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ORIGINAL ARTICLE

Screening and Prostate-Cancer Mortality
in a Randomized European Study

Fritz H. Schréder, M.D., Jonas Hugosson, M.D., Monique J. Roobol, Ph.D.,
Teuvo L-J. Tammela, M.D., Stefano Ciatto, M.D., Vera Nelen, M.D.,

CONCLUSIONS
PSA-based screening reduced the rate of death from prostate cancer by 20% but was
associated with a high risk of overdiagnosis. (Current Controlled Trials number,

ISRCTN49127736.)




mm Radical prostatectomy
Watchful waiting

MéTtpia/ZoBapn akpareia: 18% vs 2%
2TUTIKI duoAeiToupyia : 80% vs 45%
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Mo, a7 Risk

Radical prostatectomy 347 343 339 308 281 233 185 134
Watchful waiting 348 346 337 302 275 231 185 121

Figure 2. Cumulative Hazard Rate of Death from Prostate Cancer.

N Engl J Med. 2002, 347(11) 781-9 N Engl J Med. 2002, 347(11) 790-6
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Risk category Life expectancy Treatment recommendation

< 20 years active surveillance
Very low: Tlc; Gleason score < 6;

PSA < 10 ng/mL;

. . or
< 3 positive biopsy cores; .
< 50% cancer in each core; > 20 years radiotherapy (3DCRT/IMRT + IGRT or BT)
PSAD <0.15 ng/mL/g

RP * pelvic lymph node dissection

active surveillance

< 10 years active surveillance
active surveillance
Low: T1-T2a; Gleason score < 6; o]
PSA < 10 ng/mL > 10 years radiotherapy (3DCRT/IMRT + IGRT or BT)
or

RP % pelvic lymph node dissection

active surveillance
or

. e <10 years radiotherapy (3DCRT/IMRT + IGRT + BT boost) +
Tnzsr'lr'rzli- gleee;son score 7- short-term ADT (4-6 months)
R ’ radiotherapy (3DCRT/IMRT + IGRT #* BT boost) *
PSA = 10-20 ng/mL
short-term ADT (4-6 months)
> 10 years or
RP % pelvic lymph node dissection
If <5 years radiotherapy (3DCRT/IMRT + IGRT ) + long-term
and asymptomatic ADT (2-3 years)
High: and if complication or
: . . +
T3a; Gleason score 8-10; as hy.drone.phr.05|s radiotherapy (3DCRT/IMRT + IGRT + BT boost) +
or dissemination short-term ADT (4-6 months)
PSA > 20 ng/mL o
are expected within or
5 years RT or ADT RP + pelvic lymph node dissection

may be considered

radiotherapy (3DCRT/IMRT + IGRT ) + long-term
ADT (2-3 years)

or

radiotherapy (3DCRT/IMRT + IGRT + BT boost) +

If <5 vyears
and asymptomatic
and if complication

Very high: as hy‘drone.phr'05|s short-term ADT (4-6 months)
>T3b or dissemination or
are expected within . . .
5 years RT or ADT SrP + pelvic lymph node dissection

may be considered long-term ADT (2-3 years)
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MoAukevTplkn HEAETN:
2991 ocuveyopevol aoBevelc

CLINICAL INVESTIGATION Prostate

RADICAL PROSTATECTOMY, EXTERNAL BEAM RADIOTHERAPY <72 Gy,
EXTERNAL BEAM RADIOTHERAPY =72 Gy, PERMANENT SEED
IMPLANTATION, OR COMBINED SEEDS/EXTERNAL BEAM
RADIOTHERAPY FOR STAGE T1-T2 PROSTATE CANCER
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Table 3. Multivariate analvsis of factors predictive of bEFS

Factor

Risk

ratio

95% CI

All Cases

Treatment
RP
EBET <72
EBET =72
PI
COMB

T stage

1IPSA

bGS

AD

Year of therapy

All cases, excluding EBET

Treatment

RP

EBET =72 Gv

PI
COMB
T stage
1IPSA
bGS
AD
Year of therapy

=T

0.89
0.62
0.85
0.09

<0.0001
<0.0001

0.56
0.001

RV
1.83-2.73
0.78-1.50
0.76-1.21
0.76-1.54
0.99-1.25
1.01-1.01
1.23-1.44
0.91-1.44
0.84-0.92

RV
0.73-1.43
0.74-1.19
0.67-1.38
0.98-1.35
1.02-1.03
1.33-1.64
0.99-1.67
0.87-0.97




EmtiBiwon eAelBepn BLOXNULKAC UTTOTPOTING
ava katnyopia acBevouc

= <% EB <72Gy
- EB >72Gy
~ COMB
- RP




Radiation Doses by Modality
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|1daVIKOC...a00evNC

= ¢T1b-T2a NO MO
= Gleason score 6 1) 7 (3+4)
(o€ 1kavd ap1Buod Blowiwy)
= PSA <10 ng/ml
= < 50% Twv 1oTOTEMAXIDIWY: (+)
= \/rrp < 50 cm?
= |PSS <12

