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VERSION 1 - REVIEW 

REVIEWER Dr Adrian Tookman 
Consultant Palliative Medicine  
Clinical Director Marie Curie  
Medical Director Marie Curie Hospice Hampstead  
England 
 
Field Editor Cochrane PaPaS (Palliative and Supportive Care)  
Nil else declared 

REVIEW RETURNED 09-Jun-2016 

 

GENERAL COMMENTS This is a challenging area to investigate, if successful it will be a 
valuable addition to the literature 

 

REVIEWER Justin Sanders 
Dana-Farber Cancer Institute, Harvard Medical School, and Ariadne 
Labs. USA 

REVIEW RETURNED 13-Jun-2016 

 

GENERAL COMMENTS Summary: 

The authors describe the protocol of a study to assess the efficacy 

of an advance care planning intervention to improve the quality of 

life and end-of-life (EOL) outcomes among patients with advanced 

(“incurable”) cancer and their caregivers.  This multi-site, 

randomized trial uses an intervention based on the respecting 

choices model, which was previously used by this research team in 

a succesful study of elderly patients. The primary outcomes are 1) 

caregiver reported conversations with the enrolled patient about their 

particular wishes for EOL care and 2) caregiver satisfaction that their 

wishes were met, as reported on a bereavement survey 3 months 

post-death.  Secondary outcomes include several measures relates 

to documentation of ACP discussions, location of death, quality of 

EOL care, quality of life, prognostic accuracy, and costs based on 

utilization, among others.  The recruitment and analysis plans are, 
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for the most part, clearly described. 

This is an excellent protocol.  It is well conceived and well-written. 

They have clearly laid out the ways in which this study will add to the 

available literature on this topic, including its utility in laying further 

foundation for a meta-analysis of complex interventions to improve 

the quality of life at the end of life through advance care planning.  

While I recommend that this protocol be accepted for publication, I 

hope the editor and authors will consider the following for inclusion. 

Major comments: 

The authors write that “the effects of ACP in cancer patients are 

unknown”.  This is not exactly true.  The Coping with Cancer studies 

give us a window into the effects of ACP in patients with advanced 

cancer.  What is less known is the impact of complex interventions 

on the uptake of ACP and their subsequent impact on patients and 

family members.  This particular study aims to assess the impact of 

such an intervention but the complexity of this particular intervention 

is notable and deserves further comment. It is of little utility to 

understand if an intervention works if the intervention itself is too 

difficult to implement at scale.  The 8 hours of online training, 3 days 

of face-to-face workshops and two days of shadowing and peer 

mentoring would be too burdensome for many systems to complete 

and this could be addressed in the limitations section.  It would be 

helpful to know what part of that training is the respecting choices 

training and which is the additional training in EOL communication 

and prognostic training.  How has the ACP intervention been 

adapted to be “cancer specific”? It would also be helpful to 

understand what if any learning is taking place in this study that 

could shed light on what components of the intervention are most 

useful.  The protocol appears light on process measures, but if these 

are there for reporting, it would be helpful to include in the protocol. 

 

It would be helpful to understand better how clinicians are asked to 

identify patients for inclusion, and what patients are told about the 

study prior to enrollment.  This would help for the repeatability of the 

study. 

I am not a biostatistician, but I worry that the sample size is 

insufficient to detect differences in the secondary outcomes between 

groups. 

Minor Comments: 

Word check on page 4, line 19: Should “systematic” be “systemic”? 
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REVIEWER Marcel Zwahlen 
Institute of Social and Preventive Medicine  
University of Bern  
Finkenhubelweg 11  
CH 3012 Bern  
Switzerland 

REVIEW RETURNED 07-Jul-2016 

 

GENERAL COMMENTS This is a study protocol for a RCT “to evaluate whether the 
administration of formal advance care planning improves compliance 
with patients’ end-of-life wishes and patient and family satisfaction 
with care” in cancer patients. The trial is multi-centric in 8 oncology 
centres across New South Wales and Victoria.  
The study’s design is based on a previous study (1). The sample 
size considerations are also based on this study. However, the 
previous study included patients older than 85 years with mostly 
cardiac or respiratory diseases or falls (app 70% of all patients).  
 
