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Tuxatlomoinon

2664 Patients with localized disease
were eligible

l

1643 Underwent randomization

|

545 Were assigned to active
monitoring

553 Were assigned to radical 545 Were assigned to
prostatectomy radical radiotherapy

l

l

|

482 Started assigned protocol 391 Underwent surgery within 405 Started assigned protocol
within 9 mo 9mo within 9 mo
37 Underwent surgery per trial 95 Underwent active monitoring 75 Underwent active monitoring
protocol per trial protocol per trial protocol
17 Received radiotherapy per trial 33 Received radiotherapy 41 Underwent surgery per trial
protocol per trial protocol protocol
2 Received brachytherapy 11 Received other treatment 11 Received other treatment
7 Did not start treatment 23 Did not start treatment 13 Did not start treatment
6 Were lost to follow-up 3 Were lost to follow-up 5 Were lost to follow-up

545 Were included in primary
analysis

553 Were included in primary 545 Were included in primary

analysis

analysis

Figure 1. Randomization, Treatment, and Follow-up.

Atotal of 88% of the men assigned to active monitoring, 71% of the men assigned to surgery, and 74% of men as-
signed to radiotherapy received the assigned treatment within 9 months after randomization. A total of 14 patients
were lost to follow-up for secondary outcomes, but data on deaths were captured for all participants.
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XvumeprErafe 1.643 aoBeveic
nAkiog 50-69 €T@v LE TomIKA
EVTOTIOULEVO KOPKIVO TPOGTATY
(o€ 6AOVG TOVC acOeveic elye
viver Ereyyog PSA mpo ¢
O1dyvmOGoNC)

545 ac0Oeveic vepANOnKav og
P1(IKY TpoGTATEKTOWUT, 545 o€
aktivofepaneio ko 545
aviipeTonicOnkayv pe Active

monitoring.
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Ta anoteAécpata mov HeAeTONKAY KOTA TNV OLAPKELDL TNG

10em)c mapakorovONoNC cuumeprelduavoy:

Ovntomtoe arxo CaP

2VVOAIKT ByntoTnTa

[T0G00TO EUEAVIONG LETAGTAGE®V
EZEMEN g vosov

Amotvyia e Oepameiog

Emumloxéc tnc Oepaneiog



Study power

* H peiém elye apyikad oyedroo0el Aaupavoviac voyn 0T N
Ovntomrta and CaP otnv oekaetia Oa givon 15%.

* Koatd v odpkela tng LEAETINC O OYEOLATNOG
TPOGAPUOcONKE LOY® VEDV 0E00UEVOV, VTOAOYILOVTOS TO

10606T0 Bvntotntog 6to 10%.

* Telkd 10 T0606TO GVTO NTOV KOVTA 6T0 1%, KOl TO!

amoteAEGuOT TNG LEAETNG PacicOnkay ce 17 novo Bavdartouc.
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Study cohort

210 GUVOAO TV 0cOeEVOV TOL GLUTEPLEAUPE 1| LEAETN:

. H péon tiun PSA ftav 4.6 ng/mL

76% ciyov vOco kKAtvikov ctaoiov T1

77% ciyov Gleason score 6



100+
Radiotherapy group

* Eivou onuovtiko vo

Surgery group

80

onuewbel 011 mepimov 10

60 Active-monitoring group

50% TtV acOsvav IOV

40+

avTILETOTIcONKE pE active

Patients Undergoing Radical
Intervention (%)

20
, | | | | | monitoring, claPe prlikn
0 2 - 6 8 10
Follow-up 1) Oepameio Katd TNV O10PKELDL
Figure 2. Kaplan-Meier Estimates of the Cumulative Probability of Under- ”
going Radical Intervention during the Follow-up Period, According to Treat- Tng LLS?\.S’CT]Q .

ment Group.

Radical intervention was defined as radical prostatectomy, per-protocol ra-
diotherapy, nonprotocol radiotherapy (including brachytherapy), or high-
intensity focused ultrasound therapy.
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Surgery

Amoteléo LLoTal

A Prostate-Cancer-Specific Survival

90+ 4
e LEAETNC
- * H 10et¢ Bymoipotta tov acbevov
T e (Prostate cancer specific and all cause
No. at Risk 1643 1628 1605 1575 1286 746
B Fresdom fom Diosse Progres mortality) fjtov Topopolo avedptnta
5 ,
gE ™ ¢ Oepameiog.
- * 204 acBeveic eppavicay eEEMEN VOGOL
0 2 S 8 ’ — 112 oto AS group
No. at Risk 1643 1601 1533 1467 1175 666
Figure 3. Kaplan—Meier Estimates of Prostate-Cancer-Specific Survival - 46 010 RP group

and Freedom from Disease Progression, According to Treatment Group.
Panel A shows the rate of prostate-cancer-specific survival. Prostate-can-

cer-specific deaths were those that were definitely or probably due to

prost:te cancer or its treatment, as determined b))'l an ’ipndepenydent cause- - 46 610 XBPT group <O°001)
of-death evaluation committee whose members were unaware of the treat-
ment assignments. Panel B shows the rate of freedom from disease pro-
gression. Clinical progression of prostate cancer included metastasis and
death due to prostate cancer or its treatment.
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Table 1. Prostate-Cancer Mortality, Incidence of Clinical Progression and Metastatic Disease, and All-Cause Mortality, According to
Randomized Treatment Group.

Active Monitoring ~ Surgery Radiotherapy
Variable (N=545) (N=553) (N=545) P Value*
Prostate-cancer mortality
Total person-yr in follow-up 5393 5422 5339
No. of deaths due to prostate cancerf 8 5 4
Prostate-cancer-specific survival — % (95% CI)
AtSyr 99.4 (98.3-99.3) 100 100
At10yr 98.8(97.4-99.5) 99.0(97.2-99.6) 9.6 (98.4-99.9)
Prostate-cancer deaths per 1000 person-yr (95% Cl){ 1.5(0.7-3.0) 0.9 (0.4-2.2) 0.7 (0.3-2.0) 0.48
Incidence of clinical progressiony;
Person-yr of follow-up free of clinical progression 4893 5174 5138
No. of men with clinical progression 112 46 46
Clinical progression per 1000 person-yr (95% Cl) 22.9(19.0-27.5)  89(6.7-119) 9.0 (6.7-12.0) <0.001

Incidence of metastatic disease

0.004
All-cause mortality
Total person-yr in follow-up 5393 5422 5339
No. of deaths due to any cause 59 55 55
All-cause deaths per 1000 person-yr (95% Cl) 109 (8.5-141)  10.1(7.8-13.2)  10.3 (7.9-13.4) 0.87
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XNUOVTIKO givon vo
onuelwbet 011 o1
acOeveic vio active
monitoring
EULPAVICOV TEPITOV
OUTAAG10 TOGOOTO
LETOOTACEMV OTTO
TOVC 0.o0eveic oV
vrefAnOnocav ce

Pk Bepameia.
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2 VUTEPAUCLLOL

H perén ProtecT, av ko glval eviummoiakr), oyeotdodnke
npo 20etiag ko eivon underpowered yia va kotadei&et edv
KAmola, Oepameio VIEPTEPEL GTNV AVIIUETMOTLOT) TOV TOTIKA,

evromouEvov CaP.

KatéoeiEe opme ot n priikn Oepameia (axtivodepameio N
PLUIKN TPOGTATEKTOUTN) UTOPEL VO HELMGEL TNV TTBavOoTTO

e€EMENG TGS vOoOoU.
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Patient-Reported Outcomes after Monitoring,
Surgery, or Radiotherapy for Prostate Cancer

J.L. Donovan, F.C. Hamdy, J.A. Lane, M. Mason, C. Metcalfe, E. Walsh,
J).M. Blazeby, T.). Peters, P. Holding, S. Bonnington, T. Lennon, L. Bradshaw,
D. Cooper, P. Herbert, |. Howson, A. Jones, N. Lyons, E. Salter, P. Thompson,
S. Tidball, J. Blaikie, C. Gray, P. Bollina, ). Catto, A. Doble, A. Doherty, D. Gillatt,
R. Kockelbergh, H. Kynaston, A. Paul, P. Powell, S. Prescott, D.J. Rosario, E. Rowe,
M. Davis, E.L. Turner, R.M. Martin, and D.E. Neal, for the ProtecT Study Group*
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ProtecT Trial (1I)

€ 6uvod0 apBpo oto NEIM,
onuoacteEvdnkay to
OMOTEAECLOTO TNG LEAETNG OGO
aAVaQOPA TOV UVTIKTVTO TOV
TPLOV Ogpamer®v otV TO10TN T

Cong (QoL) tv acBevmv.
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Table 1. Patient-Reported Outcome Measure Domains, Scores, and Items.*

Domain A: Urinary function and effect on quality of life
Incontinence

Assessment score: ICIQ* score

Key item: EPICY pad-use item

Effect on quality of life: ICIQ interference with quality of life item
Lower urinary tract symptoms

Assessment scores: ICSmaleSF* voiding score, EPIC urinary summary
score

Key item: ICSmaleSF nocturia

Effect on quality of life: ICSmaleSF effect of urinary symptoms on quality
of life item

Domain B: Sexual function and effect on quality of life
Erectile dysfunction
Key item: EPIC item on erections firm enough for intercourse
Effect on quality of life: EPIC problem with erectile dysfunction item
Overall sexual function

Assessment scores: EPIC sexual function subscale score, EPIC sexual
bother subscale score

Effect on quality of life: EPIC impact of sexual dysfunction item
Domain C: Bowel function and effect on quality of life

Assessment scores: EPIC bowel function subscale score, EPIC bowel
bother subscale score

Key items: EPIC items on loose stools, fecal incontinence, bloody stools
Effect on quality of life: EPIC impact of bowel habits item

Domain D: Health-related quality of life
General health status: SF-12 physical health and mental health®

HADS percentage of potentially significant clinical cases of anxiety and
depression?

Cancer-related quality of life: EORTC QLQ-C30

?ﬁ: Skolarikos A. Athens Medical School

['a v a&loAdynon ¢ enidpacns Twv
Oepanmeiwv otnv QoL tov acbevav, ot

GUYYPOPEIC ¥PNCIUOTOINGAY TO EENC
alrohoynuéva epatnuatoroyio (Patient-

reported outcomes measures | PROMs):

International Consultation on Incontinence Questionnaire (ICIQ)
Expanded Prostate Cancer Index Composite (EPIC) instrument

International Continence Society Male Short-Form (ICSmaleSF)
questionnaire

Medical Outcomes Study 12-Item Short-Form General Health
Survey (SF-12)

Hospital Anxiety and Depression Scale (HADS)

European Organization for Research and Treatment of Cancer
Quality-of-Life Questionnaire—Core 30 module (EORTC QLQ-
C30)
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* H ctatiotikn avdivon tov amoteAecuatov meplerafe 4

ETLUEPOVC VTTOKATNYOPLEC:

1. Urinary function
2. Sexual function
3. Bowel function

4. Health-related quality of life
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Urinary function

Avopevoueva, n Pkt TPOGTUTEKTOUN
elye TOV LEYOADTEPO AVTIKTLTO OTN

eykpatela, ovpov (p<0,001).

Méypt 10 6° £T0g TOpaKoAoVONoNG
YPNOLUOTOLOVO UV TAVES
— 17% 10v acBevav mov vrefAndncav ce PII

— 8% o1o active monitoring group

— 4% oto group akTivofepaneiog.
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Figure 2. Outcomes for Sexual Function and Effect on Quality of Life.

