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Chia-Chi (Josh) Lin

Chia-Chi (Josh) Lin is the Director of Phase | Center, Department of Oncology, National Taiwan
University Hospital and Associate Professor, Graduate Institute of Clinical Medicine, National
Taiwan University College of Medicine. He received his MD degree, PhD degree, and his
specialty training in Medical Oncology at the National Taiwan University College of Medicine.
He was a clinical research fellow at the Institute for Drug Development, Cancer Therapy and
Research Center, San Antonio, TX in 2006 and at the Clinical Research Services at Scottsdale
Healthcare, Translational Genomics Research Institute, Scottsdale, AZ in 2007. He has first and
corresponding authored more than 30 peer-reviewed manuscripts. His main research interests
include early phase drug development as well as novel therapies for lung cancer, esophageal
cancer, and thyroid cancer. Because of his dedication to medical oncology and early phase drug
development, Dr. Lin was appointed as the executive secretary of Taiwan Oncology Phase | Trial
Consortium (TOPIC).




Oncology Phase | Trials: The Critical Step of Drug
Development

Chia-Chi (Josh) Lin, MD, PhD MAZX 25

National Taiwan University Hospital

Oncology phase | trials had been transformed from determination of the maximum tolerated dose
based on dose limiting toxicities to hypothesis testing with intermediate biomarkers of response
based on pharmacokinetics (drug exposure), pharmacodynamics (target inhibition), biological
effects achieved. As for the pharmacokinetics, | had studied the relationship between the QTc
prolongation and the maximum concentration of belizatinib (TSR011, ALK inhibitor) to find out a
better schedule / formulation." Regarding the pharmacodynamics, | had integrate biomarker (total
plasma IGF-1) and response data to confirm the relevant biological dose of xentuzumab (BI836845,
anti-IGF antibody).? Difference in target inhibition / tolerability of sonidegib (LDE225, SMO inhibitor)
was noted between the East Asian patients and Western population. The recommended phase |l
dose in East Asian patients (400 mg QD) was lower than in patients from Europe / USA (800 mg
QD and 250 mg BID).> Exemplary cases to demonstrate the biological effects achieved include
volasertib (BI6727, PLK inhibitor) in urothelial carcinoma,* BI853520 (FAK inhibitor) in gastric
cancer,” and pexidartinib (PLX3397, CSF1R inhibitor) in tenosynovial giant cell tumor.® Following
the initial promising activity of osimertinib (AZD9291, EGFR inhibitor), molecular aberrations of
tumors were reanalyzed at progression to reveal cMET amplification (50%), EGFR C977S mutation
(17%), BRAF mutation (8%), KRAS mutation (8%), and histology transformations as the resistance
mechanisms.” This will generate new biological hypotheses to be tested in future phase | trials to
circumvent resistance.

References

1. Lin C-C, Arkenau HT, Lu S, Sachdev J, de Castro Carpefio J, Mita M, Dziadziuszko R, Su
W-C, Bobilev D, Hughes L, Chan J, Zhang ZY, Weiss GJ. A phase 1, open-label, dose-
escalation trial of oral TSR-011 in patients with advanced solid tumours and lymphomas. Br J
Cancer 121:131-8, 2019

2. de Bono JJ* Lin C-C* Chen L-T, Corral J, Michalarea V, Rihawi K, Ong M, Lee J-H, Hsu
C-H, Yang C-H, Shiah H-S, Yen C-J, Anthoney A, Jove M, Buschke S, Fuertig R, Schmid U,
Goeldner R-G, Strelkowa N, Huang DC-L, Bogenrieder T, Twelves C, Cheng A-L. Two first-



in-human studies of xentuzumab, a humanised insulin-like growth factor (IGF)-neutralising
antibody, in patients with advanced solid tumours. Br J Cancer 122:1324-32, 2020 (*equal

contribution)

Minami H,* Ando Y, Ma B, Lee J-H, Momota H, Fujiwara Y, Li L, Fukino K, Ito K, Tajima T, Mori
A, Lin C-C.* A phase 1, multicenter, open-label, dose-escalation study of sonidegib in Asian
patients with advanced solid tumors. Cancer Sci 107:1477-83, 2016 (*equal contribution)

Lin C-C, SuW-C, Yen C-J, Hsu C-H, Su W-P, Yeh K-H, Lu Y-S, Cheng A-L, Huang DC, Fritsch
H, Voss F, Taube T, Yang C-H. A phase | study of two dosing schedules of volasertib (Bl 6727),
an intravenous Polo-like kinase inhibitor, in patients with advanced solid malignancies. Br J
Cancer 110:2434-40, 2014

Doi T, Yang C-H, Shitara K, Naito Y, Cheng A-L, Sarashina A, Pronk L-C, Takeuchi Y,
Lin C-C.* Phase | study of the focal adhesion kinase inhibitor Bl 853520 in Japanese and
Taiwanese patients with advanced or metastatic solid tumors. Target Oncol 14:57-65, 2019
(*corresponding author)

C-H, Yen Y-H, Yang C-H, Cheng A-L, Sasaki S, Chiu L-Y, Sugihara M, Ishizuka T, Oguma
T, Tajima N, Lin C-C.* A phase | study of pexidartinib, a colony-stimulating factor 1 receptor
inhibitor, in Asian patients with advanced solid tumors. Invest New Drugs 38:99-110, 2020
(*corresponding author)

Lin C-C, Shih J-Y, Yu C-J, Ho C-C, Liao W-Y, Lee J-H, Tsai T-H, Su K-Y, Hsieh M-S, Chang
Y-L, Bai Y-Y, Huang DD, Thress KS, Yang C-H. Outcomes in patients with non-small-cell lung
cancer and acquired Thr790Met mutation treated with osimertinib: a genomic study. Lancet
Respir Med 6:106-17, 2018
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Yuan-Soon Ho {9}l

H

Current Position:

Distinguished Professor/Associate Director
TMU Translational Cancer Research Center
http://mts.tmu.edu.tw/BreastCancer/main.php

