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William E Young, Jr.:
betes, Metabolism, Nutrition, and Internal Medicine,
Mayo Clinic, Rochester, Minnesota, USA
“Challenging Adrenal Disorders and Clinical

Division of Endocrinology, Dia-

Scenarios : Illustrative Cases”
Abstract :

and treatment of adrenal disorders over the past 4 decades.

Much progress has been made in the diagnosis

In this presentation I will highlight several examples where
there have been key prismatic advances in the clinical under-
standing, laboratory testing, genetic testing, pathology, and
treatment options for adrenal disorders. Some of the topics
to be discussed in this presentation include : the pathology-
based discovery of Cushing syndrome caused by primary pig-
mented nodular adrenocortical disease (PPNAD) ; functioning
adrenal neoplasms in pregnancy ; subtype evaluation of pri-
mary aldosteronism ; urine steroid metabolomics for the
detection of adrenocortical carcinoma ; and, treatment options
for patients with metastatic pheochromocytoma. An illustra-

tive case will be used to highlight each of these advances.
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Professor Sir Stephen R. Bloom : Department of
Medicine, Imperial College London
“Gut/brain peptide hormones regulating appetite
and metabolism”

Abstract : In 1902 an activity was extracted from the gut
mucosa in London which stimulated pancreatic secretion and
was given the name secretin. It was an exemplar of some-
thing released into the blood stream acting at a distance. A
Greek scholar of the day invented the word “hormone”.
Sixty years later several further biological active peptides
were identified in the gut. These were subsequently shown
to regulate appetite. Many had a similar sequence to
secretin. They were the result of early gene duplication and
These

peptides have also identified in the brain and they clearly have

subsequent evolution of more specialised functions.

separate, but related, functions in CNS control. Their abnor-
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mality in disease has been partly identified and they have also
been modified to create new drugs, and used, for example to
treat diabetes and obesity.
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Prof. Martin Reincke : Medizinische Klinik und
Poliklinik IV Klinikum der Universitit Miinchen
“Endocrine Hypertension~Past, present, and

P

Future~"

E 5 : Reincke HIZ (& N 2 W 14 & LT O 2 AW & &

Update % 7272 1) oA 1) 229 CHEBI Z IR L 255 Tl
AN FEEMET NV RATFO VEICOWTIE, Bk e

D ILFRISE T Lancet I2#E L2AAE DA TH A Y THE
L7 TH D, B EHOEREY VY RI T AL T
Wiz, RENGMESDOHTA K54 v OF 2T <V 2o7
John Funder ¥(#5% L iR RO HHZ LML C L2
&, ERGREAT) 2D TE .
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Dr. David CL Lam, MD, PhD, FRCP, FCCPE, FACP,

FAPSR : Clinical Associate Professor, Department of

Medicine, University of Hong Kong / Hong Kong SAR,

China

“Targeting therapeutic biomarkers in lung cancer”
Abstract : Lung cancer is the leading cause of cancer death
Non-small cell lung cancer (NSCLC), with
which lung adenocarcinoma, accounts for the majority of cases.

worldwide.

Recent advances in the understanding of the molecular patho-
genesis of lung cancer together with the advancement of
molecular analysis support the clinical use of targeted thera-
pies, such as epidermal growth factor receptor (EGFR) tyro-
sine kinase inhibitors (TKI) or anaplastic lymphoma kinase
(ALK) TKI.

mechanisms and new opportunities to target those with or

Further research into the drug resistance

without acquired resistant mutations are much awaited.
Immunotherapy alone as a first treatment significantly
improved survival for patients with a high level of the PD-L1

protein in their cancer and with fewer side effects. Immuno-
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therapy and chemotherapy combined therapy (I0-chemo)
pushed the clinical benefits of immunotherapy further up in
Patients who had EGFR and ALK mutations
used to show lesser therapeutic response to immunotherapy.

lung cancers.

There are recent research demonstrating an immunotherapy/
immunotherapy combination improved survival for those with
a new biomarker of high tumor mutational burden (TMB).
Research into the the interaction between lung cancer cells
and immune cells may reveal opportunities to better targeting
immune reactions in lung cancer.

