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Question Time 1

How do we define the BCR?



Definition of Biochemical recurrence (BCR)
AFTER RP 

• 2 consecutive values of PSA 0.2 > ng/ml or greater;

• Best predicts further metastases is a PSA > 0.4 ng/mL and rising
AFTER RT 

• PSA increase ≥ 2 ng/mL higher than the PSA nadir value, regardless of the 
serum concentration of the nadir

The American Urological Association Prostate Guidelines for Localized Prostate Cancer. J Urol. 2007;
European Association of Urology. EAU guidelines on prostate cancer. Eur Urol. 2014;

EAU Guidelines, 2018

After HIFU or cryotherapy no endpoints have been validated against clinical progression or survival.



Follow-up

EAU Guidelines, 2018



Epidemiology

EAU Guidelines, 2018

• Not all patients with BCR after RP will develop clinical recurrences. In two
studies of 1,997 and 2,400 men treated by RP, only 23-34% of those with
BCR developed a clinical recurrence and 6% subsequently died of PCa.

• Between 27% and 53% of all patients undergoing RP (20-40%) or RT (30-
53%) develop PSA recurrence.

Freedland SJ, et al,JAMA 2005
Roehl KA et al. J Urol 2004

Kupelian PA et al.Urology 2006



Risk factors for relapse

• Gleason score ≥ 7 or patients classified as pT3 pN0 after RP due to positive margins (highest
impact), capsule rupture and/or invasion of the seminal vesicles are at high risk of relapse which
can be as high as 50% after five years.

• Irrespective of the pT stage, the number of removed nodes, tumour volume within the LN and
capsular perforation of the nodal metastases are predictors of early recurrence after RP for pN1
disease.

• A LN density (defined as the percentage of positive LNs in relation to the total number of
analysed/removed LNs) over 20% was found to be associated with poor prognosis.

• Finally the number of involved nodes seems to be a major factor for predicting relapse, the
threshold being considered to be less than three positive nodes from an ePLND.

EAU Guidelines, 2018



Question Time 2

Is it a unique (simple) clinical scenario?



Artibani et al. Urol Int Review 2017



• To prevent or delay the onset of metastatic disease and the
resulting morbidity and mortality

1/3 develops metastatic disease within 15 yrs
2-6% may die from PCa

• To take into account the patients’ QoL
• To avoid over-treatment in pts with low risk of clinical progression

CLINICAL CHALLENGES



Van der Kwast, T. HNat. Rev. Urol, 2013



Adjuvant treatment is by definition added to the primary 
or initial therapy to decrease the risk of relapse. 

EAU Guidelines, 2018

Regarding RP, the key factor is that the PSA must be below 0.1 
ng/mL to be considered undetectable. 

A post-operative PSA of above 0.1 ng/mL is an indication of 
persistent PCa cells. In such a case, further treatment will be 
salvage treatment



Artibani et al. Management of Biochemical Recurrence after 
Primary Curative Treatment for Prostate Cancer: A Review 2017

Risk factors



• BCR within first 6 months from RP local metastasis
• Short PSA-DT early clinical recurrence

• Short PSA-DT (<3 mo)
• Seminal vesicle invasion
• BCR within 3 yrs
• pGleason score 8-10

PCa-specific mortality



Question Time 3

Are we based only on PSA or is an      
in-depth imaging study necessary?



EAU Guidelines, 2018



LOCAL RECURRENCE

SYSTEMIC RECURRENCE

• Bone scan
• CT

• PET scans using agents such as choline, acetate or prostate-specific membrane 
antigen (PSMA)

• Whole body diffusion-weighted (MRI) 
• Spinal MRI
• Lymph node MRI

Low sensitivity for detecting local recurrence or 
lymph node metastases after RP

Better sensitivity and
specificity for detecting
bone metastases but with
high cost

MRI Improve detection of bone metastases
in patients with highrisk PCa but little is
known about this technique in the context of
BCR after RP or RT

Artibani et al. Urol Int A Review 2017



In men with PSA-only relapse after RP, the probability of a positive
bone scan is < 5%, when the PSA level is < 7 ng/mL.