Personal information:
Born: 12 June, 1965 Tai-Chung., Sex: Male
email: hoyuansn@tmu.edu.tw

Education and Professional Experiences:

I

AR F5 14 RE Ae#%EBPY / ZFh feirE teizFH
Taipei Medical Graduate Institute of Medical Sciences, Distinguished 2014~2017,
University, College of Medicine, professor, 2019~2022
Taipei Medical Graduate Institute of Medical Sciences, Director 2015~2018
University, College of Medicine,
Taipei Medical School of Medical Technology, Taipei Chairman 2002-2004
University, Medical University, and Graduate Institute

of Biomedical Technology,
Taipei Medical Institute of Biomedical Technology Professor 2001-2004
University,

Professional and Research Experience:

Editor:

1. J Food and Drug Analysis (SCI impact factor 4.176, Food Science and Technology field,
9.6%) (Associate Editor) https://www.journals.elsevier.com/journal-of-food-and-drug-
analysis/editorial-board

2. PLOS One (SCI impact factor 2.806, Multidisciplinary Sciences field, 23.4%): (Editor) http://
plosoneedboard.plos.org/main/summary (Since 2012~)

3. Scientific Reports (SCI impact factor 4.259, Multidisciplinary Sciences field, 15.6%): (http:/
www.nature.com/srep/about/editorial-board#cancer) (Editor)

J. Cancer Research and Practice: (Editor)

5. Open Access Journal of Cancer & Oncology(OAJCO): (Editor) (https://medwinpublishers.
com/OAJCO/editorial-board.php)

©


http://mts.tmu.edu.tw/BreastCancer/main.php

Current Research in Nutrition and Food Science: (Associate Editor)
(www.foodandnutritionjournal.org)

International Journal of Food and Nutrition Research (Editor) http://escipub.com/
international-journal-of-food-and-nutrition-research/

Scientific Members:

1.

o bk~ DN

The member of council in Taiwan Tea Association (2012~)

The director of academic committee in Taiwan Tea Association (2012~)
The member of council in The Chinese Oncology Association (2015~)
PEREREEESE EE

National Academy of Inventors member, Taiwan TMU Chapter (2017)

Awards and Honors:

Excellent Research Award on Clinical Research of the Taiwan House Company (2015). The
Best Research Award of the Chinese Oncology Society: Prof. Tung Da-Cheng’s (2K/%) Best
Research Award (2012). Excellent Research Award of the National Science Council (1995-1996,
1998-2002); Excellent Research Award of the Taipei Medical University (2009, 2011, 2012);
Bronze Research Award, Taipei Medical University (2000-2001); Bronze Research Award,
Taipei Medical University (2003); Excellence in Innovation of Teaching Methods, Taipei Medical
University (2000); listed in Who's Who in Medicine and Healthcare (21* edition, 2002—2007);
listed in Who's Who in Science and Engineering (21° edition, 2003—2007); listed in Who's Who
in the World (21* edition, 2003—2007)

Selected Publications:

1.

Lee CH, Huang CS, Chen CS, et al. Overexpression and activation of the alpha9-nicotinic
receptor during tumorigenesis in human breast epithelial cells. J Natl Cancer Inst 2010;
102:1322-1335 (corresponder)

Wu CH, Lee CH, Ho YS. Nicotinic acetylcholine receptor-based blockade: applications of
molecular targets for cancer therapy. Clin Cancer Res 2011; 17:3533-3541 (corresponder)

4 Jin G, Lee SW, Zhang X, et al. Skp2-Mediated RagA Ubiquitination Elicits a Negative
Feedback to Prevent Amino-Acid-Dependent mTORC1 Hyperactivation by Recruiting
GATOR1. Mol Cell 2015; 58:989-1000

Lin CY, Lee CH, et al. Membrane protein-regulated networks across human cancers. Nature
Communication 2019;10(1):3131 (corresponder)


http://escipub.com/international-journal-of-food-and-nutrition-research/
http://escipub.com/international-journal-of-food-and-nutrition-research/

S4B A TR HIZ AR R LRI B KR 2010 - IR AFEABPa9-EH T ZiE(a9-

nicotinic acetylcholine receptor)FRIRERIEBAEHESE8E - BEFRED ] # FUE B
RESHE  RBERTREBZRRDR" MiRsI8IE" RETHFEE - IEARERIN2010FE
PRz E2HA T Journal of the National Cancer Institute 2010; 102 ( 17 ): 1322 — 1335 - [R20125 %
BrHERKEERFREE 'EANBIEEEREEMRELE )  EBRZBOFEEINZR
AR BRI EART ZE T 38 - BB RIBAE T ERIRABEM AL BEARBIRAMNE RIS FEE
& DUAREEMRENZUSKERGRBYESRABEARESAR™ESET - WEBAZLEAS
FMAFRETEMFEHRE" a9-BEL T ZB/HER2EGE" FENRIEMAR  BRE_FHE
ZT  WEEN ] IUECHER-2EHBE S ISR - /Rt RSHER-2EBURE M E R - BN IR
09-Ea T RBMEEN D FIERNE 8528 " HE FHerceptin® ; MHER-2HEEBE @ &
£ "8JRY, (EEMNM - EETFR2019F7H16H 3 RN EIFREAHINature Communications
2019;10(1):3131: X124 " Membrane protein-regulated networks across human cancers ; -
LESN ~ IS B BRAE A RS AR AMES(n = 192) A FIEIEE a 9-BEh T Zi28PDL-15
HE3kIE(Pearson’s rank correlation *p<0.001) IR EBEXEME - —BZEZIREPNRKER
BREL  BAEERATERZAERIBIN —LER - ARERERELEAREZ IZERTH
BERRREET - EFR09-EH T ZEBERIFREMENS - BRI EERZEJLUERKNENS-
EE T ZBEMHER-2MN S WAL [@EEY) - LB KEXM A = EiR B0 iniszEY - 75l
tH#09-Eh ] REMHER-2ETHARARE—MIEQUERTE - £ =EERERAET ERIRKE
BEY) (W Lipo-Dox®) B EMILFRAIM - BABEB[ETREZHFE - ARERZEFER ENRA9-
ER T ZRND FREFRMEGIMR BB BWITIEILEZEY)  RIAETHERE
YL hatis - MERILERERIEHIEEEK -
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Chiao-En Wu S &

