stapleton et al. Page 5

STAGE 1. FORMATIVE STAGE USING A QUALITATIVE APPROACH

Overview—From the outset, we conceptualized the IA intervention for CPR as a
physician-directed discussion with patients with advanced chronic illness and their
surrogates, including an emphasis on patient values and understanding, along with a
statement indicating that CPR would not be performed unless the patient valued life at

all costs (“vitalist’). The goal of the IA formative stage was to test the acceptability and
response to this framing of an 1A discussion. As patients have diverse needs, we used an
unscripted approach allowing flexibility in addressing framework elements (Table 1). We
conducted focus groups and key informant interviews with patients, families, and physicians
to whom we presented a video that we created of a physician-actor performing an 1A
discussion as if the camera were a patient.

Participants—~Patients, family members, and physicians were recruited from three sites:
University of Vermont (UVM, Burlington, VT); Medical University of South Carolina
(MUSC, Charleston, SC); and University of Washington (UW, Seattle, WA). Adults with
oxygen-requiring COPD or advanced malignancy felt by physicians to have life expectancy
<2 years, had not already decided to forgo CPR (i.e. did not have a DNR order), and

were not on hospice were eligible. Patients were excluded if they did not speak English
sufficiently to participate in focus groups or lacked decisional capacity. Patients were
identified by their pulmonary or oncology physicians. Participants could ask a loved one

to participate, but this was not required. Physicians (pulmonologists, oncologists, primary
care) were recruited by email. All patients and family completed written informed consent; a
waiver of written informed consent was granted for physician participants.

Measures and Data Collection—Focus group participants were shown the 1A video
and then asked to respond to open-ended questions (Table 2), as well as follow-up probes

to these questions, posed by focus group leaders. These questions were designed to elicit
participants’ perceptions of the acceptability of the IA discussion. All focus groups occurred
in an ambulatory setting between December 2010 and September 2011 and were conducted
by experienced, non-clinical facilitators and observed by a notetaker. Interviews were audio-
recorded and transcribed verbatim by an experienced transcriptionist.

Analysis—Focus group data were analyzed using content analytic techniques.(21) Using
an iterative, deductive approach with consensus from the multi-disciplinary investigative
team, we initially developed a codebook guided by IA principles and acceptability domains
(preferred clinician, setting, timing). The codebook was aligned with interview guide content
including the following domains: 1) attitudes toward death and potential impact on CPR
process, 2) attitudes toward initiating discussions about CPR, 3) barriers and facilitators

to CPR discussion, and 4) preferences about the context (e.g., clinician, setting, timing)

of discussion. Six investigators (RDS, DWF, TWM, PRM, RAE, KRS) collaboratively
coded an initial group of three transcripts in order to refine and finalize the code book

(e.g., identifying additional codes/themes, collapsing/combining similar codes, refining
code/theme definitions). The final code book was then applied to all transcripts by two
independent coders each. Finally, the themes that were both deductively and inductively
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identified in the coded transcripts were reviewed by the team, providing a final summary of
participants’ perspectives on IA.

Results—Thirty patients (10 at each site) and 20 family members were enrolled. Focus
group size ranged from 1 to 8 patient/family participants. Participants were 48% women,
60% white, 32% Black, 6% multiracial, and 2% unknown race. One focus group with 5
physicians was conducted at each site (15 total). Main themes emerging from the focus
groups are shown in Table 3, with example quotes.

Conclusions—This formative stage provided invaluable information about conduct of

the 1A intervention and affirmed that most patients and family accepted the approach.
Participants also appreciated honesty, empathy, trust, and choice throughout this process,
and generally felt that the assent statement was acceptable, as was the case with most
physicians. Religious, racial, and cultural issues, in addition to having this conversation with
physicians who had the most engaged or long-lasting relationship with the patient, were
important to both patients and physicians. These results informed our development of a pilot
RCT in ambulatory patients with advanced COPD or malignancy. Importantly, the focus
groups provided insights into potential pitfalls that we would subsequently encounter in the
next stage of our efforts and suggested that race may influence response to informed assent
given the high importance of faith and spirituality among African Americans.(22)

