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How best to boost?
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What are we trying to achieve In treating

Intermediate/high risk localised prostate cancer?

1. Cure the patient
— Avoid mCRPC/Death from prostate cancer
— Avoid clinically important recurrence
— Avoid need for further therapy

2. Do no harm (or as little harm as

possible)
— As close to no toxicity as possible

3. Be Cost effective

— Avoid need for further therapy

— Avoid over-treatment

— Avoid toxicity

— Wide availability of technology/skills
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How are we doing?

Better!

EBRT + ADT

Actual lives saved
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« Patients with intermediate and high risk localised prostate
cancer relapse

— 10 - 40% biochemical relapse (Phoenix)

— 10-20% clinically significant (Radiological/symptomatic)
— 5-10% develop Metastatic disease

— 1-7% die from prostate cancer

So... low BED, conventional, non-
Image guided, conformal EBRT +/-
HT may not be adequate?
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My task... In Favour of EBRT
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The competition...

Summary of ASCENDE-RT

EBRT + LDR boost reduces PSA
recurrence

(when compared to standard dose, non
Image-guided, EBRT using 3DCRT)

No difference in OS
No difference in MFS

Big difference in toxicity
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ASCENDE-RT toxicity
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Numbers at risk:

Years 0 2 4 6 8 10

DE-EBRT 195 167 125 79 41 8 ‘e
LDR-PB 188 158 109 69 8 1 The prevalence of late GU morbidity by grade
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The Competition...

Summary of HDR Boost data

EBRT + HDR boost reduces PSA
recurrence

(when compared to low dose, non-image-
guided EBRT using 3DCRT)

No difference in OS

No difference in MFS
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Evidence for Integrated boost, modulated IGRT?

Feasible
Phase 1 + 2 Toxicity data
Needs clinical trial evidence

But.
Improving MRI and PET technology

And...Widely available radiation technology & expertise And..
No anaesthetic/theatre, Non-invasive, Individualised, Fast,
Adaptable, Efficient, Cost effective, And...Continuing to improve
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And... potential for drugs to help

STAMPEDE “abiraterone comparison”
FFS by metastatic status — pre-planned analysis

50C vs SOC+AAP

Mets SOC-only SOC+AAP Haz. Ratio
status FFS/N FFS/N (95% CI)
MO 142/455 38/460 <® : 0.21 (0.15, 0.31)

I
M1 393/502 210/500 — T 0.31(0.26, 0.37)
Overall <:‘."_j_> 0.29 (0.25, 0.34)
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And....biology is redefining risk categories
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Trials needed

1 ¢ Ireland 5 5 0 0 78 3 26
2 M Wales 5 3 0 2 3 3 15
3 »a« Scotland 5 3 0 2 27 1 13
4 || France 5 2 0 3 14 3 M
5 =} England 5 2 0 3 10 2 10
6 B nay 5 o o0 5 111 1 1
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Trials needed

 PIVOTAL Boost
* Need to prospectively collect-
— cost effectiveness data
— Toxicity
* Modern Imaging
« ? Genomic stratification
 We need to define meaningful end points
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External Beam Radiotherapy




