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Monthly Meeting

Times : 2023/5/26(Friday) 11:00-12:00

Google meet link :  https://meet.google.com/ruh-wchr-uab
Meeting Chairperson : Mai-Szu Wu

Participant :
[ TMUH IMing-Che Liu~Yao-Chou Tsai-Shauh-Der Yeh Chien-Chih Wu-Hsiao-Yu
Lin~Jeng-Cheng Wu - Ching-Hsin Chang~Wei-Chieh Chen-Fang-Yu Ku -
Shih-Hsiu Lo ~ Te-Chao Fang - Hsi-Hsien Chen ~ Yen-Chung Lin ~ Yueh-Lin
Wu ~ Chih-Chin Kao ~ Ching-Yi Chen ~ Shu-Ching Yeh - TING-EN TAI
[WFH] Yu-Ching Wen - Liang-Ming Lee - Ke-Hsun Lin ~ Yung-Wei Lin ~ Chi-Hao
Hsiao ~ Syuan-Hao Syu » Chung-Howe Lai » Chih-Chen Hsu - Tso-Hsiao
Chen - Yuh-Mou Sue ~ Chung-Yi Cheng - Chung-Te Liu ~ Yun-Hong Yang »
Ming-Che Lee ~ Cho-Hsing Chung
[ SHH IMai-Szu Wu~ Chia-Chang Wu - Chia-Hung Liu~Yi-Te Chiang- Chia-Da Lin -
Kai-Yi Tzou ~ Wei-Tang Kao ~ Su-Wei Hu ~ Wen-Ling Wu ~ Mei-Yi Wu -
Lie-Yee Hung - Cai-Mei Zheng ~ I-Jen Chiu * Yu-Wei Chen - Chia-Te Liao -
Cheng-Hsien Chen - Hui-Wen Chiu ~ Po-Han Yu
[SKMH] Yung-Ho Hsu + Chu-Lin Chou
Chief : Chien-Huang Lin (President, TMU) ~ Yen-Hua Huang (Dean, Research and
Development, TMU) ~ Chih-Cheng Hsu (Professor, NHRI) - Ke-Hung Tsui (Vice
President, SHH)
Agenda : 1. Urology Innovation Technology and Surgical Team
2. Severe kidney disease team
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Frostatic Urethra) Lifi (PLUL)

33, PUL should be considered as a treatment option for patients with LUTSBPH provided prostate volurme 30-Bloc
and verilied absance of an obsiructive middle lobea. (Moderate Recommeandation; Evidence Level: Grade C)

Zd, PLUIL mary be oMfered as a treabment oplion to ahgitke patients who desing presendation of anectile and ejaculatony
function. (Cond@flional Recommendation; Evidenoe Lewel: Grade C)

Transwethal Microwave Thamaoy (TLIT)

25, TUMT may be offered as a treatmant option to patients with LUTSEPH. (Conditional Recrmmandation; Evidenca
Leswvel: Gradsa )

Walar Vapor Thermal Tharagy (WTT)

6. WTT should be conSidensd as a treatment option for patients with LUTSEPH provided prostabe volume 30-800c.
[Moderate Recomemsndation; Evidencs Lewel: Grade )

7. WATT may e offered as a treatment option to eligible patients who desine presasnation of erectile and ejaculatony
function. [Conditional Recommendation; Evidence Level: Grada C)

Transwethral Meaadle Abiation (TLINA)

B, TLMA is not recommmended for the treatment of LUTS/BPH. (Expart Opinion)
|

What Makes RezOm™ Water Vapor ~Boston

' Seientific
Therapy Unique? seientific

Powered by Conwvective Waoter Vapor Energy, Eezim energy

4 to effectively treatlower urinary tract symptoms secondary is
a fundamentally different way of applying thermal energy to
benign prostatic hyperplasia (BPH).

