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Landmark randomised controlled trials evaluating

antiplatelet therapy in secondary stroke prevention

Mean follow-

alleles within 24 hours of
symptom onset.

by 75 mg daily. Both groups received
aspirin 75 mg daily for 21 days.

Study Study population Trial design o Outcomes
1095 with ischaemic . . i ive ri i
CSPS N IS Cilostazol 100 mg two times Ithaemlc stroke relative risk reduction
stroke within 1-6 dail laceb 1.5 years (cilostazol vs placebo): 41.7% (95% ClI
(2000) months in _]apan al y V5 p acebo 9.2% to 625%, p=0015)
20 332 patients with . FIrSt. r'ecur‘renf:e I .
i<chaemic stroke within 90 Aspirin/dipyridamole (aspirin/dipyridamole vs clopidogrel):
PROFESS (2008) o (25/200 mg) two times daily vs 2.5 years 9.0% vs 8.8%; p=NS.
days of randomisation and . . . .
clopidogrel 75 mg daily Risk of major haemorrhage: 4.1% vs
an age of 50 years or older. 3.6% p=NS
.07,P= .
T e Recurrence of cerebral infarction
Cilostazol 100 mg two times i irin): 2.76% 719
CSPS-2 (2010) | cerebral infarction within . . 8 29 months (c_”(())i;;zgl v gl 201850 W ELT I,
previous 26 weeks in Japan daily vs aspirin 81 mg p=0.0357.
Haemorrhage: 0.77% vs 1.78; p=0.0004.
Rate of recurrent stroke, myocardial
13 199 patients with recent Ticagrelor 90 me two times dailv vs infarction or death (Ticagrelor vs
SOCRATES (2016) stroke or high-risk TIA as ifin 100m gail ¥ 4 months aspirin): 6.7% vs 7.5%, p=0.07.
within previous 24 hours P g catly Rate of ischaemic stroke: 5.8% vs 6.7%;
p=0.046.
18319 patients ‘I:’ith V:CET Aspirin 81 mg or clopidogrel | ) o
i i i . Annual rate of recurrent stroke (DAPT
CSPS.com Ischaemic stroke and eitherl 25 1,0 and cilostazol 100 m
at least 50% stenosis or g dail .. & 1.4 years vs SAPT): 2.2% vs 4.5%, HR 0.49 (95% ClI
(2019) more than two vascular two _t'mes s R el 0.31t0 0.76; p=0.001)
risk factors clopidogrel
6412 patients with a minor| Ticagrelor 180 mg on day 1 followed New stroke (Ticagrelor plus aspirin vs
ischaemic stroke or TIA and| by 90 mg two times daily or clopidogrel plus aspirin): 6.0% vs 7.6%;
CHANCE-2 (2021) | CYP2C19 loss-of-function | Clopidogrel 300 mg on day 1 followed| 90 days HR 0.77, 95% Cl 0.64 to 0.94, p=0.008.

Severe or moderate bleeding: 0.3% vs
0.3%.

July, 2022. SVN
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Dual Antiplatet Therapy Versus Aspirin in
Minor Stroke or TIA

Meta-Analysis of Randomized Controlled Trials

(f * - Aspirin + P2Y12i  Aspirin + Placebo
N

#
@ D
4 trials, 21,459 patients with

minor stroke or high-risk TIA N=10,737 N =10,722

Recurrent Stroke (N) 626 827
RR 0.76; 95% Cl, 0.68-0.83; P <0.001

Major Bleed (N) 71 29
RR 2.2; 95% Cl, 1.14-4.34; P =0.02

In minor stroke or high-risk TIA, short term DAPT
reduced the risk of recurrent stroke at the expense of

a higher risk of major bleeds

27 Apr. 2021 Stroke




Cilostazol for Secondary Stroke Prevention

History, Evidence, Limitations, and Possibilities

Comparison of the Mechanism of Action, Common and Major Adverse Events, and Out-of-Pocket Cost of
Common Antiplatelet Medications Used in Stroke Prevention

Medication Mechanism of action 2/\I/c;;tt§ommon adverse Major adverse events | Monthly cost
Reversible intracellular Headache, diarrhea, Contraindicated in
Cilostazol . palpitation, dizziness, | patients with heart $9.00
PDE3 inhibition . .
tachycardia failure
Headache, dizziness
- Reversible intracellular L ’ Major bleeding (when
SR PDE3 inhibition abdpmlnal dls.tress, combined with aspirin) LA
angina pectoris, nausea
Aspirin Irreversible inhibition Dyspe.p5|a, ra'ush, fmnor Major.bleed'mg, upper $2.47
of COX bleeding, epistaxis gastrointestinal ulcers
Irreversible Bruising, minor
Clopidogrel extracellular inhibition bleeding' epistaxis Major bleeding $15.00
of P2Y12 &, €P
Dyspnea, ventricular Major bleeding,
Irreversible pause, nausea, bradyarrhythmia,
Ticagrelor extracellular inhibition | dizziness, transient thrombotic $373.90
of P2Y12 creatinine increase, thrombocytopenic
minor bleeding purpura
Irreversible Hypertension, Fatal bleef:llng,
e headache, nausea, thrombotic
Prasugrel extracellular inhibition . . . $32.36
minor bleeding, thrombocytopenic
of P2Y12 . .
epistaxis purpura

