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VERSION 1 - REVIEW 

REVIEWER Eleonora Bergo 
Veneto Institute of Oncology IOV–  
IRCCS, Padua, Italy 

REVIEW RETURNED 01-Apr-2016 

 

GENERAL COMMENTS In my opinion, the study would have benefited from the addition of 
an assessment of quality of life made with specially developed 
questionnaires, which can be compared with the qualitative 
assessment. Nevertheless, the results are interesting although, as 
pointed out by the authors themselves, they can not be extended to 
patients with recurrent disease.  
On page 6 line 7, you use the word "terminal" in reference to the 
study population, but patients in the rest of the text are described as 
having newly diagnosed disease. I think this should be changed 
because it is confusing.  

 

REVIEWER Stefan Oberndorfer, MD Prof 
Dpt Neurology, University Clinic St. Pölten  
KLI-Neurology and Neuropsychology  
Austria 

REVIEW RETURNED 14-Apr-2016 

 

GENERAL COMMENTS Rather small case series of GBM patients (n=8) complainig of 
headache (not classified, not quanitfied). Nicely written and 
elaborated but conclusions from this observation are to "vague".  
The paper probably fit's better in a Journal with focus on QoL 
issues.  

 

REVIEWER Martin J.B. Taphoorn 
Leiden University Medical Center, Leiden  
and  
Medical Center Haaglanden, The Hague  
departments of Neurology  
The Netherlands 

REVIEW RETURNED 26-May-2016 
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GENERAL COMMENTS The authors present a very small pilot study on a novel and 
interesting topic. The impact of headaches in glioblastoma patients 
is studied doing qualitative interviews in individual patients.  
1. Despite the fact that a small pilot study will limit conclusions to be 
drawn (which is also acknowledged by the authors), the authors 
further limit their study by interviewing patients at one time point 
following radiation. It is further unclear if patients are in the adjuvant 
temozolomide phase during the interview and what medication they 
take (corticosteroids? pain killers?).  
2. The fact that patients are willing and able to take part in the 
interview clearly creates a bias as well; patients in a bad condition 
will not take part. This may also hold true for patients with cognitive 
problems and patients with dysphasia.  
3. What do we know on the severity of headaches in these patients?  
4. I also miss clinical information on tumor size, hydrocephalus, 
resection or biopsy to get some idea on the origin of headache 
reported.  

 

REVIEWER Andrea Pace 
Regina Elena National Cancer Institute  
Rome, Italy 

REVIEW RETURNED 18-Jul-2016 

 

GENERAL COMMENTS The paper titled “Investigating the impact of headaches upon the 
quality of life of glioblastoma multiforme patients: a qualitative 
study”, explores an understudied symptom in neuroncology.  
The study utilizes a qualitative approach with semi-structured 
interview of newly diagnosed GBM patients. The topic is interesting 
but in my opinion the manuscript requires major revisions:  
 
1-Overall, I think that a definition of brain tumor associated 
haedache should be clearly described in the introduction section. I 
agree that haedache is an understudied symptoms in neuroncology. 
However, existing literature reported that haedache is present 
mainly as presenting symptom or in the last stage of disease 
associated with symptoms of intracranial hypertension. It seems to 
me that the definition of haedache explored in this study needs to be 
better clarified.  
I suggest the following: The International Classification of Headache 
Disorders (ICHD-II) defines brain tumour- associated headache as a 
secondary headache which is attributed to a neoplasm if it improves 
after effective treatment, if it develops in close temporal relation with 
the diagnosis of the tumour, or if there is good evidence that the 
intracranial disorder can cause headache. Thus the presence of a 
space-occupying lesion, hydrocephalus or carcinomatous meningitis 
has to be demonstrated and the headache has to deteriorate with 
advancing disease or resolve after removal of the neoplasm or 
treatment with corticosteroids (Schankin CJ, Ferrari U, Reinisch VM, 
et al. Characteristics of brain tumour-associated headache. 
Cephalalgia. 2007. 27, 904-911).  
 
2-On pag 6 the authors state that the study has investigated the 
impact that headaches have upon patients with terminal brain 
tumours but elsewhere they wrote that patients were enrolled after 
radiotherapy.This aspect should be better clarified.  
 
3-On pag 7, in the background section, authors cited the WHO 2000 
as the actual brain tumor classification. The last version of WHO 
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classification has been published in 2007.  
 
4-Methods. The inclusion of patients in this study needs to be better 
clarified. 21 patients were enrolled over a period of 5 months in 
2015. How many patients were excluded?  
 
