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In Memoriam: Charles A. Coltman, 1930 to 2018

Dr Coltman was a builder, and he inaugurated several new
partnerships and symposia/workshops, all of which were far
reaching. When Dr Coltman met with Masanori Fukushima,
MD, PhD (Fig 3), now professor emeritus at Kyoto Uni-
versity, at the 1991 ASCO Annual Meeting, they began a
15-year US-Japanese collaboration that resulted in an
annual clinical trial summit and its successor, the US-Japan
Biostatistics Workshop.® Japan at the time was known to
have a surgically oriented approach to cancer therapy,
whereas the United States focused dominantly on systemic
treatment. Clinical trial data from the two countries were felt
to be difficult to compare. Dr Coltman’s meetings allowed
international sharing of best practices and led to the de-
velopment of common-arm trials, aimed at harmonizing
specific interventions and evaluating the effect of potential
“host-related genetic differences associated with ethnicity”
on differing clinical trial outcomes.3#®3549

FIG 3. Dr Coltman with Masanori Fukushima, MD, SWOG Group
Meeting, late 1990s.

Journal of Clinical Oncology
DOI https://doi.org/10.1200/1JC0.19.00270
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Today’s Talk e
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m Chapterl

Brief introduction of myself as a medical oncologist and clinical
scientist

m Chapter2

Where are we now, what was done during these two decades and
how was it done

m Chapter3

Newer conception of cancer biology

m Chapters

Horizon of cancer therapy in terms of post checkpoint brocade

m Chapters

Cancer research global network, it's strategic model and operation
model
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pp. 850851, 215t December. 1989

The overdose of drugs in Japan

Masanori Fukushima

The Japanese consume enormous amounts of drugs on prescription, some of which are not legally available

elsewhere in the world. The reason is a defective national system for drug approval and dispensing.

Tue Japanese are the worlds highest
spenders on presenption drugs. Among
the top-selling drugs are anli-cancer

agents peculiar 10 Japan that are of quest- |

ionable efficacy and yet have ssles of
hundreds of millions of dollars each year,
far more than the sales of ant-cancer
drugs in other developed nations. More-
over, several of the drugs sold only in
Japan have scrious side effects. Justifi-
cation of these contentions is to be found
in Tables 1-3

What has caused this worrying situa-
tion? And how can drugs be million-dollar
sellers in Japan and yet not sell clsewhere
in the world? The answer is that there is a
whole senies of defects in Japan's drug-
approval process and in the system for
dispensing approved drugs

At first sight, Japan's system of clinical
trials resembles that of some other

countries, In principle, drugs must pass |

through three phases of clinical trials as,
for example, in the United Statec Phace |
is to check a drug's safety
phase 2 is 1o assess ils thera
(the response rate and the sey
effects) m selected population
for whom the drug s mtende
315 1o determine whether the new trea-
ment 1 better than exsting ones. In the
case of unti-cancer drugs, however, once
drug has passed phase 2 it can be widely
preseribed throughout Japan, The phase 3
clinscal trials in effect become part of the

2021/4/23

because satisfactory phase 3 trials have
not been carried out.

In contrast with conditions in countries
such as Britain, where doctors are not
allowed to sell drugs, nearly all Japunese
general practitioners and hospitals have
their own pharmacies for outpatients,
Every two years, the Ministry of Health
and Welfare (MHW) sets “official’ prices
for all drugs, and these prices are supposed

TABLE 1 Seles of phanmosectionls 106 Tuman consurption
7

ZSoles, Exgednie par
Country s 10°) o (%)
Urited States 28 G665
Japas 22688
West Gerrmony 7 600
France 6754
Ty 5562
Exitae 2596
Spain 2063
Netheronss 0564
Boigum 0270

Soarte. CWLOG FTS FROMT

to determine the charges 1o patients and
the nationsl health incneance cvstem Rut

Nature,
vol. 342, pp. 850-851, Dec. 1989

PCT Ceal UF 07T, PARTICUIATTY, WIGT! SCVeTal
companics are competing for a share of
the market. There is thus a tremendous
financinl incentive for doctors to prescribe
drugs excessively and unnecessarily
because they make a profit on every sale.

