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Accuray Disclaimers and Disclosure

Disclosure

The views contained and expressed in this presentation, including any accompanying oral
commentary, are those of the presenter and do not necessarily reflect the views or policies
of Accuray Incorporated or its subsidiaries. No official endorsement by Accuray
Incorporated or any of its subsidiaries of any vendor, products or services contained in this
presentation is intended or should be inferred.

An honorarium is provided by Accuray for this presentation.
Medical Advice Disclaimer

Accuray Incorporated as a medical device manufacturer cannot and does not recommend
specific treatment approaches. Individual results may vary.

Safety Statement

Most side effects of radiotherapy, including radiotherapy delivered with Accuray systems,
are mild and temporary, often involving fatigue, nausea, and skin irritation. Side effects can
be severe, however, leading to pain, alterations in normal body functions (for example,
urinary or salivary function), deterioration of quality of life, permanent injury and even
death. Side effects can occur during or shortly after radiation treatment or in the months
and years following radiation. The nature and severity of side effects depend on many
factors, including the size and location of the treated tumor, the treatment technique (for
example, the radiation dose), the patient’s general medical condition, to name a few. For
more details about the side effects of your radiation therapy, and if treatment with an
Accuray product is right for you, ask your doctor.
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PSA Failures Following Conventional Radiation Therapy
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Primary Reasons for Radiation Therapy Failures

o Missed the Cancer

- The prostate moves during treatment

0 Radiation Dose Inadequate
- Post-treatment positive biopsy rate 30-40%

- Dose limited by surrounding normal tissue
tolerance



PSMA Determined Patterns of Recurrence Following Prostate IMRT

Gabs-PSMA PET for failure post R1
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Fig. 2. Site of uptake identified in Ga68-PSMA PETCT scan (n~ 114).

1 Maitre et al, Radiotherapy and Oncology, 2022



Local Failure Events in Prostate Cancer Treated with Radiotherapy: A Pooled
Analysis of 18 Randomized Trials from the Meta-analysis of Randomized Trials in
Cancer of the Prostate Consortium (LEVIATHAN)

0 Local Failure is an Independent Predictor
of OS, PCSS and DMFS in High-Risk PC!
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Under-utilization of Local Therapy After Radiation Therapy for
Prostate Cancer

Table 3

Salvage therapy after radiation therapy (n = 257)

Primary salvage Secondary Tertiary Frequency

0 Only 2% of Patients that are U ahage  shage ()
Eligible for Local Salvage Therapy  Omervaion  None ol @)
5 CADT 12 {4.7)
Receive It ADT N azas)
[.-ir:..:h?.'-ll;n.‘-r.;iq. 1 IIP:-I-;-
Orchiectomy 3q12)
Unspecihed ADT 6 (2.3)

D El derly Patient PopulatiO n .-'hL'J'.r i '.j._]ﬂ'!m [ 119 (46.3)
1 Excessive Toxicity

Unspecified ADT  MNone
Chlinical tnal drug Observation

Salvage

1 Lack of Experience orachyiterp

Salvage RP ADT
Mone

Unknown

CADT = continuous androgen-deprivation therapy: IADT = inter-
mitient androgen-deprivation therapy; BP = radical prostatectomy.

o Tran et al, Urol. Onc. 2014



A Systemic Review and Meta-Analysis of Local Salvage Therapies
After Radiotherapy for Prostate Cancer (MASTER)

Table 2 — Covariate-adjusted estimates of efficacy and toxicity across salvage modalities

2-yt BF5 Severe GU toicity Severe Gl toxicity
(95% C1) [95E C1) (95% CI) (95% CI)

