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Monthly Meeting

Times : 2024/1/19(Friday) 14:00-15:00

Google meet link : https://meet.google.com/ias-vbwh-hrg

Meeting Chairperson : Kuan-Yu Hung
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 ~ 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 ~ I-Wen Wu - Tze-Wah Kao ~ Kuan-Hung
Lin
[SKMH] Yung-Ho Hsu * Chu-Lin Chou
Chief : Mai-Szu Wu (President, TMU) ~ Yen-Hua Huang (Dean, Research and
Development, TMU) ~ Chih-Cheng Hsu (Professor, NHRI) - Ke-Hung Tsui (Vice
President, SHH) - Shing-Hwa Lu

Agenda : 1. Functional urological team

2. Acute kidney disease team
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UA002 (Allogeneic Amniotic Fluid Stem
Cells) in Patients with Radical
Prostatectomy (RP)- or Diabetes Mellitus
(DM)-Associated Erectile Dysfunction

(ED)
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* Study Title: An Open-Label, Non-Randomized, Dose-Escalation Phase | Study to Evaluate the Safety of UADDZ

[Allogeneic Amniotic Fluid Stem Cells) in Subjects with Diabetes Mellitus (DM)- or Radical Prostatectomy
[RP)-Associated Erectile Dysfunction (ED)
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Study Overview

Indicabion Dhabetes Wellitus (DM cx Fadicsl Prostatectormy (BP - Associxed Ewctile Dyysfimetion (FTD
Study Desgn Crpan-label, 3 + 3 dose-escalation, sand dose-expension study
Fhase I
Study sale- Multple sites i Tatwan
B tudy Intrrendin & zingle intracavemens injection of TADKS CAllngenes: Anmactc: Fhod Stem Cellg)
Sthudy Poymlahon Bubjects aged 128~75 years ald with DI- ox EP-associated ED
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Objectives (1/2)
OBIECTIVES |[ENDPOINTS
Primary
1. Toaszess the safety and 1. Incidence of doge-limiting  toxicity (DLT) for masinnnm

tolerahility of TTADTE in subfcts tolerated dose (MTD) evaluation, snd change from haseline
with DM- or EF-aszociated ED to post-testnent visis in vital s1gms, 12-1ead

2 ;‘f&fgﬁﬂﬁﬁﬂ“{fﬁm specific antigen (PSA) level (for the RP subjects only), panel
kazed on dose-limiting toxicity
(DLT) chservation in subics
with DM- or EF-aszoctated BED |20 Incidence of advese events (AEs) AFs of special Interest

electocardiogram (BEG), and laboratory parametess, prostate

mactive antibody (PRA) Evel and the nomber of subect
abnormnal finding of physical exsmmation snd chest Xy

(AERTs), and sericns advese events (SAES) upto 52 weelks
3. Incldence of immediate AFs
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Objectives (2/2)

OBJECTIVES |[ENDPOINTS

Secondary

1. Teoassess the peelimdnacy 1. Chinge from kbaseline to post-teament vislts in the soom of
efficacy of TTADDR in subpcts Intemational Index of Erectle Fonction (TIEF)

with DM- or RP-associted ED 1y cyange from baseline to post-treatment visits in Frection

Hardness Soore (EHS)

3, Change from baseline to postteatment visits In Sexual
Encounter Profile (SEP)

4, The percentige of weponders of Glohal Assessmoent
Cuestions (GACN at post-tossient  Visits

5 Change from baseling to Wisit 7 (Day 169 and Visit SEDE
(Diay 365) In peak systolic veloctty (PSV)and end-diastolic
velocity (EDV)

1 A2 s Eompmrsien. Sl 5 M __l ..... _'I._ _“ ¥ “. e

Inclusion Criteria (1/3)

For all suly

1. Maleaged =18 and = 75 years old

Whe s willing 2 engage in sexual activity at least twice per meonth doring the stody
With a total festosterone level = 200 ngfl at the sceening wisit

Whe does not satisty sewual activity with proper sexval stirmulation n spite of taline o oomn dose of ocal
FDE5 mwhikitr within last § wesks polor 0 the sorefning visit or who 5 onwilling or unsuithle for
stamdard teeatent other thim PDES mhibitor (incloding intracavernons injection vascactlve agents anddx
varmmn consticion device (WCD)

7. IFthe subgect has taken ©-hlocker, the frequency and the dosage should be stable for moe than 12 weeks
price to the sceening visit
8. Subjct has signed inforroed consent

9, Willingness and ahility to comply with protocolstated eoquirements, nstmctions, and mstictions n the
Imvestizator's  mud geTnent

o
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Inclusion Criteria (2/3)

2. For the subpct with diabetes roellits (DM):

2
b,

c
d.

