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Avdpac nAikiac 78 eTwyv, pe 10Top1ko pICIKAC
TIPOOTATEKTOHAC KAl dKTIvoBeparmeiag
TPooépXETAl He auCavopevo PSA

(1,2 ng/ml évavr1 0,8 /0,4 /0,3 /0,3 mpo

3,6,9 ka1 12 unvwy, avTioToixa




A. H BepameuTikA avTipeTwion, aveldpTnta
ato oTIONTOTE dAAO, Oa eival o avdpoyovIKOC
aTTOKAEIOHOC.

Emopévwce, o povoc mpoPAnuaTioloc apopd
Tov TUTTO TOU avOpoyoVvikoU atokAgigpoU
(tAnpnc¢ K ox1, LHRH avdAoyo n avti-LHRH n

UTTOKAWIOC OPXEKTOUN)

. Ta dedopéva eival avemdpkn yid Thv Aqyn
OcpameuTIkKAG amopaong. Xpeialovral
AETITOUEPEIEC ATIO TO IOTOPIKO KAl VEOC
ATTEIKOVIOTIKOC €AEYXOC




KEEP
CALM

AND

KNOW YOUR
ENEMY




"Aev Ba umopeic mavra va Bepameloeig Thv Voo,
dAAd Ba pémel TAvTa va avakouwioeig Tov doBevA”

“Eivai oAU Tié6 omoudaio va HABOeIC TTOI0C EXEI TV
vooo Ttadpd Troid vooo €xel o aoBevhc”

IntmokpdTNng







AvOpac hAikiag 78 eTwy, HETpia uTtépPapocg, He
10TOPIKO PI(IKAC TTPOOTATEKTOUAC KAl dKTIVOOepaTeiag
mpocgépxeTal pe au¢avopevo PSA (1,2 ng/ml évavti 0,8
kai 0,4 mpo 3 ka1 6 unvwy, avrioToixa).

2011: PiCikn tpooTaTekToUA KAl PN EKTETAPEVN AsppadeveKTOUN
(mpoeyxeipnTikd PSA 6,8 ng/ml, pT33Ny, eoTiakh 81nBnon
kKdyag, Gleason score 4+3=7, peteyxeipntiké PSA 0,05 ng/ml.

2011-2016: oradiakn avodog Tou PSA péxpr 0,8 ng/ml.
ATopaon yid akTivoBepameia pe MRI kdtw KotAiag Xwpig
maBoAoyikd guphuata. PSA vadip 0,2 ng/ml. To 2013
diemioTWwON oakxapwdng d1aPpATng TuTou 2 kai to 2014
uTTEPARON o€ ayyeloTTAdOTIKA 2 ayyeiwv.

2016-2018: oradiakn avg¢non Tou PSA oe 1,2 ng/ml évavri
0,8/0,4/0,3/0,3 mpo 3,6,9 kai 12 ynvwyv, avrioToixa




ATTEIKOVIOTIKOGC £AEYX0OC
O ouvnBnc ameikoviaTikOC £Aeyxog (bone scan, CT kolAiag) eival cuvABwc¢ apvnTIKOC g€
AacuUTITWHATIKOUG aoBeveic He BCR petd amé RP n RT kaBwg mponyeital Twyv KAIVIKWY
peTaoTdoswy Katd 7-8 £Tn. ZToug acBeveic autoUg h mBavoTnTa OeTikoU bone scan og
aoBeveig pe PSA < 7 ng/ml givai < 5%.
O1 mepioadTepol aoBeveig umopdArovtal oe salvage RT xwpig ToTIKA ameikovion
H mpMRI pmopei va avixveUael TOTIKEG UTTOTPOTIEG OTN TTPOGTATIKA KoiTh dAAd h euaigBnaid
Tng o€ mepImTwoeig He PSA < 0.5 ng/mL mapapéver avTipariki.
To Choline PET/CT eivai AiyoTtepo euaioBnTo amé tTnv mpMRI 6Tav 1o PSA eivai <1 ng/mL
To PSMA-PET/CT eivai ©eTikd oTo 15-58% Twv aoBevwv pe BCR kai PSA < 0.5 ng/mL, aAAa
ol dnHooieupdéveg HeAETEC cival BUOKOAO va eppunveuBoUlyv yiaTi ocuvhBw e avapiyvuouv aoBeveic
HE UTTOTPOTIA HETA aTtd Togo RP 600 kai RT kai dev e€c1dikeUouv To TTO0OOTO TWV ACOEVWY [e
TOTIKEG HETAOTACEIG £VaAVTI ATWTEPWY HeTaoTdoewy oe emimeda PSA < 0.5 ng/mL.
H akpiPh¢ avixveuon kai evTOTIoN TWV TOTIKWY UTTOTPOTIWY HeTd amé RP Ba amaitnOcei povov
av amodeixOei 0TI n oTepeoTAKTIKA salvage RT otn Béon Tng umoTpomAg PeATILVEI TO
OepameuTIkO amoTEéAETHA.

