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T
EDUCATION
1993 D. M. Sci. Tokyo Women’s Medical University, Japan
1984 Master of Medicine  Kaohsiung Medical College, Taiwan
1979 Doctor of Medicine  Kaohsiung Medical College, Taiwan

CURRENT POSITION & PROFESSIONAL BACKGROUND

2018/8- present  President, Kaohsiung Medical University (KMU), Kaohsiung, Taiwan

2017/6- present  President, Taiwan SMA Families, Kaohsiung, Taiwan

2015/8- present  Professor, Graduate Institute of Clinical Medicine, College of Medicine, KMU

1984/8- present  Visiting Staff, Departments of Pediatrics and Laboratory Medicine, KMU
Hospital, Kaohsiung, Taiwan

RESEARCH INTEREST(S)

e Pediatrics

e Pediatric Neurology

e Neuromuscular Disease

Honors and Awards(or Selected Publications)
Awards:

Taiwan Child Neurology Society Award (2020)
Taiwan Pediatric Association Award (2013)

Award for Contribution to Pediatric Education (2011)
The 3rd National Golden Palm Tree Award (2005)
Selected Publications:

1. Po-Jui Hsu; Horng-Dar Wang; Yung-Che Tseng; Shao-Wei Pan; Bonifasius Putera Sampurna;
Yuh-Jyh Jong*; Chiou-Hwa Yuh*. L-Carnitine Ameliorates Congenital Myopathy in a
Tropomyosin 3 de novo Mutation Transgenic Zebrafish. J Biomed Sci 2020 (In Press).

2. Shan-Fu Ou, Che-Sheng Ho, Wang-Tso Lee, Kuang-Lin Lin, Cynthia C Jones, Yuh-Jyh Jong*,
SMA Study Group. Natural history in spinal muscular atrophy Type | in Taiwanese population:
A longitudinal study. Brain Dev 2021;43(1):127-34. (SCI).

3. Wen-Chen Liang, Yuh-Jyh Jong*, Chien-Hua Wang, Chen-Hua Wang, Xia Tian, Wan-Zi Chen,
Tzu-Min Kan, Narihiro Minami, Ichizo Nishino, Lee-Jun C Wong. Clinical, pathological,
imaging, and genetic characterization in a Taiwanese cohort with limb-girdle muscular
dystrophy. Orphanet J Rare Dis 2020;15(1):160. (SCI).

4. Wen-Chen Liang, Chen-Hua Wang, Wan-Zi Chen, Yun-Ting Kuo, Hsiu-Fen Lin, Shigeaki
Suzuki, Ichizo Nishino, Yuh-Jyh Jong*. Treatment experience of Taiwanese patients with
anti-3-hydroxy-3-methylglutaryl-coenzyme A reductase myopathy. Kaohsiung J Med Sci
2020;36(8):649-55. (SCI).

5. Shen PC, Lu CC, Liang WC, Tien YC, Jong YJ, Lu YM, Liu ZM, Shih CL, Chou SH. Predictors




10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

for Deformity Progression in a Spinal Muscular Atrophy Cohort After Scoliosis Correction
Surgery. Clin Spine Surg 2020;33(8):E407-14. (SCI).

De Vivo DC1, Bertini E, Swoboda KJ, Hwu WL, Crawford TO, Finkel RS, Kirschner J, Kuntz
NL, Parsons JA, Ryan MM, Butterfield RJ, Topaloglu H, Ben-Omran T, Sansone VA, Jong YJ,
Shu F, Staropoli JF, Kerr D, Sandrock AW, Stebbins C, Petrillo M, Braley G, Johnson K, Foster
R, Gheuens S, Bhan I, Reyna SP, Fradette S, Farwell W; NURTURE Study Group. Nusinersen
initiated in infants during the presymptomatic stage of spinal muscular atrophy: Interim efficacy
and safety results from the Phase 2 NURTURE study. Neuromuscul Disord
2019;29(11):842-56. (SCI).

Yang TW, Lee WH, Tu SJ, Huang WC, Chen HM, Sun TH, Tsai MC, Wang CC, Chen HY,
Huang CC, Shiu BH, Yang TL, Huang HT, Chou YP, Chou CH, Huang YR, Sun YR, Liang C,
Lin FM, Ho SY, Chen WL, Yang SF, Ueng KC, Huang HD, Huang CN, Jong YJ*, Lin CC.
Enterotype-based Analysis of Gut Microbiota along the Conventional Adenoma-Carcinoma
Colorectal Cancer Pathway, Sci Rep. 2019;9(1):10923. (SCI).

