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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 
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TITLE (PROVISIONAL) The impact of a dedicated cancer associated thrombosis service on 
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improvement exercise.  

AUTHORS Noble, Simon; Pease, Nikki; Sui, Jessica; Davies, James; Lewis, 
Sarah; Malik, Usman; Alikhan, Raza; Prout, Hayley; Nelson, 
Annmarie 

 

VERSION 1 - REVIEW 

REVIEWER Pieter Eijgenraam 
Maastricht University; Zuyd Hogeschool 

REVIEW RETURNED 20-Jul-2016 

 

GENERAL COMMENTS 1) The study design is not cleary stated  
2) The research question is not well defined (PICOS)  
3) The intervention is not well described; what does the audit entail? 
how many people were involved? How many interviews were 
preformed by how many researchers?  
4) describe in more detail how the referral and management 
pathway (figure 1) was established. What was the role of the 
audit/interview; this is not clearly stated.  
5) In the results section (variable access to LMWH) you report a 
significant shift towards LMWH prescription in the community; is this 
the safe and consistent 88% mentioned in the abstract??  
6) I do not understand the quote patient 6 gave in the text  
7) For clarity; consider the use of the following (bold) headings; 
abstract, methods, results, discussion  

 

REVIEWER Marc Carrier 
Ottawa Hospital Research Institute, Canada 

REVIEW RETURNED 27-Jul-2016 

 

GENERAL COMMENTS Authors have developed and evaluated a cancer-associated 
thrombosis service using mixed methodology methods. The 
qualitative methods are robust. Authors are acknowledging the 
limitations appropriately within the Discussion Section. The service 
model seems to be effective and replicable for new or other cancer 
service worldwide. The manuscript is well written, interesting and 
clinical relevant. Clinical qualitative research is gaining momentum 
and this article would be a good opportunity for BMJ Open to 
introduce this type of research to their readership.  
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REVIEWER AC. Larsen 
Aalborg University hospital, Denmark 

REVIEW RETURNED 27-Jul-2016 

 

GENERAL COMMENTS I think the authors raise an important issue regarding treating cancer 
patients and the oncologist awareness of CAT in the daily routines.  
 
Unfortunately the study does not add any new information, and is 
only a description of new routines in the department, where common 
knowledge is implemented, especially risk moments on LMWH.  
 
It is a rather large cohort, but well defined. I would like to see 
survival data on this cohort.  
At the bottom line this is the that matters for the oncologist and the 
patient.  
 
Minor:  
 
Reference 1 to 4 is rather old, and reference 1 and 2 is by the 
primary author himself.  
 
reference 5 and 6 is Guidelines.  
 
Increasing awareness about the treatment of CAT with LMWH, is in 
the manufactures interest, and therefor the authors interest needs to 
be decribed in more details, - how is these centres financed? 

 

REVIEWER MN Lauw 
Dept. of Vascular Medicine, Academic Medical Center, Amsterdam, 
The Netherlands 

REVIEW RETURNED 02-Aug-2016 

 

GENERAL COMMENTS Noble et al. describe a study on the development of a dedicated 
cancer-associated thrombosis (CAT) service clinic and its evaluation 
through a mixed methods methodology.  
The idea behind a CAT service clinic in an interesting concept. The 
paper describes very adequately what the rationale has been behind 
setting up the clinic (4 challenges) and also what its yield over an 
18-month period has been. Although you can debate whether setting 
up a clinic is as cost-effective as perhaps providing elaborate 
education to the oncologists of the patients seen, is up for further 
debate.  
Although the paper reads well and the concept is interesting, it is 
much more a description of the process of setting up a CAT service 
clinic than it is a research paper. The circumstances of the clinic and 
the setting with primary care are also too topographically limited to 
be able to extrapolate the results of the evaluation more widespread. 
Therefore, I do not see it fit for publication in this journal, but 
perhaps in a different medium.   

 

VERSION 1 – AUTHOR RESPONSE 

Many thanks for sending the reviewers comments for this manuscript.  