6.3.4.4. Guidelines for imaging in patients with biochemical
recurrence

Prostate-specific antigen (PSA) recurrence LE | Strength
after radical prostatectomy rating
Perform imaging only if the outcome will influence subsequent treatment Strong
decisions.

If the PSA level is = 1 ng/mL, perform a prostate-specific membrane 2b Weak
antigen positron emission tomography computed tomography (PSMA

PET/CT), if available, or a choline PET/CT imaging otherwise.




A. H mopeia €ival n KAAooIkAR TToU dkoAouOki
KdOe aoOeVvAC e TETOIA XAPAKTNPIOTIKA.
Oa £TMpeTEe va €iXe KAVEI ETTIKOUPIKNA
akTivoOepameia pe h Xwpic ouvodo
opHovoOepameia kal Ba €ixe avTIHETWTIOE!
TTARPWC To TPOPANHa

B. O 1poTT0C AVTIHETWTIONG €ival ATTOOEKTOC KAl
N vOOooC €ival dmTOAUTA AVTIHETWTIoIUN KAl OEV
amoTeAei duvnTiKA ameiAn yid Thv WA Tou,
£10Ikd Héaoa ota TAdiola The ouvodou
voonpoTNTAC TOU




Postoperative Nomogram for Disease Recurrence
After Radical Prostatectomy for Prostate Cancer

J Clin Oncol 17:1499-1507. © 1999
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Me Ta dedopéva autda o aoBevig Ba cixe
wPeAnBei amo:

A. Adjuvant akTivoBepameia
B. Early salvage akTivoBepamceia

I". Salvage akTivoBepaneia

A. TTapathpnon péxp! Tnv avdmtuén
KAIVIKA egpavwy HETAOTACEWY




6.3.8. Observation

Observation until the development of clinically evident metastatic disease may represent a viable
option for patients with low-risk features (PSA-DT > 12 months, time to BCR > 3 years, GS < 7 and
stage = T3a) or unfit patients with a life expectancy less than ten years and/or are unwilling to
undergo salvage treatment. In unselected relapsing patients, the median actuarial time to the
development of metastasis will be eight years and the median time from metastasis to death will be

a further five years [569).

pTs,, 6S 7, time o BCR 5 xpovia, PSA-DT > 12
HUAVEC, IKavoTroINTIKO (TOTE) TPoodOKIHo emipiwaong




Guidelines for second-line therapy after treatment
with curative intent

Local salvage treatment Strength
rating

Recommendations for biochemical recurrence after radical
prostatectomy

Offer active surveillance and possibly delayed salvage radiotherapy (SRT) to Strong
patients with biochemical recurrence and favourable prognostic factors (s pT3a,
time to biochemical recurrence > three year, prostate-specific antigen doubling-
time (PSA-DT) > twelve months, Gleason score < 7), who may not benefit from
intervention.

Treat patients with a PSA rise from the undetectable range with SRT.
The total dose of SRT should be at least 66 Gy and should be given early (PSA <
0.5 ng/mL).

Recommendations for systemic salvage treatment

Do not offer androgen deprivation therapy to MO patients with a PSA-DT > twelve
months.

pT3,, 6S 7, time to BCR 5 xpovia, PSA-DT > 12 pAveg




6.3.5.1.2. Comparison of adjuvant radiotherapy (ART) and salvage
radiotherapy (SRT)

In alarge retrospective case-matching study to evaluate ART vs. early SRT including
pT3NO RO/R1 patients only (ADT was excluded), two and five years after surgery,
biochemically no evidence of disease (bNED) rates were 91% and 78% for ART vs. 93%
and 82% after salvage RT, respectively. Subgroup analyses did not yield significant
differences for the two approaches. It was concluded that early salvage RT does not
impair PCa control, but clearly helps to reduce over-treatment, which is a major issue in
both ART and in SRT.

