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The 9™ International Conference and Commemorative Lecture of

Pin-Wen Lin of Pancreatic Cancer
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The 9t International Conference and Commemorative Lecture of Pin-Wen Lin of Pancreatic Cancer (Jul1- 2, 2016)

Time Topic ‘ Speaker ‘ Moderator
Julyo1, PM | Opening:1l. Mayor of Tainan: Lai Ching-Te (¥ i#4{) 2. President of National Cheng Kung University: Huey Jen Su (&ZE§)
13:50-14:00 | 3.Superintendent: Chyun-Yu Yang (4 # z) 4.Dean of College of Medicine, NCKU::Jang-Yang Chang (%% ), 4. Chief of Taiwan
Pancreas Society: Lee CL (% &£3%)
Memory Lecture of Pin-Wen Lin: International cooperation
14:00-14:30 Precision Medicine for Cancer Therapy Pan-Chyr Yang (H3%3th) Jang-Yang Chang (3R %
14:30~15:00 | Experience of Global Collaboration in Australia Gl Trial Group David Goldstein B),
15:00~15:30 | Pancreatic Cancer Treatment in Japan Junji Furuse (&5 38&t 1) Min-Liang Kuo (3B 88
15:30-16:00 Pancreatic Cancer Trials in Taiwan Cooperative Oncology Group Li-Tzong Chen (ﬁﬁ;‘—f\) E)
Coffee break
16:15~16:45 | An introduction of Taiwan Biobank and Biosignature Hu-Tong Liu (8I#KR) Tsang-Wu Liu (A7)
. =
16:45~17:15 | Asian and Taiwan Neuroendocrine Tumor Registration Program Tsann-Long Hwang (FJ& Jaw-Town Lin (M%)
)
17:15~17:40 | |nvestigating the risk factors of pancreatic cancer Jeffrey Shu-Ming Chang
(BREH)
18:30 PM Welcome Dinner
July 2" Translational researches and novel therapeutic strategies development in pancreatic cancer
08:20-09:00 | Keynote: Novel therapeutic agents development in pancreatic cancer Ching-Shih Chen (BB <) | Wen-Chun Hung (3£
09:00-09:30 | Prognostic and predictive factors in metastatic pancreas cancer David Goldstein ), Kelvin K.C. Tsai (&
09:30-09:50 | Targeting lymphangiogenesis and lymphatic metastasis: recent mechanistic Mei-Jen Pan (fﬁ%‘\fj) )
insight and drug development
09:50~10:10 | Inactivation of APC Cooperates with Kras and P53 Loss to Accelerate PDAC Kung-Hung Cheng (BR3¢
metastasis in Mice. =)
10:10~10:20 Coffee Break
Treatment for Lymph Node Metastases in Pancreatic Cancer
10:20~10:50 | Keynote: Extensive LN dissection in pancreatic cancer, including CP-CAR Hiroki Yamaue (LU L% Cheng-Hsi Su (% IE ER)
1) King-Teh Lee (ZE&1E)
10:50~11:20 | Experience and role of Robotic Surgery in Pancreatic Cancer: The pitfalls for Peng Chenghong (ﬁﬁiﬁ{
success 4)
11:20~11:40 | Most pancreatic surgeries for pancreatic cancer are R1 resection? Ta-Sen Yeh (E X 7F)
11:40~12:00 | Role of CCRT in adjuvant therapy of post-resection pancreatic cancer — TCOG Yan-Shen Shan (JEHEER)
trial
12:00PM - 13:30PM: Lunch

Translational study in pancreatic cancer



http://www.ncbi.nlm.nih.gov/pubmed/?term=Lin%20JT%5Bauth%5D

13:30~13:50 | Loss of Krupple Like Factor 10 Enhanced Epithelial Mesenchymal Transition of Hui-Ju Ch'ang (3% & #1) Wu-Chou Su (k= W)

Pancreatic Cancer by Modulating Glucose Metabolism via Sirt 6 and PKM2 YiYin Jan (fE2648)
13:50~14:10 | PAI-1 Activates Pancreatic Stellate Cells to Increase the Stiffness of Tumor and Hao-Chen Wang (= fl &)

Determines Early Relapse of Pancreatic Cancer
14:10~14:30 | IL-8 and cancer cachexia in pancreatic cancer Ya-Chin Hou ({#7%%)
14:30~14:40 Coffee break

Epidemiology and diagnosis for pancreatic cancer in Taiwan
14:40~15:00 | The application of EUS for diagnosis of pancreatic cancer Hsiu-Po Wang (E F{8) ¥ Wu (R 25
Lein-Ray Mo (£ BiiHk)

15:00~15:20 | PET/MRI as a Hybrid Biomarker of Pancreatic Cancer -- Clinical Diagnosis and Tiffany Ting-Fang Shih (}&

Outcome Prediction .

Ex)

15:20~15:40 | CT-guided coaxial core biopsy of the pancreas via a fat traversing route Yi-Sheng Liu (225 8%)
15:40~16:00 | Type 2 Diabetes and the Risk of Pancreatic Cancer

Wei-Chih Liao (& ?ﬁ')

Closing Remark
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Pan-Chyr Yang, MD, PhD
President
National Taiwan University

Dr. Yang currently is the President of National Taiwan University and Professor in the
Department of Internal Medicine, National Taiwan University College of Medicine. His
major research interests are pulmonary and critical care medicine, molecular and cellular
biology, lung cancer genomics and personalized cancer therapy. He was elected member of
Academia Sinica in 2006 because of his contributions in leading the translational research
and implementation of precision therapy for lung cancer in Taiwan, which
have significantly improved the survival in lung cancer patients. His research group
identified novel genes and pathways that associated with lung cancer progression. They
established new platform for development of lung cancer stem cell directed therapy and
discovered the autocrine-paracrine interaction between the lung cancer stem cell with
cancer microenvironment. They also identified specific gene expression and microRNA
biomarkers that might be beneficial for precision therapy of lung cancer patients.
Email: pcyang@ntu.edu.tw
Date of Birth: February 8, 1951
Education:

