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The incidence of thyroid cancer is in an increased trend in the recent decades. More than 95%
of thyroid cancers are differentiated thyroid cancers (DTCs). Medullary thyroid cancer (MTC) and
anaplastic thyroid cancer (ATC) account for approximately 1% of thyroid cancer in each in Taiwan.
Generally, the prognosis of thyroid cancer is good. However, some patients present or progress to
advanced stage and need systemic therapy. The systemic treatments for advanced DTC, MTC, and
ATC are different based on the different genetic background and biology of these diseases. For DTCs,
multi-targeted tyrosine kinase (MTK) inhibitors, sorafenib, lenvatinib and cabozantinib, have been
shown to improve the progression free survival of radioiodine refractory advanced DTC patients. For
MTC, MTK inhibitors, vandetanib and cabozantinib, have also been approved for the use in advanced
disease status. These agents are MTK inhibitors and not specific to the genetic aberrations of the
DTCs and MTC. Because of the advance in multiplex genomic testing, the genetic landscapes of
various cancers have been recognized. Many novel drugs have been developed to target the driver
genetic alterations for the treatment of cancers irrespective of their primary tumor location. Molecular
testing enables physicians to select agents selected targeting the driver genetic alterations, so called
precision medicine. Regarding genetic aberrations of thyroid cancer, various genetic aberrations have
been identified in the tumor cells, such as BRAF, RAS, TP53, and TERT promotor mutation; RET
and NTRK fusions. The prevalence of genetic aberrations depends on tumor type. BRAF mutation is
commonly detected in papillary carcinoma of DTC and ATC. RET mutation is commonly noted in
MTC. RET fusion can be detected in DTC. NTRK fusion can be detected in thyroid cancer although
the incidence is low. BRAF inhibitor plus MEK inhibitor (dabrafenib + trametinib) have been
approved for the treatment of ATC with BRAF mutation. This combination also show efficacy in RAI
refractory DTC in phase II study. The phase III clinical trial for second or third-line use in RAI



refractory advanced DTC is ongoing. RET inhibitors, selpercatinib, and pralsetinib, have also been
approved for the treatment of RET mutated MTC or RET fusion positive DTC. NTRK inhibitors,
larotrectinib and entrectinib, have been approved for the treatment of NTRK fusion positive thyroid
cancers. In the era of precision medicine, molecular testing is suggested to enable physicians to select
best treatment not only to improve the prognosis but also the quality of life of the patients.
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Lenticule Implantation for the Treatment for Presbyopia
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Presbyopia affects individuals older than 40 years and is the most common refractive error.

Surgical managements for presbyopia correction include monovision, multifocal intraocular lenses,
conductive keratoplasty and corneal presbyopic laser surgery. However, no single technique has been
accepted as a standard for the treatment of presbyopia.
Corneal inlays are a relatively new treatment option for presbyopia. There have been four
commercially available corneal inlays: Raindrop™, Flexivue Microlens™, Icolens™, and
KAMRAT™, These inlays have different principles of mode of action. However, the majority of them
have been recalled or not active in the market due to a various of complications, such as the formation
of corneal haze.

In a myopic-SMILE procedure, the extracted lenticule is convex-shaped to flatten the central
cornea. By implanting the central portion of a convex-shaped lenticule, the corneal anterior curvature
theoretically can be reshaped to be more hyper-prolate, hence enhancing near and intermediate vision.
The advantages of using a biological inlay include: More biocompatible, less inflammation, better
integration, better passage of oxygen and nutrients, and decreasing risk for corneal necrosis and melt.
In this talk, I will discuss the history of the use of biological lenticule for the correction of presbyopia.
I'will discuss the storage system, the immunogenicity, the optimal setting and surgical parameters, as
well as the predictability and efficacy in our pre-clinical and clinical trials. The preliminary data
showed it is a safe and effective procedure. Future work include the long-term data, the development
of nomogram for better predictability and stability, lenticule customization, and the collaboration with

a registered tissue bank.
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Clinical Manifestations and Neuropsychological Functions in Autistic People Across Lifespan: Age
Effects, Developmental Trajectories and Possible Related Interventions
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Non-alcoholic liver disease (NAFLD)/Metabolic associated fatty liver disease (MAFLD) has
been the most prevalent chronic liver disease in the world. The pathogenesis of the disease is complex
and currently, there is no FDA approval drug for NAFLD/MAFLD. Weight reduction by life style
modification with diet control and exercise is the most important treatment in daily practice.

Regarding exercise, aerobic and anerobic exercise both work and at least 60-120 min exercise
per week is recommended. Regarding diet, alcohol, fructose, high carbohydrate or high fat are
discouraged. Coffee, curcumin, pomegranate, sesame oil, licorice root may be beneficial but need
more prospective studies to confirm the effects. Calorie restriction is more efficient but how to insist
is the key factor to maintain the weight reduction.

There are several pharmacologic agents developed in recent years. These drugs can be divided
into agents targeting inflammation, fat metabolism, gut liver axis and liver fibrosis. Regarding the
anti-inflammatory agents, I will introduce vitamin E, Selonsertib, berberine ursodeoxycholate. For
agents targeting fat accumulation, I will introduce the roles of PPAR agonist, GLP-1 agonist, SGLT2
inhibitor, thyroid hormone receptor-p agonist, ACC inhibitor, DGAT2 inhibitor, SCD1 inhibitor,
FGF19 analogue, FGF21 analogue, RNA interference therapeutic. About agents targeting gut liver
axis, I will introduce FXR agonist, probiotics, fecal microbiota transplantation. Liver fibrosis is the
most important predictor of clinical hepatic outcomes in patients with NAFLD/MAFLD. I will

introduce the role of selonsertib, emricasan, cenicriviroc, belapectin, rencofilstat and renin-



angiotensin system drugs in regression of liver fibrosis in NAFLD/MAFLD. Some of the results of
these agents in phase 2 trials are promising and entered phase 3 trials. I hope someday we can have a

drug successfully pass phase III clinical trial in the near future.
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Hunting for Causal Variants: From Genome to Phenome
R

A FlRELFENT

In the captivating exploration of the intricate interplay between our genetic makeup and the
diverse spectrum of human traits and diseases, join Professor Chien-Chang Lee as he embarks on a
journey that spans the vast expanse from the genome to the phenome. In this enlightening speech,
Professor Lee will draw upon his own groundbreaking research outcomes to illustrate the
transformative power of genome-wide association studies (GWAS) and their role in deciphering the
genetic determinants of complex phenotypes.