The results were confirmed for metastasis-free and OS. However, these retrospective
studies are underpowered for high-risk cases such as pT3b/R1/GS 8-10.

Both approaches (ART and SRT) together with the efficacy of neoadjuvant ADT are
currently being compared in three prospective RCTs: RADICALS, TROG, RAVES, and
GETUG 17.

Decision-making on whether to proceed with adjuvant RT, for high-risk PCa, pT3-4 pNO
MO with undetectable PSA after RP, or to postpone RT as an early salvage procedure in
the event of biochemical relapse, remains difficult. In everyday practice, the urologist
should explain to the patient before RP that adjuvant RT may be of benefit if the
patient has negative prognostic risk factors. Ultimately, the decision on whether to
treat requires a multidisciplinary approach that takes into account the optimal timing of
RT when it is used, and provides justification when it is not, will best inform the
discussion between the physician and the patient.




Cancer Center Recurrent Prostate Cancer After Radical Prostatectomy
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W Factors influencing biochemical recurrence in

1a1 :
aN0L0050) (0127l patients who have received salvage radiotherapy
after radical prostatectomy: a systematic review and

(2017) 19, 493-499 meta-analysis

CONCLUSIONS

Our meta-analysis suggests that GS 27, pT =3a, and SRT not combined
with ADT and radiation dose <64 Gy are risk factors for BCR among
patients who have received SRT for BCR following RP. However,
preoperative PSA, surgical margin, perineural invasion, and SVI have
no effect on BCR. Our predictive models might help clinicians to
identify the best candidates who will benefit from SRT.
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Radiation with or without Antiandrogen Therapy in Recurrent
Prostate Cancer
W.U. Shipley, W. Seiferheld, H.R. Lukka, P.P. Major, N.M. Heney, D). Grignon, O. Sartor, M.P. Patel, J.-P. Bahary

man, T.M. Pisansky, K.L Zeitzer, CAF. Lawton, F.Y. Feng, R.D. Lovett, AG. B Souham
Rosenthal, K.J. Kerdin, J.). Dignam, S.L. Pugh, and H.M. Sandler, for the NRG Ong

No. of Bicalutamide Placebo
Subgroup Patients (%) Group Group Hazard Ratio (95% Cl) P Value
12-yr overall survival rate (%)

Overall 760 (100.0) 76.3 713 0.77 (0.59-0.99)  0.04
Gleason score

2-6 214 (28.2) 79.5 79.2 0.95 (0.57-1.59)

7 413 (54.5) 78.5 70.9 0.69 (0.49-0.98)

8-10 131 (17.3) 63.9 58.4 T 0.76 (0.44-1.30)
PSA level at trial entry

<0.7 ng/ml 405 (53.3) 76.8 80.7 1.13 (0.77-1.65)

0.7-1.5 ng/ml 237 (31.2) 77.0 67.5 0.61 (0.39-0.95)

>1.5 ngl/ml 118 (15.5) 73.5 489 0.45 (0.25-0.81)
Positive surgical margin

No 191 (25.1) 73.5 72.9 0.87 (0.53-1.41)

Yes 569 (74.9) 77.3 70.7 0.73 (0.54-0.98)

T
0.4 06 08 1012 16

Bicalutamide Placebo
Better Better

Figure 3. Effect of Antiandrogen Therapy with Bicalutamide on 12-Year Overall Survival.

All patients underwent radiation therapy in addition to receiving either antiandrogen therapy with bicalutamide or placebo. The scale for
the Gleason score ranges from 2 to 10, with higher scores indicating a worse prognosis. Data on the Gleason score were missing for one
patient in each group. P values were calculated with the use of the log-rank test.

patients with active prostate cancer on the basis of central review.




