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VERSION 1 - REVIEW 

REVIEWER Anna Nowak  
Medical Oncologist  
University of Western Australia  
Australia 

REVIEW RETURNED 13-May-2013 

 

THE STUDY Primary outcome measure for this mixed qualitative/quantitative 
study is unclear - they are examining a number of quantitative QOL 
measures etc but have not well reported the analysis of this aspect, 
or how it will be integrated with the quantitative data. 

RESULTS & CONCLUSIONS No research findings reported. 

REPORTING & ETHICS Q1 is not applicable to this manuscript. 

GENERAL COMMENTS This is a straightforward report of a study protocol which is in 
progress. My main concern is that there is limited description of how 
the quantitative aspects will be integrated with the qualitative 
aspects in terms of analysis and intepretation of the data. The 
manuscript would be strengthened by further detail on this aspect.  

 

REVIEWER Professor Liz Lobb  
Professor of Palliative Care (Allied Health)  
Calvary Health Care Sydney  
91-111 Rocky Point Road,  
Kogarah, New South Wales, Australia  
 
Our team have been conducting a program of research in HGG for 
the past 5 years. We have just completed a similar longitudinal study 
on unmet needs as described in this manuscript and are currently 
piloting an intervention for this group of patients and carers. 

REVIEW RETURNED 24-May-2013 

 

THE STUDY This is a well described methodology paper. The article type is 
described as Protocol - however this needs to be clarified in the 
Article Focus. 

RESULTS & CONCLUSIONS There are no results to report. 

REPORTING & ETHICS There are no results in the manuscript to report 

GENERAL COMMENTS This is a well designed longitudinal study. From our experience with 
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a similar design and the same patient/carer population I suggest you 
allow for attrition at each time point when calculating your sample 
size. I refer you to my paper on the discussion of prognosis in this 
group and counsel caution in gathering data immediately after 
surgery. I wish you well with the study. Lobb, EA., Halkett, G., 
Nowak, A. “Patient and caregiver perception of communication of 
prognosis in high grade glioma” J Neurooncol (2011) 104:315–322  

 

REVIEWER Martin J.B. Taphoorn, MD  
Department of Neurology  
VU University Medical Center Amsterdam  
Medical Center Haaglanden The Hague  
The Netherlands 

REVIEW RETURNED 28-May-2013 

 

THE STUDY This manuscript concerns a study protocol for a phase I study (I am 
not sure if this is comparable to phase I studies on medication). The 
aim of the study is to explore the supportive, rehabilitative and 
palliative needs and preferences of HGG patients and their 
caregivers during the various phases of the cancer trajectory (phase 
I). These data will be used to develop a rehabilitation program that 
targets these special needs (phase II).  
In this protocol, only phase I is described. Phase II is not described, 
because it is dependent on the results of phase I.  
Given this restriction, statistics are not described. 

GENERAL COMMENTS This is a relevant study, because to date there are no interventions 
that target all the needs patients and their caregivers are facing 
during the disease course.  
Combining both qualitative and quantitative methods will provide a 
large amount of information and seems therefore appropriate to 
meet the aim of this study.  
 
Comments:  
*Abstract: „Ethical approval of phase II will be sought at the time 
where the content of the intervention program has been developed‟. 
Because this protocol describes only phase I, it seems more 
relevant to describe that ethical approval of phase I is already 
obtained. In addition, one could describe the situation of obtaining 
ethical approval in phase II.  
 
* As a potential limitation, the uncertainty of recruitment immediately 
after surgery (1-2 days) is mentioned. What is the rationale for this 
narrow time window? Certainly not in all patients a complete 
pathological diagnosis will be available within 1-2 days. Furthermore, 
patients and their caregivers will be overwhelmed at that time with 
the definitive diagnosis of having an incurable brain tumour, which 
may be not the appropriate moment to discuss a study protocol.  
 
* Methods: Karnofsky performance score is abbreviated as KSP, but 
this should be KPS.  
 
* Methods: The sample size calculation is an estimation of patients 
who will participate in the study. What is the expected drop out rate 
of 50% based on? Recruitment may be enhanced by setting a larger 
inclusion window.  
 
* Methods: The interviews/filling out of questionnaires are done at 
the moment MRI is performed. If the interview is done after the 
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results of imaging are given, this will be completely different 
compared to an interview at the time of imaging/before results are 
given. Both timepoints have advantages and disadvantages, for 
example regarding QoL and depression rate.  
 