 
Major comments:  
1. Statements on primary outcomes in abstract is not consistent with 
the statements in objectives and and other places in protocol.  
a. Abstract: “discussion with the patient about their EOL wishes and 
b) perception that the patient’s EOL wishes were met.” -- Perception 
…met  
b. Objective: “We hypothesise that patients randomised to 
intervention will be more likely to have their End of Life (EOL) wishes 
documented and complied with.” …documented and complied ….no 
mention of perception.  
c. Primary outcome: “To determine the extent to which the patient’s 
end of life wishes were met we will use family perception that the 
patients EOL wishes were met and medical record review.”  
However we find under secondary outcomes: “Secondary outcomes 
(C) The documentation of patient preferences for EOL care and 
concordance with care received at the end of life;”  
 
This is all rather confusing and should be written in a consistent 
manner. What exactly is now the primary outcome?  
 
Additionally the authors mention that “Two other RCT’s are 
underway, which also investigate the effects of ACP in cancer and 
…data will be collected for almost 2000 advanced cancer patients 
across Europe, The USA and Australia. Shared patient outcomes 
across all three studies include: concordance with EOL wishes and 
care received.”  
Two questions here: this study plans to include 210 patients, thus 
the other two studies are much larger. Why?  
Furthermore: Is the definition (see above about issues of confusion) 
of “concordance with EOL wishes and care received” really the 
same in all studies to make it useful for meta-analysis?  
 
2. Sample size considerations are base on an alternative hypothesis 
of 30% versus 60%. I have serious doubts that the 30% in the 
control group from a previous study on another patient population is 
reasonable for advanced cancer patients, where standard care over 
the last years might have incorporated some informal “advance 
planning”.  
Additionally the 30% was based on 8 out of 27 patients which results 
in a 95% uncertainty interval of 14-50%. Adding to my suspicion that 
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30% is assumed very low.  
 
3. At several places the protocol mentions “quality of death”, but in 
the “secondary outcomes” there is no simple clear definition of that. 
There is “quality of end of life care” with two different questions 
assessed. So how exactly is quality of death defined?  
4. Interim analysis (page 9, line 33): Are there any more formal rules 
defined how decisions about the study will be taken? For example: 
adjustment to procedures, stopping for superiority or futility?  
5. Did I understand correctly that both patients and family/friend will 
need to consent before randomization can be performed?  
 
 
Minor comments:  
 
- In statistical analysis, applicants mention “Accuracy of predictions 
of survival time will be investigated using descriptive statistics and 
Bland-Altman plots”. I assume , this only for those who died. Or are 
authors assuming all will die?  
 
1. Detering KM, Hancock AD, Reade MC, et al. The impact of 
advance care planning on end of life care in elderly patients: 
randomised controlled trial. BMJ 2010;340:c1345. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 - Major comments:  

 

The authors write that “the effects of ACP in cancer patients are unknown”. This is not exactly true. 

The Coping with Cancer studies give us a window into the effects of ACP in patients with advanced 

cancer. What is less known is the impact of complex interventions on the uptake of ACP and their 

subsequent impact on patients and family members.  

 

The introduction section has been significantly revised on editorial advice, and with this observation in 

mind. Thank you.  

 

This particular study aims to assess the impact of such an intervention but the complexity of this 

particular intervention is notable and deserves further comment. It is of little utility to understand if an 

intervention works if the intervention itself is too difficult to implement at scale. The 8 hours of online 

training, 3 days of face-to-face workshops and two days of shadowing and peer mentoring would be 

too burdensome for many systems to complete and this could be addressed in the limitations section. 

It would be helpful to know what part of that training is the respecting choices training and which is the 

additional training in EOL communication and prognostic training. How has the ACP intervention been 

adapted to be “cancer specific”?  

