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Is delaying systemic therapy meaningful or wishful thinking?
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Metachronous mHSPC



Goals of treatment
Improve
SURVIVAL

and/or
QUALITY OF LIFE



Is postponing systemic Tx really a goal for SBRT?

* Postponing should not be detrimental for survival

* Postponing should improve QoL



ADT for rising PSA?

* Past decade: immediate or e - — Dy ADTam
delayed ADT - e

- Delayed ADT means
observation of your patients
with starting of ADT at time
of symptomatic progression
or fast PSA DT.
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Duchesne et al. Lancet Oncol 2016



Patients not given ADT in delayed arm (%)

How long can ADT be postponed?

it * In the PSA-relapse group within
- this arm, for those who did

commence androgen-deprivation
. therapy, the median delay was
. 1-58 years (IQR 0-93-2-93).
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* Early start of therapy was more
common in men who had
relatively poor risk features at the

: . time of PSA relapse, with a

. . . . . median delay of 12:3 months

(IQR 9:4—17-9) for these men.
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Trigger to start ADT: development of
symptoms or metastases, or PSA doubling
times decreased to 6 months or less



Does postponing ADT improve QolL?
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Duration (mo)

EMBARK:

Median duration of treatment suspension®

25=
20.2
20=
15+
1.1
10+
5=
0_
Enzalutamide Leuprolide  Enzalutamide
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Freedland et al. NEJM 2023
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Evolution of Testosterone over time
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Sexual functioning over time

Overall (95% Cl): Enzalutamide monotherapy, -6.85 (-8.63, -5.07); Leuprolide alone, -12.99 (-14.76, -11.22). Difference, 6.14 (3.93, 8.35)
Overall (95% Cl): Enzalutamide combination, -14.20 (-16.00, -12.40); Leuprolide alone -12.99 (-14.76, -11.22). Difference, -1.21 (-3.44, 1.02)
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Cave: most patients already had sexual dysfunction at baseline
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PRESTO:
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Median time to
T>50=4 mo

ARM Events/Total
—_— LHRH 71143
—— LHRH + APA  81/145
Gray K-sample test P-value: .6974 + censor

No. at risk:
LHRH 143
LHRH + APA 145

3 6 9 12 15 18 21 24

Time Since Treatment Completion (months)

46 16 6 3 3 2 1 0
53 21 1" 4 2 0

Aggerwal et al. JCO 2024
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ARM Events/Total
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No. at risk:
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Time Since Randomization (months)
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In this testosterone recovered subgroup, the addition of
apalutamide to ADT significantly prolonged PSA-PFS
compared with ADT alone (HR, 0.53 [95% CI, 0.34 to 0.52]



PSMA results of an EMBARK-like population

Overall
n=183

* PET-positive: 85%
* Non-metastatic: 58%

* Oligometastatic: 34%
* Polymetastatic 8%

miTNM

Armstrong et al. ASCO 23



Distant recurrences



A FAMILIAR TALE

* 61 year old male; PSA 5.3ng/ml

* MRI and biopsy: Gleason 3+4=7 in 6/21 cores
* RARP: pT3a 4+3=7; NO; neg margin

e Salvage radiotherapy

* Rising PSA, DT<12mo, PET negative

Proposed treatment for
EMBARK high-risk ?

A. Observation with ADT at
time of progression

B. Immediate ADT
Immediate ARTA
D. ADT+ARTA
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PSA DT calculated on
https://www.mskcc.org/nomograms/prostate/psa_doubling_time



A FAMILIAR TALE

* 61 year old male; PSA 5.3ng/ml
* MRI and biopsy: Gleason 3+4=7 in 6/21 cores
* RARP: pT3a 4+3=7; NO; neg margin
e Salvage radiotherapy

* Rising PSA, DT<12mo, PET positive

Proposed treatment for
EMBARK high-risk ?

A. Observation with ADT at

6 time of progression

e N B. Immediate ADT or ARTA

R or ADT+ARTA

E C. MDT

2C e

E’EZ D. MDT + systemic therapy
"""""""""""""""""""""""""""""""" of choice
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PSA DT calculated on
https://www.mskcc.org/nomograms/prostate/psa_doubling_time



STOMP and ORIOLE

Primary endpoint:

* Oligorecurrence

* ADT-free survival or PFS




Toxicity of SBRT (STOMP/ORIOLE)

(%)

41 (61.2) 45 (91.8) 0.001
24 (35.8) 4(8.2)
2 (3) 0 (0)

3 or higher 0 (0) 0 (0)

Deek M, Ost P, Tran P. JCO 2023 19



Average ADT-free survival with MDT

B) 2-year Progression-Free Survival

Study

Decaestecker. (2014)
Siva. (2018)

Evans. (2018)

Bowden. (2019)
Supiot. (2021)