As the speaker, Professor Chien-Chang Lee will delve into two compelling examples of his

research:



"Genome—Phenome Wide Association Study of Broadly-Defined Headache": Through this
investigation, we will unravel the genetic mysteries surrounding headache disorders, exploring the
intricate genetic architecture that underlies these conditions. Professor Lee's research demonstrates

how genetics can unlock the secrets of headaches, transcending geographical and ethnic boundaries.

"A Polygenic Risk Score to Predict Severe COVID-19 in Two Prospective Biobanks of European
Ancestry": Professor Lee will showcase the power of genetics in predicting the severity of COVID-
19. By utilizing innovative polygenic risk score models and drawing from the wealth of data from
biobanks, we will witness how genetics can provide valuable insights into disease risk, ultimately
leading to more precise risk assessments and targeted interventions.

Through these compelling examples, Professor Chien-Chang Lee will illuminate the profound
implications of genomic research. This journey not only unravels the mysteries of human health but
also guides the way forward in the development of personalized medicine and innovative therapeutic
approaches. Join us as we navigate the intricate landscape of "Hunting for Causal Variants: From
Genome to Phenome," and witness firsthand the transformative potential of genetics in shaping the

future of healthcare.
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This presentation will review current advancements in integrating Artificial Intelligence (Al)
into cardiovascular medical imaging, emphasizing its transformative potential in precision medicine.
Deep learning algorithms such as Convolutional Neural Networks (CNNSs) have proven to be effective
in enhancing diagnostic accuracy by identifying intricate cardiac abnormalities that are often missed
during manual reviews. This facilitates early detection of cardiovascular diseases.

Al's capabilities extend to personalizing treatment regimens. Machine learning models use big
data analytics to predict individual therapy responses, allowing clinicians to optimize treatment plans
in real-time.

In addition, Al streamlines diagnostic workflows by automating image segmentation and feature
extraction. This expedites patient care and provides a scalable solution for high-throughput screenings.

In summary, Al in cardiovascular imaging holds immense potential for precision medicine by
improving diagnostic accuracy, personalizing treatments, and increasing healthcare efficiency. The
further development of these technologies will set the stage for substantial innovations in

cardiovascular care.
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MRgFUS in Parkinson's Disease: a Comparison to Deep Brain Stimulation
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MRgFUS in Bone
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The concept ‘one-size-fits-all approach’ has not been adopted for all treatments in gynecologic
malignancies. Biomedical research leading to powerful new discoveries and innovative treatments,
tailored to the genetic profile of patients’ tumor or germline cells have been emphasized in modern
world.

Individuals with their ovarian cancers with BRCA1/2-mutation or homologous recombination
deficiency are feasible for a PARP inhibitor (Olaparib, Niraparib, or Rucaparib) as maintenance
therapy after paclitaxel-carboplatin doublets, with or without bevacizumab, to significantly improve
PFS and OS in the frontline setting. This dramatic advance in therapeutic effect have changed global
women’s lives. Mirvetuximab soravtansine (MIRV) is the first Antibody-drug conjugates (ADC) for
ovarian cancer with proven efficacy and is the only FDA-approved biomarker-directed therapy for
FRa-positive platinum-resistant ovarian cancer. MIRV demonstrated statistically significant and
clinical benefits in PFS, ORR and OS. HER2-directed Trastuzumab deruxtecan (T-DXd) ADC
therapies have been studied to treat ovarian, endometrial, and cervical cancers. T-DXd also
demonstrated statistically significant and clinically improvement in ORR, DoR, and DCR.

PD-1/PD-L1-directed therapy has been adopted for cervical cancer. The mismatch repair (MMR)
status by THC has been included in guidelines and FIGO staging system for the use of pembrolizumab
in deficient-MMR endometrial cancer.

Nevertheless, physicians should be aware of the safety profile in patients treated with new drugs

in the trials and the long-term adverse effects should be further observed in real-world studies.
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New Treatment of Age Related Macular Degeneration
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Diabetic Macular Edema Update
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Diabetic retinopathy (DR) is the third leading cause of irreversible blindness in the world. From
Diabetic macular edema (DME) is a specific complication of DR that threatens vision. The
pathogenesis of DME is complicated, and involves not only VEGF but also inflammatory cytokines
and vitreoretinal interface abnormality. Several systemic risk factors were also reported. Anti-VEGF
agents are currently considered as appropriate first-line treatment for center-involved DME; however,
certain degrees of macular edema persist even under the treatment protocol of controlled trials. Brief

review of the possible risk factors and update of treatment for DME will be presented in this talk.
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Pre-macular membranes, generally refers to epiretinal membrane, may occur in association with
a number of retinal diseases, but more often in isolation as idiopathic epiretinal membrane. It
generally results from pathological alterations in vitreoretinal separation, proliferation of glia, retinal
pigment epithelium (RPE), or hyalocytes at the vitreoretinal interface, especially at the posterior pole.
These primary idiopathic macular epiretinal membranes (iIERM), as they are most widely known, are
a common finding, with a reported prevalence of up to 34% in the over 60-year-old population. In
their more advanced form, it may cause visual impairment and induce monocular and binocular visual
disturbance resulting from the tractional effects on retinal structure.