Sex: Male

Birthday: February 26, 1981

Place of Birth: Taipei county

Citizenship: Republic of China (ROC),

E-mail: 8805017@adm.cgmh.org.tw; jlaoen@gmail.com
Language: Chinese, English

Education: Chang Gung University, College of Medicine, School of Traditional Chinese Medicine,
double degree in Chinese Medicine and Medicine

Postgraduate education and Employment record:
Jun. 2005- Apr. 2007  Intern, Chang Gung Memorial Hospital (CGMH)
Aug. 2007- Aug. 2012 Resident, Department of Internal Medicine, CGMH

Jul. 2010- Aug. 2012 Clinical Fellow, Division of Medical Oncology, Department of Internal
Medicine, CGMH

Sep. 2012- Attending Physician, Division of Medical Oncology, Department of
Internal Medicine, CGMH

Sep. 2014-Sep. 2018 PhD, Northern Institute for Cancer Research, Newcastle University, UK

Jul. 2014-Jun. 2016 Lecturer, , Division of Medical Oncology, Department of Internal
Medicine, CGMH

Jul. 2016-Jun. 2020  Assistant Professor, Division of Medical Oncology, Department of Internal
Medicine, CGMH

Jul. 2020- Associate Professor, Division of Medical Oncology, Department of
Internal Medicine, CGMH

Board Certification

Taiwan Medical Association, License: 042457 on 2008-04-21

Society of Internal Medicine, Republic of China, License: 008690 on 2010-12-15
Medical Oncology of the Chinese Oncology Society, License: 101011 on 2012-11


mailto:8805017@adm.cgmh.org.tw
mailto:jiaoen@gmail.com
http://medicine.cgu.edu.tw/bin/home.php?Lang=en
http://cm.cgu.edu.tw/bin/home.php?Lang=en

Professional Affiliations
Society of Internal Medicine

N o o ks~ 0w DdhPE

Chinese Oncology Society

Taiwan Academy of Hospice Palliative Medicine
Taiwanese Society of Molecular Medicine
British Association for Cancer Research
European Association for Cancer Research

American Association for Cancer Research

Research Interest: Molecular Biology, p53 in cancer; Gastrointestinal Cancer; Melanoma

Research Project:

1.

To establish PDX model to explore the novel therapeutic target in KIT/PDGFRA-WT GIST.
CMRPG3J0971. 2019/08/01-2022/07/31

Comprehensive evaluation of MUC4 in chemo-resistance in biliary tract cancers.
CRRPG3K0021. 2020/03/01~2022/02/28

Comprehensive evaluation of Puf-A as a possible therapeutic target associated with
tumorigenesis in intrahepatic cholangiocarcinoma. NMRPG3K6201~3. 2020/08/01-
2023/07/31

Publications (2018-):

1.

Chiao-En Wu, Arman Esfandiari, Yi-Hsuan Ho, Nan Wang, Ahmed Khairallah
Mahdi, Erhan Aptullahoglu, Penny Lovat, *John Lunec. Targeting negative regulation
of p53 by MDM2 and WIP1 as a therapeutic strategy in cutaneous melanoma. Br J
Cancer. 2018; 118(4):495-508.

Chiao-En Wu, Tsin Shue Koay, Arman Esfandiari, Yi-Hsuan Ho, Penny Lovat, *John

Lunec. ATM Dependent DUSP6 Modulation of p53 Involved in Synergistic Targeting of
MAPK and p53 Pathways with Trametinib and MDM2 Inhibitors in Cutaneous Melanoma.
Cancers. 2019;11(1):3.

Chiao-En Wu, Ming-Huang Chen, and *Chun-Nan Yeh, mTOR Inhibitors in Advanced Biliary

Tract Cancers. Int J Mol Sci, 2019. 20(3).
Chiao-En Wu, Tsin Shue Koay, Yi-Hsuan Ho, Penny Lovat, *John Lunec.TP53 mutant cell

lines selected for resistance to MDM2 inhibitors retain growth inhibition by MAPK pathway



10.

11.

12.

inhibitors but a reduced apoptotic response. Cancer Cell Int, 2019. 19: 53.
Shang-Yu Wang, Chiao-En Wu, Chun-Chi Lai,Jen-Shi Chen, Chun-Yi Tsai,Chi-Tung

Cheng,Ta-Sen Yeh, *Chun-Nan Yeh. Prospective Evaluation of Neoadjuvant Imatinib Use
in Locally Advanced Gastrointestinal Stromal Tumors: Emphasis on the Optimal Duration of
Neoadjuvant Imatinib Use, Safety, and Oncological Outcome. Cancers. 2019;11(3):424.

Chiao-En Wu, Chin-Yuan Tzen, Shang-Yu Wang, *Chun-Nan Yeh. Clinical Diagnosis
of Gastrointestinal Stromal Tumor (GIST): From the Molecular Genetic Point of View.
Cancers. 2019;11(3):679.

John Wen-Cheng Chang, Yao-Yu Chang, Yen-Lin Huang, Yun-Feng Lo, Tsung-Ying Ho,
Yi-Ting Huang, Huan-Wu Chen, Chun-Nan Yeh, *Chiao-En Wu. Merkel cell carcinoma
in Taiwan: A series of 24 cases and literature review. Medicine (Baltimore). 2019
Oct;98(42):e17538.

