Focus sulla malattia
Al metastatica ormonosensibile
(mHSPC)

ADT e Terapia ormonale:

Gestione quando e a chi?

ottimale
del paziente con

CARCINOMA
della

PRO STATA

Paolo Andrea Zucali
Dipartimento di Oncologia
HUMANITAS CANCER CENTER
Rozzano - Milano



HUMANITAS AGENDA HUNANITAS |

e Literature data

* When ADT + 2nd generation HT?

e Who?



HUMANITAS

CANCER CENTER

HUMANITAS
UNIVERSITY '

Hormone Sensitive Prostate Cancer

LATITUDE STUDY
N Engl J Med. 2017 June 4

The NEW ENGLAND JOURNAL of MEDICIND

‘ ORIGINAL ARTICLE l

Abiraterone plus Prednisone in Metastatic,
Castration-Sensitive Prostate Cancer

Karim Fizazi, M.D., Ph.D., NamPhuong Tran, M.D., Luis Fein, M.D.
Nobuaki Matsubara, M.D., Alfredo Rodriguez-Antolin, M.D,, Ph.D
Boris Y. Alekseev, M.D., Mustafa Ozguroglu, M.D., Dingwei Ye, M.D.,
Susan Feyerabend, M.D., Andrew Protheroe, M.D., Ph.D., Peter De Porre, M.D.,
Thian Kheoh, Ph.D., Youn C. Park, Ph.D., Mary B. Todd, D.O.
and Kim N. Chi, M.D_, for the LATITUDE Investigators

STAMPEDE STUDY
N Engl J Med. 2017 June 3

The NEW ENGLAND JOURNAL «f MEDICIENDY

ORIGINALARTICLE ’

Abiraterone for Prostate Cancer Not
Previously Treated with Hormone Therapy

N.D. James, J.S. de Bono, M.R. Spears, N'W. Clarke, M.D, Mason

nal \ Ritet Amaos, € G M| D. Matt
hury R.€ yiHes !
ley, F. Adab Aung, A.J B
rti, C Fery |, Gale, M. Hingoran Hosk
k. F. McXinna McPhail ). Money. Ky
Rut N.N. Snit Thor | f
| b f vl the STAMPEDE Investit




HUMANITAS HUMANITAS

CANCER CENTER UNIVERSITY |

Hormone Sensitive Prostate Cancer

Study design of LATITUDE

Efficacy end points
Co-primary:
ADT . OS
+ Abiraterone acetate 1000 mg
QD « rPFS
+ Prednisone 5 mg QD Secondary
(n=597) « Timeto pain
progression
Time to PSA
progression

A Time to next
o7 symptomatic skeletal
+ placebos - event

Stratification factors (n=602)

« Presence of visceral T;‘metc;h
disease {yes/no) chemotherapy

« ECOGPS(0, 1vs2) Time to subsequent
PCtherapy

Patients

« Newly diagnosed aduit
men with high-rnisk
mHNPC

Meets at least 2 of 3 high-
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» Gleasonscoreof=28

« Presenceof2 3 |esions
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Phase 3 multicenter, randomized, double-blind, placebo-controlled study conducted at 235 sites
in 34 countries in Europe, Asia-Pacific, Latin America, and Canada

From Fizazi et al, ASCO 2017

Fizazi K, NEJM 2017
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Hormone Sensitive Prostate Cancer
LATITUDE

38% Risk Reduction for Death 53% Risk Reduction for rPFS
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Fizazi K, NEJM 2017
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MEDIAN FOLLOW UP 41.4 MONTHS
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Figure 3: Kaplan-Meier Plot of Overall Survival (Intent-to-treat population)

AA+P: Abiraterone acetate + prednisone; ADT: Androgen deprivation therapy
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Months from randomization
No. of patients at risk
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Placebo 602 564 505 432 368 314 227 113 39 0

Fizazi K, ASCO 2018
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Statistically significant 70% risk reduction of time to PSA progression

Hazard ratio, 0.30 (95% CI, 0.26-0.35)

LATITUDE
or e Secondary Endpoints

£
15
g3
3
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Nosdss ; G e Table 1. Prespecified Secondary and Exploratory Efficacy End Points.
Abiraterone Group  Placebo Group Hazard Ratio
Statistically significant 30% risk reduction of time to pain progression End Point (N=597] (N=502] (95:,.\5 ) P Value'i'
Hazard ratio, 0.70 (95% C1, 0.58-0.83) Secondaq end POII'ItS
P<0.0001
2} ADT + AA + P, not reachied Median time to pain progression (mo) NR 166 0.70 {0.58-0.33) <0.001
%
’éf Median time to PSA progression (mo) 332 74 0.30 (0.26-0.35) <0.001
&5
Median time to next symptomatic ske- NR NR 0.70 (0.54-0.52) 0.009
etal event (mo)
Median time to chemotherapy (mo) NR 183 0.44 [0.35-0.56) <0.001
Median time to subsequent prostate NR 216 0.£2 [0.35-0.50) <0.001
o S : : : cancer therapy (mo)
Statistically significant 58% risk reduction of time to subsequent ‘
PC therapy Hazard ratio, 0.42 (95% Cl, 0.35-0.50) :
- Sl Exploratory end point
AT AR E oot tenched Patients with 2 PSA response (%) 91 b7 136 (L28-145)  <0.001

Patients without Subsequent
Prostate Cancer Theragy (%)

Fizazi K, NEJM 2017
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AEs of special interest

ADT+AA+P ADT + placebos
(n=597) (n=602)

Grade 3 Grade 4 Grade 3 Grade 4
% %

Adverse Events
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o
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Hypertension

—
(=]

Hypokalemia

ALTincreased

AST increased

Hyperglycemia

Bone pain
Cardiac disorder

Anemia

Back pain

Fatigue
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Spinal cord compression

Fizazi K, NEJM 2017
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Mean change from baseline in worst pain score
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Chi K, JCO 2018



HUMANITAS HUMANITAS
e el '

LATITUDE
Quality of life: FACT-P
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Hormone Sensitive Prostate Cancer
STAMPEDE. Multi-Arm Multi-Stage platform design

Patients

Newly-diagnosed

Any of:

- Metastatic

-~ Node-positive

-~ 2 2 of stage T3/4 PSA >
40ng/ml Gleason 8-10

Relapsing after previous RP or RT
with 2 1 of:
PSA > 4ng/ml and rising with
doubling time < ém
PSA > 20ng/ml
Node-positive
Metastatic

=

OmN—=S00Z>3

+ abiraterone acetate
(1000 mg daily) %
+ prednisolone (5 mg _ points
daily) (combination Primary:
therapy) (n=960) - 0S

(Arm: G) Secondary:

ADT alone
(ADT % RT)

ADT
Efficacy end

~ Failure-free Survival
(FFS)

— Toxicity

~ Quality of Life

- Skeletal related
events

- Cost effectiveness

(n=957)
(Arm: A)

1,917 PATIENTS RANDOMIZED (1:1)
November 2011 - January 2014
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Hormone Sensitive Prostate Cancer
STAMPEDE

Overall Survival — STAMPEDE “abiraterone comparison” Events
= 262A | 184G
SOC+AAP
0.8 - o
e
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- This representsa 37%
& improvementin survival
e HR 0.63
iy [FO— trt = SOC+AAP by Kaplan Meier 95% ClI 0.52t0 0.76
| SH SOC by flexible parametric mode P-value 0.00000115
SOC+AAP by flexible parametric model
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James N, NEJM 2017
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Hormone Sensitive Prostate Cancer
STAMPEDE

.

OS in M1 and MO Subsets

C Overall Survival in Patients with Metastatic Disease E Overall Survival in Patients with Nonmetastatic Disease

94 o W

0.8

4

0.6+

-4

HR 0.75 (955 Cl 0.48 to 1.18)
Patients: N = 915

HR 0.61 (957 Cl 0.4% to 0.75)
Patients: N = 1002

Probability of Overall Survival
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T T T T T T 1 T T T Y T T
12 12 24 30 36 42 12 18 24 30 36 42

Months since Randomization Months since Randomization

No. of Patients No. of Patients

(no. of deaths) (no. of deaths)

Combination 500 (22) 469 (50) 415 (57) 256 (18) Combination 460 (4) 448 (13) 425 (10) 285 (7)
therapy

therapy
ADT alone 502 (35) 460 (80) 371 (73) 215 (23) ADT alone 455 (2) 449 (8) 435 (19) 276 (13)

James N, NEJM 2017



HUMANITAS

CANCER CENTER

FFS - STAMPEDE “abiraterone comparison” Events
o 535A | 248G
1 SOC+AAP
E a“ This rapresents a 71%
: Improvement in time to
i failure SOC
— i BIC by Eapn My : 0.29
B e A IOTA I Kl S 5% O 02510034
----- LOC by Rewlin parwwarrs swnied P-value 0.377x10%
VOU S ALE by Bevide pacsrwwm vl
il e —
’ . b '«N’v‘rm-ao-nw\nm o " "
Pewebe ol
PABRCTL (v
w0 » am - |1y o (i (L) L)
BOCAN WO (9 (8] % nr on 1. Il
Skeletal related outcomes Events
) A 203A | 1136
M1 patients
SOC+AAP
a4
as
% This represents a 55% SOC
e reduction in skeletal
related events
| P——— HR. 0.45
B e e oA g 95% C1 0.36t0 0.58
=wwme OO by Sexibie parametrk ovadd
YOU A AAR By Rochie pansmwrss meadel
3a
e [ ——
0 . [} n ™ N “1 e
Tere bov rasdormuttes (Morthy)
Mawber of
FABe0CE (e

SOC MG (57 4% 84 I
SOCeAME MO (M M2 % wE I Al e 3 e

W™ o M

% B a4y B (13 W W o m ® BV H O m
(3OS B S ]

HUMANITAS
UNIVERSITY '

STAMPEDE
secondary end-points

Failure free survival: HR: 0.29

Skeletal related events: HR 0.45

James N, NEJM 2017
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Table 2. Worst Adverse-Event Grade Reported during Entire Time in the Trial.®
ADT Combination
Variable Alone Therapy
Safety population
No. of patients 960 948
Patients with an adverse event — no. (%)
Any grade 950 (99) 943 (99)
Grade 3-5 315 (33) 443 (47) STA M P E D E :
Grade 5 only{ 3 (<1) 9(1)

Grade 3-5 adverse events — no. (%)

Endocrine disordersy 133 (14 128 (14) A E s Of S p e C i a I

o Cardiovascular GISorgers a1 (4) 52 (10)
Hypertension 13 (1) 44 (5) e
Myocardial infarction 9(1) 10 (1) I n t e re St
Cardiac dysrhythmia 2 (<1) 14 (1)
Musculoskeletal disorders 46 (5) 68 (7)
Gastrointestinal disorders 40 (4) 49 (5)
Hepatic disorders 12 (1) 70 (7)
Increased ALT level 4 (<1) 53 (6)
Increased AST level 2 (<1) 10 (1)
General disorders 29 (3) 45 (5)
Fatigue 15 (2) 21(2)
Edema 0 5(1)
Respiratory disorders 23 (2) 44 (5)
Dyspnea 7(1) 18 (2)
Laboratory abnormalities 21 (2) 34 (4)
Hypokalemia 3 (<1) 12 (1)
B
Total no. of patients 957 960
No. of patients in safety analysis 953 955
Patients with an adverse event — no. (%)
Any grade 943 (99) 950 (99)
Grade 3-5 312 (33) 446 (47)
Grade s only 3@ s James N, NEJM 2017
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A systematic review and meta-analysis

OVERALL SURVIVAL: data available for 2201 pts, 774 deaths recorded

HR =0.62 - 38% reduction risk of death = 14% absolute improvement in OS at 3 years with AAP

Trial AAP+ADT ADT Hazard Ratio %
name events/patients  events/patients (95% CI) Weight
STAMPEDE 150/500 218/502 — = 0.61 (0.49, 0.75) 46.34
LATITUDE 169/597 237/602 — = 0.62 (0.51, 0.76) 53.66
Overall 319/1097 455/1104 <> 0.62 (0.53, 0.71)
T T I
.25 5 1

Favours AAP+ADT

Favours ADT

PROGRESSION-FREE SURVIVAL: data available for 2201 pts, 1067 events recorded
HR = 0.45 - 55% reduction risk of PFS > 28% absolute improvement in PFS at 3 years with ABI

Trial AAP+ADT ADT Hazard Ratio %
name events/patients  events/patients (95% CI) Weight
STAMPEDE 173/500 301/502 —*:— 0.43 (0.36, 0.52) 45.14
LATITUDE 239/597 354/602 —l*— 0.47 (0.39, 0.55) 54.86
Overall 412/1097 655/1104 <> 0.45 (0.40, 0.51)
I I
.25 5 1

Favours AAP+ADT

Favours ADT

Rydzewska LHM, EJC 2017
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A systematic review and meta-analysis

Adverse event type  ADTsAAP ADT
Trial name M M Peto OR (95% CI)

Cardiac disorder
CATITUDE. 597 Sie00 R

Subgroup 4411093 14/1103 _ 2.93 (1.74, 4.93),
Q =0.07 on 1.df)

Vascular disorder

STAMPEDE 22496 7/501 —

LATITUDE 127/587 657602 ——

Subgroup 149/1093 7211103 -— 228 (1.71, 3.03)
{Q =053 on 1 df)

Gastrointestinal dizorder
2474

STAMPEDE 95 19501 Y
LATITUDE 30/597 14602 —T
Sd:lgrcn.El 44H093 331103 -— 1.36 (0.86, 2.14)
{Q=0.06 cn 1 df)
General disorders .
STAMPEDE 17/496 147501 —T
LATITUDE 26/597 39602 E‘
S-Ll:lgrcn.g 43/1093 53/1103 = 0.81 (D.54, 1.22)
{Q=1.96 on 1 df)
N De ™ saues 775D '
—_—
LATITUDE E0/597  20/602 ﬁ
su:-grcug B&/1093 27/1103 3.09 (2.12, 4.50)
{@=1.850cn 1 df)
Musculoskeletal disorder .
STAMPEDE 47496 35501 L
LATITUDE c5/nhy  T2E02 -
slngr%f 102/1092 107/1103 == 0.96 (0.72, 1.27)
Q=434 on 1 df)
Hesﬂmtu? disorder .
STAMPED 16/496  10/501 T
LATITUDE 13/507 15602 —éE 147 (0.68, 2.02)

Subg 2911093 251103
Q=127 on 1df

Any G5 adverse events

STAMPEDE 70496  2/501 -

LATITUDE 28/507 24602 — e

Subgroup 35/1093 26/1103 i — 1.37 (D.82, 2.29)
{Q=1.750n 1df)

I I I I
0.3 1.0 20 4.0 8.0

More toxicity with ADT More toxicity with ADT+AAP Rydzewska LHM, EJC 2017
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Comparison of Abiraterone Acetate and Docetaxel with Androgen
Deprivation Therapy in High-risk and Metastatic Hormone-naive
Prostate Cancer: A Systematic Review and Network Meta-analysis

Christopher J.D. Wallis®"*, Zachary Klaassen “"', Bimal Bhindi®, Hanan Goldberg“",
Thenappan Chandrasekar®®, Ann M. Farrell®, Stephen A. Boorjian®, Girish S. Kulkarmi®”®,
Robert Jeffrey Karnes©, Raj Satkunasivam “*
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A
Doce-ADT ADT Hazard ratio Hazard ratio
Study or subgroup _log[Hazard ratio] SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Gravis 2016 -0.1278 0.1315 182 183 28.9% 0.88(0.68,1.14] —
James 2016 -0.2485 0.0852 582 1184 42.7% 0.78 (0.66, 0.92) ——
Sweeney 2015 -0.4943 0.133 397 393 285% 0.61(047,079) ———&—
Total (95% Cl) 1181 1770 100.0% R =
Heterogeneity. Tau?= 0.01; *=4.07, df= 2 (p=0.13); F=51% 01 5 O'L? ; 15 5 é
Test for overall effect; Z= 3.00 (p= 0.003) ; Favors boce-ADT Favors AD'f
B Abi-ADT ADT Hazard ratio Hazard ratio
Study or subgroup _loa[ Hazard ratio] SE___ Total Total Weight IV, Random, 85% Ci IV, Random, 95% CI
Fizazi 2017 -0.478 0.0996 587 602 49.1% 0.62[0.51,0.75) —@—
James 2017 -0.462 0.0979 960 957 50.9% 0.63[0.52,0.76) e
Total (95% Cl) 1557 1559 100.0% =
Heterogeneity: Tau®= 0,00; x==0.01, df=1 (p=0.91); F=0% 0? 5 UE? 1f 5 é

Test for overall effect: Z=6.73 (P < 0.00001)

Wallis, Eur J Urol 2017
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The role of CT or 2nd generation HT in mHSPC:
STAMPEDE: ADT+AA+P vs ADT+DOC (377 vs 189)

STAMPEDE: Docetaxel vs abiraterone -- direct comparison
/2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

'Sl Standard-of-care (SOC) = ADT (+/-RT) (+/-docetaxel)
Gl SOC+zoledronic acid

(ol SOC+docetaxel

DM SOC+celecoxib

[l SOC+zoledronic acid+docetaxel

el SOC+zoledronic acid+celecoxib

Trial arm

SOC+metformin
SOC+tE2

SOC+rucaparib [BioMk+]

O Pts in comparison, A Abiraterone’ )
B Pts not in comparison # SOC+enzalutamide+abiraterone

12006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024
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The role of CT or 2nd generation HT in mHSPC:
STAMPEDE

Overall survival [primary outcome measure]

n
TR, HR (95%Cl) Poval, ot
"1 . _ SOC+DocP test
. Al 1.16 (0.82 to 1.65) 0.40
SOC+AAP
{ MO 1.51(0.58 to 3.93) 0.40
0.69
M1 1.13 (0.77 to 1.66) 053
R . ; | SOC+DocP | | SOC+AAP
" e " . & W e \Events| Pts| | Events, Pts
Al 44 189 105 377
Key: MO 6 74 16 150
HR<1 favours SOC+AAP
HR>1 favours SOC+DocP M1 38 115 89 227

Interact” = test for mteraction (heterogeneity of treatment effect)
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The role of CT or 2nd generation HT in mHSPC:

Favours | Favours STAMPEDE
s SOC+AAP | SOC+DocP ADT + Doc ve ADT + Ab|

survival]™—*—
Head-to-head data in 566 pts (Nov-2011 to Mar-2013)

Progression-

free survival | Strong evidence favouring AAP to delay PSArise

Metastatic
progression- .

free survival Weak evidence favouring AAP to delay radiol PD

Symptomatic
skeletal’ . : -
events No good evidence of a difference on major

Cause- | clinical outcomes
speqﬁic

e - “Proportionately different time spent in each
Overal disease state because targeting AR more

survival__ . intensely and longer with abiraterone”

Slide courtesy of Matt Sydes
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The role of CT or 2nd generation HT in mHSPC:
STAMPEDE

Adverse events — worst toxicity ever

Safety population SOC+DocP SOC+AAP
Patients included in adverse event analysis 172 (91%) 373 (>99%)
Grade 1+ AE 1?2 (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 20 (13%) 4 (1%) DocP
Musculoskeletal disorder: 9 (5%) 33 (9%)
I Cardiovascular disorder (incl. hypertension, MI, cardiac dysrhythmia): b (3%) 32 (9%) I
Gastrointestinal disorder: 9 (5%) 28 (8%)
I Hepatic disorder (incl. increased AST, increased ALT): 1 (1%) 32 (9%) I
General disorder (incl. fatigue, oedemay: 15 (10%) 1 {6%)
Respiratory disorder (incl. breathlessness): 12 (7%) 11 (3%)
Renal disorder 5(3%) 20 (5%)
Lab abnormalities (incl. hypokalaemia): 9 (5%) 11 (3%)

Sydes M, ESMO 2017
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CONCLUSIONS 1

e Literature data:

upfront treatment with either abiraterone or docetaxel is the new
standard of care of patients with mHSPC.
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e Literature data

* When ADT + 2nd generation HT?

e Who?
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The different stages of prostate cancer

First prostate cancer diagnosis
. Non metastatic

. Metastatic hormone sensitive

. Metastatic castration resistant

Newly@liagnosed?
mHSPC

Primary@@
progressivel
mHSPC

*

Localized®rL
locallyzdvancedp!
prostateancer

BiochemicalX Terminal@lisease

recurrence

(death)

Scher HI, et al. J Clin Oncol. 2016;34:1402-18.
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Characterization of Differences Between Prostate
Cancer Patients Presenting With De Novo Versus
Primary Progressive Metastatic Disease

Antoine Finianos,’ Kanika Gupta,1 Brandon Clark,” Samuel j A Simmens,”
Jeanny B. Aragon-Ching’

Figure 1 Overall Survival for De Novo Versus Primary Progressive Disease From Time of Metastases

02
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Hormone Sensitive Prostate Cancer

Study design of LATITUDE

Efficacy end points
Co-primary:
ADT . OS
+ Abiraterone acetate 1000 mg
QD « rPFS
+ Prednisone 5 mg QD Secondary
(n=597) « Timeto pain
progression
Time to PSA
progression

A Time to next
o7 symptomatic skeletal
+ placebos - event

Stratification factors (n=602)

« Presence of visceral T;‘metc;h
disease {yes/no) chemotherapy

« ECOGPS(0, 1vs2) Time to subsequent
PCtherapy

Patients

« Newly diagnosed aduit
men with high-rnisk
mHNPC

Meets at least 2 of 3 high-

risk criteria

» Gleasonscoreof=28

« Presenceof2 3 |esions
on bone scan

« Presence of measurable
visceral lesion

R
A
N
D
0)
M
I
Z
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Phase 3 multicenter, randomized, double-blind, placebo-controlled study conducted at 235 sites
in 34 countries in Europe, Asia-Pacific, Latin America, and Canada

From Fizazi et al, ASCO 2017

Fizazi K, NEJM 2017
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Hormone Sensitive Prostate Cancer
STAMPEDE. Multi-Arm Multi-Stage platform design

Patients

Newly-diagnosed

Any of:

- Metastatic

-~ Node-positive

-~ 2 2 of stage T3/4 PSA >
40ng/ml Gleason 8-10

Relapsing after previous RP or RT
with 2 1 of:
PSA > 4ng/ml and rising with
doubling time < ém
PSA > 20ng/ml
Node-positive
Metastatic

=

OmN—=S00Z>3

+ abiraterone acetate
(1000 mg daily) %
+ prednisolone (5 mg _ points
daily) (combination Primary:
therapy) (n=960) - 0S

(Arm: G) Secondary:

ADT alone
(ADT % RT)

ADT
Efficacy end

~ Failure-free Survival
(FFS)

— Toxicity

~ Quality of Life

- Skeletal related
events

- Cost effectiveness

(n=957)
(Arm: A)

1,917 PATIENTS RANDOMIZED (1:1)
November 2011 - January 2014
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Hormone Sensitive Prostate Cancer
STAMPEDE. Multi-Arm Multi-Stage platform design

Table 1. Characteristics of the Patients.*

ADT Alone Combination Therapy

Characteristic (N=957) (N=960)
Age at randomization —yr

Median (IQR) 67 (62t072) 67 (63 to 72)

Range 39to 84 4210 85
PSA level before ADT — ng/ml

Median (IQR) 56 (19 to 165) 51 (19 to 158)

Range 0to0 10,530 0 to 21,460
WHO performance status — no. (%) 7

0 744 (78) 745 (78)

lor2 213 (22) 215 (22)
Disease group — no. (%)

Newly diagnosed node-negative, nonmetastatic disease 256 (27) 253 (26)

Newly diagnosed node-positive, nonmetastatic disease 137 (20) 182 (19)

Newly diagnosed metastatic disease 476 (50) 465 (48)

Previously treated nonmetastatic disease 12 (1) 25 (3)

Previously treated metastatic disease 26 (3) 35 (4)
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Patients with de novo M1

ADT+ AA+ P vs ADT

STAMPEDE

CArm G) 2.3 GETUG-AFU 154

LATITUDE*?

ple size, n

Patients with mHSPC 100% I l

Patients with de novo M1 100% I I

* All LATITUDE patients had high-risk and newly diagnosed metastatic disease
NE, not evaluated

ADT+ Doce vs ADT

CHAARTED?>®

STAMPEDE
Arm C)7
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CONCLUSIONS 2

e Literature data:

Upfront treatment with either abiraterone or docetaxel is the new
standard of care of patients with mHSPC.

« When ADT + 2nd generation HT?
In case of de novo mHSPC
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e Literature data

* When ADT + 2nd generation HT?

e Who?
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Hormone Sensitive Prostate Cancer

Study design of LATITUDE

Efficacy end points
Co-primary:
ADT . OS
+ Abiraterone acetate 1000 mg
QD « rPFS
+ Prednisone 5 mg QD Secondary
(n=597) « Timeto pain
progression
Time to PSA
progression

A Time to next
o7 symptomatic skeletal
+ placebos - event

Stratification factors (n=602)

« Presence of visceral T;‘metc;h
disease {yes/no) chemotherapy

« ECOGPS(0, 1vs2) Time to subsequent
PCtherapy

Patients

« Newly diagnosed aduit
men with high-rnisk
mHNPC

Meets at least 2 of 3 high-

risk criteria

» Gleasonscoreof=28

« Presenceof2 3 |esions
on bone scan

« Presence of measurable
visceral lesion

R
A
N
D
0)
M
I
Z
E
D

—_
.
-

Phase 3 multicenter, randomized, double-blind, placebo-controlled study conducted at 235 sites
in 34 countries in Europe, Asia-Pacific, Latin America, and Canada

From Fizazi et al, ASCO 2017

Fizazi K, NEJM 2017
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Hormone Sensitive Prostate Cancer
LATITUDE

Treatment arms were well balanced

ADT+AA +P ADT + Placebos
(n =597) (n =602)

Median age, years (range) 68.0 (38-89) 67.0 (33-92)

Gleason score 2 8 at initial diaghosis 98% 97%

Patients with 2 3 bone metastases at
screening 98% 97%

Extent of disease
Rone
Liver
Lunas
Node

Baseline pain score (BPI-SF Item 3)

Fizazi K, NEJM 2017



HUMANITAS

CANCER CENTER

HUMANITAS
UNIVERSITY '

Hormone Sensitive Prostate Cancer

LATITUDE

Meets at least 2 of 3 high-
risk criteria

Gleason scoreof =2 8
Presence of 2 3 |lesions
on bone scan

Presence of measurable
visceral lesion

CHARTEED

High-volume disease:

Visceral M+ and/or

>4 bone M+ with at least
one M+ beyond the pelvis
or vertebral column
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Analyses From the LATITUDE Phase 3 Trial

The Majority of LATITUDE pts met the CHAARTED Definition for HV Disease

AA+P+ADT PBOs + ADT Total
s
Overall population, n 597 602 1199
Patients with high-volume disease,” n (%) 487 (82) 468 (78) 955 (80)
Patients with low-volume disease, n (%) 110 (18) 133 (22) 243(20)
Unknown,” n (%) 0 1(<1) 1(<1)
*Defined as the presence of visceral metastases and/or = 4 bone lesionswith =1 outside of the vertebral column and pelvis. ®Due to missing baseline scan.

Post hoc analisi:
80 % dei pazienti
Latitude sono anche
alto volume (HV)
secondo | criteri
Chaarted

Fizazi K, ASCO-GU2018



HUMANITAS HUNANITAS |

Impact of prognostic features on outcome

Median years overall survival with ADT alone!?

De novo* Recurrent
Low volume

P
Chaarted ngh volume

* Worst prognostic features

Higano CS, ASCO 2018
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Efficacy in mHS de novo high volume disease

Post hoc Latitude!l

Patients with Patients with
high-volume disease low-volume disease Overall population
Clinical AA+P+ADT PBOs+ADT |AA+P+ADT PBOs+ADT | AA+P+ADT PBOsS+ADT
outcomes n» 487 nw=458 n=110 n=133 n»597 n= 602"
COverall survival
Madian, months NR 33. NR NR NR 347

HR (95% C1)

0.57{0.46-0.71

rPFs*

Median, months

307 14.7

HR{95%CI)

0.43{0.36-0.52)*

chites | patient With maung Baselne scan. 'p < 0.0C012 = 0.80
i periormed vy 4 roneha, itaring ot Week 16 15 = 000

Na, net ceached

0.81{0.48-1,34)

NR 24

0.53(0.35-0.80)

0.62 (0.51-0.78)"

30 LX)

0.47 (0.39-0.55)¢

CHARTEED long term?

Overall®urvival ADTE DOC ADT alone P¥alue

HRA95%[TI)

Whole Study Population 57.6 47.2 0.0017
(mo.) 0.73 (0.59 - 0.89)
High volume (mo.) 51.2 34.4 <0.001

0.63 (0.50 - 0.79)
Low Volume (mo.) 63.5 NR 0.86

1.04 (0.70 - 1.55)

de novo metastatic prostate cancer

«0.001, Sequentlal raSiographic imaging to sess (P73 [TT or MY and bone scarning)

High volume (mo.) 48.0 33.1 0.0004
0.63 (0.49 - 0.81)
Low Volume (mo.) 58.3 59.8 0.55
0.86 (0.52 - 1.42)
Metastatic after prior local therapy*
High volume (mo.) 66.9 51.7 0.37
0.72 (0.36 - 1.46)
Low Volume (mo.) 69.6 NR 0.55

1.25 (0.60 - 2.60)
mo: months, NR: not reached

1.Fizazi K, ASCO-GU 2018; 2.Kyriakopoulos CE, JCO 2018
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Patients with de novo M1

ADT+ AA+ P vs ADT ADT+ Doce vs ADT

STAMPEDE STAMPEDE
* 1 - 4 5,6
LATITUDE (Arm G)2.3 GETUG-AFU 15 CHAARTED Arm C)7

1917

Total sample size, n

Patients with de novo M1

* All LATITUDE patients had high-risk and newly diagnosed metastatic disease
NE, not evaluated
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OPTIMAL PATIENT SELECTION

Early Failure and Early Death - Abiraterone Plus ADT

UNIVERSITY j

Approximately 22% are dead 2
years after starting ADT plus
Abiraterone

Overall Survival (%)

No. at risk
ADT+ AA« P
ADT + placebos

-

Approximately 33% are dead 3
years after starting ADT plus
Abiraterone

Overall Survival (%)

No. at risk Months
ADT+AA+P 597 565 579 479 388

ADT + placebos 564 S0 432 332

Ryan C, ASCO 2018



HUMANITAS HUMANITAS
UNIVERSITY '

Should forest plots guide therapy?
LATITUDE

Supplementary Figure S2. Overall Survival Subgroup.
Subgroup
Abiraterone Placebo Hazard Ratio (95% CI)
Modian (mo) )

All patients NR M7 - 0,63 (0.51-0.76)
Age :

<65 yr NR 37 —— 062 (0.45-0 84)

265 yr NR KR et | 0.64 (0.49-082)

275 1 NR NR —— 082(053-127) =
ECOG y

0 NR 382 —— 0.64 (0.48-0.86)

12 NR 313 bt | 0.61(0.46-0.79)
Visceral diseaso |

Yes NR 323 bt | 0.51(0.33-0.79)

No NR 351 -t | 0.66 (0.53-083)
Gleason score !

<8 NR NR » ; a  062(0.18-2.11)

28 NR 34.7 | 063 (0.51-0.77)
Bone lesions \

$10 NR NR —— 0.65 (0.45-0.96)

>10 NR 313 el 0.60 (0.47-0.75)
Above median PSA !

Yeos NR 38 bt | 0.68 (0.51-0.89)

No NR 339 by | 0.58 (0.44-0.77)
Above median LDH :

Yes NR 339 —— 0.74 (0.56-0.96)

No NR 36.7 bt | 0.51 (0,38-0.69)
Region '

Asia NR NR — 073 (0.42-127)

East Europe NR 0.5 — 0.50 (0,360 69)

West Europe NR 381 — 0.75 (0.51-1.00)

Rest of world NR 3 [ 0.70 (0.45-1.09)

0.15 05 1 25
-
Abiraterone better Placebo better

Fizazi K, NEJM 2017
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Should forest plots guide therapy?
STAMPEDE

A Overall Survival Combination Hazard Ratio with Combination Therapy P Value for

Subgrou ADTAlone Th 5% Cl Interaction

P erapy
no. of deaths/no. of patients

Metastatic status i 037
Nonmetastatic 44455 34460 = 0.75 (0.48-1.18)

Metastatic 218/502 150/500 e 0.61 {0.493-0.75)

Nodal status i 0.80
Negative 83438 61/434 R 0.69 (0.49-0.96)

Positive 164/483 1137484 —— 0.61 {0.48-0.77)
Indeterminate 15/36 10/42 L 0.68 (0.29-1.57)

Gleason score ! 0.57
=<7 40/223 33j221 - 0.76 {0.48-1.23)
8-10 216/721 144/715 ———— 0.59 (0.43-0.73
Unknown 6/13 7/24 - - ; - 0.47 (0.11-191

Age at randomization i 0.003
<70yr 180/596  110/603 e 0.51 (0.40-0.65)
=70yr 82361 74357 | — 0.94 (0.69-1.29)

WHO performance status : 0.11
0 182/744 137/745 — 0.69 {0.56-0.87
lor2 80/213 47215 — o — 0.50 {0.35-0.72

NSAID or aspirin use ! 035
No 191/718 132/714 + 0.59 (0.47-0.74)

Yes 71j239 52/246 —:—'— 0.71 {0.50-1.02)

Radiotherapy planned i 0.89
No 226/561  160/564 - 0.63 (0.51-0.77)

Yes 36/396 24/396 s 0.64 {0.38-1.03)

Recurrent disease ' 0.18
No 254/919  171/900 — R 061 (0.50-074)

T"::sperbd &/38 13/60 | 0.94 (0.35-2.52) P RT_planned and low
ASEEG 12;/338 95/3370 —-— g.gg ((83341)33; extent of disease
ABCEGH 17/4 10/4 - j -

AGH 123/580 79/583 — 0.59 (0.44-0.78)
1
]
Overall —_—— 0.63 {0.52-0.76)
1 I

J T 1 1 |
04 05 06 O7F ©3 0910 12 14

Combination Therapy Better ADT Alone Better

James N, NEJM 2017
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A systematic review and meta-analysis
Effect of adding AAP to ADT on OS by:

Effect on survival AAP+ADT ADT Interaction %
by subgroup events/patients events/patients HR (95% ClI) Weight
AMPED
<8 271115 34/119 ———
—————
8-10 116/364  179/373 —— \ 0.77 (0.43, 1.37) 82.37
[
LATITUDE < 1
<8 4/13 7116 g |
8-10 165/584  230/586 —_—— : 1.02 (0.29, 3.54) 17.63
1
|
—é—— 0.81(0.48, 1.36)
Performance status
AIVIF U
0 109/374  147/370 ——
———t——
1-2 41/126 71/132 ——— X 0.73 (0.46, 1.17) 41.72
1
LATITUDE 1
0 79/326  108/331 —— !
—|-._
1-2 90/271 129/271 —— | 0.95 (0.64, 1.42) 58.28
1
T
—o— 0.85 (0.63, 1.16)
Nodal status
AMPED
NO 48/167  70/175 —_—— ~
N+ 92/292  133/291 —— M 0.94 (0.59, 1.49) 55.68
[
LATITUDE :
NO 35/152 50/151 ——
———
N+ 82/280  124/280 ——— '| 0.97 (0.58, 1.62) 44.32
—d
0.95 (0.67, 1.34)
I I I I
5 1 2 5 1 2
Favours Favours Greater treatment effect Lesser treatment effect
AAP+ADT ADT with higher Gleason sum score,  with higher Gleason sum score,
worse PS, or worse PS, or
more nodal involvement more nodal involvement

Rydzewska LHM, EJC 2017
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A systematic review and meta-analysis

Effect of adding AAP to ADT on OS by:

Effect on survival AAP+ADT  ADT Interaction %
by age group events/patients events/patients HR (95% Cl) Weight
.
STAMPEDE —_— 1.80 (1.16, 2.80) 47.01
<70 93/330  151/321 —_—— X
>=70 57/170 67/181 —_— |

|

|
LATITUDE - 1.34 (0.88, 2.03) 52.99
<70 92/333  153/367 —_— |
>=70 77/264 84/235 —_— X

1

—— 1.54 (1.14,2.08) p=0.005

Age (3 categories)

AVPED —— 1.41 (1.05, 1.89) 45.58
<65 501179  84/175 ~—e— !
65-75 79/256  108/255 —8— .
>75 21/65 26/72 —_—— !

1
LATITUDE ——— 1.12 (0.86, 1.47) 54.42
<65 67/221  97/233 —_— !
65-75 70275 103/268 =~ —— .
>75 32/101 37/101 —_— !

—o— 1.24(1.02,152) p=0.033

I I I I
5 1 2 5 1 2

For OS there was evidence that the size of benefit was greater in younger men .... Older
men are at higer risk of dying from other co-existing conditions or are less able to tolerate
treatments

Rydzewska LHM, EJC 2017
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Conclusions 3

e Literature data:

Upfront treatment with either abiraterone or docetaxel is the new
standard of care of patients with mHSPC.

« When ADT + 2nd generation HT?
In case of de novo mHSPC

e Who?

Patients with high risk mHSPC (OS & rPFS high volume; rPFS low volume
M+ disease).

Patients unfit for chemotherapy or patients with a preference for oral
therapy instead of IV.
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