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C Patrick Reynolds, MD PhD
Visit to Japan September to October 2, 2006

At the invitation of Dr. Atsushi Makimoto, I visited Japan to attend the 65th Annual
Meeting of the Japanese Cancer Association and present a talk there on laboratory and
clinical development of new drugs for childhood cancer. I also spent time meeting
with Dr. Makimoto and other pediatric oncologists, including Drs. Michio Kaneko and
Hideo Mugashima, to discuss how to increase clinical investigations in childhood

cancer in Japan.

One important aspect of the discussions centered on what sort of clinical trials might
be carried out in the near future in Japan for high-risk neuroblastoma. A
long-standing frustration of physicians in Japan and those of us dealing with
neuroblastoma in the USA is the lack of availability of isotretinoin (13-cis-retinoic
acid) in Japan. Isotretinoin has been part of the world-wide standard of care for
children with high-risk neuroblastoma since it's value was established in a large
randomized phase III trial New Eng J Med 341:1165-1173, 1999). Due to the paucity
of severe acne in Japan, the drug does not have a registered indication in Japan, as it
does in the USA and many other countries. The latter, combined with the severe
restrictions on distribution of the drug recently imposed by the US FDA to curtail
inadvertent use by pregnant women has made it almost impossible to get the drug to

children with neuroblastoma in Japan.

We discussed many possible approaches to this problem. It was noted that the US
FDA is working with Dr. Reynolds and others to consider a label change for isotretinoin
to provide a registered indication for the treatment of high-risk neuroblastoma, based
on the study cited above. It is hoped that such a label change will facilitate the use of
the drug for neuroblastoma in Japan. It was recognized that there is a need to
confirm that the pharmacokinetics (PK) are similar between children in the USA and
Japan. Therefore, it was suggested that a PK study of istoretinoin be carried out in
Japan. If that can be done, those data could be combined with the clinical
effectiveness data from the USA study and registration for the drug sought in Japan.
Dr. Makimoto has kindly offered to determine if there is sufficient interest in such a
clinical trial in Japan and how many patients might be accrued on an annual basis. 1f
that information is provided to Dr. Reynolds prior to 1 December 2006, Dr. Reynolds
will bring it to the attention of the US NCI in a discussion of possible studies to be
done with isotretinoin, in hopes that some funding for a Japanese PK study might be

possible.

Finally, informal discussions about developing joint early-phase clinical trials in
pediatric recurrent leukemia were held, with plans for follow-up meetings in 2007 on

this topic.
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Research Report
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Report:

I appreciate for your support for inviting me to Japan and have wonderful time to
spend with a lot of young investigators. The discussions at the meetings convinced me
that Japanese investigators’ struggle for the development of the “new system” of the
Clinical Oncology field. And it was a great honor to me to participate and having lecture
at the Joint Meeting of the 3" ISC International Conference on Cancer Therapeutics and
the 11™ International Symposium on Cancer Chemotherapy.

Once, the treatment for the cancer patients in United States of America was not
standardized like now. Government, investigators, clinician and the patients have been
struggled to make the cancer treatment system better. Splendid system of our program
for the young oncologist education was not established in short time. Cooperation of the
patients and government support will accelerate achievement of mere convenient and
the spread of better treatment system.

In the Joint Meeting of ISC-ICCT and ISCC, I have lectured about newer target
HSP90. With the theme of “target to cure”, a lot of top cancer investigator gathered to
the meeting and Japanese board certified faculties seemed to be eagerly attend and make
active discussion. This kind of program, like continuous medical education program
which is very popular in United States, has always encourage young investigators to
absorb global standard treatment and future investigations.

I do honor to Japan Society of Medical Oncology because they have established
faculty system and support these fantastic meeting in Japan.

Finally, I thank Dr. Ohe, who decided to invite me and all the people who support
the Invitation Program for the Invitation of Foreign Scientists to Japanese Institutes by
the Japanese Foundation for Multidisciplinary Treatment of Cancer.
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Research Report

Author: Co-Researcher, Research Project Manager Radiosurgery Systems, Medical
Physicist, Charité Universitaetsmedizin, Berlin, Germany

Research Project
Research for improvements and developments in brain/body stereotactic radiotherapy

Topic
Exchange of experiences using Molecular Imaging for Stereotactic Treatment Planning and
IMRT

it was truly my pleasure and honor to visit Kyoto University in March 2007. | had a chance to
meet with many physicians, physicists, biologists and medical students in Kyoto University.
We exchanged ideas, information and opinions about the potential clinical implementation of
Molecular Imaging into Stereotactic Treatment Planning and IMRT and the requirements
demanded from that.

With the increasing availability of molecular imaging systems in modern hospitals this
imaging modality is also getting available for the use of radiation therapy treatment planning.
However, today’s treatment planning system capabilities in processing molecular imaging
data is limited. Purpose of this research project at Kyoto University was to find best feasible
ways of implementing and making best use of the information that could be retrieved from
molecular imaging in brain/body stereotactic radiotherapy. Molecular imaging was found to
be useful for the following indications and treatments:

a) Boost treatments: In case a stereotactic boost shall be given to a standard or a
stereotactic treatment, molecular imaging allows identifying regions of the tumor with
increased cell activity. These regions with increased activity are also the regions of
maximum tumor growth and thus ideally define the treatment boost volume. However,
the visual display of these volumes is critical as the size mainly depends on the



system windowing. To have a standard for display the use of SUVs (Standard Uptake
Values) is suggested. This will allow a uniform, universal display standard and
therefore the possibility to perform clinical trials based on this standard, a prerequisite
for the establishment of boost treatment protocols based on SUVs. With Intensity
Moduiated Radiation Therapy (IMRT) these boost treatments can then be delivered in
the normal treatment fraction without the need for additional boost treatments.

b) Treatment of moving targets: Standard 3D Computer Tomography (CT) and Magnetic
Resonance (MR) imaging are only a visual snapshot of the patient at an arbitrary
point within the patient’s breathing cycle. In case of a tumor which is moving with
respiration like e.g. lung and liver tumors these imaging modalities do not provide the
necessary information of extend and direction of tumor motion. This information is
however very important to perform a correct treatment planning for non-gated
treatments. Molecular Imaging poses an answer to this dilemma. Due to the long
acquisition time of app. 15 minutes Molecular Imaging data shows the volume in
which the tumor was moving during the acquisition time. This information can then be
used for treatment planning. To correctly define the volume in Molecular imaging the
display based on SUV is again desired.

The discussions and joint work of how to best implement Molecuiar Imaging into Radiation
Therapy treatment planning at Kyoto University were very beneficial and resuited in valuable
ideas and results. The implementation of these ideas will significantly improve the usability of
Molecular Imaging and potentially lead to new and better treatment concepts.

In summery, | had a very productive and inspiring visit to Kyoto University. It is critical for
cancer specialists, basic researcher, physicists and medical students to recognize the value
Molecular Imaging can bring to radiotherapy treatment planning and how to apply these
sophisticated techniques to further improve the outcome of radiotherapy in cancer

treatments.

—_— -
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Franz Gum
Co-Researcher, Research Project Manager Radiosurgery Systems, Medical Physicist
Charité Universitaetsmedizin, Berlin, Germany
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Edward A. Sausville

Marlene & Stewart Greenebaum Cancer Center, U.S.A.

Dr. Edward Sausviile received his Ph.D. in pharmacology
and M.D. from the Albert Einstein College of Medicine of
Yeshiva University in New York City in 1979. He was a
resident in Internal Medicine at Brigham & Women's
Hospital in Boston and Fellow in Medicine at Harvard
Medical School from 1979-1982, From 1982 - 1988, he was
first a fellow in Medical Oncology and then Senior
Investigator at the National Cancer Institute, (NCI)
Bethesda, MD with research interests in the molecular
biclogy of lung cancer and the clinical study of cutaneous
T-cell lymphomas. He is certified in Internal Medicine and
Medical Oncology. In 1988 he joined the faculty of
Georgetown University School of Medicine, but returned
to the NClin 1990 to leadership positions in NCI's drug
discovery and development program. From 1994-2004 he
led NC1's Developmental Therapeutic Program,

responsible for the preclinical evaluation for agents
sponsored all or in part by NCI. His research interests have
for the past 15 years centered on the molecular
mechanisms of new drug action, particuiarly how that
knowledge might inform the agent's clinical development.
In addition, he has maintained an active clinical research
program with Phase 1 trials of novel therapies in the clinic.
In 2004, he left the NCI to become Associate Director for
Clinical Research of the University of Maryland Marlene &
Stewart Greenebaum Cancer Center in Baltimore, MD,
where he is Professor of Medicine and Adjunct Professor of
Pharmacology & Experimental Therapeutics in the
University of Maryland School of Medicine, and Affiliate
Professor of Pharmaceutical Science in the University of
Maryland School of Pharmacy.

Translational endpoints for clinical research with antiangiogenic agents

A biomarker valuable in the development of antiangiogenic agents would be of general
interest. Anti-angiogenic agents, with primary effect on regulatory molecules such as
VEGF, or angiotoxic agents, with toxicity directed at the tumor blood vessel, can be
defined. Angiotoxic agents may be expected to result in tumor shrinkage, detectable by
conventional radiography, but useful anti-angiogenic agents may not have evidence of
tumor shrinkage in initial trials in patients with bulky cancers. There is widespread

consensus that the same markers of clinical activity suitable for cytotoxic chemotherapy are
not appropriate for anti-angiogenic agents. New biomarkers for anti-angiogenic drugs
would allow prioritization of new drugs for Phase 11 or I1I study or selection of patients for
particular therapies. Historically tumor micro vascular density, circulating growth factors,
and circulating molecules associated with tumor blood vessel or stromal architecture have

been measured with variable correlations with clinical activity. Circulating endothelial
cells, novel imaging techniques including Contrast-Enhanced Dynamic MRI or CT
approaches have been most promising. Ultrasound based approaches and angiogenic
stromal imaging agents are at an earlier developmental stage. The criteria that might apply
to an “ideal” surrogate marker for angiogenesis will be considered. Progress in this field
will require continued interaction between basic scientists in angiogenesis research and
clinicians knowledgeable about the clinical outcomes correlated with ideally non invasive

plasma or imaging based approaches.
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Stephien B. Edge, MD
Roswell Park Cancer Institute

University at Buffalo
Buffalo, New York

« Surgical treatment of Stage | / Stage Il

+ Lymph node surgery

» Locally advanced breast cancer

+ Treatment of local recurrence

+ Breast surgery in pregnancy and others

» Other'issues

« Japan and US agree
#7: No therapeutic benefit to axillary dissection
#8: No need for parasternal lymph node surgery
#10: Sentinel node biopsy is appropriate in

patients with negative sentinel node biopsy

#12: Sentinel node reduces risk of lymphedema

+ Area for discussion

#7:. Appropriate technigue for sentinel node
biopsy (blue dye and isotope)

3 TERR MR BRINARBE BU0E-FL0FOLY)

Cancer incidence rate by age group, site and sex in Japan {1975-1998)

4) FLSA  Breast cancer
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« Japan and US agree
# 1: Breast conserving surgery OK with DCIS
+ Area for discussion

# 2: Japan excludes women with high grade
and size > 3'cm DCIS from breast
conserving surgery.

: Use of sentinel node biopsy with DCIS

+ Japan and US agree

#14 and #15: Surgery alone i1s insufficient for
locally advanced and inflammatory cancer

» Area for discussion

#16: Extent of axillary dissection with positive nodes

#17: Use of breast conserving surgery with pre
surgical chemotherapy.

#18: Sentinel node biopsy with pre-surgical
chemotherapy.

+ Japan and US agree

#4: No need for pectoral muscle resection

#5: No difference in survival with mastectomy
and breast conserving surgery

+ Area for discussion

#6: Need to review contraindications to breast
conserving surgery,
#9: Papilla/ areola sparing surgery

« Japan and US agree

#19: Mastectomy is standard treatment for
mtramammary recurrence after breast
conserving surge

#20: Chest wall resection for recurrence after
mastectomy is only rarely indicated but is
possible




Br
« Japan and US agree

#21: Surgery is possible during pregnancy

#122: Pregnancy does not affect survival

Women with DCIS
Surgical Excision
Negative Margins

Surgical Excision Surglcalfxclslon
No radiation

Breast Radiation

Japan and US agree

biopsy (mamy

o breast abnormal cancer
#25. Prophylactic surgery OK. No prool that it improves
survival; requires multidisciplinary counseling

+ Area for discussion

#24° Antibiotic use: US approach - Antibiotics given watly every
operation

+ Large body of evidence supports the
use of breast conserving surgery with
DCIS

Randomized clinical trials
Large sernes with long follow-up

+ Breast conserving surgery usually
combined with whole breast radiation

oca oL 104 events
OL4_47events
XRT

i % P<.000005

i 3 343873

+« DCIS
Breast conserving surgery with high gra
Sentinel node biopsy with mastectomy

» Stage |/l surgery
Sentinel node biopsy — choice of dye

+» Locally advanced cancer
Breast conserving surgery with pre-

surgical chemotherapy
Use of sentinel node biopsy

Mastectomy Breast conserving|

surgery
=y
°? »2 s N
bl O / y,
| Lymph Node .
on

Surgery

Treatment

Excision Excision Plus
Alone Radiation

Local
Recurrence
Total




+ High grade 40%
of patients on
study
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+ < 2% of women have lym

node
metastases

Most of these are inwomen with associated
invasive breast cancer

» No indication for axillary dissection or

SNB with breast conserving surgery
for DCIS

+ NSABP studies show no impact on
local failure if surge

has negative
margin

+ EORTC also shows no worse
outcome with high grade

« Must administer radiation with high
grade

+ #2: Change to read

“Breast conserving therapy can be mdicated
with DCIS whien cosmetically acceptable
post-surgery appearance is achieved and
satisfactory surgical margins are
obtained. Radiation to the breast is

required except for cases of small and low
grade DCIS.”

+ Axillary lymph node surgery is discouraged in
women with apparent DCIS.

+ The performance of a sentinel lymph node
biopsy procedure may be considered

If the patient with apparent pure DCIS is to be
treated with mastectomy.

Or with excision and an anatomical location
compromising the performance of a future

Ang a negative surgical margin

1on of rad "

- May resect larger area of DCIS is
cosmetically feasible
Mastectomy needed ba

d on size of O
relation to size of breast

The use SNB varies by the individual NCCN Center

Average

Range of individual centers !
i BCS 26,
sentinel lymph node procedure.

| Mastectomy 8



here is no supporting evidence for

ding axillary dissection with

nce of

finding an invasive cancer at surgery,
sentinel node bicpsy may be performed in
cases where the surgery would make a
subsequent sentinel node biopsy
impossible, such as when mastectomy is
needed to treat DCIS

=] SUCCH for less experienced
surgeons: Combined dye and isotope

Many US surgeons use only isotope
unless the preoperative examination of the
axilla with the gamma probe does not
identify the sentinel node

0.5 nsk of anaphylichie reaction 10 bluc dye
Chance of permanent biue stam on skin of
breast

+ #13: SNB technigue:

e surgeon must have the option to
use both blue dye and isotope.
Experienced surgeons may choose
to use blue dye or isotope alone in
individual cases where the node is
easily identified.”

For the guideline, the surgeon must have
the option to use both blue dye and
isotope 1o optimize the success and
accuracy of sentinel node

Should permit use of only one when a
entinel node is identified, but with the
ability to use both dye and 1sotope

« Is it mandatory to use both blue dye and
isotope?

+ Japanese survey 2004
tikeda et al anid Surg 2004, 27
rate
dye alone
combined dye and isotope
iiere

y dyes used m Jag [ 14
NAOLYANINE Q1 een, digo carmine: patent blud

+ Dyes well described in US
Isosulfan bit
Methylene blue

» Japan research question states

“Breast conserving therapy is acceptat

le

in limited cases where breast cancer has

shrunken

« US/ NCCN Guidelines — Cases not limited:

apy 15 recommonded when a

pasE CONSEIVING SUrgery

L conserving
Lonly i hinited
cases

ith o




“The indication of pre-operative
chemotherapy has been
extended to wornen with
potentially oy ble breast
cancer based on the results of
large randomized studies and
has become an attractive option
that extends the chance of
breast conservation.”

Shiny,
Jpnd €
Chemothorapy for Vi

Higher rate of breast
conserving surgery with
preoperative chemotherapy

NSABP B-18: BCS
Post-operative Chemotherapy 59.8%
|

Pre-operative Chemotherapy 8%

SABP B-27:

Reduced
{ th AC + 7T
N Events
— Group | 801 67

p=0.0014

Operable breast cancer

Randamize

AC x 4

Surgery Tam x 5 yrs”

AC x4

Tam x 5 yrs* SHEGE

Local recurrence after BCS not
increased after pre-surgical
chemotherapy (P = .12)

Post-operative Chemotherapy

n=448 76 0

Pre-operative Chemotherapy

n=503 10.7

+ Breast Imaging and Physical Exam

Estimate size of cancer in relation to breast

Assure no evidence of second cancer in
the breast

» Exam; Conventional imaging; MRI

80

% Surviving
4p

1987 — 2000: 340 cases treated
with pre-surgical chemotherapy:

5 year recurrence
Ipsilateral Breast 5%

. Total Local Regional

Chen, J Chn Oncol 200




MRI Us

+ Define size of cancer:
supplements
mammography

» May help define extent @

of DCIS
« ldentify 2" cancers

+ Data supporting utility
of MRl anecdotal

with Pre-Sur

”~ <
Chemo

+ Before chemotherapy

Prestreatment status of iymph nodes

Patients must hav irate surgical procedures

» After chemotherapy

Identifics status of nodes after chemotherapy

“Down staging” of lymph nodes m it gy I
myolved nodes in women with p. 1 respons:

ving
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+ Consider needle hiopsy before
chemotherapy

» Patients should undergo axillary
dissection post-chemotherapy

» Sentinel node biopsy not appropriate

+ All had axillary lymph node d

3 riot part of primary protocol and not standardized

Percent

Successful identification

of Sentinel Node 8"

Positive Nodes 35%

False Ne

ommended Change

+ #17: Change to read

“Breast conserving therapy is
appropriate with pre-surgical
chemotherapy when a cosmetically
acceptable breast conserving surgery
can be performed with negative
margins, except with inflammatory or
multicentric cancer.”

+ Limited data on SNB with pre-surgical
chemotherapy

+ SNB appears accurate

+ Sentinel node biopsy may allow
avoidance of axillary dissection

Neoatiie Positive SNB;
Number g - Residual Cancer
Sentinel
patients = in Nodes After
Node
Chemotherapy
Sabel

25 12 (48 /13 (80"
Michigan { ) 8/13(60%)

Schrenk

21 12 (55% 9 i
Linz, Austria 5] Saa)

Jones




If sentinel node biopsy used with pre-surgical
chemotherapy, recommend before

#18: Change to read

“There 1s evidence to support omission of
axillary dissection on the basis a negative
sentinel node biopsy with pre-surgical
chemotherapy. The precise timing and
role awaits further data. There is no role
for sentinel node biopsy with clinically
positive lymph nodes, or with a positive
sentinel node.”
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» 300 nipple-sparing mastectomy
Invasive 58%: DCIS 429
Sensitivity of nipple maintained in 48%

+ 2 local recurrences
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+ Fourindependent predictors of local recurrence Margin width =10
examined (mm)
Tumor
Margin Pathologic Grade 1-2 Grade 1 -2 7
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Patient Classification No necrosis Necrosis
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Research Questions

Q | Questionnaire Japan - uUs.
No.
Recommen Answer NCCN Category Answer
ded Grade of Consensus
Ductal Carcinoma in situ (DCIS) L . - Ty L
1 Can breast-conserving B Breast-conserving therapy can Category 2A | Clear data demonstrating equivalent
therapy replace replace mastectomy in DCIS, if long term survival in women treated
mastectomy in DCIS? the right patients are with BCT (excision + radiation)

‘2 | Is breast-conserving B Breast-conserving therapy can be Category 2A | NCCN Guidelines do not use grade for
therapy recommended indicated in the following DCIS defining the appropriateness of breast
for DCIS? patients: the DCIS site <3cm, conserving therapy. There is no need to

cosmetically acceptable post-surgery restrict breast conserving therapy to
appearance of breasts, histologically DCIS low or intermediate grade.
negative margin and low or

intermediate For breast conserving therapy for DCIS

over 5 mm in size, and of high grade,
radiation to the whole breast is required
(Category 1 Evidence).