Lin CY, Lee CH, Chuang YH, Lee JY, Chiu YY, Wu Lee YH, Jong YJ, Hwang JK, Huang SH,
Chen LC, Wu CH, Tu SH, Ho YS, Yang JM. Membrane protein-regulated networks across
human cancers, Nat Commun 2019;10(1):3131. (SCI).

Chen TH , Liang WC, Chen IC, Liu YC, Hsu JH, Jong YJ. Combined noninvasive ventilation
and mechanical insufflator—exsufflator for acute respiratory failure in patients with
neuromuscular disease: effectiveness and outcome predictors. Ther Adv Respir Dis
2019;13:1753466619875928 (SCI).

Wang CC, Chen CA, Jong YJ, Kou HS. Specific Gene Capture Combined with
Restriction-Fragment Release for Directly Fluorescent Genotyping of Single-Nucleotide
Polymorphisms in Diagnosing Spinal Muscular Atrophy. Anal Chem 2018;90(19):11599-606.
(SCI).

Chang YA, Weng SL, Yang SF, Chou CH, Huang WC, Tu SJ, Chang TH, Huang CN, Jong
YJ, Huang HD. A three-microRNA signature as a potential biomarker for the early detection of
oral cancer. Int J Mol Sci 2018;19(3):758. (SCI).

Yang SF, Huang HD, Fan WL, Jong YJ, Chen MK, Huang CN, Chuang CY, Kuo YL, Chung
WH, Su SC. Compositional and functional variations of oral microbiota associated with the
mutational changes in oral cancer. Oral Oncol 2018;77:1-8. (SCI).

Liang WC, Uruha A, Suzuki S, Murakami N, Takeshita E, Chen WZ, Jong YJ, Endo Y,
Komaki H, Fujii T, Kawano Y, Mori-Yoshimura M, Oya Y, Xi J, Zhu W, Zhao C, Watanabe
Y, Ikemoto K, Nishikawa A, Hamanaka K, Mitsuhashi S, Suzuki N, Nishino I*. Pediatric
necrotizing myopathy associated with anti-3-hydroxy-3-methylglutaryl -coenzyme A reductase
antibodies. Rheumatology (Oxford) 2017;56(2):287-93. (SCI).

Liang WC, Lin YF, Liu TY, Chang SC, Chen BH, Nishino I, Jong YJ*. Neurite growth could
be impaired by ETFDH mutation but restored by mitochondrial cofactors. Muscle Nerve
2017;56:479-85. (SCI).

Tseng WL, Chou ST, Chiang HC, Wang ML, Chien CS, Chen KH, Leu HB, Wang CY, Chang
YL, Liu YY, Jong YJ, Lin SZ, Chiou SH, Lin SJ, Yu WC¥*, Lin S. Imbalanced production of
reactive oxygen species and mitochondrial antioxidant-SOD2 in Fabry disease-specific human
induced pluripotent stem cell-differentiated vascular endothelial cells. Cell Transplant
2017;26(3):513-27. (SCI).

Liu TY, Chen YC, Jong YJ, Tsai HJ, Lee CC, Chang YS, Chang JG*, Chang YF. Muscle
developmental defects in heterogeneous nuclear Ribonucleoprotein A1 knockout mice. Open
Biol 2017;7(1):160303. (SCI).

Chen YC, Chang JG, Liu TY, Jong YJ, Cheng WL, Yuo CY*. Securinine enhances SMN2
exon 7 inclusion in spinal muscular atrophy cells. Biomed Pharmacother 2017;88:708-14.
(SClI).

Liang WC, Tian X, You CY, Chen WZ, Kan TM, Su YN, Nishino I, Wong LC, Jong YJ*.
Comprehensive target capture/next-generation sequencing as a second-tier diagnostic approach
for congenital muscular dystrophy in Taiwan. PLoS One 2017;12(2):e0170517. (SCI).

Chiou GY, Yang TW, Huang CC, Tang CY, Yen JY, Tsai MC, Chen HY, Fadhilah N, Lin
CC*, Jong YJ*. Musashi-1 promotes a cancer stem cell lineage and chemoresistance in
colorectal cancer cells. Sci Rep 2017;7(1):2172. (SCI).

Chien YH, Chiang SC, Weng WC, Lee NC, Lin CJ, Hsieh WS, Lee WT, Jong YJ, Ko TM,
Hwu WL*. Presymptomatic diagnosis of spinal muscular atrophy through newborn screening.



21.

22.

23.

24,

25.

J Pediatr 2017;190:124-9. el. (SCI).