Precision medicine refers to the selection of treatment
based on the presence of specific biomarkers which indicate
sensitivity to corresponding therapies, may it be targeted
therapies or therapy with lesser toxicity profile, so that patients
will derive the most benefit from the selected treatments.
Research into testing established and new therapeutic bio-
markers in the cancer helps inform treatment decisions.

While lung tumor tissue biopsy remains the gold standard
for both histological diagnosis and molecular profiling, tissue
biopsy is often limited by tumor accessibility because of the
high risk and invasive nature of pulmonary intervention
procedures. Liquid biopsy aims at analysis of circulating bio-
markers in peripheral blood, such as circulating tumor cells
(CTCs) and circulating tumor DNA (ctDNA). These act as
alternative or supplementary source of cancer-derived infor-
mation that may be able to overcome the issue of representa-
tiveness of a small biopsy out of a sizable tumor. Research
into the heterogeneity of lung tumors may imply the presence
of different malignant cell types in a suspicious lesion.
Tumor-related biomarkers released into bloodstream could be
assayed and that could reflect the molecular properties of can-
cer cells, their release or non-release may be helpful to sup-
port the clinical decision making. There are indeed
challenges that remain to be addressed before new circulating
biomarkers could enter into routine clinical use.
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Associate Professor, Dan Duda : Harvard Medical
School,
ratory for Tumor Biology

Massachusetts General Hospital, Steele Labo-

“Targeting stromal vulnerabilities to improve che-
motherapy and immunotherapy for liver cancers”
BE: £57H11H, RILEFSLEHESIHMES
nF L7, 4%, Harvard Medical School, Massachusetts
General Hospital, Steele Laboratory for Tumor Biology @
Associate Professor, Dan Duda %54 % 348 & L, [Targeting

stromal vulnerabilities to improve chemotherapy and immuno-

therapy for liver cancers] L L, #FHE%Y L CHEX E L7z
Dan oA (& PR 13 4 12 BAL KPR F B AL 2o R 755 B
T % IS4, Steele lab. ISR LEIRICE>THY,
A 3 HORILEFRSTOMEE 2 3. L HIXIE
EWE OSY 0, B GRHESMTON, B EES L
B FEL UTFICYHOMENARE Z THEH L 7.

FrAf i (HCC) 2T 2 BRI O SF L L,
Tyrosine kinase inhibitor (TKI) T & % Sorafenib L #} i2,
Regorafenib %> Cabozantinib 7% FDA (2520 &1, & 5125
¥ = v 7 KA~ (Immunocheckpoint inhibitor : ICB)
D—>Cd % Pembrolizumab (anti-PD1 antibody) & Fi4:
PRENTWE, ICBIZEFEH STV BIRETH 577,
FEEIZ L > TEZOHMRIIRENTH Y, 20T 2EA
L LT, SEEZOHWFETH D cytotoxic T cell (CTL)
R~ U7 7 — T OEHENANORE I S, Rz
1) 7 Fa N EREE (immune cold) 2SR ENL T ETH 5.
TKI C & % Regorafenib & ICB % Bt 35 Z & 12& D,
CXCLA4 signal D RJEILIZ & % Treg DREREAEZ# H 725 L,
CTLOEHNEM% b 7253 2 & T (“immune-hot”),
ICB EDBFHIC L ) BAI L ) b AR APUEEM R LR L7
(2019 Hepatology). ZIL5DfERE b &2, BREICERRAER
DWRIBEESNTEY, INOLDOFREIZ L o CTIEEFEDS S
S5IZE Do TS S 5.

JEIESERES; D 5 B 23 HIZ S W IFN BB L O B
BEHOBEIMIEDL LT, KATHEARDETH L. T A
preclinical model % Fiv>C, VEGF family ®—2> T % Pla-
cental growth factor % {FH#EIENY & 3% Z & C, Cancer-asso-
ciated fibroblast (CAFs) OIEVEALZ BHE L, JEfE L o
HAFH ZAG L LA ERIGHFEDR B2, T k) 5
BAOEFRRN LY BRI 20 L, b5k
FOHFRMERRET b6 L. 4%, ICBH#KE OFEH
WL BRRAEMET 2T ETHA.

