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DOM Physician Patient
Communication

Workshop

The Evidence that Physician
Patient Communication
Leads to Improved Healthcare
Outcomes

[_F"'m MAYO CLINIC
Physician-Patient Communication:
Reasons for Concern

° Patients want competent care

° Patients also want compassion,
respect, attention and advocacy

°* However, patients say we can be
indifferent, aloof, rushed, etc.

* External factors (e.g., our healthcare
system) can undermine trust

Source: AACH

FEH)_] MAYO CLINIC

Information flow

Patient Physician

What | say E— VA

What |
RERREE <) | nderstand

GHJ_' MAYO CLINIC
Physician-Patient Communication:
Reasons for Concern

° 18 seconds: average time to interrupt

* One-half of patient problems and
concerns are not elicited

e Patients and physicians often (50%)
disagree on the main problem

* Patients are often dissatisfied with
information given to them

Can Med Assoc J 1995;152:1423-1433
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Physician-Patient Communication: A

Central Clinical Function

“..effective

communication
between doctor and |
patient is a central LY,
clinical function that g
cannot be delegated.” E -

Toronto Consensus Statement

BMJ 1991;303:1385-1387

[_‘P—m MAYO CLINIC

The Patient-Centered Medical
Interview

°* The most common medical procedure
>100,000 in a career

* The foundation of all clinical work

all types of care (e.g., curative and
palliative) and stages of life

assessing, diagnosing, curing,
prevention, caring, etc.

attends to body, mind, and spirit

Source: American Academy on Communication
in Healthcare

ﬁ\‘rw MAYO CLINIC

Kalamazoo Consensus Statement

Seven essential sets of communication tasks
Acad Med 2001;76:390-393

. Build physician-patient relationship
. Open the discussion

(|
2
3. Gather information
4

. Understand the patient’s
perspective

. Share information
. Agree on problems and plans

. Provide closure

ﬁ‘\rlJ_] MAYO CLINIC
The Patient-Centered Medical
Interview: Good News

* Interviewing skills can be taught and
learned

* How the medical interview is
conducted affects outcomes:

greater patient satisfaction, adherence
and recall, and fewer malpractice suits

better medical outcomes
improved productivity (e.g., utilization)
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Satisfaction, Compliance, and Recall Variables and Outcomes

* Meta-analysis of 80 studies published

between 1962 and 1986

* Examined the effects of 6 physician Quesfion asking | NS | Significant | Significant_|
communication variables on patient (Parinering | Signfficant_|NS_____| Significant_|
isfacti iance and recall [ Positive talk | Significant _|[Ns _____[Ns |
salisction, compiane s ocs Negafivetalk | NS | Signficant | Nodata |
Socaltak | Sonfca | Nodats [ Nodla

Roter D. In 6b}nﬁ;dﬁfcating with Medical Patients (Sage Pdk;lications, 1989).

Roter D. In Communicating with Medical Patients
(Sage Publications, 1989).

W\T \1.\\\>:|1\|< L G‘\Tﬁj MAYO CLINIC
Patients at Mayo Clinic Rochester Physician-Patient Communication and

100 Medical Outcomes

Thoroughness

Listening

iem Ralnt] * Systematic review of 21 studies (11
RCT) of physician-patient
Bilng @y Access  Good communication and patient outcomes
o (1983-1993)

® >
Parking ~ ong * Studies focused on effective history-

taking and discussions of management
plans

paljsnes Jusdiad

Poor
0

0.2 : 0.45 :
Correlation with overall
SatiSfaCtiOn Can Med Assoc J 1995;152:1423-1433




B'ijl\)'/\é’i'c\l%m Patient Communication and

Medical Outcomes

Element

Patient outcomes affected

Physician asks many questions about
patient understanding of the problem,
concerns, expectations and perception
of how the problem will affect function

Patient anxiety
Symptom resolution

Physician asks the patient about his or
her feelings

Psychological distress

Physician shows support and empathy

Psychological distress
Symptom resolution

Patient expresses himself or herself
fully, especially regarding feelings,
opinions and information

Role and physical limitations
Health status

Functional status

Blood pressure

Patient perceives a full discussion of
problem has taken place

Can Med Assoc J 1995; 152:1423-1433

MAYO CLINIC
7y

Symptom resolution

Effects of Physician-Patient
Communication Training

* Skills can be
taught and
learned?-®

* Training improves
information
gathering*

* Training reduces
patients’ emotional
distress®

1.

2.

Psychosom Med 1998;60:268-
276

Ann Intern Med 1998;128:118-
126

3. JAMA 2003;290:1157-1165

. J Gen Intern Med

1996;11:147-155

. Arch Intern Med

1995;155:1877-1884

G‘TW MAYO CLINIC

Physician-Patient Communication and
Medical Outcomes

Patient outcomes affected

| Patient is encouraged to ask questions

Anxiety
Role and physical limitation

Patient is successful in obtaining information

Functional and physiologic status

Patient is provided with information programs
and packages

Pain
Function
Mood and anxiety

Physician gives clear information along with
emotional support

Psychological distress
Symptom resolution
Blood pressure

Physician is willing to share decision-making

Anxiety

Physician and patient agree about the nature
of the problem and the need for follow-up

Can Med Assoc J 1995:152:1423-1433

[T,—g‘} MAYO CLINIC
S\

Problem resolution
Symptom resolution

Physician-Patient Communication and
Malpractice

Audio tape studies:

* Physicians without previous claims:
used more time, humor, orientation,

facilitation and encouragement ama
1997;277:553-559)

* Surgeons with previous claims: had
higher dominance and lower concern
in tone of voice (surgery 2002;132:5-9)
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Conclusions

* Effective physician-patient
communication is associated with:

improved patient satisfaction,
adherence and recall

better medical outcomes
fewer malpractice suits

* Communication skills can be taught
and learned

[_?—W MAYQO CLINIC

“What did you leave
behind to be here
today?”

“How do you feel about
being here today?”

Q—W MAYO CLINIC

DOM Physician Patient
Communication

Workshop

Reflective Listening

Q_W MAYO CLINIC

DOM Physician Patient
Communication

Workshop

Three Function Model of
the Medical Interview
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The Three Function Model

1. Information gathering and agenda
setting (What else?)

2. Relationship building (PEARLS)
Establishing rapport

3. Patient education
Giving a meaningful diagnosis (Ask-
Tell-Ask)
Giving bad, sad or unexpected news

L‘Q—(J_J MAYO CLINIC
The Three Function Model

1. Information gathering and agenda
setting (What else?)

r‘g—{jj MAYO CLINIC

DOM Physician Patient
Communication

Workshop

Information Gathering
and Agenda Setting

U‘\TW MAYO CLINIC

Information Gathering
Agenda Setting

° Chief Complaint

° HPI

° ROS

* Past Medical History
° Past Surgical History
* Family history

e Social history




U’\TW MAYO CLINIC

Information Gathering
Agenda Setting

* Let patient tell their story uninterrupted

* Ask, “What else?”
“What other concerns do you have?”
“What questions do you have?”
ask, “
Ask “what else” until pt finishes

 State your ideas for visit

* Together, prioritize and set visit agenda

U’\TW MAYO CLINIC

DOM Physician Patient
Communication
Workshop

Research vignette on the
use of PEARLS

“40 Seconds of
Compassion”

r'g-w MAYO CLINIC

Information Gathering
Agenda Setting

* Facilitate the story
Start with open-ended questions
“Cone down” to specific questions
Check back
Summarize

* Data suggest expertise in information
gathering improves efficiency

(‘r‘\rljj MAYO CLINIC ]
Can 40 Seconds of Compassion Reduce

Patient Anxiety?
J Clin Onc 1999;17:371-379

* Purpose: To assess the effect of
physician compassion on viewers’
anxiety and assessment of physician
characteristics

* 210 women (123 healthy breast cancer
survivors, 87 without cancer)

* Randomized to observe 2 different
videos (standard video = 18 min and
“enhanced compassion” video [40
seconds added
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Can 40 Seconds of Compassion
Reduce Patient Anxiety?

J Clin Onc 1999;17:371-379

Segment 1: 1 know this is a tough experience to go through and 1
want you to know that I am here with you. Some of the things that I
say to you today may be difficult to understand, so I want you to
feel comfortable in stopping me if something I say is confusing or
doesn’t make sense. We are here together, and we will go through
this together.

Segment 2: 1 know this is a tough time for you and I want to
emphasize again that we are in this together. I will be with you each
step along the way.

m—g‘] MAYO CLINIC
\

DOM Physician Patient
Communication

Workshop

Relationship Building

Crgn\"x(k)l‘[geconds of Compassion Reduce

Patient Anxiety?

J Clin Onc 1999;17:371-379
“Enhanced compassion” video group:

* Rated the physician as warmer, more
caring, sensitive and compassionate

* Less anxious after watching the video

* Rated physician higher on wanting
what was best for the patient and
encouraging patient involvement

["\ﬁ-w MAYO CLINIC

The Three Function Model

1. Information gathering and agenda
setting (What else?)

2. Relationship building (PEARLS)
Establishing rapport
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Relationship Building Partnership
PEARLS

Partnership * Joint problem solving

Empathy * Joint decision making

Apology * Working toward a common goal

* Use the terms “we”, “us”, “together”
Respect “Lets look at this together.”
Legitimization “We’re work on this together”

Support

[_rHJ_) MAYO CLINIC m—ﬁ'} MAYO CLINIC
p Y

Empathy

Apology

* Put feelings into words

* Sincere expression of regret
* Show understanding to the patient - =

through reflective listening ° Be authentic and honest
“It sounds like this has been a “I'm sorry that | kept you waiting.”
difficult for you” “I'm sorry that you were given the
“l imagine you must be sad (angry, wrong dose of the medication.”
frustrated, etc.) about this.” ‘Il wish we had more effective

“You seem to be in pain...” freatments. vs I’'m sorry the
freatments are not more effective.”
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Respect

° Be mindful of your own biases
° Value the patients unique choices

* Acknowledge patient’s decisions
“You have really read a lot about this”

“l appreciate the importance of
consulting with your community elders”

“l respect your interest in considering
natural remedies”

“l admire your courage (perseverance).

b

MAYO CLINIC
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Support

° Discuss what support is needed?
“How can | be of support?”
“Who can you rely on for support?”

* Unconditional commitment that you
will not abandon the patient
“I will be here for you each step of
the way.”
“If you need to contact me, here is
the best way to reach me.”

[_{‘T_g’ MAYO CLINIC

Legitimization

* Normalize and/or validate patient
concerns, feelings, experiences and
choices

“Many people with this have similar
concerns”

“It’s quite common to be tired from
this medication”

‘Anyone might be confused by
needing to choose between two
freatments.”

DOM Physician Patient
Communication
Workshop

Small Group Skills
Practice
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Small Group Skills
Practice

MAYQO CLINIC
Ty

DOM Physician Patient
Communication

Workshop

Patient Education: Giving
a diagnosis meaningfully

G—W MAYO CLINIC
N

Review
* Reflective listening

* Information gathering and agenda
setting “What Else”

* Relationship building “PEARLS”

* Grand Rounds: Dr. Tony Back

“Teaching Doctors How to Say What
No One Wants to Hear”

MAYO CLINIC
N4

The Three Function Model
1. Information gathering and agenda
setting (What else?)

2. Relationship building (PEARLS)
Establishing rapport

3. Patient education

Giving a meaningful diagnosis (Ask-
Tell-Ask)
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Giving a Meaningful
Diagnosis
* Ask-Tell-Ask

* Ask - the patient his/her
understanding

* Tell - reflect what you heard, share
necessary knowledge/information

* Ask - about his/her understanding,
reactions, feelings, and expectations

W The Asking Skills Dialog

Asking Skills

Description

Ask about the patient's
understanding. Then
adjust the quantity and
type of information.

Ask about the patient’s
reaction to the news.
Then refiect upon what
you see or hear
(PEARLS).

Ask about the patient’s
belief’s, or what it means
to him/her. Then educate
and clarify as needed.

Ask about expectations
of future outcomes. Then
discuss treatment
options.

Examples

“What do you already
know? What questions do
you have? What do you
want to know more
about?”

“What is your reaction to
this? How are you feeling
now? It looks like... It
sounds as If...”

“Why do you think you
have... What do you think
of when | say...Do you
have any questiions
about...”

“How will you cope with...
What do you see
happening ...your
goals...with therapy?”

l_'().@ MAYO CLINIC
Giving a Meaningful
Diagnosis
* Ask-Tell-Ask

* Ask - the patient his/her
understanding

* Tell — reflect what you heard, share
necessary knowledge/information

* Ask - about his/her understanding,
reactions, feelings, and expectations

U‘\TW MAYO CLINIC
Giving a Meaningful
Diagnosis
* Avoid the temptation to “tell, tell, tell”
more facts

Excessive information can easily
overwhelm

Skill is to individualize information
to make the information
meaningful to the patient
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Giving a Meaningful
Diagnosis
° Practice asking....

“What questions do you have
today?”

“What is most concerning about
this for you?”

“What are your thoughts on this?

[_ﬁ-i.’_J MAYO CLINIC
The Three Function Model

1. Information gathering and agenda
setting (What else?)

2. Relationship building (PEARLS)
Establishing rapport

3. Patient education

Giving a meaningful diagnosis (Ask-
Tell-Ask)

Giving bad, sad or unexpected news

l_{‘rl}_j MAYO CLINI(

DOM Physician Patient
Communication

Workshop

Patient Education: Giving
bad, sad or unexpected
news

rp‘-g) MAYO CLINIC
Bad, Sad or Unexpected News

° Bad news is any Examples:
information that
changes ones’
view of the * Miscarriage
future in a o
negative way * Chronic illness

s Bad news is not ° Disability - Loss
always related to  ©f function
terminal illness

°* Trauma
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Barriers to effective
communication of bad, sad or
unexpected news
° Providers fears and anxiety
* Lack of formal training
° Perceived lack of time

° Patients often have multiple
providers

l_l-‘rw MAYO CLINIC
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An Approach to Giving Bad News:

SPIKES
Set up
Perception
Invitation
Knowledge
Emotions

Strategy and summary
Oncologist 2000;5:302-311

rf\rlJ_J MAYO CLINIC

Goals of Breaking Bad News
WJM 1999;171:260-263

e Allow emotional ¢ Address medical
ventilation needs

* Achieve a shared ° Develop a
perception of the strategy and
problem follow-up plan

* Satisfy ° Anticipate
information problems
needs

/ )
[_[‘\TW MAYO CLINIC

S: Set Up
Get the setting right.

° Ensure privacy
° Invite significant others

°* Remember nonverbal
communication: eye contact,
shake hands, appropriate touch

e Sit down and slow down

° Manage time and interruptions
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P: Assess Patient Perception
Find out what the patient knows.

* Ask before you tell

“What have you been told about
your condition?”

“What is your understanding of
the reasons we did this test?”
* Allows correction of misinformation

* Allows tailoring news to
comprehension

W—S—J MAYO CLINIC
g

K: Give Knowledge
Inform the patient.

° Align with the  « ] wijsh | had better
patient’s level of pews.”

comprehension

S * “What questions
* Avoid jargon, do you have?”
and unrealistic .
optimism * “What can |
clarify?”
* Small amounts

of information

UZ‘-W MAYO CLINIC
I: Invitation
Get permission to share information.

* “I’d like to discuss with you the
results of your tests. Is that OK?”

* Note: consider informing patients
what tests might show before
ordering them

r‘g—w MAYQO CLINIC
E: Address Emotions

Respond to the patient’s
reactions.

* Anticipate reactions (tears, silence,
anger)
* Invite expression of emotion
“Tell me how you are feeling about
all this?”
* Name the emotion

“I can see that you are upset,
angry.”
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S: Strategy and Summary
Close the session with a clear

plan.
* Summarize major areas discussed
* Re-assess comprehension of news

* Close with a plan together (including
follow-up)

* Consider take-home materials,
written information

F‘U-IJ_, MAYO CLINIC

Generally Unhelpful Phrases

* “It could be worse.”
* “We all die.”
* “It’'s God’s will.”

* “Don’t worry, you’ll be fine”

* “l understand how you feel.”
* “Nothing more can be done.”

FQ_E] MAYO CLINIC Pitfa"s to AVOid
* Failing to prepare

* Failing to be mindful of your own
feelings

* Failing to respond to the patient’s
emotions

* Rushing through the encounter

* Not recognizing how little the patient
may remember after receiving bad
sad or unexpected news.
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Report for Japanese Sponsors

My visit to Japan from May 19 to May 31, 2008 as a Fellow under the Sponsorship of
The Foundation for Promotion of Cancer Research can be divided into 3 components.

1.) Tattended the Advances in Neuroblastoma Research meeting in Makuhari.
This was an international congress attended by hundreds of investigators from many
countries. Most of the papers and posters dealt with the molecular genetics of
neuroblastoma. I was able to participate more actively in the clinical sessions, and
discuss the new therapeutic and diagnostic strategies under consideration in mutually
rewarding interchanges.

2.) Iparticipated in the International Symposium on Childhood Cancer
Survivors, also in Makuhari. Study of the late effects of successful cancer therapy has
not been much explored in Japan, but is a long-standing research interest of mine. It
was therefore useful for me to be able to contribute to the discussion and to interact
with the cured cancer patients who attended.

3.) This aspect of pediatric oncology carried over into the lectures and
consultations I was invited to present. Two of my talks dealt with the question, “Is
childhood cancer a chronic disease?” It was thus an opportunity to discuss the multi-
faceted late effects issue. “When can I be said to be cured?” is a major concern
among survivors. My presentations therefore included a concept of cure that is part of
the so-called Erice Statement, of which I am a co-author. That concept addresses the
elapsed time needed for the decreasing likelihood of relapse to reach zero. A third
lecture was directed to the fact that the number of pediatric surgical trainees in Japan
has decreased over the years. Perhaps for that reason I was asked to speak on the role
pediatric surgeons have played in the notable progress that has been made in pediatric
oncology. It is to be hoped such a review might stimulate more trainees to enter this
important specialty. The consultations had to do with two patients with
neuroblastoma at St. Luke’s Hospital in Tokyo. Their physicians face difficult
management decisions in these children; they said the advice and opinions offered
were helpful.

I feel my visit has been of benefit both to me and my Japanese colleagues as we
together battle childhood cancer and its many repercussions.

‘Giulio J. D’ Angio, M.D.

Professor of Radiation Oncology, Pediatrics, and Radiology (Emeritus)
University of Pennsylvania School of Medicine

Philadelphia, Pennsylvania 19104
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The JMFC Fellowship Program
Research Report

Sponsorship of an JMFC Fellowship permitted me to attend the Advances in
Neuroblastoma Research (ANR) meeting from May 21 to 23 at the international
convention complex in Makuhari, Chiba, Japan, the 2008 International Open
Symposium on Childhood Cancer Survivorship: Bridge to Our Future on May 24, 2008,
to visit both the National Center for Child Health and Development in Tokyo and the
Chiba Children’s Hospital on May 26, 2008.
At the International Open Symposium on Childhood Cancer Survivorship:

Bridge to Our Future, I also heard presentations on Treatment Situations in Developed
and Developing Countries and Voices of Survivors. At the Open Symposium, I
presented a talk entitled: “ Survivors of Childhood Cancer: Critical Question and
Directions” that emphasized transition of young adults who have survived childhood or
adolescent cancer. I noted that in the United States, three of every four children with
cancer are now able to be cured, and that research has enabled treatment to reduce
many of the long term complications that accompany cure. An overview of the last 30
years of pediatric cancer therapy demonstrated that once cure was thought possible,
randomized clinical trials began to define the most effective and least toxic treatment.
By the 1980s late effects of treatment were recognized and it was possible to determine
the most appropriate therapy for each child based on known prognostic factors.
Refinement of these principles and recognition of the dose effects of radiation and
chemotherapy led to further reduction in treatment. During this decade, programs for
surveillance, counseling and intervention have been developed and greater interest has
developed in the quality of survival.
Questions that remain for the future include the following:

*  How best to provide comprehensive care throughout the life span of survivors

*  What is the best venue for follow-up care

* Will insurance cover necessary care

* How to monitor changes in survivors as they age

* Does systematic evaluation and follow-up care reduce late effects

The other speakers at the Open Symposium spoke on treatment history of childhood
cancer, follow-up of survivors, and the situation in Germany, India, Vietnam and Japan.
During the second session survivors from Finland, Canada, the Philippines and Japan
spoke. This was very illuminating for the attendees and revealed much of survivors’
feelings and hopes. This session was excellent.

The ANR meeting was also interesting. The study by the investigators from
Genoa about the treatment of spinal compression by neuroblastoma and the late effects
of chemotherapy and/or radiotherapy was the only clinical presentation during the
meeting and I commented on this. While their study was small, and some might object
to the lack of randomization or controls, I believe they clearly demonstrated that
chemotherapy for neuroblastoma as the first treatment of choice with surgery and/or
radiation therapy reserved for patients who do not respond well, guarantees the fewest
late effects. If there is an incomplete response, limited resection rather than complete
laminectomy provides the best change of good quality of life in the future.

At the National Center for Child Health and Development, [ was accompanied
by Dr. Yukiko Tsunematsu who showed me the clinical in- and out-patient oncology
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areas, the radiation oncology suite and the intensive care units. I met with the president
of the hospital and the research institute and learned much about the national efforts. [
was extremely impressed with their work and the plans to foster optimal health care
throughout the life span. My talk on “Childhood and Adolescent Cancer and Beyond”
was attended by hospital physicians, trainees and Institute scientists.

On May 26, 2008 I also spoke on “Childhood and Adolescent Cancer and
Beyond” at the Chiba Children’s Hospital and was hosted by Dr. Yuri Okimoto and Mrs.
Fumiko Inoue. This was also attended by pediatricians and scientists who asked very
thought provoking questions regarding the future health of children treated for cancer.

The most important thing I learned during this visit is that Japanese physicians are now
speaking openly to patients and their families about cancer. They have begun to speak
about the strong possibility of cure since they are able to achieve the same excellent
survival figures as other developed nations, but they also are considering the late
effects of their therapy and are working to reduce them. My new area of research
concerns the most efficient and practical means of providing life long care to adult
survivors of childhood cancer, and I believe that Japanese researchers will also wish to
contribute to our knowledge in this field in the future.

Anna T. Meadows, MD

Professor of Pediatrics; Director, Pediatric Cancer Survivorship Program
The Children’s Hospital of Philadelphia

June 11, 2008
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Education of Young Staff

Luis Carlos Losso, MD, PhD

ABC Foundation School of Medicine
Edmundo Vasconcelos Hospital
Center for Thoracic Diseases

Sao Paulo — Brazil

Gratitude

First of all, | would like to thank Dr. Tsuchiya for the kind invitation for visiting the
National Cancer Center Hospital; it is a real honor and a pleasure to be here again
with him, Dr. Asamura and colleagues | already had the opportunity to meet during
my first visit to Japan in 1995 and also three years latter during the VATS2008, as a
guest of Dr. Naruke, our much-missed and dear friend.

The lecture | was invited for, “Education of Young Staff” is a fascinating one and |
hope we can share some reflections on it.

Open Thoracic Surgery

In America, the organized thoracic surgery education and training began with the
establishment of the first thoracic surgery resident program at University of Michigan
in 1930. Since that time, thoracic surgery matured rapidly, mainly during Word War |l
and has strikingly advanced, propelled by a great scientific and technological
development. The surgeon has reached the domain of the surgery, having acquired
well-established standards throughout the years, in the whole world.

Japanese Thoracic Surgery

Contributing to that fantastic development of surgery, Japanese physicians as Ikeda
(bronchoscopy), Ishikawa (pioneer on thoracic surgery), Naruke (lymph node
mediastinal map and sentinel lymph node), Suemasu, Asamura, Tsuchiya, Watanabe,
Kameyama (extended thoracotomy), Takeno, Hata (radical), Harubumi
(bronchoscopy) and Nakayama among others, have built during about 50 years, the
new fundamentals of the modern thoracic surgery; not only those men, but also a
wide range of people working with and for them, as doctors, nurses, technicians,
engineers, designers, physicists, secretaries, translators and photographers.

