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The Problem: OAR — Organ at Risk

e Rectum has been the dose-
limiting factor

* Rectal Toxicity / Rectal
complications

— Bleeding, frequency,
urgency, pain, fistulas

 Loss of QOL

— Rectal injury can lead to
bowel, urinary and sexual
symptoms that can affect
patient health and quality of
life during RT and for years A 6
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Radiation Dose to Rectum is Inevitable

without Prevention

* Rectal radiation has Rectum and Prostate Movement
been unavoidable
due to close Without With
SpaceOAR Hydrogel SpaceOAR Hydrogel

proximity to prostate

/ Radiation \

Prostate

* Prostate movement
between and during ,
treatments ‘)
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An Emerging Practical Solution:

PEG Hydrogel Implant: What it is?
]

Hydrogel Rectum

Prostate
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SpaceOAR is an FDA-Cleared PEG Hydrogel Implant that

Protects the Rectum by
Temporarily Moving it away from the Prostate During Radiation Therapy

snace | | OAR ® ®
g IR
Creates a perirectal space to mitigate
Gel injected with 18 gauge needle and negative side effects of radiation therapy
solidifies within 10 seconds
Prostate :
Composition | PEG hydrogel - ey
YRectum ! ' '
Absorption Approximately 6 months ., - /, 4
Formulation | In situ polymerizing — . ——
space ersistence of absorption
Visibility MRI, Ultrasound ’  SPaceoAR ’
System
Indications Prostate-rectum spacer
WW Adoption | 27,000+ patients treated Remains in place for 3 months, absorbs

and leaves body through urine




PEG Hydrogel Procedure is Relatively

Simple and Quick in the Office

Sterile Prep Tray
[ SpaceOAR Kit

Saline
10 cc Syringe

s ,,j[w
- \ y
" TRUS Probe in Stepper
with Stand-off Balloon
I |
Ultrasound
and Monitor \UI
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PEG Hydrogel Implant: Does it work?
¥

Prostate | Rectum
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Plvotal DeTtinitive tudy Demonstratec
Safety, Significant OAR Dose Reduction,

and Long-Term Clinical Benefits

Study design* Dosimetry: protection of rectum and penile bulb
Study design Procedure results Mean rectal dose volume histogram
. 25 -
B Prospective W 99% Technical success % .0 74% reduction = Control
. . o/ ” «, ” - . 3
B Randomized: 222 pat|ents B 99% e-asy or very ?asy g in rectal V70 W Spacer
® Multi-center: 20 Centers ® No device related AE’s S §5 I l
® Patient Blinded ® Noimplant site infections & 20 -
©
® 6,12, 15 and 37 month follow up ™ 37% general, 32% local, S 5
o
B MRI planning 25% MAC 0
® Plans were reviewed by Core Lab ™ 1.3 cm space created V&N VS VAN VS V70 V75 VRN
Control 21 18 15 13 10 8 4
Spacer 10 8 5 4 2 1 0

Late rectal toxicity, grade 2+2

Median penile bulb dose?

§5% @ Control 20 4
— S OAR =0.036
S a% pace 15 | p "
(%]
G 3% - 10 -
8 1% 0 4
0% Control Spacer
0 10 20 30 40
Months

AUL

Source: Mariodos et al, Int’l ] Radtion Biol Phys, Vol 92, No 5, 2015; 2Hamstra et al, Int’/ J Radiation Biol Phys, “Continued, Benefit to Rectal Separation for Prostate Radiation Therapy: Final Results of a PhasemWNCE UROLOGY
Vol 97, No 5; December 2016. D
Note: 3The rectal volume receiving >70 Gy



Pivotal Definitive EBRT Study Demonstrated:

In Addition to Reduced Toxicity,

Patients Experienced Long-term QOL Benefits

3-Year QOL findings in randomized clinical trial
Percent of men with clinically significant (2XMID) declines in quality of life, 3-years post RT*

1 in 8 control patients had

80% - m Control W SpaceOAR . g . .