Hao. (2022)

Sherry. (2022)
Holscher. (2022)
Deodato. (2022)

Deek. (2022) - STOMP
Deek. (2022) - ORIOLE

Random effects model

N

50
33
37
176
67
29
8
63
37
31
36

Probability (95% CI) Weight

0.35 (0.18;0.51) 9.0%
0.39 (0.22;0.56) 8.8%
0.35 (0.19;0.51) 9.2%
0.54 (0.46;0.62) 11.0%
0.80 (0.71;0.90) 10.8%
0.39 (0.23;0.56) 9.0%
0.38 (0.04;0.71) 5.2%
0.30 (0.21;0.40) 10.7%
0.58 (0.39;0.77) 8.5%
0.30 (0.13;0.47) 8.9%
0.57 (0.41;0.74) 9.1%

0.46 (0.36; 0.56)

Heterogeneity: Q = 73.3; p < 0.001 !
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B) 2-year ADT-Free Survival

Study N
Decaestecker. 2014 50
Ost. 2018 36
Siva. 2018 22
Glicksman. 2022 74
Holscher. 2022 63

Random effects model
Heterogeneity: Q=8.7; p=0.069

Probability [95%CI] Weight

0.57 [0.40; 0.74]
0.47 [0.30; 0.63]
0.48 [0.26; 0.70]
0.70 [0.58; 0.82]
0.47 [0.34; 0.60]

18.7%
19.1%
13.7%
24.6%
24.0%

0.55 [0.44; 0.65]

I T 1 1 1
0.2 0.4 0.6 0.8 1
2-year ADT-Free Survival

TOAD trial: median ADT-FS =1 year
SABR studies: median ADT-FS = 2 year

Miszcyk et al. Eur Urol. 2023 20



Is there a subset of patients that does not
benefit from SBRT/observation?

ORIOLE and STOMP trial
SBRT vs observation
Targeted sequencing of the primary or blood

High risk mutation defined as:
Pathogenic somatic or germline mutation in ATM, BRCA1/2, RbA, TP53

Hypothesis:

Patients with a HR mutation do not benefit from SABR/observation

Primary endpoint: PFS



PFS according to mutation status and treatment arm

No HR mutation HR mutation
== Observation MDT =+ Observation MDT
1.004 HR 0.42, p = 0.01 1.004 HR 0.05, p<0.01

0.751 0.751
E 0.501 E 0.501
0.25 0.25
0.001 0.001

0 20 40 60 80 T y v v Y

Months 0 10 " oznoths 30 40

Number at risk Number at risk

MDT is always better than observation,
but patients with a high risk mutation benefit even more, but might require

something more!
Deek M, Ost P, Tran P. JCO 2023 22



Newer trials

Systemic Tx

* Oligorecurrence

Primary endpoint:
. PFS

Systemic Tx + SBRT



EXTEND trial: design

Major Inclusion Criteria Primary Endpoint: Progression
e Histologic diagnosis of prostate cancer ® Biochemical progression (22 ng/mL or 225% increase above nadir)
® <5 metastases

e >2 months of prior HT (elther GNRH
agonist/antagonist +/- 2" generation HT) e RECIST 1.1 radiographic progression

e Clinical progression (symptoms or need to restart HT)

e Untreated primaries were allowed, but must be e Death
treated regardless of randomization

Combined Therapy Progression

O

v

Oligometastatic

Prostate Cancer
Hormone Therapy-Alone Progression

Stratification
- Metastatic lesions (1-2 vs 3-5)
- Prior lines of systemic therapy (0-1 vs >1)
- 2nd Generation HT

- Duration of prior HT (<3 vs 23 mo)

Slides Chad Tang.



EXTEND trial: progression-free survival
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Progression-free survival

0.20

0.00+

Hormone therapy-only

Median follow: 22.1 mo
Stratified Log Rank: P<0.001
HR = 0.25 (95% Cl: 0.12-0.55)

Median PFS

Hormone therapy-only: 15.8 mo
Combined therapy: not reached

N at risk (Events)
Hormone therapy-only
Combined therapy

43

(10)
(©)

Combined therapy

12

Months Since Randomization

34
40

(18)
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EMBARK median treatment
suspension for ADT = 17 months in

the ADT arm!
Slides Chad Tang.



Can we further “EXTEND” treatment-free period?

Median duration of treatment suspension?

24+
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a 104
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0- T
Enzalutamide  Leuprolide ~ Enzalutamide ADT +
Combination Alone Monotherapy

(n = 353) (n = 354) (n = 354) SBRT



EXTEND trial: Eugonad PFS.