Tseng YT, Jong YJ, Liang WF, Chang FR, Lo YC*. The water extract of Liuwei dihuang
possesses multi-protective properties on neurons and muscle tissue against deficiency of
survival motor neuron protein. Phytomedicine 2017;34:97-105. (SCI).

Chen TH, Hsu JH, Jong YJ*. Noninvasive airway approaches for acute neuromuscular
respiratory failure in emergency departments. Pediatr Pulmonol 2017;52(10):E55-7. (SCI).

Victor RG, Sweeney HL, Finkel R, McDonald CM, Byrne B, Eagle M, Goemans N,
Vandenborne K, Dubrovsky AL, Topaloglu H, Miceli MC, Furlong P, Landry J, Elashoff R,
Cox D, Tadalafil DMD Study Group. A phase 3 randomized placebo-controlled trial of
tadalafil for Duchenne muscular dystrophy. Neurology 2017;89(17):1811-20. (SCI).

Finkel RS, Mercuri E, Darras BT, Connolly AM, Kuntz NL, Kirschner J, Chiriboga CA, Saito
K, Servais L, Tizzano E, Topaloglu H, Tulinius M, Montes J, Glanzman AM, Bishop K, Zhong
ZJ, Gheuens S, Bennett CF, Schneider E, Farwell W, De Vivo DC, ENDEAR Study Group.
Nusinersen versus sham control in infantile-onset spinal muscular atrophy. N Engl J Med.
2017;377(18):1723-32. (SCI).

Lee WH, Chen HM, Yang SF, Liang C, Peng CY, Lin FM, Tsai LL, Wu BC, Hsin CH, Chuang
CY, Yang T, Yang TL, Ho SY, Chen WL, Ueng KC, Huang HD, Huang CN, Jong YJ*.

Bacterial alterations in salivary microbiota and their association in oral cancer. Sci Rep
2017;7(1):16540. (SCI)

E-mail : yjjong@gap.kmu.edu.tw




Hgrp ZHELER
My Research Journey of Neuromuscular Rare Diseases
Yuh-Jyh Jong
Department of Pediatrics, Kaohsiung Medical University Hospital, Kaohsiung Medical University,
Kaohsiung, Taiwan
Department of Laboratory Medicine, Kaohsiung Medical University Hospital, Kaohsiung Medical
University, Kaohsiung, Taiwan
Graduate Institute of Clinical Medicine, College of Medicine, Kaohsiung Medical University,
Kaohsiung, Taiwan

Abstract

Neuromuscular diseases (NMDs) can be caused by autoimmune disorders, genetic/hereditary
disorders, some forms of the collagen disorder, exposure to environmental chemicals and poisoning
which includes heavy metal poisoning. Inherited neuromuscular diseases (INMDs) are genetically
and clinically heterogeneous diseases, mainly involving spinal motor neurons, neuromuscular
junctions, nerves, and muscles. The majority of INMDs are hereditary, degenerative, rare, delayed
diagnosis and under-care.

Deep phenotyping, including clinical examinations, biochemistry, neurophysiology, muscle imaging,
muscle histopathology and immunochemistry; deep genotyping including Sanger confirmation that
variant is analytically valid and segregates with disease from candidate genes by comprehensive
target capture/next-generation sequencing (NGS), computational validation with candidate protein
modeling, and experimental validation with cell model system for INMD mutated gene expression;
and multidisciplinary care, including genetic counseling, standard of care, available clinical trials,
and expanded access program, are the cornerstones of precision medicine of NMDs.

In this presentation, we will share our reflection of caring patients with NMDs.
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2002-2003 Frcteird F AR hH &l b £

1996-1999 SHAFFFRFE P OPLE HRFR] ENLE

1995-present S FFRRFE R

Fellow, Department of Pediatrics, Division of Medical Genetics, Rutgers

1985-1986 . .

Medical School, New Brunswick, New Jersey

Fellow, Department of Medical Genetics, Johns Hopkins Hospital, Baltimore,
1984-1985

Maryland
1980-1984 B FER R FIAE

RESEARCH INTEREST(S)
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A% 5, MD

EDUCATION
1966-1973 Kaohsiung Medical College

CURRENT POSITION & PROFESSIONAL BACKGROUND

2015/8 -present  Chief of Division of Genetics and Metabolism
Children Hospital of ChangHua Christian Hospital

RESEARCH INTEREST(S)

e Clinical cytogenetics

e Molecular genetics

e Genetic counseling

Honors and Awards(or Selected Publications)

1. Impaired glucose homeostasis and a novel HLCS pathogenic variant in holocarboxylase
synthetase deficiency: a report of two cases and brief review. J Pediatr Endocrinol Metab .
2020 Nov 26;33(11):1481-1486.