' vt e dani

ESETEVEHL ET TGN ol wicaad

of patents, over-prescription and over-
use of drugs has had some disastrous con-
sequences. A classic example is that of
blood products. In the early 19805 Japan-
ese pharmaceutical companies began to
import large amounts of cheap blood
products from the United States, selling
them to hospitals and doctors at well
below the official price. By 1985 annual
per capita blood-product consumption in
Japan had risen to about three times that
of Britnin and France'. Coincident with
the surge in imports, AIDS was intro-
duced 1o Japan in non-beat-treated blood
coagulants used for the treatment of
haemophiliacs. Japan has about 1,000
carriers of AIDS, more than %0 per cent of
whom are huemophiliacs

Other examples are the anti-cancer
drugs PS-K (Krestin), OK-432 (Picibanil)
and Tegafur, all available only in Japan
Research on Tegalur has been abandoned
elsewhere in the world’, but in Japan

Tonahur tnmsthor with Tonaliue il hae

cancers O GIESUYE OTgans {stomach,
liver, biliary tract. colon and rectum),
head, neck, thyroid and lung. Total sales
of these and other anti-cancer drugs
peculiar to Japan are about $1,000 million
per year, But have these enormous ex-
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’s dinical trial system mimics that of the United States, there are certain flaws in the
|apanese regulations that prevent it from working effectively.

and in the
ng once the

DC & inves-
he United
. The IND

serin smem mevbe ar megen e ared UNGE these
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placed on hoki Consoquently, drugs fredy

proceed to clinkal trial, But If a sponsor (ails to
observe this step, the dita can no Joager be

voesidened for a new drug application.

The key difference Is that in practioe there

is mo category for an IND still in the research
phase and the lack of an on hold checkpaint
allows questionable drugs 1o be tested. Also,
in the United States good manufacturing
practice regulations are mandatoey to ensure
the quality and parity of the drug under in-
vestigation, Whereas in Japan they are only
required when the product is marketed.
Another crucial step in the eardy stages in-
volves an Institutional review board (IRB)
which must approve all investigations in-
volving human subjects. This board is pri-
marily concerned with the risk to patients
and it also pays particular attention to the
Informed consent process. The Office for
Protection from Research Risks of the Na-
tonal Institutes of Health s responsible for

b
\
1
¢

form 1o ethical standands established by the
NIH and interpeeted at the Jocal hospital
level. The other important function of the IRB
Is to review the informed consent document
to verily that it explains, in an understand-
able tashion, all the risks and benefits associ-
ated with participation in the clinlcal trial,
Although Japan adopted ‘Good Clinical
Practice’ guidelines in 1990, informed con-
sent and [RD approved are not as rigorousty
regulsted &5 in the United States. Japanese
IRE do not carry out effective reviews of pro-
posed dinical trals. In my opinion, often
the members of the IRB do not have ade.
quate expertise or tralning (o review pros

The FDA oversees clinical miaks and may
carry cat inspections at any step. Moceover,
sponsors are bound to report adverse resc-
tions, such as sixdden death, within 3 days
and must scrupulously guard the safety of
patients during the trial. But in Japan such
measures are not compulsory and no regis-
tration mechanism exists: (requently, fatal
incidents are concealed by investigatoes and
sponsors, as in the case of sorivadine.

At the final stage of approval of a candi.
date drug, the system 1s on the face of it the
sume a5 In the United States, with MHW
consulting outslde advisory bodies before
approval, fust as FDA consults external adv-
sory committees, But whereas in the United
States the formal doug approval process is
carried out by FDA scientists, MHW in Japan
has few specialized scientists to oversee the
process, which is therefore completely de-
pendent on advisory comumittees.