Diagneosed with type 1 or type 2 DM

Has recetved and 15 willing 0 confinue o weeeive westoents foe DM
HbAlc between 6.5~108% at the soreeming yisit

With EF domain of I[EFS score between 11~22 at the screening visit
Has never recaved adical prostaiectomy (RF)

EL' history < 3 vears

Diagnosed with ED at least 12 weeks prior to the screening visit

7 M Cpion. ot - er-

Inclusion Criteria (3/3)

3. For the subect with madical prostateckomny (EF:

a.

Prior to RP, the subgect had

*  Momoal erectile function o milld EDY (fodzed by the investigator retecspectively at the screrning
Yisit)

»  With localized poostatle comeer: prostate specitic antlgen (BFRA) < 20 nginl, pathological Gleason
soore grade 1 (Gleason seoe sum = 6 (3430) or 2 (Glesson seore sum 7 (O340, pathological stage
= T2 (M0, Ko

Fereived RP within 12 to 52 weeks prior to the screening visit

With FEA = 0.2 ngfnl. and without additional radiotherapy or hommnone therapy after BF
With EF domain of IIEF scome between 11-22 at the screening wisit

HbAlc < £5% at the soeening visit

7 M Cpion. ot - er-



Efficacy Assessments

* Intemational index of erectile function (I1IEF)

* Erechon hardness score (EHS)
* Global assessment question (GAQ)
*  Sexual encounter profile (SEP)

* Duplex Doppler ultrasonography

S ” AZ Healthcara

......

Safety Assessments

* Incidence of dose-limiting toxicity (DLT) for maximum tolerated dose (MTD)
evaluation, and change from baseline to post-treatment visits in wital signs, 12-lead
electrocardiogram (EEG), and laboratory parameters, prostate specific antigen (PSA)
lewe] (for the RP subjects only), panel reactive antibody (PR A) level, and the number of
subijects abnormal finding of physical examination and chest X yay

* Incidence of adverse events (AES), AFs of special interest ( AESIg), and serions adverse
events (SAEs) up to 52 weeks

* Incidence of immediate AEs
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H Outline

= AKI alert systerm and clinical application

* Multi-omics research investigating molecular
signature of septic AKI
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AKI eAlert system & AKD tracking system

— Electronic alert of AKI ] — AKI care bundle
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Cratabaszes of AEI-AEKD research
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Timeline of AKI, AKD, and CKD labeling
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Features selection from 28 parameters of 10000 AKI samples of 200 7-2020 cohort
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Machine learning-based prediction model tn.f
find out “most-in-need” AKI patients

Prediction model-assisted risk
stratification of AKI patients
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Intensified AKD care to reduce CKD with Al prediction model-based risk stratification
and dialysis discontinuation: ISACC-AIRDC trial

Primary endpoint
AKI- p— High risk for | MDT care MAKE
nroliment: ESKD
;";' L Trial ,. | || eGFR dedline
T participants Iég-:Dﬁﬁk for | 4 5tandard M-::rtalit-..-|
Prediction Model =T | [oiaiysis]
Risk Stratification Lis
" Weaning dialysis
Incident Dialysis mmrj —RAALE
pﬂtiE‘l’ltﬁ- B Mﬂ-l’tillhl'
(AKI-D, AKD-D) S P e Dialysis dependency




Features of EL-AKD and EL-CKD .
mmE-—l::E-—

L1 AKlstage <0.001 eGFR <0.001
1 Diuretics 0.02 =0.001 Creatinine 0.10  =<0.001
| eGFR 0.01 0.22 GOT 0.01 0.43
1 nsAID (injection) 0.01 0.08 Diuretics [injection) 0.01 < 10.001
| = Anticholinergic 0.01 0.10 NSAID 0.01 0.100
B ace 0002 006 Monocyte 0.009 <0.001
PPl [oral) 0.007 0.05 Blood type A 0.007 098
" Crestinine 0.006 0.32 Diuretics 0.004 <0.001
L Bu 0008 022 SGLTZ] 0004 068
H Antibiotics &

Antibiotics 0.002 0.07 Chemotherapy & 0.003 0.18

NSAID [injection)

GPT 0001 058 Antibiotics [oral) 0.003 001
N Drugallesy <0.001 0.43 Drug allesy £0.001 0.001
13 | Anti-fungal <0001 0.68
| 1a | Bazophil =0.001 <0.001
| 15 | AKI stage <0.001 <0.001

Performance comparison of EL-AKD and EL-CKD with n-ther"

machine learning models.




Molecular signature of renal progressio
in septic AKIl: a multi-omic approach
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Fachine learning algorichim
to integrate big datassts

Biological network f Organ cross-talk

Z4HE Multi-omics
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Multiomics strategy

Genomics
Epigenomics
Transcriptomics
Proteomics
Metabolomics
Microbiomics
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107 small molecules (14 classes) 912 lipids (25 classes) -

AKI-AKD-CKD continuum:
Unmet clinical need and market-oriented
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Target metabolomics: lipophilic metaboht@

"MxP® Quant 500 XL OR Biocrates P180 a
1,400+ biomarker candidates = 1,000+ metabolites & 400+ metabolite sums and ratios