Video Assisted Thoracoscopic Surgery

Suddenly, in the early nineties of twentieth century, those surgeons received the
impact of a new alternative for operative approach, less invasive and which has
presented to them, new and outstanding technical characteristics: the surgeries could
be performed through small incisions, the operative field was seen on video monitors,
the vision was bi-dimensional, the images of the structures were 20 folds enlarged,
and more, the operations were carried out with the usage of new small diameter
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specific instruments. Once more, during the last eighteen years, pioneer surgeons
around the world have been facing the new challenge and winning it. They have been
developing and establishing more and more complex and major video-assisted
thoracic operative procedures.

First Video Assisted Thoracoscopic Surgery Meetings

In 1992 the NCCH organized the First Annual Meeting on VATS in Japan; in 1993,
the First International Meeting on Thoracoscopy and Video Assisted Thoracic
Surgery took place in USA and during the same year, the first Brazilian Training
Center on VATS was founded at the Edmundo Vasconcelos Hospital in Sao Paulo,
Brazil. International renowned thoracic surgeons attended all those meetings to
exchange experiences and stimulated young surgeons all over the world to start
training, opened doors for relationships with the devices companies on the
development of VATS instruments and were the first step for the development of
pulmonary major resections in many countries. In Japan the result was that during
2006, about 75% of all lobectomies were performed by VATS. In Brazil, this
percentage is not too high, around 10%.

And due to those efforts, when we are entering in the 21% century, thoracic surgeons
can look back with pride and gratitude to their predecessors who placed a high
premium in medical education and surgical practice.

Robotic Endoscopic Surgery

But, in this information age, we have been heard about brand-new high-tech
surgeries and a tremendous technological development has brought to surgeons a
new challenge: the robotic endoscopic surgery. Major operative technical advances
aided by surgical robots have been fundamental for its development and applicability
such as the remote surgery, the minimally invasive approach and an unmanned kind
of surgery. Other major advantages of robotic surgery are precision, miniaturization,
smaller incisions, decreased blood loss, less pain and quicker healing time. Further
advantages are articulation beyond normal manipulation and three-dimensional
magnification. And for us an old challenge appeared once more: the need for
acquires new sKills.

New Phenomena

However, during the last decades, as the students, residents and doctors™ personal
and professional lives evolve and develop, a variety of new phenomena have
emerged and have been interfering in the picture of surgical education and training.

Those phenomena are the diminishing attractiveness in medical school, in surgery
and specifically in thoracic surgery as a career, the increasing number of patients
managed by percutaneous, endoscopic or bronchoscopic interventions; the unknown
impact of less invasive or robotically assisted new procedures; the changing
demographics of medical students and residents; the lifestyle and stress-related
concerns of surgical residents and practicing surgeons; the change in societal
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expectation (changing patient expectations about the role of residents in their care);
the job reimbursement and malpractice issues; the need for better tools to assess the
outcomes of surgical education and the continued competency of practicing surgeons
and mentors; extensive service requirements in the hospital environment, increasing
specialization, among many others.

As teachers involved with education and training thoracic surgery, we are responsible
for managing those phenomena, working on those men and, mainly, enable them to
follow the highest ideals of Medicine and to acquire surgical and spiritual skills.

Apprenticeship Model

So much information and technology disposable and too many teachers and time to
surgeons learn.

In Brazil, many schools of medicine introduce video endoscopic surgery into their
curriculum-based educational programs, enabling specific training for interns PG1
and PG2 surgery residents. In thoracic surgery residency program, the
apprenticeship model for education and training has been used since 1930 in almost
all countries in whole world, as well as at Edmundo Vasconcelos Hospital; the
residents work exclusively with one or two faculty members during a designated
period of time. Apprentices work side by side with their faculty mentor, see their
patients in clinic before their operation, be involved in their operation, see their
patients afterward in follow up in the clinic and in the office, and are involved in the
care of their mentor’s patients. Apprenticeships do require dedication and availability
of the faculty assigned to lead apprentice rotation.

However, a niche of highly skilled surgeons, with valuable conventional thoracic
surgical experience, lacked obviously, the academic learning and did not have the
same opportunity and more, needed the incorporation of minimally invasive
procedures into their surgical practice, for fundamental and meant professional
updating and prestige.

Training

There are no more doubts about the incorporation of VATS into conventional thoracic
surgery; so, the need and value of training programs is clear: to acquaint thoracic
surgeons with new equipments and allow them for learning and training of both basic
and advanced procedures, as well as, to develop specific skills and to research in
thoracic surgery, according to well established models.

The training program for young surgeons runs with the same philosophy of the
apprenticeship model and should be understood as a complement of the fundamental
thoracic surgery education; it always starts with the indispensable and previous
domain of all essential content areas of surgery, with the knowledge of the wide
variety and utility of each endoscopic and robotic equipment and instrument. The
initial training steps are performed in animal organs inside endotrainers of the
thoracic cavity, in which the trainee should pay attention to the precise familiarization



with the open and endoscopic 2D or robotic 3D anatomy of the thoracic cavity; with
the understanding of the strategy of the intercostals’ approach; with the development
of surgical skills in laboratorial manipulation specifically on how to handle instruments,
as well as, how to develop bi-manual and visual coordination of movements.

As trainee’s deftness improves, training is moved from endotrainers to live animals,
pigs usually, and from basic to more complex tasks like dissection, suturing and
procedures. Acquiring the ability for the prevention and the control of intraoperative
accidents, the trainee completes his basic or advanced training program. Each
trainee during his training program is assisted by two more young colleagues, one
instructor and by one or two surgical interns, selected based on their curriculum at
the university. Training time at this stage depends on surgeon’s higher or lower
capability.

During the last 16 years we have been organized and participated of all training
courses scientific supported by the Brazilian Society of Thoracic Surgery.

Simulators

In many areas of human activity, the use of simulators has had a tremendously
positive impact on education, training and certification. The rapidly changing
landscape of thoracic surgery, requiring the development of new skills in areas such
as minimally invasive or robotic procedures, percutaneous technology and
interventional bronchoscopy, could also use the benefits of simulation in training and
certification; new simulation technology could enhance the general thoracic surgeons’
efforts to retool or retrain themselves in other thoracic subspecialties. Over time,
simulation shall surely become a required method for demonstrating proficiency,
achieving and maintaining certification, and the adoption of new technologies after
certification. Simulation will also become a core element for post-graduate education,
helping to bridge the rapidly widening gap between what practitioners learn in their
initial training and new practice methods that must be mastered after practitioners
complete their training and enter practice. And finally, could also be useful for team
training experiences to improve communication, judgment and safety.

Thoracic Simulator

The Center for Thoracic Diseases of the Edmundo Vasconcelos Hospital is start
deveioping a new model of simulator based on a previous experience of the Center
for Rhinology; the thorax and its contents are made with a new kind of tissue named
“Surgical Neoderm”; this tissue, when reacting to the addition of different types of
polymers, make possible the creation of about 36 kinds of new tissues with different
colors, consistencies and elasticities, which allows the creation of anatomic thoracic
organs such as lungs, heart, arteries, veins and ribs, which allow for quite real
operations. Cutting and suturing and reusing this non-toxic tissue are possible duo to
its partial healing capacity.



imal Laboratory

Meanwhile, with the knowledge of the fundamentals of thoracic surgery, minimally
invasive procedures and endoscopic robotics surgery and enough training acquired
with endotrainers and simulators, the surgeon start exercising in corps and live
animals under general anesthetics. The aim of this stage is to reproduce the
surgeries that will be performed in the real operating room. The positioning of each
element of the surgical team and his training performance, not only as surgeon, but
also as assistant and cameraman, is fundamental to the process. It is necessary all
be trained, for every unpredictable operative occurrence.

Procedures

Each and every step of a real operation must also be followed during a laboratorial
thoracic procedure. As the group’s deftness and skills improve, more and more
complex procedures are introduced to the surgical team and trained such advanced
procedures as thymectomy, lobectomy, segmentectomy, bronchoplasty and lymph
node radical dissection. Difficulties and accidents, which may occur at all steps, must
be prevented through careful handling of intrathoracic structures. The repetition of
procedures will lead the surgeon to perform at ease and with confidence. Each new
operative technique must be trained until its total assimilation. Training leads to
deftness, self-assuredness and capability, which lower the number of accidents and
complications.

Laboratory of Surgery

Fifteen years ago, José C. Andrade a brilliant Brazilian cardiothoracic surgeon,
proposed a new model for teaching and training thoracic surgery called Laboratory of
Surgery, a hybrid simulator for teaching most of the basic skills of open and
thoracoscopic surgery. | presented the model at the 4™ |nternational Congress on
New Technology in Surgery in December 1998 in Munich, Germany. At the
laboratory a real operating room is reproduced and a mannequin is used such as a
patient. The thoracic cavity of the mannequin is prepared to receive a fresh fixed
human anatomic piece obtained from cadavers or a live animal under general
anesthetic. Professors of surgery carry on thoracic procedures and usually simple
and complex thoracic operations such as lung biopsy, Ilobectomy, Ilung
transplantation, minimally invasive thoracoscopic lobectomy and lung volume
reduction surgery can be performed. The possibility of interrupting a no risk operation
encourages interacting with the professor and there is enough time for the trainees
with supervision. The method was proved to be efficient teaching technique due to
several facts. First of all, due to the perfect reproducibility of the surgical conditions;
second, the improvement in the way surgery is learned and taught; third, due to the
fact that the surgical field is clear-cut, and the surgical team is relaxed; fourth, the
possibility of the interruption of the surgical act without the complications that could
develop during a real surgery and, finally, the opportunity of obtaining a video library
with high quality definition images of different procedures performed by renowned
professors. This is the condition desired by surgeons to perform operations at the
laboratory, and which would confer success to the proceedings.
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Investigational Techniques

Just at the training center, investigational and new operative technical procedures
should also be created, developed or trained. It is no longer appropriate or
acceptable to have a surgeon dithering in theatre. At our training center we have
been performed chest tube pleurodesis with iodopovidona for malignant pleura
effusions, thoracoscopic sympathectomy under a single lumen endotracheal tube
anesthetics and through one-centimeter armpit incision, videothoracoscopic first rib
resection, videothoracoscopic hyperthermic intrapleural chemotherapy and also
simultaneous staple of the hilum structures in VATS lobectomy for benign disease.

Visiting Professors

The opportunity to receive visiting professors at a training center offers the trainees
the chance to be exposed to vast experiences in the field of open, minimally invasive
surgery and robotics. They are highly stimulating and meaningful. The observation of
surgeries performed by renowned and more experienced surgeons is valuable to
extract precious operative tricks. The video recording of the surgeries allows for later
viewing and reviewing of several procedures, for exercising critic and correcting
technical imperfections.

Tutored Operations

It is important, however to emphasize that learning on simulators or in a simulated
environment should always be considered an adjunct to, not a replacement for,
learning in the actual operating room. The trainee must know the basic skills and be
able to undertake complex maneuvers by the time he comes to the operating theatre.
Graded exposure along with appropriate support when necessary is most effective in
transferring skills from tutor to student. This should also not be limited to the
operating theatre, but augmented by discussions and feedback before and after each
case. In addition, the postoperative dialogue of each procedure can be supported by
video footage of the operation. The apprenticeships model is still recognizable as
graded exposure in the operating suite, but amplified by a number of other factors.
So, tutored surgeries in human beings are part of the training program. It is
fundamental that they occur, always after the basic and the advanced training
procedures taken place at the laboratory. Assisting more experienced surgeons
initially, and then being assisted by them, allows a deep and solid operating
enhancement. The initial tutorial tranquilizes the beginner thoracoscopic and robotic
surgeon and guarantees the success of the surgery. No one is authorized to perform
surgeries without having passed through all educational and training steps. The
surgeons should start with operations already well established by time.

Certification
General surgery board certification after a two-years general surgery residency is a
prerequisite for subspecialty board certification in Brazil. Thoracic surgery residency

program starts only at the third postgraduate year; six years after graduation are
needed, beyond exceed a minimum requirements of operative experience, to the
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young surgeons be able to submit themselves to a certifying examination for
obtaining their official recognition by the Brazilian Society of Thoracic Surgery for
performing open thoracic operations as well as minimally invasive procedures. Only
with that recognition, thoracic surgeons are support by the Brazilian Society of
Thoracic Surgery in case of medical legal concerns.

Personal Training

| have been fortunate to have my thoracic surgery education and training as well as
the chance to coexist and observe great Brazilian names in thoracic surgery such as
L. Losso, B. Guida Fo. O. O. Santos, V. Forte, A. Ribeiro Neto, many of them pupils
of the renowned E. J. Zerbini and J.Teixeira. My training program was essentially an
apprenticeship model and | have had a maintained large case volume and a large
variety of procedures to perform. | believe this is still true for most of the thoracic
surgery programs in my country and also in most countries of the world.

The last training and lifetime step is the opportunity for visiting renowned thoracic
surgery foreign institutions headed by internationally prestigious thoracic surgeons.
Almost all medical institutions around the world receive surgeons for training. Here, in
the National Cancer Center Hospital, you have been receiving surgeons from the
whole world, as well as many centers in North America, Europe, Asia and South
America, for short or long training including activities as daily rounds, operating room,
clinical sessions, conferences, pathology sessions and others. Many schools of
medicine in Brazil have scientific exchange programs which allow interns and
residents in surgery for training periods in renowned surgical centers around the
world; Mogi das Cruz University, for example, has a very good relationship with the
Tokyo NCCH, the Chiba NCCH and also with Japan School of Medicine.

Developing and improving international exchange of knowledge experience and
techniques concerning thoracic surgery is an up to date attitude in the whole world.

During my professional life, | have been also fortunate to know, to visit and learn with
great surgeons around the world such as T. Naruke, M. J. Mack, G. Roviaro, R. J.
McKenna Jr, A. Lerut, and A. Yim. R. Lewis, R. Ginsberg, M. Krasna, R. Rami Porta
and others. Just now, after this stay in Japan, before backing home, | am going to
Padua, ltaly, for a two-days visit to Prof. Federico Rea who is currently involved with
thoracic endoscopic robotics surgery.

The Future

A revolution is occurring in surgical education, driven by the introduction of surgical
simulators for the training and assessment (and eventually the certification) of
surgical technical skills. The revolution is a combination of devices (simulators),
processes (curriculum-based training), validation (objective assessment), and policy
(criterion-based benchmarks) to usher in proficiency based training. This result in a
fundamental shift in the way surgeons will be educated and trained in the future.
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The training centers have been playing essential role, leading to an enormous
development of this operatory access in its short lifetime. They also provide surgeons
with personalized private training in well-established minimally invasive thoracic
techniques and in the development of new specific procedures; and second, to be the
site of excellence into minimally invasive thoracic surgery research production,
because they gather, highly specialized endoscopic surgeons and state-of-the-art
technological structure. Short-term training programs for young surgeons to “global
learning” should be stimulated and enabled. Teaching and training should be, in the
near future, private and personal. Finally education and research are to be the main
reasons for the existence of training centers with new models of teaching.

May all of us who are entrusted with the responsibility and privilege to educate young
surgeons be inspired to follow those principles.

Brazil-Japan

Finalizing this lecture, | have to express in few words the friendship between
Japanese and Brazilian thoracic surgeons; | knew Dr. Naruke in 1990 in Brazil during
his first visit, as guest of the 1st International Workshop Brazil-Japan on Thoracic
Oncology, supported by Mogi das Cruzes University (Head Prof. Olavo Ribeiro
Rodrigues) and Edmundo Vasconcelos Hospital (Head Luis Carlos Losso) and since
that year, Dr. Naruke visited Brazil seven times and Dr. Tsuchyia one. The next
meeting will be held in 2009 and Dr. Asamura will be there with us. In 1997, Dr.
Naruke was my guest as the Asian Vice-President of the VATS1997 in Sao Paulo,
Brazil, and in the next year, | was invited by him to be the South-American Vice-
President of the VATS1998 in Tokyo, Japan.

Atlas

In 2002, | was invited to be the editor of an Atlas of Operative Techniques in General
Thoracic Surgery. Tsuguo Naruke, Antoon E. M. R. Lerut, Michael J. Mack, Rui
Haddad and Mario C. Ghefter are Associated Editors. The atlas will deal exclusively
with operative techniques in a “How to do it” basis. This means a consultative book
that should and could be read every time by students, residents, fellows and even by
skilled general thoracic surgeons that will have interest in learning or need to rewind,
step-by-step, a specific standard or advanced thoracic procedure including all fields
of general thoracic surgery as well as minimally invasive procedures and also training
them. Renowned thoracic surgeons from all over the world shared this idea with us.
Naruke was tremendously involved with the atlas inviting many Asian thoracic
surgeons as contributors. | have had the opportunity to meet many of them during
these days in Japan. Unfortunately Naruke is not physically among us just when we
are in progress of the publishing work of the atlas, but we feel he knows the proud
and great honor for been his friend.
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| would like to thank once more Dr. Tsuchiya and you all for your kind invitation. |
believe that today | accomplished all | have wished for: the opportunity to improve the
friendship with you all and also, pay tribute to Dr. Naruke.

Domo arigato gozaimashita
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Report on a Laparoscopic Fellowship to Jichi
Medical School, Saitama and to the National Cancer
Centre, Tokyo care of the Japanese Foundation for

Multidisciplinary Treatment of Cancer
William James Speake

Consultant Colorectal Surgeon MBChB DM FRCS
Derby Colorectal Unit, Derby, UK

Introduction

This fellowship was for two weeks in mid October 2008, incorporating the
Japan Society of Coloproctology meeting, 17/18 October. It was
predominantly a laparoscopic fellowship but it provided an extremely
valuable insight across all aspects of colorectal surgery.

Laparoscopic Training

Several laparoscopic procedures were observed including straight forward
colonoscopic resesctions for cancer up to to complex total colectomy with
mucosectomy for dysplasia in ulcerative colitis. Tips and advice too
numerous to mention were gained from the Professor Konishi at Jichi and Dr
Yamamoto at NCC, but particular items of note was the importance of
having a well trained team; the operating room set-up; port site positioning
and use of experienced assistance. Other very useful pointers included
methods of keeping the small bowel decompressed, controlling bleeding and
the retroperitoneal dissection technique. Some of this advice is not widely
recognized in the UK and will be of paramount importance.

Open Surgery

I am far more experienced at open surgery as compared to laparoscopic
surgery, however an exchange of ideas has occurred and I hope it has been of
benefit to both parties. It certainly has been beneficial to me and seeing
procedures such as mucosectomy with a muscle cuff, of which I have only
limited experience and lateral lymph node dissection, of which I have no
experience has been priceless.

Other tips such as the use of omental pedicles after abdomino-perineal
excision and the use of separafilm after APER and for ileostomy construction
will be adopted when I return to my hospital.

Endoscopic Practice

Kudo pit patterns and Kichuchi/SM invasion I have heard of but their
practical use has been made clear. Endoscopic submucosal dissection (ESD)
for early colorectal cancer is very much in its infancy in the UK but this is
something that will develop rapidly I'm sure. Electronic storage of numerous
pictures allows endoscopic examinations to be reviewed and this has been
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demonstrated to me as being very useful, again this is something that I will
try to develop at home. The concept of right sided hyperplastic
polyp-carcinoma sequence is something that has been expanded on
dramatically after visiting Professor Konishi’s department and also at the
JSCS meeting (see below).

Oncological Practice

Japanese concepts of cancer are more developed than in the UK particularly
with repect to early cancer and lymph node metastasis. The concept of early
and advanced colorectal cancer, its recognition and its corresponding
management (ESD, D2/D3 dissections) has been an education to me. The
techniques of initial specimen dissection and lymph node harvest have been
demonstrated and their advantages made clear.

The Japan Society of Coloproctology Meeting, Tokyo October
17th/18th 2008

This was held over 2 days at the Hotel Nikko, Odaiba, Tokyo and was an
extremely educational meeting. The venue, catering and conference
organization were first class.

Keynote lectures by international experts gave state of the art opinion on
several subjects; Lars Pahlman a renowned Swedish Surgeon spoke in detail
on the use of radiotherapy for rectal cancer, including its indications,
advantages and drawbacks. He also introduced the new concept of
cylindrical/levator wrap surgery for abdomino-perineal excision of the
rectum. Tracey Lynn Hull, a surgeon form the Cleveland clinic, Ohio has a
wealth of experience in managing inflammatory bowel disease (IBD),
including open and laparoscopic surgery. She gave a cutting edge talk on
IBD, covering various areas such as pouch surgery, one port surgery and
balloon dilatation of Crohns strictures amongst other items. There were
further key note talks on the use of bowel preparation both in the elective
and emergency settings from Dr Hsu, Taiwan, Former president of the Asian
Federation of Coloproctology. Richard Cohen a surgeon at University College
London, but previously St Marks, gave a lecture around contentious current
colorectal issues.

I gave a summary talk on the practice of laparoscopic surgery for IBD in the
UK in a session on the same. This was an extremely informative session and
I think this will be my next laparoscopic challenge on return to the UK.
There were other talks give in Japanese but despite my atrocious
understanding of the Japanese language the talks and especially videos were
very educational. This was aided by Professor Konishi and his team
whispering key points in translation!
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Whilst at the meeting I attended a research group meeting on the interesting
concept of hyperplastic polyp- carcinoma sequence. This is not a widely
recognized concept in the UK but may well become of great relevance.

The exchange of ideas on an international scale that occurs at events like
these is irreplaceable. This was aided informally by the dinner on the Friday
evening at an extremely nice Tofu restaurant, where new friends were made
and ideas exchanged.

Summary

This has been an extremely educational fellowship and coming at this stage
in my career, shortly after starting independent consultant practice and
after 45 laparoscopic colorectal resections has been perfectly timed. Professor
Konishi has been extremely dedicated in making this fellowship as good as it
has been and the coincident timing with the JSCS meeting worked perfectly.
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Name: Richard L. Theriault

Current Employment and Status: Professor of Medicine, Department of Breast Medical
Oncology at the University of Texas, M.D. Anderson Cancer Center

Research Achievements: Role of bisphosphonate in the treatment of breast cancer

A bisphosphonate preparation is an analogue of pyrophoric acid, and it exerts a
potent inhibitory effect on proliferation and maturing of osteoclasts. The action
mechanisms are inhibition of hydroxyapatite decomposition through binding to
hydroxyapatite, uncoupling in bone remodeling and promotion of osteoclast apoptosis.
In the clinical studies conducted so far in metastatic breast cancer, bone fracture rate,
necessity of radiotherapy, necessity of surgical therapy and pain improvement have been
adopted as endpoints. In the conventional clinical studies, the palliative care effect of
a bisphosphonate preparation was recognized but no survival benefit was demonstrated.
After the non-inferiority of zoledronic acid to pamidronate was verified, the NCCN
Guideline recommends coadministration of pamidronate or zoledronic acid with
calcium and vitamin D as the recommendation of Category 1.

A decrease of bone mineral content is known to occur with breast cancer therapy
such as chemotherapy and endocrine therapy. It is investigated to use a
bisphosphonate preparation as a countermeasure, and especially zoledronic acid and
pamidronate are studied frequently. It can be said that a bisphosphonate preparation
can maintain bone mineral density (BMD). Although the NCCN Guideline proposes
to use a bisphosphonate preparation against the decrease of bone mineral content caused
by cancer therapy, but the FDA has not approved such use as yet. The approval in next
year is anticipated.

In adjuvant therapy, a bisphosphonate preparation is expected not only to maintain
bone mineral content but also to suppress bone metastasis or recurrence and decrease
breast cancer mortality. In the old studies using clodronate, large variations were seen
in the effect to suppress bone metastasis and recurrence. In the recently published
results of a study on combination of endocrine therapy and zoledronic acid (Study
ABCSG12), improvement of DFS was recognized in the group using zoledronic acid.
This was an extremely favorable result. Also in Study Zo-FAST, suppression of
distant recurrence was seen, suggesting the necessity of further investigation on
coadministration of adjuvant and a bisphosphonate preparation. Also, clinical study
results on other bisphosphonate preparations such as clodronate or different using
schedules of zoledronic acid are anticipated.

