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1. Yamamoto M, Umebashi K, Tokito A, Imamura J, Jougasaki M.
Interleukin-33 induces growth-regulated oncogene-o expression and secretion in
human umbilical vein endothelial cells.
Am J Physiol Regul Integr Comp Physiol; 313(3): R272-R279, 2017 Sep 1. (Epub 2017
Jun 21)
Abstract
Although interleukin-33 (IL-33), a member of the IL-1 cytokine family, plays
proinflammatory roles in immune cells as an "alarmin," little is known regarding the
biological actions of IL-33 on vascular endothelial cells. To investigate the effects of 1L-33
on vascular endothelial cells, we first screened the IL-33-regulated proteins in human
umbilical vein endothelial cells (HUVECS) using a dot blot array and observed that 1L.-33
markedly increased growth-regulated oncogene-o (GRO-a), a chemokine that is also
known as chemokine (C-X-C motif) ligand 1 (CXCL1). Real-time reverse transcription
PCR and ELISA demonstrated that IL-33 induced GRO-a expression and secretion in
HUVECs in a dose- and a time-dependent manner. Western immunoblot assay revealed
that IL-33 activated the phosphorylation of extracellular signal-regulated kinase 1/2
(ERK1/2) and c-Jun NH2-terminal kinase (JNK). In addition, translocation of nuclear
factor-kB (NF-xB) p65 to the nucleus of HUVECs was observed by IL-33 stimulation.
Furthermore, treatment with pharmacological inhibitors against ERK1/2 (PD98059), JNK
(SP600125), or NF-xB (BAY11-7085) significantly suppressed IL-33-induced GRO-a
gene expression and secretion from HUVECs. Moreover, immunohistochemical staining
demonstrated that I1L-33 and GRO-a coexpressed in the endothelium of human carotid
atherosclerotic plaque. Taken together, the present study indicates that 1L-33 localized in
the human atherosclerotic plaque increases GRO-o. mRNA expression and protein secretion
via activation of ERK1/2, JNK, and NF-kB in HUVECs, suggesting that IL-33 plays an
important role in the pathophysiology and development of atherosclerosis.

2. Umebashi K, Tokito A, Yamamoto M, Jougasaki M.
Interleukin-33 induces interleukin-8 expression via JNK/c-Jun/AP-1 pathway in
human umbilical vein endothelial cells.
PLoS One; 13(1): ¢0191659, 2018 Jan 26.
Abstract
Interleukin (IL)-33 is a member of the IL-1 cytokine family with dual functions as a traditional
cytokine and as a transcriptional regulator. We recently reported that IL-33 up-regulated growth
regulated oncogene (GRO)-a/CXCL1 expression in human vascular endothelial cells. The aim
of this study was to investigate the effect of IL-33 on the expression of IL-8/CXCLS8, another
member of the CXC-chemokine family, and to elucidate its signaling pathways in human
umbilical vein endothelial cells (HUVECs). Immunocytochemical staining and Western
immunoblot analysis revealed that IL-33 augmented IL-8 protein expression in HUVECs. Real
time reverse transcription-polymerase chain reaction (RT-PCR) and enzyme-linked
immunosorbent assay (ELISA) showed that IL-33 significantly increased IL-8 mRNA and
secretion in a dose- and time-dependent manner. IL-33 preferentially stimulated proliferating
subconfluent cells, and increased IL-8 secretion to a higher level compared with confluent cells.
IL-33 also stimulated phosphorylations of c-Jun N-terminal kinase (JNK) and c-Jun, and
enhanced activator protein (AP)-1 DNA-binding activity, all of which were suppressed by
SP600125, a JNK inhibitor. Moreover, IL-33-induced IL-8 mRNA and secretion were also
suppressed by SP600125. Transfection of c-Jun small interfering RNA into cultured HUVECs
significantly reduced the IL-33-induced increase in IL-8 secretion from HUVECs. The present
study demonstrates that IL-33 induces IL-8 expression via JNK/c-Jun/AP-1 pathway in human
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vascular endothelial cells, and provides a new insight into the role of IL-33-induced IL-8 in the
pathophysiology of atherosclerosis and vascular inflammation.

. Minagoe S.
Nimura lecture: “Three EBMSs”.

Journal of Echocardiography; 16(1): 6-19, 2018 Mar. (Epub 2018 Jan 22)

Abstract

The three EBMs in the title refer to the following concepts: evidence-based medicine,
experience-based medicine, and echo-based medicine. Evidence-based medicine: I have
carried out the following clinical research using transthoracic Doppler echocardiography:
(1) noninvasive pulsed-wave Doppler echocardiographic detection of the direction of shunt
flow in patients with atrial septal defect: usefulness of the right parasternal approach
(1985), (2) significance of laminar systolic regurgitant flow in patients with tricuspid
regurgitation: a combined pulsed-wave, continuous-wave, and two-dimensional
echocardiography (1990), (3) obstruction of the inferior vena caval orifice by the giant left
atrium in patients with mitral stenosis: a Doppler echocardiographic study from the right
parasternal approach (1992), and (4) demonstration of a localized acceleration flow signal
in the transmural penetrating coronary artery using transthoracic color and pulsed-wave
Doppler echocardiography in patients with hypertrophic cardiomyopathy (1996-2017).
Experience-based medicine: Dr. Eugene Braunwald says "The best book of cardiology is
the patient itself." I have conducted my modest research activities gleaning hints through
day-to-day routine work and sometimes investigating experimentally using the Doppler
echocardiographic method. 1 have also learned from the Japanese Society of
Echocardiography that a physician should stand between evidence-based medicine and
experience-based medicine. Echo-based medicine: This term is intended to express my
personal determination. I believe that echocardiography is the stethoscope of the 21st
century. It is a safe, painless, low-cost, and repeatable tool at the bedside. I expect that
echocardiography can reduce unnecessary healthcare costs and appropriately select
reasonable examinations for patients. I would like to devote the time left in my career to
the study of cardiovascular medicine, believing in the power of echocardiography and the
Doppler method to provide a link between evidence-based medicine and experience-based
medicine.

. Tanaka A, Komukai S, Shibata Y, Yokoi H, Iwasaki Y, Kawasaki T, Horiuchi K,
Nakao K, Ueno T, Nakashima H, Tamashiro M, Hikichi Y, Shimomura M, Tago M,
Toyoda S, Inoue T, Kawaguchi A, Node K. Pioglitazone reduce inflammation and
restenosis with and without drug eluting stent (PRIDE) study investigators.
Effect of pioglitazone on cardiometabolic profiles and safety in patients with type 2
diabetes undergoing percutaneous coronary artery intervention: a prospective,
multicenter, randomized trial.
Heart Vessels; 2018 Feb 27. [Epub ahead of print]
Abstract
Pioglitazone has superior antiatherosclerotic effects compared with other classes of
antidiabetic agents, and there is substantial evidence that pioglitazone improves
cardiovascular (CV) outcomes. However, there is also a potential risk of worsening heart
failure (HF). Therefore, it is clinically important to determine whether pioglitazone is safe
in patients with type 2 diabetes mellitus (T2DM) who require treatment for secondary
prevention of CV disease, since they have an intrinsically higher risk of HF. This
prospective, multicenter, open-label, randomized study investigated the effects of
pioglitazone on cardiometabolic profiles and CV safety in T2DM patients undergoing
elective percutaneous coronary intervention (PCI) using bare-metal stents or
first-generation drug-eluting stents. A total of 94 eligible patients were randomly assigned
to either a pioglitazone or conventional (control) group, and pioglitazone was started the
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day before PCI. Cardiometabolic profiles were evaluated before PCI and at primary
follow-up coronary angiography (5-8 months). Pioglitazone treatment reduced HbAlc
levels to a similar degree as conventional treatment (pioglitazone group 6.5 to 6.0%, P <
0.01; control group 6.5 to 5.9%, P < 0.001), without body weight gain. Levels of
high-molecular weight adiponectin increased more in the pioglitazone group than the
control group (P < 0.001), and the changes were irrespective of baseline glycemic control.
Furthermore, pioglitazone significantly reduced plasma levels of natriuretic peptides and
preserved cardiac systolic and diastolic function (assessed by echocardiography) without
incident hospitalization for worsening HF. The incidence of clinical adverse events was
also comparable between the groups. These results indicate that pioglitazone treatment
before and after elective PCI may be tolerable and clinically safe and may improve
cardiometabolic profiles in T2DM patients.