EF B9 [B4-74)
Mumber of studies
Mumber of patients
Heterogeneity (95% Pl1)
Cryotherapy
Number of studies
Mumber of patients
Heterogeneity (955 Pl) 40-57
HIFL 54 [483-60]
Mumber of studies 14
Mumber of patients [
Heterogeneity [95% Pl)
SBET
Number of studies
Mumber of patients
Heterogeneity (955 Pl) i L0=15 0.0-01
HDE -3 i i Tl L0 Chck=C2 |
Mumber of studies
Mumber of patients
Heterogeneity [95% Pl)
LIXE
Number of studies
Mumber of patients
Heterogeneity (955 Pl)

21 (16-27) 1.9 (LB

W s =i R
[

1 O

Cl=confidence interval; Gl=gastrointestinal, GU =genitourinary: HDR = high-dose-rate brachytherapy: HIFU=high-intensity focused ultrasound: LDE = low-
dose-rate brachytherapy; MA=not available; Pl=prediction interval; BFS=-recurrence-free survival, BP=-radical prostatectomy; SBRT = stereotactic body
radiotherapy.

o Valle et al, Eur Urol. 2021



MASTER Conclusions:

0 Recurrence Free Survival (5 years)
050-60%

0 No Significant Difference Between any Modality and RP

0 Severe GU Toxicity
0 Significant Lower with RT than RP (21%)
0 LDR Brachytherapy 8.1%
0 HDR Brachytherapy 8.0%
0 SBRT 4.2%

0 Severe GI Toxicity

0 Significant Lower with SBRT /HDR Brachy (0%) than RP (1.9%)

Valle et al, Eur Urol. 2021



Retreatment for Local Recurrence After Prior Irradiation:
Low Dose Rate Brachytherapy (RTOG 0526)

o Patient Selection:

0 Low or Intermediate Risk Prostate Cancer
0 Biopsy-Proven Local Recurrence

0 Local Recurrence > 30 Months Post-EBRT
0 PSA <10 ng/ml

0 Negative Bone and Pelvic CT Scan

0IPSS< 15

0 No Residual Grade > 2 GU or GI Toxicities

Crook et al, IROBP 2022



Retreatment for Local Recurrence After Prior Irradiation:
Low Dose Rate Brachytherapy (RTOG 0526)

0 92 Patients
0 Median FU = 6.7 yrs
0ADT = 16%
0 GU/GI Grade 3 = 14%
00S (10 yrs) =70%
0 Death
0 PC 5
0 Other 10

Fig. 1. Owerall survival, with numbers of patients at risk shown above the x-axis.

0227? 4 1 Crook et al, IROBP 2022



Retreatment for Local Recurrence After Prior Irradiation:
Low Dose Rate Brachytherapy (RTOG 0526)

0 Local Recurrence (10 yrs) = 5%
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Fig. 2. Actuarial local failure after salvage brachytherapy, with numbers of patients at risk are shown above the x-axis.

1 Crook et al, JROBP 2022




Retreatment for Local Recurrence After Prior Irradiation:
Low Dose Rate Brachytherapy (RTOG 0526)
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Fig. 4. Actuarial rate of biochemical failure after low-dose-rate salvage brachytherapy, with numbers of patients at risk
shown above the x-axis.

0 Crook et al, IROBP 2022



Retreatment for Local Recurrence After Prior Irradiation:
Low Dose Rate Brachytherapy (RTOG 0526)

0 GU/GI Grade 3 =14%

Table 6 Early grade 3 or higher treatment-related gastrointestinal or genitourinary adverse effects occurring 9 months (39 weeks) or
less from treatmest

Time since
Type MNo. of patients Altribution implant {wk)

Rectal bleed
Rectal pain
Eetention
Frequency

—_

Ll

Definitely

Possibly

Definitely

Possibly, definitely. probably
Definitely

Probably
Frequency/retention/obstruction Definitely

Probably 3 3

Lad Lad

lad  Tad

Frequency/retention
Urethral stricture

= = = = L b B

Al Lad  Lad

[ncontinence

0 Crook et al, IROBP 2019



Retreatment for Local Recurrence After Prior Irradiation:
High Dose Rate Brachytherapy

