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Options After
Failed First Treatment

* (Good options to consider after Surgery
» (Good options to consider after Radiation

« Good options to consider if the disease
spreads to bone



Treatment Failure after
Surgery

« PSA rises from undetectable to a
detectable levels

* Generally we watch over a period of
several months to make sure this is a
real rise.

* Once documented rising PSA level,
routine tests done such as MRI and
bone scan to confirm no disease has
spread



Treatment Options after
Failed Surgery

* If studies such as MRI| and bone scan
show no spread then radiation
treatments to the “prostate bed” and
sometimes the lymph nodes are given.

* This treatment is given daily Monday —
Friday for 8 weeks

* Recent studies show that adding
hormones to the radiation treatments is
associated with higher success rates



After Failed Surgery
Cure Rates RTOG 9601
Role of Adding Hormones to the Radiation

OS at 10 yrs:
82% vs 78%

Survival (%)

Failed Total
===+ Placebo+RT 123 377
— AAT+RT 99 384 HR= 0.75(0.58-0.98)

2-sided log-rank test p-value = 0.036
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_ _ Years after Randomization
Patients at Risk

Placebo+RT 377 373 369 360 351 333 320 308 295 281 261 234 174 99 48
AAT+RT 384 382 376 368 362 347 337 326 308 294 279 253 190 123 60




Improved Progression Free Survival
Using Hormones with Radiotherapy
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RADICALS Trial

(Radiotherapy and Androgen Deprivation
in Combination with Local Surgery)

RADICALS — RT timing randomisation: Immediate RT vs salvage RT post-aoperatively

FPost-operative uncertainty about
the need for immediate RT

RT timing
RANDOMISATION

: :

Immediate RT Salvage RT Policy
(RT for PSA failura)

RADICALS - harmone duration randomisation: Use of hormones with post-operative R

Patient for post-operative RT
{aither immeadiate or salvage RT)

Hormone duration
RANDOMISATIOMN

} } }

Radiotherapy Radiotherapy Radiotherapy
Alone + B months + 2 years
hormone therap hormone therap




When Primary Radiation is
Not Effective- Next Steps

* Recurrence is suspected if the PSA
goes up

e Scans are done to confirm there is no
disease elsewhere

* Biopsy of the Prostate to confirm if the
cancer is still present in the gland



Post-treatment biopsies

* MRI-guided biopsies when feasible

* Difficult to interpret

— Severe tissue changes can be seen which
looks like cancer but is not viable disease

— May be confounded by hormonal changes
In the tissue



Does earlier treatment of locally
recurrent cancer make a difference?

« Beyer et al (Urol 1999) and Henriquez et al (Radiat
Oncol 2014)

— Improved 5y DFS with presalvage PSA <10ng/mL

- Burri et al (IJORBP 2010):

— improved 10y PSA RFS with presalvage PSA
<6ng/mL

« Grado et al (Brachy 2014):

— Early treatment (<5y) after failure vs delayed
associated with better biochemical control



Good Options With
Recurrence After Radiation

Salvage surgery with 60% success

Salvage radiation often with internal
radiation therapy known as
brachytherapy- success rates of 70%
with much less incontinence than
surgery

Hormonal therapy



Evidence Review
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Trial Design

» Hypothesis: RT to the prostate would
Improve cure in men with metastatic
prostate cancer, and that the benefit
would be greatest in patients with a low
metastatic burden



Predefined Subset —

Qverall survival in low metastatic burden

— Control
— Radiotherapy

Overall survival (%)
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What Does the Stampede
Study Teach Us?

* In patients with low levels of tumor
spread to other areas, treating with
hormones + adding radiation to the
prostate area can increase the cure
rates in the long run



Oligometastatic Disease

* This disease state is becoming more
prevalent due to earlier detection novel
imaging such a F18- PET-CT scans and

°8Ga-PSMA-11 PET/CT.

» |In particular for patients treated with
radical therapy who develop
biochemical relapse, imaging prior to
salvage or after failed salvage is
detecting early metastatic disease.



PSMA disease detection

PSA level, n=248
BCR after RRP

Courtesy of Michael J. Morris, MD

N=139
F18 Choline pts, serially sequenced
with Ga68 PSMA imaging and Choline

negative
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Eiber et al JNM (2015)
Afshar-Oromieh et al EJINMMI (2017)
Bluemel Clin Nuc Med 2016



Taking Care of
Treatment Fallures

Improved Imaging to help radiation target the areas
of disease

Stereotactic Radiosurgery or SBRT to deliver very
high doses to wipe out selected areas of spread
which is shown to be effective

Future research working on targeting sites of spread
with radiation that could “ seek out” areas where the
PSA shows up and selectively kill those cell

Use of more targeted therapies taking into account
the mutation status noted on gene profiles

Immunotherapy approaches
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