In the past, detection of ERM depends on funduscopy, including indirect and direct
ophthalmoscopy, 90 or 60D lens. Nowadays, spectral-domain optical coherence tomography
(SDOCT) has enabled the detection of iERM at an early stage, and with the increasing use of OCT
routinely in primary care, the number of people detected and referred for a vitreoretinal opinion with
the asymptomatic or minimally symptomatic disease is rising steeply.

To treat ERM, vitrectomy with membrane peeling is the only available method. Microincision,
sutureless surgery is the mainstream in managing iERM. It causes minimal or non- postoperative
discomfort and the surgical time is reduced that most surgeries are carried under local anesthesia.

Though OCT helps the detection of iERM and increases our understanding on the changes of
morphology by iERM, the decision to operate is based on the severity of symptoms and effect on
visual function as compared with the known surgical morbidity, rather than OCT appearance. A
further consideration is that iERM is often uniocular and symptoms can be masked by good function
in the fellow eye, depending on ocular dominance and an individual’s visual requirements.

In recent years, the improvement of vitreoretinal surgeries has raised the questions on the
traditional opinions that surgery only in more advanced cases with reduced vision. Earlier surgery has
been advocated for better improvement of visual quality in eyes with metamorphopsia, aniseikonia

etc, despite of good visual acuity, thus to bring a better visual quality and prevent further deterioration.
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The Application of the Diabetes-related Biomarker in the Laboratory
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Diabetes mellitus is characterized by a persistent high blood glucose level which is due to either
the pancreas not producing enough insulin, or the cells does not response to the insulin's effects. As
of 2021, an estimated 537 million people had diabetes worldwide accounting for 10.5% of the adult
population, with type 2 making up about 90% of all cases. HbAlc is the most used biomarker to
diagnose diabetes. HbA1c forms when glucose attaches to the amino-terminal group of the  subunit
of hemoglobin. HbAlc reflects chronic glycemia rather than glucose levels at a single time point. For
a layman, the glucose measurement is popular and easily understood. But the measurement of HbAlc,
carried out by reliable methods, would offer advantages over the determination of fasting plasma
glucose or 75-g oral glucose tolerance test (OGTT), since the blood sample can be taken at any time
of the day and without requiring the fasting condition.

Now the evolution of HbA1c measurement had been taking place in recent decade from using
high performance Liquid chromatography (HPLC), capillary electrophoresis to the present
immunoturbidity method in the laboratory in Taiwan. The immunoturbidity method wins the upper
hand with low price, expedient and reliable.

For a specific group such as Hemoglobinopathy including thalassemia in Taiwan, nephropathy,
and gestational diabetes, etc. HbAlc measurement had faced some laboratory interference resulting
inaccuracy, imprecision, and poor reproducibility. Alternatively, Glycated albumin (GA) is used as a
biomarker for the control of blood glucose level for certain diabetic patients when HbAlc fails.
Serum GA levels were best biomarkers for patients suffering from type 2 diabetes, nephrotic
syndrome, preeclampsia, coronary heart disease, uremia, acute cerebral infarction, and
cerebrovascular disease, respectively.

Microalbuminuria is a term to describe a moderate increase in the level of urine albumin. It
occurs when the kidney leaks small amounts of albumin into the urine, in other words, when an
abnormally high permeability for albumin in the glomerulus of the kidney occurs. Normally, the

kidneys filter albumin, so if albumin is found in the urine, then it is a marker of kidney disease


https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/glucose-blood-level

including diabetes kidney disease.

No matter how good the clinician is, he or she should depend on the teamwork of clinical
pathology for the diagnosis, monitoring and management.

In conclusions, early diagnosis of diabetes, early diabetic management with optimal normal
serum marker such as HbAlc or glycated albumin may prevent or delay diabetic complication such

as diabetic kidney disease with microalbuminuria.
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Diagnosis and Epidemiology of Heart Failure
T 5%
Pl A F PR B FEY

S HEE R (HF) 8- AR e enfef b 3 0 o RSS20 00 B ¥ sldegk - & H {14
PRA B R R AL REEER T E Kk SRR "’iﬁﬁﬁ‘“ YT e o "f’“‘ F2id
P endfte > p A 2T  FRE ARG S AN FIREEAR o AN B
R BB ATA KT 0 h?ﬁg fﬂﬁ"j—%«fr}%ﬂ*iﬂ’%ﬁ‘i‘ﬁ%\o W R e BB A IR SR AR AT
T ,;y;T w3 B+0 A % (LVEF) A 4f » ¢ 42 EF * 14 (HFEF) : LVEF<40% ;



EF 42 & ' % (HFmrEF ) : LVEF41%3% 49% ¢ HF ; EF & ¥ (HFpEF): LVEF>50%% » 12
s R Bk i F) 0 ¢ ARG U R E o 1T E S F < WA R0 ik 4 > HFIEF 3 4
77t e HFpEF 34 » HF SIS 2 S (R38R0 4ot & v & 1t R 7 foig 3 #c < HF
s 2k L PR EER G AR T AT RA R R DL R FE b LA
SR FlSR 0 4RI 0 A RATLF R NATR L KB P AR R HF g
Bef 0 E IR L F o

RBFELARTRIAFTERA L7 F 5 - 25 BB g ) 8 2w 5fe 49
MoA o Rk gA k2o DER M ) d SRR TS 2 2
&Aoo sk FAM AR IT R 0 ¢ BH K BIP I P BRI R o &S i g
VEEHE LR LAMA RS T L TRk TR B o BRSSP R S 0
FARM A TR oK R AT E A STHRMART o v R (HF) 173 - B MR pogfos
R AF R E R RS TRAE L AR B LR K LB S LR
F R REOF R RS

