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VERSION 1 - REVIEW 

REVIEWER M.J. Velthuis  
IKNL 

REVIEW RETURNED 01-Aug-2013 

 

GENERAL COMMENTS - I am very interested in the randomisation according to patients's 
preferences design. This seems to be very relevant for this study, 
since participants will be more than willing to exercise. I wonder how 
authors work this principle out in their statistical analyses.  
 
- It would be very helpfull to add a scheme with a global overview of 
the study including the measurements  
 
- The intervention has a duration of 12 weeks. Please, consider that 
this shorter than the duration of the chemotherapy. How do authors 
cope with that? Participants will prefer to exercise for the duration of 
the chemotherapy.  
 
-Authors do not provide information about the planning of the 
measurements in relation to the cancer treatment. Measurement 
results might be influenced by the cancer treatment.  
 
- Life style is measured with a questionnaire. To prevent 
overestimating of the physical activity level it might be better to use 
an objective measure as a pedometer.  

 

REVIEWER Rebecca Speck, PhD, MPH  
Instructor  
Department of Anesthesiology and Critical Care  
University of Pennsylvania 

REVIEW RETURNED 01-Aug-2013 

 

THE STUDY More detail is needed about the recruitment process and patients 
inclusion/exclusion criteria.  
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The methods and procedures require more detail.  
 
The manuscript requires a very thorough review for grammar. 

RESULTS & CONCLUSIONS No results are presented, this is a design paper. 

GENERAL COMMENTS Abstract:  
In the Aims and Discussion, the phrase “pre-illness” does not 
resonate. Pre-illness of what? They have their cancer diagnosis, 
right? Please revise to something familiar to the reader.  
 
Background:  
-Lines 13-38, This paragraph is trying to accomplish too much. 
There is discussion of exercise benefits among cancer survivors, 
cancer risk and mortality, general health and longevity, etc. Your 
focus should be on the benefits of exercise for cancer survivors, as 
that is your target population and focus of the manuscript as a 
whole.  
 
 
Design & Methods:  
So are all new patients going to be screened for sedentary behavior 
and eligibility? Is this convenience, consecutive sampling?  
 
“Matched against eligibility criteria for entering the study.” Does this 
mean clearance for exercise testing and prescription? Is this for 
purposes of safety? performance? both? Please refer to the 
American College of Sports Medicine guidelines for exercise testing 
and prescription.  
 
So patients are not consenting to the screening? They consent prior 
to the baseline visit. So is the sedentary screening part of routine 
clinical care for all new patients?  
 
Page 6, line 31. Where do patient preferences come into the study 
design? This is random allocation.  
 
Page 8, lines 36-38. What strength training exercises? Will they be 
tailored to the patient?  
 
“Strength training” and “resistance training” are used 
interchangeably throughout. Please choose one term and revise 
accordingly.  
 
Page 12, safety considerations. Please address how 
musculoskeletal injury will be monitored and treated. See - Brown et 
al, Oncologist. 2012;17(8):1120-8  
 
Overall:  
The writing throughout is verbose. Paragraphs and sentences could 
be trimmed and tightened extensively.  
 
The manuscript requires thorough review throughout for all elements 
of appropriate grammar.   
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VERSION 1 – AUTHOR RESPONSE 

Reviewer 1 M.J. Velthuis  

Q1) - I am very interested in the randomisation according to patients's preferences design. This 

seems to be very relevant for this study, since participants will be more than willing to exercise. I 

wonder how authors work this principle out in their statistical analyses.  

 

Response: Allocation to feasibility study interventions and control group is based on a random 

approach and is not based on patients' underlying preference for physical activity. We have therefore 

decided to remove the sentence that may have given rise to this misunderstanding. The feasibility 

design is selected to assess the feasibility of randomization according to patients‟ preferences. 

[deleted].  

 

Q2) - It would be very helpful to add a scheme with a global overview of the study including the 

measurements  

Response: A chart demonstrating the interventions during cancer chemotherapy has been added on 

page 5 (figure 1). Furthermore, we have revised table III to mark time point for study assessments in a 

more visual way.  

 

Q3) The intervention has a duration of 12 weeks. Please, consider that this is shorter than the 

duration of the chemotherapy. How do authors cope with that? Participants will prefer to exercise for 

the duration of the chemotherapy.  