 

We are also grateful that is has been reviewed by so many external peers. We note their backgrounds 
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vary from laboratory based to direct clinical care, and suspect this goes in some way to account for 

the breadth of opinions.  

 

We are happy to address their comments.  

 

The manuscript has undergone some expansion in order to cover the methodological and 

presentation suggestions of reviewer 1. We have been happy to do this in order for those less familiar 

with mixed methods can understand the methods more clearly.  

 

Reviewer 2 was happy with the manuscript and methodology, requiring no revisions. They 

acknowledged that any weaknesses were addressed in the discussion.  

 

Reviewer 3 raises some issues regarding references and funding COIs. We have addressed these to 

our best ability but happy to offer further clarity or change referencing if, as editor, you feel it is 

necessary.  

We doubt we have been able to address the other comments raised by reviewer 3 since, regrettably 

we do not agree with them. We have therefore chosen to robustly defend the points they have 

challenged.  

 

Reviewer 4 has been largely positive about the paper and its write-up. They have just questioned 

whether it is appropriate for BMJ open. We chose BMJ open because we felt it was. We hope you do 

too.  

 

We have listed our responses in the order they have been raised.  

 

Reviewer: 1  

 

We are grateful for the comments of Reviewer 1 and have undertaken a major revision of the 

manuscript according to the suggestions.  

 

"1) The study design is not cleary stated"  

 

We have expanded this section of the manuscript considerably adding the following to page 8  

“The service was evaluated using the research question “What is the impact of a dedicated cancer 

associated thrombosis service on the quality of patient care” using the following “PICO” framework:  

• Population: cancer patients diagnosed with acute VTE  

• Intervention: referral to regional CAT service  

• Comparator: patient data from prior to establishment of CAT service  

• Outcome: multiple outcomes including  

- Audit of uptake of shared care agreement  

- Patient evaluations through qualitative interviewing  

- Oncologist evaluations through qualitative interviews”  

 

"2) The research question is not well defined (PICOS)"  

 

This has been addressed above.  

 

"3) The intervention is not well described; what does the audit entail?"  

 

We have added additional detail as follows.  

Audit data was prospectively collected to capture basic patient demographics, cancer type, and 

details of the type of VTE diagnosed. Patients were evaluated to see whether they qualified to be 
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managed according to the shared care agreement, which was then sent to their primary care team. 

Agreement to participate in the shared care agreement and hence prescribe LMWH in the community 

was indicated by signing and returning the document. The proportion of returned documents were 

compared with the proportion of patients receiving community LMWH at the time of the initial audit.”  

 

"how many people were involved? How many interviews were preformed by how many researchers?"  

 

We have covered this in detail, outlining the number of patients interviewed (20 out of 25 approached) 

with a summary of demographics/ characteristics. We have also recorded that 10 out of 10 

oncologists approached agreed to interview (10).  

 

Details of the single interviewer are given with the prose  

“The interviewer (HP), who was from a nursing background, had no prior relationship with participants 

or declared clinical interest in CAT management.”  

 

"4) describe in more detail how the referral and management pathway (figure 1) was established."  

 

We have expanded upon this with more detail.  

 

"What was the role of the audit/interview; this is not clearly stated."  

 

This section of the manuscript has been extensively revised and expanded. We have included details 

of the how the audit was undertaken. We have also given an in depth account of the qualitative 

methodology, analysis schedule and details of the interviewer and interviewees.  

 

"5) In the results section (variable access to LMWH) you report a significant shift towards LMWH 

prescription in the community; is this the safe and consistent 88% mentioned in the abstract??"  

 

Yes it is we are happy to clarify this by altering the abstract to read “safe and consistent community 

prescribing”  

 

"6) I do not understand the quote patient 6 gave in the text"  

 

We agree that the quote is long and because of their use of slang, the quote will be confusing to a 

wider readership we have therefore edited the quote by removing superfluous comments so the quote 

is more readable.  