2. Survival and diagnostic age of 175 Taiwanese patients with mucopolysaccharidoses
(1985-2019) Orphanet J Rare Dis . 2020 Nov 7;15(1):314.

3. Congenital generalized lipodystrophy in Taiwan. J Formos Med Assoc . 2019 Jan;118(1 Pt
1):142-147.

4. Functional independence of Taiwanese children with Prader-Willi syndrome. Am J Med Genet
A. 2018 Jun;176(6):1309-1314.

5. Association study of LIN28B in girls with precocious puberty. J Pediatr Endocrinol Metab .
2017 May 24;30(6):663-667.

E-mail : mcchaol@gmail.com
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%2 % ¢  MD, PhD

EDUCATION
2004/9-2008/5 Ph.D. Institute of Clinical Medicine, National Yang-Ming University
1989/10-1996/7  M.D. Department of Medicine, National Yang-Ming University

CURRENT POSITION & PROFESSIONAL BACKGROUND
2018/1-present Fellow, American Academy of Neurology

2018/1-present Chairperson, Division of Clinical Neurosciences, Department of Life Science,
Ministry of Science and Technology, Taiwan

2017/8-present Chief, Division of Peripheral Nervous System Disorders, Neurological Institute,
Taipei Veterans General Hospital

2017/5-present Chairperson, Neurogenetic Sections, Taiwan Neurological Society

2016/8-present Adjunct Professor, Department of Neurology, National Yang-Ming University
School of Medicine

RESEARCH INTEREST(S)

Dr. Lee’s research and clinical interests are to find out why and how the patients get inherited
neurological diseases, with an emphasis on inherited peripheral neuropathy, amyotrophic lateral
sclerosis (ALS) and inherited cerebral small vessel diseases. His lab has identified several novel
disease genes for inherited neuropathy and elucidated the genetic and phenotypic features of
hereditary diseases in Taiwan, including familial ALS, Charcot-Marie-Tooth disease, Hereditary
Spastic Paraplegia, and CADASIL.

Honors and Awards(or Selected Publications)

1. YC Liao, YC Hu, Chung CP, Wang YF, Guo YC, Tsai YS, Lee YC.* Intracerebral hemorrhage in
CADASIL: prevalence, clinical and neuroimaging features and risk factors. Stroke 2020 (accepted)

2. Lee YC, Chung CP, Chang MH, Wang SJ, Liao YC*. NOTCH3 cysteine-altering variant is an important
risk factor for stroke in Taiwanese population. Neurology 2020;94(1):e87-€96.

3. Lee YC, Chung CP, Chao NC, Fuh JL, Chang FC, Soong BW, Liao YC*. Characterization of

heterozygous HTRAL1 mutations in Taiwanese patients with cerebral small vessel disease. Stroke
2018;49:1593-1601.

4. Tsai PC, Soong BW, Mademan I, Huang YH, Liu CR, Hsiao CT, Wu HT, Liu TT, Liu YT, Tseng YT,
Lin KP, Yang UC, Chung KW, Choi BO, Nicholson GA, Kennerson ML, Chan CC, De Jonghe P, Cheng
TH, Liao YC*, Ziichner S, Baets J, Lee YC*. A recurrent WARS mutation is a novel cause of autosomal
dominant distal hereditary motor neuropathy. Brain 2017;140:1252-66.

E-mail : ycli@vghtpe.gov.tw
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EDUCATION

2018-present Ph.D. Graduate Institute of Medicine, Kaohsiung Medical University

2004-2007 B.S. Graduate Institute of Medicine, Kaohsiung Medical University

1992-1999 M.D. Faculty of Medicine, Kaohsiung Medical University

CURRENT POSITION & PROFESSIONAL BACKGROUND

2012-present Assistant Professor, Department of Pediatrics, School of Medicine, College of
Medicine, Kaohsiung Medical University

2007-2010 Research Fellow, Department of Neuromuscular Research, National Institute of
Neurology, National Center of Neurology and Psychiatry

2004-present Attending physician, Department of Pediatrics, Kaohsiung Medical University
Hospital

RESEARCH INTEREST(S)
e Neuromuscular diseases; Neurogenetics; Animal models

Honors and Awards(or Selected Publications)

1. Liang WC, Jong YJ*, Wang CH, Wang CH, Tian X, Chen WZ, Kan TM, Minami N, Nishino I,
Wong LC. Clinical, pathological, imaging, and genetic characterization in a Taiwanese cohort
with limb-girdle muscular dystrophy. Orphanet J Rare Dis 2020 Jun 23;15(1):160.

