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( Multidisciplinary Dream Team ) #1TE¥ M4 - A% ?ﬁﬂﬂ&l[‘%‘%ﬁ
Fihy TEENR,  EEXEECKERUW .

1. FTEHEEHRARTEERIBEEZEASTH - RIBEEBZEREENAEN
EYZLNZES  Hf R EE R ERXEH A M AR EE ( metabolism and
mitochondria ) - RBPEEMEFEE 87 ( epigenetics and post-
translational modifications ) X & &EHEIFI2£ 3 (immunomodulation
and inflammation ) St EMZ X RARE R EY R BRETEEMRE N2
TR -

2 ESRHEBNTEWEY ( potential target(s)/biomarker(s) ) - Y17
HEIEZENINsEHBE 2R B} 2T F 5 (cell based, animal or
biological platform ) - MAZFEEFTHZNSE ZHBIEREE - L5
re ILEEM L PEELBEYRREEZEMRN - HERTEEEEAES
ZHREB{EEW (lead-compound ) SNEEX EZEMENIER ZBERE
( therapeutic strategy ) © WIRAEEZEZR Mir ' EAEMAEEEZEEE
RE; A2V EFRRLE - BIEAKES "ERARKEEREGFE, FEHSZ -
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or biological process ) Z#FREIZH - ZNERHAE HEEN o] AR FEFH I B ZERER K 2578k
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1. CBIFIMI4REE 2159 ( Targeting metabolism and mitochondria ) : S {HRE
( metabolic pathways ) - fG#1Z5C ( metabolic markers ) -~ {3 ﬂﬁl ( metabolic
genes ) ~ fUHEHY ( metabolite ) - E&E& ( nutrient delivery ) -~ BEE¥#
( energy balance ) - A EZ ( metabolic reprogramming ) KifiI4RE2 - RE A
A BEEIERRAE ( the role of mitochondria, ER and autophagy ) 55 -

2. REEESEMBZFEEE ZIFA ( Targeting epigenetics and post-translational
modifications ) : BIEFREBIEEH ( chromatin remodeling ) ~ DNA/RNATIZEE B
RYIEEM ( modification of DNA/RNA and histones ) * LncRNA - circular RNA K& &
BB IZET ( methylation, demethylation, acetylation, deacetylation, sumoylation,
ubiquitination, phosphorylation, parylation, succination, oxidation, nitrosylation )

3. GEMAEIFEEI ZIEM ( Targeting immunomodaulation and inflammation ) : 817
REAGBAR - ERESEE (inflammasome ) - BEXRAMIE A E ( inflammatory
cytokines ) ~ #1EE F ( chemokines ) - JE4N/EE ( exosome ) KR IZE M E B
( immune checkpoint ) £ -

4. Eftl (Others) : HAI@FEMEEAMFTZER (any health issue ) e.g. &1t (aging) ..
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"HREENANSE ( Content of Pre-proposal ) 1 BREEFRILE
g ZBlFtE - B2 REEMEIS  EMMERW T .

AnUE B EFERIE ZHITRIREZETEEBR
A PUNIERYEE B ( Target(s)/biomarker(s) identification ) 2 #87F

A AR AY ( TEHR ) 28858 ( Target(s)/biomarker(s) validation ) &
AU R RAY 2 BEE & N ( Translational potential )
Efe =k

B fRAR B N EZEEE (Commercial value )
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Target disease:

Non-small cell lung cancer

Pancreatic ductal adenocarcinoma
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Target disease :

Type 2 Diabetes
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Targeting immune evasion in tumor microenvironment by Rab37
INn NSCLC and PDAC

Molecular Foundation: Secreted pro-tumor factors

1. Neutralizing antibodies of CHI3L1 (Chitinase 3-like 1 > —p
2. Neutralizing antibodies of IL33/ST2L (IL-1R like 1) > —P

Validation and Targeting by Neutralizing Antibodies
1) at least one lead nAbs of CHI3L1, IL-33 or ST2L generating

pre-clinically physiological effects with optimized dose
setting and treatment protocol in vivo.
2) effects of our nAbs comparing to the existing therapies
3) success of the CHI3L1 blood level to be a biomarker to

select patients with NSCLC or PDAC who were most likel g O
responding to future nCHI3L1 treatment trial : /QD
- O QO 4\3
M
CcC—
Golgi
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1. More robust neutralizing antibodies

Two novel pro-tumor secretory pathways with three protein targets

(1) Chitinase 3-like-1 (CHI3L1) and (2) IL-33/ST2L (IL-1 receptor like 1) for cancer
treatment.

