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VERSION 1 - REVIEW 

REVIEWER Mike Murphy 
NHS Blood & Transplant, Oxford University Hospitals and the 
University of Oxford 
 
Research interest in this field of platelet transfusion in patients with 
haematological malignancies. 

REVIEW RETURNED 27-Jul-2016 

 

GENERAL COMMENTS The proposed pilot trial addresses an area of transfusion practice of 
considerable importance and recent research interest. After many 
years of relative inactivity in this field, the results of recent RCTs 
have suggested that prophylactic platelet transfusions may be 
unnecessary in patients with haematological malignancies, 
particularly so in patients undergoing autologous haemopoietic stem 
cell transplantation. as the authors rightly indicate, this may improve 
patient outcomes and reduce costs.  
 
There has also been recent research interest and ongoing trials in 
the use of antifibrinolytic drugs for the prevention of bleeding in 
patients treated for haematological malignancies.  
 
The objective of this proposal is to compare in a pilot RCT a 
prophylactic platelet transfusion strategy with a strategy of the 
administration of tranexamic acid with no prophylactic platelet 
transfusions. Both groups would receive therapeutic platelet 
transfusions as necessary to treat bleeding. The rationale for the 
study is that 'clinicians remain uncomfortable' not providing 
prophylactic platelet transfusions and that tranexamic acid may 
reduce the burden of bleeding. It seems a pity there is no 'control' 
group i.e. no prophylactic platelet transfusions or tranexamic acid. 
Although this would add to the complexity of the trial, it would 
provide valuable additional information; a pilot trial would provide a 
good opportunity to test its feasibility. Did the triallists consider this 
even if only to dismiss it? It would be interesting to know their views.  
 
The use of platelet transfusions for autologous haemopoietic stem 
cell transplant patients is based on data obtained from a previous 
study by these authors and seems high. It would be appropriate for 
the authors to provide comparable data from other published studies 
in the protocol. It also provides further support for the inclusion of a 
no prophylactic platelet transfusion or tranexamic acid 'control' 
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group. 

 

REVIEWER Shigeru Chiba 
University of Tsukuba, Japan 

REVIEW RETURNED 15-Aug-2016 

 

GENERAL COMMENTS It is currently a standard practice to provide a prophylactic 
transfusion of platelets when the daily measured platelet count is 
less than 10 x 109/L. The authors intend to evaluate if this practice is 
reasonable, reminding us of the fact that the practice began 
following the publication of an observational study in acute leukemia 
patients in the early 1960s. However, the authors value the results of 
subgroup analyses of the two large recent randomized controlled 
trials, comparing prophylactic and therapeutic platelet transfusion 
strategies in patients with hematologic malignancies. In one of them, 
it was reported that, in a subgroup of patients undergoing ASCT, 
there was no difference in incidence of grade 3 bleeding or grade 4 
bleeding events in either arm. In the other report, there was no 
difference in grade 2 bleeding or higher between the groups, in a 
predefined subgroup analysis of patients undergoing ASCT.  
 
All these and additional considerations raised by the authors sound 
reasonable and the study design appears credible.  
 
One concern is the rule to trigger the therapeutic transfusion. The 
authors define the WHO grade 2 breeding of greater for allowance of 
the transfusion. The WHO criteria, however, do not cover all the 
common types of bleeding, such as active but small amount of 
oral/gingival bleeding that does not require red cell transfusion or 
intervention. While WHO criteria are widely used in a variety of 
clinical trials including the referenced recent randomized trials for 
platelet transfusion, additional criteria may refine the protocol as well 
as better protect the patients.  
 
Minor comments:  
1) In the 1.1.1 at the main text, the authors describe their primary 
aim as “to perform a randomized controlled trial to determine 
whether a strategy of prophylactic Tranexamic Acid (with therapeutic 
platelet transfusions) is safe and effective compared to prophylactic 
platelet transfusions.” It is unsure how the authors define whether 
this aim is achieved. It is also not clear whether this achievement will 
be used for the decision to conduct the next-step study.  
2) The first sentence in the Methods and Analysis is unclear and 
needs revision.  
3) In the next sentence, “or prophylactic platelets bleeding 
prevention strategy based daily hemoglobin values” is unclear.  

 

VERSION 1 – AUTHOR RESPONSE 

REVIEWER 1  

Dr. Murphy brings up an important point: should there be an additional arm to this study (No 

prophylactic platelets and no prophylactic tranexamic acid)? Indeed, this would be ideal as it would 

tease out the relative utility of prophylactic platelets, prophylactic tranexamic acid and therapeutic 

platelets alone in the setting of autologous haematopoietic stem cell transplantation (ASCT).  

 

The rationale for not including the 3rd study arm in our proposed study was a soft but pragmatic 
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choice. We were not able to convince our stem cell transplant colleagues (we did not formally conduct 

a survey or census) via the directors of each adult Canadian HSCT program, who were interested in 

participating in a platelet utilization study to "go without" any bleeding prophylaxis.  

 

This reluctance partially relates to the results of the TOPPS study which did not demonstrate non-

inferiority. While the analysis may be underpowered for non-inferiority in the ASCT population, we do 

recognize that a pre-planned subgroup analysis for patients who underwent ASCT had similar 

bleeding rates suggesting that the no prophylaxis strategy is likely safe. Despite presenting this 

evidence, interested Canadian programs remain reluctant to adopt this approach even in the context 

of a clinical trial. In brief, we were unable to successfully argue for clinical equipoise at a program 

level. As such, we felt that a stepwise approach of prophylactic tranexamic acid strategy (if 

successful) would engender clinicians and their programs to then re-consider a therapeutic platelet 

only strategy in the future.  

