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VERSION 1 - REVIEW 

REVIEWER Prof Ian Judson 
The Institute of Cancer Research, London, UK 
 
I have received honoraria from GSK for participation in company 
sponsored symposia 

REVIEW RETURNED 24-Aug-2015 

 

GENERAL COMMENTS This paper describes an ongoing research study which is timely, well 
designed and could provide interesting data on the role of pazopanib 
in the pre-operative setting for patients with resectable soft tissue 
sarcoma. However, no data are presented in this paper, indeed 
none are expected until 2016 and not finally until 2018. We are not 
told whether or not there are any problems with accrual. In the 
absence of any results whatsoever, this submission is premature. 

 

REVIEWER Seth Pollack 
Fred Hutchinson Cancer Research Center  
US 

REVIEW RETURNED 25-Aug-2015 

 

GENERAL COMMENTS This is a clinical trial designed to assess the activity of Pazopanib on 
tumor PET activity.  
This is a protocol without results to be published.  
It is a well designed protocol.  
There are no results to date.  

 

REVIEWER Julia Glade Bender 
Columbia University, USA 
 
Leadership roles in phase 1/2 trials of pazopanib in children, should 
not constitute a competing interest. 

REVIEW RETURNED 31-Aug-2015 
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GENERAL COMMENTS I have not previously reviewed a "Protocol" publication so I am not 
entirely clear on the criteria for acceptance. That being said, I have 
significant concern regarding the the design of the trial, mainly 
regarding the timing of the primary response, translational outcomes 
and surgery. Tumor flare is a well known phenomenon following 
cessation of multityrosine kinase inhibitors. The current trial allows 
the FDG/PET and translational studies to be obtained from day 22-
28, allowing time for upregulation of angiogenic pathways, tumor 
flare and potentially uninterpretable results for each of these 
outcomes. These studies should ideally be performed while the 
patient remains on Pazopanib or on the day following 
discontinuation.  
The authors have not addressed the issue of TKI rebound growth 
which has been well described preclinically in animal models:  
M.R. Mancuso, R. Davis, S.M. Norberg, et al.  
Rapid vascular regrowth in tumors after reversal of VEGF inhibition  
J Clin Invest, 116 (2006), pp. 2610–2621  
 
As well as for Renal cell carcinoma:  
A.W. Griffioen, L.A. Mans, A.M. de Graaf, et al.  
Rapid angiogenesis onset after discontinuation of sunitinib treatment 
of renal cell carcinoma patients Clin Cancer Res, 18 (2012), pp. 
3961–3971  
 
and NSCLC  
Chaft JE, Oxnard GR, Sima CS, Kris MG, Miller VA, Riely GJ. 
Disease flare after tyrosine kinase inhibitor discontinuation in 
patients with EGFR-mutant lung cancer and acquired resistance to 
erlotinib or gefitinib: implications for clinical trial design.Clin Cancer 
Res. 2011 Oct 1;17(19):6298-303. doi: 10.1158/1078-0432.CCR-11-
1468.  
 
Likewise, the timing of the surgery (not part of the study) is not 
prespecified- in a similar neoadjuvan trial in Renal Cell Carcinoma, 
the drug was stopped on the day prior to surgery.  

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name  

Prof Ian Judson  

 

Institution and Country  

The Institute of Cancer Research, London, UK  

 

This paper describes an ongoing research study which is timely, well designed and could provide 

interesting data on the role of pazopanib in the pre-operative setting for patients with resectable soft 

tissue sarcoma. However, no data are presented in this paper, indeed none are expected until 2016 

and not finally until 2018. We are not told whether or not there are any problems with accrual. In the 

absence of any results whatsoever, this submission is premature.  
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In line with the editorial policy of BMJ Open, this submission consists of a trial protocol. Therefore, no 

results are reported. We have now added information on the recruitment status of the trial at the time 

of manuscript submission.  

 

 

Reviewer: 2  

 

Reviewer Name  

Seth Pollack  

 

Institution and Country  

Fred Hutchinson Cancer Research Center, US  

 

This is a clinical trial designed to assess the activity of Pazopanib on tumor PET activity.  

This is a protocol without results to be published.  

It is a well designed protocol.  

There are no results to date.  

 

 

There is nothing to add to these comments.  

 

 

Reviewer: 3  

 

Reviewer Name  

Julia Glade Bender  

 

Institution and Country  

Columbia University, USA  

 

I have not previously reviewed a "Protocol" publication so I am not entirely clear on the criteria for 

acceptance. That being said, I have significant concern regarding the the design of the trial, mainly 

regarding the timing of the primary response, translational outcomes and surgery. Tumor flare is a 

well known phenomenon following cessation of multityrosine kinase inhibitors. The current trial allows 

the FDG/PET and translational studies to be obtained from day 22-28, allowing time for upregulation 

of angiogenic pathways, tumor flare and potentially uninterpretable results for each of these 

outcomes. These studies should ideally be performed while the patient remains on Pazopanib or on 

the day following discontinuation.  

The authors have not addressed the issue of TKI rebound growth which has been well described 

preclinically in animal models:  

M.R. Mancuso, R. Davis, S.M. Norberg, et al.  

Rapid vascular regrowth in tumors after reversal of VEGF inhibition  

J Clin Invest, 116 (2006), pp. 2610–2621  

 

As well as for Renal cell carcinoma:  

A.W. Griffioen, L.A. Mans, A.M. de Graaf, et al.  

Rapid angiogenesis onset after discontinuation of sunitinib treatment of renal cell carcinoma patients 

Clin Cancer Res, 18 (2012), pp. 3961–3971  

 

and NSCLC  

Chaft JE, Oxnard GR, Sima CS, Kris MG, Miller VA, Riely GJ. Disease flare after tyrosine kinase 

inhibitor discontinuation in patients with EGFR-mutant lung cancer and acquired resistance to erlotinib 
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or gefitinib: implications for clinical trial design.Clin Cancer Res. 2011 Oct 1;17(19):6298-303. doi: 

10.1158/1078-0432.CCR-11-1468.  

 

Likewise, the timing of the surgery (not part of the study) is not prespecified- in a similar neoadjuvant 

trial in Renal Cell Carcinoma, the drug was stopped on the day prior to surgery.  

 

 

We think that this is a very important comment. We share your view that the timing of metabolic 

response assessment is a delicate issue. While we agree that the maximum response would probably 

be observed during ongoing pazopanib treatment, we have serious concerns that patients should be 

operated without a prior wash-out period of sufficient duration. Actually, the only neoadjuvant 

pazopanib trial in renal cell carcinoma of which we are aware (Rini et al., J Urol 2015) uses the same 

period of at least seven days. We are unsure if the trial you mentioned is yet another, still 

unpublished, trial.  

 

If there is a wash-out period between the end of drug treatment and surgery, we believe that 

metabolic response assessment should take place close to surgery, because the response at the time 

of surgery is clinically most meaningful both from an oncological (relating to prognosis) and surgical 

(relating to operability) point of view.  

 

We have added a paragraph, which extensively discusses these issues, to the discussion section. 

There, we also cite the references you suggested. We have also added a pertinent bullet point in the 

"strengths and limitations of this study" section. 

 

VERSION 2 – REVIEW 

REVIEWER Julia Glade Bender 
Columbia University, New York, USA 

REVIEW RETURNED 30-Oct-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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