Shown are the effects of the treatments on sexual function (including erectile dysfunction) and quality of life. Panel A
shows the percentage of men reporting erections firm enough for intercourse. In Panel B, the percentages are for
men who reported a moderate-to-severe problem with erectile dysfunction. The EPIC sexual function scores, shown
in Panel C, range from 0 to 100. The EPIC sexual bother scores, shown in Panel D, range from 0 to 100. In Panel E,
the percentages are for men who reported a moderate-to-severe effect on sexual quality of life. The P values show
the strength of evidence for a difference in mean response over 6 years of follow-up across the three groups, with

P values of 0.01 or lower indicating strong evidence of a difference. I bars represent 95% confidence intervals.
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exual function

* X210 TPOTU 6 YPOVIa TNC
LEAETNG, 1] CECOVOAIKT)
AElTOLPYIO NTOV
TEPLGGOTENPO EMNPEACUEVY
oToV¢ aicbeveic mov
vrefAnOnoay ce

rerpovpysio (p<0.001)
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Figure 3. Outcomes for Bowel Function and Effect on Quality of Life.
Shown are the effects of the treatments on bowel function and quality of life. In Panel A, the EPIC bowel function
scores range from 0 to 100. In Panel B, the EPIC bowel bother scores range from 0 to 100. In Panel C, the percent-
ages are for men who reported having loose stools half the time or more. In Panel D, the percentages are for men
who reported having fecal incontinence at least once per week. In Panel E, the percentages are for men who report-
ed having bloody stools half the time or more. In Panel F, the percentages are for men who reported a moderate-
to-severe negative effect on bowel habits. The P values show the strength of evidence for a difference in mean re-
sponse over 6 years of follow-up across the three groups, with P values of 0.01 or lower indicating strong evidence
of a difference. I bars represent 95% confidence intervals.
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Figure 4. Outcomes for Health-Related Quality of Life. Tnv GUYKngl Mévn

Shown are the effects of the treatments on health-related quality of life. Medical Outcomes Study 12-Item Short-
Form General Health Survey (SF-12) physical health scores (Panel A) and mental health scores (Panel B) range from
0 to 100. “Possible case” indicates the percentages of patients, who were assessed with the use of the Hospital Anx- -
iety and Depression Scale (HADS), with scores suggesting clinically significant cases of anxiety (Panel C) and de-

pression (Panel D). The P values show the strength of evidence for a difference in mean response over 6 years of Katn’yo pla .
follow-up across the three groups, with P values of 0.01 or lower indicating strong evidence of a difference. I bars
represent 95% confidence intervals.
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Urinary Urinary | Urinary Urinary Sexual Sexual Sexual Bowel Bowel Bowel
Active monitoring | incontinence | summary | bother | obstruction-| summary function bother | summary | function bother
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P Urinary Urinary Bowel Bowel Bowel
n , bother | obstruction - summary | function bother
TUPOGTATEKTON irritative
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* 401 acBeveic mov eiyov amokielcOel amd TV

Mortality Among Men with Advanced Prostate Cancer nggtn ProtecT )\.O’Y(x) TOTIKO EKTETANEVOV
Excluded from the ProtecT Trial

1 petoototikov CaP cuyikpidnkav pe 401

Thomas J. Johnston ", Greg L. Shaw “*, Alastair D. Lamb "', Deepak Parashar®,

David Greenberg®, Tengbin Xiong®, Alison L. Edwards®, Vincent Gnanapragasam®, , , , ,
Peter Holding®, Phillipa Herbert°, Michael Davis’, Elizabeth Mizielinsk’, J. Athene Lane’, acegvglg HLE TTOPOOL0L YOPOUKTNPLOTIKA OTTO
Jon Oxley®, Mary Robinson", Malcolm Mason', John Staffurth’, Prasad Bollina’, James Catto*,

Andrew Doble', Alan Doherty™, David Gillatt", Roger Kockelbergh®, Howard Kynaston?”,

Steve Prescott?, Alan Paul®, Philip Powell”, Derek Rosario*, Edward Rowe", TO UK An gha C ancer Network ( ACN) 'Yl(l
Jenny L. Donovan’, Freddie C. Hamdy ', David E. Neal ",

for the ProtecT study group® , , i ,
* Academic Urology Group, University of Cambridge, Cambridge, UK; ® Cancer Research UK Cambridge Institute, Li Ka Shing Centre, Cambridge, UK; © Statistics Hl(x. IJ/S Gn ﬂ:gplo 8 0 ﬂ:ap (11(0)\«01) en Gn g 7,4 STTI .

and Epidemiology Unit & Cancer Research Centre, University of Warwick, Coventry, UK;  National Cancer Registration Service - Eastern Office, Public Health
England, Cambridge, UK; * Nuffield Department of Surgical Sciences, University of Oxford, Oxford, UK; *School of Social and Community Medicine, University
of Bristol, Bristol, UK; * Department of Cellular Pathology, North Bristal NHS Trust, Bristol, UK; " Department of Cellular Pathology, Royal Victoria Infimary,

Newcastle-upon-Tyne, UK; * Division of Cancer and Genetics, School of Medicine, Cardiff University, Cardiff, UK; * Department of Urology and Surgery, ° ’O}\‘ O 4 s O 4 14
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ol oot sgon e, K Vv ProtecT giyav vropin0ei og PSA
screening, evo 10 T0GOGTO TOV acHevav
and 10 ACN mov eiyav AdPet PSA screening

Nrav wwitepo younio (8—13%). N
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(A) 1004 — ProtecT cases
x — ACN controls
g
E
g 50
=]
n
HR 0.55 (95% CI 0.38-0.83)
0 Log-rank test, p = 0.0037
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Fig. 3 - Kaplan-Meier plots of (A) prostate cancer-specific survival and
(B) overall survival among matched ProtecT cases and Anglia Cancer
Network (ACN) controls. By the end of the study, 37 matched cases (9%)
and 64 controls (16%) died from prostate cancer. Death from all causes
occurred in 89 cases (22%) and 103 controls (26%). HR = hazard ratio;

(I = confidence interval.
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O1 gpevvnrég mapatnpnoayv 45%
UKpOTEPO T0c00TO Bavatmv and CaP

otov¢ acfeveic mov elyav amopprpbel
and tnv ProtecT (HR 0.55, 95% CI
0.38-0.83; p =0.0037).

Aev mapoatnpnnke OU®S GTATIOTIKA,
OTLLOVTIKT OL0LPOPA GTNV GUVOALKT)
Ovntotnra avapesa ota 2 ykpouvr (HR

0.83; 95% CI1 0.63—1.1; p = 0.19).
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Av ka1 n ProtecT ogv oyeoracOnke yio vo emiveel thy
avtutapdeon yio 1o PSA screening, 1o amoTeAECLOTA OVTA

QULIVETOL VO EDVOOLV TNV UTOTEAEGUOTIKOTITO TOV.

H avtimapdBeon avt eAnilovpue va emAvdei 1o 2017, ondte
Ko avopévovton ta amoteréopata e perétng Cluster. H
GUYKEKPIUEVT] LEAETT £YEL O] GLUTEPIAAPEL HEYUAVTEPO
apOpo aclevav and ocouc eiyav n PLCO xoirn ERSPC
nodl.



Robot-assisted laparoscopic prostatectomy versusopen (@) ®
radical retropubic prostatectomy: early outcomes from
arandomised controlled phase 3 study

THE LANCET

Volume 376 - Number734 - Pages 1-68 - July 3-9, 2010 wrw.thelancet.com

John W Yaxley, Geoffrey D Coughlin, Suzanne K Chambers, Stefano Occhipinti, Hema Samaratunga, Leah Zajdlewicz, Nigel Dunglison, Rob Carter,
Scott Williams, Diane | Payton, Joanna Perry-Keene, Martin F Lavin, Robert A Gardiner

e Al Lo TOAVOVAUEVOUEVT] TUYCLOTOLUEVT] REAETT, 1] TPOTN
TOLYKOGULMG, 1] OO0l GUVEKPIVE TO OTOTEAEGLLOTOL POUTTOTIKTC KOLL

AVOIKTNC PILIKTC TPOGTUTEKTOUNG Y10, Lo TEPiodo 12 gfoondomv.

* IlpayuatomomOnke anod 1o 2010-2014, oe 1 k€vipo tnc Avotpaiiog
(Royal Brisbane & Women’s Hospital).
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334 baseline interview
329 completed
5 not completed

'

’ 326 randomised*

|

.

163 assigned to radical

retropubic prostatectomy

163 baseline questionnaire
154 completed
9 not completed

12 withdrew after randomisation
3 private robotic surgery
3cardiac issues
1BMI>40

Fpl  1PSAs20g/mL

1lymphoma diagnosis

1anaesthetic issues
1 mesh from hernia repair

1changed mind about having surgery

Y

151 proceeded to surgery

.

6 weeks post-surgery questionnaire

139 completed
12 not completed

1 withdrew because didn’t want to
complete SAQs

Y

12 weeks post-surgery questionnaire

121 completed
29 not completed

!

163 assigned to robot-assisted

laparoscopic prostatectomy

163 baseline questionnaire
156 completed
7 not completed

6 withdrew after randomisation
1extensive disease
2private robot
1religious beliefs

¥ 1PSA>20ng/mL

1extensive head injuries

A 4

’ 157 proceeded to surgery

.

6 weeks post-surgery questionnaire

137 completed
20 not completed

A 4

12 weeks post-surgery questionnaire

131 completed
26 not completed

e YvumepreraPe 326 acOevelc
nAkioc 40-70 etov ue
TOTIIK(, EVIOTIGUEVO

KOPKIVO TPOGTATY).

e Telkd, 151 acOeveic

veANOncayv e avorkT
PLIKN TPOCTATEKTOUN KO

157 o€ popmotikn.
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* Olo o avolKTA YEWPOLPYELX EYIVAYV ATTO TOV 1010
YEPOVPYO (0 OTTOL0C ELYE TPAYUATOTOINGEL TAV® ATTO
1500 avorkTég PLOKEC TPOOTATEKTOUES TPV TNV EVOPEN
MG HEAETNG).

* Opoimg, OAEC 01 POUTOTIKEC TPOGTATEKTOLEG
wpoypatomomOnkay and Evav yeipovpyo (0 omolog eiye
wpayuatomoncel 200 popumoTiKES PrlkeC

TPOCTATEKTOUES TTPLV TNV EVOPEN TNG UEAETNG).
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Ta amoteAéouata mov peAetnOnkov coumepreAdupovoy:

Urinary and sexual function

Ovykoloyikd amoteléouota (OsTiKd YEPOLPYIKA Oplal Ko Bloynuikn

VITOTPOTN)

‘Evtaon MTX novov

Physical and mental functioning
Bowel function

Cancer specific distress
Psychological distress

Xpovocg emoTPoPNC TOL achevolc otV epyacia



Range Baseline 6weeks 12 weeks
Radical retropubic Robot-assisted  pvalue  Radical retropubic Robot-assisted ~ pvalue  Radical retropubic ~ Robot-assisted  pvalue
prostatectomy  laparoscopic prostatectomy  laparoscopic prostatectomy laparoscopic
(n=152) prostatectomy (n=136) prostatectomy (n=119) prostatectomy
(n=153) (n=131) (n=129)
Primary
Urinary function
EPIC—urinarydomain ~ 0-100 8879 8850 083 74:50 7110 009 8380 8250 .
(8674-9085)  (86:59-90-40) (277-1117) (6822-73.95) (81:33-86.17) (8023-8486)
Sexual function
EPIC—sexual domain 0-100 5980 63.05 0-25 3070 3270 045 3500 3890
(5566-6392)  (5932-6678) (27183421) (2867-3679) (30-94-39.06) (3483-42.96)
Domain-specific 075 4396 4665 030 B75 2563 038 2756 3014 031
QoL—IEF total (4035-4758)  (43.07-5023) (1032647)  (2235-28.92) (2430-3081) (2646-3081)
Secondary
Health-related QoL (SF36)
Physical functioning 0-100 5929 5977 052 51.96 5370 003 5939 59.57 081
(5817-60-41)  (58.79-6075) (50.71-53:20) (5270-5470) (5839-6039) (58:51-60-63)
Mental functioning 0-100 4557 4734 017 458 4799 013 4745 4952 097
(B71-4743)  (4561-4907) (4372-4794) (46194979 (45:49-49-41) (4782-51.21)
EPIC—bowel domain 0-100 9370 9410 072 9230 9140 043 9370 94:50
(9223-9521)  (9274-9541) (9082-9382)  (89-66-9314) (91-80-9554) (93:32-9564) .
RIES* 0-88 1492 1265 016 865 671 015 647 430 006
(12:52-17-33) (10-52-1479) (6:52-1079) (519-823) (465-829) (291-5:69)
HADSt 0-42 835 782 049 685 616 039 703 526 0-04%
(7-25-9-46) (676-8:87) (5:66-8.04) (5107-22) (578-8-28) (416-6:36)
Dataare M (95% CI) or n (%). Higher indicate b ioning on all scales. Numb ithin plus or minus 3. EPICsExpanded Prostate Cancer Index Composite. QoLsquality of lfe. IIEF=International
Index of Erectile Function. SF36=Short Form 36. RIES=Revised of Events Scale. HADS=Hospital Anxiety and Depression Scale. *The RIES anal; dafter log ing the d:

N £ cant dift dbe

g baseline, 6 weeks, or 12 weeks. fThe HADS anal dafterlog h
12 weeks (log transformed means: 351 for radical retropubic prostatectomy vs 2:30 for robot-assisted laparoscopic prostatectomy, p=0.03). The effect
differences between groups at baseline or 6 weeks.

data. There was a significant difference between groups at
"

size ll (Cohe

n'sd=0.27).Ther

g

e . b

7 surgery type

Table 2: Primary and dary across

Skolarikos A. Athens Medical School

* H peAémn oev avéodeiEe
KOO GTOTIOTIKT] O10.pOPdL
GTNV 6EEOVUALKY
AsrTovpyia, TNV Asttovpyio
TOU OVPOTOLNTIKOV KO TV
EVTEPIKN AetTOLpYYin
LETAED TV 2 TUTT®V

YELPOVPYELOV.
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Total (n=308) Radical Robot-assisted  pvalue
retropubic laparoscopic
prostatectomy  prostatectomy

(n=151) (n=157)

(Continued from previous page)

Lymphovascular involvement 021
None 234(76%) 110(73%) 124(79%)

Present 74 (24%) 41(27%) 33(21%)

Perineural involvementt 037 ¥ &
sy e mew * Agv umnpée GTATIOTIKA
Present 255(93%) 121(95%) 134 (92%) -

Surgical margins 021
Negative 270(88%) 136/(90%) 134 (85%) - 4 7
g s w0 - OTLLOVTIKT) Ol pOpPAl GTO

T 8(3%) 3(2%) 5(3%) -
213 30 (10%) 12(8%) 18 (11%)

S TOC00TO TOV OETIKOV

Present and negative 67(22%) 32(21%) 35(22%)

Present and positive 29(9%) 15 (10%) 14(9%) - y y
YELPOVPYIKAV OPimV.

Not performed 196 (64%) 98 (65%) 98 (62%) -

Performed, -ve 103(33%) 50 (33%) 53(34%)

Performed, +ve 9(3%) 3(2%) 6 (4%)
Lymph node yield 0-0004

Mean (SD) 492(848) 326 (545) 6:50(1038)

+ve 9(3%) 2(1%) 7(4%)

Dataare mean (SD), n (%), or number of patients, number of complications (%). PSA=prostate specific antigen.
PLND=positive lymph node dissection. *The recovery time analyses were repeated after log transforming the data, which
yielded a significant difference between the groups in min in recovery (transformed means: 96-42 for radical retropubic
prostatectomy and 112-86 for robot-assisted laparoscopic prostatectomy). Although this difference was significant it was
not judged to be of clinical importance. tNumbers of postoperati plication grade are not additive because patients
experienced more than one complication: 274 in total had perineural invol 128 in the radical retropubi
prostatectomy group and 146 in the robot-assisted laparoscopic prostatectomy group; all other numbers are within plus or

minus 10 depending on the amount of missing data. Differences are between groups within each timepoint for all p values.

Table 3: Perioperative outcomes, postoperative complications, and pathological characteristics by
surgery type

tﬁ;} Skolarikos A. Athens Medical School
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%4h 1week 6weeks

12weeks

Radical Robot-assisted pvalue  Radical Robot-assisted pvalue  Radical Robot-assisted pvalue

Radical Robot-assisted  pvalue

retropubic  laparoscopic retropubic  laparoscopic retropubic  laparoscopic retropubic  laparoscopic
prostatectomy  prostatectomy prostatectomy  prostatectomy prostatectomy  prostatectomy prostatectomy  prostatectomy
(n=148) (n=155) (n=144) (n=152) (n=136) (n=138) (n=120) (n=130)

Painatrest 302 301 097 198 174 021 078 082 079 048 039 054
(269335)  (27033) (171224)  (147-201) (056-099)  (055-110) (029-066)  (021-058)

Painduring 583 460 <0:0001 319 251 0002 107 097 055 061 055 070

adivties  (544-623)  (425495) (291:348) (219282 (084131)  (073-121) (038-083) (03307

Worstpain 645 530 <0:0001 350 23] <00001 088 072 0y 048 049 096
(608-681)  (492-568) (1238)  (01273) (062113)  (049-0%) (025072)  (026-072)

Data are M (95% C1). Higher scores indicate more pain, measured on a scale from 0 “no pain” to 10 *most intense pain”. Differences are b groups within each timepoint for allp values. Numbers are within

plusor minus 2 depending on theamount of missing data.

Table 4: Pain ratings across timepoints and by surgery type

\ Skolarikos A. Athens Medical School

Koo oropopd otov MTX

TOVO.

* Ouoimg, ogv mapatnpnnke
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Total (n=308) Radical Robot-assisted  pvalue
retropubic laparoscopic
prostatectomy  prostatectomy
(n=151) (n=157)
Perioperative outcomes
Operative duration 7 7
Surgery, min 217.97(4763)  23434(3707)  20203(5136) 0, O 1« MOV 8 g 6 la(P 0 p 8 g 7[ OD
Recovery, min* 10754(11164)  107-12(14663)  107.94 (61:18) 095
Operating room, min 26300(4979)  28037(3636)  24608(5512)
Intraoperative adverse event 15(5%) 12(8%) 3(2%) 002
Estimatedtotalblood loss,mL. 88654 (64562) 133814 (59147) 44374(29429) [ <0001 | 2 4
Blood transfusions nap aTn pn en K(X«V a(po pODGaV
Non-autologous 0 0 0 B
intraoperative
Nnr:aulol?gous 7(2%) 6 (4%) 1(1%) 012 4 f
ostoperative
A:mi\(::lu intensive care unit 018 TOV X(c,lp Ol) pleO Xp OVO ) Tnv
Planned 6(2%) 3(1%) 3(2%) .
Unplanned 5(2%) 5(3%) 0
Readmission 20(7%) 12(8%) 8(5%) 032 rd r
Indwelling catheter, days 831(347) 842(328) 821(364) 059 ;\/
Length of hospital stay, days 239(230) 327(149) 155 (261) - an (’) Sl‘a al u aT O g Kal T OV
Postoperative complicationst 20,24 (6%) 14,17(9%) 6,7(4%)
Grade| 10,10 (3%) 6,6(4%) 4,4(3%) B
Grade l 5,6(2%) 3,4(2%) 2,2(1%) - r L4
o m LPOVO VOGN AELDG.
Grade lib 3,3(1%) 3,3(2%) 0,0 .
Grade IVa 2,2(<1%) 2,2(<1%) 0,0
Pathological characteristics
Preoperative PSA, ng/mL 749 (4.08) 757 (4:07) 7:41(410) 077 I/ 14 /4 /4
* Okeg o1 dopopég Ntav vep
6 £3(16%) 20(15%) 23(18%) .
7(3+4) 126 (48%) 68 (50%) 58(45%)
7443) 53(20%) 24(18%) 29(22%) “ o
8 21(8%) 9(7%) 12(9%) -
9(4+5) 19(7%) 11(8%) 8(6%) - Tn g p O un OTlKn g
9(5+4) 3(1%) 3(2%) 0 -
Tumour volume, mL 235(225) 2:40(2:20) 231(232) 074
Prostatectomy Gleason score 061 é
6 11(4%) 5(3%) 6(4%) -
7(3+4) 144 (47%) 72(48%) 72(46%) - n p O GT aTSKTO “n g
7(443) 120(39%) 57(38%) 63(40%)
8 2(1%) 0 2(1%)
9(4+5) 28(9%) 15(10%) 13(8%)
9(5+4) 3(1%) 2(1%) 1(1%)
Extraprostatic extension 077
None 204 (66%) 102 (68%) 102 (65%)
Non-focal 87(28%) 42(28%) 45(29%)
Focal 17(6%) 7(5%) 10(6%)
Seminal vesidle involvement 024
Not involved 294(95%) 142(94%) 152(97%)
;”’} Invohved (%) 9(6%) 56%) '/\
\%”ﬂ’ r . (Table 3 continues on next page) E
s Skolarikos \J




2LVUTEPACLOL

* H peiém AOoyom oyedocuov kot pikpov follow up (12
EPOOUAOES) OEV AVUOEIKVVEL £VaY CEKAOAPO VIKN T,
KaO®C 01 2 TOTOL YEYPOVPYEIOL PATVOVTAL TPOS TO TOPOV
Vo, £Y0VV TOPOLOLOL OTTOTEAEGLLOLTAL.

o IIpémel Opmc va mapatnpndel 0t Evog YepPovpyos e
CUPMG UIKPOTEPT EUTELPIA ATTO TOV GUVAIEAPO TOV,

TETUYE 160E10 ATOTEAEGLLOLTOL LLE TNV YPTON TOL POUTOT.
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Addition of docetaxel, zoledronic acid, or both to first-line @ & ()]

long-term hormone therapy in prostate cancer (STAMPEDE): | T H E L A N C E T
survival results from an adaptive, multiarm, multistage, —
platform randomised controlled trial

Volume 376 - Number 0734 - Pages 1-68 - July 3-0. 2010 /thebncet.com

Nicholas D James, Matthew R Sydes, Noel W Clarke, Malcolm D Mason, David P Dearnaley, Melissa R Spears, Alastair W S Ritchie, m °
Christopher C Parker, | Martin Russell, Gerhardt Attard, Johann de Bono, William Cross, Rob | Jones, George Thalmann, Claire Amos,

David Matheson, Rob liman, Mymoona Alzovebi, Sharon Bee Aliso Bro athomas, Prabir Chakraborti, a I l l p e e rl a
Simon Chowdhury, Audrey Cook, Tony Elliott, Joanna Gale, Stephanie Gibbs, John D Graham, John Hetherington, Robert Hughes,

Robert Laing, Fi AcKinna, Duncan B McLaren, Joe M OSullivan, Omi Parikh, Clive Peedell, Andrew Protheroe, Angus | Robinson,

Narayanan Srihari, Rajaguru Srinivasan, John Staffurth, Santhanam Sundar, Shaun Tolan, David Tsang, john Wagstaff, Mahesh K B Parmar,
for the STAMPEDE investigators*

* H ueAétn STAMPEDE egivarl o oo tig peAétec mov dAhacav ta

ogoopéva oty Bepamneio tov CaP.

e 2vuvékpve NV tpocinkn d0c1tTaléing Kot LoAedpovikoy 0EE0C GE

ac0evelS e TOMKA TPOYOPNUEVO, HETAOTATIKO 1] VTOoTpOmGL®Y CaP,

o€ oyéon ue tnyv standard opuovoOepaneia.

* IlpayuatonomOnke and 1o 2005-2013, 6e ndvo and 100 kEvrpa Tov

Hvouévov Baotieiov kot tng Xovndiog.
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’ 3983 patients enrolled and randomly assigned |

| 1021tootherstudy ams or accrued after

March 31,2013

AmA
1184t0 SOC-only

AmB
593t SOG+ZA

Am(
592t SOC+Doc

AmE
593t SOC+ZA+Doc

'

'

!

'

At most recent follow-up:
694 alive with data in past year
75 alive but no data in past year

Atmost recent follow-up:
351alive with data in past year
41alive but no data in past year

Atmost recent follow-up:
377 alive with data in past year
40alive but no data in past year

At most recent follow-up:
354alive with datain past year
S2alive but no data in past year

415 died
'

201died
'

175 died
'

187 died
.

1184 included in efficacy analysis

593 included in efficacy analysis

592included n efficacy analysis

593 included in efficacy analysis

i
1282 received SOC-only
1184 assigned to SOC-only
8 assigned to SOC+ZA
46 assigned to SOC+Doc
44assigned to SOC+ZA+Doc

611 received SOC+ZA
585 assigned to SOC+ZA
26assigned to SOC+ZA+Doc

551 received SOC+Doc
546 assigned to SOC+Doc
Sassigned to SOC+ZA+Doc

518 received SOC+ZA+Doc
518 assigned to SOC+ZA+Doc

'

'

-

!