5- patients were interviewed in a large span of time between 5 to 21 
weeks after radiotherapy. Was some patient interviewed during 
chemotherapy? Or was some patient interviewed in phase of 
disease recurrence? These aspects may influence the incidence of 
headache.  
 
6-Why patients with lower performance status were excluded 
(probably those with more severe neurological symptoms and 
headache)?  
 
7- Sample size. Among 21 enrolled 8 were not interviewed for 
different reasons. The remaining number of patients is 13 and not 
14. Please clarify.  
 
8-The most interesting aspect of this study is the qualitative 
approach and the themes emerged from the interviews. However, it 
is not clear if the evaluation of the influence on quality of life of a 
single symptom (present in less than half of patient in this little 
study) may help our knowledge on a complex and multifaceted 
aspect as QoL.  
 
Some relevant references should be added  
 
Kirby S, Purdy A. Headaches and Brain Tumours. Neurol Clinics.32. 
(2014) 423-432  
 
Forsyth PA, Posner JB. Headaches in patients with brain tumors: a 
study of 111  
patients. Neurology. 1993 Sep;43(9):1678-83. 

 

REVIEWER Taskia Mir 
University of Saskatchewan, Canada 

REVIEW RETURNED 24-Jul-2016 

 

GENERAL COMMENTS 
Bennett, Cruickshank, Lindenmeyer and Morris bring to light an 
important issue facing many patients with GBM. The negative 
physical, social and psychological implications of headaches can 
have significant impact on their quality of life. The poor prognosis 
of GBM necessitates that the QoL of patients suffering from the 
disease is optimized. By better understanding the factors 
contributing to a poor QoL, it is possible to take steps closer to 
addressing these issues and potentially alleviating them. Though 
the themes are at times difficult to follow through extensive 
quotations, the overall message of the article is quite clear. 
Patients generally have a strong sense of positivity and 
determination that contributes to their ability to manage their 
disease despite the fact that headaches impact social interactions 
and can serve as a reminder of their disease. Since such a study 
has not been conducted in the past with a similar patient 
population, this study offers important insight into the implications 
of headaches on the QoL of patients with GBM.  
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My suggestions for minor revisions include decreasing the length 
of patient quotations used. The quotations often make the paper 
difficult to follow. Especially in the results section for the second 
and third themes.  
 
In the discussion the authors introduce the idea that “if these 
participants had experienced mild headaches prior to their 
disease, they may have worried more about the physical 
implications…” This is not an idea that was discussed in the 
results and thus was difficult to place.  
 
Best of Luck  

  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

The inclusion of quality of life questionnaires (e.g. EORTC QLQ C-30 and EORTC QLQ BN20) was 

discussed when the study was being devised, but was decided against so as to keep a narrow focus 

upon the qualitative interviews, where participants had the opportunity to divulge what was important 

to them. However, if future similar research was to be conducted, questionnaires would be a useful 

addition (as noted in Recommendations).  

 

This was mentioned in Limitations, however has now been moved to Methods to aid reading of the 

paper.  

 

Reviewer 2  

Due to the limited time frame in which the study was conducted, only a small sample size was 

possible. However, themes became repetitive by the latter interviews, with few new themes arising, 

indicating that saturation for this particular study was near if not reached.  

 

Reviewer 3  

1. The purpose of interviewing participants at a similar time period was to keep as many variables as 

possible constant. Additionally, the time period (5-21 weeks post-radiotherapy) provided the 

participants with time (minimum of 15-16 weeks):  

 

Diagnosis (surgical debulking within a week)  

4 weeks recovery  

6 week course of radiotherapy  

Minimum of 5 weeks post-radiotherapy before eligible for study  

 

to have reflected upon their condition, symptoms and situation.  

 

Documentation of medications and the exact point in each participants’ chemotherapy cycle was not 

recorded and has been added as a limitation.  

 

2. The potential for bias arising from the mandatory voluntary nature of the interviews is already noted 

as a limitation.  

3. As noted in Discussion none of the participants reported severe or debilitating headaches (with 

regards to physical pain and/or duration); however the headaches did have secondary impacts upon 

quality of life.  

4. Clinical information such as tumour size, hydrocephalus, resection/biopsy report etc. was not 

documented. It was felt that for this small scale exploratory qualitative study additional clinical 
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information such as this would not add significant weight to the analysed themes.  

