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時間:2018 年 7 月 21 日 星期六 

地點:桃園市龜山區文化一路 259 號  長庚大學 第二醫學大樓 B1 會議廳 

一、 時間 學校/講員 講題 

08:20~08:50 報到 

08:50~09:00 長官致詞 

09:00~09:30 

 

主持人：長庚大學王馨世所長 

報告人：施瀚博 

指導老師：顧正崙 

演講題目：Characterization of 

pathogenic human monoclonal 

autoantibodies against IFN-γ 

09:30~10:00 

 

主持人：台北醫學大學陳冠州所長

報告人：李亭衛 

指導老師：高玉勳 

演講題目：Mechanistic and 

therapeutic insights of vitamin 

D on diabetic cardiomyopathy 

10:00~10:30 

 

主持人：臺灣大學楊偉勛所長  

報告人：楊曉文 

指導老師：陳沛隆 

演講題目：Hirschsprung’s 

Disease and The Related 

Genes in Taiwan 

10:30~11:00 Break/壁報評分 

11:00~11:30 

 

主持人：成功大學沈延盛所長 

報告人：林鵬展 

指導老師：劉秉彥 

演講題目：Use of Whole 

Genome Sequencing to 

Determine Cancer Germline 

Risk and improve Cancer Care

11:30~12:00 主持人：國防醫學院武國璋所長 

報告人：蔡易達 

指導老師：查岱龍 

演講題目：Generation of a 

synthetic lethality anti-cancer 

drug screen platform through 

investigating the role of 

C-Raf/DAPK complex in 

mitochondrial function 

12:00~12:05 大合照 

12:05~13:00 Lunch / 台塑文物館自由參訪 

13:00~13:30 壁報解說與評分(參展者請於各 PBL 教室解說) 

13:30~14:00 主持人：陽明大學李光申講座教授

                    /代理所長

報告人：王宇釩 

指導老師：周德盈 

演講題目：Predictive 

Biomarkers for Response of 

Esophageal Squamous Cell 

Carcinoma to Neoadjuvant 

Chemoradiation 



Therapy –Combination of 

Next Generation Sequencing 

and Deep Machine Learning 

14:00~14:30 主持人：中國醫學大學馬文隆教授

報告人：陳璐敏 

指導老師：馬文隆 

演講題目：雄性激素受體在

子宮內膜癌病理生理之探討 

14:30~15:00 主持人：中山醫學大學陳進典所長

報告人：李俊逸 

指導老師：李宗賢 

演講題目：整倍體胚胎經型

態動力學分析後進行單一胚

胎植入之臨床結果 

15:00~15:30 Break/壁報評分 

15:30~16:00 主持人：高雄醫學大學吳明蒼所長

報告人：陳怡媜 

指導老師：郭柏麟 

演講題目：Identification of 

Novel Genes Potentially 

Involved in Osteoblasts of 

Rheumatoid Arthritis: An 

Approach Using 

Next-Generation Sequencing 

and Bioinformatics Analysis 

16:00~16:30 主持人：慈濟大學張中興教授  

報告人：Rupendra Shrestha 

指導老師：蔡榮坤 

演講題目：Efficient generation 

of retinal organoids from 

keratinocytes-derived iPSCs: 

Hope for Personalized 

Medicine 

16:30~16:40 下屆主辦單位主管 

16:40:17:00 傑出壁報講評及頒獎 閉幕致詞 

※09:00~15:30:壁報展示 

※學生演講 15 分鐘、Q&A 10 分鐘 

※為獎勵傑出壁報及口頭報告參與同學，本會議將分別提供三個名額頒予獎金及

獎狀以玆鼓勵 
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長庚大學 臨床醫學研究所 

研究生: 施瀚博 

現任: 臨醫所博二  

指導老師: 顧正崙 老師 

演講題目: Characterization of pathogenic human monoclonal autoantibodies  

against IFN-γ 

 

演講摘要: 

Patients with anti-interferon gamma (IFN-γ) autoantibody disease which 

disrupts the IFN-γ mediated immunity are highly associated with severe and 

mycobacterial infections, salmonellosis and other intra-macrophagic bacterial 

infections. An in-depth investigation of autoantibody profiling would 

facilitate understanding about the pathogenesis of disease. We reported that 

we had isolated and characterized 19 monoclonal antibodies (mAbs) against 

IFN-γ from three IFN-γ autoantibody patients with mycobacterial disease. 