In the question-and-answer session, Japanese doctors actively made questions such
as when to start using a bisphosphonate preparation in patients with metastatic breast
cancer, when to terminate using a bisphosphonate preparation in the case of a static
lesion, whether to continue using for about 2 years, whether to periodically perform
bone scintigraphy in adjuvant therapy, etc. Also, American doctors asked about how
bisphosphonate preparations are selected and used in Japan, and active opinion
exchange was made. In addition, a case of spindle cell carcinoma having responded to
zoledronic acid was introduced from the floor, eliciting great interest.
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Name: William T. McGivney

Current Employment and Status: Chief Executive Officer of the National Comprehensive
Cancer Network (NCCN)

Research Achievements: Cancer-related medical economics

It is estimated that the medical care cost in the United States will reach 3.6 trillion yen per year
in 2014, in other words, 1 of 5 dollars used in the United States will be spent for medical care. The
yearly increase of medical care cost is as high as 7-8%. In the United States, cancer is ranked
second among various causes of death, and cancer has now become a chronic disease since the
therapeutic regimens have been improved. The therapy term prolongation also brings about higher
cost in cancer therapy. Especially, introduction of molecular-targeted therapy is one of the
important factors increasing the medical care cost.

American medical care system:  The systems for the federal government, private insurance
companies, employers, etc. to bear the medical care costs being different from Japanese medical care
system were explained. Also, concerning drug approval, the meaning and problems of the
evidence-based indications approved by the FDA and Drug Convendia were also interpreted.

About the concept called “consumer-based/driven healthcare”:  For effective and efficient
healthcares, patient education and regimen selection by each patient are necessary.

Evaluation of healthcare quality: It is important to evaluate the quality of healthcares
provided by clinicians. ASCO and NCCN Guidelines should be utilized for appropriate healthcares.
It is an important mission of NCCN to notify all interested cancer community people of what
appropriate healthcares are. In other words, the NCCN Guideline shows the standard healthcares in
the United States

In addition, the cancer therapy cost-related problems currently encountered in the United
States and the countermeasures: It is a more common way of thinking in the United States than
in Japan to regard medical care as a business. The differences in medical care system between
Japan and the United States have been clarified, and it is not appropriate to make a sweeping
judgment about which is better. It is not an opinion leading to fundamental resolution that
American medical care system is better since new drugs can be used promptly. It is considered
necessary to construct Japanese own medical care system suitable to Japanese insurance system and
medical system based on people’s consensus on medical care quality/cost.
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During my stay in Japan from February 28, 2009 to March 9, I was very
welcomed by Japanese coworker hematologists. I would like to thank for
their hospitality. My achievement of this period can be summarized as
follows:

1. T/NK-cell lymphomas are not common in the Western countries, but are
relatively more frequent in East Asia. We are now conducting “Phase II
study of SMILE chemotherapy for stage IV or relapsed/refractory
extranodal NK/T-cell lymphoma”. Again I realized a need for our
collaborative study among East Asia. For this disease I proposed a
retrospective survey of patients who could not be enrolled for the SMILE
phase II study. This kind of research is important for future studies as
well as for patient care because not a few patients cannot be registered to
the SMILE study.

2. Meeting with Dr. Kawa and his colleagues regarding chronic active EBV
lymphoproliferative disorder (CAEBV-LDP) was very meaningful for me.
CAEBV-LPD is sometimes met in Korea. I have several adult cases and
the relationship between pediatric and adult patients will be an
important future subject.

3. Regarding intravascular large B-cell lymphoma I was happy to know a
plan of prospective study. This disease is sometimes seen in Korea, but we
did not have an idea for clinical studies. If possible we would like to
participate in this study.

Finally, I would like to thank for all doctors I met in Japan and also for
- Japanese government for invitation. I hope we can keep our international

collaboration for a long-time.

Won Seog Kim
Samsung Medical Center
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TAHXSHEL TV D,

2) bREOMKRFEEREOME LS & 5% O%E  SIOPEN 5% A7
Zé&

SIOPEN TR BRICEW TR~ BHMIcAERREREZNT
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X7=, MRFEOLE., bEICE T A FEMR AT 200~250 4] &
HEINnNTHBY, %)xy%ﬂi@“ié%:/)\i& MBI EMNDL, RICE
JEBBERRBRICBM L E L THLEDORKMEHBDLICIEEWEA %
ME LT 5, B XS a0 AP Mg~ OB KRBIZ SN
THIELIZLIVEOEWEEESZITOND Z L 2RFAET 5H L 5 22 H
HEEGR L, %< OBFITEIRIE GUBR) ~OB e @R L LT
RTCEALIHAIETRETHD, T U TREKIZBIT B 7 v— W5
EOEELLE, RITICANBRSEITOMERH D,

* 7-. 418D Prof. Tonini DH KN 5H ., SIOPEN Tidx7 / A8 L OEMR
TR OMEBENHITIC OV TONEOMENT & FEOERD H 52,
SIOPEN Tt Iz B LI FEAENFTE SN TE Y, 2010 F
FHERH Y ba—AdBme s T2 2 ERHPLE, —7F,
JNBSG DR IFNEF#% ¥ C1x COG DETHHEEE (MYCN = &°—
¥, DNA ploidy) ZEIZ/ESNTEY, S% 071 b a— U {ERKED
T HEEMEERIZ OV L SIOPEN ICEBRZR OB LIS/ LB
FOBETRERAOHENENTORAICOWVW TR T OILERHD LE
bbb,
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JNBSG 1% 2006 DI RSB MiER % 114 HERIZEML, &Y A7
ERIRBFZEICDOWTIEL, 2 DO L FEE L TEE L BT TE, 261
FElE Y X7 ERRMSE, PR X 7 ERIREGE. R Y R 7 BRIRWFIE DN
FERIZmT C O —TFORDEFZ T TIWMYVBATHS, ZhizYizy,
4[] D Prof. Tonini O#FEFEIZ 2 - T SIOPEN TO#RIER /L — 7 A
25 4, FFRERFAE D EE A MY JNBSG O HLIR & bk L < SIOPEN @
Ei&aRE4 52 L0 H¥kZ,

FOFER, INBSG o5 %o FmEE LT, /NERAEMIEE ~DERN
BLOEHEKRBRA~DOS M E & SR L, 2 < ORI E B IZE IR
78 (RBR) ~DOZMEBINEE L TRERTEDLLICTRETHDLZ &,
TOTRMKIZBT D 7=t L 0G5 %, REICANKRT Z
ITHORENRNDHBZ &, (R ERESTLDBEO T — & 2 & LT
IRFTE~DOIEH 2 HET ILNERNDH A Z L2 BET L LN, 4%
DOWFFEIEFEIC KM ST TN WS LB ORM AN EE M HAT
BHTENER LT,
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Chiba, March 22", 2009
Name: Gian Paolo Tonini
Institution: Translational Paediatric Oncology, National Cancer Research Institute (IST), Genova,
Italy
Subject: report on stage at the Chiba Cancer Center Research Institute, Chiba
I spent two weeks at the Chiba Cancer Center Research Institute, from March 8™ to 22nd, 2009.
During my stage I given four seminars, two laboratory seminars at Chiba Cancer Center Research
Institute and two conferences: one at the National Research Institute for Child Health and
Development and another at the National Cancer Center in Tokyo.
The first laboratory seminar was an overview of my laboratory projects entitled: “From pangenomic
profile to tailored therapy of neuroblastoma”. I have the opportunity to show several results of my
laboratory teams in particular concerning the neuroblastoma pangenomic analysis using both
microarray and MLPA (multiplex ligation probe amplification) technology. I showed the use of
MLPA to analyze Italian neuroblastoma tumor samples. This technique is a very useful tool to
explore DNA imbalances and it has a good quality/cost ratio: MLPA is an useful quick and chip
diagnostic test. My seminar has given the opportunity to discuss in deep with Nakagawara’s group
several molecular aspects of tumor markers and patient risk classification.

Cluster 1

Cluster 2

Stroma poor tumor Stroma rich tumor i"

March 12" I attended at the National Research Institute for Child Health and I held the conference
entitled “From pangenomic profile to tailored therapy of neuroblastoma”. In the National Research
Institute for Child Health I meet Prof. Junichiro Fujimoto and his team and discussed about the
European Neuroblastoma Study Groups and SIOPEN organization. We exchange our information
about the molecular diagnostic markers of neuroblastoma. I also meet Dr. Atsuko Nakagawa, the
chief of Pathology Department and I visit her laboratory and discuss with her about the use of laser
tissue microdissection to investigate the neuroblastic tumor cells subtypes.

March 14" I attended at the National Cancer Research Institute in Tokyo and I held the conference
entitled “Pathogenesis of neuroblastoma: from genome to transcriptome to single gene”. In that
seminar | showed my data about the genome-wide analysis of neuroblastoma and the discovery of
ALK gene as the first predisposition gene for familial neuroblastoma. After my seminar I discussed
with somebody about the possible use of ALK gene as target for small inhibit molecules to tyrosine
ALK domain.

Furthermore I attended at the 12™ Neuroblastoma Research Meeting in Japan and I have the
opportunity to listen the recent advances in neuroblastoma research of Japanese groups.

Finally, 1 held the seminar entitled “Genome and Transcriptome analysis of neuroblastoma” on
March 16™ at the Chiba Cancer Center Research Institute. I showed my laboratory data about the T-
UCR expression in neuroblastoma and the association between T-UCR and disease prognosis. Prof.



Akira Nakagawara and his team were very interested in this study and we found several common
points to discuss in a next future.

1908 429 et o patients
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AC=09
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During my stage I had several bi-lateral meetings with Prof. Akira Nagakawara and scientists of his
laboratory. During the meeting we exchanged our experience in neuroblastoma molecular analysis
and in some peculiar aspects. | also attended at two laboratory meetings and I have learned about
interesting results of Nakagawara’s team. Both young and senior scientists have a very high
scientific and technologic knowledges and it was very important for me to discuss with the team
about neuroblastoma genome.

During last week of my stage I discussed together Prof. Akira Nagakawara concerning a possible
Italian-Japan cooperation. We evaluated the possibility to perform a common project on genome
and transcriptome analysis of neuroblastoma using the Agilent platform. Indeed Italian group and
Japanese group have several microarray data by the same technology. One of the main aim of the
project is to realize a common microarray database to perform a bioinformatic and statistical
analysis of a large number of neuroblastoma samples. Furthermore the project will be development
to study miRNA.

G1128A mutation
The varniation falls at the third glycine of the glycine loop, and identical
mutations of this glycine residue to alanine in BRAF have been shown to
increase kinase activity

FNB52

uoou oTﬁ

wt
wt IGHZSA w!l G1128A G1128A GHZBA‘ 1 I wi |G1128A G1128A w G11284

G1128A  G11284 GH128A wl G1128A G1128A G1128A wl GI120A GI128AGHIZBA

The day 19™ Prof. Akira Nagakawara awarded me a certificate of my stage at the Chiba Cancer
Center Research Institute. This was a great honor for me and I recognize that I had the opportunity
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to spend an exciting scientific period in one of the most important laboratory dedicated to
neuroblastoma research.

Prof. Gian Paolo Tonini
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2. JRELB IO EREE
4 : United States of America
(7 AU B ERE)
Ff f£ H#i: Los Angeles, California
(BY 7 F =T Nay B a)
% "FRr: Biochemistry and Molecular Biology, School of Medicine,

University of Southern California

(AU 7+ NV=T RS EYFHE)

Tk 4 : Professor
(H#%)
K 4 : Peter V. Danenberg

(B—=&— V. ¥R N—7)

3. EfEEE
e« B4 0 ESED AT F— P Iuimhi o KRR EE R
K & /R Hi

4. Y& WM
PR 20 45 10 H 13 B~FRk 21 4F 4 7 20 B (187 A /)

5. WFERIEE OB E
(3]
Bh) 7+ N=T RESFHEWMEFESE Peter V. Danenberg HIR D & |

KIBE /NS 7 4 A A0 BEERD A % microdissection L RNA & FH
real-time PCRIZ X % mRNA HIEHE (E&EME) ZHWT, EBITRKBEIZRT
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% i /AR i HE 5 BEE (K] - D BFSE & 1T o T

JRIEHIRI . 2009 45 1 ] 156 H~17 BIZ San Francisco (2 CRIE &7z
2009 Gastrointestinal Cancers Symposium (ASCO-GI) IZ&N L. BERXKIZ
BB HCBIEROEFOM AL O N TN M2 /7=, F7=. 2009
# 3 A 5 H~8 HIZ Phoenix {2 TR 4172 62nd Annual Cancer Symposium
of SSO (Society of Surgical Oncology) (2T, BOKIZEKT 5 KIGHE OB KT -
BIRIRHHCBE T A RH OB HRIZ OV TRAMEED -, SSO TiX Poster
presentation B 27 o 7=, (EEHBE 4 :Clinical Significance of PDCD4
and microRNA-21 in Gastric Cancer : K. Motoyama, et al.)

(5w

KGRI B W T 2 ZBBICZWELESAMTH Y, mEEILEDE 2
MLThH o (1-3), ABICEBWTRIBEITFEABML TR, BERT 2N,
ERTILLRH>TWND, ZOWRIITREFOEKL (FEN. &&
H., IKEWHE) 2Bbo TWA EIEfHMINL TS,

T, KigEIC U COFEMBENPERICHINTVD (1), AMITH
WO, IR R ER SRR . ARTE TN RE O K Ikt L C LR R
FZ B (EGFR) PLIR T H 5 Cetuximab CIHLE F AN T Th 5 ME N A
PEGEIN F (VEGR) x4 A / 7 v —F )LHKTH 5 Bevacizumab Z fE D
KIGHE B v (Y48 Tid FOLFOX, FOLFIRI 72 &) 2% 5 Z & 3£
R SORLIEFHMOEREDHFF SN TS,

i/ SR [K7 (Platelet—Derived Growth Factor, PDGF) I3z
MERAOWFEERB L OWIER EOFAGICES T 28ER T TH Y
PDGF/VEGF 7 7 2 U — 2@+ 5, (5, 6) PDGF (¥F w2 v &) —VREEA T
& B PDGF 2 &{& (PDGFR) Z /7 L CEDAEMIEREZRAT L2 Enmbh
TWAN, TRETIEESE R hOEIZEBIT 25 PDGF & PDGFR O & H
NRE ST B, (7)

PDGF XD E ., BRICB W THEERBREL R LTV 2 8 5412
HLTBY, mMEMEORELEFESMBEOEKREFHEST L, 8, 9)Fk.
GIST (2 jis @ &> 5 imatinib (S M T O MIREIE £ & % PDGFR DMAN > 27
TNETay 7 THIERREINTEY ., ckit @O GISTIZZHIRR H
LA 1L, PDGFR BHEIC K 2R B 2 6T 5, PDGFR Z i E|H B4 5
ORI T 2 EISTER BB 2 v, HERPCEAREBRIIThL TN D,

Stage S HEILKIGHE D T#% 2 BBk 208 T, U R HiiEB O F )
Stagell LMAZHET D, LU, BWBOFELMENI EMICZETT 5 EE
B b D F~—h— b ETIEAR < | Stagell & M OFRTER] LN TH
%, Stagell ® 5 AEAETERITHK 80%, StagellliTHI 56%~70% (% : K
R « K 2 E S (1991~1994 £ 18672 JEHR]) LBHENH Y |



WHITEIR & 2 D~ — W —DERICHBHFF SN D, £72. RIBHED
HEOTRIIABRTH D, o T, HETHICARRNAA T =T =1 b
AT L ARIE OISR EDIRIE L 720 5 2,

AelEl, & 1. /N ER BB Sl R il RS B K] + (PDGFB, PDGFRA, PDGFRB) 12 H L .
BIERIC U S - EIT KB 43 JEH| %2 Stage I /MM @ 2 FEIlZ, X HI2BTE
WHROBEOFED 2FCHSHEL, TFN0O nRNA R OB 2B 2 7 -
7=

[ 7]

B 1998 4 1 A5 2001 4F 8 A £ CICKIER E R REEEAFHICE
WT KGN Stage T /T2 % L TRIGFINEZ > T2 BEZ 0> b, KB oOFE
B ONT 43 JER] (B 26 B, Lk 17 1), FHIEFERIL 66.5 %, 43 I
Fld, IRICHEBEEZROTIEFIL 17TIEFTH O . AFREFBER (G H#) ., i
B ). Vo gmsE (LED., B GaD, M (0 f)., Ee
NI (16D, FEAERE (LD, Rt e F3% 2pf) Thoiz,

Microdissection : FINUIRIERIZHHZ, S~V VEESNZHR, T
TACTCTEB U, £, 3um ZHEE L2, HOE Qe TRE & [FE
L7, £D#%, 10um OEYIEI A ZEH L, Nuclear Fast Red ¥efa % T
L7, (American MasterTech Scientific, Inc., Lodi. CA) BEMEE N2
¥E D F % manual microdissection L7,

RNA 38 E OV eDNA B ik : /3T 7 ¢ EHRE) A L U o RNA il 13 Response
Genetics, Inc. (U.S. patent no 6,248,535) D HFEIZTIT o7, cDNA DfE
I U 7 4 V=T R TAEMEREICCERTEE LT 2 HIEICHE
> TAT-> T2, (10)

RT-PCR : PDGFB, PDGFRA, PDGFRB 35 & O'WHBHR AR F (B ~actin) DE R
't fluorescence—based RT-PCR IZ CT{T>72, (ABI PRISM 7900 Sequence
Detection System (Tagman) ; Applied Biosystems, Foster City, CA) (11,
12) PCR @ cycling condition iX 50°C - 2 43R, 95C + 10 5T & Hi
T, 95°C - 15 . 60C - 1 /0l % 46cycle TITo 72, Bin FRIEEILB
—actin & DL CTHME L7,

WEL : Stage I /M, HROFEIZEBIT 5% nRNA O B 1E Mann—White U
REIWZTIT 27,

[ 5R]

KIGFEAR TR % 43 JEBI % Stage I /LD 2 #E, HROFED 2 FHZH T,
PDGFB, PDGFRA, PDGFRB > mRNA Z&Eiffl % F+# - kbl L7z, Stagell /IIZ[H
LTiE, 3BREFCEREERDRL-T, (Table. 1) BROFMEIZEIL
Tk, PDGFRB @ mRNA BIMAEIZHER L LI L THELVICBWVW T, ARIC
EHLTWE, (p<0.05: Table. 2)
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‘ Table. 1 PDGFB, PDGFRA, and PDGFRB mRNA E
expressions in stage Il / lll colorectal cancers

mRNA level (mean * standard deviation)

évariables stage Il (n =30) stage lll (n=13) [ P value
EPDGFB 099+1.04 0.61+048 0.21
| PDGFRA 0.79+0.09 i 0.66+0.13 - 0.42
PDGFRB 2.25+0.21 257+0.32 E 0.49

| o | p<o0gs.

Table. 2 Recurrence and PDGFB, PDGFRA, and PDGFRB mRNA
% expressions in stage Il / lll colorectal cancers

mRNA level (mean i standard deviation) E
variables present (n=17) : absent (n = 25) . P value
PDGFB 0.78+1.05 0.97 +0.84 0.54 ‘
PDGFRA | 0.65 + 0.45 083049 0.23
PDGFRB | 2.82+1.38 207+0.89 0.03*
| | L  peoss.
[#%2]

R Y 74 V=7 REGTAEWFHREICR T 2HMTLE TH 5K
% Bl 2% PDGFA O mRNA RIS, R KIGEE O stage I & Ll L T stagelll
WWBWTHEBILEREAT I EHE L, (p<0.05) ZTOMRBELESE X,
ARIDOWFFIZ BN TIE, /R sk gk B K7 (PDGFB. PDGFRA. PDGFRB)
® mRNA Z5HI4 5 Z & & LT,

ARIFFNZ L - T, PDGFRBIZFHHBIZEB W TAHARBICEIE LA LT ok
Moo To, BT K ORI EIZ 1 5 PDGFRB mRNA % FHHI§4- % Z & T,
RIEWHOBERY A7 Z2HET 2 ERNAREE R, TR —( T R
WML FEBIEDORIE L 20 2 B Z E Nl EnT, £/, ARARSF
EHE LTCHEAL S 2 AfgeEN RSN,

ZD—77 T stage I /MIZBIT DIRET. FH O A EIZ I 1T % PDGFB, PDGFRA
WISABZEZEZRO o =08, MIEEMEEERICID 00, EFENR
EINTWATZDNTEN TR,



6.