14 Sep. 2021  Stroke
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Top 20 best-selling pharmaceuticals of

Drug name

1. Comirnaty COVID-19 vaccine Pfizer/BioNTech $55,918,791,640
2. Humira (adalimumab) AbbVie $21,237,000,000
3. Keytruda (pembrolizumab) Merck $20,937,000,000
5. Spikevax COVID-19 vaccine Moderna $18,435,000,000
Br.lstol Myers Squibb and $18,269,000,000
Pfizer
7. Eylea (aflibercept) Regeneron Pharmaceuticals, )5 251 551 200
Bayer
Bristol Myers Squibb $9,978,000,000
(Celgene)
10.Stelara (ustekinumab) Janssen (Johnson & Johnson) $9,723,000,000

10
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Top 20 best-selling pharmaceuticals of

Sanofi Genzyme,
11.Dupixent (dupilumab) Regeneron $8,735,846,200
Pharmaceuticals

Pharmacyclics (AbbVie)
and Janssen (Johnson & $8,352,000,000
Johnson)

13.0pdivo (nivolumab) Bristol Myers Squibb $8,249,000,000

14.Darzalex (daratumumab) ﬁ)ahn:sss:) JelinEen & $7,977,000,000

_ Vertex Pharmaceuticals $7,686,800,000
Janssen (Johnson &
17.Trulicity (dulaglutide) Eli Lilly $7,439,700,000

18.Gardasil/Gardasil 9 (human
papillomavirus 9-valent Merck $6,897,000,000
vaccine)

19.Prevnar family (pneumococcal
vaccine)

Pfizer $6,337,000,000

20.0crevus (ocrelizumab) Roche S$5,764,380,000
11
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Novel Anticoagulants with less bleeding

Extripsic
pathway

Asundexian

Feadback Warfarin

activation Lo blocks:
FAIL, FIX,
FX, and FIi

1. BMS / Pfizer
2. J&J / Bayer
3.J&J/ BMS
4. Bayer

ESC Congress 2022 Barcelona
12
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Efficacy and Safety of the FXIa Inhibitor Milvexian for Secondary
Stroke Prevention : Final Results of the AXIOMATIC-SSP Dose-finding

Randomized Trial

Symptomatic Ischemic Stroke

12 -
7.7%
S 10 A
5
D § 5.5% 4.6%
o 5
:é" ﬁ i 3;8% 4.% 3‘5%
&
&
c 4
a
i
£ 34
0
Placebo 25 mg QD 25 mg BID 50 mg BID 100 mg BID 200 mg BID
Milvexian
RRt (95% ) 0.83 (0.46,1.49) 0.69 (0.36,1.30) 0.72 (0.39,1.33}) 0.65(0.33,1.25) 1.40(0.87, 2.25)
vs Placebo

All participants on 100mg aspirin and/or 75mg clopidogrel

28 August 2022
ESC Congress 2022 Barcelona
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Adverse Events

Placebo 25 mg 100 mg 200 mg
(n=682) (n=313) (n =306) (n = 344)

AE, n (%) 399 (58.5)  190(58.5) |186(59.4)]  192(59.1)  193(63.1) 211 (61.3)
SAE, n (%) 94 (13.8) 37 (11.4) 39 (12.5) 41 (12.6) 42 (13.7) 54 (15.7)
Bleeding AE, n (%) 66 (9.7) 31(9.5) 27 (8.6) 48 (14.8) 41(13.4) 42 (12.2)
Discontinuation due to AE, n (%) 83 (12.2) 44 (13.5) 47 (15.0) 46 (14.2) 51 (16.7) 79 (23.0)
Death, n (%) 0 1(0.3) 1(0.3) 1(0.3) 2(0.7) 0

ESC Congress 2022 Barcelona
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Next generation blockbuster for stroke treatment

Combination of Antiplatelet Agents and Anticoagulants

A Study of Milvexian in Participants After an Acute Ischemic Stroke or High-

Risk Transient Ischemic Attack- LIBREXIA-STROKE (LIBREXIA-STROKE)
ClinicalTrials.gov ID NCT05702034

Sponsor Janssen Research & Development, LLC

Information provided by Janssen Research & Development, LLC

All participants on aspirin and/or clopidogrel

Enroliment (Estimated) 15000

Phase 3

A Study to Test Asundexian to Prevent a Clot-related Stroke in Participants
After an Acute Ischemic Stroke or High-risk TIA/Mini-stroke (Transient

