BioxnUIKN UTTOTPOTTI O€
aoBevn PE KOAPKIVO TOU

TPOOoTATN:

iKO

GVTE ||< YI VO( Eﬂﬁé OTSITE %v UTTOTITAO TOU
EmrikoupeoC Kaoi nynmg OupoAovyiag
latpikn 2xoAn MNavemmiornuiovu ABnvwy



=t

T L
T |y

el S

L
e 7
L

I'..-Il"-




Néec MepimTrTwoeig kal Odavarol 2010

Estimated New Cases™

Males Females

I Prostate 217,730 28% Breast 207,090 28%

Lung & bronchus 116,20 15% Lung & bronchus 105,770 14%
Colon & rectum 72,000 9% Colon & rectum 70,480 10%
Urinary bladder 52,760 T% Uterine corpus 43,470 6%
Melanoma of the skin 38,870 5% Thyroid 33,930 5%
MNon-Hodgkin lymphoma 35,380 4% Mon=-Hodgkin lymphoma 30,160 4%
Kidney & renal pelvis 35,370 4% Melanoma of the skin 29,260 4%
Oral cavity & pharynx 25,420 3% Kidney & renal pelvis 22,870 3%
Leukemia 24 690 3% Owary 21,880 3%

Pancreas 21,370 3% Pancreas 21,770 3%

All Sites 789,620 100% All Sites 739,940 100%:

Estlmated Deaths

Males Females

Lung & bronchus 86,220 29% Lung & bronchus 71,080 26%

I_9 Prostate 32,050 11% I Breast 39,840 15%
Colon & rectum 26,580 9% Colon & rectum 24,790 9%
Pancreas 18,770 6% Pancreas 18,030 7%

Liver & intrahepatic bile duct 12,720 4% Ovary 13,850 5%
Leukemia 12,660 4% Mon=Hodgkin lymphoma 9,500 4%

Esophagus 11,650 4% Leukemia 9,180 3%
MNon=Hodgkin lymphoma 10,710 4% Uterine Corpus 7,950 3%
Urinary bladder 10,410 3% Liver & intrahepatic bile duct 6,190 2%

Kidney & renal pelvis 8,210 3% Brain & other nervous system 5,720 2%
All Sites 299,200 100% All Sites 270,290 100%

Jemal A Siegel, R., Xu, J., Ward, E., CA Cancer J Clin 2010,;60,277-300; Cancer
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Bioxnuikn Yrorpotrn - Opioyoi

Q{Q).‘ PSA > 0.2 ng/mLeMPEBAIWPEVO O€ dDUO CUVEXEIG UETPNOEIG (EATU
guidelines 2012)

Q{,T 3 O1000XIKEG AUENOEIG TOU PS4 TTAVW ATTO TO nadir (ASTRO ,AUA)

N augnon ®S4 2ng/mlN TTEPICCOTEPO TTAVW ATIO TO nadir (RTOG-ASTRO
Phoenix Conference, EAV)

CRP(: Emimreda TEGTOOTEPOVNG EUVOUXIGUOU (<50ng/dl 1. 7nmol/L)
TPEIG OUVEXOMEVEG AUENOEIG TOU PS4, ava eOouada, pe duo
QUENOEIG >50% ATTO TO VAdIP, UE PSA>2ng/ml, ATTOOUPON TWV
aAvTIaVOPOYOVWY YIa TOUAAXIOTOV 4 EBOOPADEG yIa TN @AouTapidN KAl 6
eBOONAdEC yIa TNV BIKaAouTapidn, INpdodo Tou @54 TTapOAO TOUG
ouVveEXICOUEVOUG OPHOVIKOUG XEIPIOUOUG
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MetaoTarikn N6oog
[Mpwiyn N KaBuoTtepnuéevn opuoVvIKN BEpaTreia;

VACURG: KAVEVA TTAEOVEKTNHA OS

MR : KOBuUOTEPNON EPPAVIONC
UETOAOTACEWY, HEIWON OCTIKWY ETTITTAOKWV
(2T 3, AOUPTITWUATIKF HETOOTATIKY VOTOG)

Cochrane: AUCAVEI 10y OS, CSS, PES (VACURG -1,

VACURG-1I, MR, ECOG O€ QOOEVEIG JE IGTOAOYIKN
AEPUPADEVIKN OUPPETOXN HETA RP)



EATV 00NYIEC

Recommendations | GR
Presumed local failure after radical prostatectomy

Patients with presumed local failure only may be candidates for salvage radiotherapy. This should be B
given with at least 64 Gy and preferably before PSA has risen above 0.5 ng/mkL.

