
crepancies might be attributed to our study limitations in-
cluding small sample size, retrospective design and ab-
sence of standardized biopsy protocol application. Biopsy
protocols were applied by several urologists/radiologists
and were not standardized regarding the number of cores
taken or the technic used, although the effect of intra-ob-
server variation in prostate volume measurement on PSA
density calculations among PCa has been reported not to
be sufficient to elicit a value >0.15 in 95% of the cases
studied18.

Another reason that might be responsible for these dif-
ferences observed is that Epstein’s criteria could not be
accurate enough in the population of Crete in line with re-
ports from Middle East and Korean populations, due to a
different biological behavior of PCa among different
races/populations. This hypothesis includes a greater pro-
portion of high risk PCa and a significantly higher proba-
bility of biochemical failure after curative treatment19 , but
it has not yet been verified in our population. It has also
been proved that after the 2005 International Society of
Urological Pathology (ISUP) modification of the Gleason
grading system the accuracy of Epstein’s criteria to predict
insignificant PCa declined from 73-84% to 39-76%19. The
accuracy for predicting Gleason score ≤6 was also re-
duced from 90.3% to 54.3-75.9%, but organ confined sta-
tus predictive ability remained favorable20. In conclusion,
Epstein’s criteria were proven to have a very high accu-
racy in predicting organ confined disease but they were
not accurate enough in predicting insignificant disease21,22.
The great difference found between the results of the pres-
ent study and the results of other similar studies should
alert towards the use of more prognostic factors in the
evaluation of patients with theoretical insignificant cancer.
The use of various markers has been studied in this re-
spect, especially prostate cancer gene 3 (PCA3) for pre-
dicting insignificant PCa with satisfactory results23,24.
Research was also made towards the use of transperineal
template-guided mapping biopsy in diagnosing patients
with insignificant PCa and proved that 39.1% of the pa-
tients who were diagnosed with insignificant PCa using
TRUS biopsy had actually more advanced disease and
needed additional treatment25. In addition, the use of var-
ious nomograms during the pretreatment evaluation of
these patients would help in reducing prediction error of
insignificant PCa and may also reduce the differences
among the various populations.

Conclusion
The challenge of using tools which could differentiate

a significant from an insignificant PCa prior to treatment
should be a primary goal for the urologists to achieve best
treatment results. Epstein’s biopsy criteria are used to pre-
dict insignificant PCa, but special attention should be paid
in patient selection to avoid misclassification. Neverthe-
less, revised Epstein’s biopsy criteria represent a useful
tool for insignificant PCa prediction. However, due to the
high variation in prediction accuracy observed worldwide
with the application of the revised Epstein’s biopsy crite-
ria, development/implementation of novel tools/nomo-
grams with a greater predictive accuracy is still warranted.
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Table 3. Criteria of PCa in different classifications.
Insignificant PCa (Epstein’s criteria) Low risk PCa (D’Ámico classification) Organ-confined PCa
PSAD<0.15 ng/ml/g and PSA<10 ng/mL and Pathological stage <T3a 
Biopsy Gleason score ≤ 6 and Gleason Score < 7 and cT1-2a Any PSA
PCa in fewer than 3 cores Any Gleason score
(in 6-core biopsy samples) and
<50% PCa involvement in 
any of the cores
PCa: prostate cancer, PSA: prostate specific antigen, PSAD: prostate specific antigen density.
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