NCCN guidelines provide for breast
conserving therapy with NO radiation
for low grade DCIS less than 5 mm in
size.

NCCN Categories of Consensus

Category 1:  There is uniform NCCN consenus, based on high-level evidence, that the recommendation is appropriate.

Category 2A: There is uniform NCCN consensus, based on lower-level evidence including clinical experience, that the recommendation is
appropriate.

Category 2B: There is nonuniform NCCN consensus, (but no major disagreement), based on lower-level evidence including clinical experience,
that the recommendation is appropriate.

Category 3:  There is major NCCN disagreement that the recommendation is appropriate.




Q | Questionnaire Japan U.S.
No.
Recommen Answer NCCN Category Answer
ded Grade of Consensus
3 Is axillary dissection C There is no supporting evidence for | 2A There are no data to support the use of
recommended in DCIS? recommending axillary dissection. axillary dissection or sentinel node

Is pectoral muscle-
conserving mastectomy a
standard mastectomy?

biopsy with DCIS.

NCCN Guidelines allow the use of
sentinel node biopsy in situations when
the surgery will make a subsequent
SNB impossible at a second operation
for those cases where the tumor proves
invasive on excision. These situations
include any time mastectomy is used to
treat DCIS, or when a large excision of
breast tissue is needed in the upper

inhibition rate of pectoral muscle-
conserving mastectomy can be
comparable to those of radical
mastectomy, pectoral muscle-
conserving mastectomy is
recommended as standard

outer q uadrant. - ,

A [ Asthe survival ratc and local | Category |

There is no benefit to removing the
pectoral muscles (e.g. radical
mastectomy). This is demonstrated by a
major randomized clinical trial done
(NSABP B-04).

Note that the use of radical mastectomy
is not even addressed in the NCCN
Guidelines as its use was abandoned 20
years before the NCCN guidelines were
first developed.

Is there any difference in A
survival rate between
breast-conserving
therapy and mastectomy
as local therapy in Stage
I/I1 invasive

There is no difference in survival rate
between breast-conserving therapy
and mastectomy as local therapy in
Stage /Il invasive breast cancer.

Category 1

The equivalence in long term survival
between mastectomy and breast
conserving therapy is clearly
demonstrated in randomized clinical
trials.




Q | Questionnaire Japan u.s.
No.
Recommen Answer Cat':ggr'; of Answer
ded Grade Consensus
6 Can breast-conserving B Breast-conserving therapy can Category 1 | BCT is appropriate for Stage I and II

therapy become a local
therapy for Stage I/I11
invasive breast cancer?

basically be recommended as local
therapy for Stage I/II invasive breast
cancer. However, (1) extensive
growth of breast cancer and (2)
evident multiple cancer should be
excluded. Refer to explanation for
tumor size.

breast cancer, and this has been proven
in randomized clinical trials.

Mastectomy is still used in some
circumstances.

Contraindications to BCT include

Multicentric cancer
(synchronous cancers in more
than one quadrant of the breast)
Widespread disease that cannot
be incorporated into excision to
achieve negative margins.
Diffuse suspicious calcifications
Prior radiation to the involved
(e.g. prior breast cancer)

Large tumor in relation to the
size of the breast that precludes
appropriate breast conservation




Q | Questionnaire Japan U.S.
No.
Recommen Answer NCCN Category Answer
of Consenssus
ded Grade

7 Is. axillflry lymph nOfie B Except for sentinel-node biopsy in Category The bf:st evidepce frorp ranfiomized
dissection therapeutically . . . 2A trials is that axillary dissection does not
meaningful? breast cancer p aﬂents.w1th .negatlve affect survival.

lymph node metastasts, axillary

Iymph node dissection is meaningful Axillary dissection provides

for the purpose of local inhibition. information for staging the cancer, and

However, no evidence is available axillary dissection controls local

concerning improvement of survival disease in the axilla.

rate
One major clinical trial is ongoing to
determine if axillary dissection affects
survival in women who have a negative
sentinel node biopsy (NSABP B-32
study).

8 Is parasternal lymph node C Parasternal lymph node dissection Not Parasternal lymph node dissection does
dissection therapeutically does not addressed in | not have therapeutic significance
meaningful? have any therapeutic significance, and | NCCN

no guideline
evidence is available for
recommending this _

9 Is it possible to spare B If the right mastectomy patient is Category Skin sparing appropriate in cases where
breast skin and selected, 2A — Skin e Skin not involved
papilla/areola in skin-sparing mastectomy can safely be | sparing e No prior surgical biopsy
mastectomy? performed. Skin-sparing mastectomy e Reconstruction planned

is indicated in patients with tumors or | Not Papilla/areola sparing:

multiple addressediin ¢ Minimal data

cancer<Scm or DCIS. though NCCN - e Not included in US guidelines

nipple/areola Papilla / e A few surgeons are doing this
areo}a ‘ operation, but its use is not
sparing

supported by sufficient data to
allow its use in general practice




Q | Questionnaire Japan U.s.
No.
Recommen Answer CagCgN of Answer
ded Grade o s
10 | Is it acceptable in NO B When sentinel-node biopsy by a Category There is a large body of evidence that
breast cancer patients to competent physician tests negative 2A SNB:
omit axillary lymph node for metastasis, omission of dissection e Provides accurate information
dissection after can be justified in NO on lymph node staging

¢ The rate of recurrence in the
axilla in women with a negative
sentinel node.

e To date, there are no data from
large clinical trials to
demonstrate survival
equivalence with SNB.
However, it has become the
standard care in US

11 | Is it desirable to use both B There is evidence for supporting the | Not NCCN guidelines do not address the
dye and isotope for use of both dye and isotope in addressed in | technique of SNB. The guidelines
identifying sentinel lymph identifying sentine] lymph node. NCCN require that SNB be performed by an
node? guidelines experienced surgeon and team of

physicians.

Many US surgeons use only radioactive
material due to risk of allergies, and
skin staining from blue dye. Others use
both isotope and dye.

12 | Is omission of axillary A Evidence suggests that omission of Not There is clear evidence from both large
lymph node dissection axillary addressed in | non-randomized series and from
after sentinel-node biopsy lymph node dissection after sentinel- | NCCN randomized studies that the risk of
effective in reducing the node biopsy reduces postoperative guidelines postoperative lymphedema is much

incidence of postoperative
lymphatic edema in an
affected

lymphatic edema in an affected limb,
compared with cases treated with
axillary lymph node

lower in women treated with sentinel
node biopsy and breast conserving
therapy.

There are limited data on the risk of
lymphedema with sentinel node biopsy
with mastectomy, but most surgeons
report this is reduced.




Q | Questionnaire Japan U.S. W
No.
Recomm Answer NCCN Category Answer
ended of Consenssus
Grade

13 | Does breast reconstruction B There is hardly any evidence that Not Most evidence shows that
cause a delay in diagnosis of suggests that breast reconstruction addressed in | reconstruction does NOT delay the
local recurrence? (implant, autogenous tissue) causesa | NCCN diagnosis of local recurrence, and does

delay in Guidelines | not impact on the outcome or survival
: l’e‘(:llrrﬁll T cer T T ‘v x 1‘ . T : i T

14 | Is it possible to treat locally D Locally advance cancer should not D It is not appropriate to treat locally
advanced breast cancer only be treated only with surgery. advanced breast cancer with surgery
with alone. Locally advanced cancer

requires multidisciplinary treatment,
most often with surgery, radiation,
chemotherapy, and hormonal therapy is
ER positive.

15 | Is it possible to treat D Inflammatory breast cancer should D Inflammatory cancer should not be
inflammatory breast cancer not be treated only with surgery. treated with surgery alone.
only with surgery?

16 | What is the extent of axillary B Axillary lymph node dissection should | Category NCCN guidelines call for Level I and 11
dissection before or during desirably include Level III. 2A dissection. In general US surgeons
surgery in patients who are perform Level I and II dissection unless
clearly positive for axillary there is gross disease in Level I, in
lymph node which case Level III dissection is

performed.

17 | Is the breast-conserving B Breast-conserving therapy is Cat 2A Clinical trial data demonstrate that this

therapy acceptable in breast
cancer that has been shrunken
with preoperative
chemotherapy?

acceptable in limited cases where
breast cancer has been shrunken with
preoperative chemotherapy.

is an appropriate when breast
conserving therapy is possible.




Q | Questionnaire Japan U.S.
No.
Recommen Answer NCCN Answer
ded Grade Gategory of
18 | Is axillary dissection based on C No evidence is available that supports | Cat 2A There are limited data on the accuracy
the sentinel node biopsy result omission of dissection based on the of SNB performed either before or after
acceptable after preoperative sentinel node biopsy results after preoperative chemotherapy. NCCN
preoperative guidelines recommend that sentinel
node biopsy be performed before
preoperative chemotherapy
19 | Is a repeated breast-conserving C No evidence exists that recommends | Not NCCN guidelines call for mastectomy
therapy recommended in repetition of breast conservation in accepted with an intramammary recurrence after
intramammary recurrence intramammary recurrence after breast- breast conserving therapy.
after the first breast- conserving therapy.
conserving
20 | Is chest wall resection & C Chest wall resection & reconstruction | Not Chest wall resection is only rarely
reconstruction acceptable in can safely be performed. While this addressed in | indicated for the purpose of providing
the cases of extensive chest wall procedure may contribute to QOL NCCN local control to improve QOL
recurrence? improvement, it is not expected to guidelines
improve prognosis, and therefore,
there is no rationale for
21 | Can breast cancer be B Breast cancer surgery can be Not graded | Yes. Surgery should be performed

operated during
pregnancy/lactation?

undertaken during pregnancy/lactation

during pregnancy.

Can do breast conserving therapy as
long as radiation is administered after
delivery of the child.




Q | Questionnaire Japan u.s.
No.

Recommen Answer Cat"ng of Answer

ded Grade o
Will pregnancy after C There is not sufficient evidence Nm@;aded All available evidence shows that
breast cancer treatment suggesting that pregnancy following | by NCCN | pregnancy after breast cancer does not
affect prognosis? breast cancer treatment may affect affect prognosis

prognosis.

23 | Will biopsy (puncture C No evidence exists that suggests that | Category There are no data that needle biopsy
aspiration cytologic biopsy (puncture aspiration cytologic | 2A adversely affects prognosis.
examination, needle examination, needle biopsy,
biopsy, Manmotom™ Manmotom™ biopsy, incision Needle biopsy is preferred over surgical
biopsy, incision biopsy) biopsy) may affect prognosis. biopsy.
affect prognosis?

24 | Is it effective to B Effectiveness is observed in Not Yes — there are randomized data that
prophylactically administering a prophylactic antibiotic | addressed the use of a single dose of antibiotic
administer an antibiotic drug during breast cancer surgery, and | by NCCN | reduces infection rates. Most US
drug during breast prophylactic administration is guideilines | surgeons provide a single dose of a first
cancer surgery? If acceptable. However, instead of generation cephalosporin.
effective, what is the administering the drug in every ) ) .
recommended regimen? patient, administration in the patients It is unclear what might constitute a

at risk is recommendable. A “patient at risk” to make decisions
transvenous single dose administration about antibiotics.
of a first-generation cephalosporin at
the time of anesthesia
25 | Can prophylactic C Prophylactic bilateral mastectomy Cat 2A Prophylactic mastectomy reduces the

mastectomy be
recommended for
healthy women
experiencing familial
occurrence of breast
cancer?

reduces morbidity rate of breast cancer
and death rate in women with
pathogenic factor of breast cancer, but
evidence supporting prophylactic
mastectomy is not yet available in
Japan.

risk of subsequent breast cancer. There
are NO data showing an impact on
survival.

Generally should be done only after
careful counseling regarding cancer
risk.




Stephen B. Edge

We had a comparative discussion on American and Japanese clinical practice guidelines
of breast cancer(surgical treatment, radiotherapy, and palliative care) at NCCN/JCCNB
seminar. Concerning surgical treatment, I made comments based on American
guidelines in line with research questions (RQs) from the guideline of the Japanese
Breast Cancer Society. Then JCCNB compiled “Japan-U.S. comparison of clinical
practice guidelines — surgical treatment”(see the attached document). Based on these
results, the U.S-Japan comparative chart of both guidelines (including comments from
NCCN) was made in both English and Japanese. Using the chart as referring material, a
two-day seminar was held both by the U.S. and Japan on January 13 and 14, 2007. At
the seminar, we clarified the reasons for differences and discussed the issues occurred

during the clarification.

The followings are the results of U.S-Japan comparison of guidelines on surgical
treatment. Seven(28%) out of a total of 25 RQ results mismatched. Moreover, only one

result (4%) was considered to be at apparent variant.

To be specific, it was RQ No.25 “Can prophylactic mastectomy be recommended for
healthy women experiencing familial occurrence of breast cancer?” Since Japanese
healthcare insurance doesn’t yet cover the BRCA1/2 genetic testing, Grade C can be
attributed to the insufficiency of data results of Japanese. In the U.S., the consensus is

categorized in 2A, and it is clarified that the treatment is consistent with the guideline.

(notes)
Category 2A: There is uniform NCCN consensus, based on lower-level evidence.

Category 2B: There is 70% of NCCN consensus based on lower-level evidence.

Finishing the seminar, I believe that JCCNB achieved some positive results of
improvement of the guidelines for breast cancer treatment in Japan. I was also
impressed by the fact that the physicians who took part in the seminar have

comprehensive knowledge and enthusiasm for patients.
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Joan McClure

We had a comparative discussion on American and Japanese clinical practice guidelines
of breast cancer (surgical treatment, radiotherapy, and palliative care) at NCCN/JCCNB
seminar. Concerning surgical treatment and radiotherapy, I made comments based on
American guidelines in line with research questions (RQs) from the guideline of the
Japanese Breast Cancer Society. Then JCCNB compiled “Japan-U.S. comparison of
clinical practice guidelines — surgical treatment and radiotherapy” (see the attached
document). Based on these results, the U.S-Japan comparative chart of both guidelines
(including comments from NCCN) was made in both English and Japanese. Using the
chart as a referring material, a two-day seminar was held both by the U.S. and Japan on
January 13 and 14, 2007. At the seminar, we clarified the reasons for differences and

discussed the issues occurred during the clarification.

At the seminar, after I made a speech on the outline of NCCN, we had a general
discussion based on “American and Japanese clinical practice guidelines of breast
cancer (surgical treatment and radiotherapy).” It is followed by group discussions on
surgical treatment and radiotherapy by several groups to present the outcome of the

discussion next day.

Specialists in surgical treatment, radiotherapy, and palliative care presented the
guidelines usage in the U.S. and released the latest and detailed information.
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INTRODUCTION

The following report summarizes the findings and impressions of the delegation from the
American College of Surgeons (ACoS), Commission on Cancer staff that attended the
Japan/USA Workshop was held in Tokyo at the National Cancer Center, February 27-28, 2007.
This delegation was lead by Dr. David P. Winchester, FACS, Medical Director of Cancer
Programs of the American College of Surgeons, and included senior staff members of the
National Cancer Data Base, Andrew K. Stewart, MA and E. Greer Gay, RN, PhD. The workshop
was co-sponsored through funds available from a Japanese Health and Labor Sciences Research
grant, and a Ministry of Health, Labor and Welfare cancer research grant.

REPORTS AND PRESENTATIONS

Members of the delegation from the American College of Surgeons and Japanese participants
presented and discussed a broad range of experiences and findings regarding registry operations,
data standards, clinical surveillance studies and quality of cancer care during the course of the
two-day workshop.

The ACoS delegation reviewed the development and maturation of the National Cancer Data
Base during its 15 years of operations. This was followed by specific discussions regarding data
standardization efforts in the United States and how these impacted registry operations and data
management. Comparisons between hospital based registry data and population-based data were
provided to emphasize that collaboration and standardization can result in high levels of
agreement across data sets. An outline of the history and events that have shaped American
privacy laws was provided as a context for understanding the privacy regulations that are part of
HIPAA, the regulatory framework guiding release and use of medical information in the United
States. Clinical findings from studies of breast, colon, pancreas, and gastric cancers using data
from the NCDB were presented. Finally, recently developed initiatives focusing on assessing
quality of cancer care and audit/feed-back reports were presented.

Presentations from the Japanese participants closely mirrored those from the ACoS. Each of the
Japanese registry systems (population, hospital, and JNCDB) presented descriptive outlines of
their scope of operations and plans for the future. A representative from among the software
vendors addressed issues and challenges of interoperability among medical information systems,



and how the cancer registration systems might interface with these efforts. Representatives from
each of the participating medical specialty organizations presented a combination of operational
descriptions of their proprietary clinical registry systems and descriptive clinical findings from
the data collect through these registries. Finally, a review of the current interpretation of the
Japanese patient privacy laws and how these were being considered within the medical and
cancer surveillance community was provided.

BACKGROUND

Cancer registration activities in Japan have their roots in public health surveillance activities
stemming from concerns regarding long-term effects from radiation exposure following the close
of Second World War, notably in Hiroshima and Nagasaki. Since their initial establishment in
the late 1950 s the breadth and scope of cancer surveillance and cancer registration have grown to
include the establishment of a Japanese Association of Cancer Registrars, and most recently a
legislative mandate in the form of the Cancer Control Act of 2006. Malignant neoplasms have
been the leading cause of death in Japan since 1981, accounting for 241.7 deaths per population
of 100,000, far more than the next two leading causes, heart disease (121.0/100,000) and cerebro-
vascular diseases (103.4/100,000).! > Though cancer is a significant health concern in Japan, it is
not a mandated as a reportable disease.’

Broad efforts to collect surveillance population-based and clinical cancer information exist in
Japan. Among these are the epidemiological, population-based registry efforts that collect 25
items on diagnosis, initial treatment, and follow-up information, and is organized at the Prefecture
level, and includes one metropolitan area. Individual academic medical societies also operate
clinical registries that collect in-depth information, usually between 200-300 variables for site-
specific cancers. Finally, hospital-based registries collect approximately 60 items on diagnosis,
initial treatment, and follow-up with the intent to evaluate patterns and quality of care.
Participation in the hospital-based registries has recently increased from 30 hospitals within the
Japanese Association of Clinical Cancer Centers to include an additional 286 designated cancer
care hospital.

Hospital-based cancer registration activities in Japan are increasingly linked to Ministry of
Health, Labor and Welfare policy decisions as this ministry expands its recognition and expected
functions/roles of Designated Cancer Care Hospitals. Established standardized data sets among
hospital-based registries include patient demographic information, histo-pathology, initial
treatment, and follow-up information are in place. Leaders of the population-based registry
activities clearly understand the importance of further standardizing the cancer registration
process and increasing the capacity of hospital-based cancer registration activities in support of
the 2006 Cancer Control Act. At the forefront of the population-based registries interests rests
the question of ascertaining incidence and survival statistics. Incidence rates are based on a
limited sample (~25%) of the Japanese population and are believed to significantly under-
represent the actual cancer burden in the country.

In contrast, the medical specialty societies have each established proprietary disease specific
registry systems that are dependent upon voluntary participation by treatment facilities. The
breast cancer registration system collects data from over 350 centers and the ObGyn registry from
more than 250 programs. Coverage of reported cases is variable to, for example, 40% of
expected prostate cancer cases thought to be reported to the Prostate Cancer Registry.
Nonetheless, clinical surveillance of cancer presentation, treatment, and survival is well
established in Japan and through the efforts of the individual specialty societies these registries
yield an abundance of important and useful information.