. Ando K, Ishii K, Tada E, Kataoka K, Hirohata A, Goto K, Kobayashi K, Tsutsui H,
Nakahama M, Nakashima H, Uchikawa S, Kanda J, Yasuda S, Yajima J, Kitabayashi H,
Sakurai S, Nakanishi K, Inoue N, Noike H, Hasebe T, Sato T, Yamasaki M, Kimura T.
Prospective multi-center registry to evaluate efficacy and safety of the newly
developed diamond-like carbon-coated cobalt-chromium coronary stent system.
Cardiovasc Interv Ther; 32(3): 225-232, 2017 Jul. (Epub 2016 Jul 22)

Abstract

The purpose of this multi-center, non-randomized, and open-label clinical trial was to
determine the non-inferiority of diamond-like carbon (DLC)-coated cobalt-chromium
coronary stent, the MOMO DLC coronary stent, relative to commercially available
bare-metal stents (MULTI-LINK VISION®). Nineteen centers in Japan participated. The
study cohort consisted of 99 patients from 19 Japanese centers with single or double native
coronary vessel disease with de novo and restenosis lesions who met the study eligibility
criteria. This cohort formed the safety analysis set. The efficacy analysis set consisted of 98
patients (one case was excluded for violating the eligibility criteria). The primary endpoint
was target vessel failure (TVF) rate at 9 months after stent placement. Of the 98 efficacy
analysis set patients, TVF occurred in 11 patients (11.2 %, 95 % confidence interval
5.7-19.2 %) at 9 months after the index stent implantation. The upper 95 % confidence
interval for TVF of the study stent was lower than that previously reported for the
commercially available MULTI-LINK VISION® (19.6 %), demonstrating non-inferiority
of the study stent to MULTI-LINK VISION®. All the TVF cases were related to target
vascular revascularization. None of the cases developed in-stent thrombosis or myocardial
infarction. The average in-stent late loss and binary restenosis rate at the 6-month
follow-up angiography were 0.69 mm and 10.5 %, respectively, which are lower than the
reported values for commercially available bare-metal stents. In conclusion, the current
pivotal clinical study evaluating the new MOMO DLC-coated coronary stent suggested its
low rates of TVF and angiographic binary restenosis, and small in-stent late loss, although
the data were considered preliminary considering the small sample size and single arm
study design.

. Toyokawa K, Morivama Y, Ueno T, Terazono K, Fukumoto Y.
Double Aortic Arch Complicated by Acute Type A Dissection in an Aged Patient.
Ann Thorac Surg; 104(2): €187, 2017 Aug.

. Kanda H, Moriyama Y, Fukumoto Y, Ueno T.

Takayasu's arteritis with total occlusion of the distal thoraco-abdominal aorta involving
multiple visceral arteries.

Eur J Cardiothorac Surg; 51(6): 12082017, 2017 Aug.
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8. Yoshinaga M, Iwamoto M, Horigome H, Sumitomo N, Ushinohama H, Izumida N,
Tauchi N, Yoneyama T, Abe K, Nagashima M.
Standard values and characteristics of electrocardiographic findings in children and
adolescents.
Circ J; 82(3): 831-839, 2018 Feb 23. (Epub 2017 Dec 1)
Abstract
BACKGROUND:
Reference values and the characteristics of the electrocardiographic (ECG) findings using a
large number of subjects are lacking for children and adolescents.Methods and Results:A
total of 56,753 digitally stored ECGs of participants in a school-based ECG screening
system were obtained between 2006 and 2009 in Kagoshima, Japan. Each ECG was
manually reviewed by 2 pediatric cardiologists and only ECGs with sinus rhythm were
included. A final total of 48,401 ECGs from 16,773 1st (6 years old, 50% girls), 18,126 7th
(12 years old, 51% girls), and 13,502 10th graders (15 years old, 52% girls) were selected.
ECG variables showed differences in age and sex. However, the effects of age and sex on
ECG variables such as the PQ interval, QRS voltage, and STJ segment were also different.
The 98th percentile values of well-known surrogate parameters for ventricular hypertrophy
in the present study were much higher than the conventional criteria.
CONCLUSIONS:
The present study of a large number of pediatric subjects showed that the effects of age and
sex on ECG parameters are different, and that criteria for ventricular hypertrophy should be
newly determined by age and sex. We have developed reference data for STJ segment
elevation for children and adolescents. These findings are useful for creating guidelines
and recommendations for interpretation of pediatric ECG.

9. TanakaY.
Thrombotic or Bleeding Complications in Patients Undergoing the Fontan Procedure
and Receiving Prophylactic Anticoagulation and/or Antiplatelet Therapy
Journal of Pediatric Cardiology and Cardiac Surgery; 1(1): 70-78, 2017.
Abstract
Background:
Although many patients undergoing the Fontan procedure require anticoagulants or
antiplatelet drugs, there is no consensus regarding thromboprophylaxis after this procedure.
Methods: To clarify the incidence of thrombotic or bleeding complications and their
characteristics, we retrospectively studied 49 patients (34 male and 15 female) who
underwent the Fontan procedure between 1989 and 2012. Their average age was 16.3£7.7
years, the average age at which total cavopulmonary connection surgery was performed
was 4.5+£3.7 years, and the mean duration of postoperative observation was 59.1+45
months.
Results: All patients received warfarin and all but one received aspirin. Three patients
developed cerebral infarction, one of whom also developed renal infarction. With prompt
treatment, all three patients recovered without sequelac. With regard to bleeding
complications, one of three patients who developed pulmonary hemorrhage died.
Gastrointestinal bleeding occurred on six occasions in three patients, only one of whom had
associated abdominal pain. Urgent blood transfusions were necessary on five of these
occasions. Additionally, subcutaneous hemorrhage, macrohematuria, ovarian hemorrhage,
and polyhypermenorrhea also occurred. In patients with bleeding complications, the mean
prothrombin time/international normalized ratio was 1.9+£0.5. These hemorrhagic events
were managed by the discontinuation of aspirin and reduction of the warfarin dosage.
Conclusion: It is necessary to determine whether a combination of aspirin and warfarin is
indicated for maintaining adequate circulation after the Fontan procedure. Because
combination treatments are likely to cause more bleeding complications, the use of
individual drugs should be investigated.
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10. Vink AS, Clur SB, Geskus RB, Blank AC, De Kezel CC, Yoshinaga M, Hofman N,

11.
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13.

Wilde AA, Blom NA.

Effect of age and sex on the QT cinterval in children and adolescents with type 1 and 2
long-QT syndrome.

Circ-Arrhythmia Electrophysiol; 10(4): €¢004645, 2017 Apr.

Abstract

BACKGROUND:

In congenital long-QT syndrome, age, sex, and genotype have been associated with cardiac
events, but their effect on the trend in QTc interval has never been established. We,
therefore, aimed to assess the effect of age and sex on the QTc interval in children and
adolescents with type 1 (LQT1) and type 2 (LQT2) long-QT syndrome.

METHODS AND RESULTS:

QTc intervals of 12-lead resting electrocardiograms were determined, and trends over time
were analyzed using a linear mixed-effects model. The study included 278 patients with a
median follow-up of 4 years (interquartile range, 1-9) and a median number of 6
(interquartile range, 2-10) electrocardiograms per patient. Both LQT1 and LQT2 male
patients showed QTc interval shortening after the onset of puberty. In LQT2 male patients,
this was preceded by a progressive QTc interval prolongation. In LQT1, after the age of 12
years, male patients had a significantly shorter QTc interval than female patients. In LQT?2,
during the first years of life and from 14 to 26 years, male patients had a significantly
shorter QTc interval than female patients. On the contrary, between 5 and 14 years, LQT2
male patients had significantly longer QTc interval than LQT2 female patients.
CONCLUSIONS:

There is a significant effect of age and sex on the QTc interval in long-QT syndrome, with a
unique pattern per genotype. The age of 12 to 14 years is an important transitional period.
In the risk stratification and management of long-QT syndrome patients, clinicians should
be aware of these age-, sex-, and genotype-related trends in QTc interval and especially the
important role of the onset of puberty.