2009 ASCO-GI {28\ T, K 1564 JEG] & 5675 (stage I 2% 420 A, stage
M723984 N) &L, SEFlha~——% 5l U7z BLOER IRk B2,
VaRx—TRELOHEINTZ, TRICEDE, ML (A7 aYFT T4 b
REEM,) & TS (FIVNEEY T 4 —8) 1T stagell /ITIZE VT RIE
WCABZZRD (p<0.0001), P& & B & OBIE T, stage I TIX MST,
18qLOH, TS 75, stagelll Tid p53. SMADA A FHRF & EZ b7, Dk

W2, HREICE stagel /A2 RET A0 T~ — I —DERITHETHTTH
b, RBICEKRLOA SN DF~——OHEAPPEEEIN TN D

IRiE 3 D LR

AT R stage T/ MUEFNZ 36 0T 5 i/ B 3Rk & BEE A+ (PDGFB,
PDGFRA, PDGFRB) D iEfx 138 % 05T %wj7jw T KFy AT
HEIZBWTHISEZ 1T > 7=, PDGFRB O EST KAGEIZ 1T 5 B3R FHIK F &
LT@ﬂ%@ﬁ%%éﬂko

ZMEBLUTCRBEEZT D & U CHLEEIC KT 5 MAE # 4 (L E
iﬂ%ﬁ@tLi_iﬂﬁm%%%®MH< BT AEFOMMIIAND Z LM
T&El, ThoREZOKBKZEIZE T LT-WEEZ TS,

Flo, MRFEELE L THWE AT 7 0 VRN S O mRNA JHH I, R
WERDOVRFFEZaX RPN T, ERTEOEE L VS HEHIZEB W
T, REICHEETH -7,

. B OFHE

AT A D KT 2890 61 AR TG PR R REIE B2 %7 5 0 TR TR R D R 1L
BERLWHORH 5,

AIZ BB TIE, EITHER KGR OIREIE & U Cifin % 5 A FRLE 3K
Bevacizumab 75 2007 4 4 AIZAGR I, BEBEBRCHEHINLTWD, 77,
EGFRIZX%I4 5 F / 7 1 —F LHIK Cetuximab IZ 2008 4£ 7 A2, TEGER %
DIEIG U R A ER 22 T - B ORENG - BB ORE I & L CRLE R TE AR
ZRITT, 26O FIENEEZ SRR FEERS BIZRBT 5 KB
AL FREORLTH D,

— 5. PDGFR # & e B HE O F 1 v o —B E REICHET 5/ FbE
WyFa v —EHER . Sunitinib X 200844 B |2 Imatinib HEHU M GIST.,
R L6 U E N TR & 3L, Sorafenib (34 TIZEWNERTE S TUN 5 D23,
BOBOIEBYEREGEEEZXNRE LEBERLBEBLINTEY BROFEL
nNHEZATH B,

SEIOWFERE T CTIX, stagel /IIOBERED VIEHIZIB VT, PDGFRB ITH



BlIZEMEZ T Z & Lz, 2RI E Y, PDGFRB Z YT > 7 b
AT A EICL D, REBEIFRO THREARE 2HEl+T 20 TF~—2b
— L L TCHEHL Y ZAEEMENS RSN, B3 27 3 AETIE, e
BMbSRE, £ 3%y —_ A T ADBIEL LTHWSAZ R TE D,
A Bl ORFFEAEF L = AEFIEGT D 72725 . PDGFRB O il oK b oD T i 4
T 2702, SIS DEFAZEAWVEETNVICTRFTZED T BE
HEndH 5 LEEZ LN,
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BB YRR DT — T — A — NIGE &
Lo - BERITR IR O BE 58

IREMT FEE

g « B4 - ENL A —fguple 5 T RRIR A REDE WO AL A

K 4P XE

CJRIBER LM R E Y
[ 4 AFUT
r fF o An—=x
Za BR: A —=x K5, U o> — UBEANREI AT
Wik & WHERT R
K 2 v¥x=n v g (Piero Picci)
. EEMFEE
i - B4 W R REBRE AR AR 2
K & m R ER
. URIEHAE
Wk 2142 H 28 3 ~ Rk 2148 H 29 A (183 A M)
. WFEEIREY O

1) Ae—=xKF, Vo Yr—UEEAREHEN, on v
MEEOTICBWT . A 72 RNA T LA ICLba—A( L THREOT —F
— A — NV &0 FREMBRO BB ICOW TR Z (T > 72,

a) 22— A VI HBEOHET T 54 o, RN 2 ZFEOE EE
FE R OIS S MM S~ A 7 1 RNA 2 & e 4 RNA ZHH L7z, i L
TZRNAE, XA FTFIAY—F v e MHIT DL, 74V T 4 —
arbha—vE{Tol, £, MFRICER LEZEEY I vid, £0—#%
NG T 4 AL, ~v bRV v d Ve, FRGEFRERD
WY insitunA TV XA ¥ —a 20T, TN, BEAFEHRED
BECES D MERR . B OB ERIZW . = — A 7 IR R e G e g
HRJEE DR & JF g TiT o 72, T ORER. MEZ BB NN 7 BE
ICEEIRER S DL N T EFEEBOBEBANLE N N ERATHZ &
kT2,

b) HIHL7ZE&RNA 2, HIRENTWA<A 72 RNAT LA NA TV H
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AE—varl, RHESNET — % 2S5 FEREHLE L -,

c) F—RBFIZBWT, BEERY V7L L OIREEEY 7 &k OR
% - BRIEURY > IANREETHH 10 FHCE LT, 2R Fh, 1BER
Y 7L EHIRERY LR IR R IR L B il B
ZEIEY ., LUERMIECEEDH H A 7 12 RNA R, BRI E T
H~A 7 RNAZRIH T REMED D LB X, BT 21T o7, Ll
RG MEFRNCHERREAERT A 72 RNA ZFRIET DH 2 & IidHE:R
ol

—J7. WBEAIER 34 Y e BEOMRRER &SRR L, FRER
DL CR EDORBE L ST TFRARBICBWT, AEICELEZ kTS
FIEO~A 7 RNAZRIET A ENTE T,

d) Sz, Zhb=wA 27 a RNARPERABRRICEBWT, ARIIKTFLT
WAHRZ L EHENPD DD, B LEZSE RNA ZHWT, EEW
PCR (polymerase chain reaction) #{7>7-, TR, b bfEO~ A7
2 RNA @ 9 5 has—miR-C GaXEFEIDO 7D, KD microRNA £4) X H EIZ
TERARMEE TRERUBEZD T DI TRET LD EVPHALNICR -7 (X
1RO 2), ORI, v A 2712 RNA 7 LA OFEHIZ TR,
BNz —A 0 THE, 2097 LOEERPCR THLE LN,

e) PAEX V., hasmiRC lZa—A L 7HEOCFHRBHICBWNT, FE
CEBEMETLTBY, 77— T —A—FIREE2ITH LT, ARALTERNT &
ROFBERDHD EBEZ N, BfE, AEINT~A 27 1 RNA DERER
TROMELRFTHY HONHRERIT— 1 v A FEH
BEICENDAEENRD D,

1 EE=RIPCRERALIzhsa-miR-CEDE

NED REL
NED: BEREBELAERF
REL: B % - Exf8 & HLNIFE
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X2 has-miR-COEBFEDEIILHEBREGFRDEL
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2)Ru—=% R¥E U Y3 — VBBARRE, & =o)L SROVEEE,
wa wr7 U —=EM, vva AR - EROW 25T, F
D YR W RE B T ALFRRIER D, (EFERIE 1 U1 7 Vi (LEFERIEHE
RN RE Sz X A4+ X v 7 MRI (Magnetic Resonance Imaging) Ei{&%
MW R EIT 272, 2D OB % | GIERSE O BHRBE A & 31T g
BRI EATH 2 LT L o T, AT O/L 2R IESN R T RN SO A REMER, LV
LN OKREE R SRR 2 3B T & 2 AR YW TTHEE 1T o 72, BTE,
[EIN CiL. PET(Positron Emission Tomography) % H W 7=. AL EED
HEFHIC OV TOBRNERENE DA F L 7 MRIEPETICC B,
MEC DB, FREA DR, BREWEIC L 28ES 2W2d, B
WZRT2BHEPMMENVRETH D LWV R D, E I ERIEEE A PET 1T L ~B B
BN TWDZ D, X0 MR ZREDRTFRNAEECTCHD L5
Z b,

8) HRNE, == > 7 BIIE R & 0/ R B IS O A B L
Ty AR v ST R PR & TN T KEMERE, I
YV )T UEME 3 B BEAIT o T, AR IR I X B
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BRI T A IEERERFIC OV T Th o Tn, 73— F REMBRFR .
BB tE 2 W B B T A B ETINAZER LR TH
0 BREE I SO BIOIEREREN & 5, [BFWFHE O, 1B,
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XUV TFITFUNARBEINDICHTZY ., EIMCEBIT D stage 11T #51E O 4
Wb O BRIRAF It L OVEHEER 2T 5272 kBB LT 7 X
WZHMWT 92 HE, BOKZREBT SRR YE (ZERERRBRO Y
— X —) B X OGBS (Translational research) DOHFZEAE] 2D
TERRZHEIT- 12,

KREBIOT7 70 AT, FnEh oLl RE#RE - NSABP C-07 &
% (5-FU/LV vs. 5-FU/LV+L-OHP) . MOSAIC B (LV5FU2 vs. FOLFOX4)
ICBWT, AXH U 75 F (L-OHP) P RS SR AT B I AT
MOEE (&E) HFS5THILERRENTNSE DI, stage 111 KGR
DAL L LT FOLFOX N EHRIEH & L TR I hbh T 5,
NSABP C-07 & MOSAIC Tix 5-FU/LV O # 53E, #iE»E—E 5-FU
HEAEHETHIOIH LT . #BEIL5-FU A 2 AllIChl- o THRET 5 FHikE
T, TOEDICHLEIRR— FEENLEL S, L L 5FU R —HA
RERFEIEOF DN TR EOMELESEFEER RO, %E D 5-FU % 2 AW
WDl THRGTAHHENKE - 77 AL b —FUICFEHINTHWS, £
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Tt B E IR IC B W T L-OHP ¥y L& 0 5-FU %l & o Of HEEN
FOLFOX ik & ORISEMNELE S N TV RN ZD, BHEESE Tk FOLFOX
BIENMTOILTW5, FOLFOX OB AL, SR RMEREED -
WDIZEEOEPMET T2 THY, BEA4FHTH 10%REDORTIZE
WT RALDOMRIERDZEEZL TV EHRE SN TWD, EHEK T,
FTRIGUIBR S 4172 Stage III Kl A8 1. EVRE L Y FOLFOX LI
DX, EZDOAY v b (BRETHCLIDIBEROA L) BIOTAY v b (F
MR HREEL LT LEIRAR— FEEOLEN) Z20HSHh, BED
R A& ECHEBEIZRB SN S, (bEFEENMTbND Z Ll d & k%
WL BB L OFEAE 2 BMEBRHEZ B 27 9,

HLERA— FREABEBEIABEDS LA BRZENE (Interventional
radiologist) MK THEL W5, 5FU ®© 2 HE&E (FH&h) i34
VT a— PR TR EH SN 5-FU SR & 5% 7TH%ITKE T A O,
75 A TIIEEFM T — AN BE OB E THRETT AEHIR E ST,
FOLFOX iR #e G2 AR LT 20, FIREDHKEZZT D DIX 2-4
ElOEEEFETHY, FLSMNE BFREED) (LFRIEEMEEM CrE)
RYFE (7T VR) PREBRESCEGRER L E2ATREDTEEREN
I LT 2 AL FRIE PRGN Y & = 0 B 50 H i 2k 5 AT,
FIEELHRL TRETLIF—LERP VAT LE LTHEYL TN, %9
THZETEBEDHROARMZERB L RO EF> TREKHE NS &
AT o TN,

FOLFOX ik, 1HERBIU2HAICRA 2R ) & 5-FU A%
HE&EE4T 5 FOLFOX4 ik 1 BHOARIC 2 A 2R Y & 5-FU Aul#riE
59425 mFOLFOX6 ik, 1 HAWK A 2R ) V&G54 250 5-FU O&
HEE 2B W2 s(simplified) FOLFOX #: & 3 d 5, i aliBh b2\ LT
. FO/EENS 1 BRI FU AE#ETEE2EB 27 9 mFOLFOG6 BEiEN
BEHINTEBY, 72 5-FU 2l EEZE WTEROFMEOHEN R W28
W2, RS T R ERE LIRS KIBIE (2% LT sFOLFOX ik
AT L0, fBMEEEE TIE sFOLFOX HEIERFEH =
TV o T, EBERMEMEESR E LTk, Ca/Mg TH#&EE21T
IfERR., CaMg THHEEIZLVENEHTIHZ ERNBEINLIZET
AbHALHTEOICFEZ LI ENDY | KELT 7 X T Ca/Mg T
BEoa v 23500 T RWI EBbro T,

=N T @ B b 2B I FOLFOXIRIEDFE LA E T\ o 77
WIZ, THETHESFUELED LIRODIBAREE 21T- TX 1=,
WHID 1,000 #l% 8 2 5 2 hEs% L E EARFRER - #7: 5-FU/LV ik & &N
UFT/LV 5O i BRI W T, MR EL & o o P RN CIid, #E
5-FU/LV ik & #&10 UFT/LV ik & 12, L-OHP %45 49712 MOSAIC
HRERIZB T 2 FOLFOXEIE L R T 5 MR AFHM B X O EFHF NG
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HNTW5, MIEDOENT —ZIZ MOSAIC #B ¥ X 18 NSABP C-07 #ER
® 5-FU/LV iZ %4 % FOLFOX/FLOX @ HR # i\ T, BN T FOLFOX %
[TFolt EDBEREY L 2Ial—YarTahe SEEERAGFHET
¥ 4.5%., 5 ELEFHMTH 2.5% 0 EFREHEL 2V, MOSAIC RRIZE
T AR AP L OEFEME O LR EOKESER>TLES,
FEREAO AN ZTD RN E SN TV LIl . BELLENIZE
WTH BB RMEMREENREDAFOELZ2E LTI LAMEE 2D T
HAHI L EFHOLEIRA— FEEOTFHB L OEIEDEHE e EN 0
725, THUTHAL REB IV S v AOEEGEH OE, & ICER - B#
D~ U —DEEE X T- L 2 BURD HARDERSLE ClX@mAad &
B ENRBAINTVWD, 20X ) ZEEKRROMEESCHEIED B ARDE R
Bt EBERBLEZLET, BN T stage IILFEBEO RN THL HEERRER
RE LM SEEI L EE S LT FOLFOX #1795 Z ¢ R@EmahTn5, £
ZTCIRIBIROMEFREE & | stage III FERE O H R & LRERICRT S 2K
S TN FEIEZIT ) 2 L O YSMEE 2 DBEOHRE S ERER O
BBV TERERB I RoT, HODOERIZ, ETFLICHHHAM Y
7 ALX stage I fE MR 2RIZXT L Cif% FOLFOX 24795 Z &2 LD,
BREY A7 % 28%, LV A7 %2 20% FiITAZERNTERLNWHIZ L TH
L, — 5. HFEOFHEEBLRB LT BT 2% Stage [Il O 2T, B
REERIERELNA OB FEIZFOLFOX %2 LA TN EWI HERD 5 v
ZIFEE LR, L7223 » T stage I F% &G RERE LIS O B 1305 4 1l
B b s & L CO FOLFOXIEARETH D E WIS R EN TEHDOThHIL
i, EBIAET DO DEERRAZITORTIER S R, & 4% OE P RR
BRONBIZIZWANABELRDIERTH -T2,

=R T A FREF ¥ N ANKO B BIBREMEDO T v /3 —#
RBIXOMD 7o =Y ok X —DFy— = UUEBHEIZ, LY
T DAL U R IE R L OVTFEE B 23 AUl xt 3 DAL U R E O |
KETOHERBLIOFR 42BN L T AZMRLERRR T 0 ha— 2o
X ER AR 72, NP O EAERE T 5-FU+MMC §F L2 B R E b
H.5FU % S-1ICEEHZ =T x D S-1+MMC HF L 5 5t #i 8 1 o i R
HABREITOBERBIIBBWIH DV HIREWNVFRETHL EDERTH-T=, F 72
BN Ak DRI L3R e & LT 4 id S-1+L-OHP B b5 5 i
FIEOHRBEZTEL TWAR, SEOKERKIEES:ESKS T L-OHP 68
BED FREGRNZ LOTAEENSRB IO S BOBRICEE LT
RBRAERDODOILENHDET NAAL AR oT2,

3k, JCOG K 7V — 7 OERREBRICHEE L7 N> 7 & snicm
. ar T NRET V=KD Southwest Oncology Group (SWOG)
TREEZERE R 7 2B L2, SWOG OMBULFEEZ¥IC. 5 ErTics
MR U7 BT B SE P DN 7 BERSE SN T, DO AT I [ 5% 509,
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U REREMOF 3EFTD SWOG RN 7l db b, ZbDOFILB LY
HEFFBIANIH 779 > bz kvl T b, SWOG N 7 DFRERNE &2 3
YA AN
DOSWOG DIEE AN 7133 2ihbh TR, ar T RRENDOAN 7
FIENEG DA ZH D, Eoftt, QMR BEE AL 7 U BRI AN 713%
NENRORER (K% I2h b,
@SWOG BEEEBHRE N 7 OFLIE 2006 £, v T T 4 LV BEL
T&7-, NIHZ 7 F% SWOG PNEAET HZ L THIEFSNLTWD,
OBMERNAT A EZDICEME e ba—LEERL, ST RED
SWOG headquarter (250, BZES (EEZLAS) T 2 HEMUAIC
Wbsd, TOXIRMITITAIC—ELSLVWEMEESTEARBEIN TS,
@A D Quality control X2 » AIZ—E., Jo XLV 7V 7 Tiro,
O LB BHENT T — X 12 SWOG 7 — & & o ¥ —|ZEFF S, MEHEM
FICL VIR —# L HbE@BirsanTnd,
O AE#REHRITERE TIER <, SWOG &R N —2>DHAL & L TEHIEX
NTniz, ThbbA = v LRER, SWOG @ ID B 7 OfF#H & L
TATISnN T,

SWOG @ R B KFER T () MEITHFZERMRE L TIT o,
F D7D DO FREHI DG TR ERFIEMARE] & 0K & o2 % JF Rk
L7z, ERNTHBFREGIORBMNAENND,

6. IREFHEDHR

WA O EE & E 2 T Stage I B O ML 2EIEICB T A EN
S EFERBRO e ha— A Z2ER L TEBY  SEFIZHBRRAGBO FET
»D, FTHITFEHEED AR LT, AN CITEEERE & STV A0
fEFEBAHBFEIC DX SBRENTHIFMTI2LERLH D, FT /AT —
TTCOREMERREFE L, [ENIRBEERICEHLZEZATHD,

KEOSHHILERRBR SN —TDOOEDTH D NCCTG & . FHx D JCOG
& DT EEE ORI 3 D ISR O ML T LRt &
79702, 243« 7 V=707 78N Fu—v—#HFL JCOG K
B I N—THREERB LT 22 X — LD TR EROZE Z
ATH D,

7. B DR

JCOG KB 7/ v — 772 iz B W T, stage III #5554 2 Hii 14 i Bh
b2 3R 1 O [E N AZ YE TR IR O TENTAZ 1A VT 72 26 fii 3% 25 7] B 0 BF 92 3555 =) % Uk
BWHFEEICEY, FERNNE CHEMEZED TSI 2EELTWS,

EENIEE  HRE EHEE
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Z DRI I B 5 TR

. EFEE KA £ FlE

. AR
P2 0FF4 A 1 A~¥a2 1481 A3 1H
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& W ENREERE & — BT
FHEML : ROTH A K ABES 1 0 — 1

. AW

At & ENLRAER 2 —hr5ET
W 4 BlFTE

K 4 AR f—RD

. WFFETEE)

Oz

481 HX0BERMEBELED TICBWT/NNENAOEZIC T 25588 B
L, FRCBASEL OSB3 D% BIdG LT,

QONE

WFgEICE T, BEORLET — 4 _—2%FHLC kT —F &AL, /B
LTOFDENRAEE by RO 21T -7, BRI TR > D58 % Fi L
Tro UUNIZEDOYE T, HFEBIUOEROEMZTRT,

1) BERIZBITA/NIBART M2 NIZBET 558

INRDSATETE SREERBIC T 2022 TlE, BARANDBEBHRIIC L VRS T
BNEBNASEETERZ T, 2E L -UL 0 RIFERe & $IFO OO 2170,
FESAIZEE, NERABRGIC LV EONREBREZ AV, DNEBARE, T
DI Db ARIZE T H/NENAEREEZ R L, /NS AR ORI 72 48T
BEZETHZ LEZBRT,

AARIZIIT 2D 1970~2006 FF0ME, Fiin, ERDETE, 3 LU 2000~2006 F
FREFEBISERBIFE T ERIE, AN OB AR EN T — & L0 H7=, ¥, #
BRI OFERBERIA 01X, EZEFHEALZAY, FEEEZNDOHEEA
0% Az, REPENZRTTZDIZ Joinpoint ENFE AT, FEEHRERHER
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DAEEREWR (Joinpoint) 38X O s O FEHELE(ER (APC) 3RO, H
AROFEFIRBE RO L, REOIETIHRE 100 & U2 T I SR &
KTz, 1970~2006 ED 37 M %2 7 B (1970~1999 £ 54E & 6 B 12X
SUTEET D E, & 7H (2000~2006 4) O/NENAEBRPHEIETRIL, AQ
10 T AW LT, BIR2.20, &I 1.89 Tholz, BIMIFEDOERFHEL TR,
B 0.84, &R 0.68, UL FEIZHEIR 0. 14, &R 0. 06, EMEMEEILS T 0. 42,
IR 0.37, BIEEEIZE R 0.05, &R 0.06, FEEIZEIE0.09, ZIE0.11 Th
ST, FRHERIZOWTIE, HMOEKQD LI IR LT, WMERARETIE, B
b 1970 ERD A BRI TR 28 L2y, Tk 1990 40K 0 S5
WeE ol HIMFE T, B b 10 FR1GIRTEANA LN, U o @t
T, BIE 80 N, IR 90 FARMIM N HAR FEM 2R Ule, BEMEANIEE
Bl 80 RN — 7 L7p o720, FDHRIZNTH o7, BlgiEE &
BEECEBELES 710 FROLHEERETEMmEZ R Lz, 2000~2006 40 H R
BT AEEFEBIO/NEA A SMR 1X, BIRCHEEME, KR CHEEREER
BRTHRICEE Th o7z, FETERORNEEAITIE, 1970 F40 5 O/ H i
BLY, EOMOEERIZN T HLFREYGEIC LA AFROAEICH Bk
B LTOWD EHREIND, —F, BEUMEE L, BEm»e<, i
VMM S R, 5405 2 SIZBA L TIE, CT, MRI ORIz L AR OB S22k
B om EABE L TWaA LR ENTWS, £/, EHEMRVNEN AFET R
OHIBZEIZ I, WA, RN, BN S, Rx 2BERBEL L TnWs L&
BB,
2) BRIZBIT2EFDFEE L OEERABASLT L NIZEET 20T
HVERBILOEFERAPDBARBAEL LOHT F Ly RIZOWTOSITE,
200 0FUBET AV, AT FREOA XY R ESHEE IO CRastRn R
Sle, Lo, BARTIEFEC LY RO RECEBREEN TE 5 X 5 a4k
DIRNENWIBRTH D, AR TIHEARD NDEEKE & WHO Mortality
Database B HLIVZERAIECEB L OCALQEEZRAWT, BA, 7AU B, &
FTEBLOA XY ROFVEB LI OFEERAGB AN ECRLEREH L, 77,
Joinpoint EUEAHVNT, 197 0~200 643 TEROIETRERMB DL
BRAEMSE LOEM MOV EEREEL RO, FREBE R L, Fkb
t, 1970 FER D H B RIE TR 2R Uiz, —J7, ITE A ARICBIT 5 EB4EE 3D
AT SO EENMER A & M2 L,

@RR

BT D/NRA AT RICEAT 2 ER AR Uiz, HARDO/NEN AR LR
%, MOSEER & R, Bl b 1970~80 ERM IR TP LR L=, F77,
#&H T Joinpoint EPFIZE Y, HARIZEBIT 2 FVER L OEERA 728N A
FECROE BRBEIERNH S Lz, BLE2 O0MEICBE LTk, 2%OH
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3 Annals of Oncology IZ#B& S/~

1) Childhood cancer in Japan: focusing on trend in mortality from 1970 to
2006. Ann Oncol. 2009 Jan;20(1):166-74. Epub 2008 Aug 20.