STAGE 2. PILOTING THE RCT

Methods and Results—Our pilot RCT (NCT01558817) of the IA intervention versus
usual care occurred from 2012 — 2014 among 29 outpatients (mean age 69.7 years) with
advanced COPD or malignancy recruited from pulmonary and oncology clinics at the three
study sites. The IA intervention was performed by trained physician discussionists, and the
control group received usual care plus an informational brochure about CPR from study
staff. Potential participants were excluded if they already had a DNR order prior to the
intervention, 1/14 (7.1%) patients in the intervention group and 4/15 (26.7%) patients in
the usual care group completed their baseline questionnaire stating that they did not want
CPR. The primary endpoint was the difference in the proportion of patients not wanting
CPR 2 weeks after the intervention, assessed by questionnaire (Table 4). We also aimed

to demonstrate feasibility via enrollment and questionnaire completion rates. Significantly
more intervention participants did not want CPR at the 2-week assessment (7/12 [58%] vs.
13/15 [87%], p=0.01). No significant differences were observed in patient-reported anxiety
or depression symptoms, but the study was not powered as such. We also found that the
intervention was feasible and well received by patients and family members.

Two critical findings emerged from this pilot outpatient RCT. First, patients hospitalized
before participation wished they had received such a discussion during hospitalization.
Second, 1A is best suited to inpatients, as outpatients preferred their own ambulatory
physicians for this type of discussion. With this knowledge, we then conducted a 6-patient
inpatient pilot study to demonstrate recruitment feasibility to secure NIH funding for our
proposed phase 2 RCT.

J Pain Symptom Manage. Author manuscript; available in PMC 2023 June 01.
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STAGE 3: ONGOING MULTISITE PHASE 2 RCT OF THE INFORMED ASSENT
INTERVENTION

Methods

Refining and finalizing the IA intervention: With NIH funding, our study team met in
person for 2 days to refine the 1A intervention and train for the upcoming RCT. The meeting
objectives were to 1) standardize the 1A intervention approach and 2) establish methods

to ensure consistency across and within sites. All study investigators spent approximately

4 hours with Dr. Anthony Back, who guided an iterative interactive group workshop

to standardize the IA discussion with what we ultimately termed *“anchor phrases.” The
workshop utilized the framework in Table 1 and systematically discussed options for phrases
to be used by all discussionists at each step, arriving at consensus on the anchor phrases
(Figure 1). Discussionists then spent several additional hours practicing the 1A intervention
using the anchor phrases to demonstrate mastery of required skills, as has been used in prior
studies.(23) At the workshop’s conclusion, we had formulated the Discussionist Checklist
shown in Figure 1 and had practiced implementation of the intervention. This checklist
serves as a discussionist guide in our ongoing RCT and contains the required anchor phrases
as well as examples of their use. Discussionists are trained to always use the anchor phrases
to ensure fidelity to the 1A concept and consistency across sites.

Study Design: We are conducting a phase 2 multicenter RCT of the IA intervention versus
usual care with attention control in older hospitalized patients with underlying serious illness
(NCT02984124), funded by the National Institute on Aging. Recruitment began in late 2016
and is occurring at UVM, MUSC, and University of North Carolina - Chapel Hill; UW was
an enrolling site until 2020.

Participants: Table 5 shows eligibility criteria for patient participants. Family members are
also included if they are English-speaking adults who can participate in study measures and
the patient requests their participation.

Participant screening and consent: Eligibility is determined by daily screening at sites
by trained research staff and once confirmed, the participant is approached for informed
consent. This study is approved by Human Subjects Committees at each site.

Randomization: Consented participants are randomized through an electronic system in a
1:1 ratio using random variable (undisclosed) block sizes and stratified by center.

Study intervention: 1A discussions with participants and their family members randomized
to the intervention arm are performed while participants are in the hospital by trained
physician discussionists experienced in palliative care (Figure 1). After the intervention

is complete, any decisions about life-sustaining treatments are communicated with the
participant’s clinical team.

Intervention fidelity: All IA discussions are audiotaped (with participant consent). The
first 5 discussions at each site were reviewed by two non-discussionist investigators (RAE
and CSR) to assess deviations from anchor phrasing (Figure 1). These deviations were

J Pain Symptom Manage. Author manuscript; available in PMC 2023 June 01.
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communicated by both email and at monthly teleconferences where physician discussionists
identified solutions. After these first 5 discussions at each site, at least 40% of discussions
are randomly selected for review and discussed with the same iterative process.