Ischemic Attack) (OCEANIC-STROKE)
ClinicalTrials.gov ID NCT05686070

Sponsor Bayer

Information provided by Bayer

All participants on aspirin and/or clopidogrel
Enroliment (Estimated) 9300
Phase 3

15
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FXla Inhibitor + PMR

With or without Aspirin
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NavVviFUS is the 1st system that could do treatment in OPC

® NaviFUS does not require MRI guidance to do the FUS treatment during the
operatun procedure, which saves treatment time and greatly reduces

operation costs. INS|G|_~|TEC ((_)) CARTHERA NaviFUS | Navigate Life

Advanced Brain Therapy Through Innovation

NaviFUS®

Neuronavigation-Guided
Focused Ultrasound System

SAVING LIVES WITH GOOD VIBES!

nature reviews neurclogy

Patient-Friendly /
Treatment
Experience
Precise Safe and
Focal Point H :
;: Non-invasive
2022 Guidance FUS Sonication
_ Science and Medical
Outpatient Treatmen

t
»NaviFUS® uses a neuronavigator to guide
the FUS. The patient only needs to sit on
the chair to receive FUS treatment for less

than 0.Shours and requires no implants or
incisions

Nature Reviews (2021.10)
DOI: 10.1038/s41582-020-
00418-z

18
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Therapeutic evidence: PFS for Avastin+FUS In
treatment of rGBM

(Ph2: Trebananib+AVA/
Placebo+AVA, 1:1)

countries
(US/Canada)

NaviFUS, 2022 9.5 (4-9.5) 20.5%(5-24) 6 Taiwan Single -
Fried et al., 2009 4.2 (2.9-5.8) 9.2(8.2-10.7) 167 Multicenter Parallel Randomized
(Ph2: Irinotecan+AVA/ AVA; 1:1)
Cloughesy, et al., 2020 3.7(3.7-4.3) 7.9(7.0-9.7) 256 57-centersin 3 Parallel Randomized
(Ph3: VB-111+AVA/ AVA; 1:1) countries

(US/Canada/Israel)
Reardon et al., 2020 3.5(2.9-4.6) 10.0(9.0-11.8) 369 57-centers in 12 Parallel Randomized
(Ph3: Nivolumab/ AVA , 1:1) countries
Lee et al., 2020 4.8 (3.8-7.1) 11.5(8.4-14.2) 115 41-centersin 2 Parallel Randomized

Genovate
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Focused Ultrasound: Lesions and

Neuromodulation in Epilepsy

B Speaker: Hsiang-Yu Yu (K& £ F)
35th International Epilepsy Congress, 2-6. Sep. 2023@Dublin Ireland

« PP EHAAEEREEE -
EETE S VEPRR I otz efE H N T ¢

FUS-epilepsy treatment

*

7.00
6.00 |
5.00

4.00

3.00
2.00

1.00 i Patient-Friendly
0.00 Treatment

Experience

baseline FUs following Precise

Focal Point
Guidance

Sx Frequency (month)

Safe and
Non-invasive
FUS Sonication

20
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Indications/Country I /]Il(al?eaas;bility) Phase II (efficacy) Phase lll (Pivotal)

Clinical data published Clinical data submitted to top

) . IDE Submitted
rGBM/Avastin/TW in 2021 journals
2018/01~2020/04 2020/03~2023/07 2023/04~Now
Received FDA IDE approval on
rGBM/Avastin/USA 2023/07
2022/04~now
. ) Clinical data published 10 bt
Epi/Neuromodulation/TW in 2022 p
(1 x 1month)
2019/02~2021/05 2021/07~now
Pre-Clinical data
Epi/Neuromodulatio/USA published in FDA IDE Submitted on 2023/08
(2 x 3weeks) 2022/2023
2022/10~Now
Epi/Neuromodulation/Aus Under recruitment
(2 x 2weeks)&(2 x 3weeks) 2023/06~now
Pre-clinical Data .
rGBMm/ submitted Ready for the first pt
5-ALA(SDT)/USA
2021/10~2022/12 2023/07~now

21
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NaviFUS—GIlobal Partnerships (Contract Signed)

) \ FOCUSED
m FUS Foundation: N ULTRASOUND

a ®
1) Invest 0.8M USD as the stakeholder to sponsor the trials in Taiwan FOUNDATION V

2) Sponsor = 3M USD for Sonodynamic trial at UVA
e
®m BrainlLab: ~# BRAINLAB
1) Provide = 2M USD neuronavigators to do the trials in TW & USA

m Bracco: N w

1) Provide =1M USD microbubble for global clinical trials BRACCO

2) Co-develop new BBBO products IFE FROM INSIDE
m Hospitals & Research Site: W DGMIF 1@:’
——
1) Purchase/Loan the NaviFUS research devices for different clinical studies UnEelrﬁ}ElNNATI

B 2024 ISTU Symposium @ Taipei

® Seek collaboration with global pharmas and KOLs

S UVAHealth
==

22
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