The JNCDB project has adopted an integrative view, recognizing the strengths and shortcomings
of the population, hospital and disease specific registry systems. The population-based registries
lack treatment information that is carefully collected through the disease specific registries, which
in turn do not have access to routine or accurate survival or vital statistics. In addition, the
potential synergy resulting from the ability to exchange surgical and radiation oncology treatment
data available in departmental and radiation oncology databases maintained within hospital
settings is seen to be significant. The common thread is the hospital setting where diagnoses are
made and treatment is provided, which places a substantial premium on the successful
implementation and integration of IT infrastructure registry operations.

CHALLENGES

Though exempt from the JPIPA (Articles 16, 23, and 50)*, the population-based cancer registries
are not complete, standardization is lacking, and follow-up occurs in only a few of these
registries. The disease specific registries have incomplete follow-up information, and since the
passage of the JPIPA, these registries have been forced to regroup and consider alternative
mechanisms by which to protect patient privacy. In some cases this has resulted in the
suspension of data collection. The hospital-based cancer registries have other data collection
problems. First data collection is performed separately by each discipline, and is frequently
recorded by the physician, who has limited available time to dedicate to these data collection
efforts.

Establishment of a Japanese cancer registry system has been hindered by the passage of the
JPIPA - Law No. 57, 2003. This law protects the rights and interests of individuals by clarifying
responsibilities of government and setting a high standard of care for handling personal
information for companies in the medical, financial credit, and telecommunications industries.’
Additionally, a ‘privacy scare’ in which concerns regarding loss of personal information resulting
in cases of billing fraud, and other misuse of personal data are perceived to be widespread in
Japan.’ Finally, the social stigma attached to the diagnosis of cancer, and the potential impact the
exposure of this information may have on personal or professional lives acts as a further deterrent
to fostering public support for a cancer registries in Japan.’

Most of the registries in Japan have elected to use HASH functions common to many database
software operating systems to circumvent the restrictions of JPIPA. This has provided a technical
short-term solution and has allowed each registry system to continue operations as before.

Each registry — population, hospital, and disease specific - openly acknowledged these challenges
and clearly recognized that the Japanese cancer registry systems:

o Lacked standardized data sets and operations;

e Limited integration of clinical data bases and wider hospital IT infrastructure;

e Viewed government mandates as sets of confounding directives.

OPPORTUNITIES

The Cancer Control Act, approved in June 2006, to be implemented in April 2007, presents a
critical opportunity for cancer registration in Japan. This Act calls for a cancer control
implementation plan at the prefectural and national level, cancer prevention and early detection,
equalizing cancer care quality, cancer research and the creation of an advisory board that includes
representatives of cancer patients and their families.® This Act and other efforts ongoing since



April 2004 that began with the Third-Term Comprehensive 10 Year Strategy for Cancer Control
have forged a way towards creating a means to implement a synchronized cancer registry system
that has the potential to address the issues facing the current registries while at the same time
accommodating the individual purposes of each registry.’

Specifically, this Act provides the basis for addressing both standards within and among the
agencies engaged in cancer surveillance, and privacy concerns that are a current concern:

Standards

» The establishment of Japan’s National Cancer Center provides a locus from which defining
the need for, the purpose of, and the dissemination of value in cancer registry can be
articulated. The advisory board is a means to involve:

+ Patients and family members;

+ The Quality of Life Policy Bureau, part of the Cabinet office of the Government
Statistical Organization Chart'’;

* Representatives from the Japanese Ministry of Health, Labor, and Welfare;

*  Hospitals;

*  Medical societies.

» The National Cancer Control and Information System (NCC-CIS), established in October

2006, provides:

* Training for tumor registrars, which should relieve some of the burden experienced by
physicians responsible for data entry;

» A forum through which the registries can meet on equal terms, define common standards
for data collection, reporting and definitions — similar to role in the USA played by the
North American Association of Central Cancer Registries;

* Development of standards for computer software, and interoperability between medical
IT systems;

* Increasing the number of hospital-based cancer registries, at the very least in designated
cancer care hospitals that will move efforts forward to provide a system through which
quality of care can be evaluated and improved at the local level through feedback
mechanisms on practice and outcomes.

The Cancer Control Act, if viewed broadly, contains all the necessary directives to enable the
broad number of agencies interested in population and clinical surveillance of the cancer burden
and its care in Japan to work together towards a common goal. This Act provides the legal
framework for consensus building and standardization of registry education, operations, and
education; data collection and transmission standards; and even interoperability with other
medical information systems.

Similar efforts have been ongoing in the United States for almost two decades and were initiated
among agencies as a means to improve cancer surveillance, but are not directly supported by
legislative mandate. Much of the incentive toward adoption of standards has been driven by a
combination of limited human resources and uncertain financial resources. To achieve the
current level of harmonization within the registry community in the United States has required
significant political will and intellectual infrastructure. The fact that Federal, State, and private
agencies continue to work diligently and effectively together to maintain high levels of agreement
regarding education, operations and data standards in the face of continuing budgetary pressures
is a significant indication of the value of these consensus processes.



Privacy

The government statistical system of Japan has two major official statistical laws; the Statistics
Law and the Statistical Reports Coordination Law. Under these laws, three types of surveys are
permitted: designated statistics, notified statistics, and approved statistics."’ Cancer surveillance
activities in Japan should be classified as designated statistics, which are those surveys necessary
for the formulation of basic government policies. As such, it might be reasonable for a
representative of the cancer surveillance community to press for an active liaison role with, or
representation on, the Ministry of Public Management, Home Affairs, Posts and
Telecommunications (MPHPT) statistics council, and thus elevate the visibility and recognition
of the cancer registry system.

The Health Promotion Act of 2002 and the Basic Act for Anti-Cancer Measure (6/16/2006)
affords the opportunity for surveillance of cancer in Japan while also providing an exemption
from the JPIPA for the population-based cancer registry. This has not been the case for the
hospital-based nor medical society-based registries.12 However, a case could be made for
collecting patient cancer data on practice and outcome through establishing a “Purpose for Use”
that the requisite data would facilitate the mandatés required under the Cancer Control Act of
2006; i.e., “equalizing cancer care quality” and “cancer research.” This, of course, presumes that
the data will be accurate, under security control, and appropriate and necessary supervision over
the employees that handle the data occur (Articles 19, 20, and 21, JPIPA). Population-based
registries should work with hospital and disease specific registries to explore the development of
appropriate legal mechanism to facilitate access to and use of selected patient identifiers.

SUMMARY

Much of what is needed for the further development and integration of cancer data bases in Japan
are or can be in place. The three main types of registry systems can work together to accomplish
that goal, success comes with a unified approach. A legal framework exists to support
standardization of data items and definitions, software, development of a trained cohort of
registry professionals and placing them in the hospitals. Public awareness of the value of cancer
registration is greatly needed. Efforts to make cancer a reportable disease are paramount.
Working within the framework of established laws is possible.
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David P. Winchester, MD, FACS
Medical Director, Cancer Programs, American College of Surgeons
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INTRODUCTION

The following report summarizes the findings and impressions of the delegation from the
American College of Surgeons (ACoS), Commission on Cancer staff that attended the
Japan/USA Workshop was held in Tokyo at the National Cancer Center, February 27-28, 2007.
This delegation was lead by Dr. David P. Winchester, FACS, Medical Director of Cancer
Programs of the American College of Surgeons, and included senior staff members of the
National Cancer Data Base, Andrew K. Stewart, MA and E. Greer Gay, RN, PhD. The workshop
was co-sponsored through funds available from a Japanese Health and Labor Sciences Research
grant, and a Ministry of Health, Labor and Welfare cancer research grant.

REPORTS AND PRESENTATIONS

Members of the delegation from the American College of Surgeons and Japanese participants
presented and discussed a broad range of experiences and findings regarding registry operations,
data standards, clinical surveillance studies and quality of cancer care during the course of the
two-day workshop.

The ACoS delegation reviewed the development and maturation of the National Cancer Data
Base during its 15 years of operations. This was followed by specific discussions regarding data
standardization efforts in the United States and how these impacted registry operations and data
management. Comparisons between hospital based registry data and population-based data were
provided to emphasize that collaboration and standardization can result in high levels of
agreement across data sets. An outline of the history and events that have shaped American
privacy laws was provided as a context for understanding the privacy regulations that are part of
HIPAA, the regulatory framework guiding release and use of medical information in the United
States. Clinical findings from studies of breast, colon, pancreas, and gastric cancers using data
from the NCDB were presented. Finally, recently developed initiatives focusing on assessing
quality of cancer care and audit/feed-back reports were presented.

Presentations from the Japanese participants closely mirrored those from the ACoS. Each of the
Japanese registry systems (population, hospital, and JNCDB) presented descriptive outlines of
their scope of operations and plans for the future. A representative from among the software
vendors addressed issues and challenges of interoperability among medical information systems,



and how the cancer registration systems might interface with these efforts. Representatives from
each of the participating medical specialty organizations presented a combination of operational
descriptions of their proprietary clinical registry systems and descriptive clinical findings from
the data collect through these registries. Finally, a review of the current interpretation of the
Japanese patient privacy laws and how these were being considered within the medical and
cancer surveillance community was provided.

BACKGROUND

Cancer registration activities in Japan have their roots in public health surveillance activities
stemming from concerns regarding long-term effects from radiation exposure following the close
of Second World War, notably in Hiroshima and Nagasaki. Since their initial establishment in
the late 1950 s the breadth and scope of cancer surveillance and cancer registration have grown to
include the establishment of a Japanese Association of Cancer Registrars, and most recently a
legislative mandate in the form of the Cancer Control Act of 2006. Malignant neoplasms have
been the leading cause of death in Japan since 1981, accounting for 241.7 deaths per population
of 100,000, far more than the next two leading causes, heart disease (121.0/100,000) and cerebro-
vascular diseases (103.4/100,000).! > Though cancer is a significant health concern in Japan, it is
not a mandated as a reportable disease.’ '

Broad efforts to collect surveillance population-based and clinical cancer information exist in
Japan. Among these are the epidemiological, population-based registry efforts that collect 25
items on diagnosis, initial treatment, and follow-up information, and is organized at the Prefecture
level, and includes one metropolitan area. Individual academic medical societies also operate
clinical registries that collect in-depth information, usually between 200-300 variables for site-
specific cancers. Finally, hospital-based registries collect approximately 60 items on diagnosis,
initial treatment, and follow-up with the intent to evaluate patterns and quality of care.
Participation in the hospital-based registries has recently increased from 30 hospitals within the
Japanese Association of Clinical Cancer Centers to include an additional 286 designated cancer
care hospital.

Hospital-based cancer registration activities in Japan are increasingly linked to Ministry of
Health, Labor and Welfare policy decisions as this ministry expands its recognition and expected
functions/roles of Designated Cancer Care Hospitals. Established standardized data sets among
hospital-based registries include patient demographic information, histo-pathology, initial
treatment, and follow-up information are in place. Leaders of the population-based registry
activities clearly understand the importance of further standardizing the cancer registration
process and increasing the capacity of hospital-based cancer registration activities in support of
the 2006 Cancer Control Act. At the forefront of the population-based registries interests rests
the question of ascertaining incidence and survival statistics. Incidence rates are based on a
limited sample (~25%) of the Japanese population and are believed to significantly under-
represent the actual cancer burden in the country.

In contrast, the medical specialty societies have each established proprietary disease specific
registry systems that are dependent upon voluntary participation by treatment facilities. The
breast cancer registration system collects data from over 350 centers and the ObGyn registry from
more than 250 programs. Coverage of reported cases is variable to, for example, 40% of
expected prostate cancer cases thought to be reported to the Prostate Cancer Registry.
Nonetheless, clinical surveillance of cancer presentation, treatment, and survival is well
established in Japan and through the efforts of the individual specialty societies these registries
yield an abundance of important and useful information.



The INCDB project has adopted an integrative view, recognizing the strengths and shortcomings
of the population, hospital and disease specific registry systems. The population-based registries
lack treatment information that is carefully collected through the disease specific registries, which
in turn do not have access to routine or accurate survival or vital statistics. In addition, the
potential synergy resulting from the ability to exchange surgical and radiation oncology treatment
data available in departmental and radiation oncology databases maintained within hospital
settings is seen to be significant. The common thread is the hospital setting where diagnoses are
made and treatment is provided, which places a substantial premium on the successful
implementation and integration of IT infrastructure registry operations.

CHALLENGES

Though exempt from the JPIPA (Articles 16, 23, and 50)*, the population-based cancer registries
are not complete, standardization is lacking, and follow-up occurs in only a few of these
registries. The disease specific registries have incomplete follow-up information, and since the
passage of the JPIPA, these registries have been forced to regroup and consider alternative
mechanisms by which to protect patient privacy. In some cases this has resulted in the
suspension of data collection. The hospital-based cancer registries have other data collection
problems. First data collection is performed separately by each discipline, and is frequently
recorded by the physician, who has limited available time to dedicate to these data collection
efforts.

Establishment of a Japanese cancer registry system has been hindered by the passage of the
JPIPA - Law No. 57,2003. This law protects the rights and interests of individuals by clarifying
responsibilities of government and setting a high standard of care for handling personal
information for companies in the medical, financial credit, and telecommunications industries.’
Additionally, a ‘privacy scare’ in which concerns regarding loss of personal information resulting
in cases of billing fraud, and other misuse of personal data are perceived to be widespread in
Japan.’ Finally, the social stigma attached to the diagnosis of cancer, and the potential impact the
exposure of this information may have on personal or professional lives acts as a further deterrent
to fostering public support for a cancer registries in Japan.’

Most of the registries in Japan have elected to use HASH functions common to many database
software operating systems to circumvent the restrictions of JPIPA. This has provided a technical
short-term solution and has allowed each registry system to continue operations as before.

Each registry — population, hospital, and disease specific - openly acknowledged these challenges
and clearly recognized that the Japanese cancer registry systems:

e Lacked standardized data sets and operations;

e Limited integration of clinical data bases and wider hospital IT infrastructure;

* Viewed government mandates as sets of confounding directives.

OPPORTUNITIES

The Cancer Control Act, approved in June 2006, to be implemented in April 2007, presents a
critical opportunity for cancer registration in Japan. This Act calls for a cancer control
implementation plan at the prefectural and national level, cancer prevention and early detection,
equalizing cancer care quality, cancer research and the creation of an advisory board that includes
representatives of cancer patients and their families.® This Act and other efforts ongoing since



April 2004 that began with the Third-Term Comprehensive 10 Year Strategy for Cancer Control
have forged a way towards creating a means to implement a synchronized cancer registry system
that has the potential to address the issues facing the current registries while at the same time
accommodating the individual purposes of each registry.’

Specifically, this Act provides the basis for addressing both standards within and among the
agencies engaged in cancer surveillance, and privacy concerns that are a current concern:

Standards

»  The establishment of Japan’s National Cancer Center provides a locus from which defining
the need for, the purpose of, and the dissemination of value in cancer registry can be
articulated. The advisory board is a means to involve:

» Patients and family members;

* The Quality of Life Policy Bureau, part of the Cabinet office of the Government
Statistical Organization Chart'’;

* Representatives from the Japanese Ministry of Health, Labor, and Welfare;

» Hospitals;

*  Medical societies.

» The National Cancer Control and Information System (NCC-CIS), established in October

2006, provides:

+ Training for tumor registrars, which should relieve some of the burden experienced by
physicians responsible for data entry;

* A forum through which the registries can meet on equal terms, define common standards
for data collection, reporting and definitions — similar to role in the USA played by the
North American Association of Central Cancer Registries;

» Development of standards for computer software, and interoperability between medical
IT systems;

+ Increasing the number of hospital-based cancer registries, at the very least in designated
cancer care hospitals that will move efforts forward to provide a system through which
quality of care can be evaluated and improved at the local level through feedback
mechanisms on practice and outcomes.

The Cancer Control Act, if viewed broadly, contains all the necessary directives to enable the
broad number of agencies interested in population and clinical surveillance of the cancer burden
and its care in Japan to work together towards a common goal. This Act provides the legal
framework for consensus building and standardization of registry education, operations, and
education; data collection and transmission standards; and even interoperability with other
medical information systems.

Similar efforts have been ongoing in the United States for almost two decades and were initiated
among agencies as a means to improve cancer surveillance, but are not directly supported by
legislative mandate. Much of the incentive toward adoption of standards has been driven by a
combination of limited human resources and uncertain financial resources. To achieve the
current level of harmonization within the registry community in the United States has required
significant political will and intellectual infrastructure. The fact that Federal, State, and private
agencies continue to work diligently and effectively together to maintain high levels of agreement
regarding education, operations and data standards in the face of continuing budgetary pressures
is a significant indication of the value of these consensus processes.



Privacy

The government statistical system of Japan has two major official statistical laws; the Statistics
Law and the Statistical Reports Coordination Law. Under these laws, three types of surveys are
permitted: designated statistics, notified statistics, and approved statistics.'' Cancer surveillance
activities in Japan should be classified as designated statistics, which are those surveys necessary
for the formulation of basic government policies. As such, it might be reasonable for a
representative of the cancer surveillance community to press for an active liaison role with, or
representation on, the Ministry of Public Management, Home Affairs, Posts and
Telecommunications (MPHPT) statistics council, and thus elevate the visibility and recognition
of the cancer registry system.

The Health Promotion Act of 2002 and the Basic Act for Anti-Cancer Measure (6/16/2006)
affords the opportunity for surveillance of cancer in Japan while also providing an exemption
from the JPIPA for the population-based cancer registry. This has not been the case for the
hospital-based nor medical society-based registries.'”> However, a case could be made for
collecting patient cancer data on practice and outcome through establishing a “Purpose for Use”
that the requisite data would facilitate the mandatés required under the Cancer Control Act of
2006; i.e., “equalizing cancer care quality” and “cancer research.” This, of course, presumes that
the data will be accurate, under security control, and appropriate and necessary supervision over
the employees that handle the data occur (Articles 19, 20, and 21, JPIPA). Population-based
registries should work with hospital and disease specific registries to explore the development of
appropriate legal mechanism to facilitate access to and use of selected patient identifiers.

SUMMARY

Much of what is needed for the further development and integration of cancer data bases in Japan
are or can be in place. The three main types of registry systems can work together to accomplish
that goal, success comes with a unified approach. A legal framework exists to support
standardization of data items and definitions, software, development of a trained cohort of
registry professionals and placing them in the hospitals. Public awareness of the value of cancer
registration is greatly needed. Efforts to make cancer a reportable disease are paramount.
Working within the framework of established laws is possible.
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Medical Director, Cancer Programs, American College of Surgeons
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INTRODUCTION

The following report summarizes the findings and impressions of the delegation from the
American College of Surgeons (ACoS), Commission on Cancer staff that attended the
Japan/USA Workshop was held in Tokyo at the National Cancer Center, February 27-28, 2007.
This delegation was lead by Dr. David P. Winchester, FACS, Medical Director of Cancer
Programs of the American College of Surgeons, and included senior staff members of the
National Cancer Data Base, Andrew K. Stewart, MA and E. Greer Gay, RN, PhD. The workshop
was co-sponsored through funds available from a Japanese Health and Labor Sciences Research
grant, and a Ministry of Health, Labor and Welfare cancer research grant.

REPORTS AND PRESENTATIONS

Members of the delegation from the American College of Surgeons and Japanese participants
presented and discussed a broad range of experiences and findings regarding registry operations,
data standards, clinical surveillance studies and quality of cancer care during the course of the
two-day workshop. '

The ACoS delegation reviewed the development and maturation of the National Cancer Data
Base during its 15 years of operations. This was followed by specific discussions regarding data
standardization efforts in the United States and how these impacted registry operations and data
management. Comparisons between hospital based registry data and population-based data were
provided to emphasize that collaboration and standardization can result in high levels of
agreement across data sets. An outline of the history and events that have shaped American
privacy laws was provided as a context for understanding the privacy regulations that are part of
HIPAA, the regulatory framework guiding release and use of medical information in the United
States. Clinical findings from studies of breast, colon, pancreas, and gastric cancers using data
from the NCDB were presented. Finally, recently developed initiatives focusing on assessing
quality of cancer care and audit/feed-back reports were presented.

