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Response to Reviewers

We would like to thank the reviewers for their comments and suggestions and hope we could handle all issues raised in a satisfactory manner.


Responses to comments by Reviewer #1: 


Reviewer: 

“The authors provide a methods paper for the STEMO vehicle use in acute stroke thrombolysis, utilizing mobile CT. The methods are clear and the work is undoubtedly innovative. The inherent focus is on shortening time to thrombolysis with the ultimate goal of improving patient outcomes, hinging on the mantra of "time is brain". This unique methodological approach and the preliminary results however, refute such a relationship and expected outcomes. Even in a limited cohort, the hemorrhagic transformation rate and mortality are substantial despite much faster treatment. In other words, this resource-intensive approach may speed up delivery of thrombolysis, but it may not improve patient outcomes, at all.”

Response: 

We thank the reviewer for his time and comments. Indeed, this manuscript is supposed to describe the methods used in PHANTOM-S, the study powered to demonstrate safety and a reduction in alarm-to-thrombolysis time. This study will show if symptomatic bleeds or mortality are unacceptably high despite faster treatment times. Please cp. our Discussion: ”Overall, the additional costs have to be weighed against benefits that patients may experience. For this, the final results of the ongoing “pre-hospital acute neurological therapy and optimization of medical care in stroke patients” (PHANTOM-S) study will be crucial. In this prospective study (http://clinicaltrials.gov/ct2/show/NCT01382862), weeks with and without STEMO on duty are randomized until 228 patients have received iv rtPA in both treatment arms. Primary end-point of the study is time from alarm to thrombolysis. Secondary end-points include modified Rankin Scale score after three months, symptomatic intracranial haemorrhage, mortality and cost effectiveness. Results of this study will help decision makers whether to implement pre-hospital thrombolysis of acute ischemic stroke patients with specialized ambulances in their emergency systems.”

No changes were made to the manuscript in regard to this comment.

Responses to comments by Reviewer #2: 


Reviewer:

The paper of Ebinger et al. describes the concept of stroke treatment delivery in the field with a detailed protocol to be used in a complex ambulance and by a specially trained team. This appears to be a methodological description of a procedure studied in an ongoing trial. The paper is interesting and well written but could be improved if more details regarding the concept and the protocol could be provided and if the scope of this paper could be more clearly outlined.

Response:

We thank the reviewer for his time and comments. Indeed, this is a methodological description for a video publication in JoVE. The pertinent study (PHANTOM-S) is mentioned in the Discussion. We apologize in case this wasn’t made clear enough. However, the manuscript is supplementary to the video to be produced and will not be published outside the context of this video. So, in the end it will be clear to any potential reader that this is a ‘screen-play’ rather than a paper presenting results of a currently active trial.
In order to avoid misunderstandings we added the following sentences to the end of the  Introduction: “…However, prior to implementation final results of sufficiently powered studies need to confirm safety and efficacy of this approach. Here we present the methods used in the “pre-hospital acute neurological therapy and optimization of medical care in stroke patients” study (PHANTOM-S).”


Reviewer:

1. The differences of practical work-up by EMS in the field compared to routine work-up (e.g. blood sampling, prenotification) should be outlined in more detail.

Response:

The prenotification will be visualized by an incoming emergency call in the dispatch center (Protocol item 1.) and the receipt of the alarm at the site where the STEMO and its team are stationed (Protocol item 2.) handling of blood samples including determination of INR (Protocol item 5) and further point-of-care laboratory (Protocol item 6) are also described in the script. Every step will be visualized in the video making the difference to regular care obvious.

No changes were made to the manuscript in regard to this comment.


Reviewer:
2. Given that there is earlier work on this topic, this should be cited in the text in detail (study design, primary endpoints, number of patients, etc.; see Walter et al.). Further literature available in Medline on pre-hospital stroke thombolysis should also be cited. 

Response:

We thank the reviewer for this suggestion. So far, we mentioned “First results from 12 pre-hospital thrombolyses in the Saarland State, Germany, seem promising in this respect.” And quoted this landmark paper in Lancet Neurology. 

We now added behind this sentence: “In this stud, Walter and colleagues reported that after randomized weeks between November, 2008, and July, 2011 and an interim analysis at 100 of 200 planned patients (53 in the prehospital setting, 47 in the control group), the median time from alarm to therapy decision (primary end-point) was substantially reduced in the12 cases of pre-hospital thrombolysis: 35 min (IQR 31-39) versus 76 min (63-94), p<0·0001; median difference 41 min (95% CI 36-48 min).”

Since this is the highest-impact publication available (as of March 12, 2013) and we are not aware of any further groups publishing original results on pre-hospital thrombolysis in stroke we quoted no further literature.


Reviewer:

3. The additional information provided in this paper, compared to their earlier papers, should be highlighted.

Response:

There is no additional information provided in this methodological paper other than the planned video-visualization compared to our earlier papers.

No changes were made to the manuscript in regard to this comment.
Reviewer:

4. The title of the paper suggests the presentation of a protocol for delivery of stroke treatment in the field. The presentation of initial data of an ongoing randomized trial might be out of the scope of this paper. The author should either consider not to present such data at this time or to redefine the aims (and title).

Response:

Unfortunately, we are not yet able to present data of our trial. However, we do not perceive our title as misleading. This is ‘a’ video-manual describing one optional way of how you could deliver pre-hospital thrombolysis. We made it more clear at the end of the introduction that the decision to implement this approach to stroke care is open to debate and final results of the PHANTOM-S should be awaited.

We added the following sentences: “However, prior to implementation final results of sufficiently powered studies need to confirm safety and efficacy of this approach. Here we present the methods used in the “pre-hospital acute neurological therapy and optimization of medical care in stroke patients” study (PHANTOM-S).”
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