Salvage radiotherapy with or without short-term hormone
therapy for rising prostate-specific antigen concentration
after radical prostatectomy (GETUG-AFU 16): a randomised,
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

Lancet Oncol 2016; 17: 747-56

Events/patients (n/N) Hazard ratio (95% Cl)

Radiotherapy  Radiotherapy plus goserelin

Age
<65 years 60/158 31125 059 (038-0.91)
>65 years 78/215 471244 0-46 (0-32-0-66)
Risk group
Low risk 30/115 12/106 0-40(0-20-077)
High risk 108/258 66/263 0-51(0-38-0-70)
Type of radiotherapy
3DCRT 133/355 76/354 050 (0-38-0-67)
IMRT 5/18 2/15 040 (0-08-2.08)
PSA at baseline*
=05 pg/L 94/305 53/284 0-55(0-39-077)
>0-5 ug/L 43/66 24/83 032(0-19-053)
PSA at baseline*
s1pg/L 1211345 69/346 050 (0:37-0-68)
>1pg/l 16/26 8/21 046 (0-20-1-08)
PSA doubling time*
>6 months 91/276 531270 0.53(0-38-075)
<6 months 47197 25/39 042 (0-26-0-68)
Presurgery PSA
510 ug/L 58/189 40/150 062(0-42-093)

>10 ug/L 36/92 23/102 055(0-33-093)

All patients 138/373 78/369 0-50 (0-38-0-66)

—>
Favours radiotherapy plus goserelin Favours radiotherapy




Use of Concomitant Androgen Deprivation Therapy in Patients
Treated with Early Salvage Radiotherapy for Biochemical
Recurrence After Radical Prostatectomy: Long-term Results from a
Large, Multi-institutional Series

Giorgio Gandaglia®’, Nicola Fossati®’, R. Jeffrey Karnes”, Stephen A. Boorjian”,

Michele Colicchia®, Alberto Bossi¢, Thomas Seisen, Cesare Cozzarini“, Nadia Di Muzio*,

Barbara Noris Chiorda “, Emanuele Zaffuto ®, Thomas Wiegel, Shahrokh F. Shariat’,

Gregor Goldner?, Steven Joniau ", Antonino Battaglia", Karin Haustermans', Gert De Meerleer’,
73(2018) 512-518 Valérie Fonteyne’, Piet Ost’, Hendrick Van Poppel®, Francesco Montorsi°, Alberto Briganti “*

: The beneficial effect of ADT concomitant o eSRT varied
significantly according to disease characteristics, such that only men
with more aggressive PCa features benefit from ADT in the eSRT
setting for BCR aftfer RP.

: The oncological benefits of concomitant androgen
deprivation therapy (ADT) in patients undergoing salvage radiotherapy
(SRT) vary according to pathological characteristics. Only patients with
more aggressive disease characteristics seemed to benefit from the
use of hormonal manipulation at the time of early SRT. Conversely, the
potential side effects of ADT could be spared in patients with low
prostate-specific antigen levels and favorable pathological features.




Androgen deprivation therapy during and
after post-prostatectomy radiotherapy in
patients with prostate cancer: a case

control study

=~ No concurrent ADT
-+ Concurrent ADT
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0 2 4 72 9% 120
Duration from the radiotherapy, months
Numbers at risk
No concurrent ADT 132 89 44 16 7
Concurrent ADT 95 74 33 13 7

Fig. 1 Comparison of the concurrent and no concurrent androgen
deprivation therapy (ADT) groups with respect to biochemical
recurrence (BCR)-free survival form the date of radiotherapy.The
estimated 5-year BCR-free survival rates for the no concurrent and
concurrent ADT groups were 53.9% and 66.1% (p = 0.016), respectively

4
4

Kim et al. BMC Cancer (2018) 18:271

-+- Concurrent ADT for 6-12 months
== Concurrent ADT for 2 12 months

Biochemical recurrence free survival, %

0 2 P 7 %
Duration from the radiotherapy, months

Numbers at risk
ADT for 6-12 months 16 11 8 6 2
ADT for 2 12months 75 63 25 7 5

Fig. 3 Comparison of biochemical recurrence (BCR)-free survival
form radiotherapy date with respect to duration of concurrent
androgen deprivation therapy (ADT). Patients with < 12 months of
concurrent ADT showed poorer 5-year BCR-free survival rates than
those with longer-term (212 months) ADT, although the difference
failed to reach statistical significance (p=0.232)

Concurrent ADT during post-prostatectomy RT significantly improved BCR-free
survival. Therefore, to maximize the oncological benefit, ADT of sufficient
durations should be implemented. The results from ongoing RCTs are needed to

confirm our results.