Response: What we want to achieve by the intervention is to introduce inactive cancer patients to 

physical training. We have previously shown that a 6-week intensive training program is sufficient to 

obtain a positive effect among self-referred motivated cancer patients. We will in the present study 

explore the efficacy of a 12-week exercise or pedometer intervention and additionally by health 

promoting counselling support a continued exercise activities through chemotherapy and 39 weeks of 

follow-up. We hypothesize that inactive cancer patients needs a longer adaptation and adoption of 

physical activity in order to maintain an incipient change in behavior. (See further in figure 1)  

 

Q4) -Authors do not provide information about the planning of the measurements in relation to the 

cancer treatment. Measurement results might be influenced by the cancer treatment.  

Response: On page 4 we in „Participants and setting‟ have added: “the administered chemotherapy 

doses will be registered prospectively using predesigned forms and the use of all supportive care will 

be recorded including growth factors, antiemetics and analgesics.  

Furthermore, the following is described on page 6 „Blinding, masking and data protection‟: „An 

oncology nurse specialist will enter physiological variables, PRO survey forms and clinical data 

(disease and treatment key data from the patients‟ medical records) into a database hosted by the 

Copenhagen Trial Unit‟.  

At page 12, we have altered a paragraph in the “secondary outcome” section.  

Cancer disease characteristics, morbidity and co-morbidities: Detailed clinical information concerning 

cancer disease characteristics, morbidity and co-morbidities, hospital admissions and medical 

supportive care needs are obtained by clinical nurse specialists from electronic medical records.  

.  

In addition, we have added a sentence in the section on chemotherapy completion rate for the 

following:  

Page 12: Chemotherapy completion rate: Based on medical record entries, information regarding 

dosage, type and timing of chemotherapy administration will be obtained for each patient, including 

the use of neutrophils colony stimulating factor (Neulasta), antiemetics and analgesics. 

Chemotherapy completion rate will be measured throughout the planned period of treatment and 

beyond the 12-week intervention time-frame. This includes observed time intervals between cycles of 

chemotherapy, planned doses of administered drugs and the overall conduct of scheduled 

treatments.  
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Reviewer 2 Rebecca Speck  

 

More detail is needed about the recruitment process and patients inclusion/exclusion criteria.  

 

The methods and procedures require more detail.  

 

The manuscript requires a very thorough review for grammar.  

 

Abstract:  

Q1) In the Aims and Discussion, the phrase “pre-illness” does not resonate. Pre-illness of what? They 

have their cancer diagnosis, right? Please revise to something familiar to the reader.  

Response: We have made the following clarification in „abstract‟:  

Aim: To investigate the feasibility of oncologists/nurses screening for physical inactivity, in order to 

identify and recruit an at-risk population of sedentary breast or colon cancer patients at the onset of 

adjuvant chemotherapy. Furthermore, the study will examine the adherence to one of two multimodal 

exercise interventions lasting 12 weeks; 1) hospital-based, high intensity, group exercise intervention 

2) home-based, low intensity, individual, pedometer intervention. Both arms will be compared to a 

control group.  

 

Background:  

Q2) Lines 13-38, this paragraph is trying to accomplish too much. There is discussion of exercise 

benefits among cancer survivors, cancer risk and mortality, general health and longevity, etc. Your 

focus should be on the benefits of exercise for cancer survivors, as that is your target population and 

focus of the manuscript as a whole.  

 

Response: The paragraph at page 3 has been revised and shortened to the following:  

New text paragraph:  

During the last decades, exercise oncology has emerged with significant growth due to its potentials 

to alleviate symptom burdens, improving health throughout the cancer continuum and for supporting 

cancer survivorship21-25. A recent Cochrane review found that the potential benefits of exercise are 

not homogenous across cancer populations, although exercise interventions of moderate to vigorous 

intensity appear to favor positive outcomes (physical functioning, role functioning, social functioning, 

fatigue) compared with low intensity exercise programmess26. In addition, observational studies have 

consistently suggested that regular physical activity among patients with breast or colon cancer may 

reduce the incidence and risk of relapse27-30. Other studies have found an elevated to high 

prevalence of predisposing lifestyle factors (weight gain, hypertension, metabolic dysfunction, 

physical inactivity, smoking) and an increased risk of developing heart disease among cancer 

patients31;32. These important clinical and lifestyle associated factors necessitate the integration of 

lifestyle factors in the oncology rehabilitation field 33-36 and the promotion of increased physical 

activity for sedentary cancer survivors.  