1. Unigue Heot - Upnigue Heaot . Uniguely Uses
Source — Waoter Transfer Mechanism — Prostate Anatomy —
Vopor Emergy Conwvection Comtained
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Unique Heat Source - Water Vapor .,H.-_:-ﬁ[r._-.nf-
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Rezim™ uses the storedthermal energy in watervapor as
the unigue heat source to ablate prostatetissue.
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Unigue Heat Transfer— Conwvection vs. B padtth
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Significant resolufion and volume GBoston,.
reduction’?

Seientl
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Objective of the RezOm Procedure!'© Some

Cregte o thermaol esicon the engthof

the prosiatic urethro,. gliocng each

aotergal lobe.

Accompizshad Dy
Creatfing configuous, overapping Bladder
lesions Cetween the claodder neck
and proximal 1o verumonionum
~lcmaopar ‘|

- Targefing the bulk of the Hyperplastic Tissue J Prostate
cdencmao. g

- Following the naturalsiope of The

ureiInrg.

Urethea
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3/3 Rezum &)
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06764834 79 5245ml spine 6 min 3/10 RU 22.49ml,5/19 RU5.21ml

19413862, 77 62.8ml mask 5 min 3/3 Qmax8.3ml/s, 3/14 RU 82.68ml
08224804 53 525ml VG 3 min 3/2 Qmax18.7mli/s, 3/2RU 17.07ml,
3/14 Omax18ml/s, 3/14RU 16.76ml

RezUm System Pivotal Study? Somine

Objective: Toc evoivate Thesofety and efficacy of The
Rezum System and assess its effect on wrinary
symptomssecondary ic benign prosiafic hyperpiasia
{BFH}. Primary Endpoint: sofety and efficacy.

Study Design: Level |- RCT 2:1 thermal tTherapy vs.
control {rigid cyste): 15 U.S. sites; 197 subjecis envcled

-
'

136 thermal themapy. 61 control)
Main Outcome Measures: |FES Qcl Gmax [IEF-EF,
PMISHG-Function MSHG-Bother, NMinimal Clinicaolly
mpocriant Difference [MCID) in ED

Study Protocol: Subjeciz= S0 yrs oid; 20-80 cm™
prosiate;: FSS2 13 Gmax S 15mlL/fs; doily dose of LUTS
cor ED meds prohibited: medionicbes nct exciuded
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Rezom™ Treatment Remains Durable Boston,

'-..I 1
Through 5 Years cientific

Eezim 11 Chnical ol Retreatment Rotes throwgh

5 Yeors?
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Key Takeaways?® Scientific

* Prowven durability for reatment of BPH

— 4 49T = LF Al retreatmentrate throwah S veor

D - OFs
— 1% medical retreatment rate theouwgh S years
» Significant, sustained improvement of lower urinary tract symptoms (LUTS)
and quality of life for patients with BFH from baseline
— IPEE 48% improwvement theough & yeors
— Eras 44% improwvement theough S -_-ec*'

— IFEE GO 45% improvement theouwgh S yea
- Able to reatl prostates with hyperplasia of the lateral lobes. central zone
and/ora middle lobe

* Positive safety profile
* Preserves sexuval function
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. . - . . . ~Boston,,
Indications & Conftraindications!® Scientibc

Indications:

= The Rezum System is intended to relieve symptoms, obstructions, and
recluce prostate tissue associated with benign prostatic hyperplasia
(BPH)

= Prostate volume = 30 cm?®

= Prostate wath hyperplasia of the centralzone and/or a median lobe

Contraindications:

= Urinary sphincter implant

« Penile prosthesis

= Active urnnary tract infection
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=y ERMaR = ERET Clinical nephrology - Critical
EEEET care
EEEts a pi Sl 6 _ ==~ Clinical nephrology - Critical
EEAaE e care
=3 1 Aokt S Clinical nephrology -
. Hemodialysis - Wascular
BEasT F EM AR = EEET Critical-care nephrology
] SEEEET
ML g 3 TS e Bt [ e e
@ SEEET care
it = I @ AR AT Critical-care dialysis, Multiple
. g S5 o1 organ support dialysis
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4 Critical-ill COVIDA S
prediction of cutcomes patients wiith kidiney ingury
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= TMUCRLD: TMU-Clinical Ressasrch Databsss



Fraoject 1 ongoing

Early AKI / AKD recognition biomarker

Patient enrollment
We enroll criticahHll patients aged 20-80

history of malignancy, ESRD and organ tmnsplaniation. Sepsis is defined by 1.
microbiological proof (cultures) or 2. suspidon of sepsis + =2 S0FA score. Patientswill
be dividedinto 2 groups, 1:septic AKI (n=100), 2: septic nor-AKI[n=100)

30 Dowyn

Plasma and Urine samples are collected on Day 1, Day 4, and Cay 3.