0 HDR Brachy May Have Lower Toxicity than LDR Brachy

< N
M e 8 5 &
f?' ‘ ‘o\ ‘:\

-/ \ » P : .

| | : o R
{ Y {

’, ' ’ {-._'
)

o Kissel et al, Brachytherapy 2022



Retreatment for Local Recurrence After Prior Irradiation:
High Dose Rate Brachytherapy
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Fig. 2. Failure free survival according to imitial nsk category (2A) and EALN salvage prostatectomy prognostic group (2B).

o Kissel et al, Brachytherapy 2022



Retreatment for Local Recurrence After Prior Irradiation:
High Dose Rate Brachytherapy

Univariate Multivariate

HR | CI)

1
201 (.94, 4.58)

1
0.7% (0417 1.53)
1
(.94 {0657 1.36)
1
223 (0ued; 2,500
Hommone sensitivity at 1 1z
relapse L.7% ((L86; 3.75)
ADT with salvage BT 1 .47
5 (.48 (0065,
Gleason score at relapse 1 (.08
181 {0.93; 3
PSA at relapse < 11 1 (i 1 014
- ol 1.23 {00.56; 2.74) 1.90 {0.81; 4.44)
Initial high nsk [ 1 (.01 1 (L0005
i 3.59 41 )
EALl =European  Association o 4 S0 of the CTV; ADT= ogen deprivation therapy;
BT = brachytherapy.

Grades (-1 Grade 2 Grade 3 Grades 4-5
41 (68.5%) 18 (30°%) 1 (1.5%) 0
S8 100) 0 0

12 (18.5%:) (1.5% 0

(1 ( 0

G = genito-urinary; (Gl = gastro-intestinal.

1 Kissel et al, Brachytherapy 2022



Retreatment for Local Recurrence After Prior Irradiation:
HDR-Like SBRT

294  Fuller et al. International Journal of Radiation Oncology e Biology e Physics

Fig. 1. Typical salvage prostate “high dose-rate (HDR)-like™ stereotactic body radiation therapy (SBRT) treatment plan.
Zero margin expansion of prescription isodose line (yellow) beyond prostate against adjacent bladder and rectum. Relative
central periurethral isodose sparing and HDR-like dose escalation within the peripheral zone of the prostate (white: 125%

1sodose line; red: 150% isodose line).

o Fuller et al, IROBP 2019



Retreatment for Local Recurrence After Prior Irradiation:

HDR-Like SBRT
0 Protocol:

0 50 Patients

0 CyberKnife System

0 Fiducial Guidance

0 MRI/CT for Treatment Planning
034 Gy in 5 Fx

0 Whole Prostate

0 CTV = Prostate plus ECE
0 No PTV Margin
0 ADT = 14%

o Fuller et al, IROBP 2019



Retreatment for Local Recurrence After Prior Irradiation:
HDR-Like SBRT

Volume 106 » Number 2 » 2020 Local recurrent prostate cancer SBRT salvage 293

0 Mean Age = 74 yo
0 Mean Volume = 22 cc
0 Mean Interval = 8 yrs

0 Mean Dose = 75.6 Gy

Table 1 Patient Characteristics
Patient cl

Number ireated with

/ I
Prior BT modality

Interval to SBRT salvag
Prior RT dos
Presence of toxicity from | BT course
T-stage at salvage (DRE)

Tle

T2a

T2h

T2c

T3a

T3b

T3c

Unknown

PSA level at salv
Total Gleas
B

ge, median (range)

Ore al réecurrence

DT = androgen deprivation therapy; EBR
radiation therapy.

