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017 patients with de novo M1 HSPC (2005-2014) treated by
ADT alone (STAMPEDE randomized trial control arm)
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Yuvdvaouoc ADT kat Taxanes 6 mHSPC



Combining ADT and Taxanes in mHNPC

CHAARTED (M1)* STAMPEDE (M0/M1)2
0S 0S
. 1.0
N=790
ADT+DOC

£ e Median 81
2 ADT+DOC colanesmo
30.6' ADT edian57.6 mo 06 ADT
> 1 Median 44 mo Median 71 mo
Z0.4- 04
Ko
8 HR=0.61 HR=0.78
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| P<0.001 P=0.006 N=1,776
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Phase Ill randomized trial in M1 HNPC Phase Ill randomized trial in MO/M1 HNPC
(72.8% newly diagnosed M13) — (61% newly diagnosed M13) —
Primary endpoint: OS Primary endpoint: OS

DOC/P is registered for the treatment of patients with mCRPC

ADT, androgen deprivation therapy; Cl, confidence interval; DOC, docetaxel 75 mg/m? every 3 weeks; HR, hazard ratio; M0/M1
nonmetastatic/metastatic; mHNCP, metastatic hormone-naive prostate cancer; 05, overall survival; P, prednisone
1. Sweeney C, et al. N Engl ) Med. 2015;373:737-46; 2. James ND, et al. Lancet. 2016;387:1163-77; 3. Gravis G, et al. Cancer Treat Rev.
nonmetastatic/ Metastatic; MHINLE, MeTastatic Normone-naive prostate cancer; U, oVerai Survivai; ¥, preanisone
1. Sweeney C, et al. N Engl ] Med. 2015;373:737-46; 2. James ND, et al. Lancet. 2016;387:1163-77; 3. Gravis G, et al. Cancer Treat Rev.



CHAARTED Updated — ADT+DOC in M1 HNPC
Primary Endpoint: OS

HR=0.63
107 (95% CI: 0.49-
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DOC/P is registered for the treatment of patients Wit

hormone-refractory metastatic PCa

ADT, androgen deprivation thearpy; Cl, confidence interval; DOC, docetaxel; HR, hazard ratio; HNCP, hormone-naive prostate
cancer; NA, not available; M1, metastatic; 0S, overall surviva; P, prednisone; PCa, prostate cancer
Sweeney C, et al. N EnglJ Med, 2015;373:737-46; Kyriakopoulos C, et al. ] Clin Oncol, 2018;d0i:10.1200/JC0.2017.75.3657.



SOC+Doc

Median OS (95% Cl)
soc 43m (24, 88m)
SOC+Doc 65m (27, NR)
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24 36 48 60
Time from randomisation (months)

Group
At risk (events)

SOC 725 (66) 645 (117) 469 (75) 254 (52) 134 (21) 58
SOC+Doc 362 (27) 326 (49) 242 (27) 151 (13) 91 (8) 37

Non-PH p-value 0.23




Yuvévaouoc ADT kot Abiraterone acetate+ Prednisone o€
mHSPC
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Rationale for AA + P added to ADT 1n
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1. Gravis G, et al. Eur Urol. 2016:70:256-262. 2. Sweeney C, et al. N Engl J Med. 2015;373:737-746.
3. James N, et al. Lancet. 2016;387:1163-1177. 4. de Bono JS, et al. N Engl J Med. 2011;364:1995-
2005. 5. Ryan CJ, et al. Lancet Oncol. 2015;16:152-160. 6. Taplin ME, et al. J Clin Oncol.
2014;32:3705-3715. 7. Efstathiou E, et al. J Clin Oncol. 2015;33(suppl):15s. Abstract 5061
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Patients

* Newly diagnosed
adult men with
high-risk mHNPC

Meets at least 2 of 3

high-risk criteria

e Gleason score of
>8

e Presence of = 3
lesions on bone
scan

e Presence of
measurable visceral
lesion

Stratification

factors

¢ Presence of visceral
disease (yes/no)