 

Reviewer 4  

1. A definition of a brain-tumour associated headache has not been included within the background, 

as within this study we have primarily attempted to demonstrate the secondary and psychological 

impacts, alongside the resultant behaviours, that headaches have upon patients with highly malignant 

brain tumours, and less so concerned with the origin of the headache.  

2. The word “terminal” has been removed from the paper in this context to avoid confusion.  

3. Reference 4 updated to the most recent WHO Classification of Tumours of the Central Nervous 

System (2007).  

4. Every fortnight both the researcher (SRB) and the MacMillan Neuro-oncology Clinical Nurse 

Specialists ran through the consultant neuro-oncology clinic appointments for the following 2 weeks. 

The vast majority of patients on these lists were excluded as they had a diagnosis other than that of 

Glioblastoma Multiforme. Whilst there were 21 patients who were considered eligible during the 

course of the study, it was not recorded how many patients with Glioblastoma Multiforme, who also 

attended these clinics, did not meet the eligibility requirements.  

5. The large time span post-radiotherapy was to enable adequate participant recruitment in the short 

time available to conduct the study. Initially 5-9 weeks post-radiotherapy was chosen and 

implemented, however recruitment was too low, and hence the inclusion criteria adapted to 5-21 

weeks post-radiotherapy (with the change to the protocol approved by the National Research Ethics 

Committee) to maximise feasibility. This large time span post-radiotherapy has been added as a 

limitation.  

6. The assumption was made that the majority of this demographic would not want to participate due 

to ill health.  

7. 21 patients were eligible. 14 were interviewed, leaving 7 who were not. This has been corrected.  

8. Whilst only a small scale exploratory study, the findings provide a direct insight into the day-to-day 

challenges faced by patients who have been diagnosed with Glioblastoma Multiforme, with particular 

regards to headaches experienced. Due to the poor prognosis associated with GBM, matters of 

quality of life becomes of utmost importance to both patients and those around them, with research 

such as this laying the foundations for larger such studies.  

 

Reviewer 5  

A very succinct and well-written summary of what we have reported.  

 

Quotations have been condensed and discussion edited to aid reading of the paper. 

VERSION 2 – REVIEW 

REVIEWER Andrea Pace 
Regina Elena National Cancer Institute-Rome, Italy 

REVIEW RETURNED 18-Sep-2016 

 

GENERAL COMMENTS I would like to thank the authors for their responce to my previous 
comments.  
In my opinion several aspects still need to be clarified:  
 
as correctely reported in the introduction section, Health-related 
Quality of life is a multifacet aspect influenced by several factors 
including physical, material, social and emotional wellbeing.  
To explore Quality of life several approach have been utilized, both 
quantitative and qualitative.  
However, to analize this complex phenomenon, it is important to 
evaluate all the aspects that may influence the personal experience 
of qol. Several instruments was designed to measure symptom 
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burden and the interference of symptoms on Qol (EORTC QLQ C30-
BN 20, FACT-Br, MDASI-BT).  
 
In this study, authors try to evaluate the impact on QoL of a single 
symptom, headache, which is not the most relevant symptoms 
reported by glioblastoma patients. In this paper, many other relevant 
factors that may influence qol perceptions (neurological symptoms, 
cognitive problems, epilepsy, concurrent treatments) are not taken in 
consideration.  
In my opinion this is a very important methodological limit that 
negatively influences the results of this study.  
 
For example, the theme of “Underlying determination and positivity” 
emerged in the interviews is not related to the presence of headache 
but is part of a common coping strategy observed in almost all 
patients particularly during the first line treatment stage.  
This is an important theme but, according to the data reported, 
seems to be fully independent by the presence of headache. 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer 4 (Andrea Pace): Many thanks for your feedback.  

 

Due to the mutli-faceted complexity that quality of life presents in brain tumour patients, research 

specifically focusing upon the burden of just one symptom that plays a role in this is challenging. 

Whilst headaches are not the most prevalent symptom experienced by this population, they are 

indeed experienced by a significant proportion. Through identifying themes consistent amongst GBM 

patients with headaches, we seek to gain a deeper understanding of the day to day challenges that 

this cohort faces, with the aim of further facilitating patient management.  

 

We feel that in this small scale exploratory study the use of qualitative interviews was appropriate, as 

it allowed participants the flexibility to raise topics that were considered most important to them; 

however, we have recommended the use of validated QoL questionnaires in future similar research.  

 

The importance of including "Underlying determination and positivity" as a theme, was to provide a 

background upon which the themes directly associated with headaches could be better contextualised 

by the reader, allowing a greater insight into the lives and thought processes of the participants 

interviewed. 
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