Other patients are best offered a period of watchful waiting (active monitoring), with possible

hormonal therapy later on.

Presumed local failure after radiotherapy

Selected patients may be candidates for salvage RP and patients should be informed about the C
higher risk of complications, e.g. incontinence and erectile dysfunction.

Salvage RP should only be performed in experienced centres.

Other patients are best offered a period of watchful waiting (active monitoring), with possible

hormonal therapy later on.

Presumed distant failure

There is some evidence that early hormonal therapy may be of benefit in +/- local failure, delaying B
progression, and possibly achieving a survival benefit in comparison with delayed therapy. The results

are not without controversy.

Local therapy is not recommended except for palliative reasons.
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Metastasis-Free Survival
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Cummulative Incidence of Death
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Patient Deaths (n)

5yr 10yr 15 yr
Death from other causes 5% 11% 33%
—.=-= Death from prostate cancer 6% 16% 32%
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. Time trends of biochemical recurrence (BCR)

following radical prostatectomy (RP) among 1574

BCR patients

. Aupoupyo

Abstract 639 AUA 2011
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XpOvoG £wG BCR, 1.8 XPOVIA (2.1 Pound John HopKins,
2.4 Hull MSKCC)

XpOvog atro BCR, Ewg TN MeTdoTaon 4.7 years (8 Pound)
XpOvog atro BCR £WG TO BAVATO 6 XPOVIA (13 Pound)

92% KAl 81% TWV BCR, NTAV EAEUBDEPOI HETAOTACEWV

OTa 5Kal 10 XPOVIQ, avTioToIXO
Abstract 639 AUA 2011
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Impact of Biochemical Recurrence
in Prostate Cancer Among US Veterans

Edward M. Uchio, MD; Mihaela Aslan, PhDD; Carolvn K. Wells, MPH;
Juan Caldevone, MDY, John Concato, MD, MS, MPH

o Click to edit the

thas been well understood for years that biochemical recurrence [Acrtoupyia ouBatéTnTa] - Microsoft Word

kevpwn) | Ewoywyl  AdmofnociSac  Avagopic  Topcia alimoypagioc  AvaSeupnon  MpoBold @

Hcopion -
ST paved samca aamoa AGB AaBb - A DU

| Bamuaiotaon
Jﬂlvéln A enaRToe TBaowsd Eupaon ‘Evtovo TEmkepo. TEmKepa. - m:\’:\ ¢ Emdopd -

Mporago = Toaupotozipa o Mapaypawoc 0 Tk || Enctepvasia

recurrence occurred in-é4—48% of patients (see Table). Of those patients who

B ]

. <3 Ampap
Emkaiinan

el ArialUnicode s <12~ [A” &|[#)] |

[B 2 U~ x aa|[¥- A |

esd il

experienced a biochemical recurrence following initial treatment with surgery

701 e

i orradiation, 3-42% died of prostate cancer, depending on follow-up period

g0 - and initial treatment.

501 T <. Table: 5-, 10- and 15-year rates of biochemical recurrence (BCR) and

40 e Soe— ﬂprostate cancer death after initial treatment with surgery or radiation therapy.

Patients, % Surviving

304
204
10

Prostatectomy
—————— Radiation therapy
---------- - Watch and wait
-—-— Hormonal

Follow-up
period

Cumulative
BCR
following
surgery

Prostate cancer

after surgery

mortality among
thosewitha BCR

Cumulative  Prostate cancer
BCR followingmortality among
radiation thosewitha BCR
after radiation

5-year
10-year

34%
37%

3%
11%

35%

11%

146% 120%

15-year

37%

21%

48% 42%

Years

The researchers conclude “Biochemical recurrence is associated with

increased prostate cancer mortality, yet when BCR occurs only a minority of

1156 AoBeveic

Figure 1. Prostate cancer mortality based on treatment received (N=1156
patients).
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Impact of Biochemical Recurrence
in Prostate Cancer Among US Veterans