Only 11-14% of patients with BCR after RP have a positive CT. In a series
of 132 men with BCR after RP, the mean PSA level and PSA velocity
associated with a positive CT was 27.4 ng/mL and 1.8 ng/mL/month,
respectively.



• PSMA PET/CT seems substantially more sensitive than choline PET/CT,
especially for PSA levels < 1 ng/mL.

• In a prospective multicentre study of 323 patients with BCR, PSMA
PET/CT changed the management intent in 62% of patients as
compared to conventional staging.

• PSMA PET/CT might stratify men into a group with high response
(negative findings or recurrence confined to prostate) and poor
response (positive nodes or distant disease) to salvage RT.

PSMA PET -TC

EAU Guidelines, 2018



Whole-body and axial MRI

Little is known regarding the accuracy of whole-body or axial MRI in
patients with BCR after RP or RT. Therefore, the role of these
techniques in detecting occult bone or LN metastases in the case of
BCR remains to be assessed.

EAU Guidelines, 2018



Question Time 4

How is the BCR managed?



EAU Guidelines, 2018



Artibani et al. Urol Int Review 2017



Observation

AFTER- RP
Observation until the development of clinically evident metastatic
disease may represent a viable option for patients with low-risk
features (PSA-DT > 12 months, time to BCR > 3 years, GS ≤ 7 and
stage ≤ T3a) or unfit patients with a life expectancy less than ten
years and/or are unwilling to undergo salvage treatment.

AFTER – RT
For patients experiencing BCR post-RP, observation is appropriate
for those with signs of only local recurrence (e.g., late BCR and a
slow PSA rise) who do not wish to undergo second-line curative
options.



Artibani et al. Urol Int Review 2017



EAU Guidelines, 2018



The largest retrospective case-matching study to evaluate ART vs. early SRT
included pT3N0 R0/R1 patients only (ADT was excluded)

Two and five years after surgery, biochemically no evidence of disease (bNED) rates
were 91% and 78% for ART vs. 93% and 82% after salvage RT, respectively.

Subgroup analyses did not yield significant differences for the two approaches.
The results were confirmed for metastasis-free and OS.

It was concluded that early salvage RT does not impair PCa control, but clearly 
helps to reduce over-treatment, which is a major issue in both ART and in SRT

SRT AFTER RP vs ART

Briganti, A., et al.. Eur Urol, 2012.



Pooled data from 1.566 pts with pT2N0M0/R1 or pT3N0M0/R0-1

Post-RP ART or ESRT at 10 academic medical centers

January 1987 – December 2013

JAMA Oncology, 2018



JAMA Oncology, 2018



JAMA Oncology, 2018



• ART compared with ESRT was associated with reduced biochemical recurrence,
DM, and death for patients with prostate cancer with adverse pathological
features (T3 disease and/or positive margins).

• The current use of ART in high-risk patients is less than 10%. Our findings suggest
that a greater proportion of such men may benefit from ART, especially those for
whom the estimated risk of post prostatectomy recurrence is greater than 50%.



• The optimal SRT dose has not been well defined. It should be at least 66 Gy to the
prostatic fossa

• USA Guideline Panel regarded 64-65 Gy as the minimum dose that should be
delivered post RP

However, more recent data suggest that higher total doses can achieve higher rates
of biochemical control at three to five years

Relapse-free survival decreased by 2.4% per 0.1 ng/mL PSA and improved by 
2.6% per Gy, suggesting that a treatment dose above 70 Gy should be 

administered at the lowest possible PSA level



Artibani et al. Urol Int Review 2017





EAU Guidelines, 2018

also six months treatment 
with GnRH analogue can 
improve five-year PFS 
significantly

CSS and OS benefits for 
adding two years of 
bicalutamide
to SRT.