Prof. Dan ® 7 K&, JEHFIME L ICBGHZF.OLET 5
FEUNBRBEOFIZEIC BV THAD by 7)) =5 —D— AT
H5H. 512, Prof. Dan & MGH @ Director of Translational
research Z L TEY, HIRKEDOEEL2ITH) 2L T,
MR TAY =T 1 — 2 HHBFEOME L EIH S Tn
L. BALKRFEDNSHIE, BEN2LTEHE, BT RIH
FHEEFHLTBY, Ykl oFEFEI TSNS, EE
N/NERBE O reprogramming (2 & A BEfFALE 3 & O fFH
X ICB & Ot H34 14 O & 16 9% O breakthrough & 7 % 1]
RN D 5.

(CF : HARB—)

6. 201949 25 0 (4) LRI EY
Payam AKkhyari, MD, PhD. : Professor of Cardiovas-
cular Surgery, Heinrich Heine Universitat Duesseldorf

“Clinical question-oriented cardiovascular research”
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is still paramount, our research activity can, therefore, encom-

Issues in surgical therapy for cardiovascular disease

pass substantial subjects on unsolved scientific myth. Since
our available time and resources dedicated to medical research
are limited, it is crucial to focus on clinical question-oriented
cardiovascular research. In this lecture, some of those exam-
ples that our laboratory has engaged in will be shared with the
colleagues in Tohoku University.

The number of surgical treatments for heart valves has
steadily been increasing over the last decade. Recently, the
proportion of bioprosthetic valve use has been predominant
compared to mechanical valve ; however, the longevity of
those bioprosthetic valves is limited by long-term degenera-
tion and subsequent calcification, which leads to inevitable
repeated surgeries imposing significant burden to our patients
and society in terms of medical economy. We have sought to
develop a clinically practical means to solve this specific issue.

Pioglitazone as a PPAR-gamma agonist is known to have
not only an anti-diabetic effect but also anti-inflammatory and
anti-arteriosclerotic action on the cardiovascular system.
However, the effects of pioglitazone on cardiovascular biopros-
theses under diabetic conditions are unknown. In this study,
we aimed to examine the anti-inflammatory and anti-calcifica-
tion effects of pioglitazone on bioprosthetic aortic valve grafts
in a small animal model of diabetes. As a method for animal
experiment, male Wister rats were fed with a high fat diet and
randomly assigned to receive pioglitazone (group D+P; n=
8) or control (group D, n=8). Two weeks after diet induc-
tion intraperitoneal streptozotocin (STZ) injection (25 mg/
kg) was performed to complete the diabetic model. Cryopre-
served aortic grafts including valves from donor rats were
After 4 weeks and 12

weeks, 4 animals in each group underwent Doppler analysis

transplanted into the abdominal aorta.

and grafts were harvested. Histopathologic analysis was per-
formed in 4 predefined sections of the grafts (A1, level of the
aortic valve ; A2, ascending to proximal aortic arch ; B1, dis-
tal arch ; B2, descending aorta).

We have obtained the results as following. The combina-
tion of special diet plus STZ application led to significantly ele-
vated blood glucose levels in all animals. Pioglitazone led to
no significant reduction of glucose levels. However, after 4
weeks intima hyperplasia was significantly inhibited by piogli-
tazone (D; 35.29%33.56 um vs D+P; 12.09+5.46 um, p=
0.028) and media thickness was significantly reduced (D ;
141.85+25.37 um vs D+P; 100.27+28.82 um ; p=0.003).
Calculation of calcification score based on von Kossa staining
revealed significant reduction of intima calcification (D ; 2.75

+3.09 points vs D+P; 0=0 points, p=0.047) and media calci-
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fication (D ; 7+3.27 points vs D+P; 1.5+1.29 points, p=
0.025) of mid-portion of the grafts (region A2) by pioglita-
zone. This effect was also seen after 12 weeks (D ; 21.75+
4.72 points vs D+P; 10.75%5.97 points, p=0.048). As the
interim conclusion, pioglitazone leads to inhibition of biopros-
thetic graft calcification, intima hyperplasia and media prolifer-
ation in a small animal model of diabetes. Further experiments
with long-term administration of pioglitazone and in-depth
analysis of the underlying mechanisms are necessary.