1990 Ph.D., Graduate Institute of Clinical Medicine, National Taiwan University

1979 M.D., College of Medicine, National Taiwan University,

Professional Interests and Specialties:

Internal Medicine

Pulmonary and Critical Care Medicine

Cancer Biology and Molecular Biology

Lung Cancer Genomics and Molecular Carcinogenesis

. Medical Ultrasound

elected Publications:

Chen HY, Yu SL, Chen CH, Chang GC, Chen CY, Yuan A; Cheng CL, Wang CH, Terng HJ, Kao SF,
Chan WK, Li HN, Liu CC, Singh S, Chen W], Chen JJW, Yang PC: A five-gene signature and
clinical outcome in non-small cell lung cancer. N Engl ] Med 2007;356:11-20.

2. Yu SL, Chen HY, Chang GC, Chen CY, Chen HW, Singh S, Cheng CL, Yu C], Lee YC, Chen HS, Su
T], Chiang CC, Li HN, Hong QS, Su HY, Chen CC, Chen WJ, Liu CC, Chan WK, Chen W], Li KC,
Chen JJW, Yang PC: MicroRNA signature predicts survival and relapse in lung cancer.
Cancer Cell 2008;13:1-10.

3. Yang CH, Yu C], Shih JY, Chang YC, Hu FC, Tsai MC, Chen KY, Lin ZZ, Huang CH, Shun CT,
Huang CL, Bean ], Cheng AL, Pao W, Yang PC:  Specific EGFR mutations predict treatment
outcome of stage III/IV chemonaive NSCLC patients receiving first-line gefitinib
monotherapy. ] Clin Oncol 2008;26:2745-53.

4. Wuly, Yu CJ], Yang CH, Wu SG, Chiu YH, Gow CH, Chang YC, Hsu YC, Wei PF, Shih ]Y, Yang PC:
First or second-line therapy with gefitinib produces equal survival in non-small cell lung
cancer. Am J Respir Crit Care Med 2008 ;178:847-53.

5. Wang SP, Wang WL, Chang YL, Wu CT, Chao YC, Kao SH, Yuan A, Lin CW, Yang SC, Chan WK,
Li KC, Hong TM, Yang PC: p53 controls cancer cell invasion by inducing the
MDM?2-mediated degradation of Slug. Nat Cell Biol 2009;11:694-704.

6. Yuan S, Yu SL, Chen HY, Hsu YC, Su KY, Chen HW, Chen CY, Yu CJ, Shih JY, Chang YL, Cheng
CL, Hsu CP, Hsia JY, Lin CY, Wu G, Liu CH, Wang CD, Yang KC, Chen YW, Lai YL, Hsu CC, Lin
TC, Yang TY, Chen KC, Hsu KH, Chen J], Chang GC, Li KC, Yang PC: Clustered genomic
alterations in chromosome 7p dictate outcomes and targeted treatment responses of lung
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10.

adenocarcinoma with EGFR-activating mutations. ] Clin Oncol 2011;29(25):3435-42

Pan SH, Chao YC, Hung PH, Chen HY, Yang SC, Chang YL, Wu CT, Chang CC, Wang WL, Chan
WK, Wu YY, Che TF, Wang LK, Lin CY, Lee YC, Kuo ML, Lee CH, Chen JJW, Hong TM, Yang PC:
The ability of LCRMP-1 to promote cancer invasion by enhancing filopodia formation is
antagonized by CRMP-1. ] Clin Invest 2011;121(8):3189-205.

Su KY, Chen HY, Li KC, Kuo ML, Yang JC, Chan WK, Ho BC, Chang GC, Shih JY, Yu SL, Yang PC:
Pretreatment epidermal growth factor receptor (EGFR) T790M mutation predicts shorter
EGFR tyrosine kinase inhibitor response duration in patients with non-small-cell lung
cancer. ] Clin Oncol 2012 Feb 1;30(4):433-40.

Lin CW, Chang YL, Chang YC, Lin JC, Chen CC, Pan SH, Wu CT, Chen HY, Yang SC, Hong TM,
Yang PC. MicroRNA-135b promotes lung cancer metastasis by regulating multiple targets
in the Hippo pathway and LZTS1. Nat Commun 2013;4:1877.

Chen W], Ho CC, Chang YL, Chen HY, Lin CA, Ling TY, Yu SL, Yuan SS, Chen Y], Lin CY, Pan SH,
Chou HY, Chen Y], Chang GC, Chu WC, Lee YM, Lee ]Y, Lee PJ, Li KC, Chen HW, Yang PC.
Cancer-associated fibroblasts regulate the plasticity of lung cancer stemness via paracrine
signalling. Nat Commun 2014 Mar 25;5:3472.



Precision Medicine for Cancer Therapy
Pan-Chyr Yang MD, PhD.
National Taiwan University