2. Liang WC, Tian X, You CY, Chen WZ, Kan TM, Su YN, Nishino I, Wong LJC, Jong YJ*.
Comprehensive target capture/next generation sequencing as a second-tier diagnostic approach
for congenital muscular dystrophy in Taiwan. PLoS One 2017;12(2):e0170517.

3. Liang WC, Lin YF, Liu TY, Chang SC, Chen BH, Nishino I, Jong YJ*. Neurite growth could
be impaired by ETFDH mutation but restored by mitochondrial cofactors. Muscle Nerve
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Abstract

Neuromuscular disease (NMD) is a disease entity consists of the disorders involved in lower motor
neuron, peripheral nerve, neuromuscular junction and muscle. Most of them are hereditary diseases
but some are required such as autoimmune-related myasthenia gravis and myositis. The clinical
course of NMD is usually progressive which culminates in marked motor function impairment and
complications involved in multiple systems. The NMDs thus result in the physical, psychogenic and
economic burden of not only patients themselves, but their families and whole society. To date,
effective therapy is available for only a few NMDs; patients and families therefore often drop regular
medical visit and neglect the importance of standard care. In fact, even the most effective drugs
could not reverse the majority of complications, such as scoliosis, joint contracture, respiratory
failure etc. For that reason, multidisciplinary standard care provided by medical team together with
patients’ associations, non-profit organizations and Governmental bureaus could play an important
and practical role to prevent, identify or ameliorate these complications. The final goal to be
achieved is therefore to improve the life quality of patients and families, and to further reduce the
waste of medical and social resource for taking care of severe complications.
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Suppression of Mitophagy by Maladaptive Cell Signaling Pathways in the
Progression of Mitochondrial Disease
Michael R Duchen
Department of Cell and Developmental Biology, University College London, UK.

Abstract

Mutations of the mitochondrial genome (MtDNA) cause a range of profoundly debilitating clinical
conditions for which treatment options are very limited. Most mtDNA diseases show heteroplasmy —
tissues express both wild-type and mutant mtDNA. While the level of heteroplasmy broadly
correlates with disease severity, the relationships between specific mtDNA mutations, heteroplasmy;,
disease phenotype and severity are not wellunderstood. We have found that the m.3243A>G
mutation, the most prevalent mutation of mtDNA diseases and the major cause of mitochondrial
encephalomyopathy, lactic acidosis and stroke-like episodes (MELAS), leads to metabolic changes
which promote the upregulation of the PI3K-Akt-mTORC1 axis in patient-derived cells and tissues.
Remarkably, pharmacological inhibition of PI3K, Akt, or mTORC1 activated mitophagy, reduced
mtDNA mutant load and rescued cellular bioenergetics. The rescue was prevented by inhibition of
mitophagy. These data suggest that the maladaptive activation of the PI3K-Akt-mTOR axis
suppresses mitophagy and sustains the mutant mtDNA. The PI3K-Akt-mTORC1 axis thus represents
a therapeutic target with translational potential that may benefit people suffering from the
consequences of the m.3243A>G mutation.
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1.

Survival and diagnostic age of 175 Taiwanese patients with mucopolysaccharidoses
(1985-2019). Lin HY, Lee CL, Chang CY, Chiu PC, Chien YH, Niu DM, Tsai FJ, Hwu WL,
Lin SJ, Lin JL, Chao MC, Chang TM, Tsai WH, Wang TJ, Chuang CK, Lin SP. Orphanet J
Rare Dis. 2020 Nov 7;15(1):314.

Ictal and interictal electroencephalographic findings can contribute to early diagnosis and
prompt treatment in KCNQ2-associated epileptic encephalopathy. Lee IC, Chang MY, Liang
JS, Chang TM. J Formos Med Assoc. 2020 Aug 27:50929-6646(20)30388-0.

Cardiac Evaluation using Two-Dimensional Speckle-Tracking Echocardiography and
Conventional Echocardiography in Taiwanese Patients with Mucopolysaccharidoses. Lin HY,
Chuang CK, Lee CL, Chen MR, Sung KT, Lin SM, Hou CJ, Niu DM, Chang TM, Hung CL,
Lin SP. Diagnostics (Basel). 2020 Jan 23;10(2):62.

Delay Maturation in Occipital Lobe in Girls With Inattention Subtype of Attention-Deficit
Hyperactivity Disorder. Chang TM, Yang RC, Chiang CT, Ouyang CS, Wu RC, Yu S, Lin
LC. Clin EEG Neurosci. 2020 Sep;51(5):325-330.