Presentations from the Japanese participants closely mirrored those from the ACoS. Each of the
Japanese registry systems (population, hospital, and JNCDB) presented descriptive outlines of
their scope of operations and plans for the future. A representative from among the software
vendors addressed issues and challenges of interoperability among medical information systems,



and how the cancer registration systems might interface with these efforts. Representatives from
each of the participating medical specialty organizations presented a combination of operational
descriptions of their proprietary clinical registry systems and descriptive clinical findings from
the data collect through these registries. Finally, a review of the current interpretation of the
Japanese patient privacy laws and how these were being considered within the medical and
cancer surveillance community was provided.

BACKGROUND

Cancer registration activities in Japan have their roots in public health surveillance activities
stemming from concerns regarding long-term effects from radiation exposure following the close
of Second World War, notably in Hiroshima and Nagasaki. Since their initial establishment in
the late 1950 s the breadth and scope of cancer surveillance and cancer registration have grown to
include the establishment of a Japanese Association of Cancer Registrars, and most recently a
legislative mandate in the form of the Cancer Control Act of 2006. Malignant neoplasms have
been the leading cause of death in Japan since 1981, accounting for 241.7 deaths per population
of 100,000, far more than the next two leading causes, heart disease (121.0/100,000) and cerebro-
vascular diseases (103.4/100,000).! > Though cancer is a significant health concern in Japan, it is
not a mandated as a reportable disease.’

Broad efforts to collect surveillance population-based and clinical cancer information exist in
Japan. Among these are the epidemiological, population-based registry efforts that collect 25
items on diagnosis, initial treatment, and follow-up information, and is organized at the Prefecture
level, and includes one metropolitan area. Individual academic medical societies also operate
clinical registries that collect in-depth information, usually between 200-300 variables for site-
specific cancers. Finally, hospital-based registries collect approximately 60 items on diagnosis,
initial treatment, and follow-up with the intent to evaluate patterns and quality of care.
Participation in the hospital-based registries has recently increased from 30 hospitals within the
Japanese Association of Clinical Cancer Centers to include an additional 286 designated cancer
care-hospital.

Hospital-based cancer registration activities in Japan are increasingly linked to Ministry of
Health, Labor and Welfare policy decisions as this ministry expands its recognition and expected
functions/roles of Designated Cancer Care Hospitals. Established standardized data sets among
hospital-based registries include patient demographic information, histo-pathology, initial
treatment, and follow-up information are in place. Leaders of the population-based registry
activities clearly understand the importance of further standardizing the cancer registration
process and increasing the capacity of hospital-based cancer registration activities in support of
the 2006 Cancer Control Act. At the forefront of the population-based registries interests rests
the question of ascertaining incidence and survival statistics. Incidence rates are based on a
limited sample (~25%) of the Japanese population and are believed to significantly under-
represent the actual cancer burden in the country.

In contrast, the medical specialty societies have each established proprietary disease specific
registry systems that are dependent upon voluntary participation by treatment facilities. The
breast cancer registration system collects data from over 350 centers and the ObGyn registry from
more than 250 programs. Coverage of reported cases is variable to, for example, 40% of
expected prostate cancer cases thought to be reported to the Prostate Cancer Registry.
Nonetheless, clinical surveillance of cancer presentation, treatment, and survival is well
established in Japan and through the efforts of the individual specialty societies these registries
yield an abundance of important and useful information.



The JNCDB project has adopted an integrative view, recognizing the strengths and shortcomings
of the population, hospital and disease specific registry systems. The population-based registries
lack treatment information that is carefully collected through the disease specific registries, which
in turn do not have access to routine or accurate survival or vital statistics. In addition, the
potential synergy resulting from the ability to exchange surgical and radiation oncology treatment
data available in departmental and radiation oncology databases maintained within hospital
settings is seen to be significant. The common thread is the hospital setting where diagnoses are
made and treatment is provided, which places a substantial premium on the successful
implementation and integration of IT infrastructure registry operations.

CHALLENGES

Though exempt from the JPIPA (Articles 16, 23, and 50)", the population-based cancer registries
are not complete, standardization is lacking, and follow-up occurs in only a few of these
registries. The disease specific registries have incomplete follow-up information, and since the
passage of the JPIPA, these registries have been forced to regroup and consider alternative
mechanisms by which to protect patient privacy. In some cases this has resulted in the
suspension of data collection. The hospital-based cancer registries have other data collection
problems. First data collection is performed separately by each discipline, and is frequently
recorded by the physician, who has limited available time to dedicate to these data collection
efforts.

Establishment of a Japanese cancer registry system has been hindered by the passage of the
JPIPA - Law No. 57, 2003. This law protects the rights and interests of individuals by clarifying
responsibilities of government and setting a high standard of care for handling personal
information for companies in the medical, financial credit, and telecommunications industries.’
Additionally, a ‘privacy scare’ in which concerns regarding loss of personal information resulting
in cases of billing fraud, and other misuse of personal data are perceived to be widespread in
Japan.® Finally, the social stigma attached to the diagnosis of cancer, and the potential impact the
exposure of this information may have on personal or professional lives acts as a further deterrent
to fostering public support for a cancer registries in Japan.’

Most of the registries in Japan have elected to use HASH functions common to many database
software operating systems to circumvent the restrictions of JPIPA. This has provided a technical
short-term solution and has allowed each registry system to continue operations as before.

Each registry — population, hospital, and disease specific - openly acknowledged these challenges
and clearly recognized that the Japanese cancer registry systems:

e Lacked standardized data sets and operations;

o Limited integration of clinical data bases and wider hospital IT infrastructure;

e Viewed government mandates as sets of confounding directives.

OPPORTUNITIES

The Cancer Control Act, approved in June 2006, to be implemented in April 2007, presents a
critical opportunity for cancer registration in Japan. This Act calls for a cancer control
implementation plan at the prefectural and national level, cancer prevention and early detection,
equalizing cancer care quality, cancer research and the creation of an advisory board that includes
representatives of cancer patients and their families.® This Act and other efforts ongoing since



April 2004 that began with the Third-Term Comprehensive 10 Year Strategy for Cancer Control
have forged a way towards creating a means to implement a synchronized cancer registry system
that has the potential to address the issues facing the current registries while at the same time
accommodating the individual purposes of each registry.’

Specifically, this Act provides the basis for addressing both standards within and among the
agencies engaged in cancer surveillance, and privacy concerns that are a current concern:

Standards

» The establishment of Japan’s National Cancer Center provides a locus from which defining
the need for, the purpose of, and the dissemination of value in cancer registry can be
articulated. The advisory board is a means to involve:

s Patients and family members;

» The Quality of Life Policy Bureau, part of the Cabinet office of the Government
Statistical Organization Chart'’;

+ Representatives from the Japanese Ministry of Health, Labor, and Welfare;

» Hospitals;

+  Medical societies.

+ The National Cancer Control and Information System (NCC-CIS), established in October

2006, provides:

* Training for tumor registrars, which should relieve some of the burden experienced by
physicians responsible for data entry;

+ A forum through which the registries can meet on equal terms, define common standards
for data collection, reporting and definitions — similar to role in the USA played by the
North American Association of Central Cancer Registries;

» Development of standards for computer software, and interoperability between medical
IT systems;

+ Increasing the number of hospital-based cancer registries, at the very least in designated
cancer care hospitals that will move efforts forward to provide a system through which
quality of care can be evaluated and improved at the local level through feedback
mechanisms on practice and outcomes.

The Cancer Control Act, if viewed broadly, contains all the necessary directives to enable the
broad number of agencies interested in population and clinical surveillance of the cancer burden
and its care in Japan to work together towards a common goal. This Act provides the legal
framework for consensus building and standardization of registry education, operations, and
education; data collection and transmission standards; and even interoperability with other
medical information systems.

Similar efforts have been ongoing in the United States for almost two decades and were initiated
among agencies as a means to improve cancer surveillance, but are not directly supported by
legislative mandate. Much of the incentive toward adoption of standards has been driven by a
combination of limited human resources and uncertain financial resources. To achieve the
current level of harmonization within the registry community in the United States has required
significant political will and intellectual infrastructure. The fact that Federal, State, and private
agencies continue to work diligently and effectively together to maintain high levels of agreement
regarding education, operations and data standards in the face of continuing budgetary pressures
is a significant indication of the value of these consensus processes.



Privacy

The government statistical system of Japan has two major official statistical laws; the Statistics
Law and the Statistical Reports Coordination Law. Under these laws, three types of surveys are
permitted: designated statistics, notified statistics, and approved statistics."" Cancer surveillance
activities in Japan should be classified as designated statistics, which are those surveys necessary
for the formulation of basic government policies. As such, it might be reasonable for a
representative of the cancer surveillance community to press for an active liaison role with, or
representation on, the Ministry of Public Management, Home Affairs, Posts and
Telecommunications (MPHPT) statistics council, and thus elevate the visibility and recognition
of the cancer registry system.

The Health Promotion Act of 2002 and the Basic Act for Anti-Cancer Measure (6/16/2006)
affords the opportunity for surveillance of cancer in Japan while also providing an exemption
from the JPIPA for the population-based cancer registry. This has not been the case for the
hospital-based nor medical society-based registries.”> However, a case could be made for
collecting patient cancer data on practice and outcome through establishing a “Purpose for Use”
that the requisite data would facilitate the mandates required under the Cancer Control Act of
2006; i.e., “equalizing cancer care quality” and “cancer research.” This, of course, presumes that
the data will be accurate, under security control, and appropriate and necessary supervision over
the employees that handle the data occur (Articles 19, 20, and 21, JPIPA). Population-based
registries should work with hospital and disease specific registries to explore the development of
appropriate legal mechanism to facilitate access to and use of selected patient identifiers.

SUMMARY

Much of what is needed for the further development and integration of cancer data bases in Japan
are or can be in place. The three main types of registry systems can work together to accomplish
that goal, success comes with a unified approach. A legal framework exists to support
standardization of data items and definitions, software, development of a trained cohort of
registry professionals and placing them in the hospitals. Public awareness of the value of cancer
registration is greatly needed. Efforts to make cancer a reportable disease are paramount.
Working within the framework of established laws is possible.
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The JFMC Fellowship Program
Research Report

Title of the Research:
Novel treatment for the unresectable local advanced non-small lung cancer
Japanese Host Researcher:
Masahiro Fukuoka, M.D., Ph. D,
Host Institute:
Sakai Hospital, Kinki University School of Medicine
Invited Researcher:
Enrico Mini, M.D., Ph. D.
Affiliations:

University of Florence

Report:

It was a great honor to me to visit National Cancer Center Hospitals and
participate and having discussion in the Joint Meeting of the 3™ ISC International
Conference on Cancer Therapeutics and the 11" International Symposium on Cancer
Chemotherapy held in Tokyo, Japan. I do thank all the colleagues and the Foundation’s
support for them. This outstanding prograrn has provided unique opportunity within the
international scientific community to share knowledge and for collaborative efforts for
the advancement of treatment for the lung cancer.

In the last five years, we have learned a lot about molecular targeted approaches in
treatment and now it has just become that the era of the individualized medicine due to
these experiences. Most important fruit in the genome information of the human
obtained in these days is strategies using the pharmacogenomic information to choice
the regimens or the treatment. Selection based on multiple markers may be needed in
order to efficiently improve the response rate and decrease toxicity since drug effects
are multi factorial. The advent of high-throughput methodologies as well as the
implementation of focused prospective pharmacogenomic and pharmacogenetic clinical
trials hold the promise of substantial progress in the treatment of this neoplastic disease.
My presentations during my stay were focused on these approaches to targeted therapy
of lung cancer and colorectal cancers, with special attention to the current status and
future directions. I learned many ideas from young investigators in Japan especially
participants of the meetings at Tokyo by discussion with them.
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I am confident that this Invitation Program for the Invitation of Foreign Scientists to
Japanese Institutes by the Japanese Foundation for Multidisciplinary Treatment of

Cancer is excellent for the global interactive scientists’ collaboration.
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» Robert A. Swarm

We had a comparative discussion on American and Japanese clinical practice guidelines
of breast cancer (surgical treatment, radiotherapy, and palliative care) at NCCN/JCCNB
seminar. The Japanese Breast Cancer Society formulated clinical practice guidelines for
medical treatment in June 2004 and clinical practice guidelines for each field of health
check, diagnosis, radiotherapy, and epidemiology in June 2005. On the other hand,
NCCN guidelines are categorized into diagnosis, treatment, risk reduction (prevention),
and familial breast cancer in the field of breast cancer. NCCN also developed a series of
supportive care guidelines, which is applicable to all kinds of cancers, such as
prevention and treatment of cancer-related infections, antiemesis, cancer- and
treatment-related anemia, and cancer pain. The guideline for cancer pain, which is used
in a small fraction of RQs in the guidelines of the Japanese Breast Cancer Society but
not formulated as a guideline and also plays an important role in the palliative care, is

translated by JCCNB and we exchanged opinions.

In the NCCN guideline” Adult Cancer Pain,” firstly, components and level of pain are
assessed (scored). According to the scores, each treatment is presented and the
monitoring (interval and method) is shown to monitor effect of the treatment. It also
listed in plain terms some specific approaches to each case concerning the

countermeasure against side-effects.
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in recurrence
2-c | Is boost B | Boost radiation of | C | Boost radiation
radiation of tumor bed is should be
tumor bed useful, as considered for
useful? frequency of most women
intramammary unless there is a
recurrence is very wide margin

in patients without
lymphovascular
invasion,
extensive DCIS, or
positive nodes.
The minimum
tumor bed dose

should be >50 Gy.

What Is the appropriate radiation regimen after breast-conserving
surgery?
Is radiation of | A |Radiationof | A |Radiation of the entire breast
entire breast entire breast is is recommended.
: recommendable? recommended.
2- | What is the B |Adoscof 1.8- |B |45-504 Gy in4.5-5.5 weeks
4 b | adequate dose/ 20Gyanda ot 1.8-2.0 Gy is recommended
fractionation of total of 45 1o the entire breast.
radiation? 50.4Gy during Alternatively, the Cansdian
4.5-5.5 weeks fractionation of 4042.5 Gy in
are 3 weeks, followed by a boost
recommended | | of 12.5 Gy could be
for entire considered in older women.
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Expander reconstruction and radiation
(Columbia Plast & Recons Surg 2006)
RT No RT | P value
Complications 41% 17% <0.01
Patient satisfaction 24 27 NS
score*
Symmetry score* 21 26 <0.01
1=unsatisfactory
2=satisfactory
3=optimal

- 2002)

‘| Radiotherapy for metastasis
Is A |Radiotherapy is A |Radiation
radiotherapy useful in alleviating therapy for bone
useful for pain of bone metastases is
metastasis of metastasis. very effective to
cancer from alleviate pain.
breast to
bone?
C |Total dosage or A |Limited or
fractionation method extended
has not fully been fractionation
established. schemes are
equally effective
to alleviate pain.

* RTOG randoinized ral of 8 Gy/1 fraction vs 30

Pain resp 8-Gy arm 30-Gy arm
Complete 15% 18%
Partial 50% 48%
Stable 28% 24%
Progressive 9% 10%
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Research Questions

Q | Questionnaire Japan u.s.
No.
Answer Recomm Answer
ended
Grade
Radiotherapy after breast conser arl st e e
1 Is radiotherapy to the Radiation of breast is recommended for early | A Radiation of breast is

breast after breast-
conserving surgery
necessary in early breast

breast cancer (Stage VII).

recommended for early breast
cancer (Stage I/Il), but may be
omitted in favorable tumors in

cancer? women >70 years of age.
2 What is the appropriate radiation regimen after breast-conserving surgery?

2-a | Is radiation of entire breast A Radiation of entire breast 1s recommended. A Radiation of the entire breast is
recommendable? recommended.

2-b | What is the adequate B A dose of 1.8-2.0Gy and a total 0f45-504Gy | B 45-50.4 Gy in 4.5-5.5 weeks at
dose/fractionation of during 4.5-5.5 weeks are recommended for 1.8-2.0 Gy 1s recommended to the
radiation? entire breast. entire breast. Alternatively, the

Canadian fractionation of 40-42.5
Gy in 3 weeks, followed by a
boost of 12.5 Gy could be
considered in older women.

2-¢ | Is boost radiation of tumor B Boost radiation of tumor bed is useful, as B Boost radiation should be
bed useful? frequency of intramammary recurrence is considered for most women

unless there is a very wide margin
in patients without
lymphovascular invasion,
extensive DCIS, or positive
nodes. The minimum tumor bed
dose should be >50 Gy.

3 Is radiation of lymph node region useful after breast-conserving surgery of early breast cancer?

3-a | Can radiation of axillary C Axillary dissection and axillary radiationare | C Axillary surgery provides
lymph node region replace comparable in terms of survival rate. prognostic information and
axillary dissection? However, axillary dissection is superior in controls the axilla. Axillary

axillary control, and therefore, axillary radiation could be considered in a

radiation cannot be aggressively clinically negative axilla if
prognostic information is not
useful.

3-b | Is radiation of axillary | D | Postoperative axillary radiation must not be C Axillary radiation should be given
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Iymph node region aftter

pertormed 1 patients whose axillary lymph

in patients with an inadequate

axillary dissection useful? node was sufficiently dissected. dissection, matted axillary nodes,
or gross Extranodal extension.

3-c | Is prophylactic radiation of C Radiation of supraclavicular lymph node is B Radiation of the supraclavicular
supraclavicular lymph node possibly useful in patients who test positive lymph nodes is indicated in
useful? for 4 or more metastases in axillary lymph patients with 4 or more positive

nodes. There 1s, however, no sufficient axillary nodes.
evidence for recommendation.

3-d | Is prophylactic radiation of the C No supporting evidence is available, since C Internal mammary node radiation
parasternal lymph node region recurrence 1s rare in the parastemal lymph could be considered in patients at
useful? node region of patients who underwent breast- extremely high risk of nodal

conserving therapy. involvement; however its effect
on survival is likely small and it
complicates radiation treatment.

4 What is the appropriate timing to initiate chemotherapy and radiation post breast-conserving surgery?

4-a | What is the optimal order of B Prognosis is not affected, whichever comes B Prognosis is not affected, whichever
radiation and chemotherapy first- radiation or chemotherapy. comes first- radiation or
post breast-conserving surgery chemotherapy.

4-b | When should radiation be C Sufficient evidence is not available as to the C Radiation therapy should start
initiated? time of starting radiation, regardless of within 3-8 weeks of surgery if no

postoperative chemotherapy. chemotherapy is planned for
invasive carcinoma and 12 weeks
for DCIS. It should start within
3-6 weeks of chemotherapy.
Little data exists regarding exact
timing,
Radiotherapy after breast-conserving surgery mDCIS. T T

5 Is radiation necessary after A Radiation is required after breast-conserving | A Most patients benefit from breast
breast-conserving surgery in surgery in DCIS. irradiation after breast-conserving
DCIS? surgery for DCIS 1n regards to

6 | In which DCIS cases can C Sufficient information is not available B local control, but not survival.
radiation be omitted after conceming DCIS cases for which radiation Thgre may be a subgroup of
breast-connserving therapy? after breast-conserving surgery can be patients with very small low _

grade DCIS that 1s widely excised
for whom radiation could be
omitted.