2) Trends in cancer mortality in Japanese adolescents and young adults aged
15-29 years, 1970-2006. Ann Oncol. 2009 Jan 15. [Epub ahead of print]
doi:10. 1093/annonc/mdn664.
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2N AR B 1T 2 FA D
TET U ADHESNLEZ ARy & LI ERIRBFE

. BTG K4 R

. Bt TR

V2084810 ~ ¥R2143H031H

LN |

W ALK RZ R E S R IE s AR 5200 B
FTAEH - E IR RS T E S X B RRAT 1-1

. RAWTGRE

A & AL RSP R E SRR
T 4 BF
K 4 J\EE (4

. WFFEIEE)

O

Wk 204 4 A 1 ALY ERL 4 OWFEIEEE O TICB W TH BRI
HZEANOT T U ADMHNEHIE LEBARFEICEL,. oY 2T (v
TRy ER L, XU X< (Bevacizumab) OIRIRAE OARHA %
HE L, R RZBRB LT, SEEIIFIC Y o X T 4 v 7 REE T
T WA ) v P BEFEIRICERE ST, IFRBMIEZKIZ-DV T DNA
A F VAR AT o T

ONE

GBI PR ENRECTH Y FEOEENPED TR TR AROETH
%o ETERNEIAIC S D, MO REAGIE., BEBEEE G OB N E
FiekEl b o, T7bb, MRS ERREEL S S0, 44107
L, EYRHBET, BYRBEOBCTHAZITOLELID D, THET,
THOEDORBEREOSF A= ALE U CRRE R RECHEE I8 K
BHWMORKENRFOFRLIBREFH > TWVWAHEEZ LN TE T, LL, £
BEOBETERICL > TRETHIREE S TEZ 20 JEREILT ) LD
BRIV oRXT 4 v T REAEDZNZ EDRRAL N> TE T,
TV RT 4 7 A LIE DNA OHERLS| O Z £ 31 1 FHRO A
WREENDIELEFEETHY F ) AERESZRICVAT T 4 v 7 o
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AP I VICERTAERS AT ATCTHD, FDAN=ALOEFITIAL
MDTIER WA, DNA DA F A, B X b T A VDEHH., 7 a~F gk,
R EER FENEMEICHEAEICEE L T\, £/2, HEERBH & BEL
TVt By haxAT7ReT7r a2 750K a~F i b BEE
LTWAEBEZLND, T2 RT 4 7 AWFEOF T, b I MHEIN
TWBDNT I DAL TV T 4 T TCHDHT ) DA TI T T
IZCDNA DA TFNALZ I LD E LI Y 23T 4 v 7 MBI L R
KORSLBIET BB SN, TOREAPBRLEIEHLTH D, BILBEIZZD
ATV BETFO DNA ATFNVIEREFEBIORIERAENLZBEL LT
HTERMOBILTWD,Z Z CEMEMEE DT> TV LERFZEHETH D
FEYEAL I & RN X< T (Bevacizumab) O fFHPEEIZ X 2800
SOuikE & L C AR TIIINEBIZBI 2, 7Y MEETOIEY =
2T 4 v 7 REMBEZPIEIELIEAORRE L NEOHF M ERFT
HT EEHBE LT IRBRMIERICBIT A1 7" U v M BIs 3R BH 4558
D DNA A F 1t % COBRA (Combined Bisulfite Restriction Analysis)
EIZE D EE LT, COBRAVE & 1X Bisulfite ¥ & HIREESR 12 L 2 BT % fH 2
BOELZEIED ATFUEEERT S HETH D, DNA % Bisulfite (HR
MEEKBEE) MBS 5L, R T ER (C-U) SAR, A
F ALY b FE B EN T (mC—nC) F D EEH D, Bisulfite MEREIL,
A F LAV DNA & FE A F L L DNA & 13 CpG ERAZ N S 72 B KA 2 > L 9 i
720, PCR 14, CpG Ee4 % & el fREESR Taql (TCGA) 72 ¥ T LT 5 Z LI
X0 RN DO A FNAALREN U OEE TR Z EEMICBERTE LS
BETH D,

ik

1) AR

B X e FIFE S A SKOV Miiafk 2 A 7=, SKOV HMEREEEIL. 10%FBS
(Fetal Bovine Serum). 50units/ml “X=>U G, 50ug/ml A h L7 =
A 2B X O DMEM (Dulbecco’ s Modified Eagle Medium) BEEWKIZ T .
37°C. 5%C0,, 95%Air DM T TE#E L7, SKOV Mk % 1x10° M ic 7o
HE O 35mm EEEINLICHRE L, 1 B, EA ("R X7 v 2T
TF, NIRRT H VRS TF) BIRMUEEERICIRHR L, 2 BE
ICEE R A T L T- HERE 1 -6 I Y 3 2 /EDTA AL38 2 X v A % [
WU, Mz 3L -,

2) COBRAEIZ X DA 7V v MELBTIBLHFHHERIZ KT 5 DNA X Fv1k
fRHT

B U 7= SKOV HMifE o HE A £ 71 $8 . genomic DNA ZHIHL ., 7=/ —/L
S 7RV A ) — LIEERIZ LD genomic DNA A FERI L /-,
genomic DNA HIZB T BIEAF ALY b DF I U ~DEEBHRGE R L2
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B4 5702, EZDNAMethylationKit Z# AT Bisulfite LB & 1T > 7=,
Bisulfite #LBE¥E A genomic DNA % &AL & LC, HI9., GTLZ2, PEGI, PEG3,
JACKIONLITI D6 DA 7Y v b FERNGE LT, BIETFHRY
TIA~—FHWTPCRIZEVEIBEZIT o7z, DWW THIRBER L (H19H
{n¥-Taql fEE ., GTL2 B{s¥-Taql BEsk. PEGI B{s T-Taql B2, PEG3 E/ix
F-Taql R, ZACBinf-Taql R B L O LITI Bi5+-Taql BEHR), 7 o
— 2ABEBXKKE), = TF AT av A FY@%E ., VersaDoc IMAGING SYSTEM |
LONRVREEEL, ATFNVEREREREB LT,

b R OPEYEE SKOV MIBERIC BT AN Xv T VAT TF U BILORA
VAT A VAT SFUEROF AN ERANDL DI, AR XL B
SKOV iR O AR FEAE 2 <72 (1), "NV A= T HBIRIMLZEE. 1,
10 BEO 100 g/ml DWFT DA &M L 72D o 7 518 Fr < HE i G 5E
WM SNl otz YATFTF A 1, 10 B I 100ng/ml FIN L 728
A, B 6 HIE CIRM LR A _ZENE 68. 1%, 61.4%3 L
41. 5%\ HEFEN I S 72,100 u g/ml NN X< 7 +100ng/ml & 275 5
CEWRMUZES., 6 B CTHRM LR 5EAI1T - 56, 1% BEFE )
EIEI R gVl

WIZ A7) PR FRBFFHEED DNA A F bz €8T D201,
COBRAMEL WEMT Lz (M2-4), VAT TFUEBEMLESE, WTFh ok
BBV TY ZAC BEBETOAFMERB a2y b — GEEIMIRM) B
3.1%M 8 13.7-34. 1% kEI NN, BOA 7Y v MBET TIEE/AR
Rohlehotz, "NVA T+ AT ITFUERM LSS, HI &R T
TiXay ba— LEED 10. 79035 42. 1%, ZAC BinF+ Ciia vy ha— L # 0
9. T%H 5 31. 8 A FMEROWEN R ONTZN, oA > 7V v MERF
TIEEED RSN hoTe, LLARNDL, SNV A TR RMLESE.
AFNACRDOEIT R N2 Do Tz,

B 5%

ABFFETIE, B MIRRUE SKOV MIfask & VT, ANV X T, v R
TTF UM RN R TR LY RS T F LI D O R G
B L ODNA A FAALDBLAD b EHOF IOV CRF LTz, Y AT T F
VRLBRICIT AR IR BB DI ANV A T B L AT T F
B FESEFI L IR 36 W TR M I SR AR N 20 R KO 119 B8 LY ZAC AR+ O
DNA A F AL LA DBEERBD B vz, NN Y X< 7 L LE PR 5
KT (VEGF) Ioxf4 5E /7 u—F AHETh 5, VEGF D% 2HET 3
L kY B AR EROMIMLER NI TSR LR
DS FIERIRIRIE T H B, VEGE NHIIR R mIC H D VEGF S RIKICHE ST 5 &
M, R BT, B ORE RS SR, AT
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~ 71X VEGF @ 9 & VEGF-A (254 L. VEGF-A 255 & {& (VEGFR-1, VEGFR-2,

Za—ubt ) KT OEMETD, ZORKE., BEELEHEDOH
= RGNS, B OMEINE 5&%z%hfwé LU E,
t MUNELEE SKOV MRRPE 2 W/ AR RIC BT 5 "N X TR E Tl
ﬁﬁ@ﬂ%%iﬁ%h@#otoiﬁ_SMV%@%%%WK@@H K
BE 72 & ORHIBARIC BT A _XINR X TR LR TE RN X

_iéﬂmﬁﬁﬂﬁuﬁﬁiﬁ%ﬂ?\uimUOT@Ad\ﬁW?7@ﬂ%
ﬁﬁm%%% FEAERNVEEZ NS, VAT T F T AEREI D —D
Thy ., DNASINB L OHBEZEB O ERIZ LY DNA Al ZHET 2 & XL
VTR CABRICEB W T H IR A I OVRE R 77 1 1 R i 28 FE 4 ) 20 5 23 L
LT, "INV A2 T+ AT TF UKL, VAT T F NS L B Rk
FEMFIRI R NRB O bl EZ NS,

FFNTIZ LY ZACE AT B X VN HIGEIEF D DNA A F AL DK ENRED
b, ZACBAIGF 1T 6924-q25 FEIKIC . HI9 A% 11pl5. 5 fEIRIC #F N F
NWLEBETAZERAMONTEY AL DIZE Y 2R T 4 v 7 B DK
ENLERERREREICAE T TWARREEREZ LD, LrLAENRG, 6
ATV MEETRETTERLS ZOWHERTREMIZA TF AN LES
Nz OERAEFIZHOWTIHEARHATH D, 5%, BRI L s 070~
FEBTFORAT LABI OB 2 ED S Z ik JREEIZBT
HA TV NELGTFERPABIE OBBRICERIHEMBNEOND LE X
Hhvs,

€5 E S
AKBFRN G 2BV = 2T 4 7 ZADH R HINEEMIERIC S 45 v 2
TF U DERMBPED BT,

@D ANWFIEF O REAM
HPREHRFIL. I NECEE Yo RxT 0 7 AGHOMNRICHEEFLTETE
D, EE R gE s L OV BRRO BT I K D AT ﬁ%ﬁb\ﬁ%%ﬁm%
W, 7. BIEOBE . UIRRAEIE & LRI HFEICEE L TR, 2
NOEOBENLIMTE 5,

= NWFFTE NERE A
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A RN = TR

3.50E+06
3.00E+06
2.50E+06
2.00E+06
1.50E+06

Cell number

1.00E+06
5.00E+05
0.00E+00

—o— Ong/ml

—m—1 1 g/ml
10 1 g/ml

>~ 100 ¢ g/ml

dayl ~ day2 day83 day4 day5 day6 (time)

B AT TF UM

2.50E+06
. 2.00E+06
1.50E+06

1.00E+06

Cell numbe

5.00E+05

0.00E+00

4/ —&o—0ng/ml

== 1ng/ml
10ng/ml

~3¢=100ng/ml

dayl day2 day3 day4 dayd day6 (time)

C RRY X2 T+ AT T F RN

3.E+06

3.E+06

2.E+06

2.E+06

Cell number

1.E+06

5.E+05

0.E+00

/’

/

—&— 0 1 g/mi+0ng/ml

—@— 100 i g/ml+100ng/ml

dayl day2 day3d day4 dayd day6 (time)

X 1. FANGIMIZ X 5 A s E )

A _NNVX=7Em (0,1,10,100 x g/ml) o

B A7 Fum (0,1, 10,100 ng/ml) .

C "NV AT T+ AT F RN 0+0, 100 g/ml+ 100 ng/ml),
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H19 GTL2

X 10 100
S
.‘g 75 75
S 50| - — 50
-
S 25 2sj
sol-l. L W o
0 1 10 100 (ug/ml) 0 1 10 100 (ug/ml)
PEG3
X 100
c
0 75
g 50
L
k' 25 — —
= 0
0 1 10 100 (ug/ml) 0 1 10 100 (u g/ml)
ZAC LIT1
X 100 7 100
c
Q 15 75
i
©
=, 50 = 50
L
® 257 - — 25 -
= B E
O 5 T g s el 0 L L
0 1 10 100 (u g/ml) 0 1 10 100 (4 g/ml)

X2. RN X TERNMC X B4 7Y v MEInF DDNA A F U4k
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Methylation%

Methylation%

Methylation%

H19 GTLZ2

100 100

75 75

50 50

% | “lm W W -
1 10 100 (ng/ml) 0 1 10
PEG1 PEG3

100 100

75 75

50 50

25 25

0 ' 0 1 '
1 10 100 (ng/mi) 0 1 10
ZAC LIT1

100 100

715 715

50 50

25 25

1

O

10 100 (ng/ml)

100 (ng/ml)

0

100

(ng/ml)

|

0 1 10

100

X3. AFSFUEWIMNCE B4 7Y v MEIGTFDDNARX F AL
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Methvlation%

Methviation%

Methvlation%

H19

100
75

50

-
0_1

100

ZAC
100

75

50

2 N
0 B L

K4, RNRV AT+ RALSFTFURMCEBA 7Y v VEEFD

DNA A F VAL

100
75
50
25

100
75
50
25

100
75
50
25

GTL2

PEG3

1 2

LIT1

1 2

LEEAERIN (R X<7 0pg/ml+ A F5F 2 0 ng/ml)

AIFEFNTEIN (RN X=T 100 g/ml+> 275 F > 100 ng/ml) %77,
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DN Aot SR D SR Ji A% e TN
HERER I BE 5 5 E S L Baf 7%

1. FHFEHEERA %M A

2. FFIEHIH]
TR 20 FFE 4 H 1 A ~FRE 20 4£ 9 30 A

3. = AKERE
& o E AR E R R T
AT EH . B EIRFIETR 2-3-6

4. ZAMEE
AT B ESREERER SR ARMABRE HEfRE AT L=
M 4. =E
K 4 :® A HER

5. WrIEiEHE)
O &

4 A1 BEY ERA4DZBAMEEZD TICBNT, =AM F7 U TBITS
MASIHEOFRIERAE ) ST IMERBIEFRL, HICA—RFTUTRA
## % (The Cancer Council Australia) IZKDNAXRKICET AHAE % B
BT,

ONE

[BEE)A—RZ 5 U 7 Tik.2005 FIZEH L~V OB A B (National Service
Improvement Framework for Cancer] NEREIN., Vh—EREHEL, Th %
ERTATOOBEEEHNHREINTWD, LLAaXE, EoMiEs LT,
Cancer Australia BT INTWHLHEDD, A U F—Ry N EOPAIZET
HZEHOIEEALEN, BEEAKTH LA —A NT U TBAHZES (The Cancer
Council Australia, PATF TCCA) MBREEINTWVWSD, LT, #F2E, BE~
DEFEV—E A, HIRICBIT 2R AICET 2REABTIEE 2 Y, ARITER
NS EFEZ LN DHIEBE S TCCA 23T TV D, £ T T AMARIZE W T,
TCCA DTEERIL, RIZOBBEIC OV THERZIE L, DAXNRDOREDO(E
D FIZOWTHRET LTz,

[FiE)] iRIcEFH, A2 —3x%y bEHWT, TCCA (ZBET 2 1E#H %
IRE LT, T/, TCCA ODEHEEZ T L DAICHT-V ., BHEMEKBS I OA—R b
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F U7 OBNEER CdH D Cancer Australia ZHBIZOWTHTHEL -,

©)5% S
HEZBEL, FTRLOFEHPHALNIIR ST,
1. FHEOFH

TCCA X, DAXEEZAHE LA —A T U TRAKOEMEAKRTH D,
DADTE, ZWr, IBRICEBT D2BIN~OERZER, BEFDPREOBRELEXIT
DHIERM B AR — ML TWD,

(1) THERRBL

TCCA iX, 8 DD & HEM NS 72 2 M AFKR & iz, BAMFZED Elil L O
BEEM. DAOTRIBLRa s bu—, BDAUBREICKT 2 HFREHSET
YR — K Z24iT-oTCWA, TCCA 1L, 72Tl Australian Cancer Society &
mEn Tz,

8 DORXRSIX., A— AT U T EHH K Hidk (Australian Capital
Territory, ACT), = =a— P 7 X7 = — /)L XM (New South Wales, NSW).
=% +5F Y hU— (Northern Territory, NT). Z A4 —> X T KM
(Queensland, QLD). A —A b5 U 7 (South Australia, SA), X A<
=7 N (Tasmania, TAS), ¥Z F U T7M (Victoria, VIC), A —A KT U
T (Western Australia, WA) TH D, KEidy F=—IiZH 5,

(2) MR

TCCA X, MAMIZE, AHTF—T v, Zxua— vy PR3 5 L7z
BEBEHAEIT-TEY, 2008 F121% 4900 77 KL OB &% 3 LT,

(3) IH LML

Ehfid L OEERBICIE, BADOTE, 28l XL OEE O EITEILOFF
FAR LI E S W R OB R AR L T b, F, BABREB L O —K{E
Rz, EE LTV T I 2B L TEREREZIT-TWE, ZO~LT
T A X, R 140,000 AOERBFWELETND,

4) BDATH7T 77 st

NDADOBIE R OT 7 0 7T Ak, BEEN, 2, HEETEE, @5
72 RARE ., SERFEBNICER O A, DADY R 77 7 X —%bT L%
B LTWA,

(5) HFEVFER— K

TCCA 1Z, DABEBIOFE, NMH#EED QL ZWET LD DN YR
— s N—7 B—ERBLOT ST DRy T =7 BEEL TV,
7o, PABREEZRBRTHIEDOHEEFFIRTH 5 Cancer Voices Australia
EEL, BBIEH LTV,

(6) TR

TCCA DAETIZHY, ~ VAT T2y vaFOxy NU—7THD

Australian Cancer Network (ACN)IE, B D= VT L R IZE SN2 AD
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VREA A RTA L EBEEL TS, Fio. TCCA IZHE DB D~ hF— &
LT, A—AKNTFUTEKREFS (Clinical Oncological Society of
Australia, COSA) L &L, MREEREZBLIOEFTOAT ¥ U A
FOBEAZBL T, DAREE S ZRIEL TV 5,

(1) 7RI —

TCCA 1%, =BT U AN T, BIFIZH L TAAR KOS HELR HEFE L
e, 7 IARNAZERILLTWD, 2, HOBATHT Fa—FZB3 5
National Cancer Prevention Policy H FITL T 5,

(8) &

TCCA &, A XU b, BHBIOC, B¥EA— M —LOFEBZ@EL T, N
AERIEBI DD OB EEL TS,

9 *v hU—7

TCCA VX, EMIZ A Li-ENB L OEBEM RN AMEEREL T D,
ZHAROMESTIIHDOBEY ThHh D,

Australian Cancer Network (ACN)I%. EZ:. F#EF. ARHAFOHEE
DEMEHETH D, A — A M7 U THAEFS (COSA) 1%, ZRMEIC L -
THER SN —A T U TRRAKOMB TH 5, Cancer Voices Australia
EAABERET, CA PBAREBESLOA V77 FELELTVWD, ok
FEORBEMNIA L LTI, Australasian Association of Cancer Registries.
Palliative Care Australia, National Breast Cancer Centre 72 ¥R 5,
¥ 7~ . TCCA iX Research Australia E WO BERL LI REFZOMTR 21T 9 =
FlIMFE DO A N"—THH B, AREED S CiE. Australian Chronic
Disease Prevention Alliance, Smoke free Australia, Australian Fruit and
Vegetable Coalition., Coalition on Food Advertising to Children.
Coalition for a Healthy Australian Food Supply 7& & @I R E & #7
HLTWD,

(10) A BT P15 5

TCCA X, FIARME TCHEDOEWVALET YIRS (V7T ik, v
—F v d— AP L) BIRFTE LTS, T HIZ K DFEIBLL, TCCA
DIEBESD Lo TV D,

2. BXSLOREHE

TCCA DABRTED K D I FEMMIC 2D, & FIZ&M D Cancer Council % & <
LR TeDiF, A=A T U T BRI &Ko TH AR RIEARTGT 2 1997 4F
(CRE S, TCCA BNEEME D EMEZHEH S L HIZR > Th b ThH D,

£ M D Cancer Council (X, MANDBABE~DH R — FOW—E R PNB
R~ D RO 5E 72 E@TE—M’E?‘TOTII\EﬁJM BRSLDOBERIIMN T LI A
Do MIZE o THEILDOEEPHHAIN TV RWVWEAS S H - 7208, Cancer
Council of Western Australia DR —ALX— Tl TCCA DFER & I A TH
SEOREFEE L L T e FRRIERT,
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Cancer Council of Western Australia i, WA — A b7 U TIMEEHN, N
DLW, TRPE. MR OHEMEAE BA9 & L 72 Anti—-Cancer Councils DFXI.D W
M4 1965 FITHE L7e 2 & 20T, 1958 FITERIL S U7z, 1960 FARUTIE,
International Union Against Cancer (UICC)WZINBE L. BAEL EHELRKZE &
RLTWS, o, ZORRICE, SERAVREMT2HIATIER227b
DD, BELRNABEELEORINICMBEZ M Lz, 512, 7o
Vaxl NORFENRFEEERS, AB Ty BATE OO Mg
REE S0 77 b A4 — LT,

1970 ERUZIE, DAY —EXAZBESE2RYL, PABRE~O— X0
R—haEffb L7, 72, DA, AMFEOMNOREFEELERTH L OITR
o> (BEEMNOBER 1T TWnD), £/, HIZZ oy Fr—VIcEE
IREBEBEMNTAHZ L, ABRAOTFR— M —E 2, BETOEBKRMEIZET
57500 AHE~OFE#EEIT -T2, 1982 41T Cancer Council IEFEEFTE A
RV BUNMABISE LT, 1985 EITiE. BARE, FiE, RACHT B E
ZhH LY T — R, 1988 FITiX, REEEOT AR b
WL AP EEREOHES L, WA — R T U TN O EZEHT TRz,
Flh, WRAARZ ) == a5 AEHEEL, 1992 B2 A—X T
U T MEERERONKF v = R CHESL STz, 1989 FEITIXRERE T
DO B BT OIRTEEZ R L, BE CIEFEM 1280 7 RV D% L&
BTV D, 1990 Tk, ABABREPTORKMERIT OO 6 DH— v 2 b RS
Lz, £, DABRFORT T 47707750860, 2 ORAVEE
T AREEE b E O R— hEH - TWN5E, BHAEDEBFICLE~VT T
A OV — A, 1994 F B Tz,

1997 2%, A— A NT U T OEFEIZ L - T National Cancer Control
Initiative (NCCI) DFESLIZ TCCA B3I L. BDARIRERFH IR E ST,
IHICEY, IRETCRBTTLRTVWERARNIRREICL - TT74+—B A
Sh, BINFERBPH L THAXREITO Z LIThsTe,

2000 FFITHE, RAHYR T2 THMI 3 v = 2 BHG L. 2001 4R35
LETHIZH L THEEBIT HAREHF L LT Parental Guidance Recommended
(PGR) Z B 4a L 7=,

— 75 . Cancer Council South Australial. 1928 #2775 L — RKFDE
FEHB I OFEHESEOV R — &4 T, Anti-Cancer Campaign Committee & L
THRNY SN, ZO0O#% . 1962 4|2 The Anti-Cancer Foundation of the
University of Adelaide 2244 S 4L, 2002 4E|ZETED Cancer Council South
Australia & 72> 7=, Cancer Council Queensland |X, 7 A4 — 2 X5 KDORN
AFEA L LT 1961 4TS &Nz, Cancer Council NSWiL, MNESRIZL - T
1955 N SN, WERESE» LMY L TW3, Cancer Council
Victoria i, 1936 izt 7 U T MESIZ K > T Anti-Cancer Council of
Victoria &V ZFRCRREMK & L TRRIL X 41,2002 4 (ZHLFE D The Cancer
Council Victoria IZ&MRZ T,
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3. BURNELOHEE

TCCA I&, HIBFEAMOMMBETH V. BUFH O OEIITZ T THRNW®D,
DABRICH L, BRI E SO N BRI R THZ ENTX
Do A—ABNTUTEBM LKA RNN—FF—Y v 2o TEY, BoiE
BIZXHTHRABEROBE b1T-o T 5,

—J7. 2006 FEIZER L X 77 Cancer Australia d, B OB S#RML 2 =)
To i R ME DS AR TH D, TCCA 1L 2004 ££2> 5 Cancer Australia o
AL HE D | BLAEIX TCCA @ CEO T3 5 Ian Olver Z#% 3., Cancer Australia
DHMEBEDA L R—=ThH D, TCCA 1T, PAICLZHTERLEEL WA &
w572, Cancer Australia &Ml L. BUMKLAR & FE B AR o BEE Rk
ZHEL TS,

@3 AW FEzE O PR

ERREFEEIL. ZAMTEORBELHFOL & Web 2 T W72 3CHR -
BE T —F OUEE B - S EITV, TR - BEFOBIER &S e o
ERZATV, A=A N U T OB AKRIZET D& - KR RIEHR A I
£, TAEEOSHMFREE (REEERHIEIZBIT 2B AXKOMED
B 2 [EBREER) DfEEIc KESEBM L, Fic, ERMICREAE LA
—Z 7 U T ® Cancer Council OME-LIEBARNE R EDOERICEH L TIX, Z
NETIEEALHLNZEINTELT, OO TEHEHERMAEXRTHL LE
bbb,

MR T 2 EBIELHODTERTH Y, BBHLOEERNIZCHEMNEZ
ERICHEE L, B2 EF 22 RNICRHMELTWS, £, BICHERE
HELL, TAMEFORTICEEELT, BHOBBRICHEMNILZIT O &
FEAFSEE & L CARRZEATHY, TNERFL TV LIEFMRET DS
BOTEREZ RWVICHIFRIT 52 &N TE D,