B
Time-to-event analysis starting from eugonad = [ e—
testosterone (>150 ng/dL) to progression > Eugonad
1.004 i g Off hormones
'_E =
=3 @ ®  Death
5 0.80 ! s 5 LI
g , Stratified Log Rank: P=0.025 §
o .
S Ia
§ 0.60+ !._u.___u__u;____J
g
g 0.40+ _E.
g S
& 0.204 g
Hormone therapy-only %
ODo S Combined therapy %
0 12 24 36 £ L
N at risk (Events) Months Since Testosterone >150ng/dl * .
Hormone therapy-only o4 (13) 5 1) 1 0) 0 T - T T
Combined therapy 24 @) 8 (0) 1 ©) 0 1'2 6 1'2 2’4 3'6

Months Since Randomization

Median time to T-level >150:
- EMBARK: 5 months
- EXTEND control arm: 5 months

- EXTEND SBRT arm: not reached Slides Chad Tang.



Who benefits most of adding ADT

No HR mutation HR mutation
Treatment — MDT - MDT + ADT Treatment — MDT -~ MDT + ADT
1.00 1.00
0.75 0.75
w Hr——im—rt w
E 0.50 E 0.50
) ()
0.25 0.25
000] P =031 0.00 p=0.003
0 25 0 10 20 30 40
Months Months
- Number at risk - Number at risk
g MDT4 85 23 2 MDT{ 26 14 6 2 2
§ MDT+ADT{ 34 5 § MDT +ADT{ 19 15 8
= 0 25 = 0 10 20 30 40
Months Months

Sutera et al. (unpublished data) 31



What do experts recommend with SBRT?

« APCCC 2017-
o 30% would not add a drug to MDT
o 52% would add a temporary systemic drug to MDT

« APCCC 20109:
o 15% suggests to go for local treatment of all lesions
o Of those 33% would not add a drug
o 67% would add a drug

32



New trial concept: Re-escalate

High-risk hormone-sensitive prostate PCa
PSA = 0.2 ng/mL after RP+ postoperative
RT or = 2 ng/mL after RT

PSADT =9 months

Testosterone > 150 ng/dL

On PSMA PET/CT restaging presence of:

Slide Thomas Zilli, Piet Ost, Bertrand Tombal, Silke Gillissen

1to 5 metastases that are
amenable to MDT (M1) and/or
pelvic nodes (N1)

=

ARPI for 9 mo

ARPI for 9 mo
+ MDT / WPRT

Stratification factors:
- PSMA N1 vs PSMA M1

- Previous prostate bed radiotherapy or not
- PSA doubling time (£3 mo vs. >3 to <9 mo)
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Yes, suspend
ARPI untill
progression
(>80%)

No, continue
ARPI untill
progression

Z0—unwumxoumo O =T

Progression:

* Clinical or radiological
progression

* Thedecision to restart
treatment*

and/or
*  PSA=5ng/mL after RT or
=2 ng/mL after RP +

postoperative RT)

*At progression a new MDT and/or WPRT is allowed in both arms

1t endpoint

Time to disease progression

33




Conclusion



Conclusion

 Recurrent mHSPC

- Observation alone: ADT-free survival 1 year

- ADT alone: time off treatment: 1.5 yrs

- SBRT alone: ADT-free survival 1.5 - 2 years

- SBRT + 6mo ADT: ADT-free survival >2 years

- A proportion of patients will require at least temporary syst Tx

* Enroll in trials!

35



	Slide 1: Local therapy optimisation: metastasis-directed therapy +/- systemic treatment
	Slide 2: Conflicts of interest
	Slide 3: Metachronous mHSPC
	Slide 4: Goals of treatment
	Slide 5: Is postponing systemic Tx really a goal for SBRT?
	Slide 6: ADT for rising PSA?
	Slide 7: How long can ADT be postponed?
	Slide 8: Does postponing ADT improve QoL?
	Slide 9: EMBARK:
	Slide 10: Evolution of Testosterone over time
	Slide 11: Sexual functioning over time
	Slide 12: PRESTO:
	Slide 13: PSMA results of an EMBARK-like population
	Slide 14: Distant recurrences
	Slide 15
	Slide 16
	Slide 17: STOMP and ORIOLE
	Slide 19: Toxicity of SBRT (STOMP/ORIOLE)
	Slide 20: Average ADT-free survival with MDT
	Slide 21: Is there a subset of patients that does not benefit from SBRT/observation?
	Slide 22: PFS according to mutation status and treatment arm
	Slide 24: Newer trials
	Slide 25: EXTEND trial: design
	Slide 26: EXTEND trial: progression-free survival
	Slide 27: Can we further “EXTEND” treatment-free period?
	Slide 28: EXTEND trial: Eugonad PFS.
	Slide 31: Who benefits most of adding ADT
	Slide 32: What do experts recommend with SBRT?
	Slide 33: New trial concept: Re-escalate
	Slide 34: Conclusion
	Slide 35: Conclusion

