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Objectives Cordance Guidance Accurately Targets All Regions of the Brain

A Develop a Focused Ultrasound (FUS) device to enable precision medicine in brain tumor patients that can 1) guide uitnrasiovasivelyto enable S
brain-wide safe opening of the BBE2) Correct for patient specific properties (physical and acoustic); 3) Ensure the device fits within the current work
flow of community practicesfor treating cancer; 4) isompact & portable

A As a first indication, enable improvementdiguid biopsydetection and analysis to facilitate precision medicine in brain tumor patients.

TLR: Temporal Lobe Right Targ

F: Frontal Lobe Target
C: Cerebellum Target

Background

The BBB Stops Our Most Effective Cancer Tools for GBM Patients BBB Opening with FUS + MB may enable Liquid Biopsy in GBM

Liquid Biopsy

ATargets are defined in Figure A.
Side View ARed ellipsoid shapes in Figure®Bndicate the accuracy and
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Specimen

The Cordance NeuroAcces®evice: NoAnvasive, Painless BBBpening

BBB tight junctions temporarily

Lowfrequency 220KHz S open due to bubble
(LF) therapy transducers BBB tight junctions expansion/contraction caused

interspersed with wide by ultrasound
band (WB) monitoring
transducers
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Solid Tumor (e.g.

Highfrequency 2MHz (HF) NSCLC, Breast)

Imaging transducers :
| Endpoints:
Microbubbles A Safety PostBBB Opening Specimen &
A Opening of BBB MRI Confirmation of BBB
A Improved Sensitivity Opening/safety
Tissue Genomics & Specificity ofcfDNA

Us of a diagnostic MR Patient puts on cap Realtime dyhamic tracking  Microbubbles are BBB opening, enabling liquid
of target location(s) administered biopsy or drug delivery

AThe Cordance cap contains three types of transducers: ) )
A Lowfrequency (220KHz) for providing therapy (i.e., opening the BBB). Process for AﬂalySIS of Blood Speumens
A Highfrequency (2MHz) for imaging through the temporal lobe (used forinwasive alignment with diagnostic MRI).
A Wide-band monitoring transducers.

A Acoustic coupling and conformability to physical shape are provided by a fillable, disposable jacket between the cap.and|head

Pre-Clinical Opening of the BBB in a Large Animal

Postsonication MR Evans Blue Stain

Impact of Cordance Guidance in Improving Accuracy

Conventional Focusing through Head

CL=2.5dB, SS=10mm, PE=1.5mm CL=1.5dB, SS=15.5mm, PE=4.5mm CL=1.0dB, SS=10.5mm, PE=5.5mm CL=0.5dB, SS=9.0mm, PE=4mm CL=1dB, SS=9.5mm, PE=6.5mm
Conventional through Water C O n C I u S I O n S
Ideal Benchmark example

5 008, 5526, PEet 1.We have developed a portable, scalable, nmvasive focused ultrasound device to enable braxnde, safe
opening of BBB.

Cerebellum Frontal Lobe Parietal Lobe Temporal Lobe Right Temporal Lobe Left

CL=7.5dB, SS=5.5mm, PE=0.5mm CL=6.5dB, SS=4.5mm, PE=1.0mm CL=7dB, SS=10mm, PE=1mm CL=6dB, SS=4.5mm, PE=1mm CL=7dB, SS=6.5mm, PE=1.0mm

2.Utilizing low frequency US & Cordance guidance technology we can target all regions of the brain, correcting
S ———— variance In physical and acoustic properties.

Reduced Aperture

3.Designed a clinical trial schema to evaluate the safety and efficacy of the Cordance Device for improving liqu
biopsy results in primary brain and brain metastatic cancer patients.

Cordance Guidance Focusing through Head




