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& Introduction

TRANSLATE

ADiagnostic prostate biopsies traditionally ianstrectalroute (TRUS) under local
anaesthetic (LA) with ultrasound guidance, after MRI.

A LAtransperinealLATP) biopsy in clinic is gaining popularity.
A3 recent RCTs published in 2024
THE JOURNAL

A ProBEPC Wian); n=763; & 30-day infections; 9 (2.6%) TRUS vs 10 (2.7%)p@B9 "UROLOGY
A PREVENT (Hu); n=658;iffection; 4 (1.4%) TRUS vs 0 LAER;059

A PERFECPIpussaryt n=270:2Y Df S a2y 3N} RS 3INRdzL) 6 DDB@®m623KH T
EUROPEAN
UROLOGY
AUncertainty regarding cancer detection, infection, other complications -effsttiveness
for LATP biopsy vs TRUS.

ATRANSLATE is an RCT comparing LATP vs TRUS prostate bionsv.
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NS Patients & Methods [1] A h

TRANSLATE

A1,126 participants randomised 1:1 to LATP or TRUS biop%‘
A10 hospitals in the UK (in England, Scotland and Wales)
APrimary intentionto-treat (ITT) outcome:

~ Ve ~ - Ve

A5SGSOGA2Yy 2F DDD xH LINRaulaS OF yOSN®D
A 90% power to detect 10% uplift from 45% for TRUS 55% for LAT®; 2-sided 0.05.

(Bryant 2019 ()f%Hﬁé%JSEAYLw “)Lopez 2021 BJ UI

ASecondary outcomes: ~ 4

A Infectionrelated complications and/or related hospitalisation

A Other complications (bleeding, urinary retention, pain)

A Tolerability; patientreported outcome measuresurinary (IPSS) & sexual (1IEF)
A Healthrelated quality of life (EGD)

A Costeffectiveness

BJU International
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3 . Patients & Methods [2] &
ALYy Of dza A2y ONRGSNRI _____TRANSLATE

A, A2/ O ®TSEF NAT St SOFUSR t oA 223481 5w9T

ANN ~ -~ Ve A Nat Rewrol
ROEOf dza A2y ONRGSNRI B8 202017461

At NEBOA2dza o ¥AKIXET SEGSYardS RAASI BN, &8 awl ¢

ALYl 0AtAGE F2NJ SAGKSNI 0A2LIART OdNNBY ik NBOSY

A[ 1 ¢t oOoOA2LJAE8
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Results [1]: Baseline demographics

TRANSLATE
LATP (n=562) TRUS (n=564) Total (n=1126)
White British Ethnicity 527 93.8% 517 91.7% 1044 92.7%
CharlsonComorbidity Index Score | 559 2(2,3);2.4(1.3) 557 2(2,3);25(1.4)| 1116 2(2,3);25(1.3)
Anticoagulants 27 4.8% 28 5.0% 55 4.9%
Finasteride 14 2.5% 13 2.3% 27 2.4%
PSA (ng/ml) 561 7 (5, 10); 8.8 (7.5) 559 7 (5, 10); 8.8 (6.8)] 1120 7 (5, 10); 8.8 (7.1)
Age (years) 562 | 66 (60, 72); 66.1 (8.1 564 66 (61, 71); 66 (7.3 1126 | 66 (61, 72); 66.1 (7.7
IIEF (Domain A) 531 19 (3, 29) 530 18 (4, 28) 1061 19 (4, 29)
I-PSS 468 7 (3, 13) 461 7 (3, 13) 929 7 (3, 13)
DRE result préiopsy
Benign| 249 44.4% 289 51.7% 538 48.0%
Suspiciouy 148 26.4% 119 21.3% 267 23.8%
Numbers: n (%)
n, median (IQR), mean (SD)
A 2F LI NIGAOALI yGa I OOSLIISR ("REANI I £ € 2
A9 ljdBa® a0SYFOGAO 9 O23aYyAIALDS GFNBSG 0A2LJa
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N Results [2]: Primary Outcome

TRANSLATE

LATP (n=562) TRUS (n=564) | Adjusted Odds Ratiq P-value
(95% CI)