Tokunaga M, Yonekura K, Nakamura D, Haraguchi K, Tabuchi T, Fujino S,
Hayashida M, Maekawa K, Arai A, Nakano N, Kamada Y, Kubota A, Inoue H,
Owatari S, Takeuchi S, Takatsuka Y, Otsuka M, Hanada S, Matsumoto T, Yoshimitsu
M, Ishitsuka K, Utsunomiya A.

Clinical significance of cutaneous adverse reaction to mogamulizumab in relapsed or
refractory adult T - cell leukaemia - lymphoma.

Br J Haematol; 2017 Apr 3. [Epub ahead of print]

Nagai H, Shimomura T, Takeuchi M, Hanada S, Komeno T, Sunami K, Hidaka M,
Yano T, Kitano K, Yoshida I, Inoue N, Saito A, Horibe K, Motitani S, Ichihara S,
Watanabe T, Sawamura M.

Phase 1I study of intensified rituximab induction and maintenance for low grade B
cell lymphoma.

Leuk Lymphoma; 58(12): 2845-2851, 2017 Dec. [Epub 2017 May 16]

Katsuya H, Shimokawa M, Ishitsuka K, Kawai K, Amano M, Utsunomiya A, Hino R,
Hanada S, Jo T, Tsukasaki K, Moriuchi Y, Sueoka E, Yoshida S, Suzushima H,
Miyahara M, Yamashita K, Eto T, Suzumiya J, Tamura K.

Prognostic index for chronic- and smoldering-type adult T-cell leukemia- lymphoma.
Blood; 130(1): 39-47, 2017 Jul 6. [Epub 2017 May 17]
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15.

Conquering the deadly stroke: Perspective on a surgeon's odyssey. See 1 citation
found by title matching your search.

Ann Med Surg; 18: 14-15, 2017 May 3..

Abstract

*An odyssey of a Japanese surgeon, who survived a life-threatening hemorrhagic stroke. *
Self-motivation and adherence to work ethics displayed by the surgeon to return to work is
admirable.+Passion is a detrimental factor that enables surgeons to overcome a roadblock to
their career.

Aryal B, Shimizu T, Kadono J, Furoi A, Komokata T, Kitazono I, Koriyama C,
Yamakuchi M, Hashiguchi T, Imoto Y.

Post-resection exhaustion of intra-platelet serotonin: Also an indicator of early
hepatocellular carcinoma recurrence?

J Cancer; 8(19): 3984-3991, 2017 Oct 23.

Abstract

Purpose: Serotonin (5-hydroxytryptamine, 5-HT) is well known for its growth stimulatory
effect on several types of carcinoma and tumor cells. Since a large portion of 5-HT is stored
and transported by platelets, the aim of this study was to assess the influence of
platelet-sequestered 5-HT on post-resection hepatocellular carcinoma (HCC) recurrence.
Methods: This pilot study was conducted in a cohort of forty patients diagnosed with HCC
undergoing partial hepatectomy. 5-HT levels in serum, plasma and intra-platelet (IP) were
monitored preoperatively and four weeks after liver resection. The patients were followed
every three months after the surgery. Results: Follow-up was standardized to a fixed length
of time. Fifteen patients (37.5%) developed HCC recurrence during 18 months follow-up.
Patients with recurrence had significantly reduced serum and IP 5-HT levels at four weeks
of liver resection (P = 0.003 and P = 0.014 respectively). Accordingly, in the Cox regression
hazard model, serum and IP 5-HT were able to independently predict the recurrence (hazard
ratio = 0.1, 95% confidence interval = 0.01 - 0.75 and hazard ratio = 0.1, 95% confidence
interval = 0.01 - 0.89 respectively). The optimal cut-off value of 42.77 ng/ml for serum
[area under the curve (AUC): 0.78, P=10.003] and 0.3117 ng per 106 platelets (AUC: 0.733,
P = 0.015), on receiver operating characteristic (ROC) curve corresponded to maximum
sensitivity and specificity of prediction. The disease free interval was significantly worse in
patients with low serum and IP 5-HT (P = 0.001 and P = 0.029 respectively). Conclusion: IP
5-HT monitored during early follow-up, after liver resection may represent a useful marker
of early HCC recurrence.

Aryal B, Komokata T, Ueno T, Yamamoto B, Senokuchi T.

A 2-Stage surgical and endovascular treatment of rare multiple aneurysms of
pancreatic arteries.

Ann Vasc Surg; 40: 295.e9-295.e13, 2017 Apr. (Epub 2016 Nov 29)

Abstract

Aneurysms of pancreatic arteries (PAs) are often found incidentally during evaluation of
other abdominal pathology. Aneurysms involving multiple PAs are rarely reported in the
literature. In case reports of PA aneurysm, inferior pancreaticoduodenal artery is the usual
site of aneurysm occurrence. PA aneurysms can be treated surgically by aneurysm exclusion,
excision, and by endovascular techniques. However, no clear consensus exists regarding
treatment modality, leaving the surgeon to determine the most appropriate approach bearing
in mind their experience, anatomical location of the aneurysm, involved artery, and urgency
of the procedure. We report a rare PA aneurysm involving dorsal pancreatic artery (DPA) and
anterior inferior pancreaticoduodenal artery (AIPDA) associated with celiac stenosis that was
incidentally diagnosed in a patient with hepatic hemangioma. In addition, we reviewed data
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from the literature on patients with diffuse or multiple PA aneurysms and discuss the
treatment modality in these rare variants. Both surgical and endovascular procedures are
equally advocated in treatment of multiple PA aneurysms. In our report, we demonstrate a
2-stage surgical and endovascular treatment modality; DPA aneurysm that was not suitable
for endovascular treatment was surgically resected and an iliohepatic bypass was made
between left common iliac artery and AIPDA to ensure good hepatic perfusion. One month
after the first procedure, AIPDA aneurysm was treated with endovascular embolization.
Two-stage surgical and endovascular procedure may represent a useful strategy to treat
aneurysms involving multiple PAs.

Imai-Sumida M, Chiyomaru T, Majid S, Saini S, Nip H, Dahiya R, Tanaka Y,
Yamamura S.

Silibinin suppresses bladder cancer through down-regulation of actin cytoskeleton and
PI3K/Akt signaling pathways.

Oncotarget; 8(54): 92032-92042, 2017 Sep 8.

Abstract

Silibinin is the major active constituent of silymarin, an extract of milk thistle seeds.
Silibinin has been shown to have significant anti-cancer effects in a variety of malignancies.
However, the molecular mechanisms of silibinin action in bladder cancer have not been
studied extensively. In the present study, we found that silibinin (10 uM) significantly
suppressed proliferation, migration, invasion and induced apoptosis of T24 and UM-UC-3
human bladder cancer cells. Silibinin down-regulated the actin cytoskeleton and
phosphatidylinositide 3-kinase (PI3K)/Akt signaling pathways in these cancer cell lines.
These pathways were found to crosstalk through RAS cascades. We found that silibinin
suppressed levels of trimethylated histone H3 lysine 4 and acetylated H3 at the KRAS
promoter. Furthermore, silibinin targets long non-coding RNA: HOTAIR and ZFASI,
which are known to play roles as oncogenic factors in various cancers. This study shows
that silibinin exerts anti-cancer effects through down-regulation of actin cytoskeleton and
PI3K/Akt pathways and thus suppresses bladder cancer growth and progression.

Yamamura K, Matsushita S, Acki M, Kusumoto K.

Acute intraventricular conduction disorder due to combination therapy with
dabrafenib and trametinib for metastatic melanoma: Case report.

J Dermatol 2017. [Epub ahead of print]

Fujisawa Y, Yoshino K, Otsuka A, Funakoshi T, Fujimura T, Yamameoto Y, Hata H,
Gosho M, Tanaka R, Yamaguchi K, Nonomura Y, Hirai I, Furudate S, Okuhira H,
Imafuku K, Aoki M, Matsushita S.

Fluctuations in routine blood count might signal severe immune-related adverse
events in melanoma patients treated with nivolumab.