Control group: Participants randomized to the control arm receive usual care per their
treating inpatient team. Control participants also receive an unscripted “attention control”
friendly visit from study staff to both enhance response rates and provide similar attention.

Outcome measures (Table 6): The primary outcome is patient-assessed quality

of communication about CPR measured by the QOC (Quality of Communication)
questionnaire at hospital discharge.(24, 25) We also examine the intervention’s efficacy

for increasing satisfaction with communication about CPR and the presence of DNR orders;
and reducing time to DNR orders, intensity of care (26-28), and health care utilization.
Assessments occur at enrollment and hospital discharge, and we also evaluate for enduring
effects by measuring patient-assessed depression, anxiety, and health care utilization at 3 and
6 months after enrollment via phone calls to patients and families.

Additional measures and data collected: Additional measures include descriptive,
demographic, and medical history information. We also ask patients and family members
a single item about perception of coercion (“During this study, how free did you feel to
choose CPR if you wanted to receive it?”), and we assess respondent burden of study
questionnaires. Finally, among loved ones of patients who die, we ask a single-item
validated measure of patient’s quality of dying and death, (29-35) as well as information
about any life-sustaining measures that the patient may have received prior to death
(including CPR and/or mechanical ventilation).

Sample size: To calculate sample size, we conservatively assumed an 80% patient
completion rate of the hospital discharge QOC assessment. An enrolled sample size of

180 (144 evaluable patients with a follow-up assessment [72 in each group]) will provide
92% power to detect the same degree of improvement in QOC score as seen in a prior study
in COPD patients using the QOC, with a two-tailed a=0.05.(36) However, as discussed
below, we have unexpectedly encountered some degree of informative censoring with more
patients withdrawing from the intervention than usual care group, so we have received IRB
and DSMB approval to enroll until we achieve 72 patients in each group with a measured
primary outcome, and we anticipate enrolling a maximum of 200 patients.

Statistical analyses: All primary analyses will be based on intention to treat and will be
2-tailed, with p-values < 0.05 considered significant. As all secondary outcomes will be
considered hypothesis-generating, we will not correct for multiple comparisons in this phase
Il exploratory trial. Two-sample t-tests will be used to make comparisons between groups.
Time to event outcomes will be examined using log-rank approaches with extension to Cox
proportional hazard models to examine the impact of baseline or confounding measures.
Since missing data may arise at the item level and at the subject level due to attrition, the
pattern and potential mechanism of missing data will be explored, and if >10% of data are
missing, imputation methods will be used.

J Pain Symptom Manage. Author manuscript; available in PMC 2023 June 01.
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Results—We have currently enrolled 169 participants (intervention, n=84; usual care,
n=85). Given this very ill population, we have not surprisingly been unable to obtain
outcome data on all patients due to factors including death, worsening illness, and
unwillingness to continue participation. Our current rate of primary outcome obtainment

is 86.1%. When designing this trial, we expected that participants in the usual care group
might drop out more often than in the intervention group due to knowledge that they were
only receiving standard care, but we have actually encountered the opposite with informative
censoring observed in our intervention group (when research subjects withdraw or are lost to
follow-up for reasons related to the study itself).(37) We anticipate completing recruitment
for this RCT by mid-2022.

Discussion:

To our knowledge, these studies are the first investigations of informed assent, a novel
ethical paradigm for CPR discussions with seriously ill, hospitalized patients. Our work
is an important innovation, buttressed by systematic and rigorous scientific development.
There have been numerous insights obtained during each stage of our work including the
development and implementation of our ongoing phase 2 RCT.

While our qualitative research in outpatients with advanced COPD or cancer found general
acceptance of the 1A approach, it was not universal and there were important caveats.

A reasonable synopsis from our focus group participants is the critical importance of
patient-centeredness when broaching CPR, including foundational communication and
therapeutic rapport skills such as empathy, honesty, respect for patient values, autonomy,
and the physician-patient relationship.(38) Commensurate with prior literature, patients
were unaware of the poor outcomes associated with CPR.(6, 7) Physician focus group
participants were more divided in their acceptance of 1A, with some acknowledging they
already deployed this approach and others believing it was too paternalistic. Thus, physician
acceptance of 1A, along with the knowledge and skill to apply this approach, is an important
future direction.