 

We appreciate that number of platelets used in Ottawa may seem a little high as described in Section 

1.1.3. Indeed, extracting data from published RCTs suggest (to 30 days post-

chemotherapy/transplant):  

 

AUTHOR JOURNAL PLT TRANSFUSION/PATIENT POPULATION  

Stanworth 2014 Transfusion Mean 2.5 (±2.6) ASCT only  

Wandt 2012 Lancet Mean 1.18 (±0.37) ASCT only  

Heddle 2009 Blood Mean 5.3 (SD 3.2) Hypoproliferative thrombocytopenia  

Slichter 2010 NEJM Median 3 (IQR 2-6) Chemotherapy including ASCT  

Tinmouth 2004 Transfusion Medicine Median 1 (IQR 1-4) Acute leukemia and ASCT  

Sensebe 2004 Blood Median 3 (range 1-12) Acute leukemia and ASCT  

Steffens 2002 Haematologica Median 6 (1-14) Acute myelolid leukemia and alloSCT  

 

In our referenced article, we quote “an average of 6 adult platelet doses are transfused in the first 30 

days following transplant”. We had inadvertently mis-quoted ourselves as the published manuscript 

actually describes “an average of 6 adult platelet doses are transfused in the first 60 days following 

transplant”. As suggested, we will reference additional articles (from the above table) and Section 

1.1.3 now reads:  

 

“In Canada, over 1,500 ASCT are performed annually. A patient undergoing ASCT typically receives 

1-6 adult platelet doses in the post-transplant period. All adult transplant centres in Canada routinely 

prescribe prophylactic platelet transfusions when the daily measured platelet count is less than 10 x 

109/L. Indeed, this is the practice at our centre, where an average of 6 adult platelet doses are 

transfused in the first 60 days following transplant.”  

 

REVIEWER 2  

 

Dr. Chiba’s suggest that more explicit guidance on when therapeutic platelet transfusions should be 

used within this clinical trial. We recognise this concern if one were to solely use the WHO grading 

system to guide platelet transfusions. Given this concern, we were rather liberal in our prescription as 

documented in Section 2.3.3, with emphasis on the last sentence where it reads:  

 

“All patients may receive therapeutic platelet transfusions for grade 2 bleeding or greater regardless 

of the platelet count. Therapeutic platelet transfusions can also be given to patients who become 

clinically unstable, defined as the presence of fever, active infection, or hypotension, and those who 

require an invasive procedure. Therapeutic platelet transfusions may be administered at any time at 

the clinician’s discretion and the rationale will be recorded.”  
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We believe this balances explicit guidance with local clinical judgement. In this way, patient safety is 

better assured without being too prescriptive. We believe that this in alignment with a pragmatic trial.  

 

We agree that we were unclear in section 1.1.1 in the main text. It previously read:  

 

“The effect of prophylactic platelet transfusions and Tranexamic Acid on clinical, quality of life and 

economic outcomes in patients receiving ASCT is unknown. Our primary aim is to perform a 

randomized controlled trial to determine whether a strategy of prophylactic Tranexamic Acid (with 

therapeutic platelet transfusions) is safe and effective compared to prophylactic platelet transfusions 

in patients undergoing ASCT. Before conducting a larger trial, we first propose a pilot randomized 

controlled trial to determine the feasibility of such a study.”  

 

As such, we have corrected the “culprit” sentence to now read:  

 

“Our overarching goal is to perform a randomized controlled trial to determine whether a strategy of 

prophylactic Tranexamic Acid (with therapeutic platelet transfusions) is safe and effective compared 

to prophylactic platelet transfusions in patients undergoing ASCT. Before conducting a larger trial, we 

first propose a pilot randomized controlled trial to determine the feasibility of such a study”  

 

With respect to the Methods and Analysis section of the abstract:  

1. We have reworded our 1st sentence to read:  

“This report describes the design of an open labelled randomized pilot study comparing the use of 

prophylactic oral tranexamic acid with prophylactic platelet transfusions in the setting of autologous 

HSCT.”  

 

2. We have also corrected our typo in the 2nd sentence to now read  

“…or prophylactic platelets bleeding prevention strategy based daily platelet values”.  

 

We hope that we have answered and revised our manuscript to your satisfaction. Let us know if there 

are additional concerns or questions. Once again, thank you for allowing us respond and correct our 

manuscript. 

VERSION 2 – REVIEW 

REVIEWER Mike Murphy 
NHS Blood & transplant, Oxford University Hospitals and the 
University of Oxford 
 
Research interest in this field of platelet transfusion in patients with 
haematological malignancies. 

REVIEW RETURNED 05-Sep-2016 

 

GENERAL COMMENTS Thank you to the authors for addressing the reviewers' comments 
and suggestions so clearly.  

 

REVIEWER Shigeru Chiba 
University of Tsukuba, Japan 

REVIEW RETURNED 09-Sep-2016 

 

GENERAL COMMENTS The authors' answers are satisfactory.  

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-013483 on 24 O

ctober 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/