John Wen-Cheng Chang, Yen-Lin Huang, Yao-Yu Chang, Yung-Feng Lo, Tsung-Ying Ho, Yi-
Ting Huang, Huan-Wu Chen, *Chiao-En Wu. Sentinel Lymph Node Biopsy Was Associated
With Favorable Survival Outcomes For Patients With Clinically Node-Negative Asian
Melanoma. Cancer Management and Research. 2019; 11: 9655-9664.

Kien Thiam Tan, Chun-Nan Yeh, Yu-Chan Chang, Jen-Hao Cheng, Wen-Liang Fang , Yi-
Chen Yeh , Yu-Chao Wang , Dennis Shin-Shian Hsu, Chiao-En Wu, Jiun-1 Lai , Peter Mu-
Hsin Chang, Ming-Han Chen, Meng-Lun Lu, Shu-Jen Chen, Yee Chao, Michael Hsiao,
Ming-Huang Chen. PRKDC: New Biomarker and Drug Target for Checkpoint Blockade
Immunotherapy. J Immunother Cancer. 2020 Mar;8(1):e000485

Chiao-En Wu, Wen-Chi Chou, Chia-Hsun Hsieh, John Wen-Cheng Chang, Cheng-Yu Lin,
Chun-Nan Yeh*, Jen-Shi Chen*. Prognostic and Predictive Factors for Taiwanese Patients
With Advanced Biliary Tract Cancer Undergoing Frontline Chemotherapy With Gemcitabine
and Cisplatin: A Real-World Experience. BMC Cancer. 2020 May 14;20(1):422.

Chiao-En Wu, Chan-Keng Yang, Meng-Ting Peng, Pei-Wei Huang, Yu-Fen Lin, Chi-Yuan
Cheng, Yao-Yu Chang, Huan-Wu Chen, Jia-Juan Hsieh and John Wen-Cheng Chang*
Immune Checkpoint Inhibitors for Advanced Melanoma: Experience at a Single Institution in
Taiwan. Front. Oncol., 04 June 2020

Yi-Ru Pan, Chiao-En Wu (co-first author), Yu-Chao Wang, Yi-Chen Yeh, Meng-Lun Lu, Yi-
Ping Hung, Yee Chao, Da-Wei Yeh, Chien-Hsing Lin, Jason Chia-Hsun Hsieh, Ming-Huang
Chen*, Chun-Nan Yeh*. Establishment of a novel gene panel as a biomarker of immune
checkpoint inhibitor response. Clin Transl Immunology. 2020 Jun 30;9(7):e1145.

(12)


https://www.mdpi.com/search?authors=Shang-Yu Wang&orcid=0000-0003-1514-3015
https://www.mdpi.com/search?authors=Chun-Chi Lai&orcid=
https://www.mdpi.com/search?authors=Jen-Shi Chen&orcid=0000-0001-9756-3974
https://www.mdpi.com/search?authors=Chun-Yi Tsai&orcid=
https://www.mdpi.com/search?authors=Ta-Sen Yeh&orcid=
https://www.mdpi.com/search?authors=Chun-Nan Yeh&orcid=
https://www.mdpi.com/search?authors=Chin-Yuan Tzen&orcid=
https://www.mdpi.com/search?authors=Shang-Yu Wang&orcid=0000-0003-1514-3015
https://www.mdpi.com/search?authors=Chun-Nan Yeh&orcid=

Time to look for uncommon alterations in clinical
daily practice: knowing the unmet needs for ROS1
and NTRK

RYE B

Recent advances in molecular testing makes more and more oncogenic drivers emerge across
various cancers. Some of these targeted therapies have been developed and approved by the
FDA, including ROS1 rearrangements (eg. crizotinib, entrectinib) in NSCLC and neurotropic
tropomyosin receptor kinase (NTRK) fusion genes (eg. larotrectinib, entrectinib) in all solid tumors.

It has been shown that CNS metastases are diagnosed in 10% to 30% of solid tumors, particularly
in NSCLC and associated with poor outcome. Therefore, an effective targeted therapy with potent
intracranial activity is needed. Entrectinib is a CNS-active ROS1 and TRK inhibitor that crosses the
blood-brain barrier and has demonstrated systemic and intracranial efficacy in patients with ROS1
and NTRK fusion-positive solid tumors. The patient report outcome data also supported a positive
benefit-risk profile for entrectinib.

For oncogenic driver genes like NTRK and ROS1, the assays used to detect these gene
rearrangements are typically time-consuming and rely on invasive tissue biopsies. Current data
have shown that liquid biopsy have high concordance against tissue biopsy for several oncogenic
driver genes detection, but the detection of NTRK and ROS1 fusion with liquid biopsy has not yet
been well validated.

In this presentation, | will discuss the up-to-date ESMO data for ROS1 in NSCLC and NTRK-
fusion positive solid tumors focusing on CNS metastases, and also the clinical validation, current
advantages and challenges of liquid biopsy for the detection of fusion genes.
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Ming-Huang Chen MD., Ph.D.

Business Address:
No. 201, Section 2, Shih-Pai Rd, Taipei, 11217, Taiwan

Professional Experience:

2020-present,

2017-2019,

2017-present
2017, Visitor,
2011, Visitor,

\

Attending physician, Department of Oncology, Taipei Veterans General Hospital,
Taipei, Taiwan (R.O.C)

Associate Professor, National Yang-Ming University, Taiwan

Director of Center for Immuno-Oncology, Department of
Oncology, Taipei Veterans General Hospital

National Cancer Center, Tokyo, Japan

Cancer Therapy Evaluation Program, National Cancer Institute, Bethesda,
Maryland (USA)

Education and medical Training:

<Education>

2002,
2013,

Bachelor of Medicine, China Medical University, Taiwan

Ph.D., Institute of Clinical Medicine, National Yang-Ming University, Taiwan

<Medical training>

2005-2008

2002-2005
2001-2002

Fellowship in Division of Hematology & Oncology, Department of Internal
Medicine, Taipei Veterans General Hospital, Taipei, Taiwan (R.O.C)

Residency, Department of Internal Medicine

Internship, Taipei Veterans General Hospital, Taipei, Taiwan (R.O.C)

Board Certification:
Board of Oncology

Board of Hematology

Board of the Internal Medicine

Board of Hospice care

Board of Bone Marrow Transplantation



Memberships:
Taiwan Oncology Society

The Society of Internal Medicine

American Society of Clinical Oncology

European Neuroendocrine Tumor Society

Study Experiences:

IIT trial

1.