(33 : Payam Akhyari)
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Professor Michael B. Sporn : Department of Pharma-
cology and Toxicology, Dartmouth Medical School,
Hanover, New Hampshire, USA
“New Studies on Covalent Binding of CDDO-Imid-
azolides to Protein Targets, and Potential Clinical

Applications”
25510 H 16 H, HALBE SRR S A B <

ﬂi Lfm AANE 7 A 1% & Michael B. Sporn #d% % B
WEL, THEESTILA. UTICYHOMENEER %

THAER LT

AN TR A RO—FETH A CDDO-Im (imidaz-
olide) (&, JFMs, M, (Coise, TEWK, B B, B &% <
DREZFIZ BT, PLRIERLTERL, MR OSMMELFHER L)L
i e SEHAEH 2 R 9 /LEW TH S, CDDO-Im O F %= 1
WL, 5 NTF Nrf2 O [+ CTdh % Keapl (2 A
A9 5Z LT, Keapl |2 X A% fisz Nrf2 o iF AL
2 & B AR TR ORBFETH 5.

CDDO-Im DAz b BB A 5 CDDO L&A £
OPEWENTEY, Z0OHI7H CDDO-Me (methyl ester)
%> CDDO-EA (ethyl amide), CDDO-Im o i #% kT & %
CDDO-2P (pyridyl)-Im ¥ CDDO-3P-Im TH 5. V¥ i d
F 12 Keapl-Nrf2 A& {G L5 225, 2N TIEARLA
VT IRI = AR TGFB V7 FNVRICHERT 5 2 L8
AR & 2 & 7 o T & 72, CDDO L& Z D E eI Dl
Lo TERTAY VN0 ERBE LR L EEZLNE T
B, LDFELWIENIALETH S,

CDDO L&D ERENTH 5 Nrf2 12, 25A DEHAL
ARz E ofﬁ?ﬁ“%& ETHE LD LN, HIRESR
<) T R ER A P EBIZB W T N2 O EL AR RELL

W< 2 ki)“iﬁ%’éﬂf &7z BRI, AR ) AL LHE
PRIGIEE s 2 xF % & LT CDDO-Me [/N)V ¥ v o> A
Fv] O 3R T TH Y, CDDO LAY A Nrf2
WHALH & LCHRIEE 25 2 eI s NG, &512,
CDDO-2P-Im % CDDO-3P-Im (£ CDDO-Im & [A] #£ J% o iif
HEHELDD, LIVAEFNIIBWTLEETHD L)%
HRPELNTWE, LD Z &6, CDDOfLEMITEE 4



176 LR

LREOBEHREL 2LWREEHLTEY, 52 50HK
MIEEPEENS.

it

4

(S - 2R A)

\

8. 2019410 H21 H (H) A 71 b o Bl
Prof. Magdy M. KHALIL, Ph.D. : Dept. of Medical
Physics, Faculty of Sciences, Helwan University, Egypt.
“Development of anatomically and lesion contrast-
guided partial volume correction : New 3D formal-
isms & validation in phantom and clinical studies.”

B DT AA-V Y IRHETHWLNLARY b o rHir
g (PET) 13 HICEMHRROMBELIZ TV, v
M o4 G o A E O Z2 B 5 g 134 4 mm TH L. 20
720, NMENOBUMEREY % #0% L 722309 T3]
DEE LT, /NS REREOERMEIZER XD b BE/NGFE
sz, W ETHEM LIS R TLE ) WHEEEDDH
%. Prof. Khalil (ZEHPIEOHEME L LT, HKEFHEE
OB E [ Eo o0 E O TI b, IO
B, T L WA R AR IE LSO W TR L Tz i n
7.