1228 included in safety analysis
54 with no adverse event assessment
exduded (1150Conly, 3 SOC+ZA,
1250C+Doc, 28 SOC+ZA+Doc)

608 included in safety analysis
3Jwith no adverse event assessment
exduded (3 SOC+ZA)

550 included n safety analysis
1with no adverse event assessment
exduded (1 50C+Doc)

516 included in safety analysis
2with no adverse event assessment
excluded (2 0C+ZA+Doc)

£
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o vppueteiyoav 2.962 aceveic ue CaP
— M+
— LN+

— 1omikd mpoywpnuévn high risk voco

* (TovAdylotov 2 amd )
« T3/4,
e (Gleason score of 8-10,

PSA >40 ng/mL

— high risk vrotponn petd XBRT/RRP

D




I 3983 patients enrolled and randomly assigned I

1021 toother study arms or accrued after

March 31,2013

AmA
1184 to S0C-only

AmB
593to SOC+ZA

Am(
592t0 S0C+Doc

AmE
593 to SOC+ZA+Doc

'

'

'

'

At most recent follow-up:
694 alive with data in past year
75 alive but no datain past year

At most recent follow-up:
351 alive with data in past year
41alive but no data in past year

At most recent follow-up:
377 alive with data in past year
40alive but no data in past year

Atmost recent follow-up.
354 alive with datain past year
S2alive but no data in past year

415 died
v

201died
v

175 died
v

187 died
v

1184 included in efficacy analysis

| | 593 included in efficacy analysis

| | 592 included in efficacy analysis

| I 593 included in efficacy analysis

/

vy

o
1282 received SOC-only
1184 assigned to SOC-only
8 assigned to SOC+ZA
46 assigned to SOC+Doc
44assigned to SOC+ZA+Doc

611 received SOC+ZA
585 assigned to SOC+ZA
26 assigned to SOC+ZA+Doc

551 received SOC+Doc
546assigned to SOC+Doc
Sassigned to SOC+ZA+Doc

518 received SOC+ZA+Doc
518 assigned to SOC+ZA+Doc

'

.

'

;

1228 included in safety analysis
54 with no adverse event assessment
excluded (11 S0C-only, 3 SOC+ZA,
1250C+Dox, 28 S0C+ZA+Doc)

608 included in safety analysis
3with no adverse event assessment
excluded (3 SOC+ZA)

550 included in safety analysis
1with no adverse event assessment
excluded (1 SOC+Doc)

516 included in safety analysis
2withno adverse event assessment
excluded (2 S0C+ZA+Dox)
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Ot acBeveic ToyoromomOnkay oe 4 opdoeg:

KAaooikn oppovobepaneio (>2 ¢om).

Ot acbBeveig avtol amotélecay to control group

OpuovoBepameia Kot LOAEOPOVIKO
0&3 (4 mg Q 3 wk Y10 6 KVKALOVG Kot KATOTLY

Q4 wk péypt v oetia)

OpuovoBepameio Kot 00GITOEEAN (75
mg/m? Q3 wk yia 6 kKOKkAovg pe cuvyoprynon 10
mg PedVILOAOVI S KON EPIVA)

OpupovoBepameia Kot COAEdpOVIKO

o0&V Ko 00G1ITAEEAN

@



O uécog ypovog mapakorovOnong nrav 43 unvec.
Ta amoteAéouata mov peAetnOnkov courepreAdupovoy:

Overall survival

Failure free survival (FES), (opicOnke ¢ éva amd ta

TOPOKATO: BroynMuikn vaIoTPomt), TOTIKN VTOTPOT,
AENPOOEVIKI VTOTPOTT], UTTOUUKPVOUEVES

NETUOTAGELS | 0AVETOS 07T KOPKIVO TPOGTATN).



Failure-free survival (%)

Number at risk
(events)

SoC

SOC+ZA

Failure-free survival (%)

Number at risk
(events)

SoC

SOC+Doc

Failure-free survival (36)

Number at risk
(events)

SoC
SOC+ZA+Doc

100+ 100
80+ 80+
g
604 3 604
H
2
404 T 404
H
= SOC by Kaplan-Meier é
204+ SOCby flexible parametric model 204
~— SOC+ZA by Kaplan-Meier
SOC+ZA by flexible parametric model
T T T T T T T T T T T T T T
0 2 2% 36 48 60 n 84 0 2 24 36 48 60 n 8
1184 (449) 712 (174) 493 (73) 21 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) &7 (2 43
593 (208) 376 (102) 255 (26) 159 (22) 8 (1) 46 (3) 2 () 7 593 (32) 554 (63) 454 (59) 280 (32) 152 (6) 88 (6) S0 (3) 2
100 100
80+ 804
g
60 3 60
H
2
40 T 40
g
— SOC by Kaplan-Meier <]
204 SOC by flexible parametric model 20
~— S0C+Doc by Kaplan-Meier
SOC+Doc by flexible parametric model
0 2 % % @8 & n» & 0 » 2 % & & p %
1184 (449) 712 (174) 493 (73) 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 38 (60) 322 (35) 166 (17) & () 43
592 (131) 441 (88) 324 (48) 189 (28) 106 (10) &7 (6) 30 ) u 592 (33) 545 (52) 447 (35) 290 (22) 181 (12) 93 (13) St (6) 20
100 100
80 \ 80
g
60 3 604
e
2
401 T 401
2
— S0C by Kaplan-Meier <]
204 - SOC by flexible parametric model 20
— S0C+ZA+Doc by Kaplan-Meier
SOC+ZA+Doc by flexible parametric model
T T T T T T T v T T T T T T T
0 2 24 36 48 60 n 84 0 12 2% 36 48 60 n 8
Time from randomisation (months) Time from randomisation (months)
1184 (449) 712 (174) 493 (73) 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 38 (60) 322 (35) 166 (17) & (2) 43
593 (117) 447 (102) 308 (45) 181 (26) 106 (18) 45 (8) 2 (2) 13 593 (24) 543 (54) 447 (44) 291 (29) 177 (20) 89 (10) 47 (4) 25

Figure 2: Failure-free and overall survival
Figure shows Kaplan-Meier curves and flexible parametric models fitted to the data. Number at risk (events) shows the number of individuals at risk (ie, the number who were event free) at each

timepoint, with parentheses showing the number of individuals who developed events in the period between each timepoint. SOC-only=st

dard of care only. SOC + ZA=standard of care plus

20ledronic acid. SOC + Doc=standard of care plus docetaxel. SOC + ZA + Doc=standard of care plus zoledronic acid and docetaxel.
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>y opdda TV aclevav mwov Elafov
CoAedpoviko oSV dcv maportnpnOnke
Koo opopd oto OS o€ oyéon Ue TV
KAaooikn oppovoBepamneia (p=0,450).
Avtifeta 6TOTIGTIKG GTLLOVTIKY)
OL0POPa TapaTNPNONKE 0TOVS OOEVEIC
nov Eaafov oottacérn (p=0,000).
Opoimg, 6TaTIOTIKA O LOVTIKT O10pOPa
oto OS mapatnprdnke Kol 6ToVg

acBeveig mov Edafav doottatéin kKo

Coiedpoviko oSv (p=0,022) .
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100+ 14 14 4
* Avrtiotoa, oty oudodd Tov achevaov
804
z
= 7
g 604 ‘_3- r r 4
: : oL EAafov LoOAEdPOVIKO 0ED OV
3 401 3
-§ — S0C by Kaplan-Meier é
% 204+ SOCby flexible parametric model 204 Y 2 .
| e ot 0 mopatnpNOnKe Koo otapopd oto FES
— 5 5% % B & A & 5 & % % & & 7 &
(events)
ms& 1184 (449) 712 (174) 493 () 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) S38 (60) 322 (35) 166 (1) & () 43 r r
SOC+ZA  593(208) 376 (102) 255 (26) 159 (22) 8 (1) 46 () 2 () 7 593 (32) 54 (63) 454 (59) 280 (32) 152 (6) 88 (6) SO () 2 (o) oA GX«SGT] ug ’[TIV K}\IQGGIK]’I
1004 100+
80 801 L e
: opuovoBepaneio (p=0,198)
£ 60 3 604
2 2
¢ L
< 404 e 404
% — S0C by Kaplan-Meier é ° 2 Ié 4 6 I
o] Tt TOTIOTIKO GNUOVTIKT O10(pOpaL
S0C+Doc by Kaplan-Meier
SOC+Doc by flexible parametric model
0 T T T T T T T 0 T T T T T T T
. 12 2% 36 48 60 n 84 0 12 24 36 48 60 n 8
Number at risk r e e 14
(msgc) 1184 (449) 712 (174) 493 (73) 291 (33) 162 (20) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) S38 (60) 32 (35) 166 (17) & () 4 Tca’p atnp n TlKg GTODQ oo Svglg OV
SOCsDoc S92 (131) 441 (88) 324 (48) 189 (28) 106 (10) &7 (6) 30 () 1 592 (33) S45 (52) 447 (35) 290 () 181 (12) 93 (13) St (6) 20
100 %~
J4 L4 0
ghafav ooortaééin (HR 0,61 95% CI
- b
5 D
; : B ,
ol SN : 0,53-0,70 p=0,413 % 10'?) kaBw¢ Kot
-g — S0C by Kaplan-Meier é
% 904 e+ SOCby flexible parametric model 204
750(.“.00(31’::‘::”&1& | 14 14
S0C+ZA+Doc ible parametric model e 7\‘ B
T % 3§ & & & % T I % % 3 % OTOVLG ACUEVEIG IOV EAOPAYV
Nomber atrisk Time from randomisation (months) Time from randomisation (months)
(events)
mSO( 1184 (449) 712 (174) 493 (73) 291 (33) 162 (0) 88 (7) 46 (4) 19 1184 (73) 1093 (134) 876 (92) 538 (60) 322 (35) 166 (17) & (2) 43 r r r
SOC+ZA+Doc 593 (117) 447 (102) 308 (45) 1281 (26) 206 (18) 45 (&) 2 () 13 593 (24) 543 (54) 447 (44) 291 (29) 177 (20) 89 (10) 47 (4) 25 ﬁocl‘raga)\""l Kal COX&&I)OVIKO 0&1)

Figure 2: Failure-free and overall survival

Figure shows Kaplan-Meier curves and flexible parametric models fitted to the data. Number at risk (events) shows the number of individuals at risk (ie, the number who were event free) at each

timepoint, with parentheses showing the number of individuals who developed events in the period bx h timepoint. SOC-only=standard of care only. SOC + ZA=standard of care plus

2oledronic acid. SOC + Docwstandard of care phus docetaxel. SOC + ZA + Docsstandard of care plus zoledronic acid and docetaxel. (p:O 1 3 4)
) .
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SOCYsSOC+ZA  SOGonly SOC+ZA Hazard ratio HR (95%C1)

Metastasis status
o 650060 31227 0-93 (0-60-1-43)
M1 350724 170366 0-93{0-77-211)

Nodad status
0 13WS22 (37725 0-80 (0-60-1-08)
N 249594 120303 0-98 (0-79-1.23)
NX 3968 w32 » 1.13(0-62-2-04)

Gleason sum scoee
<7 e 7 078 (050-1.22)
810 285810 145421 0-98 (0-80-1.20)
Unkaown S92 2350 104 (065-1568)

Age at aedomisation
Under 70 years Y8 1434 0-91(0-74-2-11)
70 yearsor older  104/351 SEn72 0-99 (073-1-38)

WHO performance status
o 28922 140/465 101 (082123
1. 36 eyng 0-83 (0-63-1-12)

NSAID or aspirin use
No wie I00VB91 1447448 0-93(0-76-1-13)
Uses aither 115293 S7n4s 0-93(0-68-1.29)

& radiotherapy planned?