Primary Outcome
Df SIF a2y DNJ RS DNZRdzL) XH
Intention-to-treat Population| 329547 60.1% | 294/540 | 54.4% 1.32 (1.03, 1.7) 0.031
Perprotocol Population| 323539 60.3% | 273509 | 53.6% 1.38 (1.06, 1.78) 0.016

pPT:: m RSUGSOUAZ2Y DDD xH RA&SI §S0.0BR NJ |
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ALY ATE Results [3]: Infection

LATP (n=562) | TRUS (n=564) | Adjusted Odds Ratic
(95% ClI)

Infection Rate
Primary definition (infection causing hospitalisation)

Overal| 6 1.1% 13 2.3% 0.45 (0.17, 1.20)

By 7dayy | 1 02% || 7 || 12% 0.14 (0.02, 1.15)
By 35day{ | 2 04% || 9 || 1.6% 0.22 (0.05, 1.01)
By 4 monthg 6 1.1% 13 2.3% 0.45 (0.17, 1.20)

Secondary definition (symptoms and signs--ospitalisation)
Overall| 113 20.1% | 120 21.3% 0.93 (0.7, 1.25)

By 7 dayy 54 9.6% 72 12.8% 0.73 (0.5, 1.06)

By 35 dayy 85 15.1% | 102 18.1% 0.81 (0.59, 1.11)

By 4 monthy 113 20.1% | 120 21.3% 0.93 (0.7, 1.25)

AFewer infectioarelated events for LATP vs TRUS biopsy (not statistically significant)
A88% of LATP biopsies performed without antibiotics

FUNDED BY
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& Results [4]: Other Secondary Outcomes

TRANSLATE

Other complications / PROMs / Quality of life / Alternative pathology

LATP (n=562) TRUS (n=564) Odds Ratio (95% CiI)
Reported biopsy to be painful or embarrassing 216 38.4% 153 27.1% 1.84 (1.4, 2.43)
Procedurerelated symptoms 7 days after biopsy 99 17.6% 140 24.8% 0.59 (0.44, 0.80)
IPSS (at 7 days) 479 8.0 (4, 14) 448 7.0 (3, 13) 0.41 ¢0.30, 1.13)
lIEF (Domain A) (at 7 days) 464 4.0 (3, 12) 437 4.0 (3, 13) 0.21 €0.90, 1.32)
One or more biopsyelated complication (by 4 months) | 454 80.8% 436 77.3% 1.23 (0.93, 1.65)
Urinary retention requiring cathetglby 4 months) 35 6.2% 27 4.8%
Visible blood in bowel movemen{by 4 months) 62 11.0% 174 30.9%
' NRBf 238 | RYAA&A20/0nmRAZBGO K20 0 0% 0 0%
Urology admission due to pa{by 4 months) 1 0.2% 2 0.4%
Procedure time (minutes) 553 12 (10, 15) 508 8 (6, 10)
Df SFa2y DN} RS DNRdzLJ %o LJ 123 21.9% 129 22.9% 0.93 (0.70, 1.24)

NIHR | 5o core research



& Results [5]: Health Economics

TRANSLATE

400+
Costeffectiveness (unpublished preliminary data) o]
2501

w Cumulative total mean costs £1064 in the LATP arm vers ?gg
£915 in the TRUS arm 1001 ,
w Adjusted mean difference: £149

50-
0_
w 95% CI £61 to £236,=0.001

-50 1
-100 1

w Cumulative total mean QALYs 0.282 in the LATP arm ver .

