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Background E

High Risk
Prostate Cancer

NCCN

PSA >20 ng/mL

Gleason Score 8-10
(Grade Group 4-5)

Clinical 2T3
(Extracapsular extension or seminal vesicle invasion)
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Background

High Risk

RP w/ personalized post-

operative therapy
(Category 2A)

RT + Long-term ADT
(Category 1)

SPCG-15

Primary radical prostatectomy versus primary
radiotherapy for locally advanced prostate cancer:
an open randomized clinical trial
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Background

RT + Long-term ADT VS RP w/ personalized post-
operative therapy

Distant Metastasis

Other-Cause Mortality (Clinical Failure)

Population Retrospective = Gleason 9-10
Registries Institutional
Studies

Gleason 8

Radiotherapy o

OCM Incidence

+
Suiery Woise Gleason 4+3

gder surgery - Prob. under Radiation

Bias and confounding
> high rates of missing data Gleason g~ isasono#d
non-standardized treatment P2 ot |
non-standardized follow-up
incomplete information on treatment ¥ 1
selection bias

Radiation Worse

At Risk (Events)
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Background

RT + Long-term ADT VS RP w/ personalized post-
operative therapy

Hypothesis:

Bias and confounding
Use of national cooperative group phase ] - highrates-oirissirgdata—
randomized trial data of patients that were O -ROR-SIBNGIFGRZEc-raatmant-
contemporaneously enrolled in trials with a ) incomplele-infommation-enirostment- e
similar therapeutic question would reduce or o selection bias

obviate many sources of bias
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Methods

Control arm was SOC RT or RP-based therapy

Medline Large national cooperative group trial
« Systematic search Embase ‘ Enrolled in same country(ies)
TriaI. | Enrolled contemporaneously (similar follow-up)
Registries o . .
Similar therapeutic question
CALGB 90203 (PUNCH) NRG/RTOG 0521

RP w/ personalized post-op therapy

ng h-risk 23% received adjuvant RT _ _
Prostate Cancer 49% received salvage therapy. H |gh-r|sk

cT1-T3a Prostate Cancer

PSA £100 ng/mL GS 9-10

Gleason score of 8-10 | o GS7-8+PSA>20-150 ng/mL

Kattan nomogram predicted bPFS RP w/ personalized post-op therapy + 5 GBS 8 +PSA <20 ng/mL + 2cT2 RT plus Long-term +
bability of <60% at 5- : '

probability o » at 5-years 6 ¢ of neoadjuvant docetaxel and ADT 6 c of adjuvant docetaxel

13% received adjuvant RT
39% received salvage therapy

RT plus Long-term ADT

RT:. 72-75.6 Gy with nodal coverage
Extended pelvic LN dissection used in both arms. ADT: 24 months of GnRH agonist
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Methods: Statistical Considerations

* Primary objective:
= To compare the cumulative incidence of distant metastasis (DM) between

treatment groups considering deaths as competing events.

o Inverse probability of treatment weighting (IPTW)
o Multivariable Fine and Gray’s regression
o Multivariable Fine and Gray’s regression with IPTW (doubly robust)
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Methods: Statistical Considerations

» Secondary endpoints have variable limitations, but are reported:

= Cumulative incidence of BCR: BCR definition different post-RT or post-RP

o Considering PSA progression (as defined each trial), or onset of salvage therapy prior to reaching
BCR as events of interest.

* Prostate cancer specific mortality: Attribution bias
o Definition 1: Death after DM
o Definition 2: Death after progression

= Other cause mortality: Selection bias and attribution bias

o Definition 1: Death without DM
o Definition 2: Death without progression
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Radical Prostatectomy Cohort Radiotherapy Cohort

CALGB 90203 NRG/RTOG 0521
(N=788) (n=563)

No RP (n=50)
No baseline PSA (n=9)

RT cohort
(n=5357)

Control arm: Study arm:

