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Entecavir prevents HBV reactivation during direct acting antivirals for
HCV/HBYV dual infection: a randomized trial

Pin-Nan Cheng [l KB5S EHT, Chun-Jen LiuZ K2t A EHT,

Chi-Yi Chen 3z EL [ 75 B&Eifi, Kuo-Chih Tseng AFRZE 7S 4 B4 B2 F,
Ching-Chu LoZg & i iE 4 /5 /At BEHili, Cheng-Yuan PengHf Bl B 8£57 5 T BE A,
Chih-Lin LinJE AT 17 & p0E R B A, Hung-Chih Chiupld R ER 7% 2 B2A,
Yen-Cheng Chiufli KBl ZFEEER, Pei-Jer ChenEZHA [ -

® Results: Fifty-six patients were randomly allocated as 20 patients in Group 1, 16 patients in
Group 2, and 20 patients in Group 3. In Group 1, HBV DNA levels rose significantly as early as 4
weeks after initiation of DAA and persisted until end of study. During DAA treatment, HBVr
occurred in 50% of Group 1 vs. 0% of Group 2 and 0% of Group 3 (p<0.001), whereas the
majority of HBVr in Group 2 and Group 3 occurred since 12 weeks following cessation of
entecavir (cumulative incidence: 93.8% in Group 2 and 94.7% in Group 3). Three patients
(5.4%; one in each group) exhibited CR at week 48 and did not receive entecavir treatment.

® Conclusions: A 12-week entecavir is suggested to co-administer with DAA for HCV/HBV dually
infected patients.

® The dose of entecavir was 0.5mg/d (Livepro F.C., kindly provided by Genovate Co., Taipei,
Taiwan) .
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Company Overview

® Genovate is a fully integrated specialty pharmaceutical company focusing
on new drug development and equipped with PIC/S GMP manufacturing,
marketing and distribution capabilities.

® Major Investor:
» National Development Fund, Executive Yuan (26.71%)
® Established: 1993
® Number of Employees: 175
® Capital: NT$1,094M
® Niche medical device: Radiofrequency ablation(RFA)

» NaviRFA® Scope has received FDA 510(K) clearance in June 2022. It
has “Real Time” 3D visualization to “Enhance” surgical precision

® Major Partners:
» NaviFUS, UniPharma
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® The global stroke management market was valued at $31,702.20
million in 2020, and is projected to reach $67,771.95 million by 2030,
registering a CAGR of 7.8% from 2021 to 2030.

® According to the Centers for Disease Control and Prevention, in 2018,
stroke was responsible for one out of every six fatalities caused by
cardiovascular disease. Stroke is a leading cause of serious long-term
disability. Ischemic stroke, hemorrhagic stroke, and transient ischemic
stroke are the three main types of strokes.

® Increase in healthcare awareness, rise in incidence of diabetes, surge in
number of tobacco users, and growth in geriatric population drive the
growth of the market. Moreover, technological advancements for the
diagnosis and treatment of stroke also contribute toward the growth of
the market.

® Ongoing R&D activities in the field of stroke management are expected
to offer lucrative opportunities for market expansion during the
forecast period.

SOURCE: NEWS PROVIDED BY Research and Markets Jun 08, 2022, 11:15 ET
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GLOBAL STROKE MANAGEMENT MARKET

BY GEOGRAPHY

@ NORTH AMERICA & EURCPE

® LAMEA ® ASIA-PACIFIC

Asia-Pacific region would exhibit the highest CAGR of 8.4%
during 2017-2023.

Source: Sumant, O. and Thakur, A., 2017. Stroke Management Market by Type (Diagnostics, and Therapeutics) and by Application (Ischemic
Stroke, and Haemorrhagic Stroke) - Global Opportunity Analysis and Industry Forecast, 2017-2023. [online] Allied Market Research.
Available at: https://www.alliedmarketresearch.com/stroke-diagnostics-and-therapeutics-market
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New Formulation New Drug PMR

® Patented “once-a-day” extended-release of Cilostazol for the treatment of
Intermittent Claudication (IC).