Mostly, there are multiple high affinity mAbs which their KD ranging from 

10-10 to 10-11 M. Eight of 19 mAbs endowing neutralization of IFN-γ signaling. 

Further, they segregated by three non-overlapping epitopes. Furthermore, 

there is one preferential VH/VL usage with different somatic hypermutation. 

However, the germline sequence still provided basic binding ability. Two of 

them have potent neutralizing activity due to the higher mutation rate and 

affinity. In contrast, combination of three non-overlapping neutralizing mAbs 

enhance its biological activity. Surprisingly, some in-vitro non-neutralizing 

mAbs actually have neutralization ability via ex-vivo whole blood activation 

assay. Collectively, our finding provided fundamental insights regarding 

molecular mechanism of pathogenic autoantibodies. 
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台北醫學大學 臨床醫學研究所 

研究生:李亭衛 

現任: 萬芳醫院內分泌新陳代謝科主治醫師 

指導老師: 高玉勳 老師 

演講題目: Mechanistic and therapeutic insights of vitamin D on diabetic  

cardiomyopathy 

 

演講摘要: 

Cardiovascular disease is the leading cause of morbidity and mortality in 

patients with diabetes mellitus (DM). Receptor for advanced glycation end 

products (RAGE) signaling plays a critical role in the pathogenesis of 

cardiovascular disease. Upon ligands binding, RAGE activates a positive 

feedback loop that converts acute inflammatory stimulus into sustained 

cellular dysfunction and further magnifies tissue damage. In addition to 

membrane-bound full-length RAGE, there is circulating soluble RAGE 

(sRAGE), which comprises only extracellular domain of RAGE and works as 

an endogenous competitive inhibitor of RAGE. Therefore, pharmacological 

stimulation of RAGE shedding to produce sRAGE might have a therapeutic 

potential for diabetic cardiomyopathy. However, effective treatment for 

eliminating RAGE in DM is limited. Accumulating evidence suggests that 

vitamin D may improve cardiovascular outcomes in DM through anti-

inflammatory, antioxidative, antihypertrophic, antifibrotic, and 

antiatherosclerotic activities and by regulating RAGE signaling, the renin-

angiotensin system, and cardiac metabolism. Our previous studies 

demonstrated that calcitriol, the hormonally active metabolite of vitamin D, 

significantly reversed left ventricular dilatation, improved cardiac dysfunction, 

associated with downregulation of cardiac RAGE in streptozotocin-induced 

diabetic rats. Therefore, we further explore the mechanisms underlying the 
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effect of calcitriol on RAGE and sRAGE expression in cardiomyocytes. Our 

findings demonstrated that calcitriol significantly reduced RAGE protein 

expression and increased sRAGE concentrations, which were mediated 

through the activation of a disintegrin and metalloprotease 10 in HL-1 cells. 
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臺灣大學 臨床醫學研究所 

研究生: 楊曉文 

現任: 林口長庚兒童外科主治醫師 

指導老師: 陳沛隆 老師 

演講題目: Hirschsprung’s Disease and The Related Genes in Taiwan 

 

演講摘要: 

Background 

Hirschsprung’s disease (HSCR) is a congenital disease when the enteric 

ganglion cells were absent in the variable lengths of gastrointestinal tract. 

Multiple genes have been found related to the disease, such as, RET, GDNF, 

EDNRB, SOX10, etc. Although RET is suspected to be the main gene related 

to HSCR, the phenotypic variability and incomplete penetrance observed in 

HSCR might suggest the involvement of modifier genes. Thus, a more precise 

correlation among these genes in HSCR should be studied. 

Patients and Methods 

Patients proved to be HSCR by pathology will were included after obtain their 

written consent under the ethical guidance of the Institutional Review Board 

of Chung Gang Memorial Hospital, so as their parents, siblings, and/or off 

springs. Total 30 families and 150 participants will be included. Patients with 

syndromic abnormal (such as Down syndrome) will be excluded. 