Edward M. Uchio, MD; Mihaela Aslan, PhD; Carolyn K. Wells, MPH;
Juan Calderone, MD); John Concato, MD, MS, MPH
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Figure 2. Kaplan-Meier curves. A, Time to biochemical recurrence {BCR) among men receiving prostatectomy (n=225); B, time to prostate cancer mortality based
on BCR {“treatment failure” [n=81] vs “no treatment failure” [n=144]) among men receiving prostatectomy: C, time to BCR among men receiving radiation
therapy (n=2398); and D, time to prostate cancer mortality based on BCR (“treatment failure” [n=161] vs “no treatment failure™ [n=237]) among men receiving
radiation therapy.
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Biochemical Recurrence >3 Years After Surgery
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Overall Survival
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Salvage AKTIVOBEpQTTEIQ

PSA-progression free 32% OTA 6-XPOVIA KA
20% OTA 10 XPOVIOQ

‘16106 POAOG KOl o€ auTOUG ME
augnuévn Moeavornra
MetaoTatikig Nooou

v

4-year PFP (Cl)
58% (54—-62)
689 patients

Positive MeIee A Negative

margins

4-year PFP (CI) 4-year PFP (Cl)
61% (55—-67) 55% (49-61)
360 patients 314 patients

>10 <10 >10 <10

4-year PFP (Cl)
69% (59-79)
110 patients

Capyright @ 2011 Woltars Kiuwer Health | Lippincott Williams & Wikins

4-year PFP (Cl)
57% (49—-66)
192 patients

4-year PFP (CI)
61% (50-72)
96 patients

4-year PFP (ClI)
48% (40-56)
175 patients

Gleason
score

4-year PFP (Cl) 4-year PFP (Cl)
52% (49—56) 19% (15—-24)
980 patients 346 patients

8-10

v

4-year PFP (Cl)
27% (19-35)
151 patients

Positive S h  Negative

margins

4-year PFP (CI)
33% (22-43)
151 patients

4-year PFP (Cl)
18% (7—29)
63 patients

>10 <10

4-year PFP (Cl)
50% (16—86)
14 patients
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30% (17—-44)
50 patients

Stephenson J Clin Oncol 2007 ;25:2035



Figure 2. Kaplan-Meier Prostate Cancer—Specific Survival (PCSS) Estimates at 10 Years
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Survival rates are following recurrence in men who received no salvage therapy (5T vs salvage radiotherapy (SRT, with orwithout hommonal therapy), stratified by
prostate-specific antigen doubling time, surgical margin status, and postoperative Gleason score.
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Trock J Clin Oncol 2008 ;23:2760



Salvage AKTIVOBEpQTTEIQ

Figure 1. Prostate Cancer—Specific Survival Following Recurrence After Radical

Prostatectomy (1982-2004)

Salvage treatment

—————— Salvage radiotherapy only
Salvage radiotherapy + hormonal
~es No salvage radiotherapy

Log-rank y2=22.8, P<.001

ﬁ DT + g M _ 0.80-
RTOG 9061 £ osoy
RTIOG 0534 S
FNCLCC-GETUG 16/0504 s
RADICALS 0.20
0
0
No. at risk
Salvage radictherapy only 160
Salvage radiotherapy + hormonal 78
No salvage radiotherapy 397

124
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295

83
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9
Survival, y
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33 10 1
13 8 2
28 9 1

Trock J Clin Oncol 2008 ;23:2760
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TABLE 13E.6 Hypofractionation has also been shown to be

alternative to regular fractionation with exceller

SALVAGE RADIOTHERAPY: DOSE ESCALATION (116,117); however, longer follow-up is required.
o b THhl e Androgen Deprivation Therapy in the
(Year) N Dose (1) (yr) b g d 08 privation 1herapy |
Anscher 89 <65Gy(36) Oyr <0.001 etting

(200 (88 (Median) ﬁztrospective data suggest that ADT in combinatic
i Gy ) (ﬁie}c’fian) improves outcome, but these studies are far fron
Macdonald 60 <648Gy(22) 28(5) 0.026 (50,94,118-121). In contrast, Trock et al. (51) «

that the addition of ADT significantly altered cs
mortality. The use of ADT with SRT is a contemg
Kioe (30 ) >g4‘8 Gy gz,g) ;9 ) 001 tion that is the centerpiece of several randomized f
b nlg[){U 08) ~60 Gy (38) 30 <00 RTOG 9601, which compares radiotherapy alo
| (100) 0G 84 660) therapy plus long-term ADT using 150 mg/day of £
Bernard 2010) 364 <64 8}(’} (154) 435) 0% for 2 years is closed to accrual and will be reporte
LAy : aforementioned RTOG 0534 compares radiothe