TAMESE OB HiG
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CEOs
Forum

Cancer Council Australia Board

Executive and Finance Committes

CED

_ Clinical Oncological Society of Australia

Gancer Council Australia (COSA)
Secretariat

B Cancer Voices Australia '

il

L siay Oncology Australlan bbbl Audit and Public Supportive Business

Reference Affairs Brand
Groii Education Cancer Haloraiice Risk Health Care Development Committee
(cos :) Committee Network Group Committee Committee Committee Committee

1 l |

Nuiritlon Events

Occupatlonal General Bowel Cancer Royalty
Skin Cancer and Physical | Tobacco Issues Strategy
c::r::lgle? il Attty Gl C:ﬁl‘:l‘llt‘;:e g:::l'l'tltlg ::gﬂ:l::t:'; eny
Commitiee Group

Culturally and

Peer Support

Cancer Natlonal
Linguistically Cancer
verss * Jf - comect [ UL, st
Committes Committee

The Cancer Council Australia MR w MU — 27 & KHEEONLE AT
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(2RI D5

1. HFHEE KA i BT

2. Wi
W2 0441 H~FHR20F7H3 1 H

3. A
4 B AEHRE R
FRAEHE : AEMEEFLIRA ALK AL 1 4 4765 T H

4. ZAWFRE
B ARE R PR E e ARTEN S - REGR E
Wk 4 #HeE
K Ak &l

5. WroEiGE)
Otz

2007F10A 1LY ERRADAYFED LTIZBNT, W AREES
DOIFZERRBEICBE L. 552 THFEERBAICEBIT DV VRN A F v — b — D
R BIO U ABHEMEEL R ZEAMB/EH & bone morphogenetic protein (BMP)
TE =X NOREMR] O 2558 DSt E BLE LTz,

QW%

RCICETHR, 200741 1A 1BEY 27 AR, LFEFEE CTHDESLHR
At o B —i5EET ALTERIEE U WEREOREICL Y | TERD AR
EHHBWEDNA A 7 a7 VAT EIT L7e, 20 0 841 ALK, AuyEE R
FRBEIZRB VDT, BN AE U F RIS A A /T LA Ty I Ty
TENTEHBEFICE L, FELTYTAE A LAPCRICE DN, 4~ —T—{F
BB T OB 2k CTh o7, 52, MAREEEEREMREES &
BMP 7 & A= FOBAMRICES L Tid, SCEHA R AR E 50 C TBMP 7 > ¥
A=A N &AW BB EAER ORI X 2RI ORE) ICHFEE L e
BOWREED TWB,

O
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TEEDANCEBT D) RGBS A — I — R RRET DD, FERBA

(%Wﬁ%ﬂh>®$m@¢(mﬁﬁﬁiDRm%mmL DNA~A 277 LA
EHEAT L. U BRI MRS & R G IR & LR LA A~ — I — DAl & 72
0 5 5#fET 8 il (KIAA1641, ANKRD36, VPS13A; vacuolar protein sortingl3
homolog A . ZNF577; zinc finger protein 577 . CROP; cisplatin
resistance-associated overexpressed protein . MALAT-1;
metastasis—associated lung adenocarcinoma transcript 1. LGR5; leucine-rich
repeat containing G—protein coupled receptor 5, TIMP3;, tissue inhibitor of
metalloproteinase 3) ZERHL77, HWT, DNA~ A 7 a7 LA OfERZRIET
LI, UTNVEZ A LPCR ZHEIT L2, D%, KIAA1641, ANKRD36, VPS13A,
ZNFB77, CROP, MALAT-1, TIMP3 & 7 EnFiZR\W T, U HifnR et & Ak
BB RBIOELRB DT, TDH B, KIAL641 & ANKRD36 DY RREE N UT
BLTEY (2ql11.2), BBk L7-ND L ZATH D, BUE, EHABEZES L B
TBET ORBUFENTEZEL LCY TVH A L PCR & VTRV &kt Cd 2,

S HIZONDIUIRBRDO FIEE AW T, TEERN A GENERDA) OB,
T2 b grade (2 K DB FIHBLDE LMY L7, Grade 13 L UM Grade 2 & Grade
3OMTREIUCHEZLRO BT 10 fE (HOXB9, MMP7, MMP11, ADAM28, HNF1
homeobox B, TMC4. GCNT3; glucosaminyl transferase 3, PLEKHA6; pleckstrin
homology domain containing, family A member 6, TTK; T cell tyrosine kinase,
C8orf32; chromosome 8 open reading frame 32) 2EE|Z i/, UTNVH A A
PCR 12 & D IRFEDFER, TTK 1 & U C8orf32 LIS D 8 IR T CH B R R BLD 21 Fe
RINTBY, ZOBGTFIZE L THIEFE Z I URBMIT 2 ik TH 2,

BUP 72X d=A b ENAMBMAEMERICET 2RI, FESEPA - FEK
Bh, BEOIEPAREEZFNT BWP 7T ¥ T=X b ThHD gremlin BLW
PRDC (Protein related to DAN and Cerberus) D3EEL%E VU 7 /L& A . PCR THigt
LTWo, BfED L Z A, IEFEMMEE LI L, BUP 7> F =2 bR L5
‘J“é{tﬁﬁ%‘:ﬁﬁﬁf LTCEBY SRklI~A7ualAtrva kb b0 T, S AR -

R LOME CORBE L XNVOELENT 5 TETH D,

@ N5 O FFAM

I D FEAHE JEE SOiEFE D /XA A — T — OERTRIT L 0 B RA IR R ISR D 7
DICIEHICEBRZE R -T B2 N5, BHREMIRAEED THWAETER
FED Y SRR AN A — I — DRBICBWTCEOEFER F2ET 22 &
I Uiz, & BIZ 2N 5B EG T OB CER AR TORE, mf 1L~ 1o
WEAT~EDH T, BAICHICEREI S Z EDHIRFIN5,
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INERBAEREBE DR 7+ 0 —7T v 7L

Z DRI HE A (2 B4 5 W58

1. HPHFEHR KA B B

2. W9t HARM
PRk 20424 4 1 A~FR 2143 A 31 H

3. =AM
AW BN BIEEE S F —
FITFEM « BRI X KR 2-10-1

4. ZAWEE
2% ERLRBEER Y X — IR T ER
WA IBRER
K4 /T

5. WFEIE®)

Ot

V2044 H 1 LD LR 4 OZAFEEDO TIZBNT, NESARKEESE ORY
T u—7 v 7l OEHEMIET PRI L, BICIRFIEK T O Y 4o —
Ty T OB BT D0t & ke LT,

ONE

EF%, BB EREZ—IRFHZRBW T, a—Evar s skez @ikl . WA
xEE O To/pMRRRERERORTREIRESZIT AN TE-, BEOHEREEN
FRISNDIEICH LT, IBRHE IR IELW B I BRI OIRIEETTH 2T Tlda RO
B ESRHEROEMLHEFRITI DD, HONCIKRD R EE BB, &R
b IR DA AR B O ATV, MEITISU TERSWATL Tk T 5280
FUWY, o= Vg ATl — RSO S ELEREL . SRE N, HEEER, Mz
57 30— T SRR LT,

€))5 S

H—EVal NSRBI HIEN & EE L2, TR 20 45 10 A IS8 62 B B ARERKHR
B2air, EvYREEREE X —IcB T a/NEa—Ya v 27T O & LT
# LT, UTCHEERT,
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T g UASRBERE L0 R 204E 7 H E CIIEZRHE OREKIT 1005 £ Jr o7z,
FOWEFITFEIR 5141, LR 495 | FENITER 6 7 A ~21 5% CEH 4.6 %) T, EHHERK
1%, 0~2 7% 28%., 3~5 &% 41%. 6 kLA EOTEE Y 31% T, UL LS gk ZERI O AL L TH
277,

INHOEBNZIBITBIERE A, SR ED S ERAEEE N & Z\ 3,
BEFAIED EERRA Tholr, 2090, —ERIIEEEBE L BICHREFELZ AT
Te R R R E RIS O 5% ThoT-, MEIFH I IR O AITIE A T D IE 5]
(66.0%) &, HARIZIE AT BRER] (34.0%) £330 2 T IRMED A CEMIRED LLl 1R
BEDMETZ VI AEBI & | 38 RIS SRR D IR IRZAT - 1= i AJEBT T, 2451 kx4
SV AN

BAix, MRB K RS LT R IRER OV COREMR L, SER (=) 5 0.9 &
TThHoTo, FRBBEHRICBIT DL FERE T, WHIROE AP 0.3 R, T35 st
ORI EN@E CHHZE, EEDLIV, H123 0.3 % EESTWTh, SR RZ2 211
JiE B S AR AN B C O PR IAR ) D3 BIE LI IE B 22 & Crd, BB I R C6 3C
FROM I DOFRIMNEELL  BEFF RS B O —E Va7 ORI G Lin o7, R )
(I R DS EELVER ik, /NEORRIIR EO® BICHY | FEEORF ]
SINOBAN R T-INFEIETHE SR ORFBILBELLT W Tided, £F O EICH
RESHEESDH V20 BHIOFEMEETM-CHRRO LI Y OLIN D, ZDTh | FRIZH
FUSDNZ LV MEBNZ BT, iR T8 D B P U7 B (R 7 B RE A R AT R L
RENTH> THHBERBE DTN Z1T 572,

I—E Va7 ORNFIT, B EEORBICEDAHERI RS, RO TR
IZBE 2R BE R A BT MK, B RICBIT MRS BT (R 1), ERD
AL ESBRERT OIS T, B EAETEORE I D 2 ORI RETIC R 2
D2 < | SHERBILIRR I, BB A B3 2 SO BT B 2 FR S AN L
BRI X, RERI R B I B U 2 @Ak SRR R 0 5 0 2 G LTz, 2o
IO, EROTZED BRI L = — XN RIS T3 POt N o —e Ve T
DOEDDEES %2, BIRICL o T TELAF T EELWHEBFRIEAELT-DOIC 7, {R#EE
(R T ARk 7L B Ch o Tz,

WA IS T DN B OMATTIRPLE, I, BEFRID 5 mAim O $h R Il YIRS |
LI CHL RS, BIRSE, JE RS OB EA 0T LT, REREIXIRED
NG 2 HEEL REWD YV BREIOREALE RN EE Y20, MBI RO
FaBEET X575 A Th, Z2UMMREREDFBI EOA v mbdZ bz kb, Rz
FHERTZEL T, F, BREDO AL TR IR REREEL 52 5720,
ARATET T, 2R B BRI R ELT OB RERKULERD 72 9, 20k
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ETHZETTMISEDREELZBIT L. e A NV XED BR & O BHE
ERRF L, £ 7 HEORE EEFICEEN S HTLV-1 pl9 HLR % ELISA
THIEL., UANRFEALDBAEIZOWT IR 21T o 72, FEERN T M
SR DI BN TZEC DWW CIRR G & TS B OBLE Z 57212,
HTLV-1 R CEEE IR L TWD CCRAe 2~ — 1 — & L, = O
il 2 B\ 2 A3 T CHRAT A N 2Tz

< B>

YE M ER IR RHE 1T L 0 EARICE o 72 ATL B8 2 5l PBMCs Tli, B2 Tax
FEELEY IFN-y FEAE . D F U Tax FFEHM T MIBISE N & & 47z, —J7, HAM/TSP
BETIEE WL LD TN~y BEASE DR G, GST-Tax 7217 Th <
GST RCEFHIZ & KT D IR B IRIRE Th o 7o, 18t ATL B @ IFN-y B
B LUEE L &Ko, HTLV-1 eSO FRlEZ 3572912, CCR4
ML O R 2 FACS IZTHT 272, +2 &, RIEMMLHPDOY U EKRDIFE A
ENERGM T H D18 ATL THRMEEPIBO TEWER 2o, 2FE D
184 ATL B DO 6D TIERW TS E ORI EFISETE 5 TR IE
EAEFELRWEZD EEZ BTz,

KDV o ERE N TEREFICH D ACs & < T 50 ATL B (sATL) I8
B TS E ZRIE Uiz, IFN-y BEA L~ I ERZE D B o 7208, IFN-
vy EEENREZ — 0%, Tax BNV RN E L RTEE, Tax X /87 720
T GSTRFEEHIZ HIEE T2, b Lk, oMkt LTl TERWES
BORBEROIGERICOT D ENTE, THIRSEDRRELE oo o
NABOEEZ®RF Lz E A, Tax BHEMISERTII T 0 U A4 VR EITIK
<. FERRMISERTIEEWVEP B A LN,

PBMCs FIZ & EN D EHAME O T ISR T 2B EREFT 272012,
CCR4 B MMl j & HAM/TSP B3 @ PBMCs 2> HERZE L Tax (%9 5 T MG
DEAE T T, 35 & Tax FFEE M T MIRISE N B, F 72 HTLV-1 p19
IZCD8 M ZRELIEBAICELEER LR L, 202 k0, Tax HEM
THIFEISEDOTFIE L CO8 M XA U A WV AHERIIZIEDBEGER H D Z &2
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RR X,

ACs & sATL TTHMIISEZBET D L. 2D EFEN T HRSETICRE
LT, FERFEMISZE 1L CCRA B5 M T D BR 21T & - T HAM/TSP & [RFRIC
FAEDBN DD ETT-, FOREE, ACs O—HBTIX CCR4 &M M % B <
Z & T Tax FREMSENHIL, COB MIBIZ K > TU A NAEEDLRIMZ LT
WAHZERbhol, L., ACs OHIZiE CCR4 MM ZBRVWTH T #
FRISBEWC AL D 72 < L CD8 MHARIZ £ D U A L REA DO & A b IV 72 WA
DT L IR A SIS I oD T —FI28 N5 2 LR bho
7o F7m. SATL DE L 7 ua AV ABREL ., CCRA Bz kEL T
T ARSI BT BN 2o 72, CD8 MEfEIC & 5 HTLV-1 pl9 O EAH
FHXIZE A RN oT-, —E® ACs O sATL Tid T ML & DK T
D3 6 U YL D HEFE A CD8 MIIZ KL » T A DI T W NI L35 %
v, THIAGENIENREEIZH D 2 & DR ST, Tax BEFEM T JALS
BEPHBLNTFNZ DN TS CCR4 BRI OB A RET Ly, T MG
DREFEMEITEIL 72 <, CDS AR DOBREIZ L 5 pl9 BEOEE S LT TRIE
IZIEWETH - 72,

ACs DHIZIL Tax FFRET N T~ —IZ/EET 5 CD8 IHME T M (CTL) 234k
HTELHIPFE LT, T THRIBLE THIRSE NZ— b CTL D%
BRI DWW TIRET 21T o 7o, CCR4 G MEMIAR % BB L 72 0B, Tax =& h— 7
WS T BT F RERIMUZEEO IFN-y EAZ R L- & 2 A Tax R
I8 B VIR R S C CCR4 MMM DBRFNC L 0 T MRS BT Tax K¢
BENENTZIT =TI, X7F N L CRENRRISE R LTE, L
L.THIMISE DI TR D 7V —TII_X7F Fizxt LT IFN-y pEAE
XA 5T, CTL OBENK T L TWD EE X b,

< B>

BABESICH Y B2 LTS BRETIT Tax R T MG,
HAM/TSP fB#E CIHIEFF R TRy 7 75 7 ROEWTHRISE N BT,
ACs & sATL TIEM RN — v B &L ENR R bz,

A Ak, ACs & sATL JEFICHFICER Lz, 2o o Crikigmo v v
PNERBOBMPNIZIT R SN, sATL OZ MR ISR R U %
BRETHEISN TWA T, ACs & sATL OBEFRIZIREEH TH 5, sATL OF
BIRIEHCOEZORRNZE L CWDLEA LAEM ATL ICEITT 258085
Lo LU, ACs MOEBEAMEATL 2 RET2HBEbH 0, MER & bEHE
JEV R BEE GRS HERENTHD LEX HILDH,ACs & sATL O —# L Tax
RO TMRSEZRL, 7o A VARG IED o728, £ < DI R RS
BRH =T LTz,

FERFE T MM A T #E X PBMCs 2> 5 CCR4 [BE#I A %2 BN T2 BR D Tax 12
KT HTHRSE Y - OREOFEMRIZL Y S HIC2 7 Vv—FI2 iz,
HTLV-1 RRZHBAEIE CCR4 ZEmHEICRE L TWAZ ERHREINTEY,
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CCR4 IBMEMII DR BT R OBREZ BT 5, JEEFEM T MIRSE D
R & LT (1) PBMCs U AFTE T 2 Gl FR o kb9 2 R L0 T ARG (2)
BRYYGR E B2 6 D IFN-yv BEADREZE 2 b vz,

CCR4 BBMEMIIE A PREL TH Tax FFEM T MAUSENHIR L 2WEICk, T
MR ENHIBE L TNWDEEILND, TD X I I TiX PBMCs 7 H D
HTLV-1p19 PEA L HIII L Tz, CD8 MR DOBREZIC X 0 p19 Bl EH T2 D
T, CD8 MIMBIZ VA NVAELEZIME L TWD T ERRBEIND, FESED
PBMCs 2> 5 i LU 72 pl9 EEA DD HALTZHFITHE, & D X 5 7 Ms#Ee
EKFLTWdEBZ LN,

<Hhdm >

LEDZ L6, ACs & sATL BE 2BV T, HTLV-1 123 5 T M2 %
H—NIEEERND D ERNbholz, £7-, ATLBE TR LNLAD L S7%T
MRS A DIk, BAECERT SO Tk < ATL BIELRTNSFEEL T
WD EDRRINT, ATL BIEICIIZERE 2R3, T MRIEE OB IE
HTLV-1 Qa0 N Z2FF L, ATLRIED 1 DO BRI D EE 2 LD,

G5 S

<FmLFEEK >

Shimizu Y, Takamori A, Utsunomiyva A, Kurimura M, Yamano Y, Hishizawa
M, Hasegawa A, Kondo F, Kurihara K, Harashima N, Watanabe T, Okamura
J, Masuda T, Kannagi M. Impaired Tax—specific T-cell responses with
insufficient control of HTLV-1 in a subgroup of individuals at
asymptomatic and smoldering stages. Cancer Sci. 2009 Mar; 100 (3) :481-9.
EERPRER>

1). Shimizu Y, Takamori A, Utsunomiya A, Kurimura M, Yamano Y, Hishizawa
M, Harashima N, Hasegawa A, Watanabe T, Okamura J, Masuda T, Kannagi
M. Insufficient Tax—specific T-cell response and elevated proviral load
in some HTLV-I carriers and smoldering ATL patients. —#$¢ HTLV-I
Fr U7 LTSV RATL T Tax B RA TS E O L w7 7 v A L
BAoRT. 6T [H 0 ABAR LR 2008 £ 10 A 28-30 A, 4 & &,
2). Shimizu Y, Takamori A, Utsunomiya A, Kurimura M, Yamano Y, Hishizawa
M, Hasegawa A, Kurihara K, Harashima N, Watanabe T, Okamura J, Masuda
T, Kannagi M. Low T-cell responsiveness against human T-cell leukemia
virus type I Tax as an immunological risk factor of adult T-cell leukemia.
RN T HIM A MR O BEFOY A7 75 7 X —. & 38 1 A AREFERFH;H
W2 2008 4 12 7 1-3 H, HUEB.

D= ABFFEE O 7
EKH L KIiZ, fl 4 O HTLV-T &4 Sk oA %2 v C HTLV-1 &80 T
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A I B D AT 2 AT WD EE R IR YL R D IS b S LB DR WERI B AF
ETHZLERBULE L, ZhiE, ITPRECHADINETHEY
MOMENTRRD ST e —F TR BRKRIIRAITEBRZERTHER
w15, A%, ETFHBEEZERT S ECHARHEZOBVWEREELEDS Z L
BDTEELL,

AN RE SRR
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A ABE L/ NEDAVBEDOFEICRT 5
P LWOEHESHTEOH Y FIZEET IR
(H20 — 2 A B PR— F+—023)

1. HFEHFEERSYL ZHRERT
2. WITEHERS k2044 A 1 B~k 21 3 H 31 B

3. R AKERE
AR 1 R
FITTER « FURHR SO AR 7-3-1

4. =AW
g« O RFBRERGE LRI FERHMERRL S - FEFER BH7 T HEFSE
Bt - T
K4 B THAS

5. WFFEIEEh
O Mz

4A1HEY ERRAOZAEZEDS LIZBNT, RADBRABE L/NERABED
FIRIZHTT AR E LWODDEERSEOH Y FIZET 2RI L, Rz D) 2
ABEDFIED QUL OBESL DO BFICE T 28198, BL Y 2) KREITERGITOR
ITERFNT D2RE~OEE LWLDEESW B OBRRICET 20502 Bk Lz,

@ W&

WIRICEFH%, TIETITo T BEESHER L B = — ISk 28 L2 5
HRV B 2 —% 98 U724 B), SCERERSRITER U T, 3R SCI2 DU T id MEDLINE,
TSGR O WTIREFFEEZ W, AN R —FZBML TiTo 7, BRI
RO LT L, AFRICEET S EE X LNETERICO W T, BRSNS
E-Journal % JEHi L TV DGAIXE TR T, H R EEE LM B R EAE & 7o i3 A
REFERFGER NG #EE/ BT 7 BEZ DT ONRENER L T 555 IIREHE
TAFLT, AFLENROESIEFHT L, KRIOFED QL EEHITOBIT
EIRETT D RIBEDORER e EICET HFHOAMBEH /o, KT, BEEL E 2 —D
FER LIRS & OWENS, WETA RTA4 UEERL, LTFO 2 BOmEER
xR L7,

1) DABFEDZEED QL DRSO EIZ BT 5 /5
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DONEDOKRKEADABEOFIEIZE > TO QL 2K T 2 EEOHMHZRAD Z
EEEEAANE L, MEREEER L, AEFERE LT, HBEHFEDOY 71—
N3 KOS ~ DA & FEhE U, SRR O RN (50 BI2F) 21778 - 7=, D
RIBH IR PABEOBES L OFRE L, E2BEBNFIL, BRI ON S
BOFHENBE L OEBERICBOTERTAZENLE L,

4 A5 10 A COMBICEEERELK T L. o2t L7z, 11 HRON 12
HITFERARIBRZ TS L, RGO 1 A LVEFE L LT — 2 O 2B L,
WNE DT & VT, 1T - RMPABEOFBED QOL & U TEEAREROMH %
ATV, JLERFGEE & Wag D AT TV BERR LTz, Rk 21 7 4 ABITE, 8T,
A= —~OHEEYE WER LT Y NT —Z R EOREFEET H00H
) KB L, HIEFRDEMETH S, ‘
2) WRINIEERIT OBAT L RETT D FBE~DEE LWL EFE R R ORRIC
LS RSY I

WA R SRR T ~OBATHI OB ABEDREIFRIZHTLEE LW TOHY F
HRRTHZEHELLHBME L, mERELEm L., AEFERELTY Z7v
— ML USRI~ & U, ERSEE & AT 60 4 o mBERE A K
TL. GthzEiT-o Tz,

HEOXNGE TR DA BEOFERE L, EREMAAE. BRI ORES T
DBATWIICEREE N OZ T 26 3 &2Rb LI A5G E L0 6 S &8 L 72xtiG
&L,

4 A6 9 HETCOMBICEEREREZK T L, D0 et Lz, ERFEE &
WED 1, 10 A E CITRKRINCEBLITEBIT T AR BEOSHL S, BIXUOEE L
TTIET DT T BER L, a— X —~BHEHE AR L7z, 11 A&V 12 H
ILPERIARIRZ TS U BRI O 1 AlIca— & — D OEEHEDREREZZITERY |
FEROMRIREZBIME LTz, BUE, a— 4 —DHEHED —HIELEZET A2 & 05D
MY —EOSHICE L CHEEREFTH D,