J Dermatol Sci; 88(2): 225-231, 2017 Nov. [Epub 2017 Jul 16]

Abstract

BACKGROUND:

Although nivolumab significantly prolongs survival of metastatic melanoma, about 10% of
patients experience severe, even fatal immune-related adverse events (irAEs). Biomarkers
to predict irAEs are, therefore, of great interest.

OBJECTIVE:

We aimed to correlate changes in routine blood count parameters to the occurrence of
serious irAEs (grade 3/4 [G3/4] or lung/gastrointestinal [lung/GI] irAEs) in patients with
melanoma who were treated with nivolumab.

METHODS:
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We retrospectively analyzed data from 101 patient with melanoma treated with nivolumab
from 8 institutes in Japan. We used logistic regression analyses to investigate associations
between severe irAEs and fluctuations in routine blood count parameters (total white blood
cell [WBC] count, relative neutrophil, monocyte, lymphocyte, and eosinophil count) during
the treatment. Receiver-operating characteristic curve was used to determine a cutoff value
for the blood count parameters and area under the curve (AUC).

RESULTS:

Univariate analysis revealed that G3/4 irAEs were associated with increased total WBC
count (P=0.034, cutoff value=+27%, AUC=0.68, odds ratio [OR]=1.58) and decreased
relative lymphocyte count (RLC, P=0.042, cutoff value=-23%, AUC=0.65, OR=1.65).
However, multivariate analysis showed that the same factors, increased WBC count
(P=0.014, cutoff value=t59.1%, AUC=0.79, OR=6.04) and decreased RLC (P=0.012,
cutoff value=-32.3%, AUC=0.81, OR=5.01) were independent factors associated with
lung/GI irAEs.

CONCLUSIONS:

Our results suggest that increased WBC count and decreased RLC are associated with G3/4
and lung/GI irAEs. Our analysis was based on the data point at which irAE occurrence was
noticed and, therefore, these factors are not predictive, however, they could be a "signal" of
severe irAE occurrence in patients with melanoma treated with nivolumab.

Fujisawa Y, Yoshino K, Otsuka A, Funakoshi T, Uchi H, Fujimura T, Matsushita S,
Hata H, Okuhira H, Tanaka R, Nagai K, Ishida Y, Nakamura Y, Furudate S,
Yamamura K, Imafuku K, Yamamoto Y.

Retrospective study of advanced melanoma patients treated with ipilimumab after
nivolumab: Analysis of 60 Japanese patients.

J Dermatol Sci; 89(1): 60-66, 2018 Jun. [Epub 2017 Oct 25]

Abstract

BACKGROUND:

Due to resistance and immune-related adverse events (irAE) some melanoma patients
require ipilimumab after nivolumab therapy. However, little is known about the result of
this switching.

OBJECTIVE:

Investigate the outcome of ipilimumab switching in Japanese patients.

METHODS:

We retrospectively collected 60 patients who were treated with ipilimumab after nivolumab
from 9 institutes in Japan. Information of the primary tumor, treatment, response, irAE),
and survival was collected.

RESULTS:

In our cohort, acral lentiginous and mucosal melanoma accounted for 53% of the cases. The
most common reason for initiating ipilimumab was disease progression (93%). Median
interval from the last nivolumab administration to first ipilimumab administration was
29days. Only 38% of patients completed 4 injections of ipilimumab. The best overall
response was 3.6%. IrAE occurred in 78% of patients and 70% of those were of grade 3/4
(G3/4) and 31% of patients experienced 2 or more irAEs. An within interval of 28days or
less between the last nivolumab administration and ipilimumab administration was
correlated with the development of G3/4 pyrexia and 3 or more irAEs, but irAE occurrence
did not affect survival. Multivariate analysis showed that endocrine irAE (relative risk=0.22,
P=0.015) and skin irAE (relative risk=2.78, P=0.048) were significant factors associated
with survival.

CONCLUSION:

In our study, the response ratio to ipilimumab after nivolumab was unsatisfactory and
associated with a high frequency of severe irAEs. As there are few second-line treatment
options for patients with BRAF wild-type advanced melanoma after nivolumab failure,
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patients should be closely monitored if ipilimumab is initiated.

Mashima E, Sawada Y, Yamaguchi T, Yoshioka H, Ohmori S, Haruyama S, Yoshioka
M, Okada E, Nakamura M.

A high expression of cell adhesion molecule 1 (CADM1) is an unfavorable prognostic
factor in mycosis fungoides.

Clin Immunol;2018 Jan.[Epub ahead of print]

Sasaki-Saito N, Sawada Y, Ohmori S, Omoto D, Haruyama S, Yoshioka M, Nishio D,
Nakamura M.

Endometriosis in the setting of Muckle-Wells syndrome treated with an IL-1B
antagonist.

Eur J Dermatol; 27(4): 442-443, 2017 Aug 1.

Saito R, Yamaguchi T, Ohmori S, Haruyama S, Sawada Y, Yoshioka M, Okada E,
Nakamura M.

A novel base pair deletion in the TRPS1 gene in a Japanese patient with
trichorhinophalangeal syndrome.

Eur J Dermatol; 28(1):107-108, 2018 Feb 1
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CIBIRTRIR DT LT (m R T =T A 79 A = 2 A1)
300,000 [

3. ZrilALA (AEMFFEH)

Ol AR IEIE TR IR O 2 DBFFEBIER (B b V2 — R« AT A VR AT)
800,000

4. ZRILEACH (FAEATZEE)

ol S RIS S KB TR R D TEBI R (7T 42 7 =T xRz )
200,000 [
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10.

11.

12.

13.

14.

15.

TR (FALATTEE)
SEFE THEEAPHB IR DB FED T2 D (TR T — AT A7 A =2 2R AR L)
200,000

WITHER (ZATHTIEHR)
AFBHERIZIT DB D72 (A KAy 47 4o kA th)
200,000 H

g (CEAERFZE#)
SEPHEBRAEIC 3513 D IR BT DR (R AT (2)
100,000

BRI (FATAFTEE)
SFPHTISIT DI FEZ BT 7 (FHTT BRI A A +E)
300,000 1]

PR sE (EATFSERE)
CMER BAGR DB IR FE (2R D — X T A 7 A = ARk A S 1)
300,000 4

LB R (LATMTIEE)
UM S RHT 31T 2 DR U B9 DA 5E (T LBkl A1)
300,000 1]

ettt = (EATHF5E%)
BRFREEE LD (TR —RFA 79 A = ARk Rt
200,000 [

TR (EAENFIER)

B2 R MRS O M IS T AR R TR NN IE OB TE CNEFEE Sk 1)

500,000

TR (EAENFIER)
B FEREIGEFL « B2 FERNI 4 Db gez Bk 9 %728 (BT RUERIR AU )
100,000

AR R (TAEIEHE)
T BRBHG 2 W BRI 2 BE 3 DA FEB K (R AAD T 420 7 AR A= AL
500,000

ArE B (EENIES)

HHRZ W BT ORFFEB A (& £ 7 AV AR 7 —~ R th)
500,000 [
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(ANFD) HkE 1 Ak 23 AR 1
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sk A o
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[ %5 O #H3ABR]

EEER T ikEaE R RE L HEEROBIVETE
RIGED TN B BEIE
Fratgeliz, PN LRV AWl =Y L =i ]
Elotuzumab / L FURINAK | JEDO#BR#F (2355 T, Elotuzumab+1-

Jo 5 B 4 TUAMNL e~ A — | HETIVAZ VR FURINEH & T 9 A%V (ELd %

AR AL HEELVFURINEH&ET % B)EVFURINASHE T VA% v
YA P REEDTZ | (Ld EE) LT, ELAIRIEDZER)
A —T T OVENGS B & =M 5,
2 FHEG R U5

[ MAEEER]

EEER e ikEaE MEREEA ME BB IUETE
Randomized,Double-blind,P o
lacebo-controlled Trial of FIGO Stage TIB o -' SifEE %

RKu#E— BUT B L Z-100 plus Radiation *GgLLT, 2AFMEEH VT,

o Bt Therapy in Patients with Z-100 @ 02pg/mlDO 7 FERITH %
Locally Advanced Cervical PR A MG 5,
Cancer-A Phase III trial
ONO-1162 AR ERIEENME T LB DR R
JNBFSEE T 3 BYELARRIIK 277 | FITHTH0NO-1162 DHEIMEIZ OV
P B *;;ﬁf& RaxtRELEZMRER | T 77 ReREL S Mk R
= CHEREELEITE | CEEREEALERRICIV R
] i R RERAE
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HEEAD

