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E3805 - CHAARTED Treatment

STRATIFICATION

Extent of Mets
-High vs. Low
Age

270 vs < T0yo
ECOG PS
~0-1vs 2

CAB= 30 days
-Yes vs. No
SRE Prevention
-Yes vs. No

Prior Adjuvant ADT
212 vs. > 12 months

(N = 790)
ARM A:

ADT + Docetaxel

7omg'm2 every 21
days for maximum
6 cycles

Evaluate
every 3 weeks
while
receiving
docetaxel and
at week 24
then every 12
weeks

e
\ ARM B:

ADT (androgen
deprivation therapy
alone)

MN—"ZO0O0DZP3

Fre Estratificacdo em doenca de alto e baixo volume

Evaluate
every 12
weeks

Follow for time
to progression
and overall
survival

Chemotherapy
at investigator's
discretion at

> progression

- ADT allowed up to 120 days prior to randomization.

= Intermittent ADT dosing was not allowed
« Standard dexamethasone premedication but no daily prednisone

Alto volume: metas viscerais ou = 4 metas dsseas sendo pelo menos

1 fora da vértebra e pelve
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Curvas de sobrevida por
volume de doenca

B Patients with High-Volume Disease

Hazard ratio for death with ADT+docetaxel,
0.60 (95% Cl, 0.45=0.81) P<0.001

ADT +docetaxel
{median overall survival, 49.2 mao)

ADT alone
(median overall
survival, 32.2 mo)
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Mo. at Risk
ADT+docetaxel 263
ADT alone 250

T T ] | |
12 24 36 48 60 72
Months

213 123 56 31 5 2
193 92 40 14 3 1

C Patients with Low-Volume Disease

100+ ADT+docetaxel
{median overall survival, NR)
ADT alone

{median overall
survival, NR)

e T

Hazard ratio for death with ADT +docetaxel,
0.60 (95% C1, 0.32-1.13) P=0.11
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0 12
Mo. at Risk
ADT+docetaxel 134 120
ADT alone 143 125

T T T 1

24 36 48 60
Months

66 i3 15 0

Ta 31 13 0

Sobrevida global alto volume: 49,2 vs 32,2 meses
Sobrevida global baixo volume: nao alcancada

HR IGUAL-0,6




‘.’:z Atualizacao de sobrevida por
Lacog Volume de doenga — ESMO 2016

LATIN AMEDRICANI

o E=-3805 CHAARTED - SURVIVAL e e
First data (NEJM 2015) Updated data (ESMO 2016) Extra data (estimated)
HR=0.60 (95%CI 0.45-0.81) > HR=0.63 (95%CI 0.50-0.79) -

- ' - B = =3
- Paper’ 111 86
i Update 162 137

Low volume disease

Perda do beneficio no baixo volume

ﬂ'@"ngﬂ + 51 + 51

- Paper” 22 15
Update 51 49
‘Change’® + 29 + 34

#720




Avaliacao de de novo e

L ACOG previamente tratado

L SEHOCARN E.3805 CHAARTED - SURVIVAL — w0
o Metastatic after prior local therapy

i 421 patients : \\“ 91 patients

© ) .,

E 263 deaths I g l“] 46 deaths

3

S

£

=

=

e
HR=0.63 R=0.72
| (95%CI 0.49-0.81) o1 U (95%CI 0.36-1.46
154 patients . “\“\;\___ 123 patients

77 deaths N 33 deaths

HR=0.86 HR=1.25
1 (95%CI 0.52-1.42) ot o (95%CI 0.60-2.60

| 2720

Perda do beneficio nos pacientes tratados previamente

Low volume disease




Overall study design of LATITUDE

ADT
+ Abiraterone acetate 1000
mg QD
+ Prednisone 5 mg QD
(n=597)

Patients

* Newly diagnosed adult
men with high-risk
mHNPC

Stratification factors
* Presence of visceral
disease (yes/no)

ADT
+ placebos
(n=602)

OMN—=00Z2>2

- ECOGPS (0, 1vs 2)

=
==

Efficacy end points
Co-primary:
« OS
« rPFS
Secondary: time to
* pain progression
» PSA progression

* next symptomatic
skeletal event

» chemotherapy
« subsequent PC therapy

« Conducted at 235 sites in 34 countries in Europe, Asia-Pacific, Latin America, and Canada
« Designed and fully enrolled prior to publication of CHAARTED/STAMPEDE results

PRESENTED AT: ASCO Ah e n L
sices re tre rosery o e . PE10 MENOS dois de trés fatores de risco:

Gleason 2 8
3 ou mais metastases osseas
metastases viscerais mensuraveis




LACOG

Statistically significant 38% risk reduction of death
Hazard ratio, 0.62 (95% CI, 0.51-0.76)

100 =
P<0.0001
80 — ADT + AA + P, not reached
<
s 60 — OS rate at 3 years:
2 ADT + AA+P: 66%
R > SR ADT + placebos: 49%
3 40 2
g ADT + placebos, 34.7 mo
20 - No. of events: 406 (48% of 852)
ADT + AA + P: 169
ADT + placebos: 237
0 | | | | | | |
0 6 12 18 24 30 36 42 _
Median follow-up:
No. at risk Months
30.4 months
ADT + AA+P 597 565 529 479 388 233 93 9
ADT + placebos 602 564 504 432 332 172 57 2

B SENIED AT: ASCO ANNUAL MEETING 17 | HASCO17 Presented by: Karim Fizazi 11

Slides are the property of the author. Permission required for reuse.
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Inclusion criteria

Newly-diagnosed
Any of:

« Metastatic

* Node-Positive

« 22 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

Relapsing after previous RP or
RT with 21 of:

« PSA =24ng/ml and rising with
doubling time <6m

« PSA =220ng/ml
« Node-positive
« Metastatic

Full criteria

www.stampedetrial.org

Presented By Nicholas James at 2017 ASCO Annual Meeting
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Presented By Nicholas James at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care

Trial arm

STAMPEDE: “original comparisons”

STAMPEDE: All docetaxel and zoledronic acid compacisQns

()

2006 2007 2008 2009 2010 2011 2012 2013 2014( 2015 p016 2017 2018 2019 2020 2021 2022 2023 2024

Standard-of-care (SOC) = ADT (+/-RT)

SOC+zoledronic acid+docetaxel

Pts in comparison A Abiraterone’

B Pts not in comparison # SOC+enzalutamide+abiraterone

SOC+zoledronic acid -
SOC+docetaxel 3

SOC+celecoxib i

SOC+zoledronic acid+celecoxib ~ EEEEEEEEEE Lo i e

12006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

A =1184/~1200 pts --> 415/~404 primary outcome measure events

B = 593/~600 pts, C = 592/~600 pts, E = 593~600 pts



Docetaxel: Survival
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OS: Docetaxel comparison (SOC vs SOC+Doc) HR (95%Cl) 0.78 (0.66, 0.93)

P-value 0.006

SOC+Doc Non-PH p-value 0.87

0.8 4

o
o
|

S0C

Overall survival (Propn patients)
=3
Fs
1

¥

\ ]

trt = SOC by Kaplan Meier

02+
tre = SOC+Doc by Kaplan Meier
4 - SOC by flexible parametric model
77777 SOC+Doc by flexible parametric model
0.0 —
T T T T T T T T T T T ¥ T ¥ T
0 12 24 36 48 60 72 84
Time from randomisation (Months)
Number of
patients (events)
SOC 1184  (73) 1093  (I134) 876 (92) 538 (60) n (35) 166 ) 87 @ 43
SOC+Doc 592 (33) 545 (52) 447 (35) 290 (22) 181 (12) 93 (13) sl (6) 20
Mets 0S No. Haz. Ratio
status events pts (95% ClI)
MO 93 689 : 1.01 (0.65, 1.56)
M1 477 1087 4 0.73(0.59, 0.89)
Overall 570 1776 0.76 (0.63,091)
.6 8 1 1.2 1.4

Presented By Nicholas James at 2018 Genitourinary Cancers Symposium: Translating Evidence to Multidisciplinary Care
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Sobrevida Global

Sobrevida Livre de Falha

C Owerall Survival in Patients with Metastatic Disease
1.0

0.8+

0.6

0.4

Probability of Overall Survival

D.E I I I I I I I I 1
0 & 12 18 24 30 35 42 48 54

Months since Randomization

No. of Patients

(no. of deaths)

Combination 500 (22) 469 (50) 415 (57) 256 (18) &1
therapy

ADT alone 02 (35) 460 (B0} 371 (73) 215 [(23) &0

James ND et al. NEJM 2017

D Failure-free Survival in Patiants with Matastatic Diseasa
1.0+

0.2+

Probability of Failure-free Sumival

Months since Randomization

No. of Patients

[no. of treatment-failure events)
Combination 500 (92) 399 (65) 326
therapy

ADT alone

(40) 202 (11) &3

502 (258) 236 (33) 139 (33) &3 (9) 23



The mCSPC landscape in 2018
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1 Metastatic hormone —sensitive 0.61 (0.47-
CHAARTED DOCvs ADT 790 PCa (mHSPC) 0.80) +13.6
STAMPEDE?> DOC/P vs ADT 1,086 mHSPC 0'73 é(;.)59— +22.0
LATITUDE? ABI/P vs ADT 1,199 High-risk mHSPC 0'602 é%)ﬂ_ Not reached
STAMPEDE*  ABI/P vs ADT 1,002 mHSPC 0'6; g(;.)49— Not reached

ABI: abiraterone; ADT: androgen deprivation therapy; CABA: cabazitaxel; DOC: docetaxel; ENZA: enzalutamide; mito: mitoxantrone; OS: overall survival;
pbo: placebo; P: prednisone

1. Sweeney, NEJM 2015;373:737-46; 2. James, Lancet 2016; 387:1163-77&ASC02015 (abs 5001); 3. Fizazi, NEJM 2017;377:338-51; 4. James, NEJM 2017;377:338-51



‘Z:x In mHSPC, for a patient who is
LACOG fit to receive docetaxel

LATIN AMERICAN

S chemotherapy

ADT + docetaxel ADT + abiraterone

What would you choose?
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N Abiraterone

ADT alone (CHAARTED)
ADT Alone (LATITUDE)
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Overlay of LATITUDE KM Plot on CHAARTED (high volume) KM Plot

resavro: ASCO ANNUAL MEETING ‘17 | #ASCO17 Presented by: EricJ Small, MD

Slides are the property of the author. Permission required for reuse.

Presented By Eric Small at 2017 ASCO Annual Meeting



Abi x Docetaxel

Nenhuma diferenca
estatisticamente

LACOG

LATIN AMERICAN
COOPERATIVE

ONCOLOGY GROUP diferente em nenhum
subgrupo
Doce-ADT vs ADT alone Abi-ADT vs ADT alone
Studies HR (95% C1) (%) Studies HR (95% CI) (%)  Abi-ADT vs Doce-ADT

HR (95% CI)
Overall 3 0.75 (0.63-0.91) 51 2 063(055-072) O 0,84 (0.67-1.06)
Disease volume High 2 0,68 (0.52-0.87) % 1 060 (047-075)  NA 0.88 (0.62-125)
Low 2 083 (0.50-137) 47 1 0.65(045-096)  NA 0.78 (0.42-147)
Age Younger 2 0.71 (0.60-0.85) 0 2 055(045-066) 0 0.77 (0.60-1.004
Older 2 0565 (0.32-133) 77 2 0.77 (0.53-1.12) 71 118 (053-265)
Performance Status 0 2 0.75 (0.63-0.91) 0 2 0.57(056-080) 0 0,89 (0.69-115)
1-2 2 059 (0.32-110) 78 2 057(046-071) 0 0,97 (0.50-186)
Cleason Score <7 2 055 (0.35-0.89) 7 2 0.74 (0.48-115) 0 135 (0.71-255)
-8 2 0.70(0.56-0.87) 29 2 061(053-071) 0 0.87 (0.67-113)
Recurrent disease  Yes 3 074 (0.48-115) 0 1 084(035-252)  NA 127 (043-3.74)
No 3 0.78 (0.66-0.92) 24 1 0,61 (0.50-0.74) NA 0.78 (0.60-1.01)
Visceral disease Yes 1 052(025-107)  nfa 1 051 (033-078)  NA 0,98 (0.42-2.29)
No 1 064(046-089)  nfa 1 0.66(053-083)  NA 103 (0.69-1.54)

Abi = abiraterone acetate; ADT = androgen deprivation therapy; Cl = confidence interval; Doce =docetaxel; HR =hazard ratio; NA = not applicable.

Christopher |.D. WallisEUROPEAN UROLOGY
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SUBGROUP RISK/VOLUME DISTRIBUTION

b S| o
Low High
LATITUDE Low 47.5

LATITUDE Low 333(37%) | 95(10.5%)

LATITUDE High 473 52.5

LATITUDE High 69 (7.7) 404 (44.8)

CHAARTED Low 402 44.6

CHAARTED High 499 55.4 18.2%

ESMO 2018. LBA4
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RESULTS:

LATITUDE RISK STRATIFICATION

Abiraterona funciona
independente do risco

ADT slone AAP Adjuted HR* [95%C1) p-value Interaction by
metastati volume
B value
Owerall survival
Al patierts  195/452 1357849 B 0609 (0.428-0.78%) Q001
Lowrisk  59/220 al/208 » 0657 (0 438-0 983) ooal o.ass
Highrisk  136/232 54241 — 0536 (0.411-0.699) <0.001
Failure free survival
All patients  354/452 191/429 —— 0316 (0.264-037E) <0001
Low risk 1520220 S6/308 —;— 0.238({0.174-032%) <0001 0254
Highrisk  202/232 135/741 —— 0313(0 250-0392) <0 001
Skeletal related events
Al patients  164/452 93/445 —_—— 0.457 [0362-0.607) «0.001
Lowrisk  49/220 17/2c8 — 0311(0179-0543) <0001 o.ar
Highrisk 115/232 TES241 —— QATT (DA5E-0.639) <0001
Progression free survival
All patients  267/452 158449 - 0426 (0366-0544) Q001
Low risk 1017220 411208 - - 0334 (02320481 001 0159
Highrisk  166/232 117/241 i 0863 (0. 364-0 58, <0.001
Prostate cancer spedfic death®
Allpatients  172/452 114/449 —— 0.587 (0.462-0.745) <0001
Low fizk  49/220 27fica . 0511 (0312-0 836) Qo0cs o728
Highrisk  123/132 87/241 —— 0570 (0.432-0.7548) <0.Dpo1
- Ongress
. I ‘b D4 05 05 OT OB 09 1 13 12

ADT + Abiratercne + Fradmsalone (AAP)

ESMO 2018. LBA4

— ADT alone
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Abiraterona funciona

inpendente do volume
CHAARTED VOLUME CRITERIA

ADT alone

Mo of events/Ha of

ALP

turrit

Adjusted HR* [33%0)

pralue

Interaction by
meTaLtatic vodume

0609 (0.438-0.789)
Lowwvolume  53/196 15/206 0637 (0 420-0 966) 0034 0771
Highwolume  142/256 96/243 PSS — 0601 (0.463-0.779) 0001
Failure free strvival
All patients  354/452 191/445 L 0316(0.264-0278) 0001
Lowwvolume 1317196 SI/206 —— 0.259 (0L155-0.155) 001 0472
Highvolume 2211256 134/243 —— 0327 (0.263-0.408) <0001
Skeberal relited pvents
All patients  164/452 93/443 —_—— DAST (0.352-0.607) <0001
Lowwolume  46/196 206 -—A 0.459 (0282-0.749) 0.002 agay
Highvolume  118/256 68743 - - - D.4ES [0.347.0.632) <0001
Progression free survival
All patients 2677452 158/445 —— D436 |0366-0.544) <A001
lowwvolume  BG/196 45/106 — 0.401 {0279-0.5T <0001 Q670
Highvolume 181/256 1137243 e 0457 (03500579 <0001
Frostate cancer spedfic death®
Alpatients  172/452 114/249 —_—— 0.587 (0.462-0.746) 0001
Lowwvolume 43196 106 Q627 (0.358-1 013) oos7y 0740
Highwolume 1297256 83243 —— 0579 (0L435-0.7864) D01
Dngress L L2 03 04 0OS 056 O OB 09 1 131 12
IESVD ADT + timatmeane
Prednizciione (AAP) better better

ESMO 2018. LBA4



Trial arm

LBA31 - Abiraterona ou Docetaxel
Dados diretamente randomizados do STAMPEDE

STAMPEDE: SOC+AAP vs SOC+DocP

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

- Pré-especificada

B {S0C) = ADOT [+/-RT} (¢ -dawtmied]

- Nenhum calculo formal do tamanho
da amostra

- Utilizados métodos padrdes de
analise de sobrevida

e - Andlise de eficacia: populdcio ITT

B Prsin comparison A Abiraterone
B Ptz not In Companion # SOC+enzalutamidesabiraterone

2006‘212‘.0? 2008 2009 2010 2011'2&12|20‘13 2014 2015 2016 2017 2018 2019 2020 2&!1‘2012 2023 2024

Recruitment:  Nov-2011 to Mar-2013 Patients: 189 sOC:DocP | 66 pacientes randomizados contemporaneamente
377 SOC+AAP a cada brago da pesquisa

Reported: ESMO 2017
Published: (paper in development)



LBA31 - Abiraterona ou Docetaxel
Dados diretamente randomizados do STAMPEDE

HR

0.51

0.65

0.77

0.83

1.02

1.16

Resumo

95% CI
Favours Favours
SOC+AAP | SOC+DocP
0 39-0 67 Failure-free
’ ’ survival]™
0'48_0’88 ngressiun—flree_
survival
Metastatic
_ progression-free ——
0,57-1,03 survival
Symptomatic skeletal
1 ——
events
0,55-1,25
Cause-specific |
survival
0,79-1,49
Overall survival ——
- 0.5 1.0 2.0
0’82 1’65 Hazard ratio

Dados de 566 pacientes comecando ADT de
longa-duragao para AdenoCa Prdstata de
Nov/2011 a Mar/2013

Forte evidéncia favorecendo AAP em FFS, PFS

Fraca evidéncia favorecendo AAP na MFS

Auséncia de boa evidéncia em sobrevida, CSS,
SS

Perfis de toxicidades muito diferentes, mas
muito conhecidos

s o f ol £SO 00
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Adverse events — worst toxicity ever

Safety population SOC+DocP SOC+AAP
Patients included 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, Ml, cardiac dysrhythmia): 6 (3%) 32 (9%)
Gastrointestinal disorder: 9 (5%]) 28 (8%)
Hepatic disorder (incl. increased AST, increased ALT): 1 (1%) 32 (9%)
General disorder (incl. fatigue, oedema): 18 (10%) 21 (6%)
Respiratory disorder (incl. breathlessness): 12 (7%) 1 (3%)
Renal disorder 5 (3%) 20 (5%)
)

Lab abnormalities (incl. hypokalaemia): 9 (5%) 11 (3%



LATITUDE: PRO - Reducao de 15%

no risco de degradacao da qualidade
LACOG de vida
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Abiraterona posterga significativamente a deteriorizacao da qualidade
de vida (FACT-P)

6 ADT + AA + P

ADT + Placebos

escore total do FACT-P(%)

Alteracao média do baseline no

r rr. r. . 1~ oo 1. 1.1 1o ‘1 1. ‘1 11 1 T 1T T 1
012 3 45 6 7 8 910111213 15 17 19 21 23 25 27 29 31 33

Number of patients at each cycle

ADT plus abiraterone acetate 597 557 557 543 542 537 517 503 494 476 462 461 449 438 409 el 373 342 335 309 7 50 219 181
and prednisane

ADT plus placebos 602 602 560 555 542 526 4B8 479 451 431 394 370 357 345 303 270 237 209 185 168 142 124 100 76

Chi, K. Lancet Oncology. 2018. Jan 8. S1470-2045(17)30911-7
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* Docetaxel ( CHAARTED) perde beneficio para
doenca de BAIXO VOLUME e NAO de NOVO

— Beneficio na doenca de novo de alto VOLUME

e Abiraterona: beneficio de sobrevida global em
alto RISCO ( LATITUDE) e baixo RISCO
(STAMPEDE- Abi)

 Abiraterona: beneficio de SG em alto e baixo
VOLUME ( Stampede — Abi)
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e Comparacao entre Abi e Doce ( STAMPEDE):

— beneficio de Abi para — Sobrevida livre de faléncia,
Sobrevida livre de progressao e Sobrevida livre de
metastases

— Abi semelhante para Sobrevida cancer especifica e
sobrevida global

* Perfil de toxicidade mais conveniente para Abi

 Melhora de qualidade de vida a favor de Abi (
LATITUDE)
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