T B EAN A FET 20 % (HFEF) 24973 « 2Bl £ g2 b T AR
Bt @ Rea S Bt SRS A BLARMEERE > B A RF A H T
CER DT AT g S AT ¢ PR G R feT R e F RS
FEFE 4 S(RAAS)EE o B4R 3 2o B e i fod it o 44 R H F 5 3 2317 20
£ RGO o S RAPESH LR BN RS PRILCRER SRR R v ok ik
iy g 0 M E AP ORFECRER RS B IR TR

FERS O ART FADIE AN A B TRA e R B LTE MR EF G TSR DTRR
ieRrdn 2 ATELA 0 2 BoiR b2 B A LR R -

E2-5

s R et LS

Surgical intervention in heart failure
M E A

£ F Rk

Heart failure now is becoming a health burden because of the development of pharmacological
concept and the aggressive in-time intervention for acute myocardial infarction. The status of heart
failure can be briefly categorized into acute and chronic. The acute status may be manifested with
shock with/without hypoperfusion. There are several short-term temporary mechanical supports
available to maintain the organ perfusion. Intra-aortic balloon pump is the first simple system with

limited result according to the nowadays evidence. Extracorporeal membrane oxygenation provides



partial left and right heart support, however the increased left afterload would be an important issue
for the intensivists. The role of ECMO in shock had lots of studied thus the review and comments
may have great debate in the meeting. Implella is the evolving support system with direct left
ventricular unloading, and now is recommended for high-risk percutaneous coronary intervention.
The effect for the shock is under investigation. The direct left heart unloading may be incorporated
with ECMO in the shock status for possible early recovery or better support, that is called ECPELLA.
Finally, durable mechanical support such as HeartMate 3 now is the mainstream for bridge to
transplantation or destination. The 2-year outcome of durable VAD is approaching that in heart

transplantation, the ethical and economic issue will be discussed on the lecture.
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My Best Bronchoscopic Procedure for Peripheral Pulmonary Lesions

Noriaki Kurimoto

Division of Medical Oncology and Respiratory Medicine, Department of Internal Medicine, Faculty

of Medicine, Shimane University

I started Endobronchial Ultrasonography using a guide sheath (EBUS-GS) in 1996.
The procedure of EBUS-GS is as follows:

(1) In the procedure of EBUS-GS, the probe covered by the guide sheath is introduced into the lesion
via the working channel of a bronchoscope. While scanning the peripheral lesion by EBUS, we
can confirm the accurate location of the lesion.

(2) While the probe is withdrawn, the guide sheath is left in situ.

(3) A brush or biopsy forceps is introduced through the guide sheath into the lesion and collected
specimens.

We classified the location between the probe and the lesion into “within” and “adjacent to.” When



the probe is surrounded with the lesion, we call “within,” and when the probe is just beside the lesion,
we call “adjacent to.”

I will explain my best procedure of EBUS-GS for peripheral pulmonary lesions.
1t step: To perform Reading CT Anatomy.

Before performing bronchoscopy for peripheral pulmonary lesions, we read and draw the
bronchial branches leading to the lesion on CT images. I will clarify how to visually trace the bronchi
leading to a peripheral pulmonary lesion using CT images. Although virtual bronchoscopic navigation
has become widespread, it is important that we learn how to trace the bronchi leading to a peripheral
pulmonary lesion from Imm-slice CT images without the help of navigation. Reading CT anatomy
can provide a diagram of the bronchial branches leading to the lesion and has the advantage that the
doctor can get more confidence.

There are five steps to reading CT image anatomy.
1¥ step: To reverse or rotate the CT images.
2™ step: To differentiate between the vertical and horizontal branches of the bronchi.

3 step: To determine whether the patient’s head is in front of or behind the screen of CT images.
4™ step: To determine the long axis of the most proximal horizontal branch.

5% step: To place the point of view at the proximal site of the most proximal horizontal branch.
(The first and second step refer to the vertical bronchial branches.)

(The first, second, third, fourth, and fifth step refer to the horizontal bronchial branches.)

2" step: To advance the scope more periphery.

3rd step: To guide the probe to the lesion and to confirm the location of the tip of GS.

When the lesion is “invisible” on EBUS images, we should seek another (bronchial) branch
under fluoroscopy.

When the lesion is “adjacent to”” on EBUS images, we should seek another (bronchial) branch
under EBUS images.
1) When the probe is adjacent to the lesion on EBUS image, we try to change the location of the
probe covered by a GS (probe/GS) using the up & down angle lever of the bronchoscope and the
rotation of the bronchoscope.
2) Using the up-angle lever and the rotation of the bronchoscope, when the probe/GS is close to the
lesion, we pull back the probe/GS, and try to push the probe/GS to the target lesion continuing to use
the up & down angle lever.
3) When there is a bronchial branch from proximal branch to the lesion, we could insert the probe/GS
into this branch lead to the lesion.

While we are scanning and pulling back the probe into the GS and the part of the transducer still
locates out of the GS, EBUS image is still bright. But the total of the transducer is covered by the GS,
the EBUS image changes to be dark. We would like to call this phenomenon “dark phenomenon.”
Scanning the target, we can confirm the proximal edge of the target. At this position, we pull back
and advance the probe/GS for confirming “dark phenomenon.” And then we adjust the tip of the GS
to locate at the proximal area of the target.

4th step: To mark the location of the tip of the transducer.



Before pulling back the probe, we mark the distal tip of the transducer in the probe by a plastic
triangle tape on the monitor of the fluoroscopy. We perform transbronchial biopsy around the area
pointed by the plastic triangle tape. Using the up & down angle lever, when the probe is still close to
the lesion, then we leave the tip of the GS using “dark phenomenon.”
5th step: To get brushing and biopsy specimens.

We insert brush or the biopsy forceps into GS for getting the target specimens.