(2003) (93)

(102) e YR prostate bed alone to prostate bed plus short term
ik : 6 months to prostate bed and the pelvic lymph node
£l term ADT, FNCLCC-GETUG 16/0504 compares

| >66.L Gy (86)  6115) RT + 6 months of ADT and the RADICALS tri
*<64.8 Gy vs. 64.8-66.6 Cy. short- and long-term ADT, along with adjuvant ve:

b<64.8 Gy vs. >66.6 Gy.

ADJUVANT VERSUS SATLM
| | RADIOTHERAPY
Spiotto et al. (115) showed a benefit when the pelvic lymph

nodes were included in patients with high risk features (5-year ~ The optimal timing of radiotherapy for patients Wi

Pollack, Genit Oncol 2011;238
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Emikoupikn AKO vs. MapakoAouBnon

3 TTPOOTITIKA TUXOIOTTOINMEVEG MEAETEG —

LEVEL 16

Study N | Median Biochemical Mets Death (%)
FU PES
EORTIC 22911 Van Popel 2011 EAU Vienna
Bolla et af FU>10years MF NS OS NS
SWOG 8794 Thompson et al ] Urol 2009
Thompson et af 12.6 years MF p<0.016 OS p<0.023
ARQ 96-02 388 | 4.5yr | 72us S4%*** 205 3.1% 3.4 vs 5%
Wiegel et al p=0.0015
Bolla M et al Lancet 2005

Thompson IM et al JAMA

2006
Wieg

laYaYaYa)
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Adjuvant AKTIVOBEPQTTEIQ

e BEEECCIEY  BUAK RIS

- -
| ses free survival.

TABLE 13E.3 every micron of tissue is pathologically assessed. Patients with

obvious ECE with Gleason score 27 (especially with a major

PHASE III ADJUVANT RADIATION THERAPY portion or bilateral involvement of the prostate) and negative

TRIALS: COMPLICATIONS AT 5 YEAR margins probably still have a substantial risk of local persis-
tence on a microscopic level.

Group Type Obs ART(RR) p-Value Local persistence of disease is more prevalent following

EORTC  Grade2+3  ~10% ~20%(NA)  0.0005 prostatectomy than is generally recognized. An autopsy series

(2005)= . (16) and reports on aggressive prostatic fossa/urethrovesical

Grade 3 1.6% 4.2%(NA) 0.073 anastomosis biopsies (17-21) have documented residual dis-

SWOG GI 0%  3.3%(NA)  0.02 ease in about 50% of prostatectomy cases. Even though men

(2006)" with a focal positive margin and otherwise favorable features

GU(Strict) 9.5% 17.8%(1.9) 0.02 have a low biochemical failure rate, long term follow-up may

GU(Incont)  2.8%  6.5%(2.3) 0.11 be required for failure to become manifest, and it may be

; ARO Any grade 37% 21.9% <0.0001 worthwhile to administer ART in younger men with a long life

96-02 expectancy. Support for this comes from several surgical series

AUO AP GI2 0%  1.4% NA demonstrating a meaningful, continuous risk of biochemical

09/95¢ failure between 5 to 10 years, with a yearly relative risk of 2%

GU 243 0% ~4% NA to 3% on average (22-25). Late failures after radical prostate-

T Bt WA L6 W s witgeey. Al Ty BEmOmAliy, ctomy are not insignificant and provide a rationale for ART.

exchuding incontinence; Seminal Vesicle Involvement

tRandomization within 16 weeks of prostatectomy with RT within 10 : : ; ¢ ; ;
days of randomization. Any toxicity is shown, except for GU(Incont) SVI is a major determinant of outcome in men treated with

in which total urinary incontinence is shown. Overall, complications ART (26-30). Lee et al. (27) found a highly Sigl’li.ﬁCﬂl’lt differ-
were 23.8% in the ART arm and 11.9% in the observation arm. ence in biochemical recurrence, and a borderline significant
RT between 6 and 12 weeks after surgery. Incontinence not assessed. difference in metastases free survival (p = 0.08) in patients
There was one urethral stricture in the observation arm and 2 in the with SVI treated with ART. No patient in the ART group expe-
ART arm. 3