It now reads  

'I think they told me what I could understand … I don’t need… graphic details and chemical things. As 

long as they tell me…they think that’s what caused it. That’s the treatment we’re going to give you 

and it should sort it out and this is what you need to look out for in the future.’  

 

"7) For clarity; consider the use of the following (bold) headings; abstract, methods, results, 

discussion"  

 

Thank you: we have done this.  

 

Reviewer: 2  

 

 

"Authors have developed and evaluated a cancer-associated thrombosis service using mixed 

methodology methods. The qualitative methods are robust. Authors are acknowledging the limitations 

appropriately within the Discussion Section. The service model seems to be effective and replicable 
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for new or other cancer service worldwide. The manuscript is well written, interesting and clinical 

relevant. Clinical qualitative research is gaining momentum and this article would be a good 

opportunity for BMJ Open to introduce this type of research to their readership."  

 

We are grateful for this reviewer’s positive comments and note their assertion that the methods are 

robust. We acknowledge their view that this sort of research is of interest to the BMJ Open 

readership, which underpins our reason for submitting here first.  

 

 

Reviewer: 3  

 

 

 

"I think the authors raise an important issue regarding treating cancer patients and the oncologist 

awareness of CAT in the daily routines."  

 

We are grateful for this reviewer’s acknowledgement of the importance of this clinical area.  

 

"Unfortunately the study does not add any new information"  

 

We respectfully disagree that his study does not add any new information.  

 

The Frontline study and more recently the ALICAT study identified that the management of cancer-

associated thrombosis was inconsistent not only in practice (ie choice of medicines used) but also 

within specialities (oncology/ haematology/ primary care). There is no mention in the literature 

regarding the optimal service delivery model and the coverage of patient experience within the field is 

extremely sparse.  

 

"and is only a description of new routines in the department, where common knowledge is 

implemented, especially risk moments on LMWH."  

 

 

This is not solely a description of new routines within the department: it is arguably a new model of 

managing an increasingly common and complex clinical problem. We would challenge the assertion 

that “common knowledge is implemented” There is considerable published data to suggest that the 

management of CAT is inconsistent and an opportunity to solve the challenge of managing CAT more 

effectively within the research knowledge we currently have would seem a sensible goal.  

 

We feel there is merit in disseminating this experience for the following reasons.  

1. Health service improvement is recognised as an increasingly important field of medicine: it is 

arguably as important to ensure we are providing best practice within the knowledge we already have 

as seeking new evidence.  

2. We believe this to be first description of an evaluated, easy replicated service delivery model. We 

feel the paper and the information therein is not only novel but also of interest to the BMJ Open 

readership.  

 

"I would like to see survival data on this cohort".  

 

The service was never developed with the primary aim of improving survival. It was introduced to 

improve the quality of care of patients with cancer-associated thrombosis including improved patient 

experience. There is no change in the medicines used, rather, the mode of managing the problem 

and as such we were not expecting any impact on survival. We would also note that in a highly 
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heterogeneous patient population, survival data would have little meaning since different cancers 

have different thrombogenicities.  

 

 

"At the bottom line this is the (sic) that matters for the oncologist and the patient."  

 

Once again, we respectfully and strongly disagree with this broad statement.  

 

For many patients, especially those with metastatic disease, quality of life is considered an equally or 

even more important outcome than survival. This is precisely why there has been such an increase in 

patient reported outcome measures and quality of life tools being used in clinical trials. It is also worth 

remembering that some oncology drugs are lisenced solely for the improvement of quality of life even 

though they have no proven scientific survival advantage.  

 

 

 

Minor:  

 

"Reference 1 to 4 is rather old,"  

 

Reference 1 is six years old but the pathophysiology and epidemiology of cancer-associated 

thrombosis has changed little if at all in six years.  

 

Reference 2 is 9 years old but the challenges the paper describes have not changed. As such the 

paper is still the most up to date and relevant paper on this subject.  

 

References 3 and 4 are still considered the definitive research articles on this subject.  