« ECOGPS (0, 1vs 2)
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ADT
+ Abiraterone acetate
1000 mg QD
+ Prednisone 5 mg QD
(n=597)

ADT

+ placebos
(n=602)

- rPFS
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Hazard ratio, 0.62 (95% CI, 0.51-0.76)
P<0.001

ADT-abiraterone-prednisone,
not reached
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Months

=

MNo. at Risk

ADT-abiraterone-prednisonae 597 479 388
ADT-placebos G602 432 332

The 3-year OS rate was 66% in the ADT-abiraterone-prednisone group compared with
44% in the ADT-placebos group




Hazard ratio, 0.47 (95% Cl, 0.39-0.55)
P<0.001

ADT-abiraterone-prednisone,

/

ADT-placebos, 14.8 mo
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Months
Mo. at Risk

ADT-abiraterone-prednisone 597 533 464 400 353 316 251 177 102 51
ADT-placebos 602 488 367 289 214 188 127 & 41 17

Patients in the ADT-abiraterone-prednisone group had a 53% reduction in the risk of
radiographic progression or death compared with patients receiving ADT plus placebos
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Newly-diagnosed

~ Any of:

Metastatic
Node-Positive

>2 of: Stage T3/4
PSA>40ng/ml
Gleason 8-10

All patients

Fit for all protocol treatment
Fit for follow-up

WHO performance status 0-2
Written informed consent

ASCO 2017. LBA5003 and Oral Abstract Session

Relapsing after previous RP or
RT with 21 of:

* PSA >4ng/ml and rising with
doubling time <6m

* PSA >20ng/ml
* Node-positive
» Metastatic

Primary outcome measure
Overall survival

Secondary outcome
measures

Failure-free survival (FFS)
Toxicity

Quality of life

Skeletal-related events

~ Cost effectiveness

3 S ——————



262 Control | 184 abiraterone plus prednisone
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trt = SOC by Kaplan Meier
trt = SOC+AAP by Kaplan Meier
SOC by flexible parametric model

SOC+AARP by flexible parametric model
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Time from randomisation (Months)
Number of

patients (events)

SOC
SOC+AAP




STAMPEDE : addition of AA+P to ADT
significantly improved 0OS

STAMPEDE - M1 Disease?3
1.0—

ADT+AA+P

ADT alone

[HR, 0.61 (95% cI 0.49-0.75) |

Probability of Overall Survival
e
I
|

0.0 T T T T T T T T 1
0 [ 17 1= . | 20 35 AF 45 54

Months since Randomization

MNo. of Patients
(no. of deaths)

C rm b i nat i (=] ] 5 .:l D I::Z 2 :I 4 E g ': 5 .:l} 4 1 _r— Combina{io;;hap; by Kaplan—M?ier;;tim:les - Combination i;nerapy by ﬂexlblt:par:metric model
‘I_' I"| =ra F:r:l.l = ADT alone by Kaplan—Meier estimates - ADT alone by flexible parametric model

ADT alone S02 (35) 460 (80) 371 (73) 215 (23) 60

« STAMPEDE: 39% reduction in the risk of
death in patients with mHSPC

2. James N, et al. ASCO 2017. LBA5003 and Oral Abstract Session; 3. James N, et al. N Engl J Med. 2017 Jul

27:377(4):338-351




In LATITUDE and STAMPEDE addition of AA+P

to ADT significantly delayed progression

LATITUDE - rPFS!? STAMPEDE - PFS
Overall population (MO+M1 HSPC)?2:3

Hazard ratio, 0.40 (95% CI 0.34-0.47)