Systemic hypertension followed by insidious stroke in a 12-year-old boy with childhood

neurofibromatosis type 1 presenting with renal and cerebral artery vasculopathy. Lee ML,
Chang TM, Yang RC, Yang AD, Chen M. Turk J Pediatr. 2019;61(4):629-634.

Impact of mycoplasma pneumonia infection on urticaria: A nationwide, population-based
retrospective cohort study in Taiwan. Yong SB, Yeh WC, Wu HJ, Chen HH, Huang JY,
Chang TM, Wei JC. PL0S One. 2019 Dec 20;14(12):e0226759.

Relationships among Height, Weight, Body Mass Index, and Age in Taiwanese Children with
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12.

Different Types of Mucopolysaccharidoses. Lin HY, Lee CL, Chiu PC, Niu DM, Tsai FJ, Hwu
WL, Lin SJ, Lin JL, Chang TM, Chuang CK, Lin SP. Diagnostics (Basel). 2019 Oct
14;9(4):148

An At-Risk Population Screening Program for Mucopolysaccharidoses by Measuring Urinary
Glycosaminoglycans in Taiwan. Lin HY, Lee CL, Lo YT, Tu RY, Chang YH, Chang CY,
Chiu PC, Chang TM, Tsai WH, Niu DM, Chuang CK, Lin SP. Diagnostics (Basel). 2019 Oct
5;9(4):140.

Critical Trio Exome Benefits In-Time Decision-Making for Pediatric Patients With Severe
IlInesses. Wu ET, Hwu WL, Chien YH, Hsu C, Chen TF, Chen NQ, Chou HC, Tsao PN, Fan
PC, Tsai 1J, Lin SP, Hsieh WS, Chang TM, Chen CN, Lee CH, Chou YY, Chiu PC, Tsai WH,
Hsiung HC, Lai F, Lee NC. Pediatr Crit Care Med. 2019 Nov;20(11):1021-1026.

Functional independence of Taiwanese patients with mucopolysaccharidoses. Lee CL, Lin
HY, Chuang CK, Chiu HC, Tu RY, Huang YH, Hwu WL, Tsai FJ, Chiu PC, Niu DM, Chen
YJ, Chao MC, Chang TM, Lin JL, Chang CY, Kao YC, Lin SP. Mol Genet Genomic Med.
2019 Aug;7(8):e790.

KCNQ2 mutations in childhood nonlesional epilepsy: Variable phenotypes and a novel
mutation in a case series. Lee IC, Chang TM, Liang JS, Li SY. Mol Genet Genomic Med.
2019 Jul;7(7):e00816.

Cardiac  characteristics and natural progression in  Taiwanese patients with
mucopolysaccharidosis Ill. Lin HY, Chen MR, Lin SM, Hung CL, Niu DM, Chang TM,
Chuang CK, Lin SP. Orphanet J Rare Dis. 2019 Jun 13;14(1):140
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EDUCATION
2012-2020 Institute of Clinical Medicine, National Yang-Ming University
1998-2005 Doctor of Medicine(MD), School of Medicine, Kaohsiung Medical University

CURRENT POSITION & PROFESSIONAL BACKGROUND

2011/10- Present  Member of the Ophthalmological Society of Taiwan (2011/10/3142)
Member of the Taiwan Academy of Ophthalmology (2011/10/3142)

2010/7-Present Attending Doctor, Department of Ophthalmology, Changhua Christian Hospital
(2010/7/1-2010/8/31, 2011/9/54=)

2009/10-2010/5  Fellow Doctor, Department of Ophthalmology, Linkou Chang Gung Memorial
Hospital (2009/10/1-2010/5/31)

2008/7-2009/6 Chief Resident Doctor, Department of Ophthalmology, Changhua Christian
Hospital (2008/7/1-2009/6/30)
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e Mitochondrial eye disorders

e Neurological ophthalmology

e Pediatric ophthalmology
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3. 2019-12-13 ¥ # = R 4L ¥ B ¢-% &% k2 f& The relationship between optic
atrophy 1 polymorphism and normal tension glaucoma in Taiwan
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YanTing Chen 1234
Yvascular and Genomic Research Center, Changhua Christian Hospital
2Departments of Ophthalmology, Changhua Christian Hospital
3Institute of Clinical Medicine, National Yang-Ming University
“Department of Optometry, Central Taiwan University of Science and Technology

Abstract

Purpose

Leber's Hereditary Optic Neuropathy (LHON) is a mitochondrial disease which causes severe visual
loss in young people. Here we reviewed our LHON patients in Taiwan with Raxone® (ldebenone,
Santhera) therapy for 12 months, and summary their changes in visual acuity, visual field, and retinal
nerve fiber layer thickness.