Peripheral blood is drawn for 20cc in all participants if possible, for children 

younger than 1-year- old, the amount is 10cc.  

After review previous articles thoroughly, there are 31 genes might be related 

to HSCR. A next-generation sequence (NGS) panel was designed accordingly. 

The DNA samples of all the patients will be sent to do NGS for detection of 
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possible genetic mutations. Further Sanger’s sequencing will be done for the 

mutations detected by NGS in both the patient and the family members to 

confirm the mutation to be de Novo or inherited.  

Results 

There are 15 families with 17 patients were included for NGS. Mutations were 

found in 13 patients among 7 different genes. The detection rate of a possibly 

pathogenic mutation is 76%, which was much higher than previous reported. 

Frameshift in RET, L1CAM and a stop coden in NRG1 were only found in 

long segment HSCR patients, which may imply that an obvious loss of 

function in this 3 genes were related to more severe disease. Besides, a SNP 

in RET (rs1800860) was found in 100% of our patients. For most of the patient, 

the relation between phenotype and the genotype is unclear, and our case 

number is too small to made solid conclusion in penetrance.  

Conclusion 

NGS is a powerful tool to work up for a multigenic disease, such as HSCR. 

An obvious loss of function in RET, L1CAM and NRG1 could result in long 

segment HSCR, and larger case number is needed to make more solid 

conclusions 
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成功大學 臨床醫學研究所 

研究生: 林鵬展 

現任: 成大醫院內科部血液腫瘤科主治醫師 

指導老師: 劉秉彥 老師 

演講題目: Use of Whole Genome Sequencing to Determine Cancer  

Germline Risk and improve Cancer Care 

 

演講摘要: 

Aims 

Use of both cancer patients and healthy population whole-genome sequencing 

to identified germline genetic susceptibility risk of cancer patients by 

knowledge-based genomics mutation database to provide more genetics more 

attractive comprehensive gemrline genetic risk including inherited cancer 

predisposing genes, genetic drug efficacy and adverse drug reaction 

predictions, American College of Medical Genetics and Genomics (ACMG)-

reportable non cancer genes for cancer care improvement. 

Materials and methods 

Total 159 cancer patients and 499 Taiwan Biobank healthy population 

germline whole genome sequence and clinical information and family cancer 

history were analysis. The germline genomic DNA was sequenced by Illumina 

Hiseq 2500. Single nucleotide polymorphisms, small indel were identified. 

Database from National Center for Biotechnology Information (NCBI)-

ClinVar (http://www.ncbi.nlm.nih.gov/clinvar/) and Literature Review were 

used for interpretation of relationships among medically important variants 

and phenotypes. 

 

http://www.ncbi.nlm.nih.gov/clinvar/
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Results 

51.6% patients have cancer family history. Total 23 patients (14.4%) have 

heritable cancer associated genes. The most cancer associated genes are DNA 

repair genes including MLH1, BRCA1, BRCA2, MUTYH, ATM, PMS2, 

MSH6, BABP1, FANCA. The most common drug response genes are 

associated with Docetaxel or Platinum Drugs. The American College of 

Medical Genetics and Genomics (ACMG)- incidental findings rate is 5.6 % 

and 4.6% in cancer patients and normal subjects respectively. 

Conclusions 

Our study indicated that both cancer patients and healthy population whole 

genome sequence information may provide more information for precision 

medicine. 

 

 

 

 

 

 

  



8 

 

 

國防醫學院 醫學科學研究所 

研究生: 蔡易達 

現任: 助理 

指導老師: 查岱龍老師 

演講題目: Generation of a synthetic lethality anti-cancer drug screen platform                                         

                  through investigating the role of C-Raf/DAPK complex in   

                  mitochondrial function 

 

演講摘要: 

Although targeted therapy has become a standard of care of many advanced 

cancers, successful clinical translation of cancer therapeutics based on 

preclinical cancer researches unraveled the oncogenic drivers remains 

remarkable low. Lacking of ideal preclinical model is one of the major 

obstacles for clinical cancer therapeutics translation. Here we provide a 

preclinical model to show that a novel combination therapy with Raf inhibitors, 

sorafenib and GW5074, which triggers c-Raf-PP2A-DAPK novel signaling 

cascade and synergistically inhibits cancer cells growth in vitro and 

suppresses tumor growth with spontaneous metastases animal to mimic 

human cancer in vivo. Mechanistically, GW5074 bound to c-Raf and induced 

c-Raf conformation change enhancing subsequent sorafenib binding affinity. 

