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Percent of Deaths by Age Group
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Decreased Screening by Primary Care

* Vanderbilt University investigators reported that new diagnoses of
prostate cancer in the United States declined 28% in the year
following the USPSTF’s draft recommendation against routine PSA
screening.

* Journal of Urology (June 15, 2015).



http://www.jurology.com/article/S0022-5347(15)04209-3/abstract

Decreased Screening by Primary Care

* A study presented at the AUA annual meeting focusing on PSA
utilization by primary care providers at Oregon Health & Science
University found a significant 5o% decrease in PSA testing since
the release of the 2012 recommendation. Also at the AUA, a survey
of primary care providers from the University of Massachusetts
showed 75% have changed their PSA practice patterns based on
the recommendation



CA-P Incidence and Gleason Grade at Dx

* The prostate cancer diagnosis rate increased from 39.7% in 2010-
2011 10 41.4% in 2013 and 45.4% in 2015. The percentage of
positive cores per positive prostate biopsy rose from 31.4% in the
pre-USPSTF cohort to 33.3% in 2015, and the percentage of men
diagnosed with Gleason 8-10 cancers increased from 15.5% in
2010-2011 10 24.5% in 2015.



CA-P Incidence and Gleason Grade at Dx

* Newly diagnosed cancers are presenting with increased tumor
volume and grade, which may translate into an increase in prostate
cancer-related mortality; unfortunately, we may not see that effect
for another 5 to 10 years. Although we can’t establish an absolute
causal link to USPSTF from a single study, it is absolutely

astonishing to see t

nat the migration to more aggressive disease

has happened so quickly after the recommendation—particularly

since our protocols

nave been stable. While we didn’t specifically

study this, evidence from other recent studies shows an increase in

the percentage of d
USPSTF recommen

isseminated disease at diagnosis since the
dation, which is very ominous.
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Early Detection

Annual Screening
* Prostate Specific Antigen (PSA)
* Digital rectal exam (DRE)

If either of these are abnormal, the next step is a 10 minute biopsy procedure done in
the office.

* Abiopsy isthe only way to diagnose prostate cancer.

* A multiparametric MRI may also be recommended.
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Prostate Cancer Symptoms

Blood in your urine

Dull pain in your lower pelvic area

General pain in your lower back, hips or other bone areas
Urgency of urination

Difficulty starting urination

Pain during urination

Loss of appetite and weight

Painful ejaculation

Persistent bone pain

Weak urine flow and dribbling




To Treat or Not To Treat

Recent debate on whether you should treat prostate cancer or wait...
“active surveillance/watchful waiting.”

What are you waiting for?

At Western States HIFU, we believe that prostate cancer should be treated
before it can spread outside of the prostate and is no longer curable.
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HIFU Treatment For Prostate Cancer

Non-invasive cancer treatment focused on preserving
quality of life.
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Brief History of HIFU

HIFU research began in the 1950s in Indianapolis, IN.

Over the years HIFU has evolved with dramatic technical advances
and the ability to treat multiple cancers and diseases.

In 2004, U.S. HIFU opened multiple Sonablate HIFU centers outside
of the United States.



New Technology?

* In use worldwide for 17 years
* Approved in 49 countries
* 65,000+ treatments

* U.S.FDA approval October, 2015



What is HIFU?

High Intensity Focused Ultrasound

Minimally invasive therapy that focuses sound waves to create heat.

Similar to the way light travels through a magnifying glass to create
heat.

Temperature raises in the target tissue to 195° degrees Fahrenheit for 2-
3 seconds.

Destroys the targeted tissues where sound waves cross



What is HIFU?

Basic Science and Physics

* Non-Invasive acoustic ablation technique that uses
intersecting, precision- focused ultrasound waves

* Raises the temperature of the target tissue to 92 -
100 degrees Celsius

* Destroys the targeted tissues at the focal intersection

* Rapid heat dissipation past focal point



Basic HIFU Principles

Thermal Energy Distribution within the Ultrasound Beam

temp.(C) Post Focal
110 — (non-therapeutic)

By focusing high-energy ultrasound in tissue, it is possible to destroy tissue in
the focal zone without damage to intervening and surrounding tissue

After delivery of each treatment lesion, there is a short cooling period to allow
heat dissipation to allow for better controlled delivery of energy