A recent literature review recommends risk
stratification based on the pre-SRT PSA

(> 0.7 ng/mL), margin status (positive), and high
GS, to personalise the use of hormone therapy
with SRT [643].

A Systematic Review and Framework for the Use of Hormone
Therapy with Salvage Radiation Therapy for Recurrent
Prostate Cancer

Daniel E. Spratt®"*, Robert T. Dess “!, Zachary S. Zumsteg®, Daniel W. Lin, Phuo_c T. Tran %</,
Todd M. Morgan®, Emmanuel S. Antonarakis ‘f, Paul L. Nguyen", Charles J. Ryan’,
Howard M. Sandler”, Matthew R. Cooperberg’, Edwin Posadas ¥, Felix Y. Feng'

EUROPEAN UROLOGY 73 (2018) 156-165

Conclusions: Similar to the selective use of HT with radiotherapy in localized prostate
cancer, not all patients appear to derive a meaningful benefit from HT with SRT.
Patient, tumor, and treatment factors must be considered when recommending the use
of HT with SRT. Knowledge gaps exist in the level 1 data regarding the optimal duration
and type of HT, as well as the ability to use predictive biomarkers to personalize the
use of HT with SRT. Important clinical trials (RADICALS and NRG GU-006) are aimed
to answer these questions.




O aoBevng, Tapd Tnv salvage akTivoBeparmeia He

68 Gy To 2016, eppaviCel otadiakh ab¢non Tou PSA
oe 1,2 ng/ml évavri 0,8/0,4/0,3/0,3 mpo 3,6,9 kai 12
unvwy, avtiotoixa (PSA-DT: 5,5 pnveg )

A. Oa mpémel va ekivioel dpeoa
avOpoyoVIKO ATTOKAEIGHO

B. Me mpoUm6Oean oT! cival ameikovioTIkd
Mo, uTTopEi va TTepIEVEl HEXPI TNV
akTivoAoyikh emideivwaon ThG vooou e
dcdopévn Thv onUavTiki ocuvodo voonpoTNTd

I". Me Pdon TiI¢ TeAeuTaieg avakoivwaelg Ba
weeAnBei av Tou xopnynBei ev{ahouTapion




Méxp1 oTiyung, ol d1aBéaipeg TAnpowopiec yid Thv
TTopEia TWv avopwy He PloxnUikh UTTOTPOTIA HETA ATTO
HETEYXEIPNTIKA akTivoBepaTeia epiopi{ovTal o¢
ekeivoug Tou umePARBnoav ae emikoupikn (adjuvant)
(ART) kai 6x! salvage (SRT) akTivoBeparceia.

O1 tapdpeTpol Tou XpeldleTal va eKTIHNOoUV eivai:
Td T0000Td avATTUE NG ATTWTEPWY HETAOTATEWY,
0 XPOVOC HEXP! TNV AVATITUEN ATTWTEPWY
pvetaotdoswyv (DMFS),
Td TTOCOOTA AVATITUE NG EUVOUXOAVTOXOU KAPKiVOU Kdl
0 Xpovo¢ Héxp! Thv avdmtuén Tou (CRFS),
n €101KA wW¢ TTpo¢ Thv vooo emipiwon (PCSS) kai
n ouvoAIkRi emipiwan (OS).




Volume 121, Issue 3

March 2018 Natural history of ‘second’ biochemical failure
Pages 365-372 after salvage radiation therapy for prostate
cancer: a multi-institution study

Fig. 1 Kaplan-Meier plots with numbers at risk for patients with biochemical failure after salvage radiotherapy for (A) freedom from distant metastasis,
(B) prostate cancer-specific survival and (€) overall survival.