. 60% significant declines in
£ 60% - overall well-being in all
23 40% - three domains (bowel,
s} 21% 23% .
£ H0% - » » 12.5% urinary and sexual)

0% - .
. . SpaceOAR patients
Bowel Urinary Sexual Bowel, Urinary and
Sexual
Percent of men with worsening sexual function, 3-years post RT?2 “No previous prospective
" Men with Sexual EPIC > 60 at Baseline randomized trials of other
] k R
mControl  MSpaceOAR ey radiation treatment

modalities (such as IMRT,
image guidance, proton
therapy, or stereotactic
therapy) have identified such
an improvement in ED and

Percent with worse function

%
% *
—
[ *
— | — %
40 - M  %p<005
0 J

T T T T T T ¥ T w T
Desire Erection Orgasm Erection Erection Awakenw Sex Inter- Overall Sexual QOL ”
Ability Ability Quality Frequency Erection Activity course Function .
Very Very Very Not < Half <1/ <1/ <1/ Very
Poor/Poor Poor/Poor Poor/Poor Intercourse Desired week week week Poor/Poor

2016. ?D. A. Hamstra et al., Pract. Radiat. Oncol., “Sexual Quality of Life Following Prostate Intensity Modulated Radiotherapy (IMRT) with a Rectal/Prostate Spacer: Secondary

( t (: Analysis of a Phase Il Trial,” Vol. 8, No 1, 2018.
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ER Source: Hamstra et al, Int’l J Radiation Biol Phys, “Continued Benefit to Rectal Separation for Prostate Radiation Therapy: Final Results of a Phase Il Trial,” Vol 97, No 5; December « l l l



Summary:

Definitive EBRT Study Results

1.3cm 74% 75%
More — Less — Less — Better
Space Rectal Late Rectal Qua.litl/
Radiation Toxicity of Life
(rv70) (Grade 1+)

In the pivotal trial, SpaceOAR patients did not experience any Grade 2 or greater rectal
toxicity (e.g. proctitis, rectal bleeding, or fecal incontinence).’?

ER 1) Hamstra D, et al. Continued Benefit to Rectal Separation for Prostate RT: Final Results of a Phase Ill Trial. Int J Radiation
Oncol Biol Phys, Vol. 97, No. 5, pp. 976-985, 2017
1

2) Hamstra D, et al. Evaluation of sexual function on a randomized trial of a prostate rectal spacer. J Clin Oncol 35, 2017
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PEG Hydrogel Implant Current Status

e 27000+ Procedures

* 500+ Centers

 Qver 66 Peer Reviewed Publications

e Currently used in 19 out of the Top 20 US Cancer Centers

(U.S. News & World Report)
 Emerging Use with All Forms of Prostate Radiation:
— EBRT IMRT
— Brachy (LDR/HDR)
— Proton
— SBRT
— Combination therapies (EBRT + LDR/HDR/Proton boost)

e Standard-of-care use

— NRG GU 005 Rodney Ellis hypofractionation
* SpaceOAR is allowed in the same way rectal balloon

— COMPPARE (Proton vs Photon Radiation)
» SpaceOAR is allowed in the same way rectal balloon «U[
1
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PEG Hydrogel Implant Emerging Status:
What it the future?

‘,

" Rectum

Prostate Hydrogel

1~Ul

koA ADVANCED UROLOGY



SpaceOAR

Approved Definitive EBRT

* US pivotal trial inclusion criteria

 T1 or T2, Gleason Score < 7, PSA < 20ng/mL, <50%
positive cores

« MRI mandated

Indication for use:

SpaceOAR System is intended to temporarily position the anterior rectal wall away
from the prostate during radiotherapy for prostate cancer and in creating this space
it is the intent of SpaceOAR System to reduce the radiation dose delivered to the
anterior rectum. The SpaceOAR System is composed of biodegradable material and
maintains space for the entire course of prostate radiotherapy treatment and is
completely absorbed by the patient’s body over time.

ER Current use: All non-ECE radiation treatment setting \U[
1
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SpaceOAR

Ongoing Research: Definitive SBRT/SABR

POTEN-C study, UTSW: randomized, multi-institution investigator

initiated study sexual function QOL study (SAbR with or without
neurovascular-sparing dose plan)

FidaDoctor  Condions &Trestments  Locations  Academics @,

UT Southwestern
Medical Center.