7 What are the risk factors for B Histopathological factors for local recurrence | B Histopathological factors for local
local recurrence after breast- inclqde f:omedo type, advapqed nuclear N recurrence include high grgc_ie,
conserving therapy in DCIS? atyplcgllty or low d1ﬁ'erentgat10n, and positive comgdo-type, close or positive

resection stump, patient's risk factor margins, and tumor size.
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What is the form of local Invasive cancer accounts for about half of Invasive cancer accounts for about
recurrence after breast- recurrences after breast-conserving therapy in half of recurrences after breast-
conserving therapy in DCIS DCIS. conserving therapy in DCIS.
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Q Questionnaire Japan U.S.
No.
Recomm Answer Recomm Answer
ended ended
Grade Grade
Radiotherapy after ~other thing to consider i e e e
9 In which cases is radiation D Absolute contraindication: Pregnant women | B Absolute contraindication:
contraindicated after breast- and the patients whose affected breast/chest Pregnancy, prior radiation to the
conserving therapy? wall was previously radiated. same area. Scleroderma.
Relative contraindication: Patients who Relative contraindication:
cannot raise the affected arm in dorsal Systemic lupus, BRCA1-2 carrier
position. Collagen disease patients with
pachydermia or systemic lupus
10 | Will radiation after breast- C Cosmetic effect of radiation of entire breast | C Cosmesis is related to: extent of
conserving therapy 1s minimal. While boost radiation may have a surgery, breast size, dose
cosmetically affect the short-term adverse cosmetic effect, there is no homogeneity, use of boost
breast? longermeeffect radiation, and dose fraction size.
Fibrosis and telengiectasia can
_ occur late.
Is radiation recommended after mastectomy?

11-a | Will radiotherapy improve the A Radiation after mastectomy improves the A Postmastectomy radiation
control rate of recurrence in control rate of chest wall in patients with 4 or improves locoregional control in
chest wall? more metastases in axillary lymph nodes. patients with 4 or more positive

axillary nodes, T3-4 cancers,
positive margins, and possibly in
patients with 1-3 positive nodes
with a high ratio of positive to
dissected nodes or extensive
lymphovascular invasion.

11-b | Will it improve survival B Radiation after mastectomy on top of B Postmastectomy radiation
rate? adequate systemic treatment can improve the improves locoregional control in

survival rate of patients with 4 or more patients with 4 or more positive

metastases in axillary lymph nodes, as they axillary nodes, and T3-4 cancers,

have high nisks of recurrence in chest wall. and possibly in patients with 1-3
positive nodes.

11-c | What is the indication? - Radiation after mastectomy is recommended | A 4 or more positive axillary nodes

for patients with 4 or more metastases in
axillary lymph nodes.

b—

T3-4 primary cancers
1-3 positive nodes with >25%
involvement and possibly with
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extensive lymphovascular
1nvasion.
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Q | Questionnaire Japan u.s.
No.
Recomm Answer Recomm Answer
ended ended
Grade Grade
12 | What is the appropriate radiotherapy regimen after mastectomy?
12-a | What is the appropriate A [ Inclusion of chest wall is highly A Chest wall
radiation
B Inclusion of supraclavicular fossa is highly A Supraclavicular nodes for patients
recommended. with positive nodes
C Parasternal lymph nodes are frequently C Internal mammary nodes for
included, but there 1s no sufficient evidence patients with medially located
| tumors with positive nodes.
12-b | What is the right C Sufficient information is not available C Fractionation similar to breast
dose/fractionation? concemning total dose or a single dose. conserving surgery should be
considered.

13 | Is postoperative radiation B Postoperative radiation is recommended in a A All patients who received
useful in patients who majority of locally advanced tumor patients neoadjuvant breast cancer for
received preoperative who recetved preoperative chemotherapy. documented locally advanced
chemotherapy? cancers should receive

postoperative radiation, despite
any response.

14 | What is the right order of C Sufficient information is not available B Postmastectomy radiation should

chemotherapy and
radiotherapy post
mastectomy?

conceming which should be performed first,
systemic therapy or radiation after

be given after chemotherapy to
assure adequate doses of
chemotherapy.
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Q | Questionnaire Japan u.s.
No.
Recomm Answer Recomm Answer
ended ended
Grade | Grade
15 | Is breast reconstruction plus postoperative radiation safe after mastectomy?
15-a | What is the right order of C Sufficient information is not available C No level I evidence exists
breast reconstruction and conceming the right order of breast regarding timing. Institutional
postoperative radiation after reconstruction and postoperative radiation. preference suggests that TRAM
mastectomy? flaps be delayed until after
radiation.
15-b | Is it safe, even if prosthesis is C It is unknown whether radiation issafe with | B The prosthesis does not interfere
included in the radiation field? prosthesis included in the radiation field. with radiation doses, but may
comphcate radlatlon plannmg
Adverse events S e e o : ST
16 | Will the mcldence of A Although the incidence of secondary or A Although the mcxdence of
secondary or contralateral contralateral cancer increases after radiation, secondary or contralateral cancer
cancer increase due to the absolute number of such cases i1s increases after radiation, the
radiation after surgery of extremely small, and usefulness of radiation absolute number of such cases is
breast cancer? after surgery of breast cancer remains extremely small, and usefulness of
radiation after surgery of breast
cancer remains
17 | Are the adverse events of A Almost all patients have mild dermatitisdue | A Adverse events include
radiation after breast cancer to radiation after breast cancer surgery, but the dermatitis, breast edema and
surgery acceptable? frequency of other adverse events is low and fibrosis, pectoralis muscle
acceptable. fibrosis, rib fracture, pneumonitis,
myocardial infarction, and second
malignancies. Only the first 2
listed events are common and are
usually mild and self-limited.
The others are rare or
asymptomatic.
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T Is i'ad iothéraﬁ;" useful fbr

metastasis of cancer from
breast to bone?

- Radlotherapy 1suseﬁ11 in alleviating pain of

bone metastasis.

Radiation therapy for bone
metastases is very effective to
alleviate pain.

Total dosage or fractionation method has not
fully been established.

Limited or extended fractionation
schemes are equally effective to
alleviate pam.

19

Is radiotherapy useful for
metastasis of cancer from
breast to brain?

Radiotherapy is useful for metastasis of
cancer from breast to brain.

Symptoms from brain metastasis
from breast cancer are palliated
with whole or partial brain
radiation therapy.




Christina Kiel

We had a comparative discussion on American and Japanese clinical practice guidelines
of breast cancer (surgical treatment, radiotherapy, and palliative care) at NCCN/JCCNB
seminar. Concerning radiotherapy, I made comments based on American guidelines in
line with research questions (RQs) from the guideline of the Japanese Breast Cancer
Society. Then JCCNB compiled “Japan-U.S. comparison of clinical practice guidelines
— radiotherapy” (see the attached document). Based on these results, the U.S-Japan
comparative chart of both guidelines (including comments from NCCN) was made in
both English and Japanese. Using the chart as a referring material, a two-day seminar
was held both by the U.S. and Japan on January 13 and 14, 2007. At the seminar, we
clarified the reasons for differences and discussed the issues occurred during the

clarification.

The followings are the results of U.S-Japan comparison of guidelines on radiotherapy.
Ten (52.61%) out of a total of 19 RQ results mismatched. Although minor mismatch
items can be seen, no result was considered to be at apparent variant.

While in Japan the category C in guideline means “There is major agreement that the
recommendation to adopt in the clinical practice is inappropriate since evidence is
insufficient,” in the U.S. specialists considered the case as 2A or 2B without

higher-level evidence.
(notes)

Category 2A: There is uniform NCCN consensus, based on lower-level evidence.
Category 2B: There is 70% of NCCN consensus based on lower-level evidence.
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BRIl ~DFE e X 9 i b. PANIIERIZST TWAEN, WTTh T
FREIIRF DO L XL ETHD. 1L CTVaginal cylinderZfEA L CHIEMHEA RIS,
FORIIBRBECEBY, FEBROLE, EEHH OO L EEREEZITRD.
AR— FEAPOKET ET1EEY - 2BRBRE. ANBERIIAVT, Vv a7
ZHA LTS,

MSKCCTIX, 20014EIZ 1R DGOG LAP-2 triallZ 0 L 7- B S hs & F 5 {65 IE 5
R D EESE T RSN A TR Y, LAP-2 trail ~FEIZ16961 % &L T\ 5
FEERICY BB E B Z 7o TIER OB E 1L 19934F D 28% 0> 20044 |2
2% LML TWA. E-FHORHH Y R EEEIT 4 8 (19934) 7b>f521ﬂﬂ(2004
F) IZhRoTn5D., WBRERICE LTI, #ROFERT (DLESHBEREO
BE) OBZLTIE2 <, surgical stagingiZ XA EBE L EICTAH LIk, fif
BOERBE OMEEIT16% (1993405 19984E) 225 9% (199947 5 20044F) 2
B LTz, £ 1L T1993—19984F & 1999—20044E & # 8T 5 &, RAFERICESY
B olm, BERa AN (1995450 520044FE) OE T, 2TOEREa R T
BLCIIEmLTwizs, BEEBHICET S 2 X NI LTV,

(1)-b MBI SN T

KEOT —F TIETEERBOBERIL B EORBETHER 2%, BHENE3E 16%,
EEEHE 8%E INTWAY, MM FEBEEMCHL, WRERSEFICHFST
BEWHTEF U RITTWARY. 3D prospective randomized trial (X9
T, PIHFERICHTAERAIIREEE s be—rom EICiEFST
500 EFECITERLAVWE WIS FERTH S, (1)Aalders H X surgical
staging &% L CWARWEFE 540 4 (TAH+BSO) x4+ LT, B~OBEIZMA
TG EBREBHREZTINEIDREL TS, BERBHEZEBMLEZETOR/A
BREIL1.9%ELABRVED 6.9%ICHBE L TR 720, SEAFER (91%&
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89%) IZZEEF DN o 7=, (2)PORTEC trial X, Stage IC(grade 1 7> 2). Stage
IB(grade 2 % 3)FEBI & R & LT, U 2/ HERE 72 L T TAHBSO D 24T 72 o T2
D%, BBREBH (46Gy) vs. BE R ULIOBET, FHROBREH L TWS.
Tbb 5 EMORBFTERRITRFT 4%, FERFHETIT 4% LB 7203,
AR (81%E 85%) ICIXEERBOLo7. (3)G06G 99 TIX, surgical
staging (TAH+BSO+1lymphadenectomy) & @ intermediate—risk JEf (stage IB, IC,
I1) x5 e LT, REVEBRES vs. IBERL, OBRFEZITRoTWELRT
BRICHTDHELR DR o7, BRIBEBRLOBIIBIT2BREIENR LS,
o7m. —75, Lee 5D 21, 249 Hliz DIE D retrospective 2SI TIL, adjuvant RT
X IC ERI T, 2EFRXHFLS LT HrBEN RSN, PORTEC-2 trial I
Stage I—IIAFEf (/~77 L Stage I1IA Tl grade 3B L O EEED1I/2 2DF
<) Zxtg e L, ATH+BSO D& L BB S vs. vaginal brachytherapy % 7
YETAXLTED, 2006 FRKITHKT UMHTHRERIL 2008 LUK L o TV D.
0¥ JG0G2033 Tld, BEMEMEEE vs. CAP BER L 2R L TV 5. stage II
BLOMEREAIAZ BN stage ITIA RS &, CAP#EN 5 FAEFRTE--> TV
EWVVIFERIZOWTIE, 2007 D GOG ¥ BT T AZEWT G Chicago KED
Dr. Fleming 23EX Y EIFCu /=,

BLfE 1, PORTEC-3 trial (Phase III Randomized Study of Concurrent
Chemoradiotherapy Followed By Adjuvant Chemotherapy Versus Pelvic
Radiotherapy Alone in Patients With High-Risk Stage IB-III Endometrial
Carcinoma) 23{THA TV 5. high riskfEMFIIZxF L THi#IZ.CODPZ A L 7=
Chemoradiation+adjuvant chemotherapy (TJ4 ==—X) (Arm 1) vs. BERH
B (Arm 2) L DB EITRIGDOTHD.

F 72 2007T4EDASCOTHEK 23 & o 72A randomized phase-III study on adjuvant
treatment with radiation (RT) * chemotherapy (CT) in early-stage high-risk
endometrial cancer (NSGO-EC-9501/EORTC 55991) %, ###1, II, ITIA(PCEE%E
Blod), ITIC(ERY R FBHEFIOR) 2L LTWDS. B8RS +vaginal
brachytherapy® 2> b—/L (RTEM) & LT, FhoOmRIZ{LFEELZEBML
TeRTHCTEE L 8% LT W 5. Bl U TId, #EE S D 5 FEPFSHS, RT+CTHEED82%
ERTHMBEDTS% & EE > TWDH E W I FERBH TV D, #E RO P THodbergld:,
CTHE L CTHRTHE 2 LT D trial B ETH B LT 5.

72 BNCCND H A KT A > Uterine neoplasm(20084Ev. ) IZBWT, #MFBILFEHE
BRZOWTIEHBRE N AT AR THLER, Fniciflash ko250 7 A
TR S TN A,

—F, BITFEERBEEMICRHT S, (WFEREEPLE LIERKEOKRFTICEL T
FUTOEICELDDZ LR TES. 606G 122THE, minimal residual disease
*HT5H, stage IIIB L OEENRED H Hstage IVEEFIZXHR L L TW5D.
B WAT) vs. 7 %A 7 L DAPHRIE ; doxorubicin (60 mg/m) +cisplatin
(50 mg/m ) ZEEEEL TW5A. APEIEIL, BBEICEE L TPFS & overall survival
B EESTWe., LA LAMESRITAPRIEDOFBNEIr T2, BROBEEIIREL,
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BB, EWELbICRoLLTVS.

GOG 177 T, BITELRIBEEFEBSE2UBHA 2R L LT, APRE
(doxorubicin + cisplatin) vs. TAP #& £ (doxorubicin, cisplatin, and
paclitaxel with filgrastim support) Z LbBE L CU5. TAPERIE CAFRIR OLE
£ (medial PFS 8.3 vs. 5.3; p<0.01, median 0S 15.3 vs. 12.3; p=0.037) %
O H, KIEMRICET LRIERANE N7,

GOG 184(%, surgical stage III (FRTFIEE 2 cnkll) OEFIL IR L L T,
WA ERER ZREBE 21TV, ZORICAPEE vs. TAPEIED Zrandomize
LT6a—RfTW, T H5HDTHD. 2004FICKFE (T LY, BEPFHL
No. E£72606 9908i%, WITAPREDH &L TREMMBHEITR I trial TH Y,
feasibleThH 5 LW\ I fERICR - 72,

BEEITHEOL DN, 606209TH Y, ZIIECOG Japanb B ML TV S trial
T&H 5D . TCH & (carboplatin and paclitaxel) 235 TAP ¥ % (doxorubicin,
cisplatin and paclitaxel) L H#L T, AFLWOHOB A TRIZEDEEDREL D
OMEIDERRLIONPERENTHS. 2L T, BIEA (L ICKHEHRES
ERYYEDE T) T, TCRENEZ o TV RO EI ML REREERTHS.

MDACCTIX, GOGODtrial & DRE 5 OHFIZ L OBKIER %= BEEITTIT -
TW3. ME TITR>TWAtrial DR THERBICE TS L DiE, (1) APhase
IT Study of RADOO1 (mTOR inhibitor ; Everolimus) inPatients with Recurrent
Endometrial Cancer, (2 ) Phase II Study of Cetuximab (Erbitux) in Patients
with Progressive or Recurrent Endometrial Cancer, (3) A Phase I/II Study
of Gleevec/Taxol in Patients with Newly Diagnosed Stage IIIC or IV or
Recurrent (any stage) Uterine Papillary Serous Carcinoma (UPSC) T 5.
MDACCO IR ABHL 2 6 ADERIAF v 7, 13 ADfellow, 7TADLIFT U b,
1 4 A ®advanced practice nurse, 1 4 A®research nurse, 1 5 ADFE,
ZLTRBEE30OANDERARERAF vy 7L W), BREN R~ RU—THEE
ENTVWDLZEEFEOME L.

PLl, WBMBEEICOWTELDHDEUTOLI 5. B high-risk
FEEBEFICKH LT, (EFRENEFICFLS L LV S randomized trial &
BOFMET D0, MABRBENELEICHFSE Lz L35 trial 172V, NCCN DA
A R34 VEFROEE A TS, KEIZBWCTHfiZ{LFEEIE option & LT
BECHBATANELZIAETRTND. ETFANDPRVREBTHD D, KE
HCHARBICBRFTHIZENBIKDLENATWVS. LrL, (EFEEEELLT
AR HEE T, £ L THRNBRBELHAGDLELI &N EL WS QX £
HEICSNTRBLT, v I EEE vs. BIABRKIED trial X
JG0G2033 D&, 1THI TWiauy,
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(2) XERABEEEMERER 0/ 7 L5000 EELAENEREADR
:E-—\T

HEFT IR BB E B O ¥ B FMF (primal debulking surgery; EAF PDS) T optimal
BEMTEDEML, MEICLD 20%9-98% L KEREZEDTRY, MEOR
B, FicRTAEBICLBE ARV E IS, £FLTKE
[T optimal DA 75% LA LD Tid, R L 26% LA FOMER & B L
T, AFEHBO R RMEN 50% @m0, BB CTINEEBIREEZITR I &L
THHRELHY. STPSICBITHEBEOFIFEHE L LTI, (1) mMATESR
HT, FEEIN, KEURNTE Vo =EANICE TN 5T, (2) EIE
M2, BENSFTOER, BREBREY 8 (B8 - BEXERK) OFFEL V-
7= staging laparotomy \Z& N D FFH, #L T (3) debulking surgery |28
Iha, BENSFOBEREOUROFHIZZTLNG. ZTLTEAETROD
BEICBTIA2RBOEROEBEIZL>T (1) BLW (2) T optimal L7425
DHy, (3) ZAELENITENNBFERZON, £/2 (3) KETLIFEE2 L
TETITRID, EVWHZLELHREELRS. BRTERE, BEE, FHEBE,
HMBETREOBEEOEREBRELERI YR LY, ¥ 753 XEOEB~D
2, SKEB~DRE, Mi~DOREZRDLIHBEICIE, BEOHMSUIRE
Tl 5 Z L2/ 5. PDSIZBIT B radical ZRIEKHTR 2\ TiX, MSKCC @ Chi t#
ERMELTWD. KO ITIC/IV HESNITH LT, RZ & — FRRifFX&AT
o Tz 2000 L TORME, LERBERZEOEMHIEREMASZ LIZLE
2001 ELBOBBZ LB L T\ 5. BFORHIZE, MBEREA ) v 7R
BWH, s, BRI, TR ED debulking 7O FEHRFERHICMZ S
NTWs. Zhizk Y, optimal (< 1lem) & 725D 50905 T6%ICHEBTE /-
ELTWS., ZLTiTHHME & FMRFRILER L2, E BB L Ok
EPHENEMT 5 Z Lided o7, PDSEBHT O, NACEITRI NEWV D K
(B8 L Tid, EORTC55971 DFERMMBFFND LI ATHD. sﬁJxmwyT%n
secondary Toh v, optlmal HEITHEIC, BEUR - waOlE, MREKEIC
T HFEWMFEEBILBEIZEELH 5. %@J: IRFNRERARENETITR >
TV EROBEHR IV RN bDEEXOLND N, SHRITFBAREEEMEL L
T, SPBREOER L BRBIZOVWTRECHEL WA AR ARBEEEMER, &0F
URETCEDL F—INRFHELERIIEETEDL LI RBE VAT LOHE
ETNEINEIPRBICHEMNL2TIER L0,

EC, TOFEMEHEF VAT AICELTTHEN, BRELET AV I & THE
HENLEDTOEZZEBEOVAT LANE) DT, —HICHBITTERV. 7
AV HTIEH—ROKRF 4 B FEFEHKIZ medical school |2 4 /], % DRIZERm A
Bl resident # 4 1772 5. F L T subspecialty #3857 D fellowship
» GEEAER) ZTORICABEESNRTWA. 2007 Fi2iX, VIOFrhowyF
VLT 21,8454 D 5 5 5.3%2H 7= B 1, 155 4 5 0b/Gyn @D resident & 72 o T
W5, LT, (1)Maternal-Fetal Medicine, (2)Reproductive Endocrinology
and Infertility, (3)Gynecological Oncology, (4)Urogynaecology and Pelvic
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Reconstructive Surgery @ 4 2755 the Accredited Council of Graduate Medical
Education (ACGME) & the American Board of Obstetrics and Gynecology
(ABOG.) = X v, sub-specialty é:L’Cw&')Eﬂ’b“Cb\é LT a
board-certified subspecialist & U CRE XD 7= HIZiL, ACGME O IEFRHA[
% 91} 7z fellowship #4T\, #O L TCHBRAES51T5Z c‘: BHBELINTNDS
2007 EENLHFT-IT fellow & 2o = DX, 2K T 175 A (NERIX Gynecol Oncology
43 4 ,Maternal-Fetal Medicine 71 44, Reproductive Endocrinology34 4, Female
Pelvic Medicine and Reconstructive Surgery 27 %) CT&# Y, resident DD
F11050D 1 THYEXMHTHA L2 D, Program H7- 0D @ fellow #iLF¥H
L2 ATHY, BLAYO7e /5 03ERB14THS.