Precision medicine is a concept to take individual variability into account in disease prevention and
treatment. It has become possible because of the recent development of human genome sequencing
and pan-omics technologies as well as the application of large-scale biologic databases to characterize
patients and guide clinical practice. It has significantly improved treatment outcome of human
diseases including cancers. Here I use lung cancer as an example to show how precision medicine has
improved the patients’ treatment outcome. Lung cancer is the leading cause of cancer mortality
worldwide. Since the identification of EGFR activating mutations in 2004 and the discovery of specific
targeting agents, the treatment of lung cancer has entering a new era of precision therapy. The
mutated EGFR may function as an oncogenic driver in more than 50% of Asian and 10-15% of
Caucasian lung adenocarcinomas. Patients harboring activating EGFR mutants, most commonly L858R
or Ex19De], usually present good initial responses to EGFR-TKIs and survival improvement, but
eventually develop disease progression after a median of 12 months. T790M mutation accounts for
60% of these resistant cases. Other resistant mechanisms include the activation of alternative
oncogenic pathways or small cell transformation. There are several strategies to overcome EGFR-TKIs
resistance including a switch to chemotherapy; turn off the compensatory oncogenic pathways; dual
inhibition with anti-EGFR antibodies and TKIs; development of new generation EGFR TKIs (AZD9291,
CO-1686); and knockdown of EGFR by siRNA or specific T790M DNAzyme. Promising new
approaches include immunotherapy with checkpoint inhibition by anti-PD-1/PD-L1 antibodies,
adoptive T cell and cancer stem cell (CSC)/microenvironment directed therapy. We have developed
aptamer based immune checkpoint inhibitors against PD-1, PD-L1 and CTLA4, which showed
potential for development of cancer immunotherapy. We established CSC culture and screening
platform to identify new drug against CSC and cancer microenvironment. The recent study by Lung
Cancer Mutation Consortium confirmed that multiplexed gene testing is feasible for precision lung
cancer therapy. Taiwan established national reference laboratory to provide standardized
gene-testing platform for all lung cancer patients. Taiwan National Health Insurance reimbursed
Gefitnib and Erlotinib for first line therapy of EGFR mutant lung cancer patients since 2011. With the
implementation of nation-wide gene testing and personalized therapy, the overall 5-year survival for
NSCLC has improved from 16% to 32%. The precision medicine has significantly improved the
treatment outcome for NSCLC.



NAME: Li-Tzong Chen, M.D., Ph.D.
INSTITUTE: National Institute of Cancer Research, National Health Research Institutes

MAILING ADDRESS: No. 367, Sheng-Li Road, Tainan 704, Taiwan
Office: 886-6-700-0123 ext. 65110 ; Fax: 886-6-208-3427
E-mail address: leochen@nhri.org.tw

DATE AND PLACE OF BIRTH: August 6, 1955; Wing-Ling County, Taiwan
EDUCATION:

1992.08 —2001.07
1975.08 — 1982.07

Ph.D. Post-graduate School, Kaohsiung Medical University
M.D. Kaohsiung Medical College, Kaohsiung, Taiwan

BRIEF CHRONOLOGY OF EMPLOYMENT:

2014.08 — present
2014.08 — present
2013.08 — 2014.07
2013.08 — present

2012.09 — present
2012.09 — present

2012.09 - 2013.07
2012.09 - 2013.07
2012.09 - 2013.07
2008.03 - 2013.07
2007.07 — present
2006.08 — 2007.07
2006.01 — present

2005.07 - 2012.07

2002.08 — 2005.12
1995.08 — 2009.09

1995.08 —2006.07
1988.08 —2012.08
1988.04 —1990.03

1987.08 — 1988.07

Director, National Institute of Cancer Research, National Health
Research Institutes

Distinguished Investigator, National Institute of Cancer Research,
National Health Research Institutes

Acting Director, National Institute of Cancer Research, National
Health Research Institutes

Joint-Appointment Professor, Kaohsiung Medical University
Adjunct Professor, Taipei Medical University

Adjunct Attending Physician, Division of Gastroenterology,
Department of Medicine, Kaohsiung Medical University Hospital,
Kaohsiung

Vice Superintendent, Kaohsiung Medical University Hospital
Director of Cancer Center, Kaohsiung Medical University Hospital
Director of Division of Cancer Research, Department of Medical
Research, Kaohsiung Medical University Hospital

Deputy Director, National Institute of Cancer Research, National
Health Research Institutes

Joint-Appointment Attending Physician, Department of Internal
Medicine, National Cheng-Kung University Hospital, Tainan

Adjunct Attending Physician, Department of Internal Medicine,
Tri-Service General Hospital, Taipei

Investigator and Attending Physician, National Institute of Cancer
Research, National Health Research Institutes

Associate Professor, College of Medicine, Kaohsiung Medical
University

Associate Investigator, National Health Research Institutes

Adjunct Attending Physician, Department of Oncology, National
Taiwan University Hospital, Taipei

Adjunct Attending Physician, Department of Internal Medicine,
Veteran General Hospital, Taipei

Attending Physician, Division of Gastroenterology, Department of
Medicine, Kaohsiung Medical University Hospital, Kaohsiung
Fellowship of Medical Oncology Training Program Institute of
Biomedical Science, Academia Sinica, Taipei

Chief Resident, Department of Medicine, Kaohsiung Medical
College Hospital



1984.08 — 1987.07 Residency training, Department of Medicine, Kaohsiung Medical
University Hospital
Military service

Internship, Kaohsiung Medical College Hospital

1982.09 — 1984.08
1981.08 — 1982.07

HONORS:
2013.08 — present

2012.08 — 2013.07

2011.05-2013.05
2010.07 — present
2009.10 — present
2009.05 -2011.05
2009.03 - 2012.03
2008.11 — present

2008.08 — 2010.07
2005.05 - 2007.05
2003.08 — 2005.05

2001.04 —2003.08
1996.08 — 2008.07

AWARDS:

Chair, Council Internal Medicine (ll) Program, Minister of Science and
Technology (MOST)

Co-chair, Council Internal Medicine (II) Program, Minister of Science and
Technology (MOST)

Member of Council, The Chinese Oncology Society

Chair, Institution Review Board, National Health Research Institutes
Member of Council, Taiwan Pancreas Society

Member of Council, The Chinese Oncology Society

Board of Supervisor (% ¥ ), The Gastroenterological Society of Taiwan
Chair, Protocol Review Committee, Taiwan Cooperative Oncology Group,
National Health Research Institutes

Consultant, Institution Review Board, National Cheng Kung University
Hospital

Member of Council, The Chinese Oncology Society

Secretary General, The Chinese Oncology Society

Member of Council (32 % ), The Chinese Oncology Society

Secretary General, Data and Safety Monitoring Committee, Taiwan
Cooperative Oncology Group, National Health Research Institutes