@ AR

1) MABEDFEIED QOL O b D4y B B 5 5

FEFN 7 TIRBRCHELE L2 A O IR 32 4 (40D 57 ik, #iPH 3178 i) B
L OMERER 7 T 27 L CHT LB OB 8 4 CEXER 60 5%, #iBH
31—76 %) . FEFNT T IR ABEH DRBE OFIKE 10 & CEEFR 58 mh, #aPH 41—
TLmk) Zxtge e L, AWEOMSRELIL. A7 504 EEMIMEE LTI
THO, FHEDO QL OREREHRL LTEIANEREELDDL LN TERLEEZD
N5, BICEFIOFMENKT L, k21 44 HBAE, DT, »5aoa—4
—DOHERB O E CHEITL TR, IEHICEATHWD B2 6 b, KL
DFERNS ., DREORAVBEEDFRIZE > TD QOL &R T RN ST
D, BT OBEEEDHT ENAREE D, MA T, KWFGEL. KR DIKE
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HOFEBED QOL RE(ER OO OEMNRER E LTCRIHTE D EEZ 2D, K
EEOFERIT, BHT AENZRICTRE L, M EGECERT 2 TETH D,
2) MRHNIEBETOBITERAT 2R IBES~OLE L DEF S SR OBRRIC
S RSY I

KN - TR CHE L L= BB O R 60 4 (CEHFER « 59 5%, &P : 36— 79 1#%)
EXIRE LTEET 200, BITHOKRES - 25 &), ROLNWAFEFE~D
7T AT IV EER L, EESRED S B, RAER BT 7 R
DORIRZBRET LRI 2 A DO REE « D6 E& U TWERIE 92%, FEf
TIOR8 Th b ARt % £ TORHNTIE 85%, FBF4 7RI AL L
T2 ORFENZIT 0% D BRI 72 A HINDORES - Db &K U TV, TBITHIOR
EBE Db & F21 73V, IROLNDFEERA~DTT ) %20 7T VI5y
MENT-, FIRBPRODIFHES 7O A 10 BT TV DS b 553U MR [HE~
DT a+mctTH 2 L] IRE~DOBELE RS ] Y, BITRIICERMT
W7, BB FEE ST CHDH I EBH LN o7, AFEROREERNG, FA
B RN T ~OBAT RS T DR O 7 TIZHE L T 5 ERIEEE XS
L. B3l r 7 4R T 2 2 L LD b4 TR OF T EGE LTV 2 ENED
KO THHZEERLTW ZERBEETH S, 5%, BRAICEMTCE LT
Ly bRV —T7 by NEERL, BRI L T TETH D, £io. AUFFEOR
HiL, BETHIENZERICTRR L, WA FEGEEICER T2 TETH D,

@ = AHFFEE OFFHAMm
AHFFE T, D BEOKKIN AVBFE DOFED QOL ORISR ZH LM T HA
HYOFEETHH, Fi-. (ERHFERFEORNA DT T, WEEFOTIRICFHK S F
BT AEE LW T 23T BEERRBEELIWETH S, 20X
NNCHEHEP OBERVIHELZEM T HICH720 , ZMRITEETEIO L B o —,
TA RTA L OIERKRE, TEIOWMUNCHEREMEIT 72, £/, 104 L EOFE
BB 2R E LlcmERA L L, A F B2 —DORar i< M E I
+REBEITO OO, MBREOKFLE NIRRT 2 W12 H T 5 L i
TE5, BB UEEWNSIT FEE 0T, mEREIC TR LB e Mats 5
(ZH 7o TR FBATHRED B O& B2 AR RS & OB AE LA L. It
FEERBITL TV D LEHET %,
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BN T fifR AR (ATL) \2xF9 2 [ fEEr M i B AE R L O
BA%& & % @ HTLV-1 BEFRMARE O AR IIZBE 4 D k5T

. BFHEE K4 Ty Vayv

. TR
YRL2 1HE2A1TA~F2 143 A3 1H

. R ABES
A W BRI T A ARG
FTAEH AR IRT B v 22 3 DX R 3 e )1 JRURT 53

YN
BB RESR T A VAR D A IV A AT S aE
W 4 IR

K 4 fapE FERE

. LG Eh

O

W2 14281 B LD L4 0 AMILED FICTBWTEA T kB
75 (ATL)IZ %4 2 R FR i f B M O BR 3 & & o HTLV-1 BERRAERE o i I
BT A eI B L, ATL #fa > HTLV-1 O 7 12 o7 oA L AT 2 FH2Y L
7=

QW%

FZEIC 5 T, [AIFRE MR B ML 2 1T o 72 E B O JEE AR 2 S L7z
DNA % V> polymerase chain reaction (PCR)<°DNA > — 2 = v F 7y
fEHT LTz,

ATL LW ) 7 AV ACBE L2 ioxt L CRESRMaBEREICI 2y
AINVABEORIEOFTERFNT ., TRLENOEFICB T,y
ANADKBELET L EHAERELEZDND, ATL MRICHFET D
HTLV-1 B U A VADE A4 T EBEBROGR LR T 52 LIk vAg
NAMDRRF EREDREOEEEEZRHTZENERNTH 5, RIFEEH
BB ME IR L 72 ATL JEFIOREN 50T — T — A A NERDORHEL
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e THBODTHBELEEZDND,
BAREIRBTORAL Y MU TO3HTH D,
O e A VAR ERTET D

@ UANAEBLTOERDEE

@ HTLV-1 F'uE&—#—® DNA A FV{k

€I &S

1. VANABRTOEROFE

ATL MRS TIL HTLV-1 O U A VA BT TH D tax B FREFR L TV DHIE
BN UIELEFEETIZ EXMbN TS, THE TOARPFIIETOHRE
TREBEEICL Y 7 A NV APR Tax (k9 A MR ENE T Ml (CTL) 23H
BL, ZOREBIGEPIBEIRO—RER->TVA I ERRBINTWND
TEDPLRBAERICKIT S tax B FOEREOHHEIZE LTI ~~7, DNA %
B E LT A NVAEE T2 & TofE % PCR CHAME L, #08 L 7=l 7 01
Al 2 RE LEREOAMIZE L THRF Lz, 185 2 G T 26 4
BHZBE L TR 21T 720 tax BEFICERLEOTIER N 141 (3.8%)
BRIz, TOEMIEMEFEL TR, FREGMRBEREIZL DA
BHRIT, BT LL VA AVAPRETH D Tax 1ZxH T HEBEIGEITITICL S
DTIEFRNZ EBRHA LN o1, VA IVAFILLS O [RIFEGUR O 82 M4
DRBEEN5,

2., FTuUANADEAL T
INETOMIETATL MO HTLV-1 Y a oA LV AD X A4 7L L TiL, Ze
AERBR (18, 28) O3ODFA TFTREFEETIHZEDRHLMNE R -
TWB I b, BREEFICBIT A UTLV-1 DX A TREDI A FIZET D
DONEFT, BRI HTLV-1 O VANV AN T T v —%Ri L7 o
A LA DNA % PCR CTHIE L. ZOREREG NI NF — v ZmlZHEZIT
of, ZFORRIIR 1 OIS, BRIEH 26 IEFH 18 F (69.2%) 2S7E4E
BCThHY ., FEBMEIERF (47 FlF 26 f ; 55.3%) I EFERTH-T, &6
WHILV-1 O 7 AU a— RENH VANV ABBEFOTReE—4—Thd
5 LTR ZRF L TW5B 2 BRI T A )V R ZEIEFNIL., BAEIEF Tk 26 IE
B 6 B (23.1%) & IERBMIER] 47 Bl 14 #] (29.8%) IZHAEHEE TH
o, ZORRNLNO T AV AHE &2 FBL T & I WIEFNEIR K D M
NEL BHEBEEE TE> TWRWATREEENRBR SN D,
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(%1)

BAEEG & IEBIEESI=HITHTO74ILA

BHEIED) (26450)  FEFBHBIEMR) (471))

TaAINADELT
b o 18/2641 (69.2%) 26/4741(55.3%)
KABE (Typel) 2/26%1(7.7%) 7/47151(14.9%)
RIBEY (Type2) 6/264)(23.1%) 14/47451(29.8%)
5LTRDAFILIE
AFJLILEEL 16/19451 (84.2%) 9/2841(32.1%)
BB HIAF LAE 3/19451(15.8%) 1472841 (50.0%)
FeAFIVE 0/1941(0.0%) 5/2841(17.9%)
taxiEinFERER

1726451 (3.8%) 54245 (7.1%)

3. HTLV-1 7aE&— & —@ DNA A F /1L

ATL ffR TIX HILV-1 9 2O I A NV A B FDO T2 — X —THH 5’
fll> LTR FEIEAS LIX LIE DNA 2 F AL I LU A v A AR F OEEE N S
NTWBHZERMBENLTWD, BHEEFICKIT ATy A4 v 2D 5 ] LTR
\Z31F 5 DNA A F AL Z AT LTz, BAREICIE bisulfite ALEE L 7 DNA C
PCR %#4T\, HIREER CUIMT L E DN F — U THEZITo T2, FRIT 30%
PLEo> DNA A F A 238 IEFNE 19 JEFIFR 3 6] (15.7%) & FERAEIEE B
(28 f5ilH 19 B3] ; 67.9%) &L HEUIEKRTH -7z,

PLEDRITHER L O BHEEFAICBWNTCIIVA NV ATFE TH D Tax ZFHEA
B A TOTa A NVADOHERE N b, RERMREBHEIZLD
REFBRICL o THIUANAIER L L S, ZOMRE, IBEGEIC
RS THWAAEEREZ N, TO—FTUANVAFRZRIL R0
AT OIEBNIZENTHIEEDIRERBDODIEFDH A Z Lk, Tax A%
PR E L TIHREDRERBEL TV DEFAGHFET HZ LRI,

@ AT FEH O TP i

TERE 7 BT T3 < AT 2 C TR L U A A A DB OV T H

TR EBS D L RHKT, DM B < FHEL TS,
TABGE R
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HERME B R I 5
PR IERYTB IR IE ORENLIZ B9 2 WF 78

. WRFESCR A B BBt

. RS SR Y ]

¥R 2041 A~FRL21H3A31H

. AR

S B R E R A
FITAE s« TR Tl XL L — 2 0 — 1

PN e

g B ERER KRR EEREREE ¥ —
T 4 22
K 44Xl —3

. SCRTES)

O 2L
E 20424 4 1 ALY EiE 4 oWFERER O TV CEEM A M
R D IEYERIR IR E OSB3 AR 2 BRME L=,

QW%

AU, RABMBICX LF 2 TEBETEOEBTERERDO AT U —
=TI R VIRBOBRIMEEZITIR 0 BB DWW T 7o 7 B TERY
WBREOWESLE A E 35, REEIEX, 74 77V 7 47 (Ph) LK
PEAME Y M B s IS 3t U CIERTERER TH B 2> & 72 o T2 B R % O T35
PWIRT A7, L Vigfk L7 Ph'ALL208 3RBR4A . 18 M5 MM O s
L TCiEA ~F =T RBEOREIL O CML-DR1 R % . &SE A s
W LIS HER L 2 RO COML208 SR BR 281 /=72 7' b o — L & LT
E L. RERPERERE LS Lz, RUFRIZHB W TIE, A B IC 3 LIRHE
FEAEL UEERELZ LT D720, BARTHE— DR A A LK % i3k
WIe 7 NV —"7Th % JALSG & O LFEMFIEIC LV B IE O S w Rk U
PRERBR 2 61T L TV 5,

ARG EE T JALSG EH /A L LT, £F 195 ik JALSG &
BB DL HMIRE 22 b IS 1B O WE bkt L, o
RHEDERHMERIE, SFOLHKEHY L, £/, AEFZEREOXE
EERMB L ORR - BEMEFEE B S~ O « FHLM - SCEEH,
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R— Db R—=TV DR - FHELHY L,

Sl ES

AHFIE T, BPERTE BEERkME B Y (APL204 3Bk « BL7E o B G IE Fl 4K
241 ) . AMEY SPEE IS (ALL202 38R : 484 6)) . &Y 2 7 BERE
FE R FE (MDS206 38R @ 98 f1]) | 18 M HE M 3 1w (CML207 3R : 94 #1) |
T AR ARSIk 2RI A 2R — %R (AML-CS-07 3
R BERIEBIEL - 780 f) 1T ENENBERE MR Th D, APL205R R
% 45 BT, R3S RS E B I FLAGM 3RBRIE 41 il TRERZ KT L1z,

SEHICKREEIZIUTORBRICOWTEMERBOMT 21T o=, AME
BEME B IR AMLO7 BRI W TIL, Yk ot & BRI T% & DMK
BFEN, REEOYEAAREE . WHO 28EIC L oA, FERoOI vtk
A —BIEHEN AR EAFRICHEBET 2 EIHE I N, £ WHO 77
YIS Z B X OV U A BB B B fm 150 61 o fEAT T,
G R BRATICIN2 BEFEFMBITOBBMITEZIT S BIZX
D, D REBICE SRR 5 EMERFRETH 2HLPH 6N o T,
S EHENE s AML201 FREBR O B R OFE R Tl E LAY v
VY UHEOFERENEH S, BHEV X TV VRIEORSME LA
ERRENTE, bW CRES MR OBRMIEZRIER I,
Ph G2 U oM B iy o kt9° 2 Ph'ALL202 BRERIZB W CTid, MEEN
BEFHITICLY OFBEFHRTRNFIER 6 BaTAfHsh,
RQ-PCREZ AW TR AT AR I N, ETZWRFOMINEYE
R ITEERAEGFRIOGT ML LEFRTFHIR T CTHHE, —FHE
MREABIER TERORY O FRBIILT UL ERRAEFRICTHEL
ATAR /N RS R A< o Vi

INFETOLEHEOFMBIFIRICLY , BEKALLEI Y HEN7TFTHRE
T, BHORMEEFSLTLLHAANCAEBE LR2WENRINTE 2, A
TIZBWTIEL, EROLOIBRAEARANCBTOIMERELE D HEINE
M EEFREFICE ST EheMRBHOERZ 5 O H Ly gl
IR EFEE L., THTHR T2 T D, THRICED TRICAILZH
WEZRIEWIEDRINAARE L 20, L0V EWHIREIFFT 2ENTE D,
SO OF ey THEOENEEFTHY, TbEAWVWEETE
HIE e x4 5 0FRRBR LTV, 2 FENEOMNE ST, SHELZ L
T 5,

Flo, SHERE R O CICHEBIENLE LK OmMESEm e 4 &
B2 (HEHE., 2124 7102 jigk & 216 4 111 jigk) B L7z, &
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(1-16 » H) Th o7z (p=0.0002), BEZEIIGEON R >Tob DD, LT
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R (R LB vos W ERIELIAN) I8 oWTIET# & DMHBEEZRD
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(FEm S ERL E XL TV D,
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AR OTBICHNESREREZA L BAEL L > TCHBIIHIEZ> TS,
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1 Patients and Treatment Characteristics of 16 cases

Patient No  Age Histology Stage Primary surgery zsidual tum Postoperative treatment Overall survival Follow up
1 66 AC Ia TAH+BSO - 7 lost
2 35 SCC la TAH+BSO+PLA - POMPx3 171 NED
3 77 SCC la TAH+BSO+OMT+LN samplic - 31 NED
4 53 SCC la TAH+BSO - 19 NED
5 61 SCC la TAH+BSO+PLA+PALA - 5 NED
6 49 SCC Ic  TAH+BSO+PLA - BIPx3 104 NED
7 40 SCC le  TAH+BSO+PLA+PALA+OM’ - BIPx6 55 NED
8 62 sSCC b TAH+BSO >2em  RTP+CDDPx5 12 DOD
9 47 SCC b tumor resection »2cm  TCx3, RTP+nedapatinx4 16 DoD
10 68 AS Hc TAH+BSO {2cm  CAPx2 4 DOD
1 29 SCC He  tumor resection >2em  TPxS, RTP 14 pob
12 59 SCC Ma  TAH+BSO+appendectomy -~ BIPx3, Tx3 14 oob
13 75 AC Mt probe lapatomy >2cm 5 DoOD
14 41 sCC le TAH+BSO+PLA+PALAFOM - RTP+nedaplatinx5 24 NED
15 56 SCC llic  probe lapatomy >2em 1 Dob
18 57 SCC v B30+0OMT <2m__ RTP 3 DOD

2 Variables and Overall survival

Factor Total Dead hh Univariate analysisvlann-Whitney U test
p p
Age
<50 6 6 9.4 0.085 0.008
>50 10 2 157
Histologic type
SCC 13 6 13.1 0.11 0.1
non SCC 3 2 4.7
Stage
- 11 4 14.2 0.059 0.1
-1 5 4 7.4
Residual tumor
Optimal 9 1 14 0.0002 0.013
Suboptimal 7 7 78
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T 47— (JNBSG) LEEEL CHEBEOMEEZRLZETHD,

COBMEERT H1-D, EE LB LI T X MR ZEMEMR A (JNBSG &
FrtRR 25 Tp) D DNA ploidy. 2-color FISH 8 L O real-time PCR {12 &
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25, 6.25, 1.56, 0.39, 0.098 ng) ZH\ 7z, MYCN ¥ > 7D 7Lt
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# PR & LE BE
SEMHLT i T KE &K
E-mail: T260-8717 TEATHREX{ZF A ET666-2
Tel: TEL: 043-264-5431(R##5201, 5202)
Fax: FAX: 043-266-4459
E-mail: cckentai@chiba—cgjp
(1) DNA Ploidy (FACScan) M#£2: Diploidy

Control

(2) MYCN copy number (#ESR : FISH i%: Single copy
Real-time PCR % : OO

MYCN FISH
Green: MYCN
Red: CEP2 (chromosome 2}

EHAA#DNA (Ba8) DMYCN{E% 1copy &LT=&Z DEMDMYCN copy .
2p12A= BT ANAGKR{EFZFinternal control EL TR =,
(B#3XH: Gotoh etal,, J. C. 0. 23 2005.)

— 235 —



X| 2

DF NI H DA
X BERA 5 ST 12, RE D 5% BT X MBI OZ Y
6. DNA ploidy, MYCN HIMEOH HORAES L UK RMEE OIEHICE S

¥ Tl THIREXELZToT-, EHIIE, 74— —7 v 7HED
T A BT o7z, B 100 FEFILL EORIEEZ I D ] 5 72 D IEfME % R
HHNDN, FEFICTE L ORI FL R L TWe, T OWFEREL =
T4 HZHTYRARIRANMTH D,

Z AW TR PR =

— 236 —



DABED QL M XA 2B E LEXEHEED
HOFICET A HI9— DB AR ——#%—004)

1. BRsEEE KA THE

2. WFgE R EA R
k2046 4 1 B~k 2143 A 3L H

3. ZAHE
& W AR RFERE TSR TERME R 2 - B EEK
Ko 7 & B
FTiEs « HORH SO XA 7-3-1

4. FZAWFGEE
AT B B RF R E TR R
REERY: - BEFZHY M T HEEEDH
B 4 EHED
K &4: BT X%

5. ZIEIRE
OB
6 1ALV ERADOZANEEDO FICENTHNABRZTDO QL ZM ExH5Z
EEHME LEEREEEOD Y FICET A2 EICE L, FRKEZHGL
7=

Q@QRNE

ARYFZCHECTITERL 19 4D [BRAREICRTLDEMI T OT U 1 A
rWEST HREOEENE - UMLK (BHEFL) ] BILO IR ARFHELSEL
FIRBEIZ 31T 2 BIRIC K 28 7 OB OFMIC T 2098 (EIRHA) | 258
TR ThHolR, LEHEICHES EE2BATT D LT, FR20FENLHT
WCHEoT THERPABREBELCBT AL MO 2T OREBRNFICHT DH
g8 (REEARISEIRE) | BLO TRARHIERICET WA (—HRTRFAL) )
(CRIT D EREAT 0T,

BERETIE., R LERDIMER - FAA~OREZEOIHELLEIL, HEH L O
B, MOT -2 BHE2To, BERETIE, HRE~ORHERORKE
REIR, HEH L OEETHEOM, BRI D ORMEE~DIIE BTV, HEK
THRIZIZZ 4 — Ry 7 D8R » BEEToT, SbIT, ThbDORAERIC

— 237 —



BWTHRATLHMYOBESCANEBOERFLDL, XH L ORBELHEY LT,

OREARARAE CTIL, ¥F L ORBMER DR ~OWH BB WITE
TOEBFHRELHEY L, LEBEFOBBEOEE L OMBLIT o7,

—RTRAET, HESHICEFE L UITHIRETH o8, Tt O ZEIT,
BLOLZFRCHTVMNBELRDBLEBAEAOTGEE 2TV, XS ~D
BHEBENSD 2B AIE. ZTOHEEIE L,

Flm, HEZRITOAEOEEEF ML, PRERIT ERAT DRBEAHE AL
HHE L, FEPHBICEDL LSBT, SFEITONTEHSETIE, BHRICE
FAORNLEOERB LA RHEE, SBERSCEFRIERELITo 1,

ATFRIEE, SEFE O 2 FEBIZAD £ OMICHIFEELRER D B350 E £ 578
B BEM &R ORFEE LT, FSTFEOREEFERETE O, PRIF
BB D BEEEERICEDb - CE e, £, S0 HE, M 1%E L
DWHTAER 28 LT - 72,

@IES

WEEFE s Dkt O R ERE Tik, B EERRZEERER Y V2 — 0NN A
T H — RIS RS SR B AR 260 4. FABLABLERERN 70 4. &E 7 EEREM
T IRIRABE AR 80 £ O LA NG LI, ARICE L TiEE O
DFPLBEREOCOHIIBNEONTE, BREXFERLLOREERY ., WHIHE
~NOFHAEZERE - BEIUSB W TR EMERAEE KR OIS £ 0 BEURERS B2 56
Rlloot, sGLinole 7R GEMyTHMB) OMYEFLOWHEITH 2
EC, BRBIEL RS 2 BEFADIERICET = & ~FHH L7,

56 Jifi 3¢ & X BRATAT o T BRI AL B R EIN & & K 2850 44 D F 5 b DRAE
BELNTZ, SEOREBICE N CIE, RENRIEH L ORI RE DT — X
BHLKMRORNEFHICHB LR BT, TRICMA, SHEROMEYE
E DWW K o THEREOET HFIECEBRWOERS AR L 20, RELK
DEE 2T 2R EVRINERGELNZ EBXTVWD, BRHAEORAEZE
X H HEEMER T8, W OTHE Y E~OEH AT, BEPoR -
DEEOELE, BEOHTAOEEREZEL - DEXEINTEY, T BER
BRER L BLICBTHR~T 4 — K v 7 Lz, &%, AEKELEED S RITYL
T ONPDOETRKMENDTHA I,

SAEE, BEROMSFBEITEENIC2BIT b, BEEEEZITO £ T,
HEFENOHE VGO TR, SBERHMERSLREANCEER. BE O HE
BRXHVHBEEOTHE LT TCEL, INLEHEZ LSBT TORNET
BT2Z813, MMERSHEEMOABICKREEETHLLEEZD,

AWFRIEOHEBERCHIZD, FHECH»ZEASLEIHER O RE D
DHENT, ERIHORBLENS TN OMREEELMFEH L TR, £/, £H
NI, 2H5 L 0N EHY L ERBAE R 2i7o72, BEAZED
THIZIE LT, ASCHE., Zit%, MAEEOXHERHITZ 45, £20OH
EHECLEEEAPRE L, HE RO EM R REAR IS LEMICH S L

— 238 —



Py, WIEZRMEHANAEEE 2o B X TND,

BERE - BERE - DEARACKHE - —BTRAEOSHAELEL T,
AEZRITLOWMREZEE L LTOREEHAMBLUETITDHIE T, ZAWRED
MSCICEm L CE 7, T CTHREAEIT, HREEFITICBWTEERERH O —D
ThY, 2o E PR LTRBEOMAZEITICEM TEZLBAL T
Do TDH, KREEGAMEHEPEELHT ECOREBLEEHEZR-T -8B L&
LTCHEHBRLIZWEEZ D,