We then performed our pilot RCT, also in outpatients, and the three discussionists (RDS,
DWEF, JRC) found the IA intervention a challenging approach in an ambulatory population,
primarily due to absence of the physician-patient relationship and some hesitancy among
discussionists to fully deploy IA as we’d envisioned. For these reasons, as well as our
observational research on CPR outcomes among hospitalized patients, we pivoted to the
inpatient care setting for Stage 3, our phase 2 RCT.

Curiously, while our pilot ambulatory RCT identified the importance of a physician-patient
relationship to CPR discussions, this has generally not emerged in our ongoing phase

2 RCT among inpatients. Reasons for this are unclear but may include implicit patient
acceptance to discuss CPR while hospitalized, understanding that hospital physicians may
be different than one’s ambulatory providers with a shorter-term relationship, greater patient
and treating physician acknowledgement that there may be ongoing clinical deterioration
while hospitalized, and a more seriously ill cohort due to a combination of acute and chronic
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illness. Regardless of reasons for this contrast, it is apparent that clinical context and care
setting are highly relevant to the application of IA.

Patient recruitment and data collection are ongoing for the phase 2 RCT but important
observational insights have emerged over the last 5+ years. Perhaps most provocative is the
rate of informative censoring among patients randomized to the IA intervention, as we have
unexpectedly encountered an increased rate of withdrawal in the intervention compared
with the usual care group, initiated by either participants themselves or by physician
discussionists. For example, several participants in the intervention group have withdrawn
from the RCT due to receipt of bad news from their clinical team and subsequent desire

to discontinue research participation, unwillingness to continue after the discussion itself,
or input from family members who objected to participation even after informed consent
and randomization. Additionally, a few participants have been withdrawn by physician
discussionists who found them to lack decisional capacity when arriving at the bedside to
perform that 1A discussion. Notably, participants randomized to the usual care group are
unlikely to withdraw from the trial for the above reasons. While there are no methods

to correct or repair bias introduced by informative censoring, we have added statistical
techniques to impute data if needed and perform sensitivity analyses.(39, 40) Additionally,
we have modified our protocol to enroll participants until we accrue 72 in each group with a
measured primary outcome.

Another challenge has been ensuring intervention fidelity. Based on audits of audiotaped
discussions (data not shown), some minor drift slightly away from adherence to specific
anchor phrases during the 1A discussion has required steady reinforcement to maintain
intervention fidelity. We have successfully addressed this in an iterative fashion as described
above. However, this mild tendency amongst a highly skilled and specially trained group of
physician discussionists serves to highlight future challenges in the dissemination and wider
uptake of the 1A approach.

Our findings offer important and novel insights into CPR discussions but we do
acknowledge additional limitations. While each Stage has been a multi-site study and

we have reasonable geographic distribution of sites (Northeastern, Southeastern, and
Northwestern US), it is unlikely results are nationally representative. Additionally, 1A
represents a shift in the generally accepted paradigm of CPR discussions with hospitalized
patients, so ethical and safety considerations have been important and are monitored by an
independent data and safety monitoring board.

In summary, we believe our initial findings and current RCT protocol related to the evolution
of investigating an 1A approach to CPR discussions provide important new insights and help
inform future directions for this important topic and palliative and end-of-life care. We are
indebted to Dr. Curtis for this support of and influence on this work.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Key Message:

This article describes a three Stage approach to developing and evaluating a novel
approach to discussing cardiopulmonary resuscitation among older hospitalized patients
with advanced chronic illnesses, termed ‘informed assent’, in which CPR is not routinely
offered as standard care.
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Discussion Steps'Checkhst: _ n
Done v | Step Anchor phrases Examples of anchor phrase use in discussion
“HilmDr . the study doctor for the research
Introdice vourself as the we e doing about talking about CPR. Is now a good
study doctor. time to talk with you”"