 

Design & Methods:  

Q3) So are all new patients going to be screened for sedentary behavior and eligibility? Is this 

convenience, consecutive sampling?  

 

Answer: The oncology department for breast cancer has been a collaborative partner with referral of a 

considerable proportion of patients to research exercise intervention studies during a decade. Prior to 

the conduction of this feasibility study became screening for sedentary behavior introduced and 

implemented as a new general procedure in the clinic. On behalf of this effort is the study sampling 
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based on a consecutive approach and the following has been clarified at page 5 „procedures‟.  

All newly referred cancer patients will be screened for sedentary behavior, using national 

recommendations47, by treating nurses/physicians (fig.1), and encouraged to initiate or continue 

physical activity during treatment.  

 

Q4) “Matched against eligibility criteria for entering the study.” Does this mean clearance for exercise 

testing and prescription? Is this for purposes of safety? performance? both? Please refer to the 

American College of Sports Medicine guidelines for exercise testing and prescription.  

 

Response: The paragraph at page 5 „Procedures‟ has been revised to the following:  

 

Patients reporting physical activity levels below the recommended level will be referred to the 

research team and matched against the exclusion criteria. These criteria are in accordance with well-

established screening criteria for symptomatic competitive cardiac diseases and comorbidity 

developed during the „Body & Cancer‟ programme in Denmark50. Furthermore, these criteria are 

based on general guidelines for cardiorespiratory exercise testing in clinical oncology research51  

 

Q5) So patients are not consenting to the screening? They consent prior to the baseline visit. So is 

the sedentary screening part of routine clinical care for all new patients?  

Response: Patients are screened according to routine clinical care (please see our response to Q3) 

and are not consenting to screening procedures. Please see above.  

 

Q6) Page 6, line 31. Where do patient preferences come into the study design? This is random 

allocation.  

Response: We apologize for the imprecise wording; please see our response to Reviewer 1. The 

sentence has deleted.  

 

Q7) Page 8, lines 36-38. What strength training exercises? Will they be tailored to the patient?  

Response: We have clarified the following paragraph at page 8  

New paragraph: Resistance training: The aim is to accomplish three continuous sets of 5-8 repetition 

maximum (RM)74. Loads will be based on the patients individual maximum muscle strength 

measured with the 1 RM test and adjusted every third week applying the results of a new 1 RM 

test74. Resistance training will be performed on Technogym equipment (Gambettola, Italy) and will 

involve chest press; leg press; knee extension; lattisimus pull down, lower back extension and 

abdominal flexion.  

 

Q8) “Strength training” and “resistance training” are used interchangeably throughout. Please choose 

one term and revise accordingly.  

Response: we have reviewed the manuscript and have used „resistance training‟ as the continuous 

designation.  

 

Page 12, safety considerations. Please address how musculoskeletal injury will be monitored and 

treated. See - Brown et al, Oncologist. 2012;17(8):1120-8  

Response: The following has been added to the text at page 13:  

Pre-exercise screening is routinely performed by a clinical nurse specialist ahead of every training 

session in order to ensure safety precautions and to pay attention to specific symptoms and side-

effects experienced by patients during the high intensity intervention (i.e. dizziness, retching, and 

balance problems). Furthermore, patients are advised and guided to respect their own physical 

limitations. Specific case report forms are developed to monitor adverse events related to program 

participation and that subsequently may interfere with chemotherapy adherence or exclude patients 

from engaging in the intervention and/or daily living activities (i.e. musculoskeletal injuries).  
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Overall:  

The writing throughout is verbose. Paragraphs and sentences could be trimmed and tightened 

extensively.  

 

The manuscript requires thorough review throughout for all elements of appropriate grammar.  

Response: We have done our best to trim and tighten the manuscript. The length has been shortened 

with approximately 500 words. 