Project 2 IRBEEE &

Sarcopenia change in Critical-ill AKI patients -

Critical-ill AKI patients

D_uan:lrn:ep-sr femoris Sarcopenia index
muscle thickness

Body composition
(QFMT) {Sl} monitor (BCh)

* Gold standard for muscle mass: paraspinal muscle surface area at L4 (CTHMSA)

Construct sarcopenia model to predict patients” outcomes




Project 3 Analysis

Machine learning model to predict outcomes of
AKI-requiring dialysis patients
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Froject 4 idea
QOutcomes of severe COVID19 infection
with renal failure

Collect data in 3 hospitals

* P:severe COVID19 infection with renal failure
* |: CVVH

= C:SLEDD

» O: all-cause mortality, renal outcomes
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Mass spectrometry-based methods
and Clinical application
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Outline

* Mass spectrometry-based methods

* Acute kidney Injury (AKI):
Dissect the components of extracellular vesicles for
biomarker discovery

* Systems Serology:
Discover the biophysical properties and biological
functions of antibody

UHPLC-MS/MS:

Triple Quadruple and Multiple Reaction Monitoring (MRM)

Multiple Reaction Monitoring
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Sepsis-induced AKI

Dysregulated immune responses and = Dystfunction of renal microvascular ,;*’

systemic inflammaton i) | endothelial celis #

* Release of IL-1B, IL-S_ IL-8 IL-18 @ * Increase of mucrovascular parmeabdity madated
TNF.qa, chemokines and ROS ‘

* Activation of the complement system
* Activation of the NLRP3 inflammasome

by the VEGF/VEGFR2, ANG2/Te2 and

S1PS1PRY signabing pathways
» Shedding of endothelial glycocalyx

|
* Renal blood flow * TLRNF 4B o1 .
* Macrocrculation = * Pro-nflammatory Cytoknes .;.)‘J:‘u;.n.-;w
o MICTOCH CLABDON * Over-producton of ROS : :
* Mochondnal ingury
* Autophagy

Ageng et al. JFDA. 2022.30(2):3.



Pathway analysis

| Reactome: Input 50 proteins reported from PEAKS software (fold change =1.3)

Immune System: Neutrophil degranulation )
Hemostasis
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Clues from the literature "

Lysozyme, a mediator of sepsis that deposits in the
systemic wvasculature and kidney as a possible
mechanism of acute organ dysfunction

Gotes efal Shock, 41. (2014)

Urinary angiotensinogen predicts adverse outcomes
among acute kidney injury patients in the intensive care
unit

Alge efal Critical Care, 17. (2013)
SAAL and SAAZ have been reported as biomarkers in 5-
AKI animal model.

Lin ef 3£ Mol Cell Proteomics, 17. (2020)




What is the next step?

Target biomarker analysis

Multi-biomarkers analysis
Absolute quantification?
Screening criteria?

MGAL: Meutrophil gelatinase-associated lipocalin
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Amy W. Chung et al. Cell. 2015, 183, p.S88-538 Institute .
Selva ef al. Nature Communications 2021, 12: 2037 (2021) . ADVA




Summary

& '\We have identified potential protein biomarkers
from plasma-EVs for S-AKl. The proteins will be
verified in validation set and integrated into targeted
analytical method.

®Urine-EVs were purified and prepared for
instrumental analysis, and we will compare the
results to those identified from plasma-EVs.

€ 'We are building up platforms for systems serology,
especially for antibody biological function profiling.

®
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