Introduction &

Explanation Explam that vou may be “When we're done talkmg. I'll be sure to speak with
wning docmnentation and | your hospatal doctors about our conversaton. They may
orders in thesr chart ask me 10 document what we talk about in your madical

g record or write orders to capture our discussion ™

Thank vou “Thark vou for vohmteering for this study™
“Are you somesone for whom | “T'd ke to spend some fime g=tmg to know you. What
exzendme Nfe arall costsis | kinds of things are mepartant to you? What do you
most impartans™™” value the most in ife? Are you someons for whom

extending life at all costs is most inportant” Is it

Assess values -OR- 10 you to live as long as possible. no matter

what” Would it be ok with vou if vou were to lve ina
“1s i Emportant 10 you to live | mursing home Jonz-tarm ar permanently”? What of you
s long as possible. no ware unable to recogmize vour lovad ones? Would it be
mater what”" ok for you to be m a coma™”
Te'mhummﬁmﬁmaﬁ
. . . (PR, What questions do you have abour
Discuss CPR. gmcmmg CPR? CPR.1s 2 medical procechre that's somestimes
mm_ pu‘inmdcnpeuphatthemofmmchn
call cardiopulmonary amest. CPR sometimes works for
some paients, but most of the e it doasn't ™
“tven WH2M YOU Ve f0Md e 200Ut Yoursed and vour
pal..@nmthdpmmdnmynnhmsm
> You've told me vou don’t want treatmenes that won't
— wm]mmnﬁm help vou and that you'd never wat to be in a sinarion
. x - | where vou required a lot of care fom others. Given
goaks. CPR won't help you. mgm'nﬂmm'smnm
and the extent of vour (heart fasdhure). I don’t think vou
should recaive CPR.
: . " “Unlsss vou disagres, I wall place an ordsr in your chart

Assent Statement “Unless vou disazree. .. that says you should pot receive CPR.~

Assess ' o “Tust so I know we're on the same page about

. : ~So I can wrute this arder, I also need to know whether

Discuss mmubarion if you'd be willing o be on a breathing machine with a

- nube in your throat. Have you thousht about that”"
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Figure 1:
Informed Assent Discussion Guide/Checklist
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Table 1:

Initial Framework of Informed Assent Discussion about CPR

Page 18

1. Elicit patients’ values and preferences for therapies and outcomes.
2. Define and describe cardiopulmonary resuscitation (CPR) process.

3. Provide a personalized explanation about the lack of achieving any reasonable therapeutic goal with CPR (i.e., why patient is a poor
candidate for CPR due to the underlying illness).

4. Inform patient that CPR will not be offered (except in the rare circumstance where patient indicates in step 1 that they are a vitalist).

5. Assess patient’s understanding of the discussion, during which patients can actively disagree and request that CPR be performed.
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Table 2:

Questions Posed During Patient/Family and Physician Focus Groups

Patients and Family Members

Page 19

What are your thoughts about the approach you just observed to in-hospital cardiopulmonary resuscitation (CPR)?
How did what you just heard make you feel?
Would you want this type of approach to in-hospital CPR for yourself or your loved one? Why or why not?

If you were to receive this kind of news, who would you want to deliver it to you? Why?

g c w N oE

Would you be willing to participate in a study in which you might receive this approach to discussing CPR?

Physicians

1. What are your thoughts about the approach you just observed to in-hospital CPR?

2. How do you think your patients would react to this approach regarding in-hospital CPR?
3. How did what you just heard make you feel?
4

. Please describe your thoughts about using this type of approach with the patients you take care of who are chronically ill with reduced life
expectancy.

5. Who do you think should deliver this news (i.e., perform this informed assent intervention) to appropriate patients?
6. Is there anything we should change about what was said for our future research?

7. Would you be willing to have your patients participate in a randomized trial that uses this “informed assent” approach?
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Table 3:

Main Themes and Example Quotes Emerging from Patient/Family and Physician Focus Groups

Patient and Family Member
Themes

Patient and Family Example Quotes

1. Patients commonly do not
discuss CPR with their clinicians

2. Patients and families value
honesty and comprehensive sharing
of information

3. Poor outcomes associated with
CPR are not commonly known

4. Patients and families often agree
with clinician recommendations but
want to remain in control of their
choices

5. Most are comfortable with

the framing of the informed
assent approach but highlight the
importance of bedside manner and
empathy

6. There was strong preference that
one’s trusted physician deliver the
recommendation

7. Faith/spirituality play an
important role in participant
reactions to discussions about CPR
and other healthcare decisions

“I have to talk to my doctor...she didn’t explain it the way it should have been explained.” “So | haven’t
[talked to my doctor]; I haven’t even thought about this.”