Not planned WYBse 183401 0-97 (0-83-1.15)
12172

ZEL m i i * YTIC MEPIOGOTEPEC

Yes 267 P e——— T ]
Overall ’ —— 094 (0-79-1-11)
o y 08 0 12 14
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44340 24068 S 1.11{0-67-185)
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No 4021117 170/564 —_— 078 (065-0-94)
Yes 1367 sns + 0-80 (0-26-2-48)
Overall — 078 (0-66-0-93)
ﬂ T T T T
Y] o8 10 12 14 v r
Fawours SOC+ DOC ———  ——3 Favours SOC
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Standardofcare  Standardofcare  Standardofcare  Standard of care plus

(n=1184) pluszoledronicacid  plus docetaxel zoledronic acid and
(n=593) (n=592) docetaxel (n=593)
Safety population
Number of patients included in analysis* 1228 608 550 516
Grade 1-5 adverse event 1213(99%) 604 (99%) 550 (100%) 515 (100%)
Grade 3-5 adverse event 399 (32%) 197 (32%) 288 (52%) 269 (52%)
Grade 5 adverse event 5 1 4 6
Most frequent adverse events reported as grade 3-5
Endocrine disorder (including impotence, hot flushes) 145 (12%) 74 (12%) 57 (10%) 64 (12%)
Febrile neutropenia 15(1%) 5(<1%) 84 (15%) 74 (14%)
Neutropenia (neutrophils) 6 (0%) 3(<1%) 66 (12%) 62 (12%)
General disorder (including lethargy, fever, asthenia) 46 (4%) 28(5%) 34(7%) 56 (11%)
Musculoskeletal (including bone pain, generalised pain) 69 (6%) 35(6%) 32 (6%) 44(9%)
Gastrointestinal disorder (including diarrhoea, abdominal 36(3%) 19(3%) 45(8%) 37 (7%)
pain, constipation, vomiting)
Renal (including renal impairment, urinary-tract infection) 71(6%) 30(5%) 23 (4%) 25 (5%)
Notable adverse events
Respiratory disorder (including dyspnoea, upper respiratory- 27 (2%) 13(2%) 29(5%) 23 (4%)
tract infection)
Cardiac disorder (including hypertension, myocardial 35(3%) 19(3%) 16(3%) 19 (4%)
infarction)
Osteonecrosis of the jaw 0(0%) 10 (2%) 0(0%) 21(4%)
Nervous system other (including peripheral neuropathy) 20 (2%) 8(1%) 19(3%) 19 (4%)
Nail changes 0(0%) 0(0%) 5(1%) 4(1%)
ITT population
Number of patients included in analysist 173 587 579 563
Grade 1-5 adverse event 1160 (99%) 583(99%) 577 (100%) 562 (100%)
Grade 3-5 adverse event 375(32%) 184(31%) [ 298 (51%) 296 (53%) ]
Grade 5 adverse event 4 1 4 7
Grade 5 adverse events were not il lated; similarly treat lated deaths were not always grade 5 adverse events. [TT=intention-to-treat.*Analysis

by actual treatment initiated (irrespective of assigned study arm) in patients who underwent adverse event assessment. tAnalysis by assigned study arm in patients who
underwent adverse event assessment.

Table 5: Worst adverse event (grade) reported over entire time on trial
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* H perétn STAMPEDE «xatédeiée 0t1 11 wpocsOkn doc1taEAng
oTNV KAOOGIKT opuovobepamneia, oyetiCetal pue feitiooon oty
emploon katd 10 pivec. Eniong npokaiel feitiomon oty
L0KN TS VOoov emPimon kot oto FFS.

* O ovVvoVaoHOG 0001ITUEEANC KOt LOAEOPOVIKOD 0EE0S 00MNYEL OE
napopowa Pertioon, alrhd ce pKPOTEPO PaOpO.

* O ovyypageic Tpotevay TNV TPocONKN doctTtaléing oty

KAOGGIKN oppovodepamrela o€ 0A0VS TOVS aoBevels e

LETUOTATIKT] VOGO.
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Addition of docetaxel or bisphosphonates to standard of
care in men with localised or metastatic, hormone-sensitive T HE LAN C E T
prostate cancer: a systematic review and meta-analyses of o T

aggregate data
Claire L Vale*, Sarah Burdett*, Larysa H M Rydzewska, Laurence Albiges, Noel W Clarke, Dawid Fisher, Karim Fizazi, Gwenaelle Gravis, m S T O P C aP

Nicholas D James, Malcolm D Mason, Mahesh K B Parmar, Christopher | Sweeney, Matthew R Sydes, Bertrand Tombal, Jayne F Tiemey, for the
STOpCaP Steering Group

Systemic Treatment Options for Prostate Cancer meta-analysis project

e Auéomc petd v onuoocicvon g puelétng STAMPEDE, onuocievdnke po

GTUOVTIKN LETAVAADGT] Y10 TNV TPOGONKT 00GITACEANC 1 SLOMGPOVIKOV GTNV

KAoG1KY] oppovoBepamneio og acOeveic pe TOMIKO, LETOGTATIKO 1) OPULOVO-

evaicOnrto CaP.
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35 included in systematic review

v v

22included in meta-analysis of bisphosphonate comparison*

14 included in docetaxel comparison*

4372 records retrieved from electronic 769 records retrieved from
databases searching (linicalTrials.gov and screened
1213 from MEDLINE
2355 from Embase
617 from Cochrane Central
187 from LILACS
—P} 1191 duplicates removed ‘ —P{ 738 irrelevant comparison
4
| 3181 unique records screened H 3132 irrelevant comparison — 3 potentially eligible trials identified
via conference proceedings
Y A
l 49 assessed for eligibility | | 34 assessed for eligibility
28 excluded 20 excluded
14 duplicate references to the same trial 10 duplicate trials already identified via electronic
14ineligible after full paper screened databases
12 not treatment dose 10 ineligible
) 1CRPC ™ 6 not treatment dose
1not randomised controlled trial 1CRPC
1 not randomised controlled trial
2irrelevant comparison
A4 A4
‘ 2 eligible trials ‘ | 14 eligible trials ‘

Figure 1: Study flow chart
(RPC=castrate-resistant prostate cancer. *One trial (STAMPEDE)* is eligible to be included in both docetaxel and bisphosphonate comparisons.
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H petavaivon counepiéhafe
ovvolkd 35 RCTs, ot omoieg
GUVEKPLVOV TNV KAOGGIKY)
oppovoOepameia e TNV
opuovoBepamneia pe mposOnkn
0001TAEEAN S N OLPOGPOVIKOV.

Ot acBeveic mov coumepAneOnkoy
elyov high risk tomiko, petactotiKo

N oppovogvaicOnrto CaP.

14 RCTs cuvékpvay tnv tpocHnkn
O0GITAEEANG UE TNV KAOGGIKN

opuovobBepameia.

22 RCTs ovvékpvay TV TpocinKm

OLPMGOOVIKOV UE TNV KAUCGIK)

opuovoBepameia.

@



Accrual period  Number  Control Treatment Metastatic Median  Gleason  Performance Median Treatment on
of status age scoreof  statusof0-1 follow-up  progression (control
patients (range)  8-10(%) (%) (survival)  group only)
Docetaxel trials
GETUG-125*  November, 413 ADT (goserelin108mg  ADT plusdocetaxel MO 63 42% Unknown 7years, Not reported
2002- every 3 months for (70 mg/m* for four (46-77) 6 months
December, 2006 3years) cydles) plus
estramustine
TAX35017  December,2005- 228 ADT (leuprolide 225 mg ~ ADT plusdocetaxel MO 61.9* 52% Unknown 3years, Not reported
September, 2007 every 3months for (75 mg/m’ every 3 months
18 months) 3Jweeks for six cycles)
RTOG0521*  December, 612 ADT (LHRHagonistplus ~ ADT plusdocetaxel MO 66 84% Unknown 6years Not reported
2005-August, oral anti-androgenplus (75 mg/m’ every (unknown)
2009 RT) 3weeks for six cycles)
plus prednisone
STAMPEDE  September, 1776 ADT (plusradiotherapy ~ ADTplusdocetaxel ~ MOandM1 65 70% 99% 3years, 40% received
(standardof ~ 2005-March, for MO patients) (75 mg/m’ every (40-82) 6months  docetaxel (49%
crewithor 2013 3weeks for six cycles) received life-extending
without plus predisone treatments)
docetaxel)*
STAMPEDE  September, 1186 ADT (plus radiotherapy ~ ADT (plus MoandM1 66 1% 99% 3years, 36% received
(standardof ~ 2005-March, for MO patients) plus radiotherapy for MO (42-84) 6months  docetaxel (45%
careplus 2013 20ledronic acid (4 mg patients) + zoledronic received life-extending
20ledronic every 3-4 weeks for acid (4 mgfor treatments)
acidwith or 2years) 3-4weeks for
without 2years) plus
docetaxel)* docetaxel (75 mg/m*
every 3 weeks for
six cycles)
GETUG-15*  October, 385 ADT (LHRHagonistor ~ ADT plusdocetaxel M1 635 56% 100% 6years, 62% received
2004-December, surgical castration or (75 mg/m’ every 3 (57-70) 11months  docetaxel
2008 combined androgen weeks forupto
blockade) nine cycles)
CHAARTED”  July, 2006 790 ADT(LHRHagonistor  ADTplusdocetaxel ~ M1 64 61% 98% 2years, 147 (51%) of
November, 2012 LHRH antagonist) or (75 mg/m’ every (36-91) Smonths 287 men received
surgical castration 3Jweeks for six cycles) docetaxel (104 of
287 men received
abiratarone o
enzalutamide)
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Bisphosphonate trials
PRO4* June, 508 Local standard practice  Local standard Mo 695 Unknown ~ 97% 12years Not reported
1994-December, (radiotherapy or practice plus (49-87)
1997 hormone therapy or clodronate (520 mg
both) plus placebo four times daily)
RADAR* October, 1071 ADT (leuprorelin22-5mg  ADT plus zoledronic ~ MO 688 35% 100% 7years, Secondary therapeutic
2003-August, foreither 6monthsor  acid (4 mg every (62:6- Smonths  intervention was
2007 18 months) 3 months for 733) needed in 78 menin
18 months) the short-term
androgen suppression
group, and 61 men in r | 4
* Opoimg, uovo 6 RCTs mov
term androgen ,
suppression group;
natureof treatment
not reported
ZEUS® June, 1433 ADT ADT plus zoledronic ~ MO 67 62% 100% 4years, Not reported 14 /4
GLUVEKPLVAV TNV TPOGHNK
2007 3Imonthsforupto
4years)
STAMPEDE  September, 1777 ADT (plusradiotherapy  ADT (plus MoandM1 66 69% 99% 3years, 40% received
(standardof ~ 2005-March, for MO patients) radiotherapy for MO (41-82) 7months  docetaxel (49%
carewithor 2013 patients) plus received life-extending r
without 20ledronicacid (4 mg treatments) 6 l (p 0) G (p Ov lK(oV 8 T V
zoledronic every 3-4 weeks for
acid) 2years)
(Table 1 continues on next page)
4 v/
Accrualperiod  Number Control Treatment Metastatic Median  Gleason  Performance Median Treatment on Kxa G G 1K O OV 0 e 8 an 81 a
of status age scoreof  statusof 0-1 follow-up  progression (control
patients (range)  8-10(%) (%) (survival)  grouponly)
(Continued form previous page)
STAMPEDE  November, 1185 ADT (plus radiotherapy  ADT (plus MoandM1 66 73% 99% 3years, 14% received further 1 4
(standardof ~ 2005-March, for MO patients) + radiotherapy for MO (40-84) 7months  docetaxel (41% GD 7'[ 8 l 87\‘ e G a‘v GT V
careplus 2013 docetaxel patients) plus received life-extending H p n (P n n
docetaxel (75mg/m’3wks/6cycles) — docetaxel (75 mg/m* treatments)
with or every 3weeks for six
without cycles) plus
zoledronic zoledronic acid (4 mg
acid)* every 3-4 weeks for 4
LETAVAALON
PROS* June, 1994-uly, 311 Local standard Local standard M1 n Unknown  94% 11years, 55 men received
1998 practice=radiotherapyor  practice plus (47-88) 6months  radiotherapy; 40 men
hormonetherapyorboth ~ dlodronate (520 mg “changed hormone
plus placebo four times daily) therapy”
CALGB June, 2004-April, 645 ADT=bilateral ADTplus zoledronic ~ M1 663 58% 97% 2years 49%of themenin
90202 2012 orchidectomies, GnRH acid (4 mg (60-73) 20ledronicacid group
agonist or GnRH intravenous every and 51% of men in the
antagonist (and 4weeks) placebo group
20ledronicacid placebo) initiated open-label
treatment with
2oledronicacid
ADT=androgen depri therapy. LHRHeluteinising h leasing hormone. PSAsprost ific antigen.*This value is the mean (no SD ilable)
Table 1: Characteristics of studies included in th ic revi d meta-analysi
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Docetaxel in M1 disease

A 0OS
Control  Treatment Hazard ratio (95% Cl)