MSKCC @ fellowship i, 14 B IXZEMMIE, 2E HiX clinic Z A N—L2R2R
b medical oncology ZH.IMIHHE, S3FEHIFIFEHRZHLETIHEARD 10 »
AT, Y 27y AITHBOIBARIEER ZRIRTSH. £ L T4EHIET8» AN
% AFL T, colorectal service2 » A, gastric and mixed tumor 231 » B, %%
1y BIXBREZSTWVD. —JF MDACC TiE, #IH D 2 EMNITEBNZ, %
Y 2 FE IR HE & 720’('?0 D, RRWFEE « academic position ZEFH L
) HaT Ao TWD. EL 500 E HIZ, 1L A FOERNFHIX
fellow 2334 J) L staff doctor %, FRE & & L CTBYFE A L TV /=. MSKCC @ Fellow
. BEREEET RN (EESEAE TEXNFE2HIF - MARIER T+ EEs
TEBBLIUEXRBIRY VR EHEEN) ©, EEETIHEECICAVDLNT
VW7~ modified posterior exenteration {7725 5. Staff DIFEDH &, &
ARSI I 31 5 B EE OB BT 72 9 . MDACC TI3, Staff IFF KR DA T,
Fellow2 A {I9°-> laparoscopic radical hysterectomy Z{T72 > TV /=,
—fRICEEE TN 2 BESBRBRL, VH a7 OoNn—F=y 7AD" Y
DHEZRR, BEEBVEROERAICEI PLERTIILIOIICR>TNS.

WMAREFRRICHELEERERZEATIVRET D L X2, RRICEZ T
N2 o722000n, DAEOKRARBIERICBTIIEEARECERBITHS.
MSKCC Tidtm A Fif 2 2§ 5 EHIL, Department of Surgery O H D
gynecology service IZB L TEY, 5 I1LFEEIZITZEF v F LTV,
ZF L CAbZE#1E 1T Gynecologic medical oncology DEERNBE N {T/R2 > TRV,

ImELINTWZ., Fhizxt L, MDACC TIEmAREBEARE L W52,
WARHC B T 5 EMITFN - LFEEIEEBDIITR-TEY, BEROKRFRED
AHANAZIED > T2, MDACC @ Department of stem cell transplantation and
cellular therapy, Department of breast medical oncology (@ associate
professor TH D LHEAELLLEWEZKRO X I REFITREBREN -T2, H
AT, WABEIEILLAA, ABEBLIFEREZTRoTWVWIN, 5% bE
ILTNWL On%E, KK EBEXDRELZARXETWHWDIDOTIEIRVNT A A
DEFANBEL, EXRWICBE» OIER (RSO, (LFRE, FLE K
BERE), LT supportive care £ T%, BEEFEHND total IZfTR I VAT AIZ
o TRY, BABIZIEFOEEXNR LT H. FHTEERUIMNS, FEANZ X
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HALZEEIBICR ST, T EMBEREEROL T a VEHTETWAHT,
BABRERNZOETIKEMPNTHIZ LERELLI 2o TWVHDTIERVMNE W
5L Tholz. £z, MSKCC T William J Hoskins 23772 o "R AR O
post & Future”& W95 7 A U OFARBIREOBRR ESZDOTRICHOWVTD
HH T, BIIERD L HIZBRRTWZ.HPY U 7 F U OB S 272, 2018
£52038FE L, FERREOBREERITI LR TS, T LTEZORATHE, SE
B, BEOFEHN (BIIKERLO) IR IBLTHESLS. OB TFESEE
EERAEBIZR S LAV, %X minimal invasive surgery 2 Efk &
20, BREE THLFRIUNOEDIERORBENH E+hiE, K& RFEWHFITED
TAHEAH. T, HEWVEFRICHERFEHRFHE LY 1L, medical oncology X°
genetic DA - HEODEEMNBEEL YV KEL - TLATHAH. £FLTH
BERECBARBEMESELINEI DR REREIREALSD. LW EFEIX
BEAYH-2TW5.
BARTIEHEARBOMEREZEENBENR TR TWHHERIL, DTN T
bHrLEZOLND., BRTIEABRRTR-oTVDE LD BB OSHIKRE S
IR RFEMEIT o720, BEHESEFHFTRC robot surgery D & 5 ICIEKEB %A HIE
LE-BEEEFHROBEAZED THWERNDL, TO—F TIIEHOILFRE -
SFEHEERLRBAREBEEMEN, T+ XTI A—=LTWN Z LiE, BEHNT
bd, 2L, TOERDOEDICE, HEAEHEFL I 2N L, HRO®B
ABEBEMELY LVENLL, BEIZL o TEFORTHFTE R LT AHEME,
fbEREEEELE L THTRIERMESTHENITATATLHVELITHAS.
FLTFDOEBRDOE-HIZIX, @A Z Y7 (7 A Y D Resarch nurse D L 5
IR EEDE, vV —DOHLEB OIS VBRARTHHEERD.

8. EROFAM
FEMEE F A K 8

DO THOREIZBWTIETECBT2ESEBEEORYEZ TEHENSD., 1
BRBIIHBOD R0 ol L0 LIERMBOPLIIBETEFEHRETHY .
FEEBEICST DIRREER OBITPRL LB TWIEERH D, L LR
DIEFEDLREICRBIT A FERBOEMIZFLL., TORBRITESE L RE
WELEEEINTEBY, FEEKBEIBED up date ITMSHRFIHTH B,

TOWVoltEEOLE, bhbohid TFEERBICRT HIEENILFRE DM
N B LUTELXY RIFRE2TRoTWAN, L VEW suvival benefit 26
L., BEMPHERINFMFRELZEBIR L TWL 2O FIREE. RERIE
RREEEDAEORIBRERZORNT, B4 OFREZFML TV Z
EBRAIRTH D, ZEIKERIFERERBENS S, FHEE. BUARE
B, LFREOVWTHORERRLEE CTHLI D, TOT—F D~ IX
RWIZBBIZTRETH D, £2DO—F, FIEEOHRBIRS, WRMERIE
DRFUCOVWTOREHERRLIHEBAND Y, RXEZIZ LD ETH#IERCOLR
EOERKEL LB - FEHTA3BICIZZoNy 7 750 FELSBEBLTE
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SHLENRD D,

Lo T, SEIORAEEEROKEREIIE I, ZNHOFERNELH
B L7ZbDTHY ., BICFRBEEDOBIRIZ OV TORE T FRIED IR ERK
BICRETEELRTHAIEND, RERINENRHoTZLEWVLD,

BEEOIZIE, REOEEBRED, TN 30% LY U REBELZIT TV
W ZeREPDL, (LFEREOHEEREZIILD, KETOFEL OHEIZBIT
HETHIILT LLEMR TRV E2MBRLUTCIEM LR TRIERb RN EEX
bivle, EORE, mELENERE AR CIIBEESEFMN/ENTS—FT
surgical staging WREEIINV—F VAR EHRL TWBHEHRELTEY, U
BB O BIZ OV TOH—RER VLR EIZBWTH, RILFEEDO®E
GRFMOIEDIZITI I Vo mFEERMYVANDLZ L —ETH D,

T, KEZBITAWERLSEFEEHOBL L, ZRICLPLDOLTEEER
ICERRNWZ L, WBREBEEE L COBRNBRIBRERNPEFRIIES LEZEOH
HIZ2VWOIZH LT, EITE TIIHMERREOFTBHRB D - 72 L ORENR R X
T3, DBRETRIFEMHBIEEL LT, BYMIbEREEZRAVDZ R
£, HHEHBBRICHTAIZET UV AZIEEAEELTICREN, 58 bILE
WEEFLLELERNIFATAEITRo TV LTI IV o #EAEOHRIR 2
BLR2THIERORWENY TR, BRRLREREZER T A2 LITHHEND,

INOORAFEROHMEIL, AHABREOTE#L 2o TV ABREHRITHD
FTEABLCERECETIBRRBROBRZ2ENEOT —& LW - BIRT 5
BICHEBIZZRD2FEHTHDIEI N T, REBERBBREZ LETHEICH T
K OBBREZZA2 5. lsurgical staging] DEMIZFMEE VNS A
. FHBRERE L TERT I LRFARETHILEZ LN,
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4. JRiEHIR

United States of America 7 A U & %[H

Los Angeles, California

AV TAn=F7TMHat B R

Biochemistry & Molecular Biology, School of Medicine,
University of Southern California

A Y7+ N=T RESTAEMERE

Professor ##%

Peter V. Danenberg ¥'— &% — V. XX N\—7

ESNB AT 7 —hRIFEE RHRRERE
A HE

FRR 193 H 20 B~EK 1949 H 158 (179 B

. BrEERE

ol

PR EGRREE O KE® A OB L 2RI T AR

6. WFEIEE O E

A U7 V=T R¥EGT T AW FHE Peter Danenberg BIRDHHED T,
Real-time PCR IZ L B /X5 7 4 L @AHEYIF 5@ mRNA JIEEHEZHWT, #
ITRIBEICB T 2EENME - Vo S HAREREFOFELITo -,

TRBEHIR ., BRKIZEBIT B RKBEOZE - IBREEHCE T 2BEIHEE %
AF LT, BERKICBIT S THEZOBRRZIEETH2DIZFER 19 F 8
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H 18~16 AIZ¥a—YTINT bT &% TR~ 13th CDC Cancer
Conference IZBM L7, EETRBBICBT2ME - Vo EHAEMNSR
OBRRELBT IO FRI9FIA T~8HIZTr U FM~A T I TIT
P ¥ 7~ World Congress on Gastrointestinal Cancer : 8th Annual
Perspective in Colorectal Cancer (Z& M0 L BB O IR EIZ DWW TR
BRDI,

[HFx]

AT, ATEBESLREORKMIZHEN, RBBOBRBENFEL EH LT
wé KENZBW TR, KBBIXESESFEWORTHEREE 2 MIZMME L TV

WZxt L, KA TIIEATBEORKEIC LA EREE 3 L2 LHHTWD
[Hoﬁﬁwm&%k%mﬁﬁﬁﬁ BERRE S OERERSCHET O &
MiE->T, REBOLEHEBRIND L2, NESENIEE, BT FH
R K DIEREMOm LIXE L, — 5 TEITRIBB IS 3T 2 1R RS &
ZRRIALLODH D, MIGHEBURNEON SETRIZH L TH, FHEM
BRI 2T, AT O MBI L HIE, BATRRER CEHAGDE L4
ZHHREIM TR TV 5

KB FZHEIT 1990 4|2 5FU/Levamisole @ ff F 15 23 DukesC K5
CEBWTRCERZETIE L LOWME ]2 LTIV T, 1994 21X 5FU/LV
rRBEOH AR R SN [3], D%, 2004 421X 5FU/LV & BB L T
FOLFOX4 2% Stagelll #5BR#HBIEIE L LTENLTHWA Z LR EN[4], 6
FEAEFERT L 4A%HEREPmMELZERE SN, BE, Stagelll 515
IR U Cidfir {2 FOLFOX 4 DfLFHREEZ M IIEWNIEREL ShTnb
INHIZMATHEETIE EERERFAME (EGFR) HiATH 2 Cetuximab
RmMENEMBHEMBE F (VEGF) X35/ /7t —LHEThH?D
Bevacizumab Eﬂﬂit Regimen DT ¥ AMULILEEABR L EITHTH B, BT
2004 G2 K[E FDA IC CIEFHFAEREA & LU TR X7z Bevacizumab Gi
%@m%%&faémex&ﬁ%&ﬁfég& WLV, YIRS EELT -
%k%ﬁ%#@éﬁ%ﬁ%Bvﬁﬁébk&wﬁﬁ%ﬁ&énkwhﬂﬁ\
Stagell FEMFRIZ DV Tik, MOSAIC BABR=° NSABP C-07 BRERIZ BV TLE K
HEOEREHRIREN LD -7-[6,7], 2004 4 ASCO Tik., ERBEIH
T3 Stagell OFREHY A 78 (T4, 87, HAE, E51%) TBELT
BETHZ LEHEL TSS9,

Stage MBI KGBOBE L TH TR - & SR TWD A, T3, T4 OH
Wi U U REEEB OB T2 2 L IXRETH D, 2O & B
T 5 R RHY) Biomarker IXBHH AN T 59, #HFRINIC Stagell, TII % XHT
H5ZLIIHETH D, MBAERECTHAREF L RIEMNEBEFRRIETEN
iE. FHRETFRTE =D — &R TR ALBRIEL IR D B0 ik
BIZAIZF R ET D00 —B &b 55, 22 CTHxid, HEKRBHEL
FREO Iy 7 THY, BEMEFRAEAOPLHBREIZ RIS VEGF & Zh
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2B+ A8 {5F (HIFl o . PDGFA. VEGFC, bFGF) % B L. BIEMIC Y%
SN EIT KIGBIER %2 StageII/III@2E¥ AL, FHOmMRNA BBRO
H:ﬁ&iﬁd—]‘%ﬁ/)ﬁ-o

[HiE]
XPER 1998 £ 1 A A 5 2001 4F 8 A £ TIZHIREFR 8 F K ZIEFEABHT TR
HBFWN 2% 72 Stagell/I11 KIBBEFEDO S L, ARBROFREIBLNLL
50 il (544 31 B, Zcttk 19 B) . IS HE 67 W
Microdissection D FIRUIBREARIIW R AL~ ) VEELE®, XFT T4 v
WTHBLE, T3 un ICEYLAE, HE RAICTEREZRIELE, £
D%, 10um OB Z/ER L, nuclear fast red Ye@ % 517 L (American
MasterTech Scientific, Inc., Lodi, CA). #¥ % manual I X laser
capture microdissection {ZCHiIH{ L 7= (P. A. L. M. Microlaser Technologies
AG, Munich, Germany),
RNA HHHHEB L OV cDNA &Rk @ 735 7 ¢ EHY] /F A>5 @ RNA #iH IX Response
Genetics, Inc. (U.S. patent no 6, 248, 535) D FFIEIZTIT>7-, cDNA DIE
RIZEA ) 74N =T KRESGFAEMFHBIZTURRE LTV HEIZKE
> TfFo1=[10],
RT-PCR:VEGFA,HIF1 o , PDGFA, VEGFC, bFGF 33 & NN R HE #5585+ ( B ~actin)
D JE Bl fluorescence-based RT-PCR {Z T{T > 7= (ABI PRISM 7900 Sequence
Detection System (Tagman) ; Applied Biosystems, Foster City, CA) [11, 12],
PCR @ cycling condition i 50°C2 4], 95 B 10 4z &fcx 95 FF 15
W, 60CL ol % 46 41 I LV TITo 1, BETHEBREIL B -actin & Db
THH L,
#EFt : StagelI/IIT KBFFIZIIT 5% mRNA @ LL# /L Mann-Whitney U B ZE
IZTAT o7, £7c. PDGFA mRNA & DAABHRESRIZ Spearman MENAZHH B IZ THE
L7,

[#5%]

PDGFA mRNA Z3 : 50 JEf| % Stagell/I11 @ 2 BEIZ4¥E U LL# U 7~. PDGFA
@ mRNA B8 &L, Stagelll CHEIZEE TH-~, £7-. VEGFA | HIFl a
VEGFC, bFGF IZ oW T EFNEFNEEEZL R DR o= (Table 1),

Table 1 Lymphangiogenesis related gene expressions in StagelI/III

colorectal cancer

mRNA level : median (range)
Variable StageIl  (n=35) Stagelll (n=15) P value
VEGFA 4.40 (1.92-24.57) 8.51 (1.53-13.16) 0.112
HIF1 o 1.12 (0.61-3.99) 1.10 (0. 32-2.26) 0.539
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PDGFA 0.45 (0.02-4.88) 0.90 (0.14-2.63) 0.023
VEGFC 0.07 (0.01-0. 36) 0.03 (0.01-0.58) 0.761
bFGF 0.29 (0.01-5.75) 0.05 (0.01-1.11) 0. 143

VEGFA & PDGFA mRNA & DOFHBIBI(R : StagelI/III & H iz, EEOHHBBEHEZ R
Wi, Stage BlIZAH B & | StagelI1 FEFNIIFHE R0 - 7=, —F . PDGFA
OB TFRIZBWCX, FE2MABEBEREZRERD 2o~ (Figure 1),

[Z£]

ABFFRIZ & - T, /R SRS 7 PDGFA ¢ mRNA REEH &N, F R KB
D Stagell & IITIZBWTHEBIZEND D EN LMo, 2O—F T, it
DY REFAEICEETEEE T ORBIL Stage B TEIZEL > 7=, VEGEC
R bFGF R EERBRINTWB Y U RNBFIIREMICERTIER TN
Stage Ml TEIE) - 2 RA X, MEMOREEALIHNIZ LD DD, E
BIBBPRESNTWDEDIEH L TR, 2006 F D ASCO 12T
0’ Connell %725 Proceeding Data & LT3 L7z, Stagell/III KiGHED
757 BT ERNRE LIEmRNA BELOMITERBFLNDLEATHD, K
WROFERI G, KIBBEREIZIIT 5 PDGFA mRNA 2B Lick v,
ETEZMANCHABRETRT S Z LA MHGTE WA ROLERELZ D
AT A T DO 5 AR RB Sz, PDGFA IX VEGF @ L
BIZMBL, RREAABRTLIEFO 1L LTHBEINTWVWAS[13], 4%
X, PDGF O—FH DT A V74 —ALTHH VU EHFEICBEESTHEEZD
A5 PDGF - BB[14]R°, Z AR THS PDGFBR ORBEIZHOWT LT L.
PDGF Pk D VVIIZ BB ZBEM D 52 WIEHFH L THWEBEOREDR
RTFHIZBEL TR LT BRERXHBLEXD,

[ cik)
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Figure 1 JEREE R BEIC 31T B VEGFA & PDGFA O 3% BL+H B9 ES4%
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i B A EA 2 D & Uiy FREERTERISCKE N AR X 0 iF5EE %, BRIR
JICHANEELTBY, CAH0BRREZBEBECELFEIRERINHETH -2,
o, RFEELELTHWERT 7 0 UEADPHOmMRNA #IHICE L T,
BEXH CTHIERBBESNZREPOOMBLERZY EFMICBEINT
HEOEVRELS bHHRAIETHY ., RE -BRIEDHTHDH, 28K
WA EBIIZ manual BL W laser ICE VY VERAZ ENTE B0, EH
MBEBOBAZSZ ENTE . FROBOELBFREANHATED L0 5 FI
RLETON, FEOERGBLEVWIRIZIBWIHLARRThH -7,
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BT OB bEERIBRFEIRBEHRECABRNORTLZ LT

B0, B EET O RARTA YRR BBIE A1k U TR B MRIE L U B IG R F
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FFENEREORBHEIZTZO—HITH 5,