 

P. 5 ‘Iintervention’ section has been expanded to include further details of the training and 

intervention. This section now reads:  

 

Participants in the trial randomised to the intervention receive nurse led (ACP clinician) advance care 

planning. Patients in the intervention group will be offered optional information about their likely life 

expectancy as part of the ACP intervention. Experienced oncology nurses or allied health 

professionals participate in a two part training course and peer mentoring and shadowing in the 

clinical environment, to learn to deliver the study intervention. The intervention is based on the 

Respecting Patient Choices model{Advance Care Planning Australia, #809} with the addition of skills 

in EOL communication and estimating and communicating typical, best-case and worst-case 
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scenarios for survival. Treating oncologists will liaise with the ACP clinician to ensure patients 

understand their illness, treatment options and likely prognosis and will be asked to sign any Advance 

Care Plans completed by the patient. The intervention is specifically targeted to advanced cancer 

patients with input from the investigator team, including oncologists and palliative care physicians.  

ACP clinicians complete Part 1 e-Learning Respecting Patient Choices® education course to provide 

a broad introduction to ACP, and Part 2 Practical workshop at Austin Hospital, Australia, based on the 

Respecting Patient Choices® education course {, #809}. ACP clinicians attend a focused one day 

workshop to learn additional skills in EOL communication and in delivering prognostic information. 

The workshop includes cancer specific clinical information and role play with professional actors. Core 

components of the intervention are outlined in Figure 1.  

 

P.12 Comments have been added to the limitations section regarding the complexity of the 

intervention.  

 

“Fourth, the study intervention is complex and requires skill, time and resources to deliver. It may be 

difficult to replicate consistently across institutions.”  

 

It would also be helpful to understand what if any learning is taking place in this study that could shed 

light on what components of the intervention are most useful. The protocol appears light on process 

measures, but if these are there for reporting, it would be helpful to include in the protocol.  

 

P. 9 – ‘Data collection and follow up’ section has been expanded to include further details of the study 

process measures and analysis of the intervention. Box 1 provides further details of the medical 

record review data collection and assessment of intervention fidelity.  

 

Medical record review for deceased patients  

Trained members of the research team will consider all of a patient’s available medical records (at the 

acute hospital where they receive their oncology care) to assess concordance between 

documentation of preferences for care and medical interventions received, place of death and timing 

and location of documentation of EOL preferences (secondary outcomes A,B and C). Reviewers will 

receive two days of face face to face group training, and be provided with a standard form and written 

guidelines. 10% of records will be re-abstracted by a second reviewer to assess for Inter-Rater 

Reliability. Reviewers will have real-time consultation with medically trained staff if required. Where 

the abstractor is unsure of how to score, cases will be referred first to the study coordinator and then 

to the steering committee for additional review until consensus is reached.  

Intervention fidelity  

All intervention sessions will be audio recorded. This provides an opportunity to assess how the 

intervention was actually delivered in practice. There are currently no tools available which aim to 

measure the quality and consistency of ACP interventions. Additionally, there have been no published 

reports of auditing actual practice of ACP inside of a clinical trial setting. We will use the data from the 

recorded ACP conversations to: (1)Design and evaluate a fidelity instrument; (2) Describe variations 

in ACP intervention delivery; and (3) Analyse correlations between delivery with patient outcomes.  

 

It would be helpful to understand better how clinicians are asked to identify patients for inclusion, and 

what patients are told about the study prior to enrollment. This would help for the repeatability of the 

study.  

 

P.9 – Randomisation and Recruitment section has been edited to include the following information:  

 

“The information provided in the consent form will be the same for the intervention group and the 

control group. The information sheets will exclude naming the intervention (Advance Care Planning) 

in order to avoid contamination of the control arm. Participants will be informed that the project is 
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evaluating the effectiveness of a program aimed at improving communication with patients with 

advanced cancer, their family and friends and their doctors. Participants will be informed that those 

randomised to the intervention group will meet with a specially trained nurse to talk through their 

goals, wishes and needs for care now and in the future. Participants in this study will be advised 

before entry that participation is voluntary and they are free to withdraw at any time.”  