Incremental cost (£)

0.284 in the TRUS arm oo
w Adjusted mean difference:0.004 jgg
w 95% C10.009 to 0.001p = 0.098 0015 0010 0005 0.000 0.005 0010 0015
w At 4 months post biopsyLATP dominated neremental GALYS

A Top & left = coseffectiveness ratio > £20,000 per QALY gail

0 . : :
 0.1% probability of LATP being cesffective, A Below & right = coseffectiveness < £20,000 per QALY gain

assuming a cosgffectiveness threshold of £20,000

FUNDED BY
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TRANSLATE Conclusions

ALATP biopsy compared against TRUS biopsy results in:

ADNBI G§SNJ RSUSOGA2Y 2F DDDxH LINRAUOIFIGS OFYOSN
Ab2 RAFFSNBYOS Ay RSGSOGA2Y 2F DDDxo LINRa&adl
A Fewer infectioarelated complications

A Higher immediate posprocedure pain and embarrassment

A Fewer procedureelated symptoms beyond 7 days
ALATP biopsy takes longer to perform than TRUS biopsy (procedure, & clinic time)

ALATP biopsy has 0.1% probability of being-effsttive versus TRUS biopsy in
the first 4 months posprocedure in the NHS setting (preliminary data)

ATRANSLATE provides the evidence necessary when consideringfisaaied
deciding which biopsy to adopt

FUNDED BY

NIHR | 5o core research
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Local anaesthetic transperineal biopsy versus transrectal
prostate biopsy in prostate cancer detection (TRANSLATE):

TRANSLATE

a multicentre, randomised, controlled trial

RichardJ Bryant*, loana R Marian, Roxanne Williams, ] Francisco Lopez, Claudia Mercader, Mutie Raslan, Christopher Berridge, Jessica Whitburn,
Teresa Campbell, Steve Tuck, Vicki S Barber, Jessica Scaife, Aimi Hewitt, Amy Taylor, Alexander Ooms, Filipa Landeiro, Matthew Little,

Jane Wolstenholme, Sukanya Ghosh, John M Reynard, Freddie C Hamdy, Matthew P C Liew, Tom A Leslie, James W F Catto, Derek J Rosario,
Altan Omer, Daniel W Good, Robert HR Gray, Sashi Kommu, Daniel Chung, Hannah Wells, Krishna Narahari, Ruth E Macpherson, Clare Verrill,

Ben Eddy, Hide Yamamoto, Alastair D Lamb*, for the TRANSLATE Trial Study Group

Design:

n=1126 pts

All with MRI, & biopsy naivef
1:1 RCT, ITT, LATP vs TRUS’
Equal biopsy core number

10 UK centres

2021- 2024

Do o To Do Do o I

Abx - TRUS: local SOC
- LATP: 88% without

NUFFIELD
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AN

OXFORD

Outcomes:
A 1°detection @D D X HY 6(0.1%CTRUS 54.4% (ITT)

A 20 infection (hospital@7d): LATP 1 (0.2%), TRUS 7 (1.2¢

A 20 retention: LATP 35 (6.2%), TRUS 27 (4.8%)

A 20K A
A 20 PROMS: LATP more immediately painful / embarrass
A 20 PROMS: TRUS more symptoms >7d (bowel, haem,

a2t 23e& DDDxoY y2 RATT

A 2° Health Econ: LATP takes longer, <1% chanceetfestive

Conclusion:
[ ! ¢t

pPTi: my DEBOO3H)

Limitations:
A 93% White British E
A Fewer systematic LATP cores th

A Clinical significance of 5.7% upI|f - =

AY DDDXH dzyl V2 z@
A Health Economics specific to NH

FUNDED BY

NIHR
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Mapping prostate cancer: insights from spatial
transcriptomics and 3D imaging

Dr Sandy FigieRostdoctoral Research Scientist, Nuffield
Department of Surgical Sciences, University of Oxford
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A Prostate cancer is heterogeneous

Metastases

A Disease progression is unpredictable.

rowth

O

Why do some cancers become aggressiv
others remain indolent?

_ !+ Role of the tumour
.50 Tumour heterogenelity ™~ icroenvironment
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available at www.sciencedirect.com
journal homepage: www.europeanurology.com
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A. Spatial technologies

Table 1 - An overview of spatial-omics methods and platforms

Rapid Review

Clinical Implications of Basic Research: Exploring the
Transformative Potential of Spatial 'Omics in Uro-oncology

Sandy Figiel “, Anthqny Bates”, David A. Braun®, Renu Eapen “, Markus Eckstein®,
Brandon J. Manley’, Matthew 1. Milowsky %, Tom J. Mitchell", Richard J. Bryant ",
John P. Sfakianos', Alastair D. Lamb "