2014 The 3rd Kobayashi Foundation Award, the Asian Clinical Oncology Society (ACOS)

2010 Outstanding Research Achievement Award, National Health Research Institutes (NHRI)

2006 Outstanding Research Award, Kaohsiung Medical University

2005 Outstanding Research Award, Kaohsiung Medical University

2003 Chien-Tien Hsu (% -+ v ) Outstanding Cancer Clinical Research Award, the Chinese Oncology

Society

2001 Excellence Award of Poster Presentation, 6th Annual Joined Meeting of Taiwan Oncology

Societies

2000 Excellence Award of Poster Presentation, 5th Annual Joined Meeting of Taiwan Oncology

Societies

1999 Excellence Award of Poster Presentation, 4™ Annual Joined Meeting of Taiwan Oncology

Societies

LICENSURE AND CERTIFICATION:
2012  Professor, Ministry of Education(No. 019832)
1990 Certificate of Gastroenterology, R.0.C.(No. 0293)
1990 Certificate of Medical Oncology, R.0.C.(No. 79042)
1989 Certificate of Internal Medicine, R.O.C.(No. 001808)
1982 Certificate of National Medical Board of Republic of China(No. 010816)

SOCIETY MEMBERSHIPS:

2008 European Society of Medical Oncology, ESMO
2007 American Society of Clinical Oncology, ASCO
1992 Digestive Endoscopy Society of Taiwan



1990 Society of Gastroenterology Society of Taiwan

1990 The Chinese Oncology Society, R.O.C.

1988 Society of Internal Medicine, Taiwan, R.O.C.
1988 Society of Ultrasound in Medicine, Taiwan
1984 Formosan Medical Association

MAJOR RESEARCH INTERESTS:
1. Diagnosis, Treatment and Prognosis in Cancers of Digestive System
2. Clinical Trial in Cancer Therapy

PATENT:
1. iem 7w R FHe L ¢ EAFEIHP 512578655.(2006.7.11)

PUBLICATIONS: 183
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JEFFREY SHU-MING CHANG, MD, PHD, MPH

National Institute of Cancer Research, National Health Research Institutes
1F No.367 Sheng-Li Road

Tainan 704, Taiwan

Phone: (06)2083422 Ext 65160

Email: jeffreychang@nbhri.org.tw

EDUCATION:

2006 PhD Epidemiology, School of Public Health, University of California, Berkeley

2001 MPH Infectious Diseases, School of Public Health, University of California,

Berkeley

1998 MD Medicine, College of Medicine, University of Illinois at Chicago

1994 BA Molecular and Cell Biology, University of California, Berkeley

MAJOR RESEARCH INTERESTS:

Cancer epidemiology

Genetic and molecular epidemiology

Gene-environment interaction

PROFESSIONAL EXPERIENCE:

Jan 2015-present Associate Investigator, National Institute of Cancer Research, National Health
Research Institutes, Taiwan

Feb 2010-Dec 2014 Assistant Investigator, National Institute of Cancer Research, National Health
Research Institutes, Taiwan

Jul 2006-Jun 2009 Postdoctoral Research Fellow in Genetic/Molecular Epidemiology of Cancer,
Department of Epidemiology and Biostatistics, University of California, San Francisco

Jul 2003-Jun 2006 Graduate Student Researcher, School of Public Health, University of California,
Berkeley

Jul 2001-Jun 2003 Research Associate III/Supervisor, Division of Cancer Epidemiology

Department of Epidemiology and Biostatistics, University of
California, San Francisco
Feb 2000-Dec 2000 Post-Graduate Researcher, Office of AIDS, California Department of Health
Services
June 1998-Jan 1999 Resident Doctor, Department of Pathology, University of California at San
Francisco Medical Center

AWARDS AND HONORS:

2015 Research Achievement Award for Junior Research Investigators, National
Health Research Institutes
2014 151 Prize in Poster Competition, Society for Epidemiologic Research Annual
Meeting, Seattle, Washington, June 24-27, 2014.
2007 Aflac Scholar-in-Training Travel Award, American Association for Cancer

Research Special Conference, “Approaches to Complex
Pathways in
Molecular Epidemiology”, Santa Ana Pueblo, New Mexico,
May 30-June 2, 2007.
2006 Postdoctoral fellowship in genetic/molecular epidemiology, awarded through
the National Institute of Health R25 training grant (R25
CA112355, PIL: John Witte,
PhD),
2005 Presenter, Student Dissertation Workshop, Society for Epidemiologic
Research-Canadian Society for Epidemiology and Biostatistics joint meeting, Toronto,
June 27-30, 2005.

OTHER PROFESSIONAL ACTIVITIES:

American Association for Cancer Research (AACR)-Active member; AACR-Molecular Epidemiology Group
(MEG)-Member

American College of Epidemiology (ACE)-Member

International Genetic Epidemiology Society (IGES)-Member

10



Society for Epidemiologic Research (SER)-Member
PLOS ONE, Academic Editor since 2014

11



Investigating the risk factors of pancreatic cancer
Jeffrey Shu-Ming Chang

Approximately 338,000 cases (incidence = 4.2 per 100,000) of pancreatic cancer are diagnosed
worldwide annually, making it the 15™ most common cancer in the world. While the survivals
of many cancers, such as breast cancer and prostate cancer, have improved substantially, the
survival of pancreatic cancer has remained dismal with an extremely low 5-year survival rate of
3-5%. The increasing incidence and the continued poor survival of pancreatic cancer indicate
that it is critical to identify the risk factors of pancreatic cancer in order to establish preventive
strategies to reduce the occurrence of pancreatic cancer. The majority of pancreatic cancer
have unknown etiologies. Cigarette smoking is a major risk factor of pancreatic cancer and
accounts for 20-25% of pancreatic cancer cases. Long-term diabetes is also a strong risk
factor of pancreatic cancer. Other possible environmental factors of pancreatic cancer that
require further confirmation include alcohol drinking, sedentary lifestyle, obesity, chronic
pancreatitis, allergies, periodontal disease, and infections. Genetic factors may also play a role
in the development of pancreatic cancer. Five to ten percent of pancreatic cancer patients are
familial and are due to rare genetic mutations. Although the majority (>90%) of pancreatic
cancer cases are sporadic, genetic polymorphisms may be important in modulating the
individuals’ responses to environmental carcinogens for the development of pancreatic cancer.
This presentation will discuss the preliminary results of an original hospital-based case-control
study from Taiwan for investigating the risk factors of pancreatic cancer.