PrRIRREE

MRENELVETE

hE

F—NARXAF
AT I ERR S
#

A —/SAFAF Combo AT
OIEVE 2 (L2 fa % 2L [FIRA
BRIz LD B K IR
(HARMONEEZRBR) : {2 ifi 4
DR BBEE G ELTRR
F2 0 BRI T PR T
HDEST Ty R 74— LDFE
Aili

I et O 2 A EES & LR LT,
UFORTHELETHIIEEEIET
%,

1.1 4B OEN i E A4 (TVE) Ok
HE « FE Y M D U i AR 9 - J i\ B S
SHRFZ B9 5 1 SR F IR L HHE
B I A I T AT (TVR)

2. 1 FEH® FFR IZL->THHFEELY
1.8 O R ifn. [A138% 28 (FFR {iE: 0.80 LA 1)

*BMS (Historical =1~z — /L) L ELik
LT 14 H TVF B\ CER4 323
35,

T FH IE

T ANT B R AR
=tk

2UBEIR B R EL
T, LMESE, OFHREZE K&
O ZE NI 2F A7 m
V1 R2EH GO TR R4
7' TR g S E R
EA (L HEMT TR
St FRAIGATHERA] Fo i m iR
(THEMIS - effect of Ticagrelor

on Health outcomes in diabEtes
Mellitus patients Intervention

Study)

DML (CV) AR DI 2T D35
< DA ZE (MI) UM 25 P O BEE 72
WL 2 BRGNS (T2DM) g 2kt gL
T, EE CV A_UMOLMLEE, ML K&
OIHAE SR DEAEAN I IR 5
FH7Lwv 1 A 2 A bd DRSO
FREN AT TR T 5,

R i) 75 gt

H AN = F—
AU VN DR
A&tk

REH T2 THT—NT
LDIRE AT, Ak i K E e
MAFBL WD EE T
BAPNE LITBRALE
EETHEEERRIC,
idarucizumab (B1655075)
5.00% RN 5L, X7
N OHUEEEERIZR 35
rRFnsh KA RRET T 2 MAHE
I AR5 (RE-VERSE
ADz{BR : A study of the
RE-VERSal Effects of
Idarucizumab on Active
Dabigatran)

HEHNT 2T X T —NMILDIRET
(2 Ak R i SO A a0 T
HIM AR TRV AWEZ T 58
F. K OBEOFI XILZOMOZEE
LB 2 E T HBE A G, Fe T
T OFuEEERICRH T A s R E
SN T D,

BIURAY 72 B A9 H 1 o0 8 80503 1k
., BEROER, 22 L0
idarucizumab % 5-EEDFEH T DK
YyEheEA T 5,

1

=Rt

DU-176 % T #8 & IR 5Bk (I
FRIBE M D AN E)

— A7 DR D HLEEE SE D B
G0N R #E72805% LL_E D IEFR
JIBLRE 1 0o 55 M )RR 2 % 51
LT hak R E &1L
7T R R IR B R
ABR—

BEFORE M LEEEIE (U7 7)o &
EHRT IR —m PN TR
PN ERIE R N) O KR
B QRO NEEZ 80 Ll Lo
NVAF BEZ %52, DU-176b 15mg
BRI EEOFEMER R e
WRETT 2, 2E A e OV By P SE AR SiE
OBE U RRA N H IO R E
FHMEIEE EL T, ST EREEIC 5
B ARRE T D,
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== AN A= ==gh VAN
ig@fgﬁ;ﬁ;ﬁszg SERITUR I D RT3 (ESUS) 4781
DE@FD‘/E‘/B&%%HT‘ w:‘%‘%%ﬂ%#PT;%%q]@ﬁ:%%
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W (100mge 11 A 1) ppp | BLCENTOONEDERGET 5. &
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AR R W SN - BIBR AN BE U R
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TIERT D,

2)B M SR O£ AR (0S) &
5,
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BER B E1L, MK-3475+7 R & b
L., OS ZHER T 5,
PFS X% OS DWW T, MK-
3475+ INCB024360 7% MK- 3475+~
FERIDHEN TOAIT, AR
BRITEER B &R LT BT,
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HEEAD

PrRIRREE

TRBREL

MRENELVETE

hE ¥

FH 32 = ZE KR

JRAH L HI 1 10 mg/2mL
fi H AR A

XY R ifn s AR
JiE (HIT) 0 (GREEVAZ D
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5 1k

APFEIT ARSI SEFE KL, U
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AR DO R
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DOEIERR BRI O
CHEMEMVR A 2 — R var
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O~ b (Ife - A2 SE) 7V —TDPCI
®T
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~
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PEORERR . W ONZ I RE s 2 R (24
B, R BRE ~PEAl RS 5 2
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T FRATRE BT, A s~ T
LEFHHFEDOT-ODE LTS,

EEM 1

2NA L S S (R

AFX— N BE 40mg i Ak
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AL, FEHEE ISR % etk
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FDEIE AR
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b

BngsmEx Y
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e TE A T SRR AT (R A8
M)

AFUNAIPR G- S FUTHE 5] D g PR 76 1t 2 7
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TRERASEEE T
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DREWERRGET 5, £T2, ZEETIC
AWEICB T HBINET D,
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MRENELVETE
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ATV IR AR
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MRIRBIFRANGEZ2 ok
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AAEIL, 7Y=L EEDRIETIBR
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REEZRGIA LR R s B (X 2
MR TR DRIVER I ARDLL T
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T A —
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FEHBRFEOERERELEE T
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T
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2. EFAFEE T CORIERDIEARD
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< EAPETH >
RMP([E 3L U A7 & AR ) IRl S
N-EEREFEINTZIAY
AL, T VARRHEEA 0.25 mg /
1 mg (DU, A E50T) 2 LI HEAENT o
SUFUREEN 025 | B OVE BRI OB BT BY A K T4
BTN | KIS T | me/lmg BElHRETEE | Rt ool HEL, b Tl
(&) EIE T IC B B AR D E kS 2
B ORI AFI L 55T 2
PR RIAT5,
Mt | BRI AT BRI i
BABA | AR | <o | ORI AREIELLT L
PEEGIEDRAEIE LTI | § "
&> ¢
N N POV U (AR TR REAS 0 B2 U
g | o | i e sme BRI g i i) s, o
N v WY bR R F ORISR N 5 L

(B2 i)

LEDRENE R CF IR D,
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HEEAD

RikEE

MRAESR

PMRENELVETE

T HAE

TYAM o2 F—R
VYZVA

TVF o2 —AFE 2.5mg- Smg
R TE A BiCRA A A (VTE -
WD)

« BAR AN O#AR M ZEARE (VTE) BE %
)L, RFIOMAEETICE %
T AN RS D,
HMICEEE 52585 25D fERIA
TEARE T2, Bl B R

CAFNOMEAERE T ICBTHEMET 0
Ty AIVEAER D,

KHEE—
B

4RSI

T NAT L R TR
1 FH Bl A A A

MEAT UL DT B 5
g

AFIOE N ERE T I oI
BIDEALORNWER B BRI AR TS
729

HI P #RTA

TITVAY T 7—=
Va—=TANNVAY ¥

/\D‘/(Hi)

A7 23y ME 10mg K E
AR TR (R HME )

AFNOFHE R IR L EE K ESN
7-UARY  EEREENIAY | EERRE
I OWT, IUES-E A FEL
Mt E O Eb It K OE I
Bh 5.2 DEE 2 HNDEREFT 5,
A A58 U7 Bl (e i o 6 R
LU, BIEHARIE, 1 JEF S 720
1ML KR 3 FHET D, b BB
fims B XORTCARR 25 Lo BE I
WTHATRED KR LTS,

fEmE—

SISIVT A AT 7
,_-7(1:*)