7 P<0.001
Hazard ratio, 0.47 (95% Cl, 0.39-0.55)
100+ P<0.001 0| _
w ADT+AA+P
% 804 ADT-abiraterone-prednisone, H
5 § 06— =
0 £
4 60 § ’ADT alone
E ------------------------------------------ ?0.1—
c 404
o ADT-placebos, 14.8 mo - SO by Ko Heler
7] 02
g 20 trt = SOC+AAP by Kaplan Meier
o | SOC by flexible parametric model
2 SOCHAAP by flexible parametric madel
o O T T T T T T T T T T " T T - T T T T T T
0 4 8 12 16 20 24 28 32 36 40 R e e
Months paants fevent)
No. at Risk Falal 957 {161} 783 (128) 641 (60) 392 (24) 91
ADT-abiraterone-prednisone 597 533 464 400 353 316 251 177 102 51 21 socsas %0 i ©) @ s0s )
ADT-placebos 602 488 367 289 214 168 127 81 41 17 7
« LATITUDE: 53% reduction in the risk of « STAMPEDE: 60% reduction in the risk of
radiographic progression or death in patients clinical or radiological progression or death in
with NDx HR mHSPC patients with HSPC

1. Fizazi K, et al. N Engl J Med. 2017 Jul 27;377(4):352-360; 2. James N, et al. ASCO 2017. LBA5003 and Oral

Abstract Session; 3. James N, et al. N Engl J Med. 2017 Jul 27;377(4):338-351




AA+P+ADT vs ADT

In LATITUDE and STAMPEDE addition of AA+P to
ADT significantly delayed time to PSA progression

LATITUDE - time to PSA progression? STAMPEDE - FFS* — M1 disease?3
100 - Hazard ratio, 0.30 (35% Cl, 0.26-0.35) ERRa Hazard ratio, 0.31 (95%
P<0.001 = . CI, 0.26-0.37)
= &»  0.84
& 804 ) . @
s ‘E’ ADT-abiraterone-prednisone, 2 7
_8 & 332 mo S 0.6+ ADT+AA+P
= 0 604 / = _
-5 e O SR e 2 SR E oul
25 7 5
5 E 40 - = 1 ADT alone
= o ADT-placebos, = 0.24
& atj 204 7.4 mo _é; i
o o 0.0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
0 : ' ' J ; ' : J J : ! Months since Randomization
0 4 8 12 16 20 24 28 32 36 40 44
No. of Patients
No. at Risk Months (no. of treatment-failure events)
ADT-abiraterone- CorEanation 500 (92) 399 (65) 326 (40) 202 (l1) 63
i - - nar o - therapy
prednisone 597 520 447 379 340 285 227 162 95 48 18 0 ADT alome 502 (258) 236 (93) 139 (33) 83 © 23

ADT-placebos 602 393 250 172 129 102 65 33 19 8 5 0
= Combination therapy by Kaplan—Meier estimates - Combination therapy by flexible parametric model
== ADT alone by Kaplan-Meier estimates ~ -— ADT alone by flexible parametric model

. . 700 ion i i
It_iﬁqTéTtlé%Es'Amr 0/° r?s:itcl)ﬁt::n ;Eet:t‘: uf’tﬁ °NfDX . STAMPEDE: 69% reduction in the risk of
prog P FFS in patients with mHSPC

HR mHSPC

*FFS is driven by PSA failure®

1. Fizazi K, et al. N Engl J Med. 2017 Jul 27;377(4):352-360; 2. James N, et al. ASCO 2017. LBA5003 and Oral

Abstract Session; 3. James N, et al. N Engl J Med. 2017 Jul 27;377(4):338-351; 4. Sydes M, et al. Abstract LBA31
presented at ESMO 2017




2Uykplon ADT+AA+P xou ADT+DOC oe m HSPC

Sydes M, et al. Abstract LBA31 presented at ESMO 2017; Feyerabend S, et al. Poster presented at ESMO 2017.
Abstract 803P; Vale C, et al. Poster presented at ESMO 2017. Abstract LBA33
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STAMPEDE

Failure-tree survival [driven by PSA failure]