Chen MH, et al. A Phase Il Study of Sequential Capecitabine Plus Oxaliplatin Followed by
Docetaxel Plus Capecitabine in Patients With Unresectable Gastric Adenocarcinoma: The
TCOG 3211 Clinical Trial. Medicine (Baltimore). 2016 Jan;95(3):e2565.

Chen MH, et al. An Open-Label, Single-Arm, Two-Stage, Multicenter, Phase Il Study to

Evaluate the Efficacy and Safety of TLC388 as Second-line Treatment in Subjects with Poorly
Differentiated Neuroendocrine Carcinomas, Oncologist. 2020 May;25(5):e782-e788

Publications (only first author or corresponding author):
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Advances of Antibody Drug Conjugates in Gastric
Cancer

Ming-Huang Chen, MD, PhD

Center for Immuno-Oncology, Department of Oncology, Taipei Veterans General Hospital

HER2 is as potent driver that foster cell growth and resistance to chemotherapy. Overexpression of
HER?2 is observed in various cancers and contributed to the poor prognosis in these patients.

Trastuzumab in combination with chemotherapy is the current first-line standard that provides
overall survival (OS) benefit for advanced gastric (GC)/ esophagogastric junction (GEJ) patients
with HER2 overexpressed tumors. However, no HER2-targeted agents have shown benefit among
these patients after progressed on trastuzumab.

This may be partly explained by HER2 heterogeneity within the tumors, and the high percentage
of HER2 loss phenomena observed after trastuzumab treatment. Novel treatment options for these
patients remain an area with great unmet needs.

One of the anti-HER2 agents showed positive results is DS-8201 (trastuzumab deruxtecan); report
at ASCO and NEJM showed its activity in HER2 overexpressed advanced GC/GEJ cancers in
the third line setting, as compared to physician choice chemo. Updated results from exploratory
cohorts (IHC 2+/ISH-, and IHC1+) were presented at ESMO and showed some clinical activity of
DS-8201 in advanced GC/GEJ patients with lower Her2 expressions. Further studies are underway
to investigate the efficacy of DS-8201 in the earlier disease setting.
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Dr. Chih-Hung Hsu received his M.D. and Ph.D. degrees in 1990 and 2002, respectively, from
National Taiwan University (NTU), Taipei, Taiwan. He finished his post-doctor training between
2002 and 2004 at the Department of Pharmacology, Yale University School of Medicine, CT,
USA. He became a professor of Graduate Institute of Oncology, NTU College of Medicine, in
2016.

The major research interest of Dr. Hsu is the clinical and translational research of liver cancer and
esophageal cancer. He has been playing active roles in the clinical trials of esophageal cancer
and hepatocellular carcinoma (HCC). Dr. Hsu is currently an editor of Journal of the Formosan
Medical Association and Hepatology-Taiwan Edition. He has also served as an ad hoc reviewer
of International Journal of Radiation Oncology ¢ Biology * Physics (the Red Journal), Journal
of Thoracic Oncology, Hepatology, Journal of Gastroenterology and Hepatology, Asia-Pacific
Journal of Clinical Oncology, Liver International, Cancer Letters, Molecular Cancer Therapeutics,
and others.
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Advance in immunotherapy for esophageal cancers

F&4% =S

Esophageal cancer (EC) is the eighth-most common cancer and the sixth-most common cause of
death worldwide. Globally, an estimated 572,034 new EC cases and 508,585 deaths are expected
annually, according to data from the GLOBOCAN database. The incidence and histology vary by
location. While the frequency of adenocarcinoma of the esophagus and esophagogastric junction
(EGJ) and of gastric cardia cancers has increased dramatically in Western countries, squamous cell
carcinoma (SCC) remains the major subtype of EC in most Asian countries. In Taiwan, esophageal
cancer incidence was ranked 6" among all caner types in male patients according to 2017 Taiwan
cancer registry report with 93.13% ESCC and 3.24% adenocarcinoma.

Esophageal cancer is a devastating malignancy with a high mortality rate and few treatment options
in the first-line setting beyond chemotherapy. This year in ESMO meeting, Keynote 590 data was
released at presidential symposium which demonstrated OS benefit with pembrolizumab plus
chemotherapy in advanced and metastatic esophageal cancer.

KEYNOTE-590 is a randomized, international, double-blind study of 1L pembrolizumab plus
chemotherapy vs chemo alone in patients with locally advanced/unresectable or metastatic
adenocarcinoma or esophageal squamous cell carcinoma or Siewert type 1 esophagogastric junction
adenocarcinoma. Eligible patients were randomized 1:1 to pembro 200 mg or placebo Q3W for up to
2 yr + chemo (cisplatin 80 mg/m2 Q3W [d1; 6 doses] + 5-FU 800 mg/m2 on d1-5 Q3W). Primary end
points were OS in patients with ESCC PD-L1 combined positive score (CPS) =10 tumors, and OS
and PFS in ESCC, PD-L1 CPS 210, and all patients.