12



I. General Information

CURRICULUM VITAE
Ching-Shih Chen, Ph.D. [

Distinguished Research Fellow & Director Lucius A. Wing Chair of Cancer Research and

Institute of Biological Chemistry
Academia Sinica
Taipei, Taiwan

Tel: 886-02-2785-5696 ext. 1013

Therapy

Professor of Medicinal Chemistry, Internal Medicine
The Ohio State University

Columbus, OH 43210, USA

E-mail: chencs@gate.sinica.edu.tw Tel: 614-688-4008

E-mail: chen.844@osu.edu

I1. Education
Institution Degree Years Area of Study
National Taiwan University B.S. 9/74 — 6/78 Agricultural Chemistry
National Taiwan University M.S. 9/78 — 6/80 Biochemistry
University of Wisconsin - Madison ~ Ph.D. 9/80 — 1/85 Pharmaceutical Biochemistry

University of Wisconsin — Madison  Postdoc. 1/85—-12/86  Medicinal Chemistry

III. Academic Appointments
The Ohio State University
April 2001 -

April 2001 -

June 2002 -

University of Kentucky
July 1998 — March 2001
July 1995 — June 1998

July 1995 — March 2001

University of Rhode Island

July 1991 — June 1995

January 1987 — June 1991
II1. Honors

United States

Professor of Medicinal Chemistry
Member, The Comprehensive Cancer Center and Chemistry-Biology
Interface Training Program

Professor of Internal Medicine and Urology

Professor of Pharmaceutical Sciences
Associate Professor of Pharmaceutical Sciences
Member, Markey Cancer Center

Associate Professor of Medicinal Chemistry & Pharmacognosy
Assistant Professor of Medicinal Chemistry & Pharmacognosy

2009 -2010 Clinical trials of two drugs developed in my lab, OSU-03012 (AR12) and
OSU-HDAC42 (AR42), in solid and hematological malignancies at OSUCCC and in
the United Kingdom

2010-2012  Programmatic Review Committee, CDMRP Prostate Cancer Research Program

2007,2008  Prostate Cancer Foundation (formerly CapCure) Research Awards for two consecutive

years
2008 Hearst Foundation Research Award

2004 - Elected Fellow, American Association for the Advancement of Science (AAAS)
2004 Winner of the V Foundation-AACR Grants in Translational Cancer Research
1994 Shannon Award, NIH

The Ohio State University

2005 - Presen The Lucius A. Wing Chair of Cancer Research and Therapy, OSU Medical Center
2010 The Inaugural Innovator of the Year Award, OSU
2010 Distinguished University Scholar Award, OSU

13
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2008 Innovation in Drug Discovery Award, College of Pharmacy, OSU
2003 - 2006  Kimberly Chair Professorship, OSU College of Pharmacy
Taiwan

2005 -2014  Scientific Advisory Committee, Institute of Biological Chemistry, Academia Sinica,
Taiwan

2005 - 2011 Scientific Advisory Committee, National Science and Technology Program in
Biotechnology and Pharmaceuticals, Taiwan

2009- Present Honorary Chair Professor, Institute of Molecular and Cell Biology, National
Chung-Hsin University, Taiwan

2013- Present Honorary Chair Professor, College of Medicine, National Cheng Kung University
2007- Present Adjunct Professor, College of Pharmacy, National Taiwan University

2006 - 2010  Honorary Chair Professor, Department of Biological Science and Technology, China
Medical University

2004 - 2006 Honorary Chair Professor, College of Pharmacy, Kaohsiung Medical University,
Taiwan

University of Kentucky and University of Rhode Island

2000 Outstanding Faculty Award, College of Pharmacy, University of Kentucky
1999 Outstanding Professor Award, College of Pharmacy, University of Kentucky
1992 Teacher of the Year Award, College of Pharmacy, University of Rhode Island

IV. Grant Review Panel
2010-2012 CDMRP Prostate Cancer Research Program, Programmatic Review Committee

2009 NCI Drug Discovery and Development PO1 Special Emphasis Panel, ZCA1 RPPB-P

2009 Canadian Cancer Society Research Institute, Program project Site Visit at University of
Montreal

2004 - 2009  Chartered member, Basic Mechanism for Cancer Therapeutics (BMCT) Study Section,
NCI

2008 NCI Drug Discovery and Development PO1 Special Emphasis Panel, ZCA1 RPPB-M

2006 California Breast Cancer Research Program, Pathogenesis committee

2005 California Breast Cancer Research Program, Innovative Treatments/Earlier Detection
committee

2004 CDMRP Prostate Cancer Research Program CET-3 grant reviews

2004 NICDC Special Emphasis Panel to evaluate clinical center grant (P50) application

2003 CDMRP, Prostate Cancer Research Program, Clinical & Experimental Therapeutics #3,
CET-3

2003 Co-chair, NIDDK O’Brien Urology Center Grants Review

2003 NCI Special Emphasis Panel Member. FLAIR applications

2002 NCI Program Project Site Visit (PO1 CA100336-01)

2002 NCI Initial Review Group, Subcommittee C

2001 NIH, NIDDK Special Emphasis Panel, RFA: Role of Hormones and Growth Factors in

Prostate Cancer
1999 -2001  California Breast Cancer Research Program, Pathogenesis Review Committee