* Methods: “A final interview will be conducted with the caregiver in 
case the patient dies”. When will this interview be conducted? Is 
there a time window for this?  
 
* Methods: If patients survive for longer than 1 year, it is also 
relevant to study their needs, since these may change over time. 
Especially if a stable situation after initial treatment endures issues 
related to finances, work etc will become more relevant.  
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VERSION 1 – AUTHOR RESPONSE 

Comments from reviewer 1/ Anna Nowak, Medical Oncologist  

University of Western Australia, Australia 

 

2) Primary outcome measure for this mixed 

qualitative/quantitative study is unclear - they are examining a 

number of quantitative QOL measures etc but have not well 

reported the analysis of this aspect, or how it will be integrated 

with the quantitative data. 

 

This is a straightforward report of a study protocol which is in 

progress. My main concern is that there is limited description 

of how the quantitative aspects will be integrated with the 

qualitative aspects in terms of analysis and interpretation of 

the data. The manuscript would be strengthened by further 

detail on this aspect 

In the abstract we have added: 

A convergent parallel mixed methods design will be used. It is the type of design in which qualitative 
and quantitative data are collected in parallel, analysed separately, and then merged. 
 
Under 2.3 design we have added:  

This is a convergent parallel design {{893 Creswell, J. 2011}}. The approach for data collection in 

this mixed methods study is a concurrent approach {{893 Creswell, J. 2011; 894 Polit, D. 2012}}, 

where qualitative and quantitative data are collected in parallel, analysed separately, and then 

merged {{893 Creswell,J. 2011}}. The quantitative data seek to demonstrate that variables are 

systematically related and the qualitative data seek to provide insight about how they are related 

{{894 Polit, D. 2012}}. 

A qualitative approach allows the participants to express and describe experiences and thoughts 

regarding their new life situation in their own words. The quantitative patient-reported psychometric 

questionnaires will provide additional information to the findings obtained in the interviews. 

The dominant status relies on the qualitative data as the serial interviews are emphasized as the 

best suited method to addressing the primary aim of this study {{749 Murray,S.A. 2009}}. The 

quantitative data is viewed as a useful supplementary data source.  The qualitative and quantitative 

data will be integrated during the interpretation and findings will draw inferences using both 

approaches. The feasibility of using questionnaires in this longitudinalt design will be explored. 

 

Under 1.1 rationale we have added: 

The reason to converge the two forms of data is to bring greater insight into the aims of this study, 

than would be obtained by either type of data separately {{893 Creswell,J. 2011}}.  
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Under 2.6 Quantitative Data we have added:  
The validated patient-reported questionnaires are  (1) Functional Assessment of Cancer Therapy-

Brain (FACT-Br) is an instrument measuring general quality of life (QOL) and specific symptoms or 

problems associated with brain cancer. It contains the five sub scales physical well-being, 

social/family well-being, emotional well-being, functional well-being, and disease specific concerns 

(60). (2) The Hospital Anxiety and Depression Scale (HADS) is a short instrument that measures 

levels of anxiety and depression, using items that avoid reliance on aspects like fatigue and 

insomnia that are common somatic symptoms of illness. It contains two sub scales, one measuring 

anxiety and one measuring depression (61). (3) Physical activity levels will be measured using a 

single item adapted from Saltin (62) where patients rate their physical activity level using the four 

response options „Almost completely inactive: reading, watching TV, etc‟, „Some physical activity 

during less than three hours per week: riding a bicycle or walking‟, „Regular physical activity for at 

least three hours per week‟, and „Hard physical exercise for more than four hours per week‟. 

Additionally, at baseline, patients will also be asked to report retrospectively what their level of 

activity was at 3 months prior to diagnosis.  The total completion time for filling out all questionnaires 

is approx 7-15 minutes.  

 
Under 3. Analysis we have changed the following part: 
Socio-economic information and data from questionnaires will be entered into a database and sub 

scale scores computed according to guidelines in questionnaire manuals. Procedures for data entry 

and audit program are established and written to ensure correct data keying. Quantitative data from 

questionnaires and KPS constitute using repeated measurements, and linear mixed models to 

analyse them. The KPS, each of the sub scales of the FACT-Br, the two subscales of the HADS, 

and the responses to the ordinal item about leisure time physical activity will be analyzed 

separately. Mean values and corresponding 95% confidence limits will be computed and plotted 

along with individual trajectories. No significance testing will be performed, rather the development 

in each of the sub scales of the questionnaires will compared to the development in the KPS and 

the results from the qualitative analysis. 