AT, BITERRKBEORKRE L L TLEFAEMEFA Bevacizumab
DR 19 4 AIZARB I N, AEANTEA TIIRKBBEOBRREL LT
< @ Evidence WAL XN TH Y, 5% LA EHBEDO R LERZ R L
TWERID 1oL Bbhb, £/, PDFR 2 ELHKOF v o —F
% [zl ®E 4 5 sunitinib, sorafenib, vatalanib %, &4 FHUmm & 5
ARIPERE - KBBEOERTHOLN TR IEEDBRORBIT N5,
Bevacizumab %13 U &9 2 5 FHEEMIAEIIIEROHEH & OFHIZ &
D, ZOHEPEHINTWENE, —F T, HELEORI - i, M
e E e ELER~OREAOMELERINTEBY, EEDZ
Whles> TIHEERSSEZET S,

AWFFEIZ & > T PDGFA D mRNA 2 BET 2 Z & T, RIBEICBIT HETE
TRHNTEDAEENRBRENE, 5%, ETRKBBIIHT 288 ETo
TWL kT, PDGFmRNA 2 JIET 2 Z L BN ETETRICLETH DI, R
BIZBWT LV ZEL OEFAEHCTRF LTV LERNDHD EERD,

EENRE HREe HIE
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AMEHEM A mE (AML) OEENREFEORABEZEHNE L AML201 &SAB T
X, BEMEARE L ERERBECBOCERELSBM T HRICKD BRE L. 4 /[
T 1,057 BIMFHli S N zo BRRAEGNIIFHEE D ICEIMEERFICE W TEIEICHES
A fThbh Tz, BREAEE GEHEHHR) Tld. 719 vES 8 (532 6))
EF D INVEY UBE(B25B1) I REEMEDPZNEN 186X BLL TT5%TH D,
WMBELES D I VES D OMBIEBDGZI L UIFEHNRAITNVES D EAFTHHI L
DRENTz, BMEREIIBNTIE., ¥ 72 (Ara-C) KERER (389 fi) &
HRDOIERZREMLEOT > XS5V A4 2 ) VEShEREERZE L THW S i [H o5k
(3924 L DB TEMBHIO AETFHMEREERIZNZN422% B LT 40.9%.
A ETFUNEEERIZNZN 61.T% B LV 628%THD ., BIRFATCImE L bARE
BRDTORNISIZ I FHOEHAREER CRENRGERPILSNDIFETH S,
AMEHM AR AML) OBEEEZHm LI B2 20IC. XY EHREBEFEORRR
ZHIE LT, 2006 fF & D A AML206 ABR 2B L /= AFTIZ AML filgic
KHINZATR2BRLTIFRAAMKE T LY X T - AV HT AL ¥ (GO M
HRIAATEHBLEREOFEAMRZBRET 2, GO 23T ABREIL. AT, ¥
BEEDOAPRBBEA L B> TWAOESH - IR AML BFSRICE I HAR
TREMEFM L. B I HABR AL FM L. 5 I MR TRk L D
H#E2T5, chd 3BRBOBKRERDZFhZATTO bI— NV EESL, BEOR
ErHELAGENREROD & AR EZIET L. 2006 EEIZE I HARDGHEBI L
zo AIRWEIL. KW AML OFRBEBOM EICHF S T2 0kEEE LT\ 5,
APL204 B CIX At B Ba kM {1 MR IS LK COBRERN R MFRETH D
ATRA SR Y bHPETHEINFHLF /4 F Am80 (—& & 1505 ) DRI
AR A L B AR BR 2 26 L /=, 2007 £ 3 H 10 HIF AT 136 FIN BRI O
T=o FET-HER P TIE ATRA 5 27 41, Am80 & 34 BliCEI b FiFdfrbhiz, 70O b
I—=)RPTHIEFIE 5 HIGB.T%TH . FEEBRICK LI CHIL 8 H1(5.9%)T
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i (ALL202-U) 3 LU 25 FLL LoD Ph gt ALL (ALL202-0) o 3 Bico T 7z L.
ZFNZNIINTHBBRIAEELED TN D, 2006 & 12 ARKA T, 2hZ2hoEBR0B
AEFIB. 100, 120, 240 Bz LT, 100, 85, 197 BIOBRIEHFI D H o =0
Ph+ALL202 iZ DWW CERERHIRthREA 27 r He i o 7= 2007 &£ 1 HIZZ D F&IC
BEAXAHBUIDVWTHRITLE. BARY MEHERINT I FHEREFHENTCIX
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KR LET O MK % ELISA TOER(LEEBTETHD, S HICREIE, BF
MiEH (HBEEE L IEHAE) O MK#E % ELISA TERLL TV,

RIBIERFIERREE OB 2 B2 3 5 7= Soft agar colony formation assay %,
M ot E - BB 2 MR 5 7~  Migration assay % % L CHllE DM O #2%
D 7<% Invasion assay 1T > 72, FAR CTRIERRICMK HEA 2 1 =— (+MK) %.
IHTF 4T ar b — BRI —BAan=— (+EXT ¥ — ) FHWE, R
& LTHEERTEE L TEWEM: %277 MK transfected colony (385~ 7-, MK B
CITMI ORI, FEERE R IRE T HERILEL . MEMI & oM EER C&HE
ERETDH LB ARIIFEMBE LR L TRRL TN, HEMRBE gL
C Migration assay % JfifT. HEZE L T2V HDLHEETH L, WThoan=—
b 3EEE% U721 5 % Migration fEIZE 27208 MK OB SR bhvkeno7z, %
7z Colony formation assay Cidf =2 =—t HHEEMIZOEE, MK OE 5135890
b dr» T, Invasion assay T b 3E55# L721% 9 2% Invasion BBIX & 7> - 7223, MK
DHL PG RALNRP T,

MTT assay % bl ( 5L MK HUE ) B0 L CHTT L7, HUAITRIRaREe 24 b
IR L, AUBHOR 24 , 48 , T2 RERIEICHIE L1s, 420 =— & bRIFNED
LD bOD, FUKRINZ X 2 BEOEITRI o7,

ELISA JBIC K 0 BEMET MK BEZRIE L L 2 A, FEKEBREOFHEIL
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JERBE (FEIERE) O 34 EH - 72(p<0.05), = Z LEWH U T EATED
FOHGEREIIRIT DD XV FHRY TV THRTFETH D,

MK &G CHIEMIEZ 1R, BEREP OV A A Y HEZTT>72, MK 23 F
ETAHZLIZEVMIEPLHWMINDTA N4 R EDHEBRAFEZR/HHHT
b5, A F#A iXIL-1B, IL-6, IL-8, IL-10, TNF- o Z % L7z, BIEAKIZHR
MEARMMBR R MR 5 2o =— 2 AV, FERIXIL-1B, IL6, IL-10 iXIE L A 2R
FRAKR (5.00pg/ml) o7, IL-8 DLW E bR, MK OXEL2S%1T7-
FIEMRLIIRD S ed o7, T ERIZIMK E+28R7 ¥ —DF an =—ROEE
BLEEPOYA A4 (IL-8)RELZRIET S L, +MK H+Z8~ 7 ¥ — T~ IL-8
fEiE@md o7, IL-8 IXEFEHRICHEHETH Y (LEFR., BELRSICEET L0 )
BESHH V), MK LBEIETHERN,

FEBEICRITS MK OBERITOSROBRINEEL LT, TROZLBETH
hd,

i) MK 53##% autocrine (Z X ¥ IL-8 BELMMRME L TV 2 D0, M € MK 23 IL-8
REEREL TWDOh—>FN5H%E MK JUERMEE L ERMEER O LERERT
1L-8 mRNA & D,

ii ) Invasion assay TiIfE RITH TW AW, MK 2N EEICBE 54 % alaEtt: 2 a3
LT +MK L+ZEART F—D% 2o =—KEIZEB T 5 MMP-2, MMP-9 RHORE
(FE (K5 TiZ MMP-2, MMP-9 X EME D & W S, SRl OREIZHEER. 1F
HAERETI2OTIIEVWIHEDH V), HCIZHEMRT, MK &8 TR %%,
MMP OFEHOEALE/RF,

iii) RL-95 (2317 5 MK %8 % siRNA T,

2) TEEBORIEZHICEETAIBETRAZ IV —= 0 T OEOOTHER
A7 T LA DOERNMLEBEH LEZBEGEFIZONWT, FERBRENOEIINT
XM A Y LTHWT, Real-time PCR % MifT UK 2 W & 472
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BLEFERHNL WS HOTHD, BIEE TR 60 L VEE L mRNA
DR, Yo IAOERE,. FLIcH DY 7/ TO Real-time PCR 12 & B REAENT
EITHo T3,

@ ZABFFEE OFE
BrEXEEOBILER, ALK, BH, BRRRIEBICL IEEEL L, A%
ThhbOhPRREMT Z EICRESHER LU, ZFANFREE L LTUL, &l
BRI R Z A TV, 4 A D b RALR IR ZHREER ~OWMAERR X -
Teted, 3SHA—MTRERAEZRLRPITsZ LizoTe,
SAFFEE \ER @4
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EBERBEE

. BIREXEE K4 AH Ex

. R ERE
k1 8FE9A1H~F1 94E3HA31H

- 15
% . MMITBOEAESMEREEEILNRAE S F—
FrE# © T811-1395 B REMTRRELE 3 —1—1

. ZAMEE
i B . MSATEBUE AESEBEEE NS AL F —HRE
B 42 @ EE
K & : KB EF

. EEHFRE O FREE
BAVBEOLOF T ROEFRBREOD YV FIZBT HIH%E

. XEBIEE)

Oz

9A1B LY ERADZAFEEDTIZBWTIHRABEDLO Y 7 ROERE
REOH Y FICBETHAMEREICEL., RIIBPABEOLOTF T OLFIZETS
MEZELBRE LT,

QONE

WFRICEF%, BRIZEL D, PARE L ZOFRED QUL O L & FEHEEFE~D
EMZEELT, MLEVWERT —FX—X] OREEZTTOH T o7, (Ful
MDAV E—DRBEODESE LT, BT —FX—ADRIBENIETLOND, L
MBAEZ—TIE, FTREDIZ, BB A L Z—MONREE & OEE LS —
BEDRNBL, bREOHBLEBEAIZHT-BAD ELEERE®RT —F X—
] BAIEL, 1998 FiZAf v F—Fy hETARLE (BRE, BAXE - PEE -
BEE - A VFED 4 » EHEEIIXR) . £0%, 2001 FiZ U LRBVWES T —
HAR—R | 2006 EiZ THIREEEGT —¥ X—2 |, TMKREEEGT —F X—
R] LREWCTHIE - KB LTWS,)

AV E =Ry FODORBBIEENONIX, WOTHLEZTHLFRICETHZ LD
TEBA4 07—y O BELBOERT —FX—2 | j&, BVEERK T@E
TERTINERERNVBEIAREDRED T 2L > THELERERDODLD D
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DTHDHERBLID, BIE, BREEELEL 66,000 EEEHE 2. 2006 £ 5118
BgIZHL 2 AN, FOHIT 1,500 281 TW5,

[EBT—F =2+ TODT—~]

BRRAOELWER - F - AMACRBAEREBT ARSI LEDLNTEY, Loy
TERRYZI7B—arDiedbiZidlol > REESLIVONEZEB LT, =0
TFT—=ERXR—2FBHIZT 20T —~ [MFEOFH L - HHOHB] - (BLOSE,/
XEEER] - TR OFAL] - TR - HEALUWER] - 457 - [BEF) - TH
REBW ICHBEESh T3,

UEDOEL - YOS TiX, BIE 2, 000 BEE OHEHOEGB P BEE S
TEY. ZEDH>H 100 L E b OHEYPEHBEZERIELRATA Fra—iZioT
EFORRDWEBERDIZLNTED, £z, BDOANEEZRVIEDFA 7L E
—DBENGG, 477« HEf] RELESHOBEBREREITLZLNEET
HHEBRLND,

BE, BB 60,000 282, TI/7ERTHHFLBRREVEDIZT Iy &
FRVDTERNNRENWS Z L E2EZ, REMEEZARLLE, ZhIZEVE&EBERN
BUOEBIZEIVBEIT I/ ERATAZILERTED LT RoTz,

2007 £ 4 AICiE TRLEVWERT —F X—R | OERFEHREA VF—F v M EIZHE
Bl 7TO0OTF—<OWALRENLEDTEN, FLEEFELETOa—F—BER
SINTVDIDITTIERVDT, 58T 7 EARAREEZROOREEIETWNE
AN

2007 EFEIX, MRS TLURIDDO AR T T4 T E LT, BTV EESEZHREL TV
DTV ERRELDOF OB EH/T, R—2X—Y ELTROMDLNEEL
LHICEBERE LD LERLBTFETH S,

[ -7 1E]

AvF—Fy N ETRBELOSOL, BEE D 42 ORIZIZRRIRY arog
A=y FEWHIERIGE ST RV ELLEN, FOZEEERLT, ft+&
WONTHLTHERE BLOSELZORBE —BADBEIALFREDFH 2~
—] ZER L. YBEoska—F—R LICRET S LR, EEORARBE~
bERM LTz, SBLEER, FEZBLBETTRITLTIWSFETH D,

[FERABEE (BALL—DLEDOBEMERDT—]]

2006 €F 12 A, B 2EH R 2TRABREE [BA L L—DLHFOEMEZRD T
—] EBREAICTEE L, £ 18X 2006 4£2 AiIciNOR—/VCHELGFET
Holeid, BNOBEIATZLNLLESMLEVEWSBEXNHY, F2EIB X
FENTORMBOENL Rote, 1B Ra—FT—, 2BICEEIGEZRIT, &
IR Ra—T—3, 2O TICBREVICKRONZ T4 2 8L EERIZIL
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bELZZEDODHEKDZ DT, R U7 4 THIE, BRANFRK, RBEEERR LIS
Mtz 72& | BRNFROFEEZLOEGERBRLE DV BREORRESEITo72Y
EL T SADFABBMLE LD DT LoTz, BEABIT., BEIASCKE
DFx, BEREBRELREMERIZBERZEVEADH LR, O &V THAER
ZIADREIARFEEDOFxIZt o TRFbEdEF L2 LT LTH D
B OBFNCORB o T2 D TR VWNER S,

Flo, TOAXRY NORBIZAEDLET [TRA LD OF—BABRE L FIEDE
WEB o ToEfE—] ZHIEL, RFEFAEA LT, THITEMIBEIACY
BE~EDLNDH 2 LEE LI - 4] - ERETH S,

[N TOE B ER]

BENTIX, EREETEBREBEALEZORBEOF 2134 7 —F v MIfhbZ &b
Bz, BLEWERT —F =2 ZBENICTEDOLHIZIERA LTV
TRNONEEZ, BEND 1END 2~ DREEDBEEIZ S OBELHRE L,
N LREWEBRT —F =R | OFNLT—<%RRD, ZOEHICH-T-EHE L
BELEBERL TARE, 1~27 BT LIZEBIZIANBEZZ{T-oTW5, 5%,
BHAWAN—AR EETRT HBFHTEE PO L THE R,

FIsh &idn] OF—DABRE LFE
DFENERE > T VEShE—]

LOEELFORE
—NADBRE X FHEDFH 2 ~—)|
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BN OREBREER O ER 21— —
(Ml LRWERT — 2 ~—R | LD HkEy

Where you €an find healing and raiaxation in me and nature

| Healing & Relaxation Photo Image Database

@ Seasonal Flowers & |
Flora in Transiion |
w Healing Words / {
Literature & Graphic
Images aday we ardin need of healing ant.a
|9 Time Flow s & 3
@ Water Flow
w Nostalgic Landscape
‘@ Famous & Historical
| Sites
@ Nature & Fauna
Suitntbe b SdsdANS Healing & Relaxation:The Seven Themes
Evaryone has his or her own placa of “healing and gmm i
relaxation.” Wae offer savan themes, so that you S
may find the “healing and relaxation” piace that wol\ﬂnn with ;
w Healing Video Clips best fits you 8 ’ \
& images from Our ‘“'""‘ t
Visltors © Heotng Words © Nowoigic Londecope © How of Water i
w Recommended Healing Trickling water ¥ %
Images by Theme has ma ifops, — 5 >
SO | - [lm.m C ELBVERT—F -2 EE
| @Iimages 1 quumy n! water, waler ;
| Recommended by | easing the mind gushing out from {
our Staff i Debirean iocks __|

@ ABFFE D FFAM

BABRERLFHED QUL [ L, Loy TICETAMESEREN TS, £0D

Ve 2E LTLROMEZESEX, HLBEVERT —F4X—2 | ZBELT, &

KEEBOINE, RE, B, WECRAL, ZOHKITERTH S,
ZABFEE KE EFH
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EBERBEE

1. BIEEERA B o

2 . WFFEXiEHAM
TRk 18 £ 10 A 1 B~Ygk 19 £ 3 A 31 H

3. ZAB4ES
& B HALKRFERERESSRPFER
FrEH © BERBAEHEEXEREIT 1 - 1

4 . ZARFTEE
BT B RAERZFERFBRE R ICR R AT F 0 B
B & #iR
K & \E®RE B4

5. EEHFEEOHFIRE
EITINER D A DEFHITARICEI T DA%

6. XEIEE

O

10 A 1 A&V ER4OZARRE DO TIZRW T, #ITIIREDS A DEZHIEH I
TOMREIZBE L., BT Tt b ERMEINERIZI T DR EHEL TR ORI, BRK
HEMER] ONTFICET 2R BEE RS L,
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@ RE

MEICEFR, MRPABEDRRT — 7 LPEEBELFREIAMRRRELITV., X
DIEE ZHNR D DR F ORIT bITV, BRRT — & 2 BE T H720I12iE, £h
CEETOMAIBENLAEL RoTe, SHEBELIEERT. BRT —F OIUESE
B, BoFEBRRKRECCR), QLABEEDOIH HIAAR, T—F 7 ) —=v 7 LT EHE
IR E| STHEMERITICHAE ROEBOMB LAY L, $LGo0ERRT —4
DRE - BEH LT HEY L,

O €S

BRI D L7z cDNA 2 RE DT > 7 L— b & L TEEPCR 21TV positive
control MDHENIREEA DML 5| X | BRARIKD B IR & ERIMBORHAH S
FRRIRIEPN O nRNA B2 H & 1 U 72 R R OMBREII T ~T0. 9 28A TKY .,
WIEIZ PCR ATz, MIEXERL. FEEROT—F AN EXE Lz, IREL
EFNRICBIT SRHELFORBEOFEBILTFH TOLKEZ T2, Hohi
mRNA O#axt &L internal control T3 G3POH DE TR L THXHME L7z, BERIZ
BT cryl OBBENMOBIRF L B L THEREIZE | HWT per3 & Buall D
REBDEBD-T, cryl DEBREIIEABH CERH IV ARICH ., perd & Buall
DFEBRITEAMEE L EXHOM THREREILRD s o iz, RICHREO R
M & BEFORBE L ORI RVPRET LTz, cryl, Bmall, per34~T,
HFFH & B F ORBREOMICEHERMEIIRO bk o, MR LICH
BT 5 &, oyl b Brall bRRGREL EEBE OB CRRARICHERERBDL,
cryl & Bmall DFEBRE—713H 1 5 ERGOMMBEZ TR T I ERMbNTREY . £hb
DRBEDOWIIENOREMAENMRT L LEZDOND, BIKENZ LIZHNREDLY
cryl & Bmall DEBBORIC, Fi- cryl & Bmall O & RHBEOMIC LA R M
BB bivie, MFEBE OREFIL LERERRRE DR T — % DL, 7 —F DIT
HiAF, INTEEREEEL LT,
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BASHINZ 83 B DIREFE BE DERIRFEFHIR F & cryl. per3. Bmall DFEBEIZ
DUVTHAT 21T 0 12, cryl DFREBLBEITHERIERE L IED L TR EIEWVEZ R LT,
Bmall DRBEGMEERBICB W CTHRILE» -7z, HEBRMTORR, EITH.
BT, MEEISEAEFERIIH L THERTFTREAFTHL I LBREINTZ, eyl &
Bmal /IHH TR EAFRIIN L TTFREF IR G2po7 s, BRAEBNENED
DTFHROBVEAMS H -T2/ (K1, 2), ENENORBABORKTAEIIHITT
FRAT LT, ZORER. cryl, Bmall PEF & bEABPEVEESICAEEICTERERAR L
WORERER/RTZ (M 3), SOIZEEEMTEITI &, SLEITMSL L FRARAF
L3R 69, EITH, BAMRRMEIRIE. cryl & Buall OWGHMEETHD Z & HMILT
BATFTHDZEVALNL 2o, MAIEEORFIL. EREKRT — % DINE,
B REZHE L