V. Teaching Activity
Professional Pharmacy Courses
Biopharmacy II (The Ohio State University)



Physiological Chemistry and Molecular Biology II (University of Kentucky)

of Pharmaceutical Science: Drug Form Design (Univ. of Kentucky)
Pharmacognosy I: Basic Immunology & Biologics (University of Rhode Island)
Pharmacognosy II: Antibiotics (University of Rhode Island

Graduate-Level Courses

Graduate Seminars (The Ohio State University)
Drug Discovery and Design (two lectures; The Ohio State University)

Biocatalysis (The Ohio State University)
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Basic Principles
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Inactivation of APC Cooperates with Kras and P53 Loss to Accelerate
PDAC metastasis in Mice.
Kuang-hung Cheng Ph.D.
Institute of Biomedical Science, National Sun Yat-sen University, Kaohsiung Taiwan

ABSTRACT
Adenomatosis polyposis coli (APC), a key tumor suppressor gene which causes most cases of
familial adenomatous polyposis FAP, have been considered a “gatekeeper” because alterations in
this gene occur as an early event in the neoplastic transformation. The APC tumor suppressor is an
essential inhibitor in the evolutionarily conserved Wnt/Wingless (Wg) signaling pathway. During
normal development, Wnt signaling is required not only to induce cell proliferation and cell fate
specification, but also to maintain somatic stem cell activity. Aberrant Wnt signaling by mutated
APC has been implicated in a wide variety of human cancers, including pancreatic adenocarcinoma
(PDAC). According to our preliminary result, we have identified APC mutation in ~10% of patients

with pancreatic cancer and 20% [-catenin mutation in PDAC patients. Herein, we examined the

overexpression and knockdown of APC gene or B-catenin in human PDAC cells to investigate the

alteration of PDAC cell morphologies, proliferation kinetics and the tumor suppression of based on
growth in soft agar and tumor formation in nude mice. Secondly, we established engineered mouse
models representing the inactivation of APC synergizes with Kras activation or/and P53 loss in
PDAC development, and mouse model itself has been well characterized with respect to the kinetics

of progression which will provide a valuable tool to dissect the APC/B-catenin signaling network
during PDAC carcinogenesis, and assess the impact of APC/B-catenin inhibitors on the pancreatic

carcinogenesis in vivo. In addition, our preliminary results also indicated that inhibition of Wnt/
-catenin signaling blocked proliferation and induced apoptosis of culture PDAC cells to support a

new therapeutically strategies of Wnt/B—catenin pathway in as a therapeutic and preventive target
for human pancreatic cancer with APC mutation in the near future.
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Most pancreatic surgeries for pancreatic cancer are R1 resection?

Ta-Sen Yeh, MD, PhD
Department of Surgery, Chang Gung Memorial Hospital at Linko, Taiwan

Pancreatic cancer is the fourth leading cause of cancer-related death in Western
societies and is projected to be second leading cause within a decade. Surgical
resection is the only hope for cure. Because of the late presentation of the disease,
particularly for those with pancreatic body or tail lesion lacking of overt and specific
symptoms, <15% of patients are eligible for pancreatic resection. More than this, the
prognosis of pancreatic cancer remains dismal in those with potentially resectable
disease. The five-year survival following pancreaticoduodenectomy is about 25-30%
for node-negative, and 10% for node-positive tumors. The prognosis of pancreatic
body/tail cancer after pancreatectomy is even worse. Many investigators assume that
the dismal prognosis after surgical resection might be due to unclean surgical margins,
either microscopically (R1) or R2 (macroscopically), particularly at the facets of
retroperitoneal plane and portal vein groove in addition to the traditional one. Many
pathologists have even claimed that most of the pancreatic surgery are R1 resection.
To elucidate this puzzling issue, we conducted an in-depth pathological examination
by inking different colored dyes upon the surgical specimen to carefully evaluate the
radicality, which was then correlated with the findings of the computed tomography.
By doing so, we might shade a light on this annoying surgical issue worldwide.
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Loss of Krupple Like Factor 10 Enhanced Epithelial Mesenchymal Transition of
Pancreatic Cancer by Modulating Glucose Metabolism via Sirt 6 and PKM2
Hui-Ju Ch’ang™?, Yi-Chih Tsai', Su-Liang Chen', Vincent HS Chang?

! National Institute of Cancer Research, National Health Research Institutes, Zhunan,
Miaoli County, Taiwan
2 Program for Translation Medicine, College of Medical Science and Technology, Taipei
Medical University, Taipei, Taiwan.
® Department of Radiation Oncology, Taipei Medical University Hospital, Taipei, Taiwan
*Correspondence: hjmc@nhri.org.tw

Introduction:

Pancreatic Cancer is well known for its deregulated TGFpB signaling. We have
reported that the expression level of Kripple like factor 10 (KIf10), a TGFp early response
transcription factor, is associated with clinical outcomes of pancreatic cancer patients. In
this study, we would like to evaluate the mechanisms of KIf10 in promoting distant
metastasis of pancreatic cancer.

Materials and Methods:

KIf10 over-expressing- or depleting-human pancreatic cancer cell lines were
established. Epithelial-mesenchymal transition (EMT) markers and glycolysis related
molecules were evaluated by immunoblots. Cancer cell migration was measured by
trans-well assay. Luciferase-labeled Panc-1 cells with or without KIf10 mRNA silencing
were injected via tail veins of NOD/SCID mice to evaluate their metastatic ability. The
glucose consumption, lactate production and mitochondrial respiration of pancreatic cancer
cells were measured by assay kit or XF® Extracellular Flux Analyzers.

Results:

Down-regulating KIf10 in Panc-1 cells was associated with enhanced migration and
invasion ability by in vitro and in vivo studies. Immunoblots of cell lysates revealed
decreased expression level of E-cadherin and increased Twist, MMP9. Glycolysis activity
was elevated while mitochondrial respiration decreased after silencing Kif10 mRNA in
Panc-1 cells. The phenomenon was in parallel with decreased Sirt 6 and increased HIF-1a
as well as PKM2 expression. We demonstrated that KIf10 bind to the promoter and
transcriptionally regulated Sirt 6. Modulating Sirt 6 and PKM2 reversed the EMT and
metastatic phenotype of Panc-1 cells with KIf1OmRNA silencing.