ART. adingantradiotherapy; Gl gaserotatestingls GU gesiiontinary: rienced either distant metastasis or disease recurrence after
Incont, incontinence; NA, not available; RR, relative risk; Strict, 6 years folilow-up.v Vargas et al. (28 ) found a Slg{llﬁC?nt ben-
stricture. efit for patients with SVI who received ART. This difference
was found despite the presence of more advanced pathologic
features in the ART eroup. -]

Pollack, Genit Oncol 2011;238
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Emikoupiki AKO vs. AKO Aidocwaong

From date of surgery From end of RT
100 4 I/ 100
lI'L‘l_
80 1\1 90 L
“:LH* 75% Adjuvant e 73% Adjuvant
80 - ! 80 \
‘;b“.—\_|—\_‘ - —_— )
70 - ™ - 70 L -
60 E 60 " 66%
. e 4% iﬁ—% 4%
40 66% Salvage 40 1
3“ 0 50% Salvage
20 4
“1 pP=049 71 P=.0007
o T T T T T T T T T 0 ;
1] 12 24 36 48 60 2 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
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18.5.4 Management of PSA relapse after RP

Recommendations GR
Local recurrences are best treated by salvage radiation therapy with 64-66 Gy at a PSA serum level < | B
0.5 ng/mL.

For patients with presumed local recurrence who are too unfit or unwilling to undergo radiation B
therapy, expectant management can be offered.

PSA recurrence indicative of systemic relapse is best treated by early ADT resulting in decreased B
frequency of clinical metastases.

Luteinising hormone releasing hormone (LHRH) analogues/antagonists/orchiectomy or bicalutamide, | A

150 mg/day, can both be used when there is an indication for hormonal therapy.
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18.6.4 Observation

Patients with signs of local recurrence only (i.e. low-risk patients with late
recurrence and a slow PSA rise), who are not opting for second-line

curative options, are best managed by observation alone.

A retrospective cohort analysis of hormonal therapy versus watchful
waiting (WW) in 248 men with PSA failure after radiotherapy showed no
advantage for hormonal therapy in the subgroup of men with a PSA DT of >
12 months after radiotherapy. The 5-year metastasis-free survival rate
was 88% with hormonal therapy versus 92% with WW (p = 0.74)
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TABLE 13B.2
OUTCOMES AFTER SATVAGE RADICAL PROSTATECTOMY IN SELECTED SERIES OF PATIENTS

Clinical
Nonprogression Nonprogression Cancer-Specific
Rate (%) Rate (%) Survival Rate (%)
Authors N Clinical Stage 5 vr 10 vr 5 vr 10 vr S yr 10 yr
Rogers et al. (92) 38 T1-—3 NONX 55 33 83 67 95 87
Amling et al. (23) 108 T1b-IN+ 70 44 — 42 90 60
Gheiler et al. (12) 40 T2-3NO 47.4 — 87.5 — — —
k Paparel et al. (22) 146 T1-3 NONX 54 — — — 96 —
|
G —— Death from prostate cancer
Death from other causes
o Tl
= =
=7 Py
= =
—3 uw i)
=1 < |
g€ s g =
e ‘@
D =
g 3 S = =
[ =2 o
g = s",« -
g « S i
a3 = _ = g =

H ®RPdi1adocwong Kai n standard RP OTAV CUYKPIVOVTAI KATA OTAdIO

EXOUV TTAPOHOIO OYKOAOYIKA ATTOTEAEOHATO
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Time from salvage prostatectomy (years) o |
; | | | | I
Number at risk: 0 5 10 15 20
146 82 51 35 24 11
Time from salvage prostatectomy (years)
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To @54 1TpIvV TN RPDIACWONG KAl TO Gleason score TNG Blowiag oxeTiCovTal

ONMUAVTIKA JE TO BavaTo atrd 10 CaP

Paparel, Scardino Eur Urol 2009;55:404-410
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Organ-confined Pca KAl NSM
Gleason score BlOWIAG TTPIV TNV SRP
<50% TOU UANIKOU B€TIKO oTn Bioyia
PSA DT >12 UAVEC

Bpaxubepartreia xapunAng d6ong

Al ™ S e, Do i Dol & RO PEAN UROLOC Y 57 (2010) 437-445
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223 Part I: Prostate Cancer