This unique drug-target interaction facilitated PP2A dephosphorylating 

DAPK on serine 308 and inducing cancer cells necroptosis. Serine 308 

phosphorylation of DAPK not only is essential for GW5074 and sorafenib 

combination therapy but also serves as a predictive therapeutic biomarker. Our 

study provides a clinical relevant animal model, identifies a therapeutic 

predictive biomarker, elucidates a novel biological mechanism, establishes a 

drug-target interaction designing platform which is worthy for clinical 

translation. 
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陽明大學 臨床醫學研究所 

研究生: 王宇釩 

現任: 臨醫所碩二 

指導老師: 周德盈老師 

演講題目: Predictive Biomarkers for Response of Esophageal Squamous Cell   

                  Carcinoma to Neoadjuvant Chemoradiation Therapy –  

                  Combination of Next Generation Sequencing and Deep Machine  

                  Learning 

 

演講摘要: 

Background 

Esophageal cancer is one of the most aggressive cancers world-wide, 

especially in Taiwan. Even after resection with curative intent, the 5-year 

survival is rarely greater than 30%. Previous studies have identified 

pathological tumor response as a prognostic factor after preoperative 

chemoradiation and shown dramatic survival benefits in patients with 

complete pathologic responses to preoperative chemoradiation. However, 

only approximately one third of esophageal cancer patients who undergo 

preoperative chemoradiation would achieve pathologic complete response. To 

our best knowledge, there is no practical, significant clinical marker that could 

be implemented before treatment.  

Aim 

We aim to identify the prediction biomarker corresponding to the treatment 

response of ESCC patients treated with chemoradiation therapy through 

Machine Learning (ML) with Next Generation Sequencing (NGS).  

Study Design 

To identify clinically practical markers that predict preoperative 

chemoradiation response, we processed retrospective training cohort and 

validation cohort with 42 and 24, respectively, clinical needle biopsy FFPE 

samples and sequenced with Ion S5 XL system (Thermo Fisher Scientific). 

The results were compared with clinical outcome and organized by different 
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machine learning models. In this project, we performed 5 machine learning 

models including Support Vector Machines (SVM), K-Nearest Neighbors 

(KNN), Gaussian Naïve Bayes (Gaussian-NB), Random Forest (RF), and 

Logistic Regression (LR) with Next Generation Sequencing (NGS) of 

esophageal squamous cell carcinoma with different pathological response to 

preoperative concurrent chemoradiation treatment.  

Results 

We identified 6 mutation markers (validation accuracy = 71.1%) with strong 

correlation with pathological response, and concluded SVM as the best 

machine learning model best fit to the two independent data cohorts. 
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中國醫學大學 臨床醫學研究所 

研究生: 陳璐敏 

現任: 蘇州明基醫院 副產科主任 醫療副院長 

指導老師: 馬文隆老師 

演講題目: 雄性激素受體在子宮內膜癌病理生理之探討 

 

演講摘要: 

Abstract The androgen receptor (AR) poly-glutamine polymorphism (AR-Q) 