FFS: MO and M1 combined

KM FFS: abiraterone vs docetaxel

ADT+AA+P All o0.51 (0.39 to 0.67) <0.001

Mo 0.34 (0.16t0 0.69) 0.003
0.17
M1 0.56 (0.42 to 0.75) <0.001

——— S0C+DocP
——— SOC+AAP

12
Time from randomisation (Months)

Number of
patients (events)

SOC+DocP 189 (11) 172 (29) 142 (20) 121 (1) 109 (8) 99
SOC+AAP 377 (18) 358 (37) 316 (25) 286 (11) 270 (11 256




STAMPEDE

Progression-tree survival

FFS: MO and M1 combined
KM PFS: abiraterone vs docetaxel

ADT+AA+P

0.65 (0.48 t0 0.88) 0.005
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0.42 (0.17 to 1.05) 0.06

= S0C+DocP 0. 3 2
= SOC+AAP

0.69 (0.50 to 0.95) 0.02

12
Time from randomisation (Months)

Number of
patients (events)

SOC+DocP (8) 175 {13) 161 (14) 145 (10) 124
SOC+AAP (12) 362 23) 334 (22) 307 (@) 275




STAMPEDE

Overall survival [primary outcome measure}|

0OS: MO0 and M1 combined

KM OS: abiraterone vs docetaxel

ADT + DOC

+P

1.16 (0.82 t0 1.65) 0.40
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——— S0C+DocP
—— SOC+AAP

12

Time from randomisation (Months)
Number of
patients (events)

S0C+DocP (1) 183 ) 175 ) 168

] 158 Ul 146
SOC+AAP (3) 371 ) 358 (16) 330

(17 320 (12) 307




STAMPEDE

Favours Favours
ADT+AA+P| ADT+DOC
Failure-free
survival|™* Head-to-head data in 566 pts (Nov-2011 to Mar-2013)
Progression-free
el T . .
surviva Strong evidence favouring AA+P
Metastatic
progression-free —— }\ ) )
survival Weak evidence favouring AA+P
Symptomatic skeletal L
events| — . .
No good evidence of a difference
Cause-spec'ificl_ /
surviva . . . .
— Proportionately different time spent in
Overall survival. N 1 each disease state
D.IS 1.0 ) Z:D
Hazard ratio Toxicity profiles quite different and well known

AA+P = abiraterone acetate plus prednisone/prednisolone; ADT = androgen-deprivation therapy; DOC = docetaxel

Adapted from: Sydes M, et al. Abstract LBA31 presented at ESMO 2017




Other studies comparing AA+P+ADT with Doce+ADT in mHSPC -

OS

Methodology |_Endpoints | Results | Conclusion |

0OS (ITC) HR: 0.84, 95% CI: 0.67-1.06
OS (Bayesian) HR: 0.83, 95% CI: 0.63-1.16

Systematic Review and NMA
Bayesian approach and
SUCRA calculated to rank
preference of each treatment
option.

Wallis, et

al.t AAP+ADT - 89% probability of

O (LR, being preferred
NMA using the frequentist
approach and generalized
pairwise modeling was
computed

(HR<1 favours AAP+ADT)

Aoun, et al.? 0s HR: 0.79; 95% CI: 0.64-0.99

Systematic Review and NMA
Bayesian NMA to perform
indirect comparison of
treatments

Riaz, et al.* 0S HR: 0.81, 95% CI: 0.65-1.01

p value for interaction of
Doc and AAP subgroups is
<0.05 for both OS and FFS,
with better outcome
leaning towards AAP

Systematic Review and
Meta-Analysis

OS and FFS
test for
interaction

Firwana,
et al.l

NMA on safety and efficacy.

Kafsem, et Genergllzed pair wise 0S HR= 1.195; 95%CI: 0.98-1.46
al. modeling for NMA.