® The global market of IC treatments is over USS500M and about US$18B for
antiplatelet treatments. The global sales of Cilostazol is about US$250M.

® Taiwan pharmacokinetic study showed that in comparison to Cilostazol bid,
PMR had
» Lower Cmax
» Lower Cmax/Cmin ratio

® Taiwan Phll study nicely demonstrated the trend of better efficacy and safety
profile (including less headache, diarrhea and palpitation, the leading causes of
treatment discontinuation) comparing to Cilostazol bid.

US FDA's written responses to the Pre-NDA meeting were received in Mar 2020.

® Further work has been ongoing to address FDA questions in an effort to target
NDA submission in due course.
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NOVEL FORMULATION OF CILOSTAZOL, A QUINOLINONE-DERIVATIVE USED FOR ALLEVIATING THE SYMPTOM OF
INTERMITTENT CLAUDICATION IN PATIENTS WITH PERIPHERAL VASCULAR DISEASE
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Pletaal SR Cap 200mg, Approved on 2016/3/16, Price 1046 KRW/cap. (NT$S25.1)

® JFgOtsukatr f£EEBERK (ENJE - K - Bk ~ JEFEE - Bl
&) Emthaaal -
® JAPAN: NOT APPROVED
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® ] 58 Y — {El fE 15 3 MR i PR AFF 22 NCT01932203 - EL i Otsuka £ i F2 L HY
Pletaal SREZAspirin’GFEE/NIIETRHIRR © 256{7 A R HEHRE (white
matter change, WMC) EAfUNISMEZE (lacunar infarction ) HYSZE\E Kk FEi%
Bl K852 200 mg Pletaal SRE100 mg Aspirin BY}&8 SAHIRA » DAMRIEZ R IE
HEWMCHSHE 8 L Ea G i M R AV 28 4 -

® WMCZRCTE(MRI_HEEERGEL » T2 RN BRI B s/ NIE
RIME NEERZEEZS MG - 1B EHSZIBMIP AHRE T -

® MRIFARHIGER I © AspiriniH EiPletaal SRAHAT W4 R WMCHYREFEE (L I i

® HNFEMIBRIM M ME EF (ischemic vascular event) HY4ESR I © HEIMN
AspirinZ (2243 . 4.5 cases per 100 person-years ) ° Pletaal SRZH (¥4 .
0.5 cases per 100 person-years) 5 @2 (K | GAIN MM E BAHVE A E R - &
7~Pletaal SREE AspirinEE SEZa T 5 d {4 o EHY 3 4= -

® Pletaal SRAEERIFYRIAY » AJ[FE{KCilostazolVEIWEHZI.CME ~ BEYE ~ =X ~ fE
TR ©

Ref: Kim et al. Stroke. 2022 Mar;53(3):698-709.
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BRIEF-Korea United Pharm signs contract worth 74.34 bin won

HEALTHCARE SECTOR 2016/F11H15H3:56 N4~

P EHTEIED (Reuters) )

Korean United Pharm Inc.

® Says it signs contract with Beijing Meone Pharma

1L B LB ZE R ITA PR /A ] to provide
incrementally modified drug in China on Nov. 15,

2016.

® Deal Value is 74.34 billion won (NT$1,755M).

Source text in Korea: goo.gl/yiUSIE

Further company coverage: (Beijing Headline News)
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® HFATAPSEFIRYEEY) » AspirinfERETHDT B REIRIMRAVEEE - TEE R MIRFEHRER - APS
BEVARIAO R Vitamin K antagonists  (VKAs) #lwarfarinZ&jj 1k MAe1E4F - FERFERE
BEMINAE RSB VKARIE - AMBEZRELRRE > APSEEGELEGENE  (Mwarfarin
resistance ) - DHFRHEVKARERERFTRDG MRV » (B0 B0 mE A EE -