2 Nuffield Department of Surgical Sciences, University of Oxford, Oxford, UK; " Department of Urology, Oxford University Hospitals NHS Foundation Trust,
Oxford, UK; “ Center of Malecular and Cellular Oncology, Yale Cancer Center, Yale School of Medicine, New Haven, CT, USA; dDe[cmrtment of Genitourinary
Oncology & Division of Cancer Surgery, Peter MacCallum Cancer Centre, The University of Melboumne, Victoria, Australia; © Institute of Patholagy, University
Hospital Erlangen, Friedrich-Alexander-Universitit Erlangen-Niimberg & Bavarian Cancer Research Center (BZKF), Erlangen, Germany; 'Department of
Genitourinary Oncology, H. Lee Moffitt Cancer Center, Tampa, FL, USA; & Department of Medicine, University of North Carolina, Chapel Hill, NC, USA; " Early
Detection Centre, University of Cambridge, Cambridge, UK; i.Depurtment of Urology, Ichan School of Medicine at the Mount Sinai Hospital, New York, NY, USA

; . Platform Omics Method Sample Resolution Coverage Cost” Pros Cons Ref
Sequencing based Barcoded oligo-coated slides Library preparatlor! Data type
& Next gen sequencing Visium, 10X genomics  RNA Sequenced-  FF, FFPE FF/FFPE: 18000 + +++  +Whole Requires careful 135
based, 55um s sample
3 ey probe HD: 8 um + Little specialised Limited sensitivity
i A based equipment required  for low-abundance
=/ + High number of  transcripts
> > reads per ROI Data storage &
STapt bioinformatics needs
Slide-seq/slide-seq V2 RNA Sequenced- FF,FFPE 10 um 18000+ + +Whole - Low RNA capture [36]
based transcriptome efficiency
o - Low number of reads
per ROI
Xenium, 10X genomics  RNA Image- FFFFPE  Subcellular 100 +4++  +Highsensitivity - Limited number of 37)
based + Lower false genes profiled
discovery rate (FDR) - Requires specialised
based 5 5 S equipment
Fluorophore-tagged probes Fluorescent imaging Data visualisation Relatively low
throughput compared
to sequencing-only
approaches
GeoMx DSP, RNA, Probe- FF.FFPE  10pm 18000+ ++ +Whole - Need to select region  [38,39]
| NanoString protein based transcriptome of interest
) P > Technologies + Protein co- - Requires specialised
P detection equipment
) - Low number of reads
A e
MERSCOPE. Vizgen RNA, Image FF.FFPE  Subcellular 1000 - + High RNA capture - Limited number of |40
protein based efficiency genes profiled
+ Protein co. Requires specialised
detection equipment
i cati Low signal-to-
B. Applications background ratio
Local therapy Multimodal therapy Systemic / Chemotherapy CosMx SMI, NanoString  RNA, Image- FF,FFPE  Subcellular 600 /6K  +++  +Numberof genes - Workflow requires [41]
Technologies protein based assayed compared  multiple data
to others image- processing steps and a
Detection of ‘lethal’ clone Neoantigen identification Companion diagnostic based technology specialised equipment
to inform risk stratification to intensify multimodal local therapy to optimise selection of systemic therapy + Protein co- - Lack of field of view
detection stitching
- Bioinformatics needs
2 (CoxMx 6K)
2 Phenocycler, Akoya Protein Image- FF.FFPE  Single cell 100 +++  +Faster imaging, Custom modification  [42]
Yoo ‘ Biosciences based shorter cycles of each antibody and
k2 | extensive
- / optimisation.
S =T }_0 ,.(‘{ Requires specialised
o g < instrument
B3 O+ Cell DIVE, Leica Protein Image- FFFFPE  Single cell 21 + +Useofa - Slower cycles 143
@< Microsystems based commercially - Requires specialised
5 e available antibody  instrument
5 g IMC & MIBI Protein, Image FF.FFPE 1pmfor 50 +++  +Metabolites Hea [44.45
metabolites  based, MCl MC detection instrumentation
300 nm for + Higher resolution,
MIBI higher sensitivity
compared to MSI
Ml Protein, Image- FF.FFPE  10pm 2000 44+ +Quantitative - Decreased sensitivity  [46]
metabolites  based, Msi antibody-free for protein > 15kDa
approach - Heavy
+ Metabolites instrumentation
4 4 detection - Non standardised
T T + Greater coverage  workflow
Radicallocal therapy ~ Salvage therapy Time (years) compared to Ml