Prostate Cancer

Prostate Cancer POTEN-C Clinical Trial

“ Treatments POTEN-C Clinical Trial Meet the Team View Locations

UT Southwestern is leading the first clinical trial using stereotactic ablative
radiotherapy (SAbR) to preserve sexual potency after prostate cancer.

The Prostate Oncologic Therapy While Ensuring Neurovascular Conservation 7\

(POTEN-C) clinical trial is a national, multicenter trial, led by UT PS, TEN-C
Southwestern cancer specialist Neil Desai, M.D. The POTEN-C trial

combines SAbR with a new technique that aims to lower the dose of

radiation to nerves and vessels involved in sexual function, which hopefully
ER will reduce patients’ risk for erectile dysfunction. «U I
( ( Controlling Cancer While Preserving Potency 1

N htps://www.clinicaltrials.gov/ct2/show/NCT03525262 ?term=Desai&cond=Prostate+Cancer&rank=2 ADVANCED UROLOGY



https://www.clinicaltrials.gov/ct2/show/NCT03525262?term=Desai&cond=Prostate+Cancer&rank=2

SpaceOAR

Ongoing Research: Salvage Post-Prostatectomy

* Chao et al- Dosing study on 4 pts.
* Mean of 12mm of space created with no complications
* 51% reduction in V70
* Only 1 pt. with Grade 1 toxicity at 3 months follow up

* Yeh et al- Salvage HDR in 69 pts.
 No Grade 2+ Acute Toxicity
* 1 pt with Grade 2 toxicity at 6 months that resolved

* Pinkawa et al- case report 20 years post-prostatectomy,
urethrovesical anastomosis spacing
* 1cm of space successfully created
BIR . Radiation therapy completed with no complications AU[
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https://www.redjournal.org/article/S0360-3016(16)31658-3/pdf
https://www.ncbi.nlm.nih.gov/pubmed/25339311

SpaceOAR

Ongoing Research: Salvage Cryoablation

Salvage Cryoablation of prostate with transperineal Denonvillier’s
Fascia space expansion with SpaceOAR: a novel technique.
C. Shepherd, H. Clarke, Medical University of South Carolina

* Single center, 10 pt study, 3-6 month follow up

“Use of SpaceOAR with prostatic cryoablation provides
a safe and effective modality for the protection against
rectal injury while also allowing for increased depth of
treatment penetration.”

B “Future studies evaluating the long term outcomes of \U[
[@|C | this new technique are needed.” 1
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Future Directions:

Apply PEG Hydrogel Technology to Other Organs

Potential new indications

In the futu re, hydrogel Head & Neck Esophagus
technology may be applied B <\ Lung
to other organs throughout reast 0

the body that could benefit N . \ Bladder
from space creation . rectal

"\ =

i
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TracelT hydrogel:

Soft tissue marker and platform for new spacing indications

Overview

TracelT

Similar hydrogel technology as

Description SpaceOAR

Composition PEG hydrogel with 1% bound iodine

Absorption  Approx. 7 months

Formulation Particulated injection

Visibility MRI, US, CT, CBCT, mammography

Soft tissue marker (US)

Indications Soft tissue marker and spacer (OUS)

Approvals FDA, CE Mark, TGA

TracelT tissue marker benefits

M Benefits:
= CT and MR visible = Does not migrate
= Bioabsorbable = No artifact

= Less invasive (small needle diameter injections)
B Target uses:

= Bladder, prostatectomy, head & neck, GYN, pancreas, liver,
esophagus, tumor bed

M Clinical experience:
= Bladder marking clinical studies (UW and Victoria, Australia)
= Post-Prostatectomy urethral marking study ( Australia)
= GYN marking clinical study (Brigham & Women’s Hospital)
GYN

Bladder Stable in
bladder

wall

Liver

CT and
MR
No

— — A visible «
artifact 1
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In Conclusion

* Hydrogel spacing is rapidly becoming standard of care for
prostate cancer radiotherapy with growing adoption by
the urology community

* Opportunities exist for clinical investigation of adjacent
prostate indications (i.e. post prostatectomy, ablative
therapies)

* Hydrogel technology may be applied to other organs
throughout the body that could benefit from marking or
space creation (i.e. Bladder, GYN, pancreas)
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