- “Standard” BepatreuTiki £mIAOYA O€ ETMIAEYUEVQ
TIEQIOTATIKA

Heidenreich et al, EAU Guidelines on PCA 2015:66






Comparative analysis of prostate-specific antigen
free survival outcomes for patients with low,
iIntermediate and high risk prostate cancer
treatment by radical therapy. Results from the
Prostate Cancer Results Study Group

» Meta-avaiuon 848 apBpwv (emmiAoyn amo 18000)
uetracu 2000- 2010

* Kpitnpia:
— EAayioTo follow up 5 €1n
— ENayioTo¢ apibudc aoBevwyv 100/karnyopia Kivduvou

— 20(NC 0PITUOC BIOXNMIKAC UTTOTPOTIAC

— KAIvIK kal raBoAoyoavaropikn atadiotoinon
Grimm P et al BJU Int. 2012 Feb;109 Suppl 1:22-9



ATToTEAEOUATA
» EmBiwan eAcUBepn BlroxnuIKAC UTTOTPOTIAG:

— KaAutepn yia 1n BXT oty opada yaunAou Kivouvou

— 2UyKpigiun yetacu BXT kair EBRT+BXT amnv opdda
eVOIAPETOU KIVOUVOU

— KaAutepn yia n BXT+EBRT (+/- CAB) ag aUykpian pe OAEC TIC
TommikeC Bepareiec (BXT, RP, EBRT) atnv ouada uynAou
KIvoUvou

Grimm P et al BJU Int. 2012 Feb;109 Suppl 1:22-9



CLINICAL INVESTIGATION

L}S-\'IC;\R BIOCHEMICAL RELAPSE FREE SURVIVAL IN CLINICAL STAGE
T1-T3 PROSTATE CANCER FOLLOWING COMBINED EXTERNAL BEAM
RADIOTHERAPY AND BRACHYTHERAPY: SEATTLE EXPERIENCE

Joun E. Syrvester, M.D..* Peter D. GrimM, D.O..* Joun C. BrLasko. M.D..*
JEREMY MiLLarR, MBCHB,' Peter F. Orio III, D.O.." ScorTt SkocLunp, B.A.*
RoBERT W. GALBREATH, PH.D..%" AND GREGORY MERRICK. M.D.*
*Seattle Prostate Institute, Seattle, WA: 'Department Radiation Oncology, Peter MacCallum Cancer Centre. Melboume. Australia;

Department Radiation Oncology. University of Washington, Seattle. WA: *Schiffler Cancer Center and Wheeling Jesuit
University. Wheeling, WV: "Ohio University Eastern, St. Clairsville, OH
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2.UyKpion MakpoXpOoviwyV ATTOTEAECUATWY

Table 4. Long-term outcomes

SPI-brachytherapy JHH-RP
(n = 223) (n = 240)

WU-RP
(n = 3ATE)

IPSA
04 16.1% 29%
4.1-10 31.8% 0%
10.1-20 30.5% 1'7%
20.6% 5%

=20
Clinical Clinical

195
63%
20%
Above

Path. GS

Gleason score
-6 65% G250

24.7% 3%
10.3% T%

Clinical Clinical

63%
3
T%

Clinical

15 years f?#‘i} 15 ].rears (66%)
0.4 {] 17) years 6.3 (1-17) years

1%

|0 years (68%)
5.4 (0-194) years

Lac*tu-m]r W- RP = Was]unglnn Um»‘ersm.' radical [:U'I:rst:atectmn]r LP'SA
antigen.

mmal pﬂ:rstate-spazlﬁc




2UYKpLon HeEBOOwWV

Watchful
wait/placebo

Pointing towards treatment with significant advantage
No significant difference

Number of studies reporting the outcome with
D’Amico surrogate (Low, Intermediate, High, Unclear)

Bold text indicates outcomes relevant to mortality

and/or disease progression

Wolff RF et

{unciear)+ 8

H)

bPFS, cPFS

3DCR/EBRT
(low) +HT

al Eur J Cancer. 201

IDCR/EBRT
(low)+ BT

" 3DCR/EBRT

(low)

\

yePFS (1L}

11

H]: bPFS, DSS |20

\ cPFS|1L
TmPFS (1L

IDCR/EBRT
{high)

Nov;51(16):2345-67




2TUTIKN AUCAgITOUpYId

Kal BpaxubBeparTreia




Radiotherapy and Oncology BB (2008) 121-126
www. thegreen journal.com

Prostate brachytherapy

Novel prostate brachytherapy technique: Improved dosimetric
and clinical outcome

Jenny P. Nobes®, Sara J. Khaksar, Maria A. Hawkins, Melanie J. Cunningham
Stephen E.M. Langley, Robert W. Laing

St. Luke's Cancer Centre, The Royal Surrey County Hospital, Guildford, UK

Table 4
Post-implant potency data at 12 and 24 months

Parameter Time post- Group 1, Group 2,
implant n =60 n =60
(months) classical novel

technique  tegchajgue

[IEF-5 score 12 65%
= 11/125 24 61.7%




EAU Guidelines

 Radiotherapy affects erectile function to a lesser
degree than surgery according to retrospective
surveys

of patients.