COMPLICATIONS OF SALVAGE RADICAL PROSTATECTOMY

No. of EBL Strictures Rectal Incontingnce (%)” |

Author Year Patients (mL) (%) Injuries (%) Other (%)° Mild Severe
Thompson et al. (13) 1988 5 — 0 0 20 20 60
Link and Freiha (14) 1991 14 1,000 a4 0 — 3.6 e
Moul and Paulson (15) 1991 4 800 — — 100 0 —

+|  Ahlering et al. (16) 1992 11 — — 0 — 64 —
Pontes et al. (17) 1992 35 — 55 6 9 28 L7
Stein et al. (18) 1992 11 1,100 18 0 27 64 —
Zincke (19) 1992 32 — 19 6.3 25 26.7 —
Brenner et al. (20) 1994 10 1,650 10 \ 0 | 20 10 10 |
Rogers et al. (9) 1995 40 910 27.5 \ 15 I 20 58 — |
Gheiler et al. (12) 1998 30 1,100 13 \ 7 | 17 23 \ 26 |
Stephenson er al. (21) 2004 100 1,000 30 \ 7 / s 38 \ 23 I
2Other major operative complications include postoperative hemorrhage, ureteral inj ury,Wed anastomotic leakage. U
PMild incontinence indicates stress incontinence requiring fewer than two pads per day, any severe igfcontinence implies greater than two pads per dag.
EBL, estimated blood loss.




O¢patreiec Aildowong o B.Y. yeta amro AKO
OrFKOAOINKA ANMOTEAEZMATA»

bDFS % bDFS %

@ Syears @ 10 years

Salvage RP 40-138 35-92 47-71 30-43
Salvage CRYO 18-279 12-39 44-73
Salvage BRT 13-49 19-64 34-87

Salvage HIFU 32-167 (3) 7-14 53(3)
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Salvage RP 20-68 9-32 0-15 72-84
Salvage CRYO

4-40 0-20 0-2 86
3rd
Salvage BRT Gl (G 3-4) 2-

GU (G 3-4) 14-47 NA

24
Salvage HIFU 7-50 8-36 3-7 72
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18.6.6 Guidelines for the management of PSA relapse after radiation therapy

Recommendations GR
Local recurrences may be treated by salvage RP in carefully selected patients, who presumably B
demonstrate organ-confined disease, i.e. PSA < 10 ng/mL, PSA DT > 12 months, low-dose-radiation
brachytherapy, biopsy Gleason score < 7.

Cryosurgical ablation of the prostate and interstitial brachytherapy are alternative procedures in B
patients not suitable for surgery.

High-intensity-focused ultrasound may be an alternative option. However, patients must be informed

about the experimental nature of this treatment modality due to the short follow-up periods reported.

In patients with presumed systemic relapse, ADT may be offered. B
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Table 21: Estimated natural mean survival of patients with HRPC presenting with different clinical
scenarios

Patient characteristics Estimated mean survival
Asymptomatic PSA

No metastases 20-36 months

Minimal metastases 18-27 months

Extensive metastases 9-12 months
Symptomatic PSA

Minimal metastases 14-16 months

Extensive metastases 9-12 months




PSA oav OEiKTNC avTATTOKPIONC 0T BepaTreia

Karta
Kauia cup@wvia oto yEyebog Kal 1n dIAPKEIA TNG MEIWoNG
TNG TINAG TOU
MeAETEG pE EYPONIA (Provenge, Tricom )OEV EIXAV KAMIA
LMETABOAN OTO @54 aAAQ KATEDEICAV ONUAVTIKI augnon TNG
(OA)

To @54 ernpeddeTal TTAPOOIKA ATTO TA PAPMOAKA

Agv oUVOEETAI JE TO QOL KaI TNV avaKou®ion atro Td

OUMTTTWUATA



PSA oav OEiKTNC avTATTOKPIONC 0T BepaTreia

YTTép
Meiwon 250% PS4 HETA TN BepaTreia ouvouadleTal e >25
UNVEG augnan oTtnv emiwon
Meiwan 2 30% euddwaoav TNV emMBiwaon (mMavw aTo 15

uAveg emTTAEOV emIRIiWON) (TAX 32-docetaxel, SWOG99-16)