@3z AW 5EE O FEAM

TERT S AP T 5 RKEBGHE O FE XL WG bE~DIE, 7
— X, RS ER EOBERGEE, REAMRSEZHY L, ZAGIE
RPEOHIEHIAIE ., EBOMNE O RERELLRRENTH L5, BBEEITEL
REYS <GP TH oo, BBEARITMERDOZEITICRNELRVEDTHY
ZOEBRIZZ RO D THD, MBIZE L TUIEHEN O TERMEEARTTH Y,
RBEDNEFRERITICEBMR L2 EZX TS, FICRBICEL THERRKRFED
BRI IRICE L CH BTV, MREOBREREMNICEIRLLE, TH
T SADBNRpolz Lizh, BIEHEE L THoRlRE2 3 Z &I3WNET
bole, WEELELGFARTHIWTEMLIZWY, BEFRAMTH D,

N v B =S N v )

— 239 —



NDABEDOQLZH EIEAZEAHRE LI EFRED
H Y IFICEET B8 (H19— S AR — — % —004)

ﬂl

1. WFEEE KA BN R

2. WM
Wk 204 B 7T H~FE 21423 A 31 H

3. EAMH
A AR SRR LIRS - B
e L
FPEH: « SRRSO A 7-3-1

4. ZAMEE
ATE . B RFPRTFRLE R 2R
R - BETHL B 7 E&EETF
W4 - AT
K& BT e

5. XBEE)

(OBEZE

4 T7THEY FEFROZANEED FICBWT, BPABEDO QL ZALEE52 L%
BB & LR FRIEOH 0 HFICET 54158 (H19— 23 AVBRER —— & —004) ICEA L, f
TET OO DB ER TR LT,

QW%

AWFFEHECIL, AL 19 EFEMIED S [DNABEITHTHEMT T OT U b1 L%k
BIEST 2 NEOEEMN - ZUMEOMREE (BERE) ) BLO T3 ABEEHEILRGT
(ZRIT BEIEIC L DM T O- OFHEICBET 250 GEIRIRE) | 2SEIT L Tuwiz
e, ThoOBERE - BEFAAOHEN, ik, BN, F—FBHE 7 —F1ERL,
EHMED AT A FERL, SHRIEOa—F X — g VR EORBEZHY L,
INHITA T, HFEROZT ERAT AHMAHOMME, BREBEOER, EeRmiT~
4 — Ry 7 EBHOER, k. MEZOIER, RSB OFBIEEL Vo TeHEE
BuaiToTn, £, TBEO QL 2l EEXEAZ L2 E LEIBREEODHY S
WCBE B 58 ) 12V, FaAMERL « SN EARHC TEREREES T b T0E R
AMEBFIZH L, W TCoOT o — MNAEXE BT R o7,

— 240 —



s S

BIEHAEDOENR - XL EMIZITRV, BEATRIIEMEE L. RERBENEZ
BT LR EEEET L. MIEHONERZ2TROZITICERR L7z,

FEEZROBIIZE L T, 6 BIREOEINAH Y . ARFEHLOFEICKT 2 B HO
HiCHEKAE S Z N TE, ALA—AXRBEINNTE-ZLIZLY, 2O%OT—X
TR T 4 — RNy 7 EBJRDIER B IERICED 5 Z L B3 TE T2,

T—FER 74— RNy ZIZBE U T, MWt ancx, T8 - dull % LET
TEBZITRD, SAMREICKESEMRT D &N TE,

B MEFX ~DFHE DO YIRIEIEIZB LT, FERIREX 22BN EAET L2 L3 ho Tz
B, BURESEIZ R o TG T, BIESTEEOTREOITXE N R E T, BRICRL
HAEERYE S EBMESTERETLZZE0HD ., Z< LT TIEHLI0VERIDOE
L AR b ol HEZFITE, EHOLTHLRAELTLEIMETHDIDOREN,
FNUHIZE L TIE, TEMEEICHERE LR O TEBICHEE L, £0%b T 7
REWTDRNBD Z LTIV, 72, AEMNGE OBERSLEBE N ORWE D IZ R
LTH, ZAMEEOE RO T TS L, BEERENBATHZ bM<, Mt
JSETAHI LN TE, ZAEEDAEEENT D Z IR o7,

KTEVILE L WO MIFIINDE N I TE D LT, BIRIEEE L IEEENCEE &
DORNCIZERICET 2 MBCE 2 FICENELTLE I D, TOEIBIT HERD
PWLEMDZENTEZY | SHOBER - ER7 7ICEL Z EOE#RZET, 251
LTV THZERTEREZLETHD,

RO, AEORKRER - fEE2 - T, BRr 7 OHRRRBE > VWoTeh
DT> TNBDD, BIZRZZROVESTED L D RENE MTHOILTWAH D0, §&fn
FTNEHEI Vo TER LEIN TN DONEN D Z EIZONTo, FEMOER
NEZ LI E L WATRD, FOH 2 OXfIEbITRV, BRI XTT 58K 6 OBl
LR L om iz 1B R L L,

F—AEEICE L TR, BRI, A — R EREFREFNRD LN, =
ANFFEEDRERDO T, ZN0ORBEFF LN LEBICIRMO MBS, NERST I EN
TE, PRI TRETIZHEBCOVTOHEESL LTE 2D, HEORTOHE
HORMLIERE LN bEB 2D, FRYLICEY DI &N TE R,

74— R 7Tk, b &R & OBMRMED. BN OBE & OBBREA~O%N
REEDMS - ATENT, WL EBTHLDIEE NS 2D, FBROFHMICENTE
D, (BB - PERT - BEEAT 7 STk S mETl - B - IR ) RS T O
WISEANEDOREBLEICH/HET A Z R0 BRI T H O ARG HBE S HDHE T,
EYNVa N BEDTNLEL EINTWVAEDN, EWVWH ZEMRENTEY ., BN
WWHRTLTCHOZOFHED BRSP4 EFEICE 2 5. & W) BEREEOHR THHFEEE
WCEBRL 72,

Fo, DBE CHEHEFREOHKEREIERTIAT A FOEREZHEY L, Kz 0
FCIERE - TERIAE BT S A RE DN RROG TRERMRRELHTZ LICHBR L,
BEBSIERT R ERZERT 2 EBICREZ/RD, &5 TE LI &IFRA

— 241 —



MBI L > TURERTRBER TholeZ L EBEL TN S,

AREEZB LT, BROZBZLEWR EE2ERTHZ ENTEEREN, £ DERR
PN KB CENACHIMM SN TV A BEMNEZ XE L, BT &0d,
REXBEHEELTREBL LW ETHY, FAEE R ORERINCIEFICRVE
BEHEZONDEDEIRoT,

I DOWMFROBERIZE D, SH%OEM 7 TITIIERICREREENEZEND 2 L &
25, ZAWEE OFRIOF R HENE., RAEXSMHR Oz, R
FLLUTHMYE ) ER—MEBICED-Z LR, BIRHEOESE R ~E SRR -
77

(BREOQWLEZM ESEAZLEZEMNE LEZERELZOH Y FIZETAHZEI O,
JHBEPN COFTEIRBWTIE, FRIEGER - ZHOPEARHC CHATBRZZ T 6T s
WD ABE Z X BRICEET o r— FREZITV., PRI ONER 2R O TICE ik L7z,
KGR DIFRRRBLR N E N ENE S T2, & DREE DR TR O FIZ R B HLEET
BT, Wbt & BE OBMRMEN BT, BHEEBMES LFRICBREh T, AL T
HEL DBRERICT U r—MaEEZ L TH B 25 L9, BMICHIFEEEDEBIESL T
HESBENT T, TDRD, R EETHEHEREIC RS THETHET v r— hoR
R OENILHEITH 9 BILIEFICBI 0Tz, £, BE L OEBORFENARER T2 D,
RPN IR E R T OB THERD Z &N TE, XFE LD TR, FhEFE
BRCZF DB TOEREZID ANDZ ENTELDT, FORLED, HFFEHHI LT
KEREBRE R 2 LIIFENRWEA 9,

T — RRIBRER, WBABEFCTHD LD Z LT, B - HEMICIEEICT
Vo— R pREBIZHD A2 ThoToDT, AV FaT7VrT (7 7icsnd,
BERBBEDAE Y F 2T I, v EMLITF L7 7) \ZES&, BROMTTRHH O
ETICHER LR ORELZ T L, MEEIEAFAEDOERN - T — FORNE -
ENERIRE - BAFIZOVTORHALERIZOVWT HEMFE W E W LT, K&
IRBENEU A Z L R EZED TN T ENTE | HFRERERE A L — X258 L
TWTA X O2EBRLT,

INHEL ORMEOH T, M - TEIZEHEZRITL, HERL LD ik, B3
PR L o TRERFEZHS T, “hnb b, 20Xl ET &kaH LT
WD E9IT, EBILED TnETW,

@ AHFSEE OFAM

B PRS- S AR B 2 TRE O KM OB, KIEFEFAEORECHWEAbE
~DOXS, T X T, FEHEH R EOEBEER AN L, TS ITRFSERE
O FEEAIE ., EFERME D D KREBE o ZETH 5, BBEBEILEACRED 72 <
i TH o T, BBENBRIIMHIEHEOZITICRKNERNEOTHY | TOEBRITZ K2
HDOTHD, BB L TUIIEMEN D TEREEARTH Y . HRIEDIRFE 2 ZTIC
B L7 EEZBZTWD, FICHEOZRTICEA L Tk, BEERR L LEZfEIL, BER
OEMERIEE T, IFIFEOBITICRELSER U, £72, KBERFEEORE R E

— 242 —



TH, EfRENRT, ZHEFRVIEOMIBRBEITICEMR L, 20, NI TN
RTABEKZDZENTE T, BTHLTIABRN Do LD, #5HEE LT
+ R AN T EIIREETH o7z, WEELRE S FEECHILIEEA LIV, BF
IRANMTH D,

— 243 —



RADABREEPNEPAVBEOFEICRHT HEE L
DEASHTEOD Y FIZET 2HF5E
(H20-723 Al PR -3 F+-023)

. MR EERA FiL OB+
. MR g SR R Rk 213 A 1 H~FRk 2143 A 31 H

YN
&4 o KRKFEala=b—varsFar oo x—
FT AR PRORT 8 R T A5 3 1L BT 1-16

. AT
A B RIRKFala=b—vars¥fafr v —
KRR ZFZRFBE ANFEFREOFZER AN MATE) S
= 7 R W SR A R B SR IR o R R
W 4 : Bh#
K 4%

. XBRIEE)
OB

VR 213 A1 ALY B4 0 AMEE D TIZBWTHRANAS
FEENERAVBEFEORKBICH T HEE LWLEASHXEOH Y FIZ
B 2R BICB L, RSB A M LT,

QN
EERFTORAThHoTTH, TATHENL, THRABAESE L/NR
MAUBEORFICHTHEE LWLIEEMZEZEOH Y 2T 5B
48] BHZBIT B0 X E B LU 20 F£EDHIFENE - R L ik
T, EEMREFESCHHEMIEE ORI ERAG LT, S b, HHEE
IHENC HERE R TH AHWEETRIZE T 5 mEAERE O MR A 4
Pa—MEFERRSE I L B, BEFRRET VA LR 7 %
HE L EE L ER L, £, ANEREE XETHLET
RNTZEMTERY, RPN, 77 AF =& T &ET 55
FENT HEDOHGRIC OV CEIEMFAEE LV IEEE 5 ), BERICKEH Y 7 b
EHEHL. RABZOT—Z 2R, RTFTD&EiT-o7z,

3 AT, FRR 20 EEDONE - R 2 £ & DR - o EHEE

— 244 —



DIERLE L ORE - REMEE2EHm L., SOICHREEORMY X N2 1E
AL, s SEE ORF B B & D 50 UL LA RAT T D E¥ 2 EhE
L7,

B¢ S

ZABDO3IA 1L AFHANGHEBICEGFEHREOBEIIED T LT
L0 RN RHEDIEEANEOLELHEM AR LINETHZ LN TE,
FEROBATH I bbb THREZEDIEREL 2R L ZE
TTHZEICHBR L, e, MEELZAEM LIZZ 2L -T, B
REDT A DPHEL OBERSCRERBENELN, SBOMEHE LTS )
XA CHBERTRBREEDZENTE,

FEAHEATIC B W TCid, Bt LE2E Ei cidia ., EBICT —
ZEHOWCTHFON AT 2210k > Ty K0 I T 2 BAR L,
ety 7 NOEREIN A EBAE T N TE,

SR 20 4R, ARBFSEHECIE, AR BT 2R LR AN
AMEBEOBKREZRNGEE LoHEREZ EiE, NEBRABEOFEEIZ OV
TIE, BRE, BERExtg e LEmEREDOER & 2 DO LR E O/E
EITW, ARARFEZOTFE D aIla=r—ra BT AHA
YEVEa—RELTER L, FO/BR, BELT TERLSFERICHT D
HFELWITTDHY HFIZHONWT, BEREIEDH RO DM E R %
BHZENTER, FRk 21 FEIL, DABEDO QL REORHR., BF
RFG, BEOLENERLOREONTEZHOMNITHZ L, BRI
42 BERRES 0 ACEEE 5 2 HRE - i EERN O A LEE
SOXEOREMMEZEWIC, BELZOFE, £ L TERBEKRE~D
HEREOMEE L . FEHELESL, B ZHWTITH > HH ey o7
— MRE, ERECELNTT — X O, BHF5E O L3 FHE S 4T
W5, BHERIEE) & L CiX, BE - BRESCERBEGEHREOEE, &
RO R E R S NCEIN, BT —2 OB, £iER (FRkoR A
B2 BT TIRB) RO 2 —FT o x—a s T 4— RNy 7B
WMESEREZOMRICMHET 282 REEBLERTLTETH D, £
7o, REBRCERRE ok R CEEL 52 28E - hEZEROMEHA
(B BREHRATIC DWW T OB 2D, V7 S OERFEIICET 2 X
FNT v T ERS> TN, ELTINETEEBICHEDRIT ERAT
HARHR - FE BRI E T OEAE - THES, MSHEEFITI LD LETHE
BESE. &7 —ICBTL2HREFMI—7T 1 7 ORI L ZNITFTRE
THEFEOER., 2L OFR e L, EEPRESCH M EE B TRER
WEPTED LI RBEAED ZLICE DR — b, KIFFRHEOHFFE
BB 2 WAMCIR S R TIEB b BBHIZIT > TWS FETH D, W
% 20 FEEMND S LI ARE I, BABZFOZFBEN LY &\ Q0L

— 245 —



FERTEAL9 . BE LWL ZTEDOH Y 5515, BEKOHR
T CH Y . DB RABYE L FRE~OE R ETEY —
NENERT B O R EE L LTEBZ21T-> TV,

@ AWFILE O M

ARFRIRIL, 23 A BRI KO O ZNE O &R OREAE ONZ QOL o #EF )
LEEATCEIXEY - NVEERTHIZOOERBITEEEZHME LT
Do MABFZRED QLICHTA2EMMATIZIZINETIZE A EITTDR
TELT, BEZEREZH/ONIEE» OBERFEVHEMN R TH D, F
ITIEBEANE K D0 NARBEMIZERIZE O, BEEOREFEFR. &
FHEA~DEIELZ TENORHIIT o 1m, EMREORIT ERAETSH
ORI S T2 o TIERBLBEC B AL EE 2 IS TV, o)
BIRZBITICHBRL TV A M C& 5, SFEIT, ZTHVE TOEBLIT
Z CHEOEMSCEIMOEI, 7 — X OBIIZBWNTH S 575
EENR WIS D,

= ANWFSE FH

— 246 —



FHIELE 25 AR 5 NAREERI TR D
Ve L AR D RGBT B RFAE
—AEIE T R TEER R T (TINOMO) BIE DS ANCXTT 5
NRBER RSB EIBRTT (EMR) &ALk bH a0 gL O
ARWEICBT % % T ARERER : ICOGO508

- PR KA
HIE BEE

. WFSES R
Rk 214E2 H 1B ~ 2143 A 31 H

. B AR
A W AR EEE AT R RNE L g R AR
PITTEH  FCERF RCER T 22 IR BRI 54

. R AWFRE

B R E R LRR VR
Tk 4 WU

K 4 ®RiE %

. XRTES)
O MR

Wk 21 42 A1 A XD ERd4 O AEE O FIB T, TRIEE 2 A
%9 B NARBETE R O %Mt & B EOFIIC BT 28748 I CERIEL T3
UREIE T e 12 G LRI 1) T (TINOMO) B3HE 23 ATt 3 2 NARSEIRS YT BRAHT (EMR)
E AL RO BRRE O R IE O A EIZBET 2 55 TAHRER © JC0G0508) 12BF3 5 F
G AR ARG LT,

KEOHMIL, Fk21FE2H 1 BB R43 A 31 BETT, B{IZ5 A OMEE
TEE LTz,

EBSEATIL, AR R R BN O FEAF S NEET S LN
M=) ThoTr,

— 247 —



@ "E

AHFIEIE . S EHETEDBRDIE IR C & 2 K5I T g iz B ER PR P T (TINOMO) £1E
FEIZx UUEMR & CRT 244G O T2 RIGHIREINAR ORI 2 BV & LT,
WARERE, TEEARIE, BSHREE EEHRODER PS5 CHEE I
770

FRICHED S T FET, PR 20 FRERD 2 » ARITTH 2720, 20 4 DE 5
ARSI B FERFE G T 20 MES & SFHRIEOMY L&D E1TH
TENERIEEE Th T, TOXEFEBITIE, AR LOMWE DRI
BLT, BB~ =a TS EC LT, BB U CREREE IR E &
DIRRPOT RARAL ZEATH 2R EbEEN, T TIHERRESTEAL TV
LHMEOWH I EBRNS, MIRTEEDO ZNE TORBRICL - T, 25I13HE
\FITTHZENTER,

BB TEE O R D ONCMEEIX, &% LD £ Lo THFRNRFE O
TR EEL L THRE L. SEFEZSOESC, BIFWICRER S Z5H X
BRI OFEFE §, 17> 7=,

HRRRFICODL DRI L TX, RARFENOFERTHEYE L BITE
AR BV, FHARFENO AV Ea—FRF3 VAT LT, DFHEELEOES
PEEHRE L. FENICIITT O L OB EIT o7,

@ R
VPE 2 12 A6 3AETD 2 » ADRERAIMICTH 7203, 20 4 D4y mF
TeE H R 2 D ARSI OMFRRLR & Z e S & FRAEEIE L ALF
THHETICE D T, 72, AESOEHICEL T, &0HEE 7
BN, D BB AT Y EF L BEE I AV, 2O EAICERE L7,
DRENCR T 2 NHRETHRIZEE T 5 00 TORRKERER 217 5 P70
BWT, RXEEGEZITTHIENTE, WEL TS,

@ ZAWITEE DT

EFICER YD AT BT HL T, HfABIFR S BAFC, EMREEE2 2T HE
BN THD, 2 Pa—FOFERICBENTEY, BHOERIZA Y —T 4
WCZRT LR TE D, 5% b ZONEIEZ K L T ITITRER A & &
2T B,

Stk HOEICEY 5 WESIEN, BRIIEL L CiUCRETE T
Y REDL HTEDITH, B DEERENPRE L LT ET A L-ULOEND
LR LRI MTE D LSO PHROL S RTE A v T OFRENLE

— 248 —



nd, £z, MHEEAKREN, EREEZIT VRN L, ZOOFEBIEELTH L
BRI ARFTRE T, b L2 DIEEZFRMAETE D FEM L7223 &0k
BB E, ERIKIZ L » AU ECOEY A My B ID2 27, BE
BLOWBENZRBREERENT D &b, TOEENGS, FHIKOEHR
ISERDPEICBIT OO S O 2 T-OEE L b L ) REFEARTH S,

W
~
=4
ot
ﬂ
5

TV

— 249 —



P04 EAEGEH AN AR S
A5 A BRPRAIFFEHE A T SR SE R B

(817] WEEA BPARZEM T ZE 0
T136-0071 HEHTLIRXBF1-28-6
% ZEV3F
i (03)5627-7593




	aa0002
	aa0003
	aa0004
	aa0005
	aa0006
	aa0007
	aa0008
	aa0009
	aa0011
	aa0013
	aa0014
	aa0015
	aa0016
	aa0017
	aa0018
	aa0019
	aa0020
	aa0021
	aa0022
	aa0023
	aa0024
	aa0025
	aa0026
	aa0027
	aa0028
	aa0029
	aa0030
	aa0031
	aa0032
	aa0033
	aa0034
	aa0035
	aa0036
	aa0037
	aa0038
	aa0039
	aa0040
	aa0041
	aa0042
	aa0043
	aa0044
	aa0045
	aa0046
	aa0047
	aa0048
	aa0049
	aa0050
	aa0051
	aa0052
	aa0053
	aa0054
	aa0055
	aa0056
	aa0057
	aa0058
	aa0059
	aa0060
	aa0061
	aa0062
	aa0063
	aa0064
	aa0065
	aa0066
	aa0067
	aa0068
	aa0069
	aa0070
	aa0071
	aa0072
	aa0073
	aa0074
	aa0075
	aa0076
	aa0077
	aa0078
	aa0079
	aa0080
	aa0081
	aa0083
	aa0084
	aa0085
	aa0086
	aa0087
	aa0088
	aa0089
	aa0090
	aa0091
	aa0092
	aa0094
	aa0095
	aa0096
	aa0097
	aa0098
	aa0099
	aa0100
	aa0101
	aa0102
	aa0103
	aa0104
	aa0105
	aa0106
	aa0107
	aa0108
	aa0109
	aa0110
	aa0111
	aa0112
	aa0113
	aa0114
	aa0115
	aa0116
	aa0117
	aa0118
	aa0119
	aa0120
	aa0121
	aa0122
	aa0123
	aa0124
	aa0125
	aa0126
	aa0127
	aa0128
	aa0130
	aa0132
	aa0133
	aa0134
	aa0135
	aa0136
	aa0137
	aa0138
	aa0139
	aa0140
	aa0141
	aa0142
	aa0143
	aa0144
	aa0145
	aa0146
	aa0147
	aa0148
	aa0149
	aa0150
	aa0151
	aa0152
	aa0153
	aa0154
	aa0155
	aa0156
	aa0157
	aa0158
	aa0159
	aa0160
	aa0161
	aa0162
	aa0163
	aa0164
	aa0165
	aa0166
	aa0167
	aa0168
	aa0169
	aa0170
	aa0171
	aa0172
	aa0173
	aa0174
	aa0177
	aa0178
	aa0180
	aa0181
	aa0182
	aa0183
	aa0184
	aa0185
	aa0186
	aa0187
	aa0188
	aa0189
	aa0190
	aa0191
	aa0192
	aa0193
	aa0194
	aa0195
	aa0196
	aa0197
	aa0198
	aa0199
	aa0200
	aa0201
	aa0202
	aa0203
	aa0204
	aa0205
	aa0206
	aa0207
	aa0208
	aa0209
	aa0210
	aa0211
	aa0212
	aa0213
	aa0214
	aa0215
	aa0216
	aa0217
	aa0218
	aa0219
	aa0220
	aa0221
	aa0222
	aa0223
	aa0224
	aa0225
	aa0226
	aa0227
	aa0228
	aa0229
	aa0230
	aa0231
	aa0232
	aa0233
	aa0234
	aa0235
	aa0236
	aa0237
	aa0238
	aa0239
	aa0240
	aa0241
	aa0242
	aa0243
	aa0244
	aa0245
	aa0246
	aa0247
	aa0248
	aa0249
	aa0250
	aa0251
	aa0252
	aa0253
	aa0254
	aa0255
	aa0256
	aa0257
	aa0258
	aa0259
	aa0260
	aa0261
	aa0262
	aa0263
	aa0264
	aa0265
	aa0266
	aa0267
	aa0268
	aa0269
	aa0270
	aa0271