WHIZE DO THENLRIBIIEALLDTH o /2.
HALOWISEH I D IR ORESEFTE 5 L9 12,
FEDAT— T+ YEROT VI NA AT L P OHHEE
HNZ BT 5 ZEM T ERE DO LB & H S IE E o 72 L 2 A 1%
FIS I CTd o7z, Prof. Khalil ® 7 )V — 713H L WS E
FUEMEEL, PET Mi{% - TR S N7z HE o SUV i
ZEAHIZR T 720 0 3 T EFIEEI RS I D) L 7z,
77V bAT =Y REIRT — ¥ & W BEEORE, SUV-
max fli % 33~46% ZAt L T, SUVmean f# (% 93.4~142.6%
ZALL72e D L TH D, FFFITHRWLMIEETH 5]
RETED S V), G120 E 5 0 ZBGEER AP SN G, 2B,
AL, B I P =B LG TA A= v TR
MFEl LCHhEmS N

F

Prof. Kyeong Min KIM, Ph.D. : Division of RI-Con-
vergence Research, Korea Institute of Radiological and
Medical Sciences (KIRAMS), South Korea.

“Status of PET Application in evaluation of newly
developed radiopharmaceuticals in Korea.”

BE O, RAVEORHZITIZIAT 72 PET #H 0 H
EAEHESNTWE, B7I0A FZIZOWTIEX, 3T
WCHARENICBWT3TEED 7 v F# 18 kLAY 3 3EH%
HKABEZIF LT EA, & THEROERTH L. BET
i%, FutureChem #L7%BA%E L 72 [®Flflorapronol (Alzavue®)
&) R EEH O {577 Korea Institute of Radiological and
Medical Sciences (KIRAMS) & @[ THEfi S, HAH
12 2018 4 2 A 12 i# [E ¢ Korean Ministry of Food and Drug

Safety (MFDS) DKFHIZE 72D ETHAD.

4lnli%, KIRAMS © KIM #d% 4% B & L C, ks
LIS, OIS T OHRIGHICE S F TORE
TR wie. 2o L LT, [®F]Florapronol
PET #GBRIGD 7 4 3 > 718, KRGO 60 7 1 th
SLAETH L ELTHEY, KEFAD3IFHNZLRTE
FRRIEAE AV — 7y DS CE 29 BRER DS 5. T 72,
ZOFMIMLRETEZ) MO EELR A v L LT
TSN Tz, PET 7304 FA X —3 ¥ 7SI
FATD3HEHITL I ERH LD L) RARD D - 7278
FRO XD RERED A v b E L ORIEH b TR %
HIELTWA DI L THDH. SHOBMICITELEZE G D
OWHDH. HB, KEEIE, EBEXREIF-—-BL00T
A A= 7R L LCh RSN,
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Prof. Hosna M.M. MOUSTAFA, M.D., Ph.D. : Nuclear
Medicine Unit, Kasr Al-Ainy (NEMROCK Center),
Cairo University, Egypt.

“Trends and Essential topics in Nuclear Medicine in
the Middle East.”

§: 4l A 0 kE0 Prof. Moustafa # B X L T,
7T TR OBESFFIZOWTERHE % fil > 72 Prof.
Moustafa (& 77 4 W RFEFHR & HA R, IT—1 v/ STHE
Bx shi-0b, EFIZbEYZIT NOFESYB L
BHZHEICH o T bNz. EEREREZD A 0 RE
BHIRE LT, A0 RFROKEFZHET — L ORE
rHOOLN, TUTMEFROKEBLIVPLY T ME
FEMHOMERLIMT L TBONL L, EbOTHE
WaBFTBONS., ETIX, V7 MERIZBY 2
BREES - BRI B 2 A\MBEROEKIZhzo THEKES
N, EOBKTEL EICOEENICHEG L TEONL LD
ZETHDH, T2 TV T MHEFOR] & LTS
nNCTn5,

HHEHTIX, DY T MIBUABEFORBERLLHBEDY,
IREDIEFEM O, WpEBEOBR, WAl EHEA
5w 7B EOFMII D HIERE B L T nT
TV 7 MEWIZ PET/CT 139 Tl 43 KB T, Bi#E
EEFDOL D17 HEDH Y, 2018 FE—EMOMEHL =
7 M EETH 67,000 FRICEIET B % &, BAIIFERL T
WAL I EDbhrolz, —h, MEFEMITHER S & T
F72130 NEELABLT, AMEBRNEHETHL I LN
RSN F7e, 201943 HICH A 0 THEMmS NE
B2 VRT T A0 <) — b THRAWIZ WL b, K
AEEIL, EBIE I =B L0 TA A=V v TR
FLLTOERmSNT,