VERSION 2 – REVIEW 

REVIEWER M.J. Velthuis  
Advisor  
IKNL, the Netherlands 

REVIEW RETURNED 30-Aug-2013 

 

GENERAL COMMENTS - The Introduction could be more to the point.  
- The Design and Methods sections start with the 45 screened 
subjects. I would prefer to start with the description of the screening 
proces. This wil subsequently lead to 45 subjects for the RCT  
- Participants are only stratified by diagnosis. I can imagine that 
factors like age, menopausal status, cancer treatment are also 
important factors to stratify for.  
- The training intensity of the supervised as well as the home based 
exercise program increases during cancer treatment. Is this 
realistic?  
- The information is the outcome measures is very limited. I would 
suggest to include some additional information about the 
psychometric properties.  

 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: M.J. Velthuis, the Netherlands:  

 

Q1) The Introduction could be more to the point.  

.  

Answer: We have made some corrections in the introduction by adding two sentences that highlights 

physical inactivity among cancer patients in Denmark and the general lack of evidence concerning 

exercise interventions incorporating colon cancer patients. Furthermore, we have removed a few 

sentences in the introduction paragraph that may have muddled more than clarified. Revised text 

areas are highlighted with red.  

 

We have built the introduction on the following structure to address the complexity of intervening 

during a significantly important state of the cancer continuum, when patients are referred to adjuvant 

chemotherapy.  

 

Structure:  

1: Incidence and survival of breast and colon cancer in Denmark.  

2: Treatment/chemotherapy related side-effects and psychological symptoms  

3: The evidence and potentials of promoting exercise for cancer patients and the rationale for 

targeting lifestyle behavioural aspects related to cancer survivorship.  

4: The onset of adjuvant chemotherapy as a „teachable moment‟ to adapt and adopt behavioural 

change  
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5: Central questions to ask and purpose of the feasibility study.  

 

Q2) The Design and Methods sections start with the 45 screened subjects. I would prefer to start with 

the description of the screening proces. This wil subsequently lead to 45 subjects for the RCT:  

 

Answer: We fully understand and acknowledge reviewers council. However, this study protocol 

describes the planned intentions to recruit 45 physically inactive cancer patients to participate in one 

of two exercise interventions or control group. We have followed a structure as Jones et al uses in 

their study protocol „EXCITE‟ from 2010 (Jones et al. BMC Cancer 2010, 10:531). When reporting the 

actual results from the feasibility study, we believe the suggested order would be the one to follow.  

Q3) Participants are only stratified by diagnosis. I can imagine that factors like age, menopausal 

status, cancer treatment are also important factors to stratify for.  

 

Answer: The use of multiple stratification factors is controversial. Before our feasibility study is 

completed we will not be able to identify possible confounders, and believe that an adjusted analysis 

will be preferable.  

The purpose of the feasibility study is to investigate the efficacy and accuracy of screening for self-

reported physical inactivity among breast or colon cancer patients referred to adjuvant chemotherapy. 

Furthermore the study will focus on the adherence and safety of two different exercise interventions 

as well as the adherence to protocol tests procedures. The feasibility study will serve as a platform for 

i.e. program adjustments ahead of a larger planned RCT and to clarify the mean and variability of the 

primary outcome VO2-peak.  

 

Q4) The training intensity of the supervised as well as the home based exercise program increases 

during cancer treatment. Is this realistic?  

 

Answer: In general, the intensity of exercise components is not increased. However, the volume of 

cardiorespiratory fitness may be increased. Individual levels of muscle strength are checked every 

third week to ensure that the maximum 1RM is in accordance with each individuals muscle-training 

program. This may subsequently increase or decrease the actual load of 1RM.  

For several years this concept of high intensity cardiorespiratory fitness has been implemented at our 

training facility and is described in detail by Adamsen et al in BMJ 2009 (ref. no. 50). Our experience 

with pre-diagnostic physically inactive cancer patients, who might represent a more challenging group 

to recruit, need to be more explored.  

The experience with pedometer interventions among cancer patients receiving adjuvant 

chemotherapy is very limited.  

 

Q5) The information is the outcome measures is very limited. I would suggest to include some 

additional information about the psychometric properties.  

 

Answer: This study protocol describes exercise interventions within a clinical and behavioural scope 

during adjuvant chemotherapy. We have prioritized to weight recruitment procedures, interventional 

and health counselling activities and the rationale of using VO2-peak as the primary outcome.  

The psychometric test batteries are important secondary outcomes and will be discussed when 

reporting the results from the feasibility study. The limited number of words is another challenge in 

this matter. 
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