RP w/ personalized post-op Neoadj 6 cycles of docetaxel+ADT, PPFLEAI RT+LT-ADT+6 cycles

treatment (n=367) RP w/ personalized post-op (n-278) docetaxel
treatment (n=366) (n=279)

Control arm: Study arm:
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Results: Baseline Characteristics

Surgery-based treatment RT-based treatment P-value
(n=733) (n=557)

Median (IQR) 63 (57 to 67) 66
>70 69 (9%) 173 (31%)

Biopsy Gleason score
6-7 93 (13%) 89 (16%)
8 279 (38%) 176 (32%)
9-10 361 (49%) 292 (52%)
Clinical tumor stage

T3-T4 127 (17%) 152 (27%)

Age

Baseline PSA
Median (IQR) 10 (6.0 to 20) 15 (7.0 to 34)
>20 ng/mL 187 (25%) 236 (43%)

Risk Groups
High (NCCN) 578 (719%) 379 (66%)
Very High (STAMPEDE) 155 (21%) 178 (34%)
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Results: Baseline Characteristics

Surgery-based treatment RT-based treatment P-value
(n=733) (n=557)

Age
’ Median (IQR) 63 (57 to 67) 66 (60 to 72)
>70 69 (9%) 173 (31%)
Biopsy Gleason score
6-7 93 (13%) 89 (16%)
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Clinical tumor stage

T3-T4 127 (17%) 152 (27%)

Baseline PSA
Median (IQR) 10 (6.0 to 20) 15 (7.0 to 34)
>20 ng/mL 187 (25%) 236 (43%)

Risk Groups
High (NCCN) 578 (719%) 379 (66%)
Very High (STAMPEDE) 155 (21%) 178 (34%)
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Age
Median (IQR)
>70

Results: Baseline Characteristics

Surgery-based treatment
(n=733)

63 (57 to 67)
69 (9%)

RT-based treatment
(n=557)

66 (60 to 72)
173 (31%)

P-value

Biopsy Gleason score
6-7
8
9-10

93 (13%)
279 (38%)
361 (49%)

89 (16%)
176 (32%)
292 (52%)

Clinical tumor stage
T3-T4

127 (17%)

152 (27%)

Baseline PSA
Median (IQR)

10 (6.0 to 20)

15 (7.0 to 34)
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>20 ng/mL

187 (25%)

236 (43%)

Risk Groups
High (NCCN)
Very High (STAMPEDE)

578 (79%)
155 (21%)
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Primary Objective: Overall Cohort
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mm  Qverall surgery cohort
mm QOverall radiotherapy cohort

8-year IPTW cumulative incidence of DM:
Surgery: 23% [95% CI: 19-28]
Radiotherapy: 16% [95% CI: 10-21]

sHR: 0.56 [95% CI: 0.38-0.81], p=0.002
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Number at risk

133 626 496
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0 2 4
Time (years)

Treatment groups
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Standard of Care Comparison: RT+LT-ADT vs RP+Personalized Post-op Rx "

Cumulative incidence of distant metastasis

A A
—

N N —

Treatment groups
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0.51

0.4+

== Surgery with personalized use of post-operative therapy
== Radiotherapy with long-term ADT

8-year IPTW cumulative incidence of DM:

0.31

Surgery: 26% [95% CI: 19-32]
Radiotherapy: 18% [95% CI: 11-25]

sHR: 0.59 [95% ClI: 0.37-0.94]; p=0.03

Number at risk

4
Time (years)

290 231 129 63
269 244 112 <
2 4 6 8

Time (years)
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Experimental (docetaxel) Arm Comparison

©
o
1

8-vear |IPTW cumulative incidence of DM:
0.31 Surgery: 21% [95% CI: 15-27]
Radiotherapy: 13% [95% CI: 4-22]

0.21 sHR:0.46 [95% CI: 0.23-0.92]; p=0.03

0.1

Cumulative incidence of distant metastasis

o
o
1

mm Surgery with neoadjuvant docetaxel & ADT and personalized post-operative therapy