HR>1 favours

NMA to generate probabilistic

inferences and provide AAP + ADT suggests improved

efficacy rankings in terms of survival with 97% certainty for
Tan, et al.? posterior hazard ratios with 0S a 19% reduction in risk of

95% CrlI, SUCRA, probability
better than competing
treatments, and probability
best

death compared to
docetaxel + ADT (HR: 0.81;
95% Crl: 0.66-1.00).

1. Wallis CID, et al. Eur Urol. 2018 Jun;73(6):834-844; 2. Aoun F, et al. Future Oncol. 2017 Dec;13(30):2785-2790;

3. Sun G, et al. Poster presented at ASCO-GU 2018; abstract 360; 4. Riaz IB, et al. Poster presented at ASCO-GU

No statistically significant
difference in OS between
these approaches but SUCRA
analysis showed that AAP-ADT
had 89% probability of
being preferred strategy

AAP+ADT resulted in a
survival benefit compared
with docetaxel based regimens

There is no difference in OS
using AAP for longer periods in
HSPC than a regimen of a
limited humber of cycles of

™A~

Test for interaction suggests
better outcomes of AAP in
comparison to Doc.

There is no statistically
significant OS difference

Addition of AAP to standard
ADT may possibly
outperform the addition of
docetaxel in terms of OS

2018; abstract 243.
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37% Risk Reduction Mean Change From Baseline
for Worst Pain Progression Differed From Cycle 2 Onward

ADT + AA + P, NR

Worse
ADT + Placebos, NR F =

£
©
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Mean change from baseline
in worst pain score (BPI-SF)

HR 0.63 (95% CI, 0.52-0.77)
P < 0.0001

Better

T T T T
0 6 18 24
Months

EAtionisiatrisk 0 I1 I2 é All é (IS 78 91I01I11I21I3 1I5 1I7 1I9 2Il 2I3 2I5 2I7 2I9 3I1
ADT +AA+P 597 299 218 2 Cycle*
: ADT + Placebos 602 162 99
it —®— ADT + AA +P —&— ADT + Placebos

%1 cycle = 28 days.

“ oy

esented at ESMO 2017
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35% Risk Reduction Mean Change From Baseline
for Worst Fatigue Progression Differed from Cycle 5 Onward

ADT + AA + P, NR

ADT + Placebos, NR
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Better

Mean change from baseline
in worst fatigue score (BFI)

HR 0.65 (95% Cl, 0.53-0.81)
P =0.0001

0 6 18

Patients at risk
ADT+AA+P 597 465

ADT + Placebos 602 407

Cycle*

—®— ADT+AA+P —4&— ADT + Placebos

L

%1 cycle = 28 days.




Doce+ADT vs ADT

In CHAARTED there were no differences in pain
comparing ADT+Doce vs ADT

Pain Score BPI-interference
24 ] === ADT:D 254 o ADTeD
ADT Alone ADT Alone
294 —— 5% Cl 3 —— 95% Cl
@ s 2
o 2 | E
(] .
m t
£ g 2
a T 154
[
1.6 e
1.4 14
T T T T T T T T T T
0 3 6 g 12 0 3 6 ] 12
Time (months) Time

* No significant difference between arms in BPI pain intensity or interference scores at any time
point.

« Slight pain increase but did not meet the minimal clinically important difference at any time point.

QoL was assessed at 3, 6, 9, and 12 months

Morgans AK, et al. J Clin Oncol. 2018 Apr 10;36(11):1088-1095.




Doce+ADT vs ADT

In CHAARTED fatigue was worse at 3 months and similar
at baseline and other time points, comparing ADT+Doce

with ADT

FACIT-fatigue

—— ADT+D
ADT Alone

N %ﬂ

[g== =

Time {months)

» Mean scores for FACIT-Fatigue were similar between arms at baseline and at all subsequent
time points (exception of 3 months)

QoL was assessed at 3, 6, 9, and 12 months

Morgans AK, et al. J Clin Oncol. 2018 Apr 10;36(11):1088-1095.