“Oh, I think she was right on. She was very honest...”
“| like the way the doctor came and told the patient what she’s up against.”
“The level of honesty and respect that the doctor had...that’s very important to me.”

“Wow! That’s an eye-opener.”
“Your mind is programmed, you know, we see it on TV and stuff. They guys either lives or dies and
um...1 didn’t know that your ribs could be broken ...your chances of survival are ...so poor

“I don’t think that’s the doctor’s prerogative...” “Leave it up to the patient. Let the patient decide.”
“What | think she could’ve done, was not be so definitive; ‘Do you want more information about your
choices?’ You know, to give the patient more opportunity to make a decision.”

“Very cold and aloof....Just show that you care about your patient...... Hold my hand!” “I didn’t like the
punch line. Get a second opinion.”

“I’ve never heard a physician be that clear or upfront with a patient.”

“I think it was a good approach. | think it’s always, um, best for a doctor to be as straightforward and
honest with you. You know — this is how it is, instead of beating around the bush.”

“The approach was really good because she gave all the information that she needed to make the
decision whether she would like to be resuscitated or not. The fact that she probably won’t go home.
They could probably actually hurt her, rather than make her better.”

“I’m pretty close to my primary care doctor (some cases...oncologist/cardiologist), so | think she would
be the one I’d want to talk to...first.”

“And that (relationship) plays a big factor because you actually trust these individuals....to have the
conversation”

“I think everybody should be brought back and every possible thing should be done to keep somebody
alive.”

"I ultimately feel that it’s Gods decision if we live or die, how we are going to die. It’s going to be
ultimately his decision whether he wants to go ahead and take you or whatever the case may be “It’s all
about prayer for me.”

“Doctors can say one thing, but the Lord has got something else in store...”

Physician Themes

Physician Example Quotes

1. Physicians vary in their attitudes
about informed assent with some
considering this as an appropriate
approach and others believing it is
too paternalistic

2. Physicians vary in their current
practices of informed assent

3. The context and timing of
discussion was viewed as critically
important with cultural, family, and
religious implications

4. The majority of physicians
want to be personally involved
with these discussions for their
patients and preferences may vary

by specialty and setting

“It’s a paternalistic approach, but there are times when you need to pull out paternalism.” “I liked how
you framed it in the context of what is important to the patient.”

“Rather than assent | almost prefer ... advise and consent. I’m very happy to advise the patients if they
want to, but then it’s them and their family that decide that consent.”

“l don’t mind having these conversations, | think they’re great to have and | don’t mind informed ascent
with somebody who | have a relationship that 1’ve known”

“It sounds very heavy handed. | don’t really think people need to be told that your chances of surviving
an in-hospital arrest and going on to a functional life expectancy is in the 2-3% range”

“Well, it’s similar to what | do [for] somebody | don’t feel will benefit, | will let them know that I think
that, you know, that’s a therapy that’s out there but it’s therapy that | don’t recommend.” “I’m going to
make this sounds so scary that no human being in their right mind would accept CPR”

Certainly, a big departure from the way CPR is discussed in my experience.”

“And you know, very frequently, it’s harder to get a do not resuscitate order from African American
families because there’s like a heavy religious component”

“Unless you bring the family into this discussion and everybody is on the same page, when you have a
discussion. We see it all the time battles between brothers and sisters and what mom wanted what mom
didn’t want. So the informed ascent is nice thing in theory[but] when the family comes into it, if they
have not been part of this discussion previously, you may be totally backpedaling, no matter what your
patient said.”

“The other thing is also around religious and ethnic backgrounds. Case and plan, I’ve taken care of
catholic patients who are near dead, and because to withdraw care would be the equivalent of suicide,
and from a religious standpoint they are just not going to do this no matter what.”

“I would not feel comfortable having a researcher of any variety coming in to talk to my patient.” “The
person (clinician) who has the longest relationship...should have these conversations”.

“It really challenges us because the whole premise of this is based on a physician-patient relationship
and it’s patient-system relationship as much as anything else”.