E3-2

IR A ok ETE L it B
4 45 B4
SRR L

% % #F (Cryotechnology ) % # ke SR SR WRgpEPr A 3 aE £ AT

b 5 METH WO N R ﬁ@ﬁﬁvgé@*%%% TR BRRILL R ST L4
i
g

QIS -2- I Y. S /ﬁl FE5 L F F % E 4 (transbronchial lung cryobiopsies) 1% & — 78 A7
Vb AN -5 FHRELADERES > FTAESELF EARET T AR OY
875 o

EG R EC RED - A% 25 rney f FEMNBRDS T Lo LR
B dy Lo o B ¥ R ort ks G RE i&/» N EReE AR P REF Y o AR
BT W T A AR HIF P BB o 1T S DT IR s ePATHU 4 R PN
RAGVEINB Y L5 B g™ B o Ua o R LETE A 5 (interstitial lung
diseases-ILD ) v Jg o B 7 " %A I = Iﬁﬂiﬁ: G- A TR S v e B F AL g X F
A A FlE AR ERT M EE Y 44iEH (forceps biopsy) { < iEHtREA o FIEAE T £
ﬂq’+A$g&%~%mﬁ*?‘§éawﬁﬁﬁﬁf?wn:ﬁﬁﬁwﬁ%?uunmm
(multidisciplinary discussion) ) # %3 L & e FpLE £ L6 15— H BT iR

Foob- BATA GBI ELF ML G ER é@ﬁ»%l F5t § ¢4 %k FH# (endobronchial
ultrasoundguided transbronchial cryo-node biopsy- EBUS-TBCNB ) # %73 » # 5l ¥ % 0 &
Bl F EprREIESLAF ¥ £ 5 (Endobronchial ultrasound-guided transbronchial needle
aspiration - EBUS-TBNA ) # & § * m/‘é’fﬁ.@.%‘« MR R A mi%‘«[faﬂ—l% 4 mir- B
- P

GERCFALEPLRRZE R AR R FERTFPEF R D B E
— AR A FIT- BT o R b kR TR - AATEH . 5 A~ 3 0 L (Interventional
Pulmonology ) % 4 feig et 7}*% 4 B RJIT AR R IR R ‘F%’ BET{ FHBEE KR
/RREE T ERICRS S F AT NIRRT S PR SRS N g
(interstitial lung diseases-ILD ) ~ " g s %722 2 ) 2 2 H B L 3 S 45 % P o A RFFE-
WL RS R LR R LA INA R R L PR R

E3-3
Unblocking the Airway: Bronchoscopy as a Management Strategy
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Airway diseases, both benign and malignant in nature, have traditionally been treated using a
variety of methods, including thermal ablation (laser, electrocautery and argon plasma coagulation)
and cryo-surgery. Best results are achieved through a combination of different techniques, depending
on the type, location, and extent of the airway obstruction. Where necessary, airway stents can
maintain patency but may induce multiple complications. Promisingly, the next generation of custom
stents, such as three-dimensional printed or drug-eluting ones, hold promise for better safety and
efficacy.

A structured approach to managing airway diseases, foreign body aspiration, or significant
bleeding is crucial, requiring a dedicated team with experience in handling potential complications.
Specialized training in interventional pulmonology is thus critical for professionals in this field.

Over 50% of primary lung cancers are inoperable at diagnosis, with about 40% of deaths due to
loco-regional disease. Many of these patients exhibit symptoms related to airway obstruction.
Therapeutic endoscopic treatment can alleviate dyspnea and other obstructive symptoms in advanced
cancerous lesions, as well as treat early-stage lung cancer. This treatment is also suitable for patients
suffering from benign or minimally invasive neoplasms who are not surgical candidates due to their
overall health. Multiple techniques such as laser therapy, electrocautery, cryotherapy, and stenting can
palliate symptoms due to airway involvement and locally treat endobronchial lesions. Moreover,
emerging technologies like endobronchial ultrasound (EBUS), autofluorescence bronchoscopy
(AFB), and narrow band imaging (NBI) are gaining recognition in clinical practice. Further
techniques are currently under development. Endobronchial interventions form a key part of the
multimodal management of lung cancer. Our talk will discuss several endobronchial treatment

modalities that can augment standard antitumor therapies for advanced lung cancer.
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Recent Advances in EBUS-TBNA for Mediastinal Lesions
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Endobronchial ultrasound-guided transbronchial needle aspiration (EBUS-TBNA) is a
bronchoscopic method with real-time image of mediastinal lesions, which provided accurate tissue
sampling of the mediastinum. The excellent diagnostic efficacy of EBUS-TBNA had been reported
and it had been an important technique for pathological diagnosis, nodal staging, and tissue
acquisition for molecular and immune condition analysis in lung cancer. EBUS-TBNA also is a safe
technique with low complication rate. In recent years, there has been a continuous progression in this
technique. In terms of diagnosis, elastography technology offers a preliminary means of
distinguishing between benign and malignant lesions, thereby reducing the need for excessive
punctures. Moreover, convex EBUS serves as an endoscopic ultrasound (EUS), guiding needle

aspirations for liver lesions, retroperitoneal lymph nodes, and lesions in the left adrenal gland.



Noteworthy innovations have significantly enhanced the precision and effectiveness of diagnosis.
These include rapid on-site evaluation (ROSE), updated needles design, intranodal forceps biopsy.
Furthermore, the landscape of diagnostic potential is broadening through the incorporation of
artificial intelligence technology. This presentation aims to provide medical practitioners with
insights into the latest advances of EBUS-TBNA.
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Pigmentary Disorders in General Medicine
A BEFL

S A F AT

Pigmentation disorders of the skin can either be hypomelanotic, hypermelanotic, or may present
with a pattern of mixed hypo- and hypermelanosis. The diagnosis of these disorders can be quite

challenging. This presentation will share some clues for systemic disease diagnosis from clinical



pigment changes.

