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Manuscript



We would like to thank Chu and colleagues for their positive and encouraging 

comments regarding our recent study on the clinical outcomes of multiparametric 

magnetic resonance imaging (mpMRI)-based active surveillance (AS) for prostate 

cancer. We certainly agree with the concerns raised regarding variability in mpMRI 

performance. Establishing a high-quality mpMRI pipeline is certainly the first step 

before establishing any imaging-based AS programme and, as we state in our article, 

we do not advocate the latter without first ensuring the former. There are excellent 

efforts under way to remedy these issues.[1]  

 

We also agree that low positive predictive value (PPV) is a challenge that needs to be 

addressed, as the premise of detecting oncological progression on imaging relies 

heavily on the assumption that such progression underpins radiological change.[2] 

Although visible disease has been reliably associated with aggressive features, 

exploiting this association for imaging-based surveillance is not trivial: as the authors 

point out, apart from the designation of a lesion as suspicious being influenced by 

radiologist experience, efficient lesion sampling is pivotal.  

 

We would like to add that, although concerns regarding PPV are legitimate, an 

mpMRI lesion can always be re-imaged and/or re-sampled if there is any unresolved 

clinicopathological suspicion, and such re-evaluation is not in itself problematic if the 

window of opportunity for treatment is not missed. In contrast, confidently 

excluding the emergence of significant disease whilst on AS is as important (if not 

more), because negative or stable imaging findings lead to AS relaxation that could 

lead to unacceptable treatment delay in cases of missed progression. The negative 

predictive value (NPV) for significant disease is perhaps high enough in the 

diagnostic and/or AS candidate selection stage (where upper estimates can reach 

96%), but during AS the NPV for disease progression drops [3,4].  

 

Increasing this figure is where established clinical metrics (e.g. prostate specific 

antigen -PSA- density) and serially collected tissue or blood biomarkers could be of 

particular value. However, we should mention that, apart from simple metrics such 

as PSA density, the clinical application of sophisticated biomarker tests is subject to 



similar limitations: the optimal timing, testing methods and interpretation of various 

tests varies considerably, and further studies on their association with long-term 

clinical outcomes are needed [5]. In addition, these technologies are often more 

costly or demand special infrastructure that is quite different than that required by 

mpMRI, which is already available in many healthcare centres. As such, although 

integrating biomarkers in the imaging AS pathway remains an exciting prospect, their 

exact clinical translation will need further clarification in coming years. What is more 

certain is that, in order to achieve personalization of AS schedules, sophisticated 

methodologies that can successfully integrate all prospectively collected information 

(clinical data, imaging features, biomarkers) and use them collectively to predict risk 

dynamically over time. Developing such methods will require a multidisciplinary 

approach and an expert consensus on exactly how imaging-based AS cohorts should 

be set up, followed up, analysed and reported, which is somewhat lacking in the 

existing literature.  

 

References: 

 

[1] de Rooij M, Israël B, Tummers M, Ahmed HU, Barrett T, Giganti F, et al. 
ESUR/ESUI consensus statements on multi-parametric MRI for the detection of 
clinically significant prostate cancer: quality requirements for image acquisition, 
interpretation and radiologists’ training. Eur Radiol. 2020; doi: 10.1007/s00330-
020-06929-z  

[2]  Moore CM, Giganti F, Albertsen P, Allen C, Bangma C, Briganti A, et al. Reporting 
Magnetic Resonance Imaging in Men on Active Surveillance for Prostate Cancer: 
The PRECISE Recommendations—A Report of a European School of Oncology 
Task Force. Eur Urol. 2016; doi: 10.1016/j.eururo.2016.06.011  

[3]  Sathianathen NJ, Omer A, Harriss E, Davies L, Kasivisvanathan V, Punwani S, et al. 
Negative Predictive Value of Multiparametric Magnetic Resonance Imaging in 
the Detection of Clinically Significant Prostate Cancer in the Prostate Imaging 
Reporting and Data System Era: A Systematic Review and Meta-analysis. Eur 
Urol. 2020; doi: 10.1016/j.eururo.2020.03.048 

[4] Cantiello F, Russo GI, Kaufmann S, Cacciamani G, Crocerossa F, Ferro M, et al. 
Role of multiparametric magnetic resonance imaging for patients under active 
surveillance for prostate cancer: a systematic review with diagnostic meta-
analysis. Prostate Cancer Prostatic Dis. 2018; doi: 10.1038/s41391-018-0113-2  



[5] Loeb S, Bruinsma SM, Nicholson J, Briganti A, Pickles T, Kakehi Y, et al. Active 
Surveillance for Prostate Cancer: A Systematic Review of Clinicopathologic 
Variables and Biomarkers for Risk Stratification. Eur Urol. 2015 Apr;67(4):619–
26.  

 



Authors’ reply to comment: 
Carissa Ellen Chu, Peter Eoin Lonergan, Peter Robert Carroll. 
Reference number: EURUROL-D-20-00936 
 
Vasilis Stavrinides1,2,3, Francesco Giganti1,4, Mark Emberton1,2, Caroline M Moore1,2. 
 
1 Division of Surgery and Interventional Science, University College London, London, 

UK 

2 Department of Urology, University College London Hospital NHS Foundation Trust, 

London, UK 

3 The Alan Turing Institute, London, UK 

4 Department of Radiology, University College London Hospital NHS Foundation 

Trust, London, UK 

 

 

 

Disclosures:  

 

Vasilis Stavrinides is funded by an MRC Clinical Research Training Fellowship 

(MR/S005897/1). Francesco Giganti is funded by the UCL Graduate Research 

Scholarship and the Brahm PhD scholarship in memory of Chris Adams. Mark 

Emberton receives research support from the United Kingdom’s National Institute of 

Health Research (NIHR) UCLH/UCL Biomedical Research Centre.  He was awarded 

NIHR Senior Investigator in 2013. Caroline M Moore acknowledges funding from the 

NIHR, the MRC, CRUK, Movember, PCUK and the EAU Research Foundation. 

 

Disclosure