TrV—H @B 7L 10-
15mg
R AR R A

FRFE ST ERIAE D 2 RV B B B H &
REBUT | AFN A SRR T THe 5 L7BR
D, BEME R OENEERRT 522 R
GOkt R

- BppRsE

T

T A 7a—k A 800ppm
555 R AR oA AT

TAEEATHORHELL T, BEE & A
o R D0, RITVE I 3E - OF FH 3841 - OF
B, Bt FICETEE ST
D, B AFEITLFRETHDIL
M5, 2015 4E 8 H 24 HGEMZhHEAZEH)
NOAFHA DTG B AT AK 26 H
LT SEBI A NAE A | BELEFNIZ DT
bR A A~ DOFHE R G LT D,

FIERXR

/NP B TR

A7 — AR E A R R
A RIG YRR RE U TSR
PED T e fe )

ATV R A ERE 20mg, 100mg (LA,
AAHD) OBEIR TR I T HEIER (F
EHHR) | FRICERBUASE A E
(RPM) ICEE ER R ESNT VAL L TRE
LTV ERORBRILAZEIREL, &
R OEDEICHEELHE 25520
DRI OWTHRETL ., Fo, EER
ESNIZVAZDHG | R B MM A
BT AR R A ATHOZ A B
5,

&9




S =R M ikEEE TR BEL HEENHLVETE
VR A ERE 20mg, 100mg (LA,
ARH) ORERTER IS DEIER (B
EHER) RFICERLVASEHEEE
FF VU= EHERANAET | (RPM) ICEEREESNTZIAZELTRE
. . T3 7 HLTWAIFEROFBBRWEZTRL, &2
TRAR | PRETI | s mior iU | SR O R 52 B E 2 0
pX=silibi NDERNZDOWTHRETL . F72, BHER R
ESNTZVRTOHE | KRR E PR B
NEE MRS YE S VAV R g o Nl = RE O Pl B
%,
HEEN: BEZETICBT3EN 2 8
BEPRIR BEICH L, T 277 VFREREY
B G- U7 BR ORI GE | SRR M OV
A A A—F A T aZINVFR YT B R F % ( MACE: Major Adverse
gt e — K2 TF1E0.75mg 774 A) ¥ | Cardiovascular Events) &5 $e %2 &4t 7 1
TE A FH AR R A TrANERETTT D,
WEHE: T 277 VFRINIT 1%
TE.075mg 7T A A)REE A F R A A
EMiEFEE Lo THELERT5
EBRAART e
e (7| ot e 117 1 ke
TR H A RIZE () AR e FE YL E TR RSB T DA 015 32
FICRBITAER T a_ = e = -~
s R RISV TR 5% H LT 5,
e %;g:ﬁgﬁ 100 | g AR O T — F o
X - : ol ORI, A EEFICBTE
1L T 2K H30 = ZERUERmy | TRRAE Y, el | 1fn i 1Y N o e s =
Ty N O 1 ?Eﬁﬁ®ﬁ£ﬁ&0%%ﬁ%ﬁw
(BT B i
HHEZETIZBWT, ~UE7 %% (— &
& AVTVTF o LT, R o
HAfE B CoZZ e, BBy ZE fE Ry
s F¥RE R 5 R - EE T B R R T R (M
~UEBT®FHE 12.5mg, 25mg e .
o - e RBNT XL IEREENT 2 BT 2R MR
RbILESZ | MSDI ﬁﬁﬁf;ﬁjﬁgﬁ(%ﬁﬁ N L D IN
SR o A DT FR e OV 7= 75 [ B A o> e H
WO EF GV A & BREHE E CREEL
TSRO R M AR T A EE L
#70
J-Graft SHIELD NEO (2815, BEERE,
ie 7 BT
gy | AR | BEA LB Ot | ot e, o, &
R a7 - B ERIEM 2T L A 0072 8 5L LA

B9 %4

%#7 o
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B EEAM

RikEE

MRAESR

PMRENELVETE

/NP TR

AT B A SEEREA 10
mg,40 mg 3 F iAE AN A

[R5 ST ERR O 2 31
B AR 3 A AR A

A TOMERERETICRITDIAT YA
SRR 10 me,40 mg D F 38 UL A E
DL EHIEICR T 2E 2R OE
A FMT A2 EE BHNET 5, FrlC,
LT OESRHEEE ORILRIIZ DN
THER 95,

<ERMEHE>

LR (A4, DFEZE, QT K., O
g O SEHRITRE) . T MERG PR AR i)
M JESE & - 7Y — 8| Bk
= B A BEE G RE . Infusion reaction.
R, IR B FR AR ZE AR A | IR
A IR RERR 55 | AR TN I A8 E | IR
YU, AL 2 AL, ATt B IME S
Bt B OV

FIERNR

/NP B TR

AT RY A SEEREA 10
mg,40 mg fif F B A
FF3 ST R O 2 56 1
BRI 2 HFH A )

A TOERERETICHBITDIAAT YA
ST 10 me,40 mg D FE ST VA
DL EBEEICK T 2L EEROH
AT 22 8% HNET D, R,
LT o #EAHAE B OFBELRILIZ DN
THER T 5,

<HEAHAEHEHE>

DEE (DA A, DIFFEZE, QT EE., L
% DFEWRATHE) | MM A, B
M EAE , &I & i e 7Y —8, Bk
S A BUE AL Infusion reaction,
P, R B ER R AR ZEAR S, R
A IR R R e MRS B E | Jek
YUliE | JHLE 2R L, Rt BV INE E
ol B OV

B

A AARR =
2

VALIANT 27 b7 57
AT O A A TR

H Y G IR B RGE2 O T, R R
BEPRER LT 23 5D 2 D 9 5 1 HOBE
WIS E TN A HREFAETHY,
KERFEHEET T, AHEEZE TR
M Stanford B BUKENRFEEEDH T, N
BHETRE DRI LW EE IR DA
DEEMNER IR T2 TH
5,
WA A IHEEH 32248 Stanford B
M REARFEREDH S | ARIITEE A=)
L7 W B IZx U COAR S 3 S 7 e
BEXEkT 5, EED 7+ —T w7 (I
BF itk 30 H. 1 4F 2 4F 3 4F 4 455
ETrn—T o7 ) NEINT-%, HE
ROV TIHREINET S,
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B EEAM

PrRIRREE

MRAESR

PMRENELVETE

MTIEA

JISNIVT A AT 7

»_.-7(4*;@

BT 4T —HF I 50 ng,
75 mg/A¥ = ANE

0.5 mg, 2 mg e AR
T4 [BRAF #5 7T- A #%

9 HRIG OIBR A GE7R B
i |

BRAF 85 1A Ra 4 DRI TR GE
REMERAERE LA RII T4 T—
KON () AF = AR R T TF
AP 1OF e Y AN ER i e R
Do

LANIN

MSD(#

FA T — X ® gL
FH Rk A A G R )

FhEEMNC IS FHEREBTIZEITS
RGO BR AR RE 72 ML LA il FR o Lokt
X AN —F ® S EE A AT
)X <7 (GBI THHE 2 ) ] D% 2K
BT B L 5 2 5 ERNC OV TR
T5, 7B, MEITKRBEMIES=ZL
Bl CERMET D,

F7, VR R B oD 38 A B IR LA
AR L. A MR EZE (2R L
Ll ol B AT — 2 D L ~DHE %
ETe) RRANT D, JRAIE LT R R
2 (BT FMERA AR ITAH
EINT D, 12720 . RAIEIRBEZ IS
BR A SITIE B CERAI RN A A D 5%
BRIGS IR R ORI RET D, A
IZ. Electronic Data Capture (EDC) > A7
LW, EMBEAICITETEAEHEH
T5,

fEmE—

TUYANL <A
Y —R2IAT
&

TLT VT A R EHE
300mg*400mg
TR P i A

T LTV T AR 300 mg, =2
TV T A®BIREEA 400 mg (LT, A
F) offi I ERE FICHBITALLF0EES
R TR AL,

BITER (BEHES) ORBURI., BRI,
et AR BE B2 DB 2B
ZER

A1) [ H3 f

HAHT IR

77 NIEHE 0.2mg+0.4mg
FEME R A TR
(I AT B

JTB IR i 5 1 R A AT A
DOFEZERE T ICB I DR GO %4
PR A ZARTS T D,

0%

eI Sl

AT AR A GE A
(PAH)

