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Metastasis-Free Survival
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Actuarial Likelihood of
Metastasis-Free Survival in
304 Men With Prostate-
Specific Antigen (PSA)
Elevation After Radical
Prostectomy.
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Actuarial Likelihood of Metastasis-Free Survival in
304 Men With Prostate-Specific (PSA) Antigen
Elevation After Radical Prostatectomy A, Based on
Gleason scores in the radical prostatectomy
specimen (P<.001).

Pound CR, Partin AW, Eisenberger MA, Chan DW, Pearson JD, Walsh PC:

Natural history of progression after PSA elevation after radical
prostatectomy JAMA 1999; 281:1591




The natural history of metastatic progression A" Stratification by Gleason sum
In men wrth prostate-specific antigen o

JUI recurrence after radical prostatectomy: 08

long-term follow-up

Emmanuel 3, Antonarakis, Zhaoyong Feng®, Bruce J, Trock®,
Elizabeth B, Humphreys®, kdichael A, Carducei, Alan W, Partin®,
Patrick C. Walsh® and hario A, Eisenberger
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Number at risk

Gleason score 4-6 88 26 6
Gleason score 7 239 85 29
Gleason score 8—10 123 28 7

B Stratification by PSA doubling time
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Years after PSA recurrence

Metastasis free survival

p < 0.0001

Mumber at risk 450 139 42

Years after PSA recurrence
Number at risk

PSADT <3 Month 46 0 0

The natural history of metastatic progression PADTS-9Month 10616 2

in men with PPOSTGTC-SPZCifiC anTigen PSADT 215 Month 212 86 30
recurrence after radical prostatectomy: Kaplan-Meier estimates of MFS,

long-term follow-up stratified by (a) pathological Gleason
sum and (b) PSA doubling time.




Biochemical Recurrence >3 Years After Surgery Pathological Gleason Score <7

All Patients

Pathalogical Gleason Score 8-10

0.25

Prostate Cancer-Specific Survival
Prostate Cancer-Specific Survival

0- : P<.001, Log Rank
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Time After Biochemical Recurrence, y . . .
N ) Time After Biochemical Recurrence, y
o. at Risk

All Patients 379 259 92 Mo. at Risk

Time From Surgery to Biochemical Recurrence, y Pathological Gleason Score
=3 135 96 30 =7 252 166
<3 244 163 62 =8 127

Fifteen-Year Actuarial Kaplan-Meier Prostate Fifteen-Year Actuarial Kaplan-Meier Prostate
Cancer-Specific Survival Curves by Time of Cancer-Specific Survival Curves by Gleason Score
Recurrence Biochemical recurrence stratified by Biochemical recurrence segregated by pathological
all comers vs early biochemical recurrence (within Gleason score among patients who experienced a

3 years following surgery) vs late biochemical biochemical recurrence.
recurrence (>3 years following surgery).

On multivariable analysis, pathological Gleason score (hazard ratio
[HR], 2.33; 95% (I, 1.38-3.95; P = .002), time from surgery to
biochemical recurrence (HR, 2.55; 95% CI, 1.15-5.62; P = .02), and
PSADT as a continuous variable (HR, 0.86; 95% CI, 0.81-0.91; P<.001)
were the only significant independent risk factors for time to
prostate cancer-specific mortality following biochemical recurrence.

Freedland SJ, Humphreys EB, Mangold LA, Eisenberger M, Dorey FJ, Walsh PC et al.
Risk of prostate cancer-specific mortality following biochemical recurrence after
radical prostatectomy. JAMA 2005; 294:433




EURDPEAN UROLOGY 51 [2007}i1175 1134

available at www . sciencedirect.com
journal homepage: www.eurcopeanurclogy com

European Association of Urology

Review — Prostate Cancer
Natural History of Biochemical Recurrence after Radical
Prostatectomy: Risk Assessment for Secondary Therapy

Matthew N. Simmons, Andrew J. Stephenson, Eric A. Klein*

Rising PSA after RP (PSA >0.4ng/ml x2) and
Negative Metastatic Evaluation
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It has been suggested that men with slowly progressing disease, even
though still at risk of systemic progression, may not benefit from
salvage radiotherapy because they have a low risk of development of
lethal PCa. Certainly, longer follow-up is needed to answer this question.
However, more data are required from prospective randomised trials.

Although patients with post-operative PSA recurrence often undergo
ADT before evidence of metastatic disease, the benefit of this
approach is uncertain.

Evidence from well-designed, prospective, randomised studies is needed
before the use of early hormonal therapy can be advocated in clinical
practice.




Radiation therapy after radical
prostatectomy: patience is a virtue |

KM Slawin, Rev Urol 2002
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18.6 Management of PSA failures after radiation therapy

In a recent review of the data of the Cancer of the Prostate Strategic
Urologic Research Endeavor (CaPSURE) comprising 2336 patients with
PCa, Grossfeld et al. (98) demonstrated that 92% of patients initially
irradiated received ADT for secondary treatment of PSA progression.
In the absence of salvage procedures, the mean time interval from
biochemical to clinical progression is approximately 3 years.
Therapeutic options in these patients are ADT or local procedures, such
as salvage RP, cryotherapy and interstitial radiation therapy
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18.6.1.1 Summary of salvage RP

In general, salvage RP should be considered only in patients with a low co-
morbidity, a life expectancy of at least 10 years, an organ-confined PCa < T2,
Gleason grade < 7, and pre-surgical PSA < 10 ng/mL. In all other patients, accurate
pre-surgical staging is not easily defined after radiation therapy, increasing the
risk not only for anterior and total extirpation procedures, but also for associated
complications and decreased long-term disease-specific survival.