A recent meta-analysis has shown that the 1-year
rate of probability for maintaining erectile
function was 0.76 after brachytherapy, 0.60 after
brachytherapy + external irradiation, 0.55 after
external irradiation, 0.34 after nerve-sparing
radical prostatectomy, and 0.25 after standard
radical prostatectomy.



Newtepa dedopeva

e 237 avbpec vmeBAnOnoav o BpayuBeparmeia

e OMNot ehafav aywyn He TaAdaladiAn 2 popEC
v eBdopada peta tn PpayuBeparmela

IIEF > 11 ( otuon wavn ywa oe€ovaAikn  74% 72% (97% 1tng
Aeltoupyia) QPXLKNC Opadag

aoBevwv)

IIEF > 15 ( otuon wavn yia diteicdbuon) 62% 56% (90% tnC¢
QPXLKNC OpadaC
aoBevwv)

Pugh TJ et al, Brachytherapy. 2014 Sep 22.
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[ToocooTa akpaTtelac: AleBvnc BiBAloypagia

Harvard
University, MA,
USA

University of
Toronto, CA

Mount Sinai
Hospital, NY, USA

St Luke’s Cancer
Centre, Guildford,
UK

4% (BXT)-
6%(BXT+EBRT)

0.8%

0.7% xwpig TURP
6.2% pe TURP

1%

Sanda MG et al, N Engl J
Med. 2008 Mar
20;358(12):1250-61

Crook J et al, J Urol. 2012
Jan;179(1):141-5

Stone NN, Stock RG
Urology. 2013
Feb;69(2):338-42.

Voulgaris S et al, Prostate
Cancer Prostatic Dis.
2008;11(3):237-40




LUTS Kal

BpaxuBepartreia




Emocivwon LUTS peTa BpaxuBepartreia

« Méxpr kai 95% Twv aaBevwy Tapouaialouy
KAIVIKG anuavTikn (IPSS change>3) emdeivwaon
TOUC TTPWTOUC 6-9 unvec

« EmaTtpogn oTo baseline o€ 12 unvec:

Sanda MG et al, N Engl J Med.
2008 Mar 20;358(12):1250-61
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ExToun Auxeva KuoTewc

[Mpiv Meta



Long-term toxicity and quality of life up to 10 years after low-
dose rate brachytherapy for prostate cancer.

* 174 aoBeveic pe follow up 5-10 xpdvia

o LUTS:
AocOBeveic pe IPSS 0-7 mpo BXT
5% 0%
‘ Mild(IPSS 0-7)
31%
i Moderate(IPSS 8-
° 19)

m Severe(IPSS 20-35)

» KaAn n amodektr) QoL: 98% epwtnBEvTwy

Emara AM et al, BJU Int. 2012 Apr;109(7) 994-1000
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Second malignancies after radiotherapy for
prostate cancer: systematic review and meta-
analysis

* 3056 apBpa kol 21 TTOAUKEVTPLKEC LEAETEC

* MBavotnta deutepomabwy OYKWV PETA OO
e€wTtepLKN akTvoBoAia evavtl BpaxuBeparelag,
TPOCTATEKTOUNG Kol opadac EAEyxoU

e Auénuevn rBavotnta otnv opada tng EA yla
oykouc opBootypogitdouc ( 4,2%), opbou ( 1,2%)
Kol KUoTewc ( 3,8%)

 KAMIA gpdavion deutepona®wyv OYKwv oTnV
opada tnec PpaxuBeparneiog

Wallis et al, BMJ 2016:352:i851



Mnvupuata yia To oTTITI!

e H BpayuBepartreia ival yia KaAQ avekTr) eAayioTa
Trapeuparikn pICIkA Bepartreia yia TOV EVTIOTTIONEVO KAPKIVO
TOU TTPOCTATN

e OykoAoyIKQ ammoteAéouaTa oUyKpiaIua e PICIKNA
TTPOCTATEKTOMI KO ECWTEPIKI AKTIVOBOAiQ

e AueAntéa akpdreia oUupwv (<1%)

e Aiatipnon Tn¢ oTuTIKAC Asitoupyiac o1o 84% Twv aoBevwy
e N xwpic xpnon PDESI

® 2 UUTITWHATO OUPOTTOINTIKOU YOVO TTAPOOIKA KAl UE
ouvarotnta eAayioTtotoinang Toug epapuoloviac BNR



HINK CAREFULLY OF THE CONSEQUENCE
BEFORE CHOOSING YOUR THERAPY
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