50

44 mo (3-110 mo)

T4y (30-89 v)
43 EBRT

98 mo (31-241 mo)

7560 cGy (3500-14.500 cGy)
20 pts with complications reported

30 pis with no complications reported

# pts

28

6

10

4

0

1

0

1

3.97 ngfmL
# pls

v

(0.1-48.2 ng/mL)

= external beam radiastion therapy; RT = radiotherapy; =

stereotactic body

o Fuller et al, JROBP 2019



Retreatment for Local Recurrence After Prior Irradiation:
HDR-Like SBRT

0 Rapid PSA Declines (0.6 ng/ml at 1 yr)

Fatients 17 26 22 17 12
Obzarved

Fig. 2. Median PSA level (ng/mL) versus time (years) postireatment. Relapses excluded.

o Fuller et al, IROBP 2019



Retreatment for Local Recurrence After Prior Irradiation:
HDR-Like Whole Gland SBRT
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o Fuller et al, IROBP 2019



Retreatment for Local Recurrence After Prior Irradiation:
HDR-Like SBRT

0 GU Grade > 3 = 8% - Most Prior Brachy/SBRT

50%
40% -
30%

20%

%ablU Toxicity 3+

10%

0%
» 0 12
Time From CK salvage (months)
Pts at risk:
EBRT 35
Other ]

36

Time From CK salvage (months)

Fig. 4  Actuarial rate of grade 2 + GU and gastrointestinal (GI) complications for entire series (left panel) and subdivision
of the actuarial rate of grade 3 + GU complications by initial radiation therapy modality received. Conventional fractionation
EBRT versus other.

o Fuller et al, JROBP 2019



ocal Failure After Prostate SBRT Predominantly Occurs
In the Dominant Intraprostatic Lesion (DIL)

0 Men with PI-RADS 4-5 DILs have a Higher Risk of Recurrence

available at www.sclencedirect.com
journal homepage: euoncology.europeanurclogy.com

al

European Association of Urology

Local Failure after Prostate SBRT Predominantly Occurs
in the PI-RADS 4 or 5 Dominant Intraprostatic Lesion

Daniel Gorovets ™", Andreas G. Wibmer", Assaf Moore “*, Stephanie Lobaugh®, Zhigang Zhang"“,
Marisa Kollmeier“, Sean McBride"“, Michael J. Zelefsky "
i Deportment of Rodiotion Oncology, Memoriol Sloon Kettering Concer Center, New York, NY, USA; " Department of Rodiology, Memorial Sloon Kettering

Cancer Center, New York, NY, USA; “ Sockler Foculty of Medicine, Tel Aviv University, Tel Aviv, lsrael; @ Department of Epidemiology and Biostatistics,
Memorial Sloan Kettering Cancer, New York, NY, USA




FOCAL SBRT: Target Volume?

0 With Improved Imaging and Treatment Guidance, Is It Time for
Focal Re-Irradiation?

Focal therapy of prostate

0 Post-Brachy/SBRT?
0 Dominant Lesion

0 Toxic WG Re-treatment

o Lebastchi et al, Sci Rep 2021



FOCAL SBRT: Target Volume?

Pathway 1 Pathway 2

0 Accurate Delineation: e a

1. Tumor lesion marking

0 MRI

"" 2. Intermedi -registrati
0 Gold Standard ekt
\ 4

0 Underestimates TV 0.1 P s

in-vivo imaginc

|:| P S MA' P E T : ( e : ., 4. Final Co-registratio

of GTV-Histo and GT'
PET/MRI

0 Similar Specificity

5. Co-registration of in-vivo CT

0 Increased Sensitivity

n Zamboglou et al, Sci Rep 2021



Rationale for Utilization of PSMA Scan to Define Focal Target
Volume
0 PSMA Scan May Aid in Selectively Identifying Aggressive Cancers

FPFS - Gleason = 3+4 subgroup

20 30
Analysis time (ma)

High SUNmax

Fig. 2 Cox-regression adjusted analysis of progression-free survival
(PFS) after radical prostatectomy (RP) for all patients according to
Gleason scome <34 4 or >4 4 3 (a) and within the Gleason score <3 4

4 subgroup according to low {SUVmax < 8) or high (SUVmax > 8) " Ga-
PSMA-11 expression (b)

1 Roberts et al, Eur | Nucl Med Mol Imaging. 2021




FOCAL SBRT: Prostate Biopsy?