At data cutoff in July 2020, median follow-up was 10.8 month. Pembro + chemo vs chemo was
superior for OS in pts with ESCC CPS 210 (median 13.9 vs 8.8 mo; HR 0.57; 95% CI, 0.43-0.75; P <
0.0001), ESCC (median 12.6 vs 9.8 mo; HR 0.72; 95% Cl, 0.60-0.88; P = 0.0006), CPS =10 (median
13.5 vs 9.4 mo; HR 0.62; 95% CI, 0.49-0.78; P < 0.0001), and all pts (median 12.4 vs 9.8 mo; HR,
0.73, 95% CI, 0.62-0.86; P < 0.0001). PFS was superior with pembro + chemo vs chemo in ESCC
(median 6.3 vs 5.8 mo; HR 0.65; 95% ClI, 0.54-0.78; P < 0.0001), CPS 210 (median 7.5 vs 5.5 mo;
HR 0.51; 95% ClI, 0.41-0.65; P < 0.0001), and all pts (median 6.3 vs 5.8 mo; HR 0.65; 95% ClI, 0.55-
0.76; P < 0.0001). Confirmed ORR was 45.0% vs 29.3% (P < 0.0001) in all pts, with median DOR of
8.3 vs 6.0 mo. Grade 3-5 drug-related AE rates were 72% vs 68%. Discontinuation rates from drug-
related AEs were 19% vs 12%.

Pembrolizumab + chemotherapy provided superior OS, PFS, and ORR vs chemo, with a
manageable safety profile in patients with untreated, advanced esophageal and EGJ cancer. These
data demonstrate that 1L pembrolizumab + chemotherapy is a new standard of care in this patient
population.
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Evolving Landscape of Systemic Therapy for HCC

4T B

Systemic therapy for advanced HCC gained significant progress in the past few years. Sorafenib
is no longer the only available therapeutic agent. Antiangiogenic therapy, whether monoclonal
antibodies or multikinase inhibitors, can be used as first-line or as salvage therapy. Immunotherapy,
including PD-1 blockade and anti-CTLA4 antibody, is also effective. Combination of antiangiogenic
therapy and PD-1 blockade or combination of PD-1 blockade and anti-CTLA4 antibody showed
promise. Some of the regimens have been approved, and more of them are currently under active
investigation. This talk will focus on recent new data in the systemic therapy for advanced HCC.
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Key considerations for emerging treatments in HCC:
Biomarkers and safety update

Dr. Li-Chun Lu

National Taiwan University Hospital, Taiwan

Recent advance of the systemic therapy for HCC has led the treatment landscape into a new era.
Promising efficacy of atezolizumab + bevacizumab in advanced HCC was initially shown in the
phase Ib trial (GO30140). Later, the phase lll trial (IMbrave150) demonstrated that patients with
unresectable HCC who received first-line atezo/bev combination had statistically significant and
clinically meaningful improvement in both OS and PFS versus those who received sorafenib.

In terms of biomarker studies, genomic analysis showed that PD-L1, T-effector and other signature
expressions were associated with tumour response and PFS in patients who received the atezo/
bev combination. These studies supported the mechanistic hypotheses that anti-VEGF therapy
may increase clinical effects of immune checkpoint blockade via converting immune suppressive
tumor microenvironment.

The personalized and tumor informed ctDNA assay was explored to treatment efficacy in patients
who received the atezo/bev combination. The baseline ctDNA levels appeared to be associated
with tumor burden and the post-treatment levels appeared to be associated with treatment
response, PFS, and OS.

For patients who received atezo/bev combination in the IMbrave150 and had baseline AFP levels
of > 20 ng/ml, 2 75% decrease or < 10% increase in AFP levels measured 6 weeks after starting
atezo/bev combination was significantly associated with improved OS and PFS.

In terms of safety profile, the nature and severity of the AESIs with atezo/bev combination were
consistent with the risks of the individual agents and the underlying disease. The regimen has been
paradigm changing for the first-line therapy in advanced HCC.
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Current Status and Future Perspective of
Immunotherapy in Upper Gastrointestinal Cancers

ZRiEER EEAD
Standard 1L chemo options for advanced or metastatic HER2-negative GC/GEJC result in
poor overall survival (OS; median < 1 year). The CheckMate-649 and ATTRACTION-4 are two
randomized, multicenter, phase 3 studies to assess the combination of Nivo and chemo in patients

with unresectable advanced or metastatic gastric cancer, gastroesophageal junction (GEJ) cancer
in a first-line setting.

In CM-649 trial, with a minimum follow-up of 12 months (mo), median overall survival (OS) in
the Nivo arm was 14.4 months compared to 11.1 months in the chemo-only arm. Median PFS is
higher for Nivo arm (7.7 months) compared to Chemo arm (6.0 months). The rate of serious/life-
threatening treatment-related adverse events(TRAEs) was 17% in the Nivo group versus 10% in
the chemo alone group. No new safety signals were identified.

In Attraction-4 trials, NIVO + Chemo demonstrated a statistically significant improvement in PFS,
but not in OS. Higher overall response rates and more durable responses were observed.

In addition to gastric cancer, the risk of recurrence after neoadjuvant CRT followed by surgery
(trimodality therapy) remains high in EC/GEJC and there is no established adjuvant treatment.
CheckMate 577 is the first global, randomized, double-blind, phase 3 study to report the efficacy
and safety of a checkpoint inhibitor in the adjuvant setting after trimodality therapy for EC/GEJC.

Median disease-free survival (DFS) in patients receiving Nivo after surgery was 22.4 months
compared to 11.0 months in patients receiving placebo after surgery. Median duration of treatment
with Nivo was 10.1 months versus 9.0 months for placebo. On the safety front, the rate of serious/
life-threatening treatment-related adverse events (TRAES) in the Nivo group was 13% compared to
6% in the placebo group.

These results represent the first advance in years for this group of patients, potentially establishing
(Nivo+Chemo) and adjuvant Nivo as a new standard of care in G/GEJ cancer 1L and EC adjuvant
setting, respectively.
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Latest evidence and clinical experiences with
Cabometyx for advanced hepatocellular carcinoma

PR=ZTE2 kM
Cabozantinib inhibits tyrosine kinases involved in tumor growth, angiogenesis, and immune
regulation, including MET, VEGFR, and TAM kinases (TYRO3, AXL, MER). It is currently approved in
the United States, European Union and Taiwan for treatment of advanced hepatocellular carcinoma
after prior sorafenib based on improved overall survival and progression-free survival versus placebo
shown in the phase 3 CELESTIAL trial (median overall survival 10.2 months vs 8.0 months with

placebo, hazard ratio 0.76, P = 0.005; median progression-free survival 5.2 months vs 1.9 months,
hazard ratio 0.44; P<0.001)).