Primary Endpoint: Overall QOL

Mixed effects model for FACT-P total score difference

between Arm A: ADT + Docetaxel and Arm B: ADT

Difference

between Arm [Estimate SE p-value
A and Arm B’

Baseline -1.00 1.28 0.43
3 months -3.09 2 0.02
6 months 0.90 1.34 0.50
9 months | 0.29 19357 0.84
12 months 2.85 e 0.04

QOL with early docetaxel
compared to ADT:

= Poorer at 3 months (9o% RR)

= Not different at 6 months

= Superior at 12 months (69% RR)

1. Adjusted for age ( € 59 vs. 60-69 v. 2 70 disease extent (high v. low]),
local therapy (Y/N), ECOG PS (0 v. %), baseline physical well-being ( < 20 v.

20 < PWB < 25 v. > 25) and baseline pain score (0/1 v. 2/3 vs. 2 4)
2. Arm A score - Arm B score

Presented by: Linda Patrick-Miller, Ph.D.
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Adverse Events — Worst Toxidty BEver

Direct Comparison
Study population 189 377
No. induded in analysis 172 373
Patients with an adverse event
Grade 1-5 172 (100%) 370 (99%)
Grade 3-5 86 (50%) 180 (48%)

Sydes MR et al. Annals of Onaology. 2018, Feb 266[Epub ahead of

nrnt1



Adverse Events — Worst Toxidty

Ever

Safety population ADT+DOC/P ADT+ABI/P
Patientsincluded in adverse event analysis 172 (91%) 373 (>99%)
Grade 1+ AE 172 (100%) 370 (99%)
Grade 3+ AE 86 (50%) 180 (48%)
Grade 3+ AEs by category (incl. expected AEs)
Endocrine disorder (incl. hot flashes, impotence) 15 (9%) 49 (13%)
Febrile neutropenia 29 (17%) 3(1%)
Neutropenia 22 (13%) 4 (1%)
Musculoskeletal disorder 9 (5%) 33 (9%)
Cardiovascular disorder (incl. hypertension, Mi, cardiac dysrhythmia) 6 (3%) 32 (9%)
Gastrointestinal disorader 9 (5%) Z3 (8%)]
Hepaticdisorder (incl. increased AST, increased ALT) 1(1%) 32 (9%)
General disorder (Incl. fatigue, oedema) 15 (10%) 21 (6%)
Respiratory disorder (incl. breathlessness) 12 (7%) 11 (3%)
Renal disorder 5 (3%) 20 (5%)
Lab abnormalities (incl. hypokalaemia) 9 (5%) 11(3%)

ADT, androgen deprivation therapy; ABI, abiraterone; AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase;
DOC, docetaxel; MI, myocardial infarction; P, prednisone

Sydes MR, et al. ESMO 2017 (podium presentation); Sydes MR, et al. Ann Oncol. 2018;doi: 10.1093/annonc/mdy072.
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OST OF TREATMENT OF ABIRATERONE OR DC
MHSPC: IMPACT ON ECONOMIC HEALTH

Cost from my hospital at the Georges Pompidou center, Paris, France

Abiraterone'? Docetaxel**

Price of drugs 3071 € (one month) 14 € (for 160 mg) per cycle
Price G-CSF for 3-5 days NA 97 € (per cycle)

Cost for daily hospital NA 1364 €

Cost for one cycle NA 08¢

Average duration of TT 33 months 18 weeks (6 cycles)

Cost of hospitalization if case NA 1644 € per night
of toxicity* (3 nights)

Total cost of care 101,355¢€ 10,265 €

* 10% of patients if no G-CSF prophylaxis 1. Fizazi K. NEJM 2017, 377:352-60; 2. James ND. NEJM 2017; 377- 338-51,
Courtesy of Hail Aboudagga 3. Sweeney C. NEJM 2015;373:73746; 4. James ND Lancet 2016:387:1163-77
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COMPLETED
=

P
N =1100
Patients with mHSPC
ECOG PS 0-1

Prior docetaxel allowed if
completed within 2 months
prior to Study Day 1 and
given < 6 cycles without
disease progression during
or after therapy

Stratification:
» Volume of disease (low or high*)
» Prior docetaxel (no or 1-5 cycles or 6 cycles)

* Phase 3, multinational, randomized, double-blind, placebo-
controlled study

*High-volume disease = metastases involving viscera or 24 bone lesions with at least 1 of which in a bony structure
beyond the vertebral column & pelvic bone

ADT = androgen deprivation therapy; BPI-SF = Brief Pain Inventory-Short Form; ECOG PS = Eastern Cooperative
Oncology Group performance status; EQ-5D-5L = European Quality of life-5 Dimensions-5 Levels; FACT-P =
Functional Assessment of Cancer Therapy-Prostate; GnRHa = gonadotropin releasing hormone analogue (agonist or
antagonist) or prior bilateral orchiectomy (medical or surgical castration)

mHSPC = metastatic hormone sensitive prostate cancer; PC = prostate cancer; PSA = prostate-
specific antigen; QLQ-PR25 = Quality of Life Questionnaire-Prostate 25; R = randomization;
rPFS = radiographic progression-free survival

Primary Endpoint

rPFS

Secondary Endpoints

Overall survival

Time to first symptomatic
skeletal event

Time to castration resistance

Time to initiation of new
antineoplastic therapy

Time to PSA progression
Rate of undetectable PSA
Objective response rate

Quality of life by QLQ-PR25,
FACT-P, EQ-5D-5L

Pain by BPI-SF
Safety
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Guideline Recommendation

Continuous ADT is recommended as first-line treatment of metastatic, hormone-

naive disease [I, A].

ADT plus docetaxel is recommended as first-line treatment of metastatic,
M hormone-naive disease in men fit enough for chemotherapy [1, A].

ADT plus abiraterone/prednisone may be considered as first-line

treatment for metastatic, hormone-naive disease [1, A]

Offer castration combined with chemotherapy (docetaxel) to all patients
whose first presentation is M1 disease and who are fit enough for docetaxel.
[Strong]

Offer castration combined with abiraterone acetate plus prednisone to all
patients whose first presentation is M1 disease and who are fit enough for the
regimen. [Strong]

Offer castration alone, with or without an anti-androgen, to patients unfit for, or

unwilling to consider, castration combined with docetaxel or abiraterone acetate
plus prednisone. [Strong]



http://www.esmo.org/Guidelines/Genitourinary-Cancers/Cancer-of-the-Prostate/eUpdate-Treatment-Recommendation

Options for men with M1 castration-naive disease include:

1) Orchiectomy

2) LHRH agonist with or without anti-androgen for at least 7 days to prevent
testosterone flare

3) LHRH agonist + antiandrogen

4) LHRH antagonists

5) Continuous ADT and docetaxel* (75 mg/m?2) for 6 cycles (category 1)

6) ADT and abiraterone with prednisone (category 1)

Key Recommendations for metastatic Non-Castrate Prostate Cancer:

+ Docetaxel and abiraterone are two separate standards of care (SOCs) for
metastatic non-castrate prostate cancer. The use of both standards in combination
or in series has not been assessed and therefore cannot be recommended (Type:
evidence based, benefits/harms ratio unknown; Evidence quality: no evidence
available; Strength of recommendation: strong).



https://www.nccn.org/store/login/login.aspx?ReturnURL=https://www.nccn.org/professionals/physician_gls/pdf/prostate.pdf
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Radiotherapy to the primary tumour for newly diagnosed,
metastatic prostate cancer (STAMPEDE): a randomised
controlled phase 3 trial

In summary, radiotherapy to the prostate did not improve
survival for unselected patients with newly diagnosed
metastatic prostate cancer, but, in a prespecified subgroup
analysis, overall survival did improve in men with a low
metastatic burden. Therefore, prostate radiotherapy should
be a standard treatment option for men with a low
metastatic burden.