Circulating chilled water in the probe sheath serves to protect the rectal wall



Sonablate 500 HIFU

2 2006 USHIFU, LLC

The Sonablate 5oo is a technically advanced
medical device that uses HIFU to thermally ablate

the prostate using a transrectal probe.
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Prostate Anatomy
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Physiology Of HIFU Ablation
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Ultrasound energy is absorbed and converted to heat in the
focal zone

Temperature elevation depends on tissue absorption
coefficient and thermal response of tissue

Biologic response depends on maximum temperature and
duration of exposure (thermal dose)

Temperature elevation, if sufficient, melts lipid membranes,
denatures proteins, produces vascular endothelial cell
damage, and ultimately leads to coagulative necrosis
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HIFU — A New Treatment Paradigm

Target (Focal)
Surveillance OR

Total Gland

HIFU Ablation

Targeted/Focal HIFU ablation offers a clinical
option between surveillance and surgery.




Preferred HIFU System- Sonablate

Sonablcate ﬁ;_;a.

Sonablate® has 510(K) clearance in the U.S. under a De Novo regulatory classification.
Caution: Federal (USA) law restricts the sale and use of this device by, or on the order, of a physician.



Sonablate® 500 Probe

* The probe consists of a double-sided transducer and two internal drive
motors which precisely position the transducer under software control

* The probe is connected to the Sonachill via water path tubing which is
utilized to circulating chilled degassed water to cool the transducer and
rectal wall

* The transducer is composed of two distinct crystal sets: one for imaging
and one for delivering therapy



Sonablate A3 Technology

US Imaging HIFU Ablation Tissue change
MRI Fusion monitoring

CONTINUE COMPLETE
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Sonablate® 500 HIFU
3X-Probe Image, Treat, Confirm

Imaging

TREATMENT

PROBE




Sonablate® 500 HIFU
3X-Probe Image, Treat, Confirm

Treatment

Focal Point —




Sonablate® 500 HIFU
3X-Probe Image, Treat, Confirm

Confirmation

Tissue Change Monitoring
(TCM) Sonablate software

Compares tissue changes before and
after treatment to confirm ablation the
HIFU treatment site.

% Default
Settings




Sonablate® 500 HIFU
Advanced Computer Controls

The rotation and positioning of the transducer is controlled by the computer and the
physician on the computer screen
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Prostate Size

[1 The prostate size is important because the prostate must fit inside the
treatment window in order to be fully ablated.

[1 AP Diameter vs.
O AP Limitations < 4.0 cm
O Size =Time: 10cc = 1hr
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Treatment Flow Chart
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Preplan Zones - Outline gland perimeter to determine number of
treatment zones
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Preplan Zones

o [ O [ B 1




Preplan Zones
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Targeted HIFU therapy using the Sonablate® 5oo
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Popcorn

Grade 1 Grade 2 Grade 3




Neurovascular Bundle Detection
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Sonablate 500
Long Term Data: Uchida

Biochemical Free Survival: Phoenix ASTRO
BFSR overall at 8 years: 59%

BFSR at 8 years : 5200: 55% S500: 56%
BFSR at 4 years: S 5oo V4: 84%

Software Version | # patients Biopsy Low Risk Mod Risk High Risk

negative BDFS rate BDFS rate BDFS rate
$200 33 9 75% 54% 43%
S500 406 79%

S500 V4

S500 TCM




MRI / Ultrasound Fusion

-
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MRI [ Ultrasound Fusion Guided Biopsy
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Sonablate Prostate Ablation

FOCAL GLAND
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Sonablate Prostate Ablation
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Sonablate Whole Gland Ablation
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Image courtesy of Professor Mark Emberton, University College London
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Sonablate Prostate Hemi Ablation

Image courtesy of Professor Mark Emberton, University College London
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Sonablate Prostate Focal Ablation

Image courtesy of Professor Mark Emberton, University College London
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Quality of Life Outcomes after Focal Therapy

Radical Surgery Radiotherapy Whole Focal Therapy
Gland HIFU 'Y

Hospital stay 2-5 days 45 visits 1 outpatient 1 outpatientvisit

length/visits il (2_4 hrs) (1 hr)

Return of normal urine  6-12 months 3-6 months 14-21 days 2-7 days
flow

Incontinence at 6 30%-60% 20% 204 0%
months (requiring pads)

Impotence 50%-90% 15%

51
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