was reported to play role in endometrial cancer (EMCA) development, yet 

controversial. Environmental factors interact with genetic variation have been 

reported in EMCA. Aerosol toxins, polycyclic aromatic hydrocarbon 

benzo[a]pyrene (BaP), are EMCA facilitators. This report examined the 

interplay between AR-Qs and BaP in EMCA. During analysing patient AR-Q 

polymorphism and Aryl hydrocarbon Receptor (AhR) expressions, we found 

overall survival (OS) benefit is ascending with AR-Q lengths (5-year OS of 

61.3% in Q length <20 and 88% in Q length >23). And AhR is higher 

expressed in short AR-Q tumour compared to that in long AR-Q patient. In 

vitro study found androgen-response element (ARE) activity descends with 

AR-Qs length (Q13 > Q25 > Q35), whereas BaP suppresses ARE activities in 

EMCA cells. Furthermore, AR-Q13 (but not AR-Q25, or -35) enhances BaP-

induced dioxin-responsive element (DRE) activity. Lastly, AR-Q13 exerts 

higher colony-forming capacity than other AR-Qs, and knock-down AhR 

abolished AR-Q13-mediated colony numbers. This study demonstrated a 

possible interaction of gene (AR-Q polymorphism) and environmental toxins 

(e.g. BaP) to affect cancer progression. A large-scale epidemiology and public 

health survey on the interaction of environmental toxin and AR poly-Q in 

EMCA is suggested. 
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中山醫學大學 醫學研究所 

研究生: 李俊逸 

現任: 中山醫學大學附設醫院婦產部主治醫師 

指導老師: 李宗賢老師 

演講題目: 整倍體胚胎經型態動力學分析後進行單一胚胎植入之臨床結 

                  果 

 

演講摘要: 

Study Question: 

這個研究的目的是為了評估經由胚胎動力學和胚胎植入前篩檢應用在

單一胚胎植入的效益。 

Study Design, Size, Duration: 

我們回朔性的分析從 2017.1至 11月胚胎植入前篩檢的數據。主要的納

入條件有母體年紀小於 38歲，AMH大於 1.1 ng/ml，還有取卵超過五

顆。我們根據經由胚胎植入前篩檢的染色體數據及 KID score D5胚胎

動力學分數來把胚胎分組，並加以評估期胚胎的發展，胚胎動力學的

參數以及臨床的結果。 

Materials, Setting, Methods: 

病患在這個研究裡用 GnRH agonist 和 antagonist protocol來刺激卵巢，

這些胚胎都在受精後放到胚胎縮時攝影的培養箱裡。個別胚胎的動力

學發展潛力都用 KIDScoreTM D5來做分析。根據 Gardner  

grading system，我們把胚胎形態較好的(≥ 4BB)來進行胚胎植入前篩

檢，並把整倍體的胚胎以單一胚胎植入母體，並且用 Chi-square tests 

and t-tests來分析各組不同的差異。 
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Main Results: 

胚胎植入前篩檢發現 279個胚胎裡，有 35%的整倍體，26%低倍鑲嵌

體，10%高倍鑲嵌體以及 29%非整倍體。這樣的分部也體現在不同的

胚胎動力學分數上。在這些胚胎動力學((tPF), 2-cell (t2), 3-cell (t3), 4-

cell (t4) and 5-cell (t5))的特徵上，B級的胚胎比起 A 

級的胚胎時間來的較短。而且 C級的胚胎在這些胚胎動力學(times to 

eight cell (t8), morula (tM), start blastulation (tSB), and blastocyst (tB) 

stages)上都有延遲的現象。此外，C級的胚胎在這些胚胎動力學(the 

durations of synchrony 2 (S2 = t4-t3), synchrony 3 (S3 = t8-t5), and 

blastocyst formation (tB-tSB))有延長的現象。總和胚胎著床率在結合胚

胎植入前篩檢及胚胎動力學為 62.8%。A級的胚胎在著床率(81.5%)來

說明顯得高於 B級和 C級(31.3%)的胚胎。 

Conclusion: 

在胚胎縮時攝影系統的觀察下，A級胚胎比起 B級跟 C級的胚胎有著

更為適當的胚胎發展時序。在施行整倍體單一胚胎植入時，合併

KIDScoreTM D5以及胚胎縮時攝影顯然更會增加著床率。 
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高雄醫學大學 臨床醫學研究所 

研究生: 陳怡媜 

現任: 高雄醫學大學附設醫院復健科主治醫師 

指導老師: 郭柏麟老師 

演講題目: Identification of Novel Genes Potentially Involved in Osteoblasts  

                  of Rheumatoid Arthritis: An Approach Using Next-Generation  

                  Sequencing and Bioinformatics Analysis  

 