 

"and reference 1 and 2 is by the primary author himself."  

 

Both References 1 and 2 are indeed written by the primary author. It is inevitable that when one has a 

clinical and research interest in a subject that some of their previous outputs will be of relevance to 

their ongoing research activities.  

 

It should be noted that both articles have been extensively cited (Ref 1 :112 times and ref 2 : 29 

times) As such the first author has no need to cite these to improve their H index. We would 

respectfully suggest these papers were cited as the authorship considered them the most appropriate 

references.  

 

However, we are willing to consider alternatives if the editor considers this issue a “deal breaker”  

 

 

"reference 5 and 6 is Guidelines."  

 

And so are references 7 and 8. This is because the sentence they are referencing reads 

“Consequently low-molecular-weight heparin (LMWH) has demonstrated greater efficacy than 

warfarin in the treatment CAT and remains the anticoagulant of choice in clinical guidelines”  

 

"Increasing awareness about the treatment of CAT with LMWH, is in the manufactures interest, and 

therefor the authors interest needs to be decribed in more details, - how is these centres financed?"  

 

We have reported our conflicts of interest as per the BMJ policy.  
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We have also added the following sentence to page 4/5.  

 

“The service was funded through National Health Service resources with no input financially or 

intellectually from any members of the pharmaceutical industry.”  

 

 

Reviewer: 4  

 

"Noble et al. describe a study on the development of a dedicated cancer-associated thrombosis (CAT) 

service clinic and its evaluation through a mixed methods methodology.  

 

The idea behind a CAT service clinic in an interesting concept. The paper describes very adequately 

what the rationale has been behind setting up the clinic (4 challenges) and also what its yield over an 

18-month period has been."  

 

We are grateful for these positive observations.  

 

"Although you can debate whether setting up a clinic is as cost-effective as perhaps providing 

elaborate education to the oncologists of the patients seen, is up for further debate."  

 

We agree and have highlighted this in the discussion.  

We would note that the evaluation from Oncology consultants suggests the increasing complexity of 

CAT management lends itself to a specialist clinic set up.  

 

"Although the paper reads well and the concept is interesting, it is much more a description of the 

process of setting up a CAT service clinic than it is a research paper."  

 

We completely agree that the paper concentrates significantly on the process of setting up a CAT 

service since the intention of this paper was to share what we believe is good practice. Since this is, 

to our knowledge, the first description of a dedicated CAT service model we felt there is merit in 

describing the set up so it can be replicated. This is a result of other oncology services requesting 

such guidance.  

 

We do feel however, that it goes beyond just a service description. The qualitative data gives an 

insight into the impact on oncologists and patients as well as demonstrating measurable 

improvements in adherence to best practice, consistency of practice and access to medicines.  

As a mixed methods evaluation, it does not lend itself to standard research reporting; in particular it is 

difficult to couch it in a PICO format. However we have done our best as per our responses to the 

comments made by Reviewer 1.  

 

We are grateful to the reviewer’s comments and note that they are overall very positive. As we see it, 

their main issue is that they do not feel the BMJ Open is the correct journal; of course, we respectfully 

disagree!  

 

BMJ Open was our first choice of journal due to its breath of publication content, wide general 

readership and open access. We were not keen for such a paper to be lost in a less widely read 

health service evaluation journal since the management of CAT is of interest to primary care, 

oncology, haematology and health service improvement groups. 
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VERSION 2 – REVIEW 

REVIEWER Anders Christian Larsen 
Aalborg University Hospital, Denmark 

REVIEW RETURNED 07-Sep-2016 

 

GENERAL COMMENTS The authors has answered my questions satisfactorily, and it is up to 
BMJ to decide if it should be published.  
I still think this is common knowledge, and only serves as an option 
to improve the quality of the palliative care.  
Normally overall survival is the key point for oncologists.  
If given more time I could give a more detailed review, but since I am 
the only one who is critical to the study I will respect BMJs decision 
accept or not.  
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