Concomitant administration of ADT to 
postoperative RT



Artibani et al. Urol Int Review 2017



EAU Guidelines, 2018



In conclusion, in this study, the application of flutamide as adjuvant treatment to 
patients with locally advanced, lymph node-negative prostate cancer after radical 

prostatectomy only influenced tumor progression but not survival.

ADT

pN0



Salvage Androgen Deprivation

Factors that may favour ADT after RP include:

• a very high risk of clinical recurrence
• good recovery of continence
• long life expectancy
• the patient being anxious about the future or not being ready to 

accept the idea of sRT.

EAU Guidelines, 2018



• 98 pts who underwent RP + ePLND
• N+
• Randomized to ADT (LHRH agonist) vs Bilateral orchiectomy vs Observation

pN+





Immediate antiandrogen therapy after RP + ePLND improves survival and 
reduces the risk of recurrence in patients with node-positive prostate 

cancer.

Edward M. The New England Journal of Medicine, 1999



EAU Guidelines, 2018



• IAD, mainly in metastatic cases, can produce oncologic results similar (not
inferior, as defined by some trials) to those of continuous ADT

• The frequency of early side effects such as hot flushes or sexual
dysfunction significantly decreases in the IAD group when compared with
the continuous-treatment group

• Independent of international recommendations, IAD is a treatment option
used worldwide by urologists in particular and less by oncologists in clinical
practice



Question Time 5

Is there a role for "adjuvant surgery"?



Salvage radical 
prostatectomy

Only for patients with:
• Low comorbidity, 
• Life expectancy of at least ten years
• Pre-SRP PSA < 10 ng/mL
• Biopsy GS ≤ 7, 
• No LN involvement or evidence of distant metastatic disease pre-SRP
• Who’s initial clinical staging was T1 or T2

RP provides the greatest likelihood of local control, but is associated
with worse functional outcomes and an increased risk of Aes (e.g.,
urinary retention, urinary fistula, and fistula) compared with primary RP



Question Time 6

What are the future prospects?



Prostate cancer progression is a continuous process despite discrete 
clinical states having been defined to subclassify the disease for 

therapeutic interventions

APALUTAMIDE


	LA GESTIONE DELLA RECIDIVA BIOCHIMICA
	��Question Time 1��How do we define the BCR?
	Definition of Biochemical recurrence (BCR)
	Diapositiva numero 4
	Epidemiology
	Risk factors for relapse
	��Question Time 2��Is it a unique (simple) clinical scenario?
	Diapositiva numero 8
	Diapositiva numero 9
	Diapositiva numero 10
	Diapositiva numero 11
	Risk factors
	Diapositiva numero 13
	��Question Time 3��Are we based only on PSA or is an      in-depth imaging study necessary?
	Diapositiva numero 15
	Diapositiva numero 16
	Diapositiva numero 17
	PSMA PET -TC
	Whole-body and axial MRI
	��Question Time 4��How is the BCR managed?
	Diapositiva numero 21
	Diapositiva numero 22
	Observation
	Diapositiva numero 24
	Diapositiva numero 25
	SRT AFTER RP vs ART
	Diapositiva numero 27
	Diapositiva numero 28
	Diapositiva numero 29
	Diapositiva numero 30
	Diapositiva numero 31
	Diapositiva numero 32
	Diapositiva numero 33
	Concomitant administration of ADT to postoperative RT
	Diapositiva numero 35
	Diapositiva numero 36
	ADT
	Salvage Androgen Deprivation
	Diapositiva numero 39
	Diapositiva numero 40
	Diapositiva numero 41
	Diapositiva numero 42
	Diapositiva numero 43
	��Question Time 5��Is there a role for "adjuvant surgery"?
	Salvage radical prostatectomy
	��Question Time 6��What are the future prospects?
	Diapositiva numero 47