The FDA has a number of advisory com-
mittees that are usually onganized around a
discase. They are selected by the FDA and

Nature Medicine,
Vol. 1, pp. 12-13, Jan. 1995

wishes them 1o review: they do not see com-
plete patient records (but neither does the
FDA — they only hok! data forms filled out
by the physician).

In oncology, for example, there ks an
external Oncology Drug Advisory Com-
mittee comprising physiclans and scien-
tists who are members of the private sec-
tor and who are kept informed of any
cancer drug development. When a new
drug application Is filed with the FDA, it
is sent to all members of the oncology
committee for review and assigned a pri-
mary and secondary reviewer by the FDA,
After an adeauate Interval for the review
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The Japanese consume enormous amounts of drugs on prescription, some of which are
not legally available elsewhere in the world. The reason is a defective national system

for drug approval and dispensing.

« MHW should also enforce “good clinical practice” (ref. 9)
on clinical trials, direct doctors to obtain informed consent
properly, encourage them to pursue well-designed and
controlled phase 3 studies, and assess adverse drug
reactions.

o Radical, structural changes are needed if Japan'’s drug-
approval system is to work for the benefit of the public and
not for that of the
pharmaceutical companies.

Nature, vol.342, pp.850—-851, Dec. 1989
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Although Japan's clinical trial system mimics that of the United States, there are
certain flaws in the Japanese regulations that prevent it from working effectively.

Japan’s system has defects that lead to serious
conseqguences. Behind these deficiencies lie deep-rooted
problems in the Japanese medical education system and
medical practice, ======"-

Japan needs to reform its medical education to catch up with
the ideas of the West. Important new disciplines ======--
such as emergency medicine, medical oncology, clmlcal
pharmacology, biostatistics and clinical-trial design, doctor-
patient communication, =====+=-, are not well established
and are not systematically taught in Japan’s medical schools.

Nature Medicine, Vol.1, pp.12-13, Jan. 1995
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SWOG-Japan Clinical Trial Summit Meeting £od
1991 May 17 Houston Agreement with Dr. Coltman
1992 Jan 20-21 Seattle Genitourinary-Gynecol Ca
1993 Feb 6 -7 Honolulu Esophageal-Gastric Ca
1993 Sept 25-26 Hamamatsu Clinical Trial Workshop
1994 Aug 27-28 Seattle Bone / Soft tissue Sa
1996 Feb 24-25 Maui Lung Ca
1997 Sept 20-21 Kyoto Head & Neck Ca
1998 Nov 20-22 S/F Lung Ca
2000 Feb 19-20 Maui Colorectal Ca
2001 April 5-7 Kyoto Breast Ca
2002 Sept 21-22 Kauali Lymphoma
2005 Feb 10-13 Maui Gastric & Colorectal Ca

2021/4/23 F73EIHERFIMERES 12



T Cancer Res Clin OGncol (1993) 119:564-567

Meeting report

Summary of a joint meeting

between the Southwest Oncology Group
and the Japanese Clinical Trials Consortium

Mace L. Rothenberg’, Charles A. Coliman Jr. %, and Masanori Fukushima *
! Executive Officer Southwest Oncalogy Group, San Antonia, Texas, USA

? Chairman Southwest Cncology Group, San Antonie, Texas, USA

? Section Head Department of Internal Medicine, Aichi Cencer Center, Nagoya, Japan

Received: 20 November 1992/Accepied: 28 December 1992

Intreduction

Early in 1992, a mecting was held between representatives
from the Southwest Oncology Group (SWOGQ), the largest
clinical trials organization in the United States, and several
leading clinical oncology investigators from Japan. The
goals of this meeting were to sununarize data from each
country regarding the diagnosis, treatment, and outcome for
patients with gynecologic or urologic malignancies, to dis-
cuss recent clinical trial results and put them in the context of
ongning and planned clinical trials in each of these areas, and
to explore ways in which closer collaborations could be es-
tahlished between clinical researchers in each country, The
meeting was co-chaired by Dr. Charles A. Coltman Ir,
Chairman of the Southwest Gneology Group, and Dr. Masa-
nori Fukushima, Section Head of Medical Oncology at the
Aichi Cancer Center in Nagoya, Japan.