 

I am not a biostatistician, but I worry that the sample size is insufficient to detect differences in the 

secondary outcomes between groups.  

 

The study sample size is based on calculations in a previous trial conducted by the investigator team 

in a different population.  

 

Minor Comments:  

 

Word check on page 4, line 19: Should “systematic” be “systemic”?  

 

This sentence refers to ‘systemic’ chemotherapy.  

 

Reviewer 3: - Major comments:  

 

1. Statements on primary outcomes in abstract is not consistent with the statements in objectives and 

and other places in protocol.  

a. Abstract: “discussion with the patient about their EOL wishes and b) perception that the patient’s 

EOL wishes were met.” -- Perception …met  

b. Objective: “We hypothesise that patients randomised to intervention will be more likely to have their 

End of Life (EOL) wishes documented and complied with.” …documented and complied ….no 

mention of perception.  

c. Primary outcome: “To determine the extent to which the patient’s end of life wishes were met we 

will use family perception that the patients EOL wishes were met and medical record review.”  

However we find under secondary outcomes: “Secondary outcomes (C) The documentation of patient 

preferences for EOL care and concordance with care received at the end of life;”  

 

This is all rather confusing and should be written in a consistent manner. What exactly is now the 

primary outcome?  

 

Thank you. The manuscript has been edited for consistency. The primary outcome of the study is: 

“discussion with the patient about their EOL wishes and b) perception that the patient’s EOL wishes 

were met.”  

 

Additionally the authors mention that “Two other RCT’s are underway, which also investigate the 

effects of ACP in cancer and …data will be collected for almost 2000 advanced cancer patients 

across Europe, The USA and Australia. Shared patient outcomes across all three studies include: 

concordance with EOL wishes and care received.” Two questions here: this study plans to include 

210 patients, thus the other two studies are much larger. Why?  

 

These studies have a cluster design. Our study is one to one randomisation.  

 

Furthermore: Is the definition (see above about issues of confusion) of “concordance with EOL wishes 

and care received” really the same in all studies to make it useful for meta-analysis?  

 

The authors feel the included text addresses the issue of challenges to meta-analysis. Further 

comment would require an in-depth analysis beyond the scope of this manuscript.  
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“Two other RCT’s are underway, which also investigate the effects of ACP in cancer 21 22 . This 

presents an opportunity for meta-analysis of data on the effectiveness of ACP in cancer care. Data 

will be collected for almost 2000 advanced cancer patients across Europe, The USA and Australia. 

Shared patient outcomes across all three studies include: concordance with EOL wishes and care 

received, quality of communication, quality of death, patient mental health outcomes and acceptability 

of the ACP intervention. However, there are no gold standard outcomes, or measures to assess the 

efficacy of ACP, and a variety of measures will be used across studies to assess similar outcomes. 

This presents a challenge to meta-analysis. Table 3 presents details of study design, sample size, 

population, intervention and primary outcome measure for each study. Shared patient outcomes and 

a brief description of the distinguishing features between studies are also presented. A full list of the 

outcome measures used in each study can be found in the published study protocols21 22”  

 

2. Sample size considerations are based on an alternative hypothesis of 30% versus 60%. I have 

serious doubts that the 30% in the control group from a previous study on another patient population 

is reasonable for advanced cancer patients, where standard care over the last years might have 

incorporated some informal “advance planning”.  

Additionally the 30% was based on 8 out of 27 patients which results in a 95% uncertainty interval of 

14-50%. Adding to my suspicion that 30% is assumed very low.  

 

We agree that the cancer population is very different from geriatric acute hospital inpatients, and 

share your concern that data from other populations may have limited relevance. Therefore we 

conducted an interim analysis of baseline data from the control group. This data indicates that a when 

documented 28% of participants report “discussion with the patient about their EOL wishes and b) 

perception that the patient’s EOL wishes were met.” The authors are therefore confident that 30% is a 

reasonable baseline assumption.  