Fig. 1 - (A) Spatial-omics technologies can broadly be divided into - and imaging-based approaches. -based methods use slides coated
with barcoded oligonucleotides. These “oligos™ have poly-T tails that capture the poly-A 3’ end of RNA transcripts present across the tissue. The resulting
barcoded transcript is then profiled using next-generation sequencing. Probe-based techniques are similar but involve an extra step where oligonucleotide

DSP = digital spatial profiler; FF = freshly frozen; FFPE = formalin-fixed paraffin embedded: HD = high definition; IMC = imaging mass

cytometry; MCl = mass
cytometry imaging: MIBI = multiplexed ion beam imaging: MSI = mass spectrometry imaging: Ref = reference; ROI = region of interest; SMI = spatial molecular

imager.

* Cost range: + = < £100; ++ = £100-£1000 +++ = >£1000 per sample

probes, which bind to gene-specific sequences, are added before annealing to the barcoded slide. Imaging-based use in situ
hybridisation (ISH) to detect multiple biomolecules simultaneously. Multiple cycles are required in coordinated combinations to distinguish between many

ipts. (B) Spatial-omics ies could have ive impact the natural history of urological cancers. This includes optimisation
of di ic strategies, risk selection of local treatment options, approach to recurrence and salvage therapy, and identification of companion
diagnostic tests and therapeutic targets in advanced metastatic disease. Next gen sequencing = next-generation sequencing; PSA = prostate-specific antigen.

Figiel et al & LamtEurUrol 2024 UROLOGY
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Primary Prostate Tissue =4\ Cemmine Analysis
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TMD - ¢fDNA
- Bulk Sequencing \ "
- Single Cell Sequencing [ \
\ Bone Biopsy
A S + -WGS
Y A % 1 \ \ - WES
Lymph Node Tissue
-WGS
- WES
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.
W | Marrow Aspiration
\ | -CTCs {
| | | - cfDNA _
2% I A Erickson et al, EU Oncol 2021
Sample i - Rapid Review — Prostate Cancer
Time“ne | T T 1 A Systematic Review of Prostate Cancer Heterogeneity:
Bx RP+-LND Met Bx Autopsy Understanding the Clonal Ancestry of Multifocal Disease
L — — — — — — — — — — — — J Andrew Erickson®, Alicia Hayes “2, Timothy Rajakumar®, Clare Verill <%,
Richard j. Bryant“*€, Freddie C. Hamdy “*%, David C. Wedge’, Dan J. Woodcock **,
lan G. Mills“#, Alastair D. Lamb %%~

Liquid Bx
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Alastair Lamb JoakimLundeberg
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Histology

Patient 10, 46yo, GG3, PSA 20.9
Prostate & Lymph nodes “10
Visium v2, spatialinferCNV

Histology prostate:
@ Benign ®GG2 e | .
Stroma ®GG3 t S & Rt
® Lymphocytes @ GG4 2 —
® Seminal vesicle R B e K

Histology Clones
RII2 Ve \

Clones prostate & LN: = A _

® Clone 0 Clone D R =
® CloneA @ Clone X4 T

® Clone B
® Clone C
® Clone Cq
@ Clone Cz

® Clone Xi.1
® Clone Xi.2
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Histology LN:
@ Cancer
Stroma
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Investigating the tumour microer@'onmﬁ&;@gm&s

Does the stromal profile differ based on disease severit

Investigating the stroma around distinct tumour clones:

il ifcLab
A Radial distanésteoralysisanges with distance from the tu...Cv1 e

A Cedtlell communication analysis

A Spatial immune profiling to map the immune landscape

\fsiuktiQesolution 8 pm) Multlplex |mng proteomics

i OXFORD
-

Karl SmithByrne

CEV|
Sci! ifelLab @

Charlotte Stadler

® Benign @GG2 Possible tumour in duct
Stroma @GG3 @ Lymphocytes
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A.K. Glaser, et al., Nature Biomedical Engineering (2017)
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Nuclear features as prognostic indicators have only been examined in 2D