Methods

This is a retrospective study which reviewed patients with genetically confirmed G11778A type
LHON and received Raxone 900mg daily for at least 12 months. The primary endpoint is the
changes of LogMar visual acuity (VA) between baseline and 12th months follow-up. The secondary
endpoints are the evolution of visual field, and retinal nerve fiber layer (RNFL) thickness.

Results

Six G11778A LHON patients with the mean age of 23.2 years were included in this study. The mean
duration between LHON onset and Raxone therapy initiation is 301 days. An improvement of
LogMar VA was found at 12th month in 6 eyes (50.0 %), and a worsening was observed in 2 eyes
(16.7 %). Mean LogMar VA changes from 1.610 to 1.197 during these 12 months. Even though 5
eyes (41.7%) showed decreased mean defect in Humphrey 30-2 visual field exam at 12th month, the
difference from baseline is very small. Average mean defect of visual field changes from -23.65 to
-23.54 during these 12 months. The thickness of RNFL of these patients was all decreased at 12th
months. Mean RNFL thickness changes from 72.83 to 55.5 during these 12 months.

Conclusions

Our results showed that Raxone therapy may improve LHON patients' visual acuity in Taiwan. It
took 3-12 months to observe the first sign of VA improvement in our cases. We also found that
younger patients seem to have better prognosis with Raxone therapy. Even though half eyes in this
study got VA improvement, the visual fields of these patients are still poor.
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EDUCATION

1991/9-1996/12  Ph.D. Institute of Radiation Biology, Tsing Hua University (Taiwan)
1986/9-1988/6 MSc Department of Biology, Tunghai University (Taiwan)
1982/9-1986/6 BSc Department of Biology, Tunghai University (Taiwan)

CURRENT POSITION & PROFESSIONAL BACKGROUND

2017/8-present Chief-Secretary. (Secretariat Office, Chung Shan Medical University (Taiwan)
2016/8-present Dean, Office of Library & Information Services, Chung Shan Medical

University (Taiwan)

2010/8-2016/7 Dean, College of Medical Science and Technology, Chung Shan Medical

University (Taiwan)

2009/8-present ~ Professor. (Department of Biomedical Sciences, Chung Shan Medical

University (Taiwan)

2009/8-present ~ Professor. (Department of Biomedical Sciences, Chung Shan Medical

University (Taiwan)
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1.

Wang TS, Lin CP, Chen YP, Chao MR, Li CC, Liu KL. CYP450-mediated mitochondrial
ROS production involved in arecoline N-oxide-induced oxidative damage in liver cell lines.
Environ Toxicol. 2018 Oct;33(10):1029-1038.

Tian ZH, Weng JT, Shih LJ, Siao AC, Chan TY, Tsuei YW, Kuo YC, Wang TS, Kao YH.
Arecoline inhibits the growth of 3T3-L1 preadipocytes via AMP-activated protein kinase and
reactive oxygen species pathways. PLoS One. 2018 Jul 16;13(7):e0200508.

Lee JS, Lin YY, Wang TS, Liu JY, Lin WW, Yang JJ. Antitumorigenic Effects of ZAKp, an
Alternative Splicing Isoform of ZAK. Chin J Physiol. 2018 Feb 28;61(1):25-34.

Wu YL, Chang JC, Lin WY, Li CC, Hsieh M, Chen HW, Wang TS, Wu WT, Liu CS, Liu KL.
Caffeic acid and resveratrol ameliorate cellular damage in cell and Drosophila models of
spinocerebellar ataxia type 3 through upregulation of Nrf2 pathway. Free Radic Biol Med.
2018 Feb 1;115:309-317.

Lee JS, Wang TS, Lin MC, Lin WW, Yang JJ. Inhibition of Curcumin on ZAKa Activity
Resultant in Apoptosis and Anchorage-Independent Growth in Cancer Cells. Chin J Physiol.
2017 Oct 31;60(5):267-274.

Wu YL, Chang JC, Lin WY, Li CC, Hsieh M, Chen HW, Wang TS, Liu CS, Liu KL.
Treatment with Caffeic Acid and Resveratrol Alleviates Oxidative Stress Induced
Neurotoxicity in Cell and Drosophila Models of Spinocerebellar Ataxia Type3. Sci Rep. 2017
Sep 14;7(1):11641.

