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FROM THE EDITOR

Further thoughts on the role of active 
surveillance for prostate cancer

T he increasing realisation of the impact of 
the long-term effects of overdiagnosis and 
overtreatment of prostate cancer (PCa) 

with attendant life-altering morbidities on the 
quality of life of patients diagnosed with low-risk 
disease, has prompted the selection by some of 
active surveillance (AS) vs. immediate treatment. 
Considered in an earlier Editorial in Oncology 
News (ON [1]), the caveat here – avoidance of 
overdiagnosis and overtreatment of low-risk PCa, 
is critically important as the benefits are becoming 
increasingly questionable.  However, it is noted that 
the incidence of overtreatment of low-risk disease 
is still prevalent. Explained in the accompanying 
paper by Leacy et al. in this issue of ON [2], AS “is 
a form of expectant management where disease 
progression is carefully monitored until such time an 
intervention should be required.”

AS is not without some critical uncertainties.  
These include: i) absence of a standardised protocol 
and uniform criteria for eligibility and ii) the quality 
of monitoring disease with appropriate ‘triggers’ 
for further diagnostic tests and intervention. Given 
these uncertainties, there is an unmet necessity for 
criteria to guide the decision between immediate 
treatment vs. AS, thereby eliminating misclassifying 
patients at higher-risk and monitoring of disease 
progression in men on AS. Therefore, Leacy et 
al. [2] have provided an interesting outline for 
consideration of the use of AS and how new 
biomarkers might be developed in a patient-centred 
approach to guide it, and if necessary, the time for 
intervention.

For criteria to guide eligibility for AS, while in 
agreement with Leacy et al. [2], that the increasing 
number of newer commercially available PCa 
diagnostic and prognostic tests are not specifically 
indicated for use in AS, some, e.g., among 
others include the: 4K Score; Oncotype Dx and 
ConfirmMDx, which purport to distinguish men 
with the probability of high-risk and life-threatening 
disease who may benefit from intervention. These, 
thereby eliminating those candidates unsuitable 
for AS, are useful toward selection of appropriate 
candidates for AS. 

In terms of future directions and the increasing 
impetus toward personalised medicine (the latter 
discussed in previous issues of ON [3, 4]), Leacy et al. 
[2] mention the use of proteomics based strategies 
for protein biomarker discovery and evaluation, 
for which they have extensive expertise [5] and 
companion diagnostics toward selection of patients’ 
responses to treatment.

Albeit, understandably not mentioned by Leacy et 

al. [2] given the theme of their paper, brief mention 
of the development of metastasis in patients 
undergoing AS and active monitoring is noteworthy 
relative to the utilisation of either of the foregoing.

In one recent study using a conventional AS 
protocol, Yamamoto et al. [6], observed a low 
percent (3.1%) of the patients categorised as low 
intermediate-risk PCa followed for a median of 
6.3 yrs. after diagnosis, developed metastasis. In 
the 10-yr. outcomes ProtecT trial [7] reported in 
September, men assigned to active monitoring of 
localized PCa disclosed that their incidence of 
metastasis was more than twice as high (6.3 (per 
1000 person-yrs. vs. 2.4 to 3.0 per 1000 person-yrs., 
P 0.004) compared with those who had surgery or 
radiation therapy. There was also a trend toward 
decreased death from PCa among men assigned 
to surgery or radiation and androgen-deprivation 
therapy vs. active monitoring. For further discussion 
beyond this Editorial, those interested are referred 
to Hamdy et al. [7]. It is important to note, that from 
the standpoint of monitoring, the ProtecT protocol, 
using prostate-specific antigen (PSA), was different 
than that used in current AS programs.

The implications of the development of 
metastasis in patients undergoing AS, re-emphasises 
the necessity for critical criteria for the selection of 
patients and definitive monitoring for determination 
of the possible time for intervention.

With regard to the foregoing and Leacy’s et al. 
[2] use of the development of new biomarkers, a 
major concern previously raised by RJA [1] is that 
of the extraordinary heterogeneity of PCa at the 
clinical and tissue level, inclusive of the use of liquid 
biopsies.  Therefore, the selected biomarkers may 
not be representative of the disease as a whole. 
This has ramifications on the selection of patients 
suitable for AS and their follow up.
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