2D imaging

Simplicity
Established methods
Quick analysis & comparison

Sampling bias
Limited information
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Nuclear features as prognostic indicators have only been examined in 2D

2D imaging 3D imaging
Simplicity Comprehensive sampling
Established methods Quantify cell morphology & context
Quick analysis & comparison Detection of rare events
Sampling bias No established tools and workflows
Limited information Longer processing time

AK Glaser et al., Nat. Biomed. Eng., 2017
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Convoluted structures

2D view
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3D view

3D imaging of the prostate
glandular network for
prognostication

Complex distributions

2D view

Quantification of the tumor-immune

microenvironment for predicting
response to immunotherapies
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Sparse / rare objects
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Analysis of 3D pathology samples
using weakly supervised Al
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Gan Gao,° Andrew Zhang,'-*“’ Bowen Chen,’-%** Alexander S. Baras,® Robert Serafin,® Richard Colling,%-'1
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Highlights

TriPath is a 3D pathology deep learning platform for clinical endpoint prediction

Patient prognostication with 3D tissue volume outperforms 2D slice-based approaches

3D prognostication outperforms pathologist baselines, suggesting its clinical potential

Larger tissue volume mitigates sampling bias and accounts for tissue heterogeneity
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Radical treatment for intermediaterisk localised prostate cancer

Radical
prostatectomy

External beam
radiotherapy

—

Brachytherapy




Focal Therapy / Partial Ablation

Several minimally invasive focal therapy / tissue ablative technologies developed:
AHigh intensity focussed ultrasound (HIFU)
Alrreversible Electroporation (IRE)
ACryotherapy
AVascular Targeted Photodynamic therapy (VTP)

Aim for organ preservation & reduced side effects versus radical therapy, with acceptab
oncological outcomes
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Cancer Control Outcomes Following Focal Therapy Using High-
intensity Focused Ultrasound in 1379 Men with Nonmetastatic
Prostate Cancer: A Multi-institute 15-year Experience

Deepika Reddy *”*, Max Peters®, Taimur T. Shah *°, Marieke van Son ¢,

Mariana Bertoncelli Tanaka®, Philipp M. Huber ¢, Derek Lomas®, Arnas Rakauskas',
Saiful Miah ¢, David Eldred-Evans?, Sephanie Guillaumier "', Feargus Hosking-Jervis?,
Ryan Engle?, Tim Dudderidge’, Richard G. Hindley “', Amr Emara“*, Raj Nigam ™",
Neil McCartan "', Massimo Valerio, Naveed Afzal °, Henry Lewi P, dement Orczyk "',
Chris Ogden 9, Igbal Shergill ", Raj Persad °, Jaspal Virdi", Carollne M. Moore ™",
Manit Arya”"' Mathias Winkler °, Mark Emberton h"”y, Hashim U. Ahmed &PV
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registry (largest such reported focal therapy cohort)
13 UKcentres20052020

65% Iintermediateaisk; 28% highisk
Overall median F/U = 32 (-SB) months

94) months
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Table 1 - Baseline characteristics for patients undergoing focal HIFU
for nonmetastatic prostate cancer

Characteristic n=1379
Age (yr), median (IQR) 66 (60-71)
Missing age data, n (%) 7 (0.5)
Pre-HIFU PSA (ng/ml), median (IQR) 6.9 (4.9-9.4)
Pre-HIFU PSA group, n (%)

<10 ng/ml 1061 (77)

10-20 ng/ml 272 (20)

>20 ng/ml 24 (1.7)

Missing PSA data 22 (1.6)
Pre-HIFU prostate volume (ml), median (IQR) 36 (28-48)

Missing data, n (%) 154 (11)
Gleason score, n (%)

3+3=6 257 (19)

3+4=7 851 (62)

4+3=7 225 (16)

>8 17 (1.2)

Missing data 29 (2.1)
Pretreatment HIFU T stage, n (%)