Comments from reviewer 2/ Professor Liz Lobb  

Professor of Palliative Care (Allied Health), Calvary Health 

Care Sydney - Kogarah, New South Wales, Australia 
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3) Our team have been conducting a program of research in 

HGG for the past 5 years. We have just completed a similar 

longitudinal study on unmet needs as described in this 

manuscript and are currently piloting an intervention for this 

group of patients and carers. This is a well described 

methodology paper. The article type is described as Protocol – 

however this needs to be clarified in the Article Focus. 

We will follow your research with great interest.  

 

The first sentence in “Article focus, page 1 has been changed to: 

This protocol article describes a mixed method, longitudinal study of the life situation among 

patients newly diagnosed with high-grade glioma (HGG) and their caregivers. 

4) This is a well designed longitudinal study.  From our 

experience with a similar design and the same patient/carer 

population I suggest you allow for attrition at each time point 

when calculating your sample size.  

 

 

 

 

 

 

 

 

 

 

 

 

Regarding the sample size at the different time points we have under 2.1 Study participants and 
sampling added: 
 
Firstly, in order to ascertain data saturation at each test point during the entire course of the study 

(one year), the sample size at baseline takes into account an expected drop-out rate of 50% at the 

final test (12 months).  The number of newly diagnosed patients with HGG (WHO classification 

grade III and IV) at Rigshospitalet is approximately 90 during a 6 month period. Based upon an 

estimated reduction of 50% in the number of patients at the final test (one year from baseline), the 

necessary sample size is estimated to be 30 patients and 30 caregivers.  The expected drop out 

rate of 50% is based on the poor prognosis of a median survival time at 12-15 months {{556 

Wen,P.Y. 2008}}. Furthermore, it is unknown if participants will experience research participation 

over one year to be too burdensome. It is a risk that a proportion of patients and/or caregivers will 

drop out or be non-respondents at any of the five test time point. Still, it was decided not to increase 

the sample size by recruiting new patients/caregivers during the study period due to drop-outs, as 

the study then would lose its longitudinal design for each participant {{749 Murray,S.A. 2009}}.  

Secondly, recruiting patients with or without caregivers and caregivers with or without patients will 
be accepted.  
 
Regarding gathering data within one week after operation we agree that timing for recruitment is of 
great importance and one must be aware of the patients´ feeling of stress and shock. However, we 
would like to give the patients with HGG an opportunity to inform us about their feeling and thoughts 
exactly within this timeframe. 
 
Under 2.2 Recruitment page 6 we have added: 
Patients and caregivers might be in a state of initial shock and distress at this time (Lobb, Halkett, & 

Nowak, 2011) , which calls for careful consideration when recruiting this group of patients and their 
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I refer you to my paper on the discussion of prognosis in this 

group and counsel caution in gathering data immediately after 

surgery.  I wish you well with the study. Lobb, EA., Halkett, G., 

Nowak, A. “Patient and caregiver perception of communication 

of prognosis in high grade glioma” J Neurooncol (2011) 

104:315–322 

 

 

  

caregivers  to research e.g. it is important to limit participants response burden. Patient motivation 

has found to be of considerable importance to the successful collection and quality of life data 

(Walker et al., 2003). 

Comments from reviewer 3/ Martin J.B. Taphoorn, MD  

Department of Neurology - VU University Medical Center 

Amsterdam, Medical Center Haaglanden The Hague,  

The Netherlands 

 

5) This manuscript concerns a study protocol for a phase I 

study (I am not sure if this is comparable to phase I studies on 

medication.   

 

The aim of the study is to explore the supportive, rehabilitative 

and palliative needs and preferences of HGG patients and 

Phase I and phase II is used to illustrate the two steps of the PhD study. Phase I in this study is not 

comparable to phase I studies on medication. 
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their caregivers during the various phases of the cancer 

trajectory (phase I). These data will be used to develop a 

rehabilitation program that targets these special needs (phase 

II). In this protocol, only phase I is described. Phase II is not 

described, because it is dependent on the results of phase I. 

Given this restriction, statistics are not described. 