cuged on the treatm)
ease. SWOG-8412 y
was any significant
and 600 mg/m” carl
600 mg/m?* cyclopl
wornen with bulky
the ovary. A total o
between 1985 and 1
es in oufcome betw|
mated median surn
tinfeyelophosphami
latin/cyclophosphan
was 21% and 20%,
sponse rates in worl
following chemothe
21% in the carbopls
30% or greater surv
high degree of certf
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Twenty One Multicentral Studies on Prognosis of Advanced Ovarian Cancer ;
Focused on Correlation between Primary Surgical Procedure
Following Adjuvant Chemotherapies and 4 Year Survival Rates
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SURVIVAL RATE
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12 24 3 48 60
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X3 1985~1990F )0 ISP HLAE (4694 Ikt
% Cisplatin modified relative DI (CDDP RDI)
(W iHx Levin & Hrynuk o 7S 7z, Ek
2) HoLfFEmiE (Kaplan-Meier &)
A  CDDP RDI=0, Cisplatin &% # o\ &4 H

H04#0)

B 1 0<CDDP RDI<0.9 (225¢)
C:CDDP RM=0.9 (1944

L peb—

Advanced ovarian cancer
Terashima Y, et al.

Acta Obst Gynaec Jpn

Vol.45, No.4, pp.363-370, 1993.
(in Japanese, HEIFF4554%)
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%3 Multivariate analysis of chemotherapeutic
agents to ovarian cancer as prognostic factors

Variable Beta CHI-Square p-value
CDDP RDI  —0.39761565 6.90 0.0086
ADR RDI —0.09117504 1.97 0.1605
CPM RDI —0.01357136 0.16 0.6866
Others —0.24987343 2.65 0.1038

CDDP RDI; Cisplatin modified relative DI, ADR RDI ;
relative dose intensity of Adriamycin, CPM RDI;
ralative dose intensity of Cyclophosphamide

~ 50 a
s
w
’& 40 9 4 §
o« A
2 : 2
> oF ™ a
S
[+ L ]
D 20} o
w Ad
P
S 10} .
>-.
= [ ]
0
A(n=6) B(n=2) C{n=5) D(n=8)
B4  #BEIFHR#TsiE L O Cisplatin modifired rela-

tive DI (CDDP RDI) % 4 F4 7%
A : standard surgery+CDDP RDI<0.9
B : standard surgery +CDDP RDI=0.9

C: standard+debulking surgery+CDDP RDI<

0.9

D : standard +debulking surgery+CDDP RDI=

0.9
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E. In 20 Years
I will e..
No job is finished

until the paperwork

\\\x\ is done!

N,

o S

After the First
SWOG - Japan

Clinical Trial Summit Meeti
In 1992, Seattle
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Clinical Science
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SWOG-Japan Dialog j%/
Past & Future T

1991 Houston Agreement, between
Coltman & Fukushima

1992 US-Japan Clinical Trial Summit Meeting

1999 JMTO founded
2001 Common Arm Trial

2002 TRI founded

2003 US-Japan Biostatistics
l l Workshop
\4 \4 \4

2020 LHSI founded

2021/4/23 730 HERFMEES 17
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The final test of a leader &

is that he leaves behind others with
the conviction and the will to

cany on.

.Lo parapprase Walter Ligpman

Charles A. Coltman Jr.,
SWOG Chairman, retired

2005.4.27
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Today’s Talk e
B Chapterl
Brief introduction of myself as a medical oncologist and clinical
scientist

m Chapter2

Where are we now, what was done during these two decades and
how was it done

m Chapter3

Newer conception of cancer biology

B Chaptera

Horizon of cancer therapy in terms of post checkpoint brocade

m Chapter5

Cancer research global network, it’s strategic model and operation
model
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Which way do you take?
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« apd Follower 7830
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Cytotoxic  Molecular Immuno
Agