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ABSTRACT

BACKGROUND
Enzalutamide, an androgen-receptor inhibitor, has been associated with improved
overa!l survival in men with castraton-resistant prostate cancer. It is not known
whether adding ide to with or without early
docetaxel, will improve survival in men with metastatic, hormone-sensitive pros-
tate cancer.

METHODS

In this open-label, randomized, phase 3 trial, we assigned patients to receive tes-
tosterone suppression plus either open-labe! enzalutamide or a standard nonsteroidal
antiandrogen therapy (standard-care group). The primary end point was overa!l
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ABSTRACT

BACKGROUND
Abiraterone acetate plus prednisolone improves survival in men with relapsed pros-
tate cancer. We assessed the effect of this combination in men starting !ong-term
androgen-deprivation therapy (ADT), using a multigroup, multistage trial design.
METHODS

We randomly assigned patients in a 1:1 ratio to receive ADT alone or ADT plus abir-
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events| ABSTRACT
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Aman BACKGROUND

and p Abiraterone acetate, a drug that blocks endogenous androgen synthesis, plus predni-

failure sone is indicated for metastaric castration-resistant proseate cancer. We evaluated the

STA. clinica' benefit of abi acetate plus It with androg: ivation ther

numbl apy in patients with newly diagnosed, metastatic, castration-sensitive prostate cancer.
METHODS
In this double-blind, p(ambo-cmmi'ed. phase trial, we mndomw assigned 1199 pa-
tients to receive either and| therapy plus acetate (1000 mg
d:nly given once daily as four 250-mg tablers) plus prednisone (5 mg daily) (the

group) or androge ivation therapy plus dual placebos (the placebo

group). The swo primary end points were overa!! survival and radiographic progression-
free survival.

REsULTS
After a median fol'ow-up of 30.4 months at a planned interim analysis (after 406 pa-
tients had died), the median overa!! survival was significantly longer in the abiraterone
group than in the placebo group (ot reached vs. 347 months) (hazard ratio for death,
0.62; 95% confidence interval [CI], 0.51 to 076; P<0.001). The median length of radio-
graphic progression-free survival was 33.0 months in the abiraterone group and 14.8
‘months in the placebo group (hazard raco for disease progression or death, 0.47; 95%
CI, 039 to 0.55; P<0.001). Significantly better outcomes in all secondary end points
were observed in the abiraterone group, including the time unt!! pain progression, next
subsequent therapy for prostate cancer, initiation of chemotherapy, and prostate-
specific antigen progression (P<0.001 for all comparisons), a'ong with next symptom-
aric skeletal events (P=0.009). These findings led to the unanimous recommendation
by the independent daa and safety monitoring committee that the trial be unblinded
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and crossover be allowed for patients in the placebo group to receive abi: Rates
of grade 3 hypertension and hypoka'emia were higher in the abiraterone group.

concLusions
‘The addition of abi! acetate and i to and! ivation therapy
significantly increased overal! survival and radiographic pmgressnon-free survival in
men with newly diagnosed, metastatic, castration-sensitive prostate cancer. (Funded
by Janssen Research and Development; LATITUDE Clinica!Trials.gov number,
NCT01715285)
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Volume / Risk Consort Diagram for Docetaxel Analysis
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I m a e A n a I S I S Location of metastasis Definition of radiological metastasis
Non-Regional Lymph node metastasis (CT/MRI Royal college of radiology, Lymph node size criteria, Regional size

imaging) criteria (Appendix 4) 237
Antartor P Acibustor Posterior Mediastinum
F 2 Subcarinal 12mm
-~ -
Retrocrural 6mm
Abdomen /

Gastrohepatic ligament 8mm

Porta Hepatis 8mm

H
> ' 5 > ’ =
. . o -
¢ » Portacaval 10mm

Coeliac axis to renal artery  10mm

Renal Artery to aortic bifurcation 12mm

Differentiate in database between;

Measurable lesion >15mm (RECIST 1.17%)
Measured Endpoint Endpoint definition / components Non-Measurable lesion <10mm (RECIST 1.1)7®

Overall Survival Time from randomisation to death of any cause
Failure Free Survival Time from randomisation to radiological, clinical,
biochemical failure or death of any cause Visceral metastasis Any measurable abnormality within affected organ as recorded on
(CT/MRI imaging) Stampede CRF.
Skeletal Related Events Time from randomisation to pathological fracture, spinal Differentiate in database between;

Measurable lesion >10mm (RECIST 1.17%)
Non-Measurable lesion <10mm (RECIST 1.17%)

cord compression or prophylactic surgery/radiotherapy

. L. . ] ] Bone metastasis Any area of focal asymmetrical increased tracer uptake, in the
Progression Free Survival Time from randomisation until clinical, radiological or

death from PCa

(Bone Scintigraphy) absence of clinical report to the contrary, in patients with bone

metastasis as recorded within the Stampede trial CRFs.

Prostate Cancer Specific Survival ~ Time from randomisation to death attributed to PCa.
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Radiotherapy to the primary tumour for newly diagnosed,
metastatic prostate cancer (STAMPEDE): a randomised
controlled phase 3 trial

Stampede Arm H: RT M1 Results

w metastatic burden

B Overall survival in high metastatic burden
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80 -
g
T 60 N
2 -
2 RRE
T 404 -
g
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0 T T T T T T T T 1 T T T T T T T 1

6 12 18 24

Number at risk

ASELINEE]]

30 36 42 48 54

4uy (3] 4vv 13y oo (+/) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25

Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 (19) 242 (10)200 (15) 137 (11) 77 (5) 25

C Failure-free survival in low metastatic burden
100 4

80

601

40

Failure-free survival (%)

204

HR 0-59, 95% Cl 0-49-0-72; p<0-0001

0 6 12 18 24 30 36 42 48 54

567 (11) 547 (42) 500 (58) 428 (41) 312 (27) 245 (43) 161 (20) 100 (7) 48
553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (14) 44

(3) 13
(5) 20

D Failure-free survival in high metastatic burden

HR 0-88, 95% C1 0.71-1-01; p=0-059

0 I 1 1 1
0 6 12 18 24

Number at risk
(events)
Control 409 (78) 324 (50) 269 (49) 211 (39) 121 (16)

Radiotherapy 410 (29) 377 (57) 318 (45) 255 (32) 178 (16) 142 (8) 113 (7) 75 (8)

|
30 36 42 48 54

Time since randomisation (months)

83 (15 53 (8) 32 (4) 16 (1) 6

35 (2) 12

Figure 4: Overall survival and failure-free survival by treatment and metastatic burden
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Time since randomisation (months)
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Overall survival: Pre-Specified Subgroup Analysis by Metastatic Disease Burden

SOC-only SOC+RT Interaction Haz. Ratio
Subgroup Dths/N Dths/N p-value (95% CI)

Metastatic burden (CHAARTED volume classification)

Low burden I 16/408 90/409 0.0098 - | 0.68 (0.52, 0.90)
High burden 252/565 257/552 _ e 1.07 (0.90, 1.28)
Overall <> 0.92 (0.80, 1.06)
I I I I I I I I
5 6 7 891 1214
Favours: SOC+RT SOC-only

Clear evidence that effect size does differ by disease burden (p=0.0098)

Radiotherapy to the primary tumour for newly diagnosed,

metastatic prostate cancer (STAMPEDE): a randomised
controlled phase 3 trial Published Online

October 21, 2018
http://dx.doi.org/10.1016/
S0140-6736(18)32486-3




Bone Scanning and The Threshold Effect of Disease Burden
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Number of bone metastases

The Bone Scan is PREDICTIVE of Response to
Radiotherapy to the Primary Site When the Bone Metastasis Number is 4 or Less



Conclusion 1 = siavpeoe

At low disease burden there is a volume threshold effect
whereby treatment of the primary with radiotherapy is
beneficial

* This threshold is predicted by the conventional bone scan
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(I TV No NI Minimal
Glass et al

Extensive

SWOG criteria Minimal

Extensive

CHAARTED criteria Low volume
High Volume

LATITUDE criteria Low Volume

High volume

Volume / Risk Definitions

Source Stratification

Nodal
AND/OR

Axial skeletal metastasis
Appendicular skeletal

AND/OR

Visceral metastasis

Disease confined to spine, pelvic bones or lymph
nodes

Ribs metastasis

AND/OR
long bone metastasis
AND/OR

Visceral metastasis

<4 bone metastasis

24 bone metastasis (at least 1 outside the spine or
pelvis)

AND/OR

Visceral metastasis
<2 of

e >3 bone mets
e Gleason score >8

e Visceral mets
>2 of the above

None are validated

Common themes
Non-Regional LN
— Low volume
Visceral Disease
— High volume
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ABSTRACT

thar blocks ende plus predi-
sone i indicated for merastaric astratoneresistant prosate cancer. We evaluaeed the
linical benefie of abiraterone acerate pls prednisone with androgen-deprivation ther-
apyin y d metastatc,

Argeris (L6
In this ouble-blind, placcbo-conrroled, phase  trial, we randomiy assigned 1199 g Hovpt

daily, given once daily as four 250-mg tablets) plus prednisone (5 mg daily) (the e
abiraterone group) o androgen-deprivation therapy plus dual placebos (¢he placebo

selvieal ot
wch 2nd o

i b Tty O o

group) o
free survaal hai G
After a median folowup of 30.4 months at a panned nterim andlysis after 406 pa- O
tients had died), tae median overa® surviva was significanty longer n the abiraterone
‘group than in the placebo group (rot reached v. 347 monts) (hazard raco for death,
0,62, 95% confidence nterval [CIL, 051 10 076; P<0.001). The median lengs of radio-
‘graphic progression-free urvival was 330 mons in the mmcmnﬁgmuvmd 145

months in (hazard raco , 047, 95% Sdaoo, .

€1, 039 10 055; P00, Significanty bewer oucomes in al secondary end poinis
‘were observed n the abiraterone group, including the time unti pain progression, next
‘subseguent theragy for prostate cancer, initarion OF chemotherapy, and prostate-
specific antigen progression (P<0.001 for ll comparisons), l0ng With next symprom-
aric skelexal vents (P=0.009). These findings Ied t0 tae unanimous recommendarion
by the independent dara and safery monitoring committee that the rial be unblinded

and crossove b allowed for pasens Rates

of grade 3 hypertension and by higher in .

“The addiion of abiraterone acecate and predaisone 1 androgen-deprivation therapy
significanty increased overal! survival and radiographic progression-free survival in
men with newly diagnosed, merastaic castration-sensicive prostate cancer. (Funded

Janssen Research and Development; LATITUDE Cinica'Trials.gov number,
NCTOI715285)
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Abiraterone for Prostate Cancer Not
Previously Treated with Hormone Therapy
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ABSTRACT

sackGrouND
Abiraterone acetate plus prednisolone improves survival in men with relzpsed pros-
tate cancer. We assessed the effect of this combination in men starting
‘androgen-deprivation therapy (AD'T), using a muligroup, mulistage
uETHODS
‘We randomly assigned patients in a 1:1 ratio to receve ADT alone or ADT plus abir-
rednisalone (5 mg daily) (combination therapy).
oca radiotherapy wis mandned for paticns with sodecgaive, nonmetistnic
disease and encouraged for those with positive nodes. For patients with nonmeta-
e with no radiotherapy planned and for patients with metastatic disease,
treatment continued unti! radiologic, clinical, or prostate-specific antigen (PSA) pro-
e, resment va o conioe o 2y o i e of progres
whichever came first. The primary outcome measure was overall survi
inermediaepinny utcome was e fee syl reament e wis
fined as radiclogic, r PSA progression or death from prostate cancer).

s de-

A total of 1917 patients underwent randomization from November 2011 through
January 2014, The median age was 67 years, and the median PSA level was 53 ng per
‘milliier. A total of 5%k 20

or nodeindeterminate nonmetastatic disease, and 28% had node-negative, nonmeta-

P<0.001);the hazard ratio was 0.7 in patients with nonmetastatic disease and 0.61
in those with metastatic disease. There were 248 treatmentfailure events in the
combination group as compared with 535 in the ADT-alone group (hazard ratio,
0.29; 9% CI, 0.25 0 0:34; R0.001); the hazard ratio was 0.21 in patients with nov-
‘metastatic disease and 031 in those with metastatic disease. Grade 3 to 5 adverse
s coogred n 47 of thepains o the cnioaion grup it o grde 5

5% of the patients in the AD'<lone group (with three grade 5 evens).

Amang men with fcaly aanced o metsta prosate cancr, ADT ls airaterone
and prednisolone was associated with significantly higher rates of overall and
failure-free survival than ADT alone. (Funded by C:

‘STAMPEDE ClinicalTials.gov number, NCT00266476, and Current Controlled Trials
number, ISRCTN7881544.)
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ABIRATERONE
CONSORT DIAGRAM

Inclusion criteria

 Nov 2011 and Jan 2014

» Randomisation into STAMPEDE within UK
» ADT or AAP (“Abiraterone comparison”)

» Metastatic disease (de-novo or previous radical treatment)

v

Included STAMPEDE M1 Patients
(n=990)

>

Excluded n=927

Non-metastatic (M0) patients (n=914)
or
Randomized in Switzerland (n=13)

v

SOC-only
n=497

v

Y

SoC
(n=452)
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Excluded (n=45)

Missing Gleason score n=12
Unobtained bone imaging n=24
Unconventional bone imaging n=9

Excluded (n=44)

Missing Gleason score n=22
Unobtained bone imaging n=17
Unconventional bone imaging n=5

SOC+AAP
n=493

LATITUDE Low
LATITUDE High
CHAARTED Low

CHAARTED High

428 47.5
473 52.5
402 44.6
499 55.4

SOC + AAP
(n=449)
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RESULTS: LATITUDE RISK STRATIFICATION

ADT alone AAP Adjusted HR? (95%Cl) p-value Interaction by
metastaticvolume
No. of events/No. of patients p-value
Overall survival
All patients  195/452 135/449 0.609 (0.488-0.789) <0.001
Lowrisk  59/220 41/208 0.657 (0.438-0.983) 0.041 0.385
Highrisk  136/232 94/241 0.536 (0.411-0.699) <0.001
Failure free survival
All patients ~ 354/452 191/449 0.316 (0.264-0.378) <0.001
Low risk  152/220 56/208 0.238 (0.174-0.325) <0.001 0.294
Highrisk  202/232 135/241 0.313 (0.250-0.392) <0.001
Skeletal related events
All patients  164/452 93/449 0.467 (0.362-0.602) <0.001
Low risk 49/220 17/208 0.311(0.179-0.543) <0.001 0.207
Highrisk  115/232 76/241 0.477 (0.356-0.639) <0.001
Progression free survival
All patients  267/452 158/449 0.446 (0.366-0.544) <0.001
Lowrisk  101/220 41/208 0.334 (0.232-0.482) <0.001 0.159
Highrisk  166/232 117/241 0.463 (0.364-0.588) <0.001
Prostate cancer specific death*
All patients  172/452 114/449 0.587 (0.462-0.746) <0.001
Lowrisk  49/220 27/208 0.511 (0.312-0.836) 0.008 0.728
Highrisk  123/232 87/241 0.570 (0.432-0.754) <0.001
CoNgress —_——
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CHAARTED VOLUME CRITERIA