A Freedom From Distant Metastases B Prostate Cancer-Specific Survival

50 100 5 50 100 150
Months Months
136 60 187 93 31
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Median time to distant
metastases from second
BCR and median OS from
second BCR were >9 years
and 13 years, respectively.
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Risk groupings for patients with second biochemical failure after salvage
radiotherapy (SRT) for (A) freedom from metastasis with stratification based
on presence of Gleason 8-10 pathology, interval to second biochemical relapse
<1 year, or failure despite concurrent androgen deprivation therapy (ADT) with
SRT and (B) prostate cancer- specific survival with stratification based on
presence of interval to second biochemical failure <1 year, and/or biochemical
recurrence despite concurrent ADT with SRT.




Long-term Outcome of Prostate Cancer Patients Who
Exhibit Biochemical Failure Despite Salvage Radiation
Therapy After Radical Prostatectomy

American Journal of Clinical Oncology
Issue: Volume 40(6), December 2017, p 612-620

The median OS and
freedom from PSA
failure (FFPF) after
SRT were 14.7 and 5.5
years, respectively.
The OS were 91% and
67%, FFPF were 51%
and 33%, prostate
cancer specific survival
(PCSS) were 98% and
84%, and distant
metastases-free

- - survival (DMFS) were
N 94% and 84% at 5 and

FIGURE 1. Kaplan-Meier survival curves after the start of salvage radiation therapy, n=61. Freedom from prostate-specific antigen (PSA) .
failure (A); overall survival (B); distant metastasis-free survival (C); prostate cancer-specific survival (D). DMFS indicates distant meta- 10 'r I
stases-free survival; FFPF, freedom from PSA failure; OS, overall survival; PCSS, prostate cancer-specific survival. yea r‘s ’ r‘es peC 've y

Percent survival




Long-term Outcome of Prostate Cancer Patients Who
Exhibit Biochemical Failure Despite Salvage Radiation
Therapy After Radical Prostatectomy

American Journal of Clinical Oncology
Issue: Volume 40(6), December 2017, p 612-620

DMFS

Measuring from time of
SRT initiation, OS of
patients who developed
BCR were 91% and 65%,
PCSS were 97% and 80%,
DMFS were 87% and
76%, and CRFS were 85%
and 81% at 5 and 10
years, respectively

Years
Number at risk Number at risk
33 31 2 10 1 28 24 19

FIGURE 2. Kaplan-Meier survival curves after the start [sal age radiatio lherapy fp l nts who developed b:ochemical rrrrrrr
(BCR), n=34. Over II survival (A); distant metastasis-free survival (8); pro: ancer-specific survival (C); castration-resistant-free
survival I(D) CRFS indicates castration-resistant-free surviv; I DMFS, distai lm l lses—lrees rvival; OS, overall survival; PCSS prostate




Long-term Outcome of Prostate Cancer Patients Who
Exhibit Biochemical Failure Despite Salvage Radiation
Therapy After Radical Prostatectomy

American Journal of Clinical Oncology
Issue: Volume 40(6), December 2017, p 612-620

R When considering only those
who failed SRT, time to BCR
after SRT<1 year correlated
significantly with decreased OS

et (10y 33% vs. 80%, P = 0.001,

- hazard ratio [HR]5.7, 2.0 o

15.9), DMFS (10 y 43% vs. 91%,

P=0.0027,HR 7.7, 2.0 to
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FIGURE 3. Kaplan-Meier survival curves after the start of salvage radiation therapy according to rapidity of failure (failure<1y vs.
failure >1y), n=34. Overall survival (A); distant metastasis-free survival (B); prostate cancer-specific survival (C); castration-resistant-free
survival (D). CRFS indicates castration-resistant-free survival; DMFS, distant metastases-free survival; OS, overall survival; PCSS, prostate
cancer-specific survival.
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Risk Factors for Disease Progression After
Postprostatectomy Salvage Radiation: Long-term
Results of a Single-institution Experience

Clinical Genitourinary Cancer February 2018

Figure 1 Kaplan-Meier Curve for Interval to Disease
Progression With 95% Confidence Intervals

Percent survival

L) L) L] L) LJ L) L}
2 4 6 8 10 12 14
Time from End of Radiation Therapy (Years)

Number-atrisk 178 96 58 24 11 4
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Risk Factors for Disease Progression After
Postprostatectomy Salvage Radiation: Long-term
Results of a Single-institution Experience
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2 4 6
Time from End of SRT (years)

-t <0.30
== 0.31-0.50
=t 0.51-1.00
-t >1.00

Kaplan-Meier Curves for
Interval to Disease
Progression Stratified by
Presalvage Radiotherapy
(Pre-SRT) PSA. Median
Interval to Progression for
Each Pre-SRT PSA Groups: ¢
0.3 ng/mL, Not Available; 0.3
to 0.5 ng/mL, 3.95 Years; 0.5
to 1.0 ng/mL, 3.04 Years; and
>1.0 ng/mL, 1.80.