CHAARTED? 136/393 101397 ¢——— 061 (047-0-80)
GETUG-15% NA/193  NA/192 —_— 0-90 (0-69-181)
STAMPEDE® (SOC +/-Doc) 350724  144/362 <~ —e— 076 (0-62-0.93)
STAMPEDE® (SOC+ZA+/-Doc)  170/366  158/365 —_— 085 (0-65-1-10)
Overall R 0-77(0-68-0-87)

Het ity: y=4-80; dfs3; p=0187; P=37.5% f I

eterogeneity: x 3,p 375 05 | )

<« o

Favours SOC + docetaxel ~ Favours SOC

B FFS
Control  Treatment Hazard ratio (95% Cl)

CHAARTED! NAB93  NAI397 —e— 061(051-073)
GETUG-15%° 158103 143192 —i—e— 070 (0:57-0-86)
STAMPEDE® (SOC +/-Doc) 585/724 252362 —e— 061(0.53-0.71)
STAMPEDE® (SOC+ZA+/-Doc)  286/366  255/365 —fo—o 067 (0.55-082)
Overall - 0-64 (0:58-0-70)
Het ity: Y’=1.66; df=3; p=0-646; =0% — ]

eterogeneity: y 3. p 05 | )

« o

Favours SOC + docetaxel ~ Favours SOC
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Docetaxel in MO disease

C
OS Control  Treatment Hazard ratio (95% Cl)

GETUG-12 490206 42207 < ———at— 094 (0-60-1:48)
RTOG 0521 59/281 43280 ———a——1 070 (0-47-1:04)
STAMPEDE® (SOC +/-Doc) 65/460 31230 @ ————+——— 095 (0-62-1-46)
STAMPEDER (SOC+ZA+/-Doc) ~ 31/227 20/228 ; 1.05 (057-1:95)
Overall - 087 (0-69-1.09)
Het ity: y’=1.80; df=3; p=0-614; "=0% f 1

eterogeneity: 3, p=0614 05 ] )

«— —
Favours SOC + docetaxel ~ Favours SOC
D
F F S Control  Treatment Hazard ratio (95% Cl)

GETUG-12% 111/206  88/207 —|— 071(0:54-0-94)
RTOG 0521% 123281 98/281 —f— 076(0-58-0-99)
STAMPEDE® (SOC +/-Doc) 176/460  63/230 —@—— 060 (0-45-0-80)
STAMPEDE® (SOC+ZA+/-Doc) ~ 88/227  63/228 —|— 069 (0-47-1:01)
TAX 35017 (immediate ADT) 14/55 10/55 079 (0:34-1.84)
TAX 35017 (delayed ADT) 8/62 9/56 134 (039-4-59)
Overall <> 070 (0-61-0-81)
Het ity: y=2.63; df=S5; p=0.757; ’=0% f ' I

eterogeneity. y 3, df=5; p=0757, 05 1 3

4+— —
Favours SOC + docetaxel ~ Favours SOC
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BF in M1/MO disease

A

Control  Treatment Hazard ratio (95% C1)
CALGB 90202% 151322 1347323 —_— 0-88(0-70-1-11)
PROS™ NA/140 NA138  —e—i 077 (0-63-0-94) y
STAMPEDE® (SOC+/-ZA) 350/724  170/366 et 093(078-112) . AVT‘[O ST (x 8 T ‘V
STAMPEDE® (SOC+ Doc +/-ZA) 1440362 158/365 — 104 (079-137) lvlv
Overall - 0-88(0-79-0-98)
Heterogeneity: ’=3-55; df=3; p=0-314; P=15.5% 0'5—‘_1—;

- —

Favours SOC +bisphosphonate  Favours SOC

B 00GITAGEAN, 1 (PO

Control  Treatment Hazard ratio (95% C1)

CALGB 90202% 151322 134/323 — 0-88(070-1-11)
STAMPEDE® (SOC+/-ZA) 350/724  170/366 - 093(078-112) /4
STAMPEDE® (SOC+ Doc +/-ZA) 144/362 1581365 — 104(079-137) l« O)G OVI«K(DV 8V
Overall e 094(083-1.07) >
Heterogeneity: y’=0-84; df=2; p=0-656; P=0% ey

05 1 2

R -

Favours SOC+ zoledronicacid ~ Favours SOC

: BeAtiwoe 0TATIGTIKA,

Pi—
Favours SOC+ zoledronicacid ~ Favours SOC

Control  Treatment Hazard ratio (95% C1)
PRO4™ NA/233  NA/238 - 112(0-89-142)
RADAR” (intermediate ADT+/-ZA) 64/268  61/268 e 090 (0-54-1-50)
RADAR™ (short-term ADT +/-ZA) 62/267 56/267 _— 099 (0-70-1-41) i O S s F F S
STAMPEDE* (SOC+/-ZA) 65/460 31227 ————et—— 093 (0-60-1-44) Gn uaVTlKa TO n TO
STAMPEDE® (SOC+ Doc +/-ZA) 31230 29/228 b 1.03(056-1.91)
ZEUS® 122/699 116/694 — 100 (075-133)
Overall 1 1.03(0-89-1-18)
Heterogeneity: ’=1-08; df=5; p=0-956; =0% o5 ! ] 14 r
_ € KONl Kot yoplo
Favours SOC + bisphosphonate  Favours SOC
D
Control  Treatment Hazard ratio (95% C1) b
RADAR™ (intermediate ADT+/-ZA)  64/268  61/268 ——————e—H——— 0-90(0-54-1.50) ace 8V O)V
RADAR™ (short-term ADT +/-ZA) ~ 62/267  56/267 —— 099 (0-70-1-41) L
STAMPEDE® (SOC+/-ZA) 65/460 31022] et 093 (0-60-1-44)
STAMPEDE® (SOC+ Doc +/-ZA) 31230 29/228 e 103(056-191)
ZEUS® 122/699 116/694 — 100 (0-75-133)
Overall —~— 0.98(0-82-1-16)
Heterogeneity: ?=0-22; df=4; p=0-994; P=0% O!S—‘I—g
o

Figure 3: Effect of addition of bisphosphonates to standard of care on survival

(A) Effect of the addition of bisphosphonates on survival in men with M1 disease. (B) Effect of the addition of
zoledronic acid on survival in men with M1 disease. (C) Effect of the addition of bisphosphonates on survival in
men with MO disease. (D) Effect of the addition of zoledronic acid on survival in men with MO disease. NA=event
numbers by group not available. SOC=standard of care.
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EAU guidelines 2015

Metastatic PCa | Watchful In M1 asymptomatic patients, deferred castration should be B
waiting discussed with a well-informed patient.
Active Unsuitable. A
surveillance
Radical Unsuitable outside clinical trial. A
prostatectomy
Radiotherapy to | Unsuitable outside clinical trial. A
the prostate
Androgen Surgical- or medical castration (LHRH agonist or antagonist). A ]
suppression | No recommendation can be made to define the best population |A
for combining castration with uofront Docetaxel _J
sty
-
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EAU guidelines 2016

Metastatic PCa

Watchful waiting

In M1 asymptomatic patients, deferred castration
should be discussed with a well-informed patient.

Active surveillance

Unsuitable.

Radical prostatectomy

Unsuitable outside clinical trial.

Radiotherapy to the | Unsuitable outside clinical trial.
prostate
Androgen suppression | Offer surgical or medical castration (LHRH agonist or

antagonist).

Offer castration combined with chemotherapy to all

patients whose first presentation is M1 disease and who

are fit enough for chemotherapy.




Diagnostic accuracy of multi-parametric MRl and TRUS
biopsy in prostate cancer (PROMIS): a paired validating
confirmatory study

Volume 376 - Number734 - Pag

Hashim U Ahmed*, Ahmed EI-Shater Bosaily*, Louise C Brown*, Rhian Gabe, Richard Kaplan, Mahesh K Parmar, Yolanda Colfaco-Moraes, m
Katie Ward, Richard G Hindley, Alex Freeman, Alex P Kirckham, Robert Ofdroyd, Chris Parker, Mark Emberton, and the PROMIS study groupt

PROMIS study

* H toyoromompuévn neAétn PROMIS cuvékpive tnv
Ol yvVOoTIKY akpifeta tnec moilvmapopetpikng MRI ko g
O10pOikn ¢ Broyiac mpostatov.

* IlpayuatomomOnke and 1o 2012-2015, o€ 11 k€vipa Tov

Hvouévov Baciieiov.

s
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740 registered

A

4

723 MP-MRI scans completed

17 withdrew before MP-MRI was
performed
Lineligible
1large prostate
5 clinical reasons
10 no longer wished to participate

A

4

601 CBP procedures attempted

122 withdrew before CBP
2ineligible
2unblinded
46 large prostate >100 cc
5T4 or nodal disease
15 clinical reasons
42 nolonger wished to participate
10 other

580 CBP completed

21 withdrew during (BP procedure
21 large prostate

A

4

completed
to protocol

576 men with all 3 tests

according
(572 attended

final study visit)

4 withdrew after CBP procedure
1large prostate
Lineligible
1original MP-MRI scan found to be
incomplete
1theatre complications, TRUS
not completed

Figure 1: Trial profile

Vt

MP-MRI=multi-parametric MRI. CBP=combined biopsy procedure.
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O 6100 TN UEAETNG TV VO
npocoloplsOel av n mpMRI pmopet va,
olaKpivel woror acheveic Exovv KMviKa
onuavtiko CaP.

2NV UEAETN cvupeTeiyay apytkd 740
acOeveic e KAkt vroyio CaP, ol omoiot

oev _eiyav vtoAndei oe Proyio Tpootdn

010 TaPEADOV.

TeAwcd avarlvOnkoav 576 acBeveic (acOeveic
ue 6yko mpootdn >100cc Kot acOeveic ot
omoiot 0gv pumopovoay vo vrroPAnbovv e

MRI amoxAeicOnKay amd tnv pHeAETn).
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* Bdomn tov 1poTtoKOAAOL TNG LEAETNC OAOL O1 aGOEVEILC
vroPAnOnkav apyucd e mpMRI (1,5 Tesla).

* Koatomv o1 acBeveic vd avaisOncio vrofAnOnkav ctov
1010 ¥pOVO o€ EPVETKN Proyia yapTtoypaenong
npoctatn (TPM-biopsy) kot KAacoikn Broyio mpootdtn

(TRUS-biopsy).

?ﬁ: Skolarikos A. Athens Medical School



* H TPM-biopsy ypnoiomombnke m¢ LETPO avVaPOPAS

KaOm¢ N oryvaooTikn akpifeid >95%.

o KAlvikd onuoavtikoc Kapkivog opionke o¢ mapovsio otny
TPM-biopsy: Gleason score = 4+3, 1 aveDPEGT KOPKIvVO

cE TUNRO =6mm £vOog | TEPATAVE OELYLATOV.

* X2vvolkd otovg 576 acbBeveic, ue tnv TPM-biopsy
avevpebel mapovaoio kapkivov otovg 408 (71%), amd Tovg
omoiovg, faon opiouov, o1 230 (40%) elyav KAvikd

onuovtiko CaP.

’g»',/{‘i
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mpMRI TRUS

576 standard test (TRUS)

J ! |

| 418 significant cancer | | 158 no cancer or non-significant cancer i ¢
¢ I i ¢ | ¢ 124significant cancer 452 no cancer or non-significant cancer
213 significant cancer 205 no cancer or 17 significant cancer 141 no cancer or
onTPM non-significant onTPM non-significant
34 MRI3 canceron TPM 1MRI1 canceron TPM
70 MRI 4 129 MRI3 16 MRI 2 22 MRI1
109 MRIS 22 ::';l' «; 119 MRI2 111 significant cancer 13 no canceror 119 significant cancer 333 no canceror

onTPM non-significant onTPM non-significant

? ; canceronTPM canceronTPM

Figure 3: Diagnostic accuracy for detection of clinically significant cancer (primary definition) between

TRUS-biopsy and TPM-biopsy

TRUS-biopsy=transrectal ultrasound-guided prostate biopsy. TPM-biopsy=template prostate mapping biopsy.
Figure 2: Diagrostic accuracy for detection of cinically significant + (primary definition) b Sensitivity 48% (95% CI 42-55), positive predictive value 90% (83-94), specificity 96% (94-98), negative predictive
MP-MRI and TPM-biopsy value 74% (69-78)
MP-MRI=multi-p ic MRI. TPM-biopsy=template p pping biopsy. Pie charts represent actual MP-MRI
scores 1-5. Sensitivity 93% (95% CI 88-96), positive predictive value 51% (46-56), specificity 41% (36-46), negative
predictive value 89% (83-94).