AFNOE R ERBLICIT 2R M KW
A NWESE D 1= HE 2 A 070 2 ATl
M 272D OFEROMH £/ 13 HERBEAT
Do

fEmE—

/NP T

7 — R E o R
2 (B SUTEERTED Tl i
HIARTF YN E)

7V S E 20mg, 100mg (LT,
A O RE R GER IR T DRIER (B
EHHER) | FRICERBVRASE A E
(RPM) I ER R ES NIV AZELTRE
L TVWEEROFEBLR WA HREL, &
SR O EE 525520
ADERNZ OV THRESL . 7o, HERKF
ESNTVAT DY | eI B il 2R
B DR T 2 ATH) 2R Byl d
Do
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EFEER IR ikEE & IR E A MAEBEHNELUVEHE
P96 UL TR PE D 56V B R %
dpais | IVTARTT | TRV I@NT RN 10+ | SRR, AHIE HR KR T TR LI
- —={ 15mg 5 1 F Aok 2 D, RV OE SRR T L% A
L2,
P UL bR 2 3 2 U S S0 0D H
FH L, AT —ROMEIR %123
FRENER (BEESR)  FHERLI RS
e e s BEEEE (LT, RMP) IC BB E S
TR A )% A B
SRR UE DI BE 52 5L E2LN5H
RICOWCTRAT 2% BT 5, A+
TV — Rl B R Ak e LT
Bh R CERT 5, ()
AL | D s %;gg%mmgﬂwm e bl B I
%%%é@%égﬁﬁm 3% 298 O 4 L S T C 0 96 S
KEEAE | RESR T | T e ey | DRSS H B X 5 A
o H DEEWORIE AT,
EgiliEA
LIRS TR R | ARIE RSN ERE UL AT O RR
SR | e T R ST R D N T AN F LY o S A B2 L
- RN T IR I3 < 1 S HE T IS 1T B2 e K OV At
Ji | R I % AL CEMT S,
AFN D 5S4 %k G L C Fof
+ 5, MU AR 24 E A L, pE
BRI T A CARHI B ket o
KR LT AT 7=~ | DT AT L 100mg JEFNZDWTIE, EBV B EMEY o8
- # e A ) o s A A Jf (EBV-LPD %% ) & U8 EBV [ i
MY L SIS 0 Ytk EEE I I 0 %
BRI ORHEEL FEZ2HMELTEDLIZL.
SER ORI A EM TS .
BE AT R RFIA S LY R~
T (FVRANALRETENR) A3 B A T
AARN—YLA | TP i Rk HeL7r o= AR D | FE SR IERE I L 5B A
WARTEN — A NNA FE[ VRS, R (A5 BB BT DR AN 2R T R OV
BN LR~ B T MEIEARIE DO RIEM A H LT 7 T

FH O HERT TORYEAICES
DL MERRT D,
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B EEAM

PrRIRREE

MRAESR

PMRENELVETE

TVITF T

VYYR® S EE 300mg
R TEAE M R A

B : BIEERB AT e v RIE
(PNH) 1 EIERIZIRDNT= A7 BB S
Thodlz, RAlEFERLIBE IR
V¥ e X R Rl ] e VA F /R - N b 3
STHET D,
NE:(1) Kk O EERBIEMH
DR

(2) EHIE AR OZ % b OV 2hit

3) EIEHEEM~ET vt v RIE
(PNH) ® B3 OfEiH

PNH (REOHEST, BRRRH, T1%5%)
W2 BAFE T AR A H OB ORI

fr R

~XU Na E 1 J5 BT

N0mLIEF4 ] GIVEHF
S EOVAYNG N NIV NGE '3
HAZX - TRIALTMEEN
H A S92 FIE Al

[2% 3 s D1 IEAE ) & 22 A PETE HR OD IR

PR

‘L7 AV ALRI
77—~

F IR A AR EER
o Mif F B R A

AR T ICB IO REIEN DL 42
PR AR BE T DI O IUE,

BTN

L A
DAY= Byt
TVT

HAFEBEERE A AD:
PR EAEPNCZEA S5l 0)
I 50 F A A

FUEHE R O R TICRIT 5V oA
ADLEMEFELRTT T D70 HFEEY
] S 3 B o — ML D 725D D fH
PR FEf L 7o B 2 B kL, A A
Fhti 4%,

R R

TAYN 7 §E] 5mg
FiCRE TR A

(7 AN 78 15mg (LA, RH) J D
i HEE T IR 2R &M L a2k
BT DL FORBEEARETHI LR
HEL T, ARSI S X 2B E
175, ORI OFIEROHIREQAA
O EEETIZRITARIEH DR AR
M@z, Fhic BE 52 5L%
ZDHIVHER,
2FlFE T Rk Efi 5, AL, %
MEER COMAIL. AL L TRHADK
HE ., ARG P ARF DS S AL, SE B
BIRENBIASNDLDET D, 7nfs, A
T DI LLRT % G- S LT E B
BTG AL, BRI ZICL e
RITATVZHEEITIY (TAINLLT
$E15mg GBI A S E Mo L3
")

TR

HABEIEER

BRI 2 500 HES
ki, AEL 1500 15T
[P I 727 PN R 5 i
(DIC) J i H Al i A

DIC {BFICKR DMk /> Aa e o ffi
T oL L R TON
BIZOWCGHET S,

*DIC (kT DARF OGN, LMD
et

* T 7= 70 BYILAE D TE 8 4 B < L giE
DIC Zx 3 2AK| O 2N, Hhito
et

KB OP 5 S EB IO DIC J55%
EROF AR OEIR
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B EEAM

PrRIRREE

MRAESR

PMRENELVETE

o ] 75 At

CSL ~—Yr 7
R

TARNTERER 500,
1000 i F BohE R A

AT, 2T T T
A 500, [F 1000 (BLF, AF]) o fi
ERETICRBIAL TOFEAEL, A
FIOSE ., AL 215
RO X IEREITHOZEEHBE
LET, (1) REogfEm Q) &lIfER
FEARD (3) LRV SUIFIMEEIEY
BhB525LEZ 2 bNHEA

i
O
S

CSL ~—U> 7
R

TA'RNTERER 500,
1000 i B R A

AFEL, BHFELL T AT
TE 500, 7] 1000 (LA AF) O H]
ERRTICRITLL T OREZIEL, A
HOSE ., FMEL O ZEICET5
fEHR OB TR ZATOZ e 2 HIE
LEJ, (1) RMORANWER (2) &I1EH
FARDL (3) ZaEVEXITHINEFITE
Bab258E 26N ER

F 740

BT NI HT /L 100mg
e E B R R A

EHSERE TR T AT AT
100mg O & HIE AR DL 2 K OF 2)
PEICBI T AIEMEUE L, A KA &
FHOEFHEREEETHEEBIT, AHA
O EE R LB BT 555
HH L5,

LA IN

ANTr—
A EANK
oA FTatr
JL e xR

PSR F A R 200mg
R TEAE I R AR A

(RIBBIBRARREZR ALV
ikl

EBGEFICEDE AT A R
1 200g 25325 X TOBEFEITBT
A ERE T CORKDOEEME R A
AR D,

B AFENPLBLNIERILTERE
3 BRI QN A i EE D72
OIERE SN E T2,

LI 1 A

o R

U7~ 200mg 1 %
AL

V7% <8 200mg (LL T, AHK) OfF
FRRE TR AR MR VA 2%
Wt 2&3Iz, V77~ AT R BAID
i BRI B DIEFNZ BT AAFIOA
VEEHER T2, P REEROE
TR 5 2 5N R EOE RIS
WTHRFH 5,

AN 9

1 B 2 R

AT aA 7 8E LA
A

FEFARFERMEFERIEL T T 50548
FIZRHTHARBN OB HEETICEITD
T R O M B S A I A IR
FTHEEHIC, AR O EBE R FFESNIZY
AT THD FRINEEHDLITEELL
RTVEEE ROBERELT,
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B EEAM

PrRIRREE

MRAESR

PMRENELVETE

FIERNR

MSD(H

FA ML= R R
iR A GE/ N i)

FEhEMICESE B EETICET
% PD-L1 PO UGB/ HES T - P33
DI/ TR B TR T ¥ A L —
AL RE A E SRR =D N el
(EfxHz) DM R OVE R
W% B 2 DERIZ W TR T2,
7ok, AT ARSI S =2 HHH
HTEMT D,