Lancet. 2018 Dec 1; 392(10162): 2353-2366. doi: 10.1016/S0140-6736(18)32486-3 PMCID: PMC6269599 PMID:
30355464
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cN+ acOeveic €xouvv xelpotepn mpOyvwaoT) amo touc pN+
Ot cN+ xpnlovv eEQTOUIKEVUEVNC TTPOCEYYIONC , AOYW
TEPLOPLOUEVOU aplOpoV peAeTwyY OV vrtooTnpilouv
oderoc pe tnv R.P.

% Median nodes ’ %ofpatlents f Adjuvanttherapy _
removed § with pN+ 1 (% of patients) |
: ,. | _

Kulkarnl et aI

Brlgantl et aI

Spahn etal ‘ '

Baderetal




Q:PEACrasiEE BRI EORPALIELA N PROSTATE
CANCER

Frohmuller et al: feAtiwon tng OS, CSS, progression FS
o€ PL(IKT] TPOCTATEKTOLT) LE EKTETALEVT)
Aepdadevektoun o€ oxeon e tnv ADT.

Mayo Clinic: R.P.+ ADT OS 60% (vs 30% ADT).

(5-year) (5-year relative survival)

Retrospective, Munich Cancer @ ADT: 60% ADT: 70% NJA
Registry i ' RP+ADT: 84% RP+ADT:95% |
' (pvalueunknown)  (pvalueunknown) |

(10;'ea 4] __[10—yé;r) _(Té;ﬁlear)
ADT: 30% ADT: 32% ADT: 15%

RP -+ ADT: 51% RP + ADT: 71% RP + ADT: 36% ._
(p=0002 (=000 |

(10-year)  (10-yean)
o | | : ADT: 46% C o ADT:31%

Steuberetal. | Retrospective, single institution | ; ; ? | RPLADT:76%  RP+ADT:61%
E' o (p=0001)  (p=0.005)

§ SIS =

i R O SyeasTS% | Syears7S% o,
!ECOG3886TU ) Randomized | : 10years:55% | 10years: 55% NA




EERGIACD LR L O PALLE AN+
PROSTATE CANCER

EmimAokéc RP og N+ ao0Oeveic:

O YelpoupyIKOC XPOVOC, GTUTIKN OUCAEITOUPYIQ,
AKPATELN, AEUDOKNAT)], UEAVOUV OO0 PEYXAUTEPO
Leyebog €xel To KapkKviko dpoptio.

Ta Aettovpyikd amoteAéopoata o€ RP yio mpoywpnpevn
VOGO €Vl IKOVOTIOINTIKA KO GUYKPICLUO [LE QUTH TNG
EVTOTILOEVIIC VOGOU.

To oykoAoyika amoteAeopata tne RP mapapgvouv
OUTOOEKTH KOl OE OALYOUETAOTATIKN VOGO.



@EREINE e Bl Rebo> L O FPALLEIA
N+ PROSTATE CANCER

2YMITEPAXMA
H RP otiq peAetec pe N+ adbopd oxed0V AITOKAEIOTIKA

PN + xoBeveic Kol ylo qUTO €XEL CUYKPITIKA KAAVTEPX
amoteAéopata oo tnv RT+ ADT

H RP edattwvel TOMKA CUPMTTOUATA OTTWEG QUPATOUPIN —
ovoC- amodpaén (Wiegand et al BJU Int 2011), TXPATEIVEL TNV
OAIKT) emiBiwon (Boorjan et al J Urol 2007) Kol oUVelGhEPEL
OTO VO €IVOUL TTLO TOTEAEGATIKT T) CUCTNHATIKT) Ogpoureio

2017 EAU Guidelines: oe ctN+ aoOevei¢c RT+/ADT
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