® IiHJAPS)&EEIEDirect Oral Anticoagulants ( DOACs) X &ZWFHaVRFZe4EE: - (R B DOACIEER
(EHE—/E > W0 T aENTENE - AUEBIETT RRVERIRE SR (NCT04262492) FHfhi=1&
EAE T 5 K 8 8 8 1F R 06 B A ARk A B YE B .00 5 BR 8 8 & 2 B A (€ F§ RYDOACs  (
Rivaroxaban, Dabigatran, Apixaban ) ¥%fAPS =& TE[HEFAREAEIARMAR IR -

o ARMESERRNY=(EREtEE iEEERsE: (NCT02926170, NCT02157272, NCT02116036) SFfh
LIDOACZE¥ Xarelto® ( Rivaroxaban) JEPEAPSEEZ » 455 E8FH  Xarelto®fEFE[HEAR M2 _E
A FBIVKASTHE RV  (ERETANTRRIRIEE » fOATE R GRAPSHYEEAEEEY) -
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® KRIVA : Austhera Biosciences/\ E]FfEHE2DOACEEY Xarelto® Ay sATIAY » HIZY N5&
U TERE N R A A AR R E DATEN B AR AR 4 -

® Hydroxychloroquine (HCQ) - E&EREHZEEEIH
> H[EEAPSEERIMRIESR

> AT MRS

> B ZEET > HCQ FERMRE SFREPHIELE - & Bk
IR SRIEHCQRE (0% ) B ZRERNHINGE (1.14%) - BURHCQIERRIR B

ET RS BIAR AR Y 5 4 -
® EthASE SR HCQE A THIVIAPS B8 48 A BhAR AR KR e B A=
E7E S

Ref: https://austherabio.com/kriva-rivaroxaban/
Achuthan et al. J Cardiovasc Pharmacol Ther. 2015 Mar;20(2):174-80.
Ref: Nuri et al. Immunol Res. 2017 Feb;65(1):17-24.

Genovate

17



HCQ/SRAPSHI Hr Ak I {F A ER

6 b ation}” 7 released from T Prothrombin €———— Prothrombin precursor
HC Q_I rocoagulation i dotsaliii Litas @
in APS v Bivalirudin i i i

& ) Vitamin K epoxide reductase
Coagulation UFH / Dabigatran e
cascade o —— Y — !

Fondaparinux *“‘—'—""’ ’_ﬁ Warfarin
. Factor Xa Taweranie )

Rivaroxaban

&8 — e —_—8
Fibrinogen

Platelet
activation
and
aggregation

Atopaxar
Vorapaxar

@ Clopidogrel
Prasugrel

@ fo
HC Q™ (Dessaiaion

AT V&

Necrotic core

Normal Exposed subendothelium Ruptured plague

Ref: Lilly et al. Front Pharmacol. 2011 Oct 24;2:61.
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19
Genovate



A novel and patented DPP4 inhibitor with better efficacy and
safety profiles against Januvia in preclinical evaluation.

China market rights licensed to China Shijiazhuang Pharma
Company (CSPC) which is listed in Hong Kong and a top three
pharma in China. The Golden Technology Transfer Award of

2015 Bio Taipei Awards was granted to our collaboration with
CSPC.

Phla and Phlb studies completed under US IND;
Phl and Phil completed, Phlll ongoing in China by CSPC.

As a late-comer into DPP4 inhibitors market, GBL121 is
positioned as a “friendly” anti-diabetic drug for Chinese
patients.

Genovate
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@® Development and manufacture of proprietary products

> New drugs, such as Genetaxyl™ (patented new formulation of
Paclitaxel), Bowklean™ marketed by UIC Group, Linicor™ (Niacin
ER/Lovastatin marketed by TSH), Mycostatin™ (Nystatin powder
for oral solution).

» Niche generic drugs, injectable preparation such as Atracurium,
Rocuronium, and Cisatracurium as adjunct to general anaesthesia.

@ Professional contract manufacturing services
» Major clients including DSTW, TSH, etc.
@ Professional contract development and manufacturing services

» Major clients including SyneuRx (NaBen®), UIC Group (Bowklean™
- Sodium Picosulfate/Magnesium Oxide/Anhydrous Citric Acid), etc.

@ Drug export to Korea and Southeast Asia since 2003.

Genovate
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HATEF (2018~2022Q2)
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