@ ZABFFE OFHE
PIREXEE OREIL, BRALCE, B BERICIERIC)» >ORBIAEEL IR L, A5
RTONONPHEREHT Z LICKRESER Lz, ZITANIRE L LTE, b LK
FEELIRE, AR OBRBBRBERRIRINLBEITITEOMAEXEE L LTOEH
ZLEATVD,

SABFFEE  \EE 4L
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RIRETF (%)

2BEERTE (%)

H1 Cry1DHERBREFER

100
90 1
80
70 1
60
50
40
30
20
10 7

high

low

100 1
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RIREF (%)

E3 Cryl &EBmall DFERDEAEHELEFE

1001
907
801
707
607
507
407
307
207
107

s e o e o EE R R DM T e e e e o

cryl: high, Bmall: high
cryl: high, Bmall: low
cryl:low, Bmall: high

cryl: low, Bmall: low

30 40 50
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EBREBREE
1. BIRXEERS R S

[\

. BRI
k1841 1A1H~YHRLIOHE3IHA31IH

3. ZABH
A LR R
PrfEst - deiEEFLIR T ALRIE 1 4475 TH

4. ZAMEE
g« AL R ER R AR
B4 BmARE &)
K4 8Kk #i

5. EEMFEE OHFFCRRRE
FEEBIIANT R LR IE ORI B+ 28R

6. XBED
O #E
11A1B8XY LRE4DZEAHFEEOTIZBNTFEREIZNT S
BRI FRIE ORI BT 2RI L, oAt VX7 TEK
IR T DILEBRIE DSBS A B LB LT,

@ AR

HRICEFH, B ERFFRFERABHCRBWTHRER Y o EiEE
EEURIBFRIEE2Z T 2 FEREREONIMRERRAEER LD
F—ZBEEL T, EERY X7 OBVWFEERBRE T AR
EOFRAEEZRMTA1-DIFREREE L O NOREZHE L OARY
Y77 VO ARERICY & SV UREMBEN FRIET O EEHIET S
EEBLELRINB, TOEEIZEBNT, IATOREBEARR CBRERE
HMOBELITV, F—F kA a—F—LEDF—FX—RZAS L,
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ThoEREEL, REMEMNSRAA—XIZEEB» T 2L »XET3
ZEIZHEFE LT,

@ HmE

AL KRB R 2 FEARBFREMARIIRB L T4 08ITh 3,
BEKIL [RABERREEEEE) OBREE CHEXREL LTRE
5 1ELETNLERFEY T & LTIl KRR AR OBMR A
BEODE LIGRICET AT — 4 ORBLEBITHEDY | BREEICE
HTHIERBABENEXRL, FRLBEETIZ Ltk EMAH
FEICIERERREREEZ T L., BRIRHIZEZ HIBICHET A Z LICEER
BB E R LT, ZOMOFERBICOVTOFERES L ORI
WTOMEIXTTFTROBY Th 3,

1) Vo EEmEBEEFERBOTRRTF L L TOBRBREEGEBE &Ik
LSOV T O
58 303 BlF DY BB 55 PlORMETo=. U \BEEBHt

(Ml #1) EWAED 5 FAFERIL 726% TH V. FIGO (EPF AR ERE
&) Annual Report @ 52%IZHA_TREFTH o, UV o EEBEFOTRE
BETHOIRREREL HEREIRYD v EHEBHMETHD. SHOEBIER
BAEE(LO T DI IZ TR E KT 59T~ — 7 —ORE & H LEREO N
AL X D BREBBEORENLETHS.  (Watari H, Todo Y, Takeda M, Ebina Y,
Yamamoto R, Sakuragi N. Lymph-vascular space invasion and number of positive para-

aortic node groups predict survival in node-positive patients with endometrial cancer.

Gynecol Oncol. 2005;96:651-7.)

2) FEKEIZRT S pSB HAMKIRETFEROKERITE FIF v bx

N7 47 p53ERLTHEDOEEIZ OV TOHI

B RFRARL L Mainz REEBAROXFRHEIC LY FEHE 92 4
ERRI pS3 BMHBETORFIF U MRIT 4 TEREEFER L OBEEMR
rit (Fgurel) . Cox EROHTICED FIF U bRIT « 7 pS3 ER. FIGO
EITH, BRI TFREAF THDH I EBREINE. L ITETERBOTE
ERIFTUPRIT 4 7 pSBERITKTFTDHZ LR LN LR o7 (Table 1) .
RIFV hNRHT 47 pS3 BRI FENEROBEAREHRY—F v N ThD
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LEZZ2 56135, (Sakuragi N, Watari H, Ebina Y, Yamamoto R, Steiner E, Koelbl H,
Yano M, Tada M, Moriuchi T. Functional analysis of p53 gene and the prognostic
impact of dominant-negative p53 mutation in endometrial cancer. Int J Cancer.
2005;116:514-9)

o recessive mutant p53 (n=10)

90
3 :g wiidHype mutant p53 (n=68)
rd
3 ey
R s0p
§ 40 dominant negative mutant ps3 (n=14)
E 3

2 p<0.0001

AURS

0

o “ % 120
S e Figure 1. FEAMICHI B ps3 BHIBIRET0

RIF> MR HT 1 TEROHEE TR

Univariate Multivariate

~Mariahle pevalue. coefficient SE _HR. . p.yvalue
MS mt-p53 0.0006 N.S.
DN mt-p53 0.0002 2.12 0.57 83 0.0002
FIGO stage  0.0002 NS.
Histologic type 0.0007 N.S.
Grade 0.048 N.S.
MI (Serosa) <0.0001 2.34 0.57 104  <0.0001
Institute 0.56 N.S.

MS mt-p53; missense mutant p53, DN mt-p53: dominant negative
mutant p53, MI: deep myometriao invasion

Table 1. EFTFERBOTFRRTOLE
BT

3) MRI, CAI258I%E., A, SMLECHEGTIC L3 FEEREY o HiER
TR OB E '

Vo \HEEB L4 BB Y X7 RF L OBEOHEN 2 LHTAT MRI 24X 5
Volume index, 7& CA125 & SpLEMBIN Y \EEBY R/ FFTHD
TEEHOLMZL (Table 1) . ZHOEFES LITHRIhELY /1 FER
RaT OFRAEERMNT 57 DI E MR LT R EIT o7~ (Figure 1) . (Todo
Y, Okamoto K, Hayashi M, Minobe S, Nomura E, Hareyama H, Takeda M, Ebina Y,
Watari H, Sakuragi N. A validation study of a scoring system to estimate the risk of
lymph node metastasis for patients with endometrial cancer for tailoring the indication
of lymphadenectomy. Gynecol Oncol 2007;104:623-8)
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odds ratio
(35%Cl) p-value

MRI Volume Index 5.3

(<40 vs >=40 ) (2.1-733) <0.0005
3.0

CA125 level (Low vs High) (1.37.3) <0.05

Myoinvasion by MRI 2.0 NS
(<1/2vs>= 1/2) (0.7-5.2)

Histological grade/histology 3.8 <0.01
(G1/G2 vs G3/serous) (1.4-10.4)

(Todo Y etal GynesoiOncoi200 7)  Table 1. #MaNICIMATAER Y ONHER Y XY
RFORERET

' Endometrial Cancer

MRI myoinvasion

>=1/2
16%

[ |
LNM1.7% LNM42% LNM6.8%  LNM11.7% LNM 36.4% LNM75.0%
PANMO0.8% PANMO%  PANMO%  PANMS.2% PANM28.0% PANM54.2%  Fig. 1. U1/ \HiksH 2

D7 CHYMET MR K BHEENORS BIUHRENIMLE) 2HBEDEBEOTH NG
EBEE (LNM: U 2/ HilEH,. PANM : 5 ABIR i)

@ ZABREE OFAME

HRTEBEBAOEBNBICIONWTIE, BELE - CTHIRRIEEL
ToTNEZ EEFMLTND, BRALVSTHERMEIC L AHF2EX
BYRT MOV TELS LA B LRV, BEAEE TR Y
DEEAERCHREF R L HEEST NEBEROARDBART+ITHD Z &R
BREIN TS0, HARERZERBE > TiThi 2 BRFRICT 5
IOLEIBRIXBRIREFDHIEE, DHAEOERKER LIIKESFE
THLDEEZD,

ZAWGE A &5
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LEFEXBE RS T &

RT3
FRL19FE1 A 1 B~ 1943 A 31 H

3.5 07 AU RS
& o UMM KRFEREFERE HEILER - RESE
TR« &M BEM T REEH 3-1-1

4.5 ANIFSEE
g - UM RFERFERE Hbss - BEFE
k4 - B

K4 iR BEZ

5. FEHFFEE ORFFCIEE
HALE DFRE & p53 B TFERARY T AICETHHH5E

6. XEEE
O M=
R 19FE 1 A1 BEY, ER4ADZITFANFEEDO FIZBWVT, p53
FRART N7 NZBETHHREICE L., BICEEM T L O DNA
Vi VR T AR E LB LTz,

@ HE

HRICEFH%, p53 DBBFERDARY N5 LR0F DEIGTED LOH
DRBEBREF L, FBERTBIT D p53 TERDFERE L7225 DNA BEEDE
WERETT A7, 9. JHLERE 354 B (BaEsE 85 Bl B 112 61,
KIGHE 157 61) ©F ) 2EHME L7, £6]% Exon 57 D PCR ¥4 L7
o= VAT p53 ORI TFEREBRE LTz, $12, BIEME TlX Exon2-9
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ETCORIA—T 4 T —F U AT Ro T, REIZ, 17 FREMEIC
NEBTAI>DAr7aYT I h<w—h—% BT, p53 BEBEFED
loss of heterozygosity(LOH)f#HT 21T o7z, X HIZI A< vy FEEREZR
39572 D2S123, D5S107, D10S197, D11S904, D13S134 D 52D~ A
IuFF A b —EBNTA— Y= —E B A 7
%774 PARLREME (MSD T HIT o7,

@ AR
P53 OELGFERITRERE T 43 F1(51.8%), B TIX 18 #1(16.0%).
KIGEIZB W TiE, 36 Bl(22.9%)ICBD bz, BE., KEE Cldat

RIOFET p53 BEDIE
§1 ﬁiﬁ'ﬁ'7(555!:35!?69535!5?&&2’\'7“51; §ﬁ§—%—b\{lﬁrﬁ]z}§ % '0
b3 | ; ] PN

pectrum H . >
ER AR % mEm AR % mimem % D33 AE L LOH OFIC
Transit .16 313 ¢ 42 632 26 722 -
ra?;?C'TA:T ‘ 12 238 10 527 20 555 'E] v UFE E@EJ % At ) 71:—0 L
AT GC 4 7.8 2 105 6 16.7 TE k %
ansversion | 22430 7 T sss a9 asg ML p53 DR
M e A e
AT—TA | i 78 2 108 2 56 @f{ﬁ@ﬁﬁﬂfrﬁi’ﬂ’][ﬂ
AT-CG 4 T8 ¢ 0 3 83
: . 0 =
%m&#*17% o, 5 0, 8 ESCR-SARa
tbpinserton . 7 78 o o . o 0 .
Logedeision 2 2 88 . 0 0 o 00 o b&ﬁ0t°@£@%
Others : 0 0 1] 0 0 : 1 1 28 %:«Cki‘ ﬁﬁﬁ‘ EJE‘L;\
Total 51 100 19 100 36100

KG#E & HiZ ps3 BE
EG TEDOTFHENARBTHI EFEINDIZ EBEZENWED, £FITT
BERELILLEZA, pS3 ERLEER. BE. KBEBEOTRIZETNLT
NEEBRBRERBD R No7z, L, BETIE LOH 22 LEEFO
FEBARETHo72(p<0.05), TLEEOEHMTHD, p53 DERER
R NTAEFHMIEST LA, TV X7 LAFREEYID
VX I VFF RBPANEDLS RT A= g VORRIL, BE, B,
KIBTZENZFN 43.0%, 36.3%, 25.0% & FERELEIZIT-D < 2> TR
L, Kz hZ v vva

63.2%, 72.2% & T ERIE{LE ™ o0 Transversion

WSl on R LR
(B1), MSI DFEAT [

o ¥t o & Ir T W 1 M

Y
B1 MBS SpSRETERRRY b5 ADKE
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RRZATZ2 N, FOMEEITEEE 10.2%. BE 20.1%. KBE 21.6%TH
o772, MSI R L7=REFTIE pS3 M7 v Py a VERBREWVEAICSH
o7z, BEIZH L PRI LE in vitro DRI TIL, IR v FEBERESY
KL HBERIT 5-FU IBHFIMETH o272, I Ay FEERY L 5-FU
DRERERAE L2, BEFITIXEA L LZRBERIERD b olz,

CTERE LI HE R ®2 MSIEpSSERARIIS A
Fa?] ﬁ‘ 5 %"’%‘3 k LT N ﬁjﬁ < - ERARORTL AT 54 status
-\ o MSS MSI
i LOH & p53 hZ A 2%  Transition 8 3
Va rRROHENEESL | Teseson 8 1
j(ﬂ%}:% Iz b @)(l‘ L=< 1:@ DT F% B Iransition. 10 0
Transversion 4 2_
. Ry Luvilro XM Transition 20 6
S ey - Transversion 8 1
)”:E{J DNA ?ﬁ{gﬁ@éﬁh%b £ Transition 38 ]
STWBEEZObNTE, B Transversion 30 4

& Tid p53 Ef=zTEED LOH
DBEFERIVTHREFLRVBLIZENHALNERoT, £z,
KIBETIZF T o AARA—= g OBEENE L. DNA I X< v FEEK
BOMWHEN pS3 7 K OBIHIEETFOERIZL B - TV A AT
R X T,

@ =T ANERFEE OFE

WFFEE IIARRRRRIC R L, BB DA 5 . DNA o —4 2 A, LOH ###7,
MSI fEHTIZE D E T, —BELTHEEDOHENE2 b - T, £ORLHEE
ERELE, BBRIZH 77 LAREI T —IZHBIMLTELD
SRR L, BFBIC BB D, Lo TBD TRV S ZY &
Zzbh5,

— 203 —



EBEEBES
LHRXBERSL HE RT

250 B
FRCI94E1 A 1 B~FRL194E3 A 31 A

3.3 AFUBEES
% B UMIRZERERE  THILES - RESFE
PITEEH © 8 ) YR A8 e 77 3R XS H 3-1-1

43217 ANTEE
TR« W RFERFERE Hikas - REsE
B4 . BiR
K4 :RIR EE

5. EERFIEE ORFFTRRE
AKT/PI3K ¥ 7 )ARTERRBE &AL FERRIERSE I B 5 D A5

6. XERIEED
O =
R 19 FE 1 A1 BLY, ER4OZIFIANHEED FIZBWT,
AKT/PI3K ¥ 7 VREERE & (b F BRI B3 DA FRaRREIC B L,
RO ER I B KO8 LOH f#T=0 A F VbR RIS B4 B R 3e 18 % BAsA
L7z,

@ HWE

MECEFHR, BEBLOIBEENRE L, TRULENDREFH» LB
R L7212, PTEN @ LOH & A F U {LofEt, PTEN OFH DI
BT, AKT OV UER(IREEDMENT 72 E#EMICIT R o 70, BIERMIZIE
119 SEFI O BB L O 131 FEFIOIIE AR5 L L, PTEN [ZBL T,
2O~ A4 7 aVT T4 hv——%B\WT LOH 2T 21T/ -7,
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& 512 PTEN {22V T Methylation Specific PCR #£ (MSP k) 12X %
A FNVALDIRET, SREREIC KD RBAMENT LT/ oTc, AKT OV VB
BV VB bR AW B e CHMM L. iR RE L B
UWNT MTT assay 217720, PUBAIRS M LR LT,

Q@ HE
B TiX, PTEN @ LOH (X 22.8%DEFIZER D=, AKT O U U ELIX
17.9%DER TEE S, PTEN @ LOH & AKT @ U VBT EREICHE
L TWez, PTEN DX FALRmEYREIT AKT OV U BLEFER
BRITERD R0 o T, BEIZBWT, PUBAIORZMEEZ MIT 7 v kA
THRETT 5 &, pAKT Bt
B CIX, PUBHI. %z 5-Fu  Figurel
CHERERZMMETH » 7=
(p<0.02), % Dfl, CDDP X
MMC (ZB L THMtEDs 58 <
72 % T & DFERA S v 7z (Figure
1o

LB TH PTEN 28 LOH @
FEFITT AKT 28V Bk Eh
TWAEFINHERIZZ o7
A3 (p<0.02). ¥L#E Tit. HER2
BEFIT AKT 28 Y Bk &
N TN BRI 23 < (p<0.001),
HER2 [ PTEN % LOH
9 RERITIE AKT Y >
B SN TWBERNE -T2, ZHIZ HER2 5% T PTEN  LOH %
RIEFITIIARNLVE L LETZ—OREANRBD bIT, AKT/PI3K 7
TNVRERDEH & Progesterone receptor (PR)DFEERIAM & H>D BEFRH
HDIEDNTRINT,

Z DX 9T PTEN @ LOH status 235 AKT DU U B{LICEED D T &
B AKT/PIBK % 7 FNVARE TR OIEME(L DN O KRBT I
ERIETZEBHALNE 20T,

- n W a [+
=3

Chemossnstivity rate (%)
8§ 8838

e & o O
o 8

Chemosenstivity rate (3%}

=]
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EGFR 22 E DRI L 7 & — 3 V' F LD T RIZTEET 5 PI3K/AKT &~
TFMBEPEBEORE, K. EHEZORBICEER®REZRZL
TWBHZELDPINETIOE LS BREIN TS, 72, T D PBBK/AKT
BEIZE DT AR b= 2WHl> 7T, & ICHBEINHET DM
FRICEERBREEZRIZLTWDZ &Y, BEDOHIZE TR A IZH S A
ZEhTna,

HE, BOTREREBTHIEZDOTL—7 AN —¢ LT, 5FEDY
BREZILDETHIH  LVWEWBROBREPHHFEEIN TS, BEICHK
[ECi% Phasell 3Bk & LC, D FEMNED—>THS VEGF L7 F—
%FHE$ 5 Bevacizumab NEEIZX L TERA N TRY, 4% Y EGF
DFEEA(Cetuximab) D72 & D LVVERIEL AW ZIRE S #HF IS,
LTAT, INLDHTFEMEAOER L 720 %% VEGFR, EGFR,
PDGFR, IGF-IR 2 EDF n v v FF—B LT H—nNE0T 7 F i,
PBK BLUEHI L FA B Pv—ThHD PIP3 247 LT AKT IZEHER
SN, TOTWICHFET D, MEFEST A b—T 20K &2
5.4~ % NF-kappaB, mTOR, Forkhead, Bad, GSK-3, MDM-2 72 ¥ D U g
bZHETEZ EDmb TN 5,
2FEYD, BMAOBERLTBL TS L ST AKT #ER & LS FER
EHPRE SN, o2 FREEHRTHZ & TREROHUE
Kz e By OMMEELTRT S Z ENFAEL 250 E LRV, 5%
BRI L FRIE L OBRE S DICHEMICRET L T BERD B,

@ =T ANERFEE O

WRFEE TIAIRE O U, B DR A5, DNA 3 —4 &, LOH 47,
MSI #EHTICEDE T, —BELTHEEOHNZ b - T, FOHLAIERE
ERI-LE, BRI 77 LUVAREI T —IEHBMLTAELD
SRR AR L, FFBIC LB DT, LR THROD TR WA ZY &
EZ2 bbb,
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