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(HR = 1.22, 95% confi dence interval [CI]: 0.92, 1.62). The 
difference was not statistically signifi cant, but noninferiority 
was also not proved. The median overall on EET was 7.6 
years (95% CI, 6.3–8.3 year) vs 6.1 years (95% CI, 5.7–7.3 
year) in the DET group. The 10-year cumulative incidence 
of death was 55.6% in the delayed ET group vs 52.1% with 
immediate ET group. The authors concluded that this study 
does not show noninferiority of DET to EET in patients with 
T2-3PN1-3 M0 prostate carcinoma.

COMMENTS

The timing of endocrine treatment (ET) for prostate cancer 
(PCa) without local treatment of the primary tumor remains 
controversial and this issue was addressed in this trial 
for patients with lymph node-positive (pN1-3) cancer. 
Endocrine treatment of advanced prostate cancer is 
recognized as being palliative and is almost invariably used 
in men with metastasis. Androgen deprivation is associated 
with side effects. In the asymptomatic men with advanced 
prostate cancer at the time of diagnosis, adverse effects 
of endocrine treatment may be the only ‘symptoms’. This 
underscores the need to achieve a balance between the 
impact of ET on the general well-being and quality-of-life 
against the potential survival benefi t.

The studies carried out earlier by the Veterans Administration 
Co-operative Research Group dealt with the issue of EET vs 
DET.[2] The fi rst study included castration and castration plus 
diethylstilbestrol. During the course of a 9-year follow-up 
period, virtually all men who progressed with metastasis in 
the control arm were eventually treated endocrinologically. 
Since there was no difference in overall survival with respect 
to the original randomization, one important conclusion of 
the trials was that ET could be delayed without impairing 
overall survival. Though there was a positive effect of early 
treatment on PC-related mortality in these trials, this was 
completely neutralized by an increase in the cardiovascular-
related death in the diethylstilbesterol  DES  arms. Cancer-
specifi c survival was marginally improved in those arms with 

immediate treatment in European Organisation for Research 
and Treatment of Cancer (EORTC) protocol 30846,[3] protocol 
06-88 of the Swiss Oncology Group,[4] and the Medical 
Research Council (MRC) Prostate Cancer trial in 1997.[5] 
However, this translated into an advantage in overall survival 
only in the MRC trial. This favorable difference may be at least 
partly caused by the fact that 29 out of the 54 cases that died 
in the DET arm in excess had never received ET. In the MRC 
trial, signifi cant differences were seen in favor of EET with 
respect to important disease-related complications. But none 
of the studies measured quality-of-life. It can be concluded 
from the fi ndings of these trials that though no credible and 
clinically relevant advantage in overall survival was seen, EET 
produces a modest improvement in prostate cancer-specifi c 
survival. This has to be weighed against the quality-of-life 
enjoyed in the fi rst 1.8 years after diagnosis in the DET group 
without ET, after which progression occurs in the DET arm 
necessitating hormonal treatment.
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COMMENT

The authors retrospectively analysed multicentric data, from 
four centers in Europe who participated in the screening arm 
of the European Randomized Study of Screening Prostate 
Cancer (ERSPC), diagnosed with prostate cancer and treated 
initially with Active Surveillance (AS).

Patients included for AS had been screen-detected for 
small, localized, well-differentiated prostate cancer, which 
satisfi ed the Prostate Cancer Research International: Active 
Surveillance (PRIAS) criteria for AS. Prostate-specific 
antigen [PSA] < 10.0 ng/ml, PSA-density < 0.2 ng/ml per 
ml, Stage T1C/T2, Gleason score < 3 + 3 = 6, <2 positive 
biopsy cores with no known positive lymph nodes or distant 
metastases).

Of the 988 men treated with AS, only 616 conformed to 
PRIAS criteria. The mean follow-up time was 4.35 years 
(range: 0–11.6 years). The calculated 10-year prostate cancer 
specifi c survival rate was 100% and the 10-year overall 
survival rate was 77%. This indicates that at the time of 
analysis, 563 patients were alive, of which 381 (68%) were 
continuing on AS and 182 underwent deferred active 
treatment.

Of the 419 (68%) men who continued AS, 30 had a PSA 
>10 ng/ml, 29 had PSA-DT <3 years, 8 had both making them 
candidates for active therapy. Contrastingly, there were 
110 out of 197 men (55.8%) who received deferred therapy 
despite a favorable PSA and PSA-DT. This switch over to 
active therapy was not infl uenced by a clinical or pathologic 
assessment in the form of DRE or rebiopsies, respectively.

The strength of the study was the size of the group, being 
multicentric along with a follow-up period and a large 
number of PSAs available. The authors conclude that 
screen-detected PCa that fi ts the current criteria for AS 
have a favorable PCa-specifi c prognosis. After the 10-year 
follow-up period, 100% of the patients survived their cancer 
but almost one-fourth died from other causes. 

On the basis of the PSA characteristics of all 616 patients, 

the authors found that a small fraction (1.9%; 8 of 419) of 
the patients who remained untreated may be (or may have 
been) better candidates for active treatment, whereas 55.8% 
(110 of 197) of men who did receive active therapy were 
not obvious candidates for radical treatment. Factors such 
as anxiety, urologic complaints, or comorbidity information 
may have been more decisive, but these were not available 
in the study.

These results indicate that a signifi cant number of patients 
on AS proceed to active deferred treatment in the absence 
of documented progression. This study highlights that many 
screen-detected prostate cancers fall into the category of 
indolent cancer, which may be effectively treated with 
AS. However, the criteria for subjecting patients to AS and 
those for intervention in patients already on AS need to be 
validated.

AS is emerging as a viable strategy for the management 
of low-risk screen-detected prostate cancer. Dall’Era, et 
al.[1] reported on 321 patients with low-risk PCa managed 
with AS. Over a median follow-up period of 3.6 years, 243 
patients (75.7%) continued on AS, whereas 78 patients 
underwent delayed active treatment for progression. The 
disease-specifi c survival was 100%. Similarly, authors[2] 
from the Johns Hopkins Institution reported on 407 
patients who were managed with AS. Over a median 
follow-up time of 3.4 years (range: 0.43–12.5 years), 
239 (59%) continued on AS and 103 (25%) underwent 
curative intervention.

These studies indicate an impending paradigm shift in the 
way early prostate cancer may be managed.
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