Peutz—Jeghers Syndrome

Addison's Disease

Cushing's Syndrome

Pheochromocytoma

Hyperthyroidism

Acanthosis Nigricans

Diabetes

Vitamin B> Deficiency

Toxin- and Medication-Induced Hyperpigmentation: Hyperpigmentation caused by toxic agents or
medication accounts for 10%-20% of all cases of acquired hyperpigmentations. CNS drugs,
antineoplastic agents, anti-infectious drugs, antihypertensive medications, and hormones are most
commonly responsible

® hydroxychloroquine

Amiodarone
Carotene

heavy metals

[ ]
[ ]
[ ]
® Minocycline
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Vitiligo: Evolving Landscape
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Vitiligo is the most commonly encountered acquired depigmentary condition. The understanding
of vitiligo has significantly improved in the recent years. It has a significant impact on the patients’
quality of life, and we recently revealed that vitiligo patients view this condition significantly hampers
their general health, a view point that is not shared by other similar pigmentary disorders. The use of
Jak inhibitors for treating vitiligo has evolved from pathogenesis-directed studies. More recently, IL-
15 inhibitor has been suggested to be another option for treating vitiligo. For treating patients with
stable vitiligo, efficient biostimulation is the key to repigmentation. Phototherapies administered at
different wavelengths, irradiance, and fluence have been used for repigmenting vitiligo. How to best
position these treatment strategies to enhance the therapeutic efficacy for our patients is an important
issue that requires careful clinical investigation. Finally, COVID19 has played a significant role in
our lives in the past several years. How COVID19 affects vitiligo patients is an important issue that
must be addressed. Perhaps, this pandemic will provide a unique opportunity for the physicians to
gain further insights on vitiligo pathogenesis and treatment.
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https://accessmedicine.mhmedical.com/drugs.aspx?GbosID=426692
https://accessmedicine.mhmedical.com/drugs.aspx?GbosID=426454
https://accessmedicine.mhmedical.com/drugs.aspx?GbosID=426785
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With the advent of devices with powerful computation capacities and the availability of large
amount of data, artificial intelligence (AI) has been increasingly applied in medicine, including the
field of dermatology. Currently, most applications of Al in pigmentary diseases include lesion
detection, classification, and quantification. For example, convolutional neural networks (CNN) are
able to achieve expert-level classification of malignant pigmentary lesions based on clinical images.
Devices for melanoma detection has also become commercially available. More recently, deep
learning algorithms have been used to identify melasma with high accuracy. In our own study, we
also explored the potential application of predicting treatment results after a single session of laser
facial pigmentary reduction by using CNN. Although the outlook Al in pigmentary disorders seems
to be promising with exciting results, we still face many challenges while applying this powerful tool
to clinical medicine. In this session, we will introduce the history of Al in medicine, its current
application in pigmentary disorders, and discuss the challenges of integrating Al in our daily clinical

practice.
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Social Media and the Rise of Youth Suicide in Taiwan, 2012-2021
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Taiwan has experienced an alarming 74% increase in youth suicide between 2010 (5.5 per
100,000 population) to 2021 (9.6 per 100,000 population). Studies from Western countries indicate
that rising social media use over the past decade might be linked with increasing suicide rates among
young people. The current talk focuses on quantitative and qualitative explorations on the associations
between social media use and youth suicide in Taiwan.

For quantitative part of the study, Poisson auto-regression models were employed to examine
the dynamic reciprocity between social media, traditional media and youth suicides in Taiwan. A
miscellany of social media channels (Facebook, Instagram, Tiktok, Twitter) were examined. We
found that increased volume in suicide-related social media posts/discussions not only positively
correlated with increased youth suicide rates (B=2.53x107, 95% CI=(0.83x107, 4.24x107), P<0.01),
but increased rates of youth suicide resulted in increased volumes of suicide-related social media
posts (B =7.43x10!, 95% CI=(7.22x10', 7.64x10"), P<0.001). Additionally, suicide-related posts on
social media triggered reporting of suicide-related news on traditional media platforms (3= 3.16x10"
2.95% CI= (3.12x1072, 3.21x10%), P<0.001), whilst traditional media suicide reports of suicide led
to increased suicide-related social media posts/discussions (B= 4.67x107!, 95% CI = (4.63x107!,
4.72x10™"); P<0.001). However, suicide-related reports on traditional media platforms did not directly
lead to youth suicide rates, although youth suicides did appear to stimulate suicide reports on

traditional media platforms.



Regarding qualitative part of our explorations, youth suicide attempters reported their close
interactions with social media in the course of their ‘suicidal career’. Three themes emerged 1)
obtaining recognition: through posting their suicidal plans, their pain was seen and their suicidality
could be validated 2) status building: the intense expression of suicidality created a sense of leadership,
they became ‘opinion leaders’ in their ‘suicide careers’ 3) The edge of the abyss: witnessing other
social media users’ suicidal posts, they’d like to give them a hand; on the other hand, they
acknowledged the pain of these social media users. They were trapped on the edge of the abyss.

Our findings highlight challenges for suicide prevention strategies in the 21st Century, in dealing
with the increasing prominence of social media over traditional media. As social media is more
difficult to regulate than traditional media, suicide prevention efforts must adapt to this new landscape
by developing innovative strategies that address the unique risks and opportunities presented by social
media.

Keywords: Suicide, social media, traditional media, youth suicide, Taiwan, mutual causation
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Multidisciplinary Ketogenic Diet Standard Procedure in Kaohsiung Chang Gung Memorial Hospital
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Ketogenic diet (KD) is a high fat, moderate protein, and minimal carbohydrate diet regimen that
mimics the fasting state to produce ketone bodies in the body. The KD has been reported as a
successful dietary therapy for the treatment of intractable epilepsy for many years. Besides, its
therapeutic potential for some congenital or inherited metabolic diseases (IMDs) has been proposed
through recent advances of understanding of its action mechanisms.