F VMR R DR AR T B E
RERREL, BT/ MR ZE W
RILIp ST BHGIRET —Z D L~D
RHEET) 2325, [RAIEL T
PG (2 BIFHA) FEMRRZR R
AT A AT D, 72720, BEEREE
%R NP G- BR AR S LT E ] TR
ANCHE R IE D 54 BRip S LT IE
A DO R ET D, FHA L, Electronic
Data Capture (EDC) AT L% W, &
RSB IITE T EAEEHT5,

LIS K

B 7B

U7 <8 200mg i AR
%ﬁuﬁﬁ

V7% ~6E 200mg (LL T, ARH)) O
FRRE FICRB AR MR A 2%
BEtd oLtz V7r~AT R Al O
i R BR N B DIE BB T DARAOF
a5, P T, BRMEEOE
IR 5 2 5 REOER IS
WCHRETT 5,

AR

1 B 2 RN

AL 7 EE R

FEFARFIHRMEEAEZ A TDDBAE
FTHE B AR OB EIE FI2351 5
2 2V J O B0 B B 2 A
FHLLBIC, AR EERAEES Y
20 CinD FHRINF Bl BT ERALL
PV BH I ROBERET,

FIERNR

MSD(#

T A ML — & ® s s
FRAB TS (FE/NHAE At )

e EMICHEOX EHEETICRT
% PD-L1 Bt UIBRARREZRHEST - R 38
DI/ INHR I B TR D A b —
F R[4 AT R X7
(s -/ 2) 1022 M OVE %
IR 5.2 BRI OWTHEET 5,
7ok, AEIIAGES MR S E 26
HTEMT D,

F7o ., RN B ORISR
REfmaE L, XA UM (2 W
BIL 72 ST EBRIRET — XD L~D
e te) 295, KA EL T
FHECRE A (A5 A SEM SRR & s
BATHEBRIEA AT D, 72721, #EERIE
ZIR eI 5B Z LT IE B CEA
ANCHERIE DB 52 BIG S T IE D
HEOKRHRET S, A L. Electronic
Data Capture (EDC) > A7 A& H, &
BB B B4 T5,
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<L HB5M BREEEEVY— BRENZER

ek BRBEREY—RE HPHEE
= PR 3043 A 3 H(E) 9:00~11:45
Y K=
(ZA=2A7EN)
9:00 AV T —Tar

RN

9:10~9:45 1 #f JERE: & fHRGAERE # @#E - INBIEE FHOoiE—

1. Bentall 717 5810 R B AIRES 460 i BE B A2 Aok L7 — 431 B RBRGSNEE AT Rt
2. YBRIZHITHRENRS P (AV Neo cuspidization) 4 {5l DFE IR AIKESAS S TIRE - /i)
3. FEMEEFRIE (CAD) 26 ffL7- Evans SEMBAED 1 41 NER BB EE
4. MENBHIE TOA F—rAF 33 LA Z—nfF 1B 128D

Ao B =A% -8 FHEDFE A BRRITIEHR HERS DO

9:50~10:25 IAE JFEE RERARTE MWE—B - HSRETE AHNIEE

5. W IR A R O RS R RAR 5 5
6. DFRMERMIERRE ISR D BRI OB AR R SEE
7. JRIZIFIE 4D Phase Contrast Angiography (23517 5 AMIER MRA OOl FESTRRRE AL —
8. il S RREIE DTS A AN &

10:25~10:40 /K%

10:40~11:35 TM#E JERE  FEAIEEBGRE WA - BIE#ANE #iHKE
9. BIRBEREZ—ICBIFD O 7 ZRESIZLDAMr 7 M OBV~

~ AT T EEEROPRES R OBRE~ nikerTZES )Y BT
10. ZIRAREEIRICOVTOMHN~Z AR RN OELN - B~ REEHE O SO0
11. PESRIFHAE SCHEICIT D SESD, ESESD V- A O B E DR B 7 BRI RBil Hlhse
12, SMEHNAR IR 20972 M AR [ENSUETE D 72 80 D IRER A ~ D B HH A S BRI HHFE AT
13, EBFE#FIE 1 (FHEBRORER)ICBIT 2 FE#EEEICHT T

RIS U O LA Film o B
14. AHIBRBEIZ LD A B BB~ D B AL 2 HEBSES VEH

11:40 PASOZEIE  2FE ERBEEEZ—EE B
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EE SFIREHBHEERE ®H @4
mEAR#ER FROj&E—
A 9:10~9 : 45

Bentall fif & BRI CmAIEBAREIR AR IS ERFEZERKLI=—HI
RIREGRARD DM E SR

BREEY. FEEEY, MaEN . EBAY . SIEAERRY ., BKHE".,
AREENEAEL, 5 597, FLdLa>

LIRIZH T 5 REAIRFEE M (AV Neo cuspidization) 4 5] DR Et A
DM E 51 F
NGRS, BkER. @onEth. mRAN, LHESE. ILTEX

4 EERAE (CAD) £ & HfL 1= Evans SEIRBEDD 1 4
INEEN PLEE
B 0 AEMA D, BHAMA 2 B BT Ehwa Y

MEARMBETOA2—O4F-33 LA 3—O4F -1 2B A4
—O/ % -8 FEDHEER

ERERBAZCER V., BRERARE R 2| #ERB -2 NE ¥

HABIHAE V7 BHEHRCHR VO ILARTR VY M/ TEF B EmA Y
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Bentall 7% & 8 ISl | B AREC In R IS S EIREE KL 1= —15I

TEIRBR ALY DM B SR
AR TR RHTEATY . EEEIRY | SRR ASERY | @K E
AGREBELY | BHIEVEY . R B AR ikl

FEBIE 64 R, RBIRFHEEE. RERFE®ILRE. LT REBIRBICLT 201X F 6 AIC
Bentall FMi& 1T, MBTOBENKE R TIEIEEREERDEN >0 MEOBEEIR CT THEE
IR# 112 90%DH R EEHBRELRD. ABBIROANLME#RSEBOMERE R THBEERN
YBRICEMLTLEIRRBEHIMWL., AFMACHLTRENBHMRAT M EMEITL.
90%—0%|ZtiE LTz, 6 ¥ BRI >EBEIER LABEBRH 1 ATUMMICEEEERDE
Mot S ETEBEIIRESEBHS (2 90%DHFH B EREREE RO, % BREBAIIZTL
TRENBERA T IMEEMNEETL-. MENBERRECEIMERREOEREAZECHET
-5 RREROE, AEBIRERAHK. ATMERATOMBEENRRTEMEN
YRR RSE AN Y AL SEL1=E# Z 1=, Bentall Mi&ICHAIREIRICS ERXEEELE—H%E
BRERLEEOWET S,

HiEICHE TS RBIRF BT (AV Neo cuspidization) 4 5l DR ES

DM & 44 7
JIFEERERD, FRRIEA, fociE, A, REPFESE, 1 FIESC

2017 £ 5 A&YHRTHDOEEZ AW - XBIREZEM (AV Neo cuspidization) & 5150, 2017 5
12 BETIZ 4 FIREITLE=,

(REI 1]

69 % B, FEREUNLHY, EERBRAEERAERDELSRISN, FHEISEGES,
ZARREHATHRROAKILIZEBICEETH=, BRAKE, B OEEHAWN = XKEIRFHEM
EHEATL, MERRBIEH R R T TH =, MBROBERRE TABIRAFTR HEMRLM K
BRFBEIT RIFCTH oI, T 19 B BITEBE~NBR R G 5=, AV Neo [FB 2D EE ALK
IR BRI TH D, 2007 F 4 AMLRIFREER V24— KR BREZKEICLOTER
THDLNEHEERAFLLVAEETAANSHRICREEINELFHFETHS, RERT. BF
T EIEEEE 10 5 95.8%. PEEL L XEIRFEABALEREEEK 02.7%LMELET T RIFTHD,
TILAILTILTERIBEITSETROMAKICHEN, MEATLEREEEOMBELNEN, AIRIEAE
ZYIZK, BEDF MDD, B THRITLEZ 4 BIOFELHEEHTHRET S,
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EAREFRAE (CAD)ZE & HtLT1= Evans SEIZREE D 1 4l
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