0.41 == Radiotherapy with long-term ADT and adjuvant docetaxel

4
Time (years)

Number at risk

Treatment groups
2 2
—

Time (years)
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RT+LT-ADT vs Chemotherapy+ADT+RP+Personalized Post-op Rx

(Doublet) (Triplet/Quadruplet)

O
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mm Surgery with neoadjuvant docetaxel & ADT and personalized use of post-operative therapy

mm Radiotherapy with long-term ADT

S
o
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8-year IPTW cumulative incidence of DM:
Surgery: 21% [95% CI: 15-26]
Ve Radiotherapy: 18% [95% CI: 11-25]

sHR: 0.84 [95% CI: 0.51-1.37], p=0.48)
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Results: Secondary Endpoints

8-yr Incidence  8-yr Incidence IPTWHR

(RP) (RT) [95% CI]
Biochemical recurrence 0.72 (0.67-0.76] 0.30[0.24-0.35] 0.17]0.13-0.22]
Progression 0.77 [0.72-0.80] 0.33[0.27-0.38] 0.18[0.14-0.23]
Distant Metastasis (DM) 0.23[0.19-0.28] 0.16[0.10-0.21] 0.56 [0.38-0.81]
PCSM1 (Death after Progression) 0.15(0.10-0.19)  0.11 (0.07-0.15) 0.79 (0.46-1.36)
PCSM2 (Death after DM) 0.10 [0.06-0.13] 0.08 [0.05-0.12] 0.99[0.58-1.71]
OCM1 (Death without Progression) 0.01[0.004-0.02] 0.11[0.07-0.15] 6.57 [3.64-11.8%]
OCM2 (Death without DM) 0.07 [0.03-0.10] 0.14[0.09-0.18] 2.14[1.12-4.10]

Endpoints

ASCO Genitourinary

‘ presenTep By: Soumyajit Roy, MBBS, MSc. ASCO CLINICAL ONCOLOGY
Cancers Symposium B

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions{@asco.org KNOWLEDGE CONQUERS CANCER




Results: Secondary Endpoints

8-yr Incidence  8-yr Incidence IPTWHR

(RP) (RT) [95% CI]
Biochemical recurrence 0.72 (0.67-0.76 0.30[0.24-0.35] 0.17[0.13-0.22
Progression 0.77 [0.72-0.80] 0.33[0.27-0.38] 0.18[0.14-0.23]
Distant Metastasis (DM) 0.23[0.19-0.28] 0.16[0.10-0.21] 0.56[0.38-0.81]
PCSM1 (Death after Progression) 0.15(0.10-0.19) 0.11 (0.07-0.15) 0.79 (0.46-1.36)
{ PCSM2 (Death after DM) 0.10[0.06-0.13] 0.08[0.05-0.12] 0.99][0.58-1.71]
OCM1 (Death without Progression) 0.01[0.004-0.02] 0.11[0.07-0.15] 6.57 [3.64-11.85]
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Endpoints
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Limitations

* Residual unmeasured confounding and selection bias.

= Seen by early and large differences in OCM as anticipated.

* |Intermediate follow-up (6.4 years) with limited PCSM events.

« Contemporary practice implications:
= PSMA PET imaging

= Abiraterone acetate/prednisone now SOC w/ RT for very high-risk
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Key Takeaway Points/Conclusions "

» Of the current NCCN guideline recommended treatment regimens, a radiotherapy-
based treatment regimen appears to result in a lower incidence of distant metastasis
than a surgery-based regimen for patients enrolled on phase Il RCTs.

= Approximately 80% of men with high-risk prostate cancer treated with surgery will
receive further treatment or experience recurrence.

o Adjuvant/Early Salvage RT remains critical for this population

» Use of triplet/quadruplet therapy of neoadjuvant chemoADT, RP, and personalized
post-op RT/ADT may mitigate these differences when compared to a doublet of
RT+LT-ADT. Toxicity and cost implications require further study.

« SPCG-15is an actively enrolling Phase lll trial aimed to directly address this question.
= Notably, it is in @a more favorable risk population than the present study.
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