Discussion:

Loss of KIf10 enhanced the migratory ability of pancreatic cancer cells. KIf10
transcriptionally regulated Sirt 6 which modulated glycolytic enzymes including PKM2 via
HIF-1a. Elevated PKM2 promoted EMT phenotype and distant metastasis of pancreatic
cancer. KIf10 is a potential prognostic and therapeutic biomarker for pancreatic cancer.

25



Curriculum Vitae

Personal information

Name: * ¥ % Hao-Chen Wang

Place of birth: Taiwan

Address: 138, Sheng-Li Road, Tainan, Taiwan

Tel: 886-6-2353535 ext 3116

E-mail: jojolion@mail.ncku.edu.tw

Education

2004-2012 Ph.D., Institute of Basic Medical Science, College of Medicine, National Cheng Kung
University, Tainan, Taiwan

1995-1997 M.S., Department of Physiology, College of Medicine, National Cheng Kung
University, Tainan, Taiwan

Working experience
1999-2004 Associate Researcher, Product and Process Research Center, Food Industry Research

and Development Institute, Hsinchu, Taiwan
Research interests

< Molecular biology

<> Tumor biology

Publications (recent 5 years)

1. Wang HC, Yeh HH, Huang WL, Lin CC, Su WP, Chen HH, Lai WW, Su WC*. Activation of the
signal transducer and activator of transcription 3 pathway up-regulates estrogen
receptor-beta expression in lung adenocarcinoma cells. Mol Endocrinol. 2011
Jul;25(7):1145-58.

2. Tsai TL, Hou CC, Wang HC, Yang ZS, Yeh CS, Shieh DB, Su WC*. Nucleocytoplasmic transport
blockage by SV40 peptide-modified gold nanoparticles induces cellular autophagy. Int J
Nanomedicine. 2012;7:5215-34.

3. Su WP, Lo YC, Yan JJ, Liao IC, Tsai PJ, Wang HC, Yeh HH, Lin CC, Chen HH, Lai WW, Su WC*.
Mitochondrial uncoupling protein 2 regulates the effects of paclitaxel on Stat3 activation

and cellular survival in lung cancer cells. Carcinogenesis. 2012 Nov;33(11):2065-75.

26



Curriculum Vitae
Personal information
Name: % 2% Ya-Chin Hou
Sex: Female
Place of birth: Taiwan
Address: 138, Sheng-Li Road, Tainan, Taiwan
Tel: 886-6-2353535 ext 3116
E-mail: yachi2016@yahoo.com.tw
Education
2010-present Ph.D. program, Institute of Basic Medical Science, College of Medicine, National
Cheng Kung University, Tainan, Taiwan
2006-2008 M.S. Graduate Institute of Biotechnology, National Chung Hsing University, Taichung,
Taiwan

Doctoral research

Thesis title: Tumor associated macrophage and stemness in pancreatic cancer stem-like cells
Working experience

2009-2010 Research Assistant Department of Biochemistry and Molecular Biology, College of
Medicine, National Cheng Kung University, Tainan, Taiwan

2004-2006 Research Assistant HS Biotechnology company, Taichung, Taiwan

Research interests

<> Tumor biology

<> Tumor microenvironment
<> Cancer stem cell

Publications (recent 5 years)
1. Hsu YH, Li HH, Sung JM, Chen WT, Hou YC, and Chang MS. Interleukin-19 Mediates
Tissue Damage in Murine Ischemic Acute Kidney Injury. PLoS ONE. 2013; 8 (2): 1-10.

27


http://www.ncbi.nlm.nih.gov/pubmed?term=Hsu%20YH%5BAuthor%5D&cauthor=true&cauthor_uid=23468852
http://www.ncbi.nlm.nih.gov/pubmed?term=Li%20HH%5BAuthor%5D&cauthor=true&cauthor_uid=23468852
http://www.ncbi.nlm.nih.gov/pubmed?term=Sung%20JM%5BAuthor%5D&cauthor=true&cauthor_uid=23468852
http://www.ncbi.nlm.nih.gov/pubmed?term=Chen%20WT%5BAuthor%5D&cauthor=true&cauthor_uid=23468852
http://www.ncbi.nlm.nih.gov/pubmed?term=Hou%20YC%5BAuthor%5D&cauthor=true&cauthor_uid=23468852
http://www.ncbi.nlm.nih.gov/pubmed?term=Chang%20MS%5BAuthor%5D&cauthor=true&cauthor_uid=23468852

Name
Office Address

Education

Degree

Curriculum Vitae

Tiffany Ting-Fang Shih, M.D. / % jies F (7

Department of Radiology and Medical Imaging,

National Taiwan University, College of Medicine & Hospital.

No.7, Chung-Shan S. RD., Taipei, Taiwan. 100

(Tel)886-2-23123456 ext. 66993 / 65568  (Fax)886-2-23224552

e-mail: ttfshih@ntu.edu.tw

+ College of Medicine, National Taiwan University (1977-1984)

+ Clinical Instructor, Department of Radiological Science, UCLA Medical
Center. (1989-1990)

M.B. (Equivalent to M.D. in the United States)

Training & Working Experience:

1983-1984

1984-1985

1985-1987
1987-1988
1989-1990
1989-1996
1996-2004
1995-2008

2002-2008

2008-2014

1988-present

2004-present
2016-present

2016-present

Rotating Intern in National Taiwan University Hospital.

Resident, Department of Internal Medicine,
National Taiwan University Hospital.