ADT alone AAP Adjusted HR? (95%Cl) p-value Interaction by
metastaticvolume

No. of events/No. of patients p-value

Overall survival

All patients ~ 195/452 135/449 0.609 (0.488-0.789) <0.001
Low volume 53/196 39/206 0.637 (0.420-0.966) 0.034 0.771
High volume  142/256 96/243 0.601 (0.463-0.779) <0.001
Failure free survival
All patients ~ 354/452 191/449 0.316 (0.264-0.378) <0.001
Low volume  133/196 57/206 0.259 (0.189-0.356) <0.001 0.472
Highvolume 221/256 134/243 0.327 (0.263-0.408) <0.001
Skeletal related events
All patients ~ 164/452 93/449 0.467 (0.362-0.602) <0.001
Low volume 46/196 25/206 0.459 (0.282-0.749) 0.002 0.981
High volume  118/256 68/243 0.468 (0.347-0.632) <0.001
Progression free survival
All patients  267/452 158/449 0.446 (0.366-0.544) <0.001
Low volume  86/196 45/206 0.401 (0.279-0.577) <0.001 0.670
High volume  181/256 113/243 0.457 (0.360-0.579) <0.001
Prostate cancer specific death*
All patients ~ 172/452 114/449 0.587 (0.462-0.746) <0.001
Low volume  43/196 31/206 0.627 (0.388-1.013) 0.057 0.740
High volume  129/256 83/243 0.579 (0.439-0.764) <0.001
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Chemohormonal Therapy in Metastatic
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Articles

Addition of docetaxel, zoledronic acid, or both to first-line
long-term hormone therapy in prostate cancer (STAMPEDE):
survival results from an adaptive, multiarm, multistage,
platform randomised controlled trial
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Summa

Ba-ckgmuzl Long-term hon-none therapy has been the standard of care for advanced prostate cancer since the 1940s.
STAMPEDE s a randi dc lled wial using a . design. It recruits men with high-
risk, locally advanced, metastatic or recurrent prostate cancer who are smung firse-line long-term hormone therapy.
We repont primary survival results for three research testing the add of zoledronic add, docetaxel,
or their combination to standard of care versus standard of care alone.

Aard

of care was h therapy for zl lml 2 years; radiotherapy was encouraged for men with
NOMO disease 10 November, zon men d. Py was op 1 for men with node-positive non-
metastatlc (N+M0) disease. d (via ) allocated men 2:1:1:1 to standard of care
only (SOC-only; control), standard of care plus zoledronic add (SOC+ZA), swandard of care plus docetaxel
(SOC+ Doc), or standard of care with both zoledronic acdd and docetaxel (SOC +ZA + Dox). Zoledronic acld (4 mg)
was given for six 3-weekly cycles, then 4$weekly until 2 years, and docetaxel (75 mg/m?) for six 3-weekly cycles with
prednisolone 10 mg datly. There was no blinding o twrearment allocation. The primary outcome measure was
overall survival. Patrwise comparisons of research versus control had 90% power at 2-5% one-sided a for hazard
ratlo (HR) 0-75, requiring roughly 400 control arm deaths. Statistical analyses were undertaken with dard log-
rank-type methods for umeto-event data, with hazard ratlos (HRs) and 95% Cis dertved from adjusted Cox
models. This wial 1s registered at ClinicalTrials.gov (NCT00268476) and ControlledTrials.com (ISRCTN78818544).

Findings 2962 men were randomly assigned to four groups between Oct 5, 2005, and March 31, 2013. Median age was
65 years (IQR 60-71). 1817 (613¢) men had M+ disease, 448 (15%) had N+/X M0, and 697 (243¢) had NOMO. 165 (6%)
men were previously wreated with local therapy, and median proswaespecific antigen was 65 ng/mL (IQR 23-184).
Medtan follow-up was 43 months (IQR 30-60). There were 415 deaths in the control group (347 [84%] prostate
cancer). Madian overall survival was 71 months (IQR 32 o not reached) for SOG-only, not reached (32 to not reached)
for SOC+ZA (HR 0-94, 95% CI 0-79-1-11; p=0-450), 81 months (41 to not reached) for SOC+ Doc (0-78, 0-66-0-93;
p=0-006), and 76 months (39 t not reached) for SOC+ZA + Dot (0-82, 0-69-0-97; p=0-022). There was no evidence
of heterogenelty in treatment effect (for any of the wreatments) across prespectfied subsets. Grade 3-5 adverse events
were repornted for 399 (32%) patlents recetving SOC, 197 (32%) recetving SOC + ZA, 288 (52%) recelving SOC+Doc,
and 269 (52%) receving SOC +ZA + Doc.