Androgen deprivation therapy during and
after post-prostatectomy radiotherapy in
patients with prostate cancer: a case
ContrOI StUdy Kim et al. BMC Cancer (2018) 18:271

8

=~ No salvage ADT

1

Salvage ADT after post-RT
BCR improved radiographic
progression-free survival.
Therefore, salvage ADT
should be considered as a

e e  V/aDle Treatment option after
Numbers at risk Duration from the radiotherapy, months — p OS"' 7. R T B C R .

No salvage ADT 3 24 12 < 1
Salvage ADT 50 45 33 21 13 9

Fig. 2 Comparison of the salvage and no salvage androgen The r'esu H.S f r'o m Ongo I ng RCTS
deprivation therapy (ADT) groups with respect to radiographic .

progression-free survival from the date of radiotherapy (81 patients Clr‘e need ed TO Confl r‘m OUP
experienced BCR after radiotherapy). The estimated 5-year radio-

graphic progression-free survival rates for the no salvage and salvage r‘es U I Ts .
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EMBARK: A phase 3, randomized, efficacy and safety study of
enzalutamide plus leuprolide, enzalutamide monotherapy and

placebo plus leuprolide in men with high-risk nonmetastatic prostate
cancer progressing after definitive therapy @
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Ann Oncol. 2018 Feb 26. doi: 10.1093/annonc/mdy072. [Epub ahead of print]

Adding abiraterone or docetaxel to long-term hormone therapy for prostate cancer: directly
randomised data from the STAMPEDE multi-arm, multi-stage platform protocol.

2.2 Patient selection

Eligible patients were those starting long-term ADT for the first time. This was defined as
patients with metastatic disease, nodal involvement or node negative, non-metastatic disease
with two or more of three high-risk features: T-category 3 or 4, Gleason sum score 8-10 or
PSA>40ng/ml. Patients rapidly relapsing after previous local therapy were also permitted if
they had PSA>20ng/ml or PSA>4ng/ml with a PSA doubling time <6 months or those who

developed loco-regional or metastatic spread whilst not on hormone therapy.

CONCLUSIONS: This direct, randomised comparative analysis of two new treatment standards for hormone-naive prostate cancer (HNPC)
showed no evidence of a difference in overall or prostate cancer-specific survival, nor in other important outcomes such as symptomatic
skeletal events, suggesting that Worst toxicity grade over entire time on trial was similar but comprised different toxicities in line with the
known properties of the drugs.




8.2.4. Hormonal therapy side effects

8.2.4.1.Sexual function

Cessation of sexual activity is very common on men undergoing ADT,
affecting up to 93% of men.

8.2.4.2.Hot flushes

Hot flushes are a common side-effect of ADT (prevalence estimated
between 44-80% of men on ADT

8.2.4.3.Non-metastatic bone fractures

Due to increased bone turnover and decreased bone mineral density (BMD)
in a fime-dependent manner, ADT use is linked to an increased risk of
fracture (up to 45% RR with long-term ADT)

8.2.4.4 Metabolic effects

Lipid alterations are common and may occur as early as the first 3 months
of treatment. ADT also decreases insulin sensitivity and increases fasting
plasma insulin levels, which is a marker of insulin resistance.
8.2.4.5.Cardiovascular morbidity

8.2.4.6.Fatigue

Fatigue often develops as a side-effect of ADT. Anaemia may be a cause
of fatigue. Anaemia requires an etiological diagnosis (medullar invasion,
mainly inflammatory, renal insufficiency, iron deficiency, chronic bleeding)
and individualised treatment.

8.2.4.7 Neurological side-effects

Castration seems also to be associated with an increased risk of stroke,
and is suspect to be associated with an increased risk for depression and
cognitive decline such as Alzheimer disease




8.2.4.5. Cardiovascular morbidity

Cardiovascular mortality is now the most common cause of death in PCa patients, even exceeding
PCa mortality [713,873,874]. Several studies showed that ADT, after only six months, was associated
with an increased risk of diabetes mellitus, cardiovascular disease, and myocardial infarction [875].
The RTOG 92-02 [876]) and 94-08 [3281] trials confirmed an increased cardiovascular risk, unrelated to
the duration of ADT and not accompanied by an overall increased cardiovascular mortality. No
increase in cardiovascular mortality has been reported in a systematic meta-analysis of trials RTOG
8531, 8610, 9202, EORTC 30891 or EORTC 22863 [877]. However, serious concemns about the
conclusions of this meta-analysis have been raised due to poor consideration of bias in the included
studies [878,879). Meta-analysis of observational data reports consistent links between ADT and the
risk of CVD in men treated for PCa e.g. the associations between GnRH agonists and nonfatal or
fatal myocardial infarction or stroke RR: 1.57 (95% CI, 1.26-1.94) and RR: 1.51 (95% CI, 1.24-1.84),
respectively [280]. An increase in cardiovascular mortality has been reported in patients suffering
from previous congestive heart failure or myocardial infarction in a retrospective database analysis

[221] or presenting with a metabolic syndrome [882].
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Roderick C.N. van den Bergh®, Niels J. van Casteren”, Thomas van den Broeck°, Eve R. Fordyce“,
William K.M. Gietzmann ¢, Fiona Stewart, Steven MacLennan ¢, Saeed Dabestani’,

Joaquim Bellmunt#, Michel Bolla", Erik Briers’, Philip Cornford’, Steven Joniau*,

Malcolm D. Mason', Vsevolod Matveev™, Henk G. van der Poel”, Theo H. van der Kwast®°,
Olivier Rouviére”, Thomas Wiegel %, Thomas B. Lam “*, Nicolas Mottet™*




The link between PSA relapse and survival is weak at best, and the
management approach has to be individualised. Based on the lack of
definitive efficacy and the undoubtedly associated significant side
effects, not all patients with disease recurrence after primary
curative therapy should receive standard HT at the outset. Only a
minority of patients with disease recurrence progress to systemic
progression or PCa-caused death. The objective of HT should be to
improve OS, postpone distant metastasis, and improve QolL. QoL was
reported as an outcome in only one of the included studies. Biochemical
response o HT only holds no clinical benefit for a patient. For older
patients and those with comorbidities, side effects of HT may even
decrease life expectancy; in particular, cardiovascular risk factors
need to be considered. However, high-risk patients with a long life
expectancy may benefit from HT. Therefore, personalised risk
stratification is warranted, taking patient (age, comorbidity, patient
preferences) and disease-specific (Gleason score, PSA DT) factors
into account in clinical decision making. No strong conclusions can be
drawn on the preferable HT strategy in this setting.




H avTipeTwion Tng ProxnUIKAG UTTOTPOTING HETA ATIO
TNV dpXIKA, pICIKA, avTIHETWTION dAAd Kal Thv
epappoyh Bepameiac didowong amaiTei yvwon, ouveon

Kdl oTPATNYIKO oXE0IAOUO







H onuavTikh eTepoyéveld TG vOoou ONUIOUPYEI
onpavTtika tpoPpAnuaTa otnv £mAoyn TNC
KaTaAANAOTEPNC OepATTEUTIKAC TTPOTEYYIONC, YEYOVOC

oV €TIPAAAEI TNV EKTiUNON TG €TIOETIKOTNTAC TG







O1 «melpaopoi» yid Thv TTpwipn Xphon véwv
ATTEIKOVIOTIKWY HEOOOWYV Kal Thv cuvakoAoudn
gpappoyn, TpwipoTepd, aAAnAodidadoxwyv K/ Kai

ouvOudaoTIKWY Bepameiwy HUmopei va £xel oav
amoTéAEoUa TNV TPWipNn e€dvrAnon Twy di1aBéaipwy
OTTAWYV adAAd Kal ThV «PETAHOPPWON» TwV PloAoyikwyv
XAPAKTNPIOTIKWY TNG VOOOU