Huang YC, Tsai MS, Hsieh PC, Shih JH, Wang TS, Wang YC, Lin TH, Wang SH. Galangin



10.

ameliorates cisplatin-induced nephrotoxicity by attenuating oxidative stress, inflammation and
cell death in mice through inhibition of ERK and NF-kappaB signaling. Toxicol Appl
Pharmacol. 2017 Aug 15;329:128-139.

Lii CK, Chang JW, Chen JJ, Chen HW, Liu KL, Yeh SL, Wang TS, Liu SH, Tsai CH, Li CC.
Docosahexaenoic acid inhibits 12-O-tetradecanoylphorbol-13-acetate-induced
fascin-1-dependent breast cancer cell migration by suppressing the PKCs- and
Wnt-1/B-catenin-mediated pathways. Oncotarget. 2016 May 3;7(18):25162-79.

Hu CW, Chang YJ, Hsu YW, Chen JL, Wang TS, Chao MR. Comprehensive analysis of the
formation and stability of peroxynitrite-derived 8-nitroguanine by LC-MS/MS: Strategy for
the quantitative analysis of cellular 8-nitroguanine. Free Radic Biol Med. 2016
Dec;101:348-355.

Lin BH, Tsai MH, Lii CK, Wang TS. IP3 and calcium signaling involved in the reorganization
of the actin cytoskeleton and cell rounding induced by cigarette smoke extract in human
endothelial cells. Environ Toxicol. 2016 Nov;31(11):1293-1306.
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Sy
Department of pediatric endocrinology, Changhua Christian Children’s Hospital, Changhua, Taiwan

Abstract
McCune-Albright syndrome (MAS) is a rare genetic disordered characterized by the triad of 1)
skeletal lesions- mono/polyostotic fibrous dysplasia, 2) hyperfunctioning

endocrinopathies-gonadotropic -independent precocious puberty, hyperthyroidism, growth hormone
excess and hypercortisolism in neonatal period , and 3) skin hyperpigmentation- café-au-lait spots.
The prevalence of MAS is estimated to be between 1 in 100,000 to 1 in 1,000,000, but rare cases
reported in Taiwan.

MAS results from post zygotic gain-of-function mosaic somatic activating pathogenic variants in
GNAS gene, which encodes the cAMP pathway-associated G-protein, Gsa. Affected tissues can
include those derived from ectoderm, mesoderm, and endoderm, and commonly include skin,
skeleton, and certain endocrine organs. The mutation is distributed in a mosaic pattern and
presenting signs and symptoms are dependent on the time frame the mutation occurs. In bone,
increased cCAMP causes osteoblasts to differentiate into stromal cells while inhibiting further
differentiation, resulting in fibrous dysplasia. Increased cAMP signaling in the skin results in
stimulation of melanin production via alpha-MSH, resulting in café-au-lait macules. A variety of
endocrine disorders, including hyperthyroidism, acromegaly, phosphate wasting, and Cushing
syndrome are now considered as part of the endocrinopathies seen in this disorder. MAS is largely a
clinical diagnosis. Genetic testing for GNAS mutation is commercially available, however, due to
the mosaicism, false negatives do occur, and a positive result contributes little to the clinical
management.
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mRNA differential expression (DGE) GO function and KEGG pathway enrichment
Gene Set Enrichment Analysis ( GSEA)

IncRNA target gene prediction (cis & trans)
miRNA target gene prediction

miRNA sponge (circRNA & IncRNA) prediction
circRNA source mRNA analysis
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LIQUID BIOPSY

SEE MORE. SEE CLEARLY.
DROPLET DIGITALPCR

Find out why one technology is transforming liquid biopsy.

Droplet Digital PCR (ddPCR) has emerged as the clearest path to
\ the clinic for liquid biopsy. Its superior sensitivity and rapid time to
O . results have allowed laboratories to develop tests for monitoring
. disease, tracking treatment efficacy, and identifying disease
\‘/
recurrence earlier and more confidently than ever before. B’O ‘RAD

Visit bio-rad.com/info/clearest to see how ddPCR Systems are
changing the field of liquid biopsy by letting scientists see more.

Contact our representatives at sales.singapore@bio-rad.com
or call us directly at +65 6415 3188

FRENNISEEAS www.genmall.com.tw BIO RAD

Genmall Biotechnology Co., Ltd. atB8AE P | SARAAE
1M4B8LEMANEFRA—B 14568  TEL: (02) 27960803 TEL: (04) 24526191 TEL: (06) 3357029
ZEREHEERINRNS : 0800-213-029  FAX: (02) 27960833 FAX: (04) 24528301 FAX: (06) 3357030
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