Detection of clinically significant PCa

sensitivity 93% 48%
NPV 89% 74%
specificity 41% 96%
PPV 51% 90%

119/452
(26.3%)

% of pt with clinically significant PCa lost if did not

0,
have TMP Bx 17/158 (10.7%)

Skolarikos A. Athens Medical School



*  Amo Vv peAETn vt Eivol coPES OTL 1| TOAVTAPOUETPIKT
MRI €yel peyarldtepn evaicOncio, aAAL LIKPOTEPT) EIOTKOTNTA
amo TNV KAAGOIKN Proyio, 6TV avayvapilon KMviIKa
OGN LOVTIKOV KOPKIVOV.

* H peydin apvnrikn mpoyvootikn e acio eival 10waitepa
KaOnovyaotikn, kobng pa apvntik MRI enuaiver pikpi)
mOavoTNTO VTOPENS CNUAVTIKOU KEPKIVOD.

* H younAn swdwotnta Kot younAn 0etikn Tpoyvmotikn asio
amd TV AAAN onuaivel, 0tt acBeveig pe Oetiky MRI npénet

vo. vrofAn0ovv og Proyia TpoctdT.
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2VUTEPUC ULOL

Ot ouyypageic avaEPovV OTL GTNV CUYKEKPLULEVT LEAETT), UE
v ypnon mpMRI B propovce va perm0el katd 27% o
ap1Ouoc Tv acBevov mov ypetdletal va oonyndel telkd ce
Broyia tpoctdtov.

20VIGTOVV TNV YPNon ¢ ntoilvmapauetptkng MRI apyikd oe
0)0vg TOVg 0oBeveis o1 omoiot £xovv £voelEn yia Proyio
TPOGTATOL. AV €lval apvnTIKT 0 060eviIC dgv Oa ypelaoTel
Browyia, evo av etval Betikn o acBevic mpénel va voPAnOei

otV kKAaookn Broyia 1 kaAvtepa 6e MRI-guided biopsy.



Salvage radiotherapy with or without short-term hormone
therapy for rising prostate-specific antigen concentration THE LANCET

after radical prostatectomy (GETUG-AFU 16): arandomised,
multicentre, open-label phase 3 trial

Christian Carrie, Ali Hasbini, Guy de Laroche, Pierre Richaud, Stéphane Guerif, Igor Latorzeff, Stéphane Supiot, Mathieu Bosset,
Jean-Léon Lagrange, Véronique Beckendorf, Frangois Lesaunier, Bernard Dubray, Jean-Philippe Wagner, Tan Dat N'Guyen, Jean-Philippe Suchaud,
Gilles Créhange, Nicolas Barbier, Muriel Habibian, Céline Ferlay, Philippe Fourneret, Alain Ruffion, Sophie Dussart

GETUG-AFU 16 Trial

* H toyonomompuévn nerétn GETUG-AFU 16 gpevvnoe ta
amoteAEcuota NG TpocOnknc short-term ADT otnv KAOGGIKN

salvage axtivoOepameio (3D-CRT 1 IMRT).

e IlpayuatomomOnke and 1o 2006-2010, ce 43 kévrpa g I'aAriog.

s
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743 enrolled and randomised

. .

374 allocated to radiotherapy alone 369 allocated to radiotherapy plus
goserelin
1withdrew consent after 3withdrew consent and did not start

—p|  randomisation and refused radiotherapy or goserelin, but
use of data accepted use of data
3 did not receive first goserelin injection

1 refused treatment
2 wrongly omitted

22 temporary radiotherapy
interruption

P 3adverse event

18 accelerator maintenance

1other reason
1did not start radiotherapy 15did not receive second goserelin
23 temporary radiotherapy Injection
|| interruption 10 refused treatment
0 adverse event 2 wrongly omitted
16 accelerator maintenance 2 adverse event
7 other reason 1unknown reason

Y

373 included in primary endpoint 369 included in primary endpoint
analysis analysis
372included for safety analysis* 366 included in safety analysist

Figure 1: Trial profile
*Only patients who received at least one dose of radiotherapy were analysed. tOnly patients who received at least
one dose of radiotherapy or one injection of goserelin were analysed.

s
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O 616%0G TG LEAETNC NTOAV VO
npocoloplebei av n wposdkn ADT
oty salvage axtivo0epamreio,
BeAtudvel TNV GuvolikY] emiPimon Kot
TOV YPOVO TNG £EEMENC TNG VOGO,
acOevav mov mapovcidlovv BY petd

oo RRP.

2NV UEAETN cvumEPIA PO KOV
acOeveic ue pT2, pT3, pT4a ka1 pNO 1)
pNx, mov eiyav vwoPAn0Oel oe p1likn

TPOGTOTEKTOUN OTO TAPELOOV.
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743 enrolled and randomised

v .

374 allocated to radiotherapy alone 369 allocated to radiotherapy plus
goserelin
1withdrew consent after 3withdrew consent and did not start
—p|  randomisation and refused radiotherapy or goserelin, but
use of data accepted use of data
3 did not receive first goserelin injection

1 refused treatment
2 wrongly omitted

22 temporary radiotherapy
interruption

P Jadverse event

18 accelerator maintenance

1other reason
1did not start radiotherapy 15did not receive second goserelin
23 temporary radiotherapy Injection
i ; 10 refused treatment
! Interruption .
0 adverse event 2wrongly omitted
16 accelerator maintenance 2 adverse event
7 other reason 1unknown reason
Y
373 included in primary endpoint 369 included in primary endpoint
analysis analysis
372included for safety analysis* 366 included in safety analysist

Figure 1: Trial profile
*Only patients who received at least one dose of radiotherapy were analysed. tOnly patients who received at least
one dose of radiotherapy or one injection of goserelin were analysed.

,;;}
?ﬁ;} Skolarikos A. Athens Medical School

Ot acBeveic yio va cuopumepiinefoiv
OTNV UEAETN, EMPETE EMICNG VO EYOLV
PSA<O0,1ug/L yio tovAdyiotov 6
UNVEC LETA TO YEPOVPYELO KOl KATOTLY
10 PSA 100¢ Vo mapovsiale dvooo
(netao 0,2 pg/L xon <2 pug/L), yopig
dALO KAMVIKQ 6ToL el VOGOU.

XV peAétn apyikd 743 acBeveic, evo
oTNV TEAKN avdivon 373 mov ElaPav
salvage XBRT povo, kot 369 mov
élaPav salvage XBRT ko 6 prvec

YKOGEPEATVT).
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* Katd 1o FU (ué€cog ypovog 63 unveg),
33% twv acbevov oty opdda TG

salvage XBRT povo mopovciocov

eEEMEN ™G vOoOL.

* To avrtioToro m0606T0 TOV 0IGHEVDOV
mov éAaPav salvage XBRT+ADT rjtov
20+ — Radiotherapy alone 1 8%.

Radiotherapy plus goserelin

| Hazard ratio 0-50 (95% CI 0-38-0-66)
Stratified log-rank test: p<0-0001

Ti i aaddisdaaradas o Tomoocootod emPlioong eAevBepne

Progr

Time since randomisation (months)

Number at risk
Radiotherapyalone - 367 338 315 294 280 266 252 228 188 140 79 61 31 19 5 B y re y
Radiotherapy plusgoserelin - 363 360 349 342 319 298 285 269 236 185 11 8 46 24 S E DTCOT p On(!)v GTT]V 5 81'1(1 n T(XV 62 % /yta

Figure 2: Kaplan-Meier estimates of progression-free survival

TNV oGO0 NG axTivobepameiog Kot
80% y1a. TV oudda axtivodepameiog

kot ADT (p<<0,0001).
E'/‘\
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n Univariate analysis Multivariate analysis* Kaﬂc (’1 Tnv TCO)\.’DTC a p a’Y OleKfl
HR (95% Cl) pvaluet HR(95%CI)  pvaluet
Age at randomisation 0166 NS$ 7 4
565 years 283 Reference Reference av (X)\’D Gn yla Tnv 8;\'81) 0 8 p n
>65 years 459 0-83(0-6-11) 3 2 5
Geasnscore o001 2 VTOTPOTTAYV EMPioon, Bpednke
<8 661 Reference Reference
! e OTL TPOYVOOTIKOL TAPAYOVTIEC Yo
PSA at relapse (baseline) <0-0001 <0-0001
05 pg/L 589 Reference Reference > 2 :
051p0l. % 1970429) 2051430 Vv €€EMEN TS VOGOV givat:
21pg/L 63 240(16-36) 230(15-34
Seminal vesicle 0:001 <0-0001 ror
Non-involvement 630 Reference Reference TO P SA Tnv GTUY un gvap é;n g Tn g
Involvement 12 1.88 (1.4-2:6) 193 (1:4-27 s
Sugal mags 003 o010 aKtTivofepameiog
Positive EY! Reference Reference
Negative M 152(12:199) 144(11-19 3 i
PSA doubling time at 0:002 0-007 T(X 6 ETIKA XSlpOU p’YlK(X Q) pl(l
relapse
26 months 546 Reference Reference 5 ;
monts 96 150220 1481120 O ypOVOC OIMTANGIOGLLOD TOV
Delay between 0045 NSt
prostatectomy and
recurrence PSA (P SA DT)
>30 months 390 Reference Reference
<30 months U8 132(10-17) H 1') 0L p &n v (') GOV GTL C_;
HR=hazard ratio. NS=non-significant. PSA=prostate-specific antigen. *Multivariate model including significant
parameters at 20% significance level in the univariate procedure. tp value for overall trend on multiple categories of e y
the predictor in the regression model. $Parameter not kept in the final model because of non-significant p value in the oTtE p },l(l‘CO 8 OXSC‘; KV GTSIC_‘, .
backward procedure.
Table 2: Prognostic factors for relapse

s
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Events/patients (n/N) Hazard ratio (95% Cl)
Radiotherapy  Radiotherapy plus goserelin
Age
<65 years 60/158 31125 _— 059 (038-091)
>65 years 781215 47/244 —_— 0-46 (0-32-0-66)
Risk group
Low risk 30/115 12/106 0-40(020-0.77)
High risk 108/258 66/263 — 051(0:38-070)
Type of radiotherapy
3DCRT 1331355 761354 —a— 050(038-067)
IMRT 518 215 < > 040(008-208)
PSA at baseline*
05pglL 94/305 53/284 — 055 (039-077)
>0:5ug/L 43/66 24/83 —— 0-32(0-19-0:53)
PSA at baseline*
<lpglt 121345 69/346 —a— 050(037-068)
>1pglL 16/26 8/ < 0-46 (0:20-1:09)
PSA doubling time*
>6 months 91/276 53/270 —_—— 0-53(038-075)
<6 months 47197 25/99 B — — 0-42(0-26-0-68)
Presurgery PSA
<10 pg/L 58/189 40/190 —_— 0-62 (0-42-093)
>10 pg/L 36/92 23/102 —_— 0-55(0-33-0-93)
All patients 138373 78/369 —_— 050 (0-38-0-66)
r T T T T T 1
02 03 04 05 06 07 1 2
«— —
Favours radiotherapy plus goserelin Favours radiotherapy
Figure 3: Subgroup analysis of prog free survival

3D CRT=three-dimensional conformal radiotherapy. IMRT=intensity modulated radiotherapy. PSA=prostate-specific antigen. *Before starting radiotherapy.
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* XtV avéAivon ava
KOTNYOPLEC Y10 TNV
eAeVOEPT LTOTPOTAOV
emPioon, eivor caencn
VIEPOYT TNS TPOSONKNC
ADT
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o Telwd, vipéav 26 Oavator (7%) otnv opdoa salvage
aktivolepameioc kol 17 (5%) otnv ondoa
axtivofepamneiog kot ADT.

