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Clinical Study to Evaluate the Efficacy of the Lite-
Med LM-IASO Device for the Treatment of Urge
Urinary Incontinence (UUI) in Women

1. Mechanism of Microenergy Acoustic Pulses

2. Trial Protocol Introduction
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Mechanism of Action of
Microenergy Acoustic Pulses

Tom F Lue MD., Guiting Lin, MD., PhD.
Department of Urology, School of Medicine
University of California, San Francisco

9/18/2025



MoA Summary

Nerve Regeneration Striated and Smooth Submucosal and Urethral Elasticity

Muscle Regeneration Muscle Angiogenes

Functional evidence EMG studies Organ bath myography, Histology (1 vessel Acute 24h symptom 1 Rebound,

histology (t muscle density) benefits, similar to ED 1 Static pressure, |
density) benefits muscle stiffness
Cellular MoA ChAT, 1 neuromuscular  Pax7+ (specific muscle Ex-vivo endothelial cell  [Guiting, use the ED Fibroblast proliferation, 1
junction, restore TH / stem cell activation), EAU  angiogenesis diagram to show the pro-elastin > elastin
nNOS balance {generic cell division), endothelial cell pathway]  fibers; EAU/Ph4
eMHC (embryonic activation

muscle), nuclei
centralization

Molecular MoA BDNF /NT3 sRNAseq > PCNA VEGF, PDGF, IGF Nitric oxide release wnt pathway
neurofrophic factors activation > following endothelial cell
Kie7/CCNEZ; IGF for shear force
smooth muscle; Wnt
pathway

Presentation Title w

Nerve RegenerationFrunctional evidence

EMG studies: MAP therapy significantly enhanced compound muscle action potential (CMAP), decreased the
CAMP growth rate in vivo, improved the muscular electric activity of urethral sphincter.
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Nerve Regeneration Cellular mechanism

MAP significantly regenerated the neuromuscular junction, increased expression of ChAT, restored TH / nNOS balance
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Nerve Regeneration Molecular mechanism

) MAF b) %

» MAP enhanced expression of
neurotrophic factor, including BDNF,
NGF and NT3

» MAP promoted neurites regeneration

» MAP modulated PERK, PI3K and MEK
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Striated and Smooth Muscle Regeneratlon
Functlonal evidence g

» MAP sngnlflcantly reconstructed urethral muscular structure
» MAP improved muscle function.
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Striated and Smooth Muscle Regeneratlon

Cellular mechanism s e
» MAP activated muscle stem cells (Pax7+) N ' -
> MAP enhanced EdU (generic cell division) incorporation : :
> MAP significantly increased eMyHC (embryonic muscle) expression . ”
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centralization TS L f 14411
on 7 r ‘f‘ s / 1:’/ 7 '( /;,
e ; " e = " e 1
[ rrcte TR g 2 L] - L X -
3 ) R —
o (o) e [on] - : !
1 » -
b S . o~ - -
‘ l l[; .‘_ql &= & ] l :.:--._. (- 3 - | ‘i i @
| B [ros— oS Capomson [ ——— |
4 ® @ i
A St roren -
- > 7 7 7




Striated and Smooth Muscle Regeneration
Molecular mechanism
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Submucosal and Muscle Angiogenesis
Functional evidence

<+ MAP significantly promoted the angiogenesis of
urethral vascular plexus within the urethral
submucosa and muscular layer.

umen Langitisse S0 Craus S\




Submucosal and Muscle Ang10genes1s

Cellular mechanism 5 53 2
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> In the Ex-vivo R
endothelial cell i
angiogenesis
experiment, MAP
significantly enhanced
the angiogenesis.

> MAP significantly
increased Rat
endothelial cell
antigen (RECA) and
VEGF expression

Submucosal and Muscle Angiogenesis

Molecular mechanism MAP unregulated angiogenic factors
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Acute Vasodilation

Functional evidence

» Immediate Symptom Relief: Clinical feasibility and Phase | trials show that MAP
treatment leads to rapid improvement in urinary incontinence symptoms, often
within 24 hours.

» Pelvic Congestion & Warmth: Patients frequently report a sensation of
pelvic/perineal fullness and localized warmth post-treatment, suggesting increased
local blood flow.