Resident, Department of Radiology, National Taiwan University Hospital.
Chief Resident, Department of Radiology, National Taiwan University Hospital.
Clinical Instructor, Department of Radiological Science, UCLA Medical Center.
Assistant Professor, National Taiwan University College of Medicine.

Associate Professor, National Taiwan University College of Medicine.

Head, section of Musculoskeletal Radiology, National Taiwan University Hospital.

Vice Chairman, Department of Medical Imaging and Radiology, National Taiwan
University Hospital and College of Medicine.

Chairman, Department of Medical Imaging and Radiology, National Taiwan
University Hospital and College of Medicine.

Visiting Staff, Department of Medical Imaging, National Taiwan University
Hospital.

Professor, Department of Radiology, National Taiwan University College of Medicine.
Deputy Chief Strategy Officer, Taipei City Hospital.

Chairman, Department of Medical Imaging, Taipei City Hospital.

28


mailto:ttfshih@ntu.edu.tw

PET/MRI as a Hybrid Biomarker of Pancreatic Cancer
— Clinical Diagnosis and Outcome Prediction

To correlate the clinical stage and prognosis of pancreatic or periampullary cancer with the imaging
biomarkers on diffusion-weighted imaging, magnetic resonance spectroscopy and glucose metabolic activity
derived from integrated PET/MRI. This prospective study was approved by the institutional review board
and informed consent was obtained. The study group comprised 60 consecutive patients with pancreatic or
periampullary cancer who underwent PET/MRI before treatment. The imaging biomarkers were the
minimal apparent diffusion coefficient (ADCmin), choline levels, standardized uptake values, metabolic
tumour volume (MTV), and total lesion glycolysis (TLG) of the tumours. The relationships between these
biomarkers and clinical TNM stage were evaluated using the Pearson test and the Mann-Whitney U test.
The area under the receiver operating characteristic curve (AUROC) was used to evaluate accuracy. The
correlation between the imaging biomarker and progression-free survival (PFS) was investigated using the
Cox proportional hazards model. ADCmin was significantly lower in N1 and TNM stage 3+ tumours.
Choline levels significantly higher in T4 tumours. TLG was significantly higher in T4, N1 and TNM stage
3+ tumours. MTV was significantly higher in T4, N1, M1, and TNM stage 3+ tumours (all P < 0.05). The
MTV/ADCmin ratio exhibited the highest AUROC for predicting T4, N1, M1, and advanced TNM stages
tumours, and was an independent predictor of PFS (P = 0.018) after adjustment for age, sex, tumour size
and stage. The imaging biomarkers from integrated PET/MRI may predict clinical stage and PFS in patients

with pancreatic or periampullary cancer.
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CT-Guided Coaxial Core Biopsy of the Pancreas via a Fat Traversing Route
Yi -Sheng Liu

Purpose: To evaluate the safety and efficacy of computed tomography (CT)-guided coaxial core biopsy

of pancreatic lesions.

Patients and Methods: Of the 180 patients (75 females, 105 males of comparable age) who underwent
CT-guided pancreatic biopsy with and without the use of a coaxial needle, 122 underwent coaxial needle
biopsy of their pancreas (coaxial group) compared with 58 patients who underwent biopsy without coaxial
needle use (non-coaxial group). A detour route traversing fat was used, where feasible, to avoid non-target

organ puncture. Multivariable regression analysis evaluated group differences.

Results: More lesions in the coaxial group were located within pancreatic head (44.3%) compared with
the non-coaxial group (25.9%). Significantly more patients in the coaxial group underwent biopsy via the
detour route compared with the non-coaxial group (93.4% vs. 1.7%, respectively; p < 0.001). No patient in
the coaxial group had biopsy via trans-organ route compared with five (8.6%) patients in the non-coaxial
group (p = 0.003); the coaxial group had significantly less complications than the non-coaxial group (4.1%
vs. 15.5%, respectively; p = 0.014). The coaxial group had significantly more successful diagnoses
compared with the non-coaxial group (96.7% vs. 79.3%, p < 0.001). Multivariable logistic regression
analyses showed that, compared with the non-coaxial group, patients in the coaxial group were less likely to
have negative tissue from the biopsy (OR = 0.07, p < 0.001), after adjusting for age, gender, and pancreatic

lesion size.
Conclusion: Compared with biopsy performed without a coaxial needle, CT-guided coaxial core biopsy

appeared to be a safer and more effective method for pancreatic lesion biopsy possibly due to the use of a

detour route through fat afforded by coaxial needle use.
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Type 2 Diabetes and the Risk of Pancreatic Cancer
Wei-Chih Liao

Pancreatic adenocarcinoma (PAC) is the most lethal cancer, with a 5-year survival rate of
less than 5%. The incidence and mortality rates of PAC are increasing, underscoring the
urgent need for better understanding and control of its risk factors.

Epidemiologic evidence supports that type 2 diabetes and its precursor, prediabetes, are
risk factors for PAC. Meta-analyses of observational studies have demonstrated a
positive association between chronic diabetes and PAC risk, and that there is a strong
linear dose-response association between fasting blood glucose and the rate of PAC. On
the other hand, diabetes may also be a presentation of PAC. A population-based cohort
study from Taiwan found that diabetes of less than 2 years is associated with a marked
increase in PAC risk.

The link between prediabetes/type 2 diabetes and PAC are not completely understood.
Chronic hyperinsulinemia and hyperglycemia associated with prediabetes/diabetes have
been proposed as the underlying mechanisms. Insulin may promote proliferation and
reduces apoptosis in pancreatic cancer cells, both directly and indirectly through
increased bioavailability of insulin-like growth factor-1. Hyperglycemia may also enhance
proliferation and invasion ability in pancreatic cancer.

Type 2 diabetes is increasing rapidly worldwide; this alarming trend could result in
further increase in PAC incidence. Efforts toward early detection of diabetes in
conjunction with lifestyle modifications and pharmacologic treatments may represent a
viable strategy to curb the increasing incidence of pancreatic cancer.
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