The KD is the therapy of choice for glucose transporter type 1 deficiency syndrome (GLUT1-
DS) and pyruvate dehydrogenase complex (PDHc) deficiency as it directly targets the underlying
metabolic needs of these two diseases. In other IMDs, mainly of intermediary metabolism such as
glycogen storage diseases and disorders of mitochondrial energy supply, KDs may ameliorate clinical
symptoms and laboratory abnormalities. KDs have been effective to treat symptoms such as seizures
in IMD, e.g. in urea cycle disorders and non-ketotic hyperglycinemia.

A practical recommendation for patients with IMD treated with KDs is to avoid fasting and

ensure close biochemical and clinical monitoring.
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Extensive Use and Precision Medicine of Ketogenic Diets ~ A Long Way to Go
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Hair Follicle: Structure, Stem Cell and Regeneration
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Hair follicles are small, complex structures found in the skin of mammals, including humans.
They are responsible for producing hair and are distributed throughout the body, except for certain
areas like the palms of the hands and soles of the feet. A hair follicle consists of several layers,
including hair bulb, hair shaft, inner root sheath, outer root sheath and dermal papilla, each of which
plays a specific role in the hair growth cycle:

Hair regeneration is mainly controlled by hair follicle stem cells. These stem cells are located in
a region known as the bulge, which lies between the arrector pili muscle and the sebaceous gland.
Hair follicle stem cells play a crucial role in the hair growth cycle, which consists of three phases: 1.
Anagen Phase: The active growth phase; 2. Catagen Phase: A transitional phase; 3. Telogen Phase:
The resting phase. After telogen phase, the hair sheds, and the cycle restarts with a new anagen phase.

Hair follicle stem cells are responsible for maintaining and regenerating hair throughout these
cycles. During the anagen phase, stem cells in the hair follicle divide and differentiate to produce new
hair cells. When the hair enters the telogen phase, the stem cells remain dormant until the next anagen
phase begins.

Hair regeneration and stem cell research have gained significant interest in recent years, as
scientists explore potential therapeutic approaches for hair loss and hair disorders. Several studies
have been conducted to investigate ways to stimulate hair follicle stem cells or introduce exogenous
stem cells to promote hair growth and regeneration. However, it is essential to note that while some

treatments show promise, complete and consistent hair regeneration remains a challenging goal.
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Non-conventional Treatment for Hair Loss
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In Taiwan, the incidence rate of prostate disease has elevated along with the increase in the aging
population. Prostate-specific antigen (PSA) test is a fast and convenient method for prostate cancer
screening and is widely used. The PSA test has a high level of sensitivity but low specificity for
prostate cancer. Many benign prostate diseases, including prostatitis and benign prostatic hyperplasia
(BPH), lead to an elevated PSA level. For patients with elevated PSA levels, transrectal ultrasound
(TRUS)-guided biopsy is the standard procedure for diagnosing prostate cancer. However, it is an
invasive procedure with considerable complications, including infection, bleeding, and voiding
difficulty. Furthermore, a high false negative rate (39-52%) was reported for systematic prostate
biopsy. Because the PSA test is used more frequently, the number of patients with an increased PSA
level but a negative prostate biopsy is high, leading to difficulties in clinical management and causing
patient anxiety and possible treatment delays. Considering the unreliability of the PSA test and
systematic TRUS-guided prostate biopsy in diagnosing prostate cancer, advanced diagnostic methods
for visualizing and subsequently guiding biopsies are imperative to improved patient care.

Recent advances in Magnetic resonance imaging (MRI) techniques for detecting and localizing
prostate cancer have improved the aforementioned scenario. Multiparametric MRI (mpMRI), which
combines anatomic T2-weighted imaging, diffusion-weighted imaging (DWI) and its apparent-
diffusion coefficient (ADC) maps, dynamic contrast-enhanced (DCE) MRI, have substantially
improved the capabilities for detecting clinically significant cancer and facilitate subsequent image
guidance for biopsy, surgery, focal therapy and radiation therapy. Many studies have reported that
MRI-guided targeted biopsies have higher significant cancer yield rate. The International Prostate
MRI Working Group developed Prostate Imaging Reporting and Data System (PI-RADS) to
standardize prostate MRI examination performance and reporting. In recent years, PI-RADS has been
adopted to standardize the terminology in detection, localization, characterization, and risk
stratification in patients with suspected prostate cancer who received MRI examination. With optimal
imaging quality and proper interpretation, the mpMRI can accurately detect significant prostate
cancer, avoid delay treatment and avoid over treatment of prostate cancer.

Along with the implementation of MRI in the diagnostic work-up of prostate cancer, there is
growing demand for targeted prostate biopsy to confirm the nature of lesion detected by MRI. With
the assist of tracking device, MRI-fusion TRUS-guided biopsy may combine the MR images and the
real-time TRUS scanning imaging. This technique enabled co-registration of previously acquired MR
images and real-time TRUS images, which facilitate targeted prostate biopsy. In Taipei Veterans
General Hospital, the option of mpMRI is provided for patients with elevated serum PSA. If the
mpMRI is positive (PI-RADS score = 3), MRI-fusion TRUS-guided biopsy for the targeted lesions
will be arranged under patient’s consensus. Our experiences showed the incidence of all cancer /
clinically significant cancer (Gleason score =7) in the lesion designated PI-RADS 3, 4, 5 were 26.7%



1 6.7%, 48.9% / 34.2%, 87.9% / 48.5% (p<0.0001). The percentage of positive cores in the targeted
biopsy specimen from lesions of PI-RADS 3, 4, 5 were 70.8%, 76.1%, 90.5% (p=0.066). The
percentage of tumor in the positive biopsy core of lesions with PI-RADS 3, 4, 5 were 35.6%, 38.0%,
69.1% (p<0.001). Prostate lesion detected by MRI with higher PI-RADS score indicates a greater
chance of cancer / clinically significant cancer and higher proportion of tumor in the cancer-positive
cores. Accordingly we may conclude that mpMRI with MRI-fusion TRUS-guided biopsy is a
promising method for diagnosis of prostate cancer.