 

3. At several places the protocol mentions “quality of death”, but in the “secondary outcomes” there is 

no simple clear definition of that. There is “quality of end of life care” with two different questions 

assessed. So how exactly is quality of death defined?  

 

The manuscript has been edited for consistency.  

 

4. Interim analysis (page 9, line 33): Are there any more formal rules defined how decisions about the 

study will be taken? For example: adjustment to procedures, stopping for superiority or futility?  

 

P.14 – ‘’Ethics and Dissemination’ has been edited to include the following statement:  

 

“The study investigator team which includes academics and clinicians with a broad range of skills and 

experience, has been established as a steering committee. The steering committee will meet 

quarterly and will guide study procedures and dissemination of results. Important protocol 

modifications (eg, changes to eligibility criteria, outcomes, analyses) will be communicated to relevant 

parties via regular study newsletters.  

 

5. Did I understand correctly that both patients and family/friend will need to consent before 

randomization can be performed?  

 

Yes.  

 

Minor comments:  

 

- In statistical analysis, applicants mention “Accuracy of predictions of survival time will be 
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investigated using descriptive statistics and Bland-Altman plots”. I assume, this only for those who 

died. Or are authors assuming all will die?  

 

Yes. The text has been edited: ““Accuracy of predictions of survival time will be investigated using 

descriptive statistics and Bland-Altman plots for all patients who die within the follow up period”. 

 

VERSION 2 – REVIEW 

REVIEWER Justin Sanders, MD, MSc 
Dana-Farber Cancer Institute / Harvard Medical School  
United States of America 

REVIEW RETURNED 12-Sep-2016 

 

GENERAL COMMENTS The authors of this randomized controlled trial to assess the impact 
of advance care planning in patients with advanced cancer have, i 
believe, adequately addressed the reviewers' comments.  
 
Only three minor issues emerged in my re-review:  
1) Page 7, Line 43: It's not clear why the authors chose to use the 
last 2 weeks of life as the interval prior to death in which to assess 
goal-concordance. It would be helpful to know their rationale and 
whether it's based in other evidence or in theory.  
2) Page 8, Line 8: The reference is mis-spelled: "Engelberg" not 
"Endelberg."  
3) Figure 1: inconsistent punctuation  

 

REVIEWER Marcel Zwahlen 
Institute of Social and Preventive Medicine  
University of Bern 

REVIEW RETURNED 14-Sep-2016 

 

GENERAL COMMENTS The revision clearly improved readability and clarity of the text.  
 
Outcome definitions are now consistent throughout abstract and 
main methods description.  
 
I still have doubts about sample size , but the authors seem to be 
convinced about their assumptions. I wish them good luck with 
these.  
 
I have no further issues. 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 2  

 

Only three minor issues emerged in my re-review:  

 

1) Page 7, Line 43: It's not clear why the authors chose to use the last 2 weeks of life as the interval 

prior to death in which to assess goal-concordance. It would be helpful to know their rationale and 

whether it's based in other evidence or in theory.  
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Medical record review will assess concordance between documentation of preferences for care 

defined in the literature as important EOL care goals11-13, and medical interventions received in the 

last 2 weeks of life. Since published papers used varied time frames (from a few days to a month) to 

assess medical interventions received at the EOL, we adopted a two week time point.  

 

2) Page 8, Line 8: The reference is mis-spelled: "Engelberg" not "Endelberg."  

 

Thank you. Corrected.  

 

3) Figure 1: inconsistent punctuation  

 

Thank you. Corrected, revised figure attached (Figure 1_V4).  

 

Reviewer: 3  

 

The revision clearly improved readability and clarity of the text.  

 

Outcome definitions are now consistent throughout abstract and main methods description.  

 

I still have doubts about sample size , but the authors seem to be convinced about their assumptions. 

I wish them good luck with these.  

 

I have no further issues. 
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