18.6.2 Salvage cryosurgical ablation of the prostate (CSAP) for radiation failures
Salvage cryosurgery has been proposed as an alternative to salvage RP because it
has the potential to have less morbidity but equal efficacy. However, there have
only been a very few studies, with disappointing results.

18.6.3 Salvage brachytherapy for radiation failures

The experience with salvage brachytherapy for radiation failures is very limited.
In conclusion, freedom from biochemical failure after salvage iodine-125
implantation for locally recurrent Pca after radiotherapy is limited, and both
genitourinary and gastrointestinal toxicity occur frequently.

18.6.5 High-intensity focused ultrasound (HIFU)

The experience of HIFU for the treatment of locally recurrent PCa after
radiation therapy is limited to a few retrospective studies. Urinary incontinence
and the development of rectourethral fistula are the most significant
complications of salvage HIFU therapy




18.6.4 Observation

Patients with signs of local recurrence only (i.e. low-risk patients with
late recurrence and a slow PSA rise), who are not opting for second-line
curative options, are best managed by observation alone. A retrospective
cohort analysis of hormonal therapy versus watchful waiting (WW) in 248
men with PSA failure after radiotherapy showed no advantage for
hormonal therapy in the subgroup of men with a PSA DT of > 12 months
after radiotherapy. The 5-year metastasis-free survival rate was 88%

with hormonal therapy versus 92% with WW (p = 0.74)

(Pinover WH, Horwitz EM, Hanlon AL, et al. Validation of a treatment policy for
patients with prostate specific antigen failure after three-dimensional conformal
prostate radiation therapy. Cancer 2003 Feb;97(4):1127-33)




Bioxnuikn UTTOTPOTIN PETA OTTO
OPMOVIKO ATTOKAEITHO

Opiopog (EAU guidelines 2012):

Tablz 22 Definition of GRPG

Casirme s=nm kevek of testosteronz (testoserone = S0ngd/dL or = 1.7 rmmol'L)

corseci tverises of F2A, 1 '-l'nE'EI":EIFIEII't. r'_=-ul+.'r-;| i oo S0% Fores - vtz redr, withs P24 = 2




142  Deoflinition of nalapsing prostate cancer after castraion
Thee previoushy temn, hommone-refracto ]
differant patient cobors with significanthy differsnt redmn sureia Hines (Tablie 21).

It i loded

Tablk A : Estimnatad natural rean survival of patients with HEPS presanting with differe mt clincal

08 narios

Estimatad mean survival

20-3 rondhs

2-27 morhhis

G112 montes




: Mn I METAOTATIKOGIMeETAOTAT

I METAOTAT I KO: : | KOg:

: c: i ACUUTTTWUAT I :ZUUTT
Auénon PsA K 6¢ '

Avépioyovu(ég anoé/\slauég

Time (years)

- AbEnon ' :
EMi Piwo E Ymoxwpnon tns

e Voo o U
NMapeum Afnan rg




PSA: Promoting Stress and Anxiety




SPECIAL COMMUNICATION
CME ARTICLE

PSAdynia AND OTHER PSA-RELATED SYNDROMES:
A NEW EPIDEMIC—A CASE HISTORY AND TAXONOMY

LAURENCE H. KLOTZ

UROLOGY 50 (6), 1997

1. PSADYNIA [p-s-a-dineea]

A state of emotional or physical distress due to an
elevated prostate-specific antigen (PSA) level. This
condition usually occurs in the PSA-affected indi-
vidual (proband); however, it is highly contagious
and may infect his spouse or immediate family.
Frequently an entire extended family may suffer
from the condition, concurrently or asynchro-
nously. The acute phase is common and more eas-
ily treated; the chronic phase may persist for years.
It is often an exasperating condition for both the
affected individuals and the treating physician.
PSAdynia clearly has an adverse effect on quality of
life; some have suggested that longevity may be
affected, but this remains unproven.

There are two distinct subtypes of PSAdynia: (1)
PSAdyniaPIB (PSAdynia: Prostate Is Benign) and
(2) PSAdyniaCAP (PSAdynia: Cancer of the Pros-
tate). The taxonomy is further divided as follows:

1. PSAdyniaBiP (PSAdynia: Benign Prostate).

1.1
1.2
13

PSAdyniaBiP:0 (Biopsy pending)
PSAdyniaBiP:1 (1st biopsy negative)
PSAdyniaBiP:2 (2nd biopsy negative)

1.N PSAdyniaPIB:N (Nth biopsy negative)

. PSAdyniaCAP (PSAdynia: Cancer of the Pros-
tate). '

2.1

2.2

23

PSAdyniaCAP:WW (High PSA on a
watchful waiting protocol)
PSAdyniaCAP:XRT (Rising PSA after ra-
diation)

PSAdyniaCAP:RP (Rising PSA after
prostatectomy). The main distinguish-
ing feature of PSAdyniaCAP:RP is the
minimal level of PSA (ie, >0.0001 ng/
mL) which has been reported to induce
the clinical features of PSAdynia.
PSAdyniaCAP:AA (Rising PSA after an-
drogen ablation)




8. PSApic [p-sadic]

Restricted to health practitioners (particularly
urologists) who have an interest in prostate cancer.
A sense that the entire spectrum of intellectual de-
velopment in their field has been reduced to vari-
ous aspects of PSA. Case reports only to date; but
concerns exist that this may be the “tip of the ice-
berg.” Recommended treatment: Attendance at a
3-day seminar on urolithiasis or erectile dysfunc-
tion.

CONCLUSIONS

This condition has reached epidemic propor-
tions. Only a concerted effort by the scientific com-
munity to better understand the protean clinical
manifestations, natural history, and mode of con-
tagion of PSAdynia will lead to improved treatment
and quality of life.
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