0 MRI and PSMA:

[0 Positive Predictive Value

0>97.6%

0 Gleason Grading is
Inaccurate

0 No Need for Biopsy

o Raising et al, Cancers 2022



Retreatment for Local Recurrence After Prior Irradiation:
Focal HDR Versus SBRT

m 2850y (150°5)

W = 19.0 Gy (100%)

0 Both have Rapid Dose Fall Off
0 Both are Heterogeneous

0 SBRT may be Easier to Implement

- PTV == Urethra
- Prostate == Rectum

Fig. 2. Example of dose distributions (with 50%, 100%, 150%, and 200% iso-
dose-lines) in simulated MR-Linac plan (A) and clinically delivered FS-HDR-BT
plan (B).

o Willigenburg et al, Phy Imaging Radiat Oncol 2020



Retreatment for Local Recurrence After Prior Irradiation:
Focal SBRT (GETUG-AFU 31)

Follow-up Follow-up
[acute toxicities) (late toxicities)

fLmacz
Screeningvisit Baseline visit End of study

Max 3 e Stam Enc-af- N
ol SBRT Traaiment Ewaluation wisit:
Vit 36 monthis £1 mo

T ) T
Acute tovicity follow-up wisits Follow-up visits: Further follow-up visits:
at 6, L0, and 18 wk at 6,9, 12, 18, 24 and 30 mo i 48, 60 and 72 mo
(23 d) alver the start of SERT (+2 wi] after the start of {£1 mo) after

SBRET the start af
SART

Fiz. 1 - Study deskgn. SERT = sterentactic body radiation therapy.

o Pasquier et al, Eur Urol Oncol. 2023




Characteristics (n = 21)

Age (yr), median (IQR)
BMI (kg/m®)—missing data (n = 2), median (IQR)
Mumber of blopsy cores, median (KR
Mumber of positive biopsy cores, median (IQR)
Gleason total score at recurrence—missing data
{m=T1], (%)
&
T(3+4)
7(4+3)
9-10
PSA at recurrence (ng/ml], median (QR)
PSA at study entry (ng/ml), median (IQR)
PsA doubling rime (mo), median (IQR)
T stage on DRE art study entry—missing data
(n = 4], n (%)
I
T
T2b

Retreatment for Local Recurrence After Prior Irradiation:
Focal SBRT (GETUG-AFU 31)

Table 2 - Patient and disease characteristics at study inclusion

Total
(N=21)"

il

2b3 | .
1.0 [ 14.0-17.00
3.0 (2.0-5.00

110}

23)

(0]

2]

(10}
(26-33)
(3.2-6.0)

[ 18.1-45.0)

(35)
(47)

3 18]

BMI = body mass index; DRE = digital rectal examination; IQR -

interquartile range: PSA = prostate-specific antigen

* The percentages may not add up to 100% because of rounding.

o Pasquier et al, Eur Urol Oncol. 2023



Retreatment for Local Recurrence After Prior Irradiation:
Focal SBRT (GETUG-AFU 31)
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Tima imlerval from the start of SBERT [wik)

Fiz. 2 - Cumulative incldence of late grade *2 genltourinary toxicities. C1 =
confidence interval.

o Pasquier et al, Eur Urol Oncol. 2023



Recurrence Characteristics After Focal Salvage MRI-Guided HDR
Brachytherapy (19 Gy x 1): a Cautionary Note

Radiotherapy and Oncology 180 {2023) 109495

Regional

Fig 1. Venn diagram with the recurrence distribution. Every patient is included
only once. Patients in the green circle had a local recurrence, patients in the red
circle had a regional lymph node recurrence and patients in the grey circle had
distant metastases. Patients who had recurrences in more than one category, are
displayed in the overlapping areas of the circles. In these patients, different
categories of disease progression were not necessarily detected at the same time.

o Rasing et al, Radiotherapy and Oncol. 2023



Thank You for Your Attention!
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