T1 95 (7)

T2 1023 (74)

T2a 276 (20)

T2b 140 (10)

209 (1 |
LISR.3..LJS.0O0 A S 2Tk |

T3a/b 151 (11)

Missing data 110 (8.0)
D’Amico risk, n (%)

Low 84 (6.1)

Intermediate 896 (65)

High, 7 386(28)

A" Gleason 3 + 3
Ablative pattern, n (

(15

Quadrant 850 (62)
Hemiablation 487 (35)
Hockey-stick 42 (3.0)

Year of treatment, n (%)
005-20 ' ~ 6

Gkohh 2 UKS YSRAL y
2015-20 600 (44)

HIFU = high-intensity focused ultrasound; IQR = interquartile range;
MCCL = maximum cancer core length; PSA = prostate-specific antigen.




_ F a.l I u r efr e e S u erV al (F F S) d efl n e d a S n 0 eVl d e n C élll) —pl(aplan-Meier estimates for failure outcomes after primary focal HIFU in patients with nonmetastatic prostate cancer and at least 6-mo
d Isease req u | rl n g Salvag e Or Syste m | C th e rapy’ aﬁ lan-Meier estimate, % (95% confidence interval)

1yr 2yr 3yr 4yr 5yr 6 yr 7 yr
no development Of metasta’“c d ISease ma Failure-free survival ° 100 (100-100) 96 (95-98) 93 (91-95) 88 (85-90) 82 (79-86)  75(71-79) 69 (64-74)
By D’Amico risk class
e : Low 100 (100-100) 99 (96-100) 99 (96-100) 94 (88-100) 91 (84-100) 91 (84-100) 88 (77-99)
SpECIfI CcC moO I‘ta| |ty Intermediate 100 (100-100) 97 (96-98) 93 (91-95)  88(85-91) 83 (79-87)  75(70-81) 68 (62-75)
High 100 (99-100)  95(93-97)  91(88-94)  85(81-90)  79(73-85) 69 (62-78) 65 (56-74)
Salvage local whole-gland or systemic 100 (100-100) 97 (96-98) 93 (91-95) 89 (86-91) 85 (83-88) 80 (77-84) 75 (71-80)

treatment-free survival

= Kap|al’-]|\/|ell’ 7'yr FFS 69% (6Z|4%) ByLoD\.A/r\mico riek clase 100 (100-100) 99 (96-100) 99 (96-100) 99 (96-100) 99 (96-100) 99 (96-100) 95 (87- 100)

Intermediate 100 (100-100) 97 (96-99) 94 (91-96) 89 (86-92) 84 (80-88) 79 (74-84) 73 (67-80)
High 100 (99-100)  95(93-98)  91(87-94) 86 (82-91) 84 (79-89) 78 (71- 85) 73 (65-82)

HIFU = high-intensity focused ultrasound.

- 7_yr F FS I n I nte rm e d I a_t& h Ig hrls k d Ise ase 68% @ Eﬂserre—rg::az:;:Ei\sl‘a(l);ile)ljg:titléycglscnesrifi;ne ct;)ﬁzvgzélli;fland salvage treatment, third focal therapy treatment, systemic treatment, development of prostate
(62-75%) & 65% (584%)

- Metastasisfree survival 8PCaspecific mortality
100% at 7 yr

- 1/5 needed a Xfocal HIFU in 7 yrs

- Limited data on postreatment biopsy, location of
recurrence, or PROMSs

Conclusion:

Focal HIFU in wedlelected patients withocalised
csPCaas good cancer control in the medium term (7
years).

Fig. 1 - Kaplan-Meier curves of failure-free survival (FFS) with 95% confidence intervals. FFS is defined as transition to whole-gland salvage treatment or third
focal therapy treatment, systematic treatment, and/or development of prostate cancer metastases and/or prostate cancer-specific death for (A) all patients
with at least 6 mo of follow-up and (B) 1365 patients stratified per D’Amico low-risk (green line), intermediate-risk (blue line), and high-risk (red line) group
(log-rank analysis of D’Amico intermediate- vs high-risk disease p = 0.3).