» Mechanism — NO Release & Urethral Pressure: These acute effects are likely
linked to nitric oxide (NO)}-mediated vasodilation, leading to pelvic vascular
congestion and elevated static urethral pressure—similar to the mechanism
observed in ED treatment.

Acute Vasodilation ceiuiar mechanism

Mechanical shear force
induced endothelium
release NO to initial the
vasodilation of urethral
vascular plexus

Schwann coll
activation

Acthvation of resident
Iperivascular) stom celly

{endothelal)
progenitor cells




Acute Vasodilation Molecular mechanism

MAP

Neutrophil
Platelet Blood
Agonist  Shear stress /NO + |
> Nitric oxide release ReceptorCa’*—» L-Arginine —> L-Citrulline Endothelium
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force on endothelial NO
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Smooth muscle

Urethral Vascular Plexud/asorelaxation

Static Urethral Pressure !

Urethral Elasticity Functional evidence

> 1 Rebound of
urethral
sphincter
muscle
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> | muscle 4
stiffness of EUS '

» 1 Static urethral
pressure

» More functional
Elastic fibers




Urethral Elasticity Cellular mechanism

control

» MAP enhanced Fibroblast proliferation
» MAP 1 pro-elastin > elastin fibers
» EdU/Ph4 ( proteoglycan 4 ) activation

Urethral ElasticityMolecular mechanism
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Other potential

MAP therapy increases mitochondrial biogenesis and cellular
ATP production in vitro.
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(z). MAP regulsted mitochondral biogenesis through AMPE
pathway.(b)&ic).Dose  response  relabionship  of MAP
enhanced- AMPY phosphonylstion in penile smooth muscle
cells (P<0.05, n=3). (d)& (=). MAP mcreased mitechondrial
biogenesis in smooth muscle celis. The cells were cultured in
DMEM with nommal glucose (MG) or high glucose (HG) for 4
days to induce the damage of mitochondra. The cells were
trested with MAP at diferent lewels of biological energy 0,14,
27. 45 (mJ/'mm?® S). After that, 10 ub EdU was added into the
culture “medium for the labeling of newly replicated
mitochondrial DWNA (green. arrows). 24 hr later, 200 nM
cker (red) was added into the cufture medium for

mitochondrial labeling for 15 min, the cells were then
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MAFP treatment the mitochondrial DNA replication [EE.'?IJ' — — R E\ § 4 1800 2 10
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Clinical Study to Evaluate the Efficacy of the Lite-
Med LM-IASO Device for the Treatment of Urge
Urinary Incontinence (UUI) in Women



Protocol review

FOZLBE (Primary End Point )
AL (Efficacy ) : ZEEEERLL NIRRT IS © B H PR ALE
SAEE - TGS R ELERE T AYEEEE
Segete (safety) : EHBLLFrAUIEITAPHS © ML LTl
( Adverse Events, AEs ) HEsd =it B ARS8 4
{FATEEE AN L2 {4 ( Serious Adverse Events,
SAEs)

Secondary end point :

+ 1) Efficacy Assessed by Change in Incontinence Quality of Life score (I-Qol)

+ 2) Efficacy Assessed by Change in Overactive Bladder Symptom Score (OABSS)
» 3) Efficacy Assessed by Change in Pads per Day

* 4) Efficacy Assessed by Change in Urge Incontinence Episodes without a Leak
+ 5) Efficacy Assessed by Change in Urge Incontinence Episodes with a Leak

* 6) Efficacy Assessed by Change in Bathroom Visits per Day

« 7) Efficacy Assessed by Change in Nighttime Bathroom Visits

» 8) Usability Data (e.g. Ease of Use, Satisfaction, Preferred Intensity Settings)

* 9) Treatment Compliance
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JEPEERE (Treatment Sessions )
| e
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Oweracirve Bladder Symplom Score (OABSS
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Description of Evaluations

* |-Qol Questionnaire

» Overactive Bladder Symptom Score (OABSS)

* Pre-Study Incontinence History and Usability Questionnaire
» Daily Log (Baseline week and treatment weeks)

* Post-Study Follow-up Usability Questionnaire

» Adverse Events (Throughout Study).