In this talk, we will share our experience in establishing the clinical process of prostate cancer
diagnosis, including implementing high quality mpMRI and MRI-fusion TRUS-guided biopsy.
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Transrectal ultrasound (TRUS)-guided systematic biopsy (SB) of the prostate has long been the
standard for diagnosing prostate cancer. However, SB is usually random in nature, and undersampling
of the prostate missed approximately 20—30% of clinically significant prostate cancer (csPC). Besides,
TRUS-guided biopsy often leads to the overdiagnosis of clinically insignificant prostate cancer. Due
to the great improvement in multi-parametric magnetic resonance imaging (mpMRI), targeted biopsy
(TB) has emerged as a promising imaging tool in the diagnosis of csPC. Currently, both European
Association of Urology (EAU) and American Urological Association (AUA) guidelines recommend
mpMRI before initial or repeated prostate biopsy. High-quality mpMRI is the key to a successful TB.
Regular multidisciplinary team meetings including urologists, radiologists, and pathologists are
mandatory to not only continuously improve the quality of mpMRI but also shorten the learning curve
of TB. Techniques such as saturation/regional TB or free-hand biopsy could help overcome targeting
errors during biopsy. Finally, selection of biopsy candidates using PSAD or PHI could further avoid

some unnecessary biopsy procedures.
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Mitral regurgitation (MR) presents a vast clinical spectrum, spanning from primary valve
deformities to intricate secondary derangements linked to left ventricular dysfunction. Understanding
the diverse manifestations of MR mandates an adaptive approach, encompassing device-based
solutions and procedural innovations.

One method gaining traction is transcatheter edge-to-edge repair (TEER). Particularly for

individuals with poor left ventricular systolic function and at least moderate-severe MR, the efficacy



of TEER has become undeniable. This forward-thinking strategy, with an emphasis on early
intervention, holds potential in reshaping the management landscape of MR.

Drawing attention to the world of MR interventions, comparisons between emergent devices
such as the PASCAL and the MitraClip systems have been undertaken. Initial findings suggest a parity
in efficacy and safety during short to mid-term evaluations. Awaiting the community are the outcomes
of long-term randomized trials to discern the advantages of either system.

The COAPT trial remains a cornerstone in MR research, substantiating the benefits of MitraClip
in tandem with guideline-directed treatments. Noteworthy are the profound reductions in heart failure
hospitalizations and improved mortality rates.

Further pushing the boundaries of innovation is the third-generation MitraClip NTR/XTR
system. The EXPAND study, examining this novel system, indicated its superior capacity in
significantly reducing MR in contemporary real-world scenarios, consistently surpassing results of
its predecessors.

In conclusion, the dynamic realm of transcatheter mitral valve repair is a testament to clinical
ingenuity and ceaseless research. Our current vantage point showcases monumental advancements,

ushering in an era of enhanced therapeutic options and hope for MR patients.
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Obesity and Old Women's Health: The Underrepresented Challenge

The global health challenge of obesity has many facets, with its influence extending to various

demographic sectors. Yet, one segment where its impact remains significantly under-discussed is that

of older women. Combining the complexities of female physiology with the challenges of aging,

obesity in older women emerges as a unique and pressing concern.

1.

Hormonal and Reproductive Health Implications

While menopause marks the end of a woman's reproductive years, it doesn't signify the cessation
of reproductive health issues. The onset of menopause instigates a shift in hormone balance,
particularly a decline in estrogen. Obesity further complicates this balance. Excessive adipose
tissue can act as a site for estrogen synthesis, creating an environment conducive to conditions like
breast and endometrial cancer. The combination of post-menopausal state and obesity
consequently elevates the risk for older women.

Musculoskeletal Challenges

The female skeletal structure, having supported them through various life stages, from
menstruation to childbirth, confronts additional challenges with age, like osteoporosis. Obesity
imposes added strain, with the extra weight exacerbating joint wear and heightening the risk of
fractures. Such issues aren't mere physiological concerns but curtail an older woman's
independence, impacting her quality of life.

Cardiovascular and Metabolic Concerns

Women, post-menopause, already face an elevated risk of cardiovascular diseases due to hormonal
shifts. Obesity intensifies this risk, acting as a catalyst for hypertension, atherosclerosis, and other
heart-related ailments. Additionally, older women with obesity are more prone to type 2 diabetes,
an ailment that interplays with heart health, creating a perilous cycle of health complications.
Mental and Emotional Well-being

The societal expectations tied to women's physical appearance don't wane with age. Older women,
particularly those battling obesity, grapple with body image issues, magnified by societal
stereotypes. This often leads to mental health challenges, such as depression and anxiety. The
intersectionality of ageism and weight bias can be profoundly isolating, underscoring the need for

targeted mental health interventions.

Solutions and Interventions:

Addressing obesity in older women necessitates a compassionate, multi-pronged approach:
Nutrition and Dietary Counseling: Given the reduced caloric needs and potential for nutrient
deficiencies in older women, specialized dietary plans focusing on nutrient-dense, low-calorie
foods are essential.

Tailored Physical Activity: Regular, low-impact exercises like walking, swimming, or tai chi can
help in weight management and improve mobility.

Mental Health Support: Counseling sessions, group therapies, and community engagement can
counteract feelings of isolation and depression.

Regular Health Screenings: Frequent medical check-ups can ensure timely detection and



management of obesity-related health issues.
5. Public Awareness Campaigns: Raising awareness about the unique challenges faced by obese older

women can reduce societal biases and ensure better support.
Conclusion

Obesity in older women isn't just an extension of the global obesity challenge but a unique

intersection of gender, age, and health. Addressing it demands an amalgamation of medical, societal,
and psychological approaches. Recognizing the intricacies of this intersection is the first step towards
building comprehensive strategies that not only address health concerns but also affirm the worth and

dignity of older women in society.
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