This talk will review latest evidence and clinical experiences with cabozantinib in treating HCC
patients. Quality of life assessments in CELESITAL trial was be discussed to evaluate the clinical
benefit of cabozantinib in advanced HCC patients. Also, | will discuss the efficacy and safety of
cabozantinib for patients previously treated with immune checkpoint inhibitors by reviewing the recent
analysis of patients in CELESITAL who received immune checkpoint inhibitors for second-line therapy
before receiving cabozantinib in the third-line setting.

A recent published matching-adjusted indirect comparison of CELESTIAL and RESORCE trials
demonstrated that cabozantinib and regorafenib offer comparable overall survival benefit, while
progression-free survival with cabozantinib is significantly longer than regorafenib. Also, an Italian
real-life study of cabozantinib in second- and third-line HCC demonstrated manageable toxicities with
clinical efficacy in overall survival and progression-free survival.

It has also been shown in various studies that cabozantinib promotes an immune-permissive tumor
environment, including M1 polarization of macrophages, inhibition of regulatory T cells and decreasing
tumor PD-L1 expression, which may enhance response to checkpoint inhibitors. Cabozantinib
is evaluated in combination with atezolizumab in multiple tumor types, including hepatocellular
carcinoma in the COSMIC-021 phase 1 study. Preliminary clinical activity and safety have been
demonstrated in advanced renal cell carcinoma, non-small cell lung cancer, castration-resistant
prostate cancer and urothelial carcinoma. Currently a phase 3 trial (NCT03755791) is ongoing,
investigating cabozantinib +atezolizumab versus sorafenib in patients with advanced HCC who have
not received prior systemic therapy. Patients are randomized 2:1:1 to cabozantinib 40 mg QD orally
(PO) + atezolizumab 1200 mg Q3W 1V, sorafenib 400 mg twice daily (BID) PO, or cabozantinib 60
mg QD PO. Treatment continues until clinically significant progression or unmanageable toxicity.
With the new evidence emerging, we hope to better identify the role of cabozantinib in hepatocellular
carcinoma treatment to meet current unmet medical needs for patients with advanced HCC.
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NTRK fusion - A revolutionary new approach to
cancer treatment

Dr. Jason Chia-Hsun Hsieh, M.D., Ph.D.

Tropomyosin receptor kinase fusions are oncogenic drivers of various adult and pediatric tumors;
they arise from rearrangements between neurotrophic tyrosine receptor kinase (NTRK) 1, 2, or 3
genes and an unrelated gene. NTRK gene fusions are found at high frequencies in certain rare
cancer types and at low frequencies in a range of other tumor types; they are estimated to occur
overall in <1% of all solid tumors.

Larotrectinib is a FDA-approved, CNS-active, and highly potent inhibitor of the TRKA, TRKB, and
TRKC. Results from an integrated analysis of the adult phase |, pediatric phase I/l SCOUT and
adult phase Il NAVIGATE trials demonstrated consistently clinical benefit of larotrectinib in age and
TRK fusion-tumor agnostic approaches.

Following more patients enrolled into the clinical trials, there are even tumor specific data analyzed,
fulfilling our curiosity.
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New era of immunotherapy in mRCC:
Nivolumab as a backbone in combination with
anti-CTLA4 or TKI in front-line setting

SE4 EH

Among the emergence of various new drugs in mRCC era, immunotherapy has become a major
modality for the first-line therapeutic strategy of clear cell mMRCC. And from the presentation of
2020 ESMO (European Society for medical oncology) virtual congress, there is the first disclosure
for new |O-based regimen: CheckMate 9ER study that exhibit promising effects for 1L mRCC
treatment. Until now, there are various 10-based regimens in the 1L mRCC treatment paradigm
which includes the combination of double immunotherapy or with various targeted therapeutic
agents.

This topic will discuss systemic treatment for clear cell mRCC, with a particular focus on
immunotherapy-based combinations including new IO-TKI regimen. An overview and discussion of
the different treatment approach between 10+10 and I0+TKI combination to differentiate the clinical
efficacy to further impact clinical decision-making.
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Reshaping treatment paradigms for GU cancer
patients: perspectives on PI3SK/AKT inhibitors in
MCRPC and immunotherapy in mUC

Ying-Chun Shen, MD, PhD

Department of Medical Oncology, National Taiwan University Cancer Center

Treatment landscapes for metastatic castration-resistant prostate cancer (NCRPC) and metastatic
urothelial cancer (mUC) have been quickly evolved in recent years. Treatment for mCRPC is
moving toward biomarker-driven strategies since the success of PARP inhibitor for patients with
homologous recombination repair-deficient mMCRPC. PTEN loss is a common genetic alteration in
MCRPC and is usually associated with worse outcomes due to downstream PI3K/AKT activation.
Arecent phase Ill randomized-controlled trial showed that ipatasertib (AKT inhibitor) in combination
with androgen depletion therapy (ADT), compared to ADT alone, significantly prolonged radiological
progression-free survival in patients with PTEN loss tumors, but not in all comers. It holds a great
promise for treating PTEN loss mCRPC in the near future. In regarding to treatment for mUC, one
of the major breakthroughs is immunotherapy. Five immune checkpoint inhibitors (atezolizumab,
nivolumab, pembrolizumab, durvalumab, and avelumab) have been approved by US FDA for
second-line and first-line cisplatin-ineligible settings. However, data are confusing regarding
combination of PD-1/PD-I1 inhibitor and standard chemotherapy as first-line treatment for mUC
patients. In my presentation, | will summarize the recent data of PI3K/AKT inhibitor for mCRPC and
immune checkpoint inhibitors for mUC.
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Optimizing Treatment in mMCRPC Patients with
Radium-223

frtaes BEHD

Radium-223 dichloride (radium-223), an alpha emitter, selectively targets bone metastases with
alpha particles. We assessed the efficacy and safety of radium-223 as clinical outcomes men with
castration-resistant prostate cancer and bone metastases in phase Il study and other real world
evidences.