  

This is a relevant study, because to date there are no 

interventions that target all the needs patients and their 

caregivers are facing during the disease course. Combining 

both qualitative and quantitative methods will provide a large 

amount of information and seems therefore appropriate to 

meet the aim of this study. 

6) Abstract: „Ethical approval of phase II will be sought at the 

time where the content of the intervention program has been 

developed‟. Because this protocol describes only phase I, it 

seems more relevant to describe that ethical approval of 

phase I is already obtained. In addition, one could describe the 

situation of obtaining ethical approval in phase II. 

In the abstract the following sentence has been added under „Ethics and dissemination‟  

 

The study was registered at The Research Ethics Committees at the Regional capital. According to 

the Research Ethics Committee approval is not needed for phase I as it is a non-intervention part of 

the study. 

7) As a potential limitation, the uncertainty of recruitment 

immediately after surgery (1-2 days) is mentioned. What is the 

rationale for this narrow time window? Certainly not in all 

patients a complete pathological diagnosis will be available 

within 1-2 days. Furthermore, patients and their caregivers will 

be overwhelmed at that time with the definitive diagnosis of 

having an incurable brain tumour, which may be not the 

appropriate moment to discuss a study protocol. 

The rationale for recruitment immediately after surgery (1-2 days) is that patients are often 

discharged from the Neurosurgical Dept. 1-2 days post surgery. The investigator wants to meet the 

potential participants face-to-face when introducing patients and caregivers to the study. Moreover, 

there is no evidence that this group of patients reject participation in research due to their difficult 

psychological situation. We have successfully recruited 77% of the eligible participants from May 

2012 until December 2012.  So far, no participants have withdrawn their written and informed 

consent – which we believe reflects the feasibility of recruiting immediately after surgery.  

 

Page 6, under 2.2 Recruitment, the following sentence was added: 
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The rationale for this timeframe is that patients are often discharged 1-2 days after surgery, and 

therefore, the process of screening, recruiting, and informing potential participants in person is a 

priority in order to fulfill eligibility and selection requirements. Further, since data generation 

(interviews and questionnaires) will not be face-to-face, but provided by telephone, the initial 

meeting with the patient enables personal contact.  

8) Methods: Karnofsky performance score is abbreviated as 

KSP, but this should be KPS. 

It has been changed to KPS 

9) Methods:  The sample size calculation is an estimation of 

patients who will participate in the study. What is the expected 

drop out rate of 50% based on? Recruitment may be 

enhanced by setting a larger inclusion window. 

The expected drop out rate of 50% based on the poor prognosis of a median survival time at 12-15 

months. The dropout rate is calculated to be as high as 50% in order to ensure data saturation for 

all time points. We agree that recruitment may be enhanced by setting a larger inclusion window; 

however, we wanted to learn if this recruitment process was appropriate in order to inform future 

research.  

Under 2.1 Study participants and sampling page 5 - the following sentence has been added: 
The expected drop out rate of 50% is based on the poor prognosis of a median survival time at 12-

15 months {{556 Wen,P.Y. 2008}}. 

10) Methods: The interviews/filling out of questionnaires are 

done at the moment MRI is performed. If the interview is done 

after the results of imaging are given, this will be completely 

different compared to an interview at the time of 

imaging/before results are given. Both time points have 

advantages and disadvantages, for example regarding QoL 

and depression rate. 

We agree that this needs to be outlined. Under 2.8 Data collection and study evaluation the 
following sentence has been added:  
It is aimed that both test 3 and 4 takes place approximately one week after the results of the 

response scan are known by the patient and caregiver. 

11) Methods: “A final interview will be conducted with the 

caregiver in case the patient dies”. When will this interview be 

conducted? Is there a time window for this? 

In case the patient dies within 12 months from diagnosis (during participation of this research), a 

final interview will be conducted with the caregiver. The caregiver will then be contacted 2 months 

after the patient´s bereavement.  

Under 2.8 Data collection and study evaluation the following sentence has been added: 

This interview will be scheduled approximately 2 months post bereavement. 

12) Methods: If patients survive for longer than 1 year, it is We agree that this long-termed perspective is relevant and of great interest. However, due to time 
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also relevant to study their needs, since these may change 

over time. Especially if a stable situation after initial treatment 

endures issues related to finances, work etc will become more 

relevant. 

restrictions, phase I must be finalized, in order to conduct phase II within a time span of the PhD 

study (2012-2015). 
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