* O péooc ypovoc emPimong Nrav 56 unvec otnv ondoa
salvage axtivoOepamneiac kol 58 otnv oudoa

aktivoOepameioc kot ADT.

o Koauio amd avtéc TIC O1popEG 0V NTAV GTATIGTIKA

GTULOVTIKY.
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2VUTEPAUCLLOL

e Avxkain uerétn GETUG-AFU 16 dgv avédelle otoTIoTIKA
OGN UOVTIKT] 01@opa 6to OS tov ac0evav mov EAaPav
akTwvoOepaneiog kot ADT ce oyéon pe avtovg mov Elafov
axtTivofepameia LOVo, aVTd iI6MC 0QPELAETAL GTO LLIKPO
10600TO Qavdtmv ko Tov Hikpo ypovo follow up tne peAémce.

* Avrtifeta, 1 TpocHnKn ykocepeiivng Yo 6 unvec, Pertioce 1o
m0G06TO TG £AgVOEPNC VTOTPOTOV EMPLOONS, YEYOVOS TOV

Umopel va KaBvoTePNGEL TNV AVAYKT YO 10 EMOETIKN

Oepamneia.

-
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Short Androgen Suppression and Radiation Dose Escalation
for Intermediate- and High-Risk Localized Prostate Cancer:
Results of EORTC Trial 22991

Michel Bolla, Philippe Maingon, Christian Carrie, Salvador Villa, Petros Kitsios, Philip M.P. Poortmans,
Santhanam Sundar, Elzbieta M. van der Steen-Banasik, John Armstrong, Jean-Francois Bosset,
Fernanda G. Herrera, Bradley Pieters, Annerie Slot, Amit Bahl, Rahamim Ben-Yosef, Dirk Boehmer,
Christopher Scrase, Laurette Renard, Emad Shash, Corneel Coens, Alphonsus C.M. van den Bergh, and
Laurence Collette

See accompanying editorial doi:10.1200/JC0.2015.66.2320

ABSTRACT

Purpose

Uprlt’o 30% of patients who undergo radiation for intermediate- or high-risk localized prostate cancer
relapse biochemically within 5 years. We assessed it blochemlcal disease-free survival (DFS) is
improved by adding 6 months of androgen 1(AS; I of every-3-months depot
of luteinizing hormone-releasing hormone agonist) to primary radiotherapy (RT) for intermediate- or
high~risk localized prostate cancer.

Patients and Methods

A total of 819 patients staged: (1) cT1b~c, with prostate-specific antigen (PSA) = 10 ng/mL or
Gleason = 7, or (2) cT2a (International Union Against Cancer TNM 1997), with no involvement of pelvic
lymph nodes and no clinical evidence of metastatic spread, with PSA = 50 ng/mL, were centrally
1:11oeither RT or RT plus AS started on day 1 of RT. Centers opted for one dose (70, 74, or

also supported by Fonds

Carcer FOCA) fom Belgium.

78 Gy). Biochemical DFS, the primary end point, was defined from entry until PSA relapse (Phoenix
criteria) and clinical relapse by imaging or death of any cause. The trial had 80% power to detect hazard

Tems n e
MMIHMU\HHIMMMM
atwwwo.org.

Authors’ disclosures of potential confiicts
ofinterest refoundin the aride onine at
W jco.0rg. At contrbusons are
found at the end of this article.

ratio (HR), 0.714 by intent-to-treat analysis stratified by dose of RT at the two-sided a = 5%.

Results

The median patient age was 70 years. Among patients, 74.8% were intermediate risk and 24.8%

were high risk. In the RT arm, 407 of 409 patients received RT; in the RT plus AS arm, 403 patients

recelved RT plus AS and three patients received RT only. At 7.2 years median follow-up, RT plus AS
improved DFS(HR, 0.52;95% Cl, 0.41 10 0.66; P< .001, with 319 events),

Cinical NCT00021480.
Cormesponding author: Vichel Bola, MD,
Depariment of Racason Oncology,
Grenoble University Hospia, BP 217,
28043 Grenoble CEDEX S, France; it
mbola@chugrenctie .

© 2016 by American Sociey of Clrical
Orcclogy

as wellas clinical progression-free survival (205 events, HR, 0.63; 95% CI, 0.48 t0 0.84; P= .001). In

xpl y analysis, no statisti between treatment effect and dose of RT
could be evidenced (heterogeneity P= .79 and P = 66, for biochemical DFS and progression-free
survival, respectively). Overall survival data are not mature yet.

Conclusion
Six months of concomitant and adjuvant AS improves biochemical and clinical DFS of intermediate-
and high-risk cT1b-c to cT2a (with no involvement of pelvic lymph nodes and no clinical evidence of

DOE: 10.12000C0.2015.64.8055

ic spread) prostatic carcinoma, treated by radiation.

J Clin Oncol 34. © 2016 by American Society of Clinical Oncology

patients. Whereas the combination of radiotherapy
S (RT) with androgen suppression (AS) is well
established for locally advanced prostate cancer, ™ it

Screening' increases the incidence of localized
prostate cancer, for which prognosis is predicted
by the D'Amico classification.” Prostate cancer
treatment s based on radical prostatectomy, external
radiation, and brachytherapy for a selected group of

is not as dear for intermediate- and high-risk (by
D'Amico?) localized prostate cancer® Several trials
were launched™ " to determine whether short-term
AS combined with RT would improve biochemical

urvival (DFS) with respect to RT alone.

© 2016 by Amercan Socity f Cirical Oncaogy 1

Information downloaded from jco. asoopws org and provided by at The University of British Columbia Library on March 15,
Copyright © 2016 Amer utgswmmog
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EORTC Tnal 22991

H toyoomomuévn peaétn EORTC 22991
gpevvnoe edv n tpocHnkn ADT otnv
KAOGo1Kn aktvobepameio 0dnyel o
LEYOADTEPT ATOTEAEGUATIKOTITO TG
Oepameioc, oe acOevelc e Tomikd

evromouEvo CaP.
[TpaypatomomOnke and to 2001- 2008 c¢
37 xévipa. oe 13 oropopeTikéc Evpomaikéc

YOPEC Ko 6To IopanA.
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e 2NV UEAETN cuumEpIAM@OnKaY

Enrollment

e acOeveig pe T1-T2a voco kat PSA

(N =819)

‘ = ‘ >10ng/mL 1 Gleason score >7,

Radiation alone (N =409) Radiation and AS (N =410) 7 4 4
Deviations to protocol Deviations to protocol 8 e
eligibility criteria (n=20) eligibility criteria (n=19) Xa) p lg 8V glgn STI’K(,\)V

s Mewn s e AEUQAOEVOV N LETACTOTIKNG

M, { = R
e e )
4 32 1/
Outeomes VOOOV GTOV ATTEIKOVIOTIKO SXSYXO .

BDFS events (N =201) BDFS events (N=118)
Biochemical fail =1 Biochemical faill =61 /4 /4
il i o e  Tov tAnBuoud ™G pnerétng
Locoregional failure (n=9) Locoregional failure (n=0)
Distant failure (n=1) Distant failure (n=1)
Death not of cancer (n=54) Death not of cancer (n=54) > - >

anotélecayv 819 acbeveic, amod

Clinical DFS events (N = 123) Clinical DFS events (N = 82)
/4 4

T0V¢ omoiovg o1 409 vrePAndncav
Deaths (N=83) Deaths (N =69)
Prostate cancer (n=16) Prostate cancer (n=9)
B(l)xicity (n=2) 'g‘)xicitv (n=0) 7 7

h (n=18) hy (n=22)
Car;;o‘;z’;cc:l:ar problems (: =24) Car:iro‘\:/zr;‘:’lar problems (: =15) 08 (X/KTIVO e 8 p angla (3 D = C RT T]
Other (n=20) Other (n=20)
Unknown cause (n=3) unknown cause (n=3)
4

IMRT) kot o1 410 élaPav

Lost (no information > 2 years; n = 17) Lost (n = 24)

GLVOLACUO OKTIVODEpUmTEinG Kot

Primary analysis (ITT; N = 409) Primary analysis (ITT; N = 410)

TRy i v : J4 7
Sensitivity analysis (per protocol; N = 388) Sensitivity analysis (per protocol; N = 385) AD I 2 6 }\/
Safety (all treated; N = 407) Safety (all treated; N = 406) 0 Gglg YKO 08 p 8 lvn g

TPIUNVNG OLEPKELNG).

il
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W
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* Ta amoteAéopata wov peAeTnONKay coumepteAdupPavay:

1. EmBioon ehevbepn Broynuikne vmoTpomng
(Biochemical DFS)

2. KAwikn vrotponn

3. EmPimon ehevBepn kAtvikng vrotponnc (clinical DFS)
4. Overall Survival (OS)

* O péoog ypovoc mapakorovOnong Nrav 7,2 1.
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* H 5etc biochemical DFS
nrov 82.6% otnv opdoo.

=
=

~
=

=3
3

GLVOLOGTIKNG Oepameiog Kot

Alive Disease Free (%)
& 8

@
S

~
S

69.8% otnv oudoa

=

T T T T T T T T T T T T y
L e (XKTIVOOSP(ITCSIOLQ (p<0 001
Years Fig 2. (A) Biochemical disease-free sur- 2 2
0 N No. of patients at risk: Treatment wval by treatment am in the intent-to-treat
201 W8 3% 365 33 306 263 196 123 85 42 16 3 = RTonly population. Hazard ratio (RT + AS vRT alone) =
18 410 401 388 364 349 303 243 167 96 50 17 1 RT+AS 0.52(95% Cl, 0.41 t0 0.66); P<.001. (B)

AT i Tivakog A).

in the intent-to-treat population. Hazard ratio

B (RT + AS VAT aone) = 063 (95% C1, 04810
* Avriotowoa, n Setng clinical
DFS frav 88.7% otnv opdda
GLVOLOCTIKTG Depameiog Kot
B 80.8% otV opddo
e axtivobepamsios (p=0.001,

nivakog B).
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Events/Patients HR and Cl for Biochemical DFS

RT Dose RT + AS RT HR (95% Cl) (RT+AS : RT) Interaction Test

70 Gy 417101 66/100 058  (0.39t0 0.86) + P=2817(df=2)

74 Gy 52212 g9 052 037007  —Jf— ° O 1 EDEVLV é 3 Ko é 1 01

78 Gy 25/97 46/100 048 (02910077) =i p n T g p Tl T
. Total 18/410  201/409 053 (04210 067) ’ 7 y

28.8% 49.1%
Sl TOPATAV®D OLUPOPES TV
0.‘25 0i5 1.0 210 4.‘0
RT +AS RT
be:ter better 7 /4
Overall treatment effect: P<.001 GT (ITIGTIK(I Gn HaVT lKg g
B
Events/Patients HR and Cl for Clinical DFS e y

RT Dose RT +AS RT HR (95% Cl) (RT+AS : RT) Interaction Test avgiapﬂcn T(L) g TT] g 8 O Gn g

70 Gy 29/101 40/100 072 (045t01.17) —a— P= 656 (df =2)

74 Gy 36/212 52/209 0.65 (0.43t0 1.00) +

78 Gy 17/97 31/100 051 (0.28100.92) ————fff——r aKTl‘VO BO}\/{a«g TEOD é}\daB av 01
. Total 82/410 123/409 0.63  (0.48t0 0.84)

(20%) (30.1%) i
e acbeveic.
RT+AS RT
better better
Overall treatment effect: P=.001

Fig 3. Forest plot. (A) Biochemical disease-free survival (DFS) and (B) clinical DFS by treatment and RT dose. AS, androgen suppression; HR, hazard ratio; RT, radiotherapy.
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* To moc00TO TOMIKT) VTOTPOTNC oTNV SeTia NTav 6.6% Yo
TNV opaa NG aktvobepameiag kot 2.1% yio tnv opdoa
cuvovacuov (p=0,001).

* To mocootd OS oty Setia NTav 88.4% yio Tnv opudoa
¢ aktivolepameiog kot 91.3% yia tnv oudoa
cLVOLAGHOL (amatteiton peyoaivtepo follow up yio va
amodELyOel av 1 O10LPOPA CLTY) EIVAL GTATICTIKA

CGMUOVTIKN).
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2LVUTEP OO LLOL

 H peAétm EORTC 22991, ancdeiée 0TI 0 6UVOLUGUOS
aKTvo0epameiag Kol 6unvng oppovodepameiog Pertiovel
T0 TOGOGTO MPimonc eAevBepNC PLoynUIKNG Kot KAIVIKTG
VTTOTPOTNC 0€ ACOEVEIC UE TOMIKA EVTOTIGUEVO

intermediate 1 high-risk xopkivo Tpootdn.
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