Interpretation Zoledronic acld showed no evidence of survival improvement and should not be par of dard of
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care for this popul. Docetaxel ch herapy, given at the time of long-term hormone therapy intavion, showed
evidence of tmproved survival accompanied by an Increase in adverse events. Docetaxel rearment should become
pan of of care for adequately fit men ¢ ing long: hormone therapy.
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Distribution of High and Low Volume Patients in CHAARTED Stratified by M1 status at Presentation (de-novo or
M1 following prior local therapy)

De novo
metastanc, n =
214
Prior local 80.0%
therapy, n = 49
ADT + D, n = 397 70.0% 1
De novo
metastatic, n =75 60.0% -
50.0% -
Prior local
§ R — therapy, n = 59 f
CHAARTEED, 40.0% - m High volume
randomized, n =
[ 750 De novo M Low volume
Lo 30.0% -
metastanc, n =
207
20.0% -
Prior local
therapy. n =42 10.0% -
ADT, n = 393
De novo 0.0%
metastatic, n = 79 De-novo Prior local therapy
Prior local
therapy. n = 64
ADT + D Arm ADT Arm Overall
De-novo, n(%) Prior local therapy, n(%) De-novo, n(%) Prior local therapy, n(%) De-novo, n(%) Prior local therapy, n(%)
High volume 207 (72.4%) 42 (39.6%) 421 (73.2%) 91 (42.5%)
Low volume ) ) 79 (27.6%) 64 (60.4%) 154 (26.8%) 123 (57.5%)
Total 286 (100%) 106 (100%) 575 (100%) 214 (100%)

Gravis G. et. al 2018 European Urology 2018




ESMO 2019 Late Breaking Abstract #8440

Docetaxel for hormone-naive prostate cancer: results from long-
term follow-up of metastatic (M1) patients in the STAMPEDE
randomised trial (NCT00268476) and sub-group analysis by
metastatic burden
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Cohort selection

= S TAMPEDE

M1 patients randomized within the STAMPEDE MAMS platform to Arm A (ADT) or Arm C

(ADT + Docetaxel), n =1086

M1 cohort

A 4

Arm A (n=724)

Arm C (n=362)

Excluded as bone scans
not centralized or
unconventional imaging
(n=166)

Excluded as bone scans
not centralized or
unconventional imaging
(n=90)

Burden Cohort

A

<

Arm A (n=558)
CHAARTED low, n =238 (43%)
CHAARTED high , n = 320 (57%)

\ 4

Arm C (n=272)

CHAARTED low, n=124 (46%)
CHAARTED high, n=148 (54%)

* Median follow-up M1 cohort -78 months
* Median follow-up burden cohort - 72 months

ESMO 2019
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Overall survival = STAMPEDE

Interaction p-value
HR* (95% Cl) for low and high
burden subgroups

Low burden 115/238 51/124 0.76 (0.54 - 1.07)

High burden 254/320 106/148 0.81 (0.64 —1.02)
Burden cohort 369/558 157/272 0.79 (0.64 — 0.94)
M1 cohort 494/724 225/362 0.81 (0.69 —0.95)

* The hazard ratios and 95% confidence intervals are from Cox proportional hazards models, adjusted for
age (<70 or 270), N stage (NO, N+ or NX), WHO PS (0 or 1-2), NSAID or aspirin use (uses either or no), RT
planned and stratified by time period.




Conclusion 2 = siavpeoe

 There is no dichotomised “volume” / “burden” related effect
relating to Docetaxel

* Prostate Cancer patients presenting with De Novo M1HNPC
should all be considered for combined systemic treatment with
Docetaxel or Novel ADT combined with SOC ADT

8% CANCER - . oy
& RESEARCH el I rrials. Pooswe — wovemser MANCHIZI
* &m' UK T usounase i M RC Unit CANCER UK FOUNDATION The University of Manchester

FastMan / GU Group