演講摘要: 

Arthritis with pannus formation is one of the pathological features of 

rheumatoid arthritis (RA). The area of pannus formation contacts with 

adjacent bone surface, where bone erosion is clinically observed. The close 

contact of these articular tissues provides insight into further understanding of 

the potential interconnections between different cell types, and the altered 

joint microenvironment in RA. Other than immune cells and synovial 

fibroblasts, the role of osteoblasts in bone erosion of RA has gained much 

attention. In addition, microRNAs are reported to play important roles in the 

pathogenesis of arthritis. The aim of the current study is to identify novel 

microRNA-mRNA interactions in RA osteoblasts, and the genes potentially 

involved in altered bone homeostasis.  

RNAs of normal and RA osteoblasts were extracted for RNA and small RNA 

sequencing. Identification of novel genes was performed based on 

bioinformatics approach. Through next-generation sequencing and 

bioinformatics analysis, our current study identified 13 candidate genes to be 

potentially regulated by differentially expressed microRNAs in RA 

osteoblasts. Among the 13 candidate genes, the similar expression patterns of 

A-kinase anchoring protein 12 (AKAP12) and leucin rich repeat containing 15 

(LRRC15) were observed in RA synovial tissue arrays in the Gene Expression 

Omnibus database. The predicted regulations of miR-183-5p to AKAP12 and 
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miR-146a-5p to LRRC15 were validated in different microRNA prediction 

database. Further bioinformatics analysis identified AKAP12 to be involved 

in chemotaxis, interconnecting with genes related to neovascularization. 
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慈濟大學 醫學科學研究所 
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指導老師: 蔡榮坤老師 

演講題目: Efficient generation of retinal organoids from keratinocytes- 

                  derived iPSCs: Hope for Personalized Medicine 

 

演講摘要: 

The development of retinal organoids using patient-specific induced 

pluripotent stem cells (iPSCs) has clinical implications in the cell-based 

therapies for personalized medicine. iPSCs is an addition support for the 

transplantation therapy in major diseases based on the principle of 

regenerative medicine. The generation of retinal tissues including all major 

retinal neurons like retinal ganglion cells (RGC), amacrine cells, horizontal 

cell and photoreceptors etc. aligned in proper layer can use not only for 

therapy but also for pathophysiologystudy. This iPSC-based system for 

precision medicine hassimilar genetic makeup derived from patients himself. 

We aim to establish the efficient and stable iPSC from the normal human 

epidermal keratinocytes, generate the functional retinal tissues and 

synchronize the stepwise in-vitro developmental process of retina.In the 

present study, iPSCs was generated from the normal human epidermal 

keratinocytes (NHEK) using CytoTune-iPS Sendai Reprogramming Kit. The 

efficiency of keratinocytes-derived iPSCs (KiPSCs) is rapid than those 

derived from the fibroblast. The stable and ESC-like colony was observed in 

12 days of keratinocytes induction with non-integrating Sendai virus coding 

defined factors.  The KiPSC-lines showed the expression of pluripotency 

markers such as Oct4, Sox2, Nanog and Lin28. Then, the KiPSC was self-

induce to embryoid bodies (EB) like aggregates that express the markers for 

mesoderm (CD34), endoderm (AFP) and ectoderm (GFAP). Further, the 
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matured EB expressing the defined layers in 7 days were used for 

differentiation process and synchronize the in-vitro timelines for 

developmental stage of retina. The EB was differentiatedin systemic manner 

and achieved all the major developmental stages like formation of anterior 

neuroepithelium, eye-field primordial, neural retina and subsequently three 

dimensional retinal organoids. All the stages of retina development express 

their specific markers. Further the 3-D retinal organoids at week 6 were 

analyzed for major types of retinal neuron performing thin section and 

immunohistochemistry. The retinal section expresses the markers for retinal 

ganglion cells, photoreceptors, amacrine cells, and horizontal cells etc.Our 

study reveals the generation of 3-D retinal organoids from stable KiPSCs lines, 

sought for the use of patient-specific iPSC and provides the hope for precision 

medicine in retinal diseases. 
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