“| think that in the office or primary care setting or a continuity setting when you know people well, you
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Themes

Patient and Family Member

Patient and Family Example Quotes

know when you can have that level of discussion more easily.”

“Most of the time | agree with this informed assent type of approach — but only after we have a mutual
understanding, a mutual respect and know the patient and the family very, very well. In oncology it
might be, ah, a little bit different from the emergency room or ICU setting”.
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Table 4.

Results of Informed Assent Pilot RCT in 29 Outpatients

Page 22

Intervention2 Control p-value
Enrollment (n=14) | 2 weeks (n=12) | Enrollment (n=15) | 2 weeks (n=15)
Proportion wanting CPR 13/14=92% 7/12=58% 11/15=73% 13/15=87% 0.01
Initially wanting CPR, changed to “not - 4/11=36% - 0/11=0% 0.045
wanting CPR”
Depressive symptoms, PHQ9(41-46) 3.0£3.0 1.9+25 5.5+4.8 3.8+3.4 0.17
Anxiety Symptoms, GAD7(47-49) 2129 1.642.5 2.5+3.7 3.1+4.2 0.29

a2 of 14 intervention patients died before follow up assessment. Neither received CPR. Abbreviations: PHQ9 (Patient Health Questionnaire-9);

GAD-7 (Generalized Anxiety Disorder-7 questionnaire.
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Inclusion and Exclusion Criteria for Study Entry
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Inclusion Criteria

Exclusion Criteria

1. =65 years old

2. English speaking

2. Currently hospitalized

3. Able to make decisions for oneself
4.

a) Chronic life-limiting illness with median survival <2 years defined as: 1) metastatic cancer or
inoperable lung cancer; 2) COPD requiring oxygen; 3) New York Heart Association Class I11 or
1V heart failure; 4) Child’s Class C cirrhosis or baseline MELD score of 220, 5) end stage renal
disease (must be on dialysis and =75 years old); 6) advanced pulmonary fibrosis/interstitial lung
disease; and 7) advanced pulmonary hypertension

b) Severe functional impairment defined as dependence with >4

activities of daily living (ADLs) on Katz Index of Independence in ADLs.(50, 51)

Life limiting illness or severe functional impairment. Must have one or more of the following:

1. Has already definitively chosen DNR
status

2. Unable to provide informed consent
3. Refused consent

4. Currently listed on a transplant list
(awaiting transplant)

5. Inappropriate for study enrollment per
attending physician

6. Research team unavailable to perform
study intervention
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Table 6:

Study Outcomes and Data Collection Protocol

MAIN OUTCOME MEASURES CONCEPT DATA SOURCE & COLLECTION TIME

Primary Outcome:

« Full QOC, questions answered specifically about Quality of communication Patients & Families: Enrollment and hospital
CPR(24, 25) about CPR discharge

Secondary Outcomes:

¢ CANHELP questionnaire, communication domain
focused specifically on CPR(52, 53)

Satisfaction with Patients & Families: Enrollment and hospital
communication about CPR discharge

* Hospital Anxiety and Depression Scale (HADS)(54, Depressive and anxiety
55) symptoms

Patients & Families: Enrollment; hospital
discharge; 3 & 6 months post-enroliment

« Presence of and time to DNR orders in electronic Presence of and time to DNR Medical record: Throughout hospitalization
medical record orders and to 6 months

« Hospital and ICU admission/length of stay, Intensity of care during index Medical record: Throughout hospitalization
mechanical ventilation, CPR, tracheostomy, hemodialysis,  hospitalization, health care and to 6 months Patients & Families: 3 and
gastrostomy, ED visits, clinic visits, skilled nursing utilization, costs of care 6 months post-enroliment

facility, home health care(27-29, 31, 56, 57)

 Inpatient and ICU admissions, outpatient and Healthcare utilization Patients, Families: 3 and 6 months post-
emergency visits, skilled nursing facility care, and home enrollment
health care visits

Abbreviations: QOC (Quality of Communication) questionnaire)(24, 25); CANHELP (Canadian Health Care Evaluation Project)(52, 53); HADS
(Hospital Anxiety and Depression Scale(54, 55); DNR (Do Not Resuscitate); ICU (Intensive Care Unit); CPR (Cardiopulmonary Resuscitation);
ED (Emergency Department)
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