The treatment of prostate cancer has evolved since the trial began, with new data on the use of
cabazitaxel, abiraterone, and enzalutamide in patients who have received docetaxel. The excellent
safety profile of radium-223 and the nonoverlapping mechanism of action make radium-223
potentially suitable for use either sequentially or in combination with these other agents.
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The role of PARPI in prostate cancer — from precision
medicine to survival impact

BRTHIL EEED

Recently, a growing understanding of the genomic landscape of prostate cancer has indicated
more biological pathways, other than the androgen-receptor (AR) signaling axis, may determining
disease course and prognosis, as well as designing more precise treatment strategies for patients.
DNA-damage repair pathway alteration has been identified as one of the frequent alterations
in advanced stages of prostate cancer. Emerging data has demonstrated encouraging clinical
efficacy of PARP inhibitors (PARPI) in selected subsets of mMCRPC, however, more clinical
questions are raised regarding the optimal biomarker panel to predict sensitivity to PARP inhibitors
and the optimal treatment sequencing in these selected population. On the other hand, future
studies are on the way to explore the full potential of PARPi in combination with NHA/ other
modalities or whether this approach may also work in early stages of the disease. This speech will
discuss the latest evidence of survival benefits by PARPI, its clinical implication and utilization of
gene selection to pick up patient who may benefit from targeted driven therapy. This presentation
will also forward looking into the development of PARPI in the evolving prostate cancer treatment
landscapes.



TOS summlt

Wlnter Sessmn\ | ey /;ff-*‘:';

" " Y \Venue ¥

-

- ' T
‘ / SmPI \E
803ZTHE

15:00~15:30

Raising the caliber of
NMCRPC Care: Introducing
Quality of Life into the
Equation

Speaker: FHF§7) 26T
SIRRBEFMBRIMY

Moderator: B JIE Bt 5267
SR RREFMRIMY

y .

/. .



BT

EF#H4 : tcwei@vghtpe.gov.tw; tony720714@gmail.com

B -

BEIIFRAASRERELAREE  BUGRARRABSMTAELIIIEED

1R -
StRERBLW REIE A

B3 [GARA R EE R 2O R BRI Bl E RB AT
SIERBHATISBANITHREE
SRR ESBEREEEERE

SIERBERRREREENR/ NEEE

SEtRRBBREENEBEM
SFHEBBBRE SO RORNEE

SRR BELIMNIEMERBEN A E AR B Em
S ERERB LW KA A BN AR R E

SHIRNESEREANEEEEE BUSEEEES

EIS

BRI - EMENEEEE KB ERER

SNRIE - UERE - BRIBEE - SHE

BHEE
SHWIMBEESNBNEE SEIRNBSESHNEBNEE -
PEREEEEEEE BN ERREBEEE - i EREESEE



mailto:tcwei@vghtpe.gov.tw
mailto:tony720714@gmail.com

Wei TC, Huang WJ, Lin AT, Chen KK. The role of hormones on semen parameters in
patients with idiopathic or varicocele-related oligoasthenoteratozoospermia (OAT) syndrome.
J Chin Med Assoc. 2013 Nov;76(11):624-8.

Wei TC, Chung HJ, Lin AT, Chen KK. Robot-assisted laparoscopic excision of retroperitoneal
para-caval tumor — A case report and literature review. J Chin Med Assoc. 2013
Dec;76(12):724-6.

Wei TC, Lin TP, Chang YH, Chen TJ, Lin AT, Chen KK. Transrectal ultrasound-guided
prostate biopsy in Taiwan: A nationwide database study. J Chin Med Assoc. 2015
Nov;78(11):662-5.

Tai MC, Chung HJ, Wei TC, Lin TP, Hung EY, Lu SH, Chang YH, Lin AT. Evaluation of peri-
operative complications and outcomes of robot-assisted radical nephroureterectomy and
bladder cuff excision in a tertiary center. Urol Scien. 2018 Feb;29(2):38-42.

Liu CH, Wei TC, Lin AT, Chang YH, Wu HH, Kuo JY, Chung HJ, Hung EY, Lin CC, Huang WJ.
Retroperitoneal fibrosis: Challenge in diagnosis and treatment. Urol Scien. 2019;30:114-7.

Fan YH, Pan PH, Lin TP, Huang TH, Wei TC, Huang IS, et al. Prostate Health Index
outperforms other PSA derivatives in predicting a positive biopsy in men with tPSA <10 ng/
mL: Largest prospective cohort in Taiwan. Crit Care Med. 2019 Oct;82(10):772-777.

Huang YP, Lin TP, Cheng WM, Wei TC, Huang IS, Fan YH, et al. Prostate health index
density predicts aggressive pathological outcomes after radical prostatectomy in Taiwanese
patients. Crit Care Med. 2019 Nov;82(11):835-839.


https://www.ncbi.nlm.nih.gov/pubmed/31356566

Raising the caliber of nmCRPC Care: Introducing
Quality of Life into the Equation:

P59 EBEm

Non-metastatic castration-resistant prostate cancer (nmCRPC) is a serious disease with variable
potential in developing into dominant metastases. There is high unmet medical need in advanced
prostate cancer and there had been no great treatments until recent US FDA approval of 3 novel
anti-androgens darolutamide, apalutamide and enzalutamide, which were all approved given
benefit in metastasis-free survival (MFS) and Overall survival (OS). Patients at highest risk of
progressing from MO to M1 disease should be considered for therapy, with the aim not only to
achieve clinical benefits and mitigate safety and QoL concerns. This presentation will discuss
the pivotal trials that led to the approval of darolutamide, apalutamide and enzalutamide in the
nmCRPC setting and discusses the key efficacy and safety data.
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