‘EANEIYN GAAWV OEIKTWV



Figure 1: Flowsheet of the potential therapeutic options after PSA progression following initial hormonal

therapy
PSA | > 50% Metastic prostate cancer
|
100% LHRH-analogues Subcapsular CAB
orchiectomy
| |
Addition of anti- Anti-androgen
60-80% androgens Addition of anti- with draw%
androgens
25-40% Substitution of anti-androgen
30-40% Anti-androgen withdrawal
40-60%

Abiraterone 1XpPOVO
AVTOTTOKPION  50-70%
S UAVEG OS

Secondary hormonal manipulation such as adrenal
testosterone inhibitors, low-dose DES, steroids

/

Non-hormonal therapy such as chemotherapy

10% ETT”T)\O ng LHRH = luteinising hormone releasing hormone; CAB = complete androgen blockade;
13% O€ p lacebo DES = diethyistilboesterol.

Mean Duration
of Response

36 months

4-6 months

4-6 months

5-6 months

4-8 months

10-12 months



agent (9,10]).
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hydrocortisone alone (5) (Table 14D.1). This study included

TABLE 14D.1
LANDMARK PHASE IIT TRIALS IN CRPC

250% PSA Measurable  Median Progression Free

Treatment Arms No. Response (%) Response (%) PFS (mo) Median OS (mo)  Survival (months)  References

Mitoxantrone + 80 33 NR NER <12 mo 43 (wk) Tannock (8)
prednisone vs. 81 22 ‘3}? mo
prednisone p=0.11 p0.27

Mitoxantrone + 119 3% 7 kg 12.3 p < 0.0001 Kantoff (5)
hydrocortisone vs. 123 22 4 2.3 12.6
hydrocortisone p=0.008 p=0.373 p=10.02 p=0.77

Daocetaxel + estra- 386 30 17 6.3 17.5 18 (wk) Petrylak
mustine q3 wlh vs. 384 27 11 32 15.6 (15)
MitoXantrone + 7= 0.008 p=03 p=0.001 p=0.02
prednisone

Docetaxel g3 wk 335 43 12 NR 18.9 37 Tannock
+ prednisone g3 334 48 8 17.4 (18)
wk vs. docetaxel p=0.001% p=0.11% P =0.009*
weekly + predni- 137 3 7 16.5
S0Ne vs. mitoxan- p < (.001# p = .59 p ={.36%
trone + prednisone

Sarraplatin + predni- 638 254 8 111wk 613wk p=025 Stanberg
sone vs. placebo + 315 124 0.7 9.7 wk 61.4wk (56)
prednisone P < 0.001 p = 0.002 p<0.001 p=08

Cabazitaxel + predni- 377 39.2 14.4 28 15.1 23 De Bono
snne vs. mitoxan- 378 178 4.4 14 12.7 (31)
trone + prednisone P =0.002 = 0.005 P <0001 p<0.001

Dacetaxel + predni- 524 69.5 532 99 226 # < 0.0001 Kelly (71)
sone + bevacizumab 526 57.9 42.1 7.5 21.5
vs. docetaxel + = 0.0002 p=0.01 p=0.0001 p=0.18
prednisone

Sipulencel-T vs. 341 NR MR NR 258 3 Kantoff
placebo 171 21.7 {108)

p=0.017

Median time to progression
*{vE. mitoxantrone)

l Presentations 20... ‘§'| Prostate Cancer... 'E'a Prostate cancer...

ymprehensive ...

m




CRPC

Estramustine
Mitoxantrone

Docetaxel Survival advantage
Cabazitaxel

H diaueon miBiwon €TTi HETAOTATIKOU CRPC
gival akoun Hovo 2-3 Xpovia
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Armstrong et al, Clin Canc Res 2007, 13: 6396-6403
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19.10 Summary of treatment after hormonal therapy
(Until results from randomised controlled trials on novel agents MDV3100 and abiraterone become available,
there are no significant changes in the treatment of prostate cancer after hormonal therapy [27)).

Recommendations GR

It is recommended to stop anti-androgen therapy once PSA progression is documented. B

No clear-cut recommendation can be made for the most effective drug for secondary hormonal.

manipulations because data from randomised trials are scarce. C

Comment: Four to six weeks after discontinuation of flutamide or bicalutamide, an eventual anti-androgen
withdrawal effect will be apparent.
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