2. Validation by nAb-treated mouse models and clinical models

(1) NSCLC, PDAC, CRC patients with high CHI3L1 plasma level correlated with poor
survival and

(2) Blockage of CHI3L1 or IL-33/ST2L showed anti-tumor efficacy in orthotopic
NSCLC, PDAC, CRC, HCC & bladder models.

3. Establish translational bridge

Humanized monoclonal antibodies of CHI3L1, IL-33 or ST2L are being produced by
two professional Tech Supports (AP Biosciences, Inc. and Leadgene Biomedical, Inc.)
aiming for future IND/CTA application.

Leads optimization: ®comparison with, @combined with chemotherapeutic drugs,
®epitope mapping

13
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CMO01-06 - I.  General Information

— Il.  Contents of Pre-proposal
lll.  Recent Research Projects and Submitted Proposals
IV. Contributions of Pl and co-PlI

— V. Curriculum vitae

CMOL: ST EEXRER
CMO06: £E3FEAT]
CM02: BEEEAR




i English
Title of

Pre-proposal

Chinese

l. General Information

Name of English
Principal Position
Investigator (Pl) | Chinese

0O Metabolism and mitochondria

Research Pre-proposal
Topics 0O Epigenetics and post-translational modifications

- (Target area can be one | |mm dulati i i
a =4y A1 unomodulation and inflammation
stmEagRcmol| | T

O Others

Institution/ Department

Entire Term of Project Period

Name: (Chinese) (English)
Mailing Address in Chinese:
Telephone: (Office) (Home) (Mobile)
Fax: E-mail:

Corresponding Person

—

[ 1. Co-PI Name: (Chinese) (English)
Signature:

2. Co-PI Name: (Chinese) (English)
Signature:

3. Co-PI Name: (Chinese) (English)
Signature:




I I. CO ntents Of Pl‘e- pI‘O p05a| (within 5 pages, excluding abstract and references)

1. Abstracts of this research pre-proposal in Chinese and English (within 1 page).
Overall description of the pre-proposal, including:
A. Rationale and background:

(1) Significance and the overall objectives of this pre-proposal.

(2) Current status of the related research worldwide.

(3) The novelty/innovation of the potential target(s)/biomarker(s) and its link tc
human disease or health issue.

(4) Key evidence available to support the proposal

Research strategy (specific aims):

(1) Describe the research plan according to the specific aims.

*ﬁ 3".5 % W §C M 02 (2) Describe the approaches to identify and validate the target(s)/biomarker(s).

*Validated targets generally should fulfill the following criteria
a.  Mechanism of action understood
b.  Clinical association established
c.  Pre-clinical model tested
d.  Strong translational and industrial values
*|f there are multiple targets, describe how they would be prioritized.

Anticipated results, accomplishments and benefits to society. (Describe how the

proposed research will lead to clinical or industrial applications. What is the value ol

the target in translation medicine?)

Facilities and platforms:

(1) Describe lab facilities available to carry out the proposed research.

(2) Describe the support from the affiliated institute(s).

(3) Describe the utilization of national core facilities, if any.

Leadership and team members:

Briefly describe the plan for integration and coordination among team members.




lll. Recent Research Projects and Submitted Proposals

1. All Pl and co-PI(s) of the proposed project should complete this table on separate

pages.

List recent research projects within the past three years and proposals submitted to any
funding agency for grant application.

Name of Pl/co-PlI:

Unit: NTD 1,000

Title of Research Project Duration

o . Funding Amount of
FHE q == (For MOST grant applications, | Role/Position | (M/D/Y~ .




V. Contributions of Pl and co-PI

List the name, position and organization of all Pl and co-PI(s) involved in the proposal and
their respective contributions.

Expected Scientific

*Role Name Institution Position e
contributions

*Role: Please indicate each investigator’s role as PI or co-Pl.




V. Curriculum Vitae

1. CVisrequired for all Pl and co-PI(s) of the proposed project.

2. Please provide the following information within 2 pages for each CV:

Name, gender, birth date
Education
Current position and relevant experience

wRENECMO2 Fields of specialty (limit to fields related to research)
Major awards and honors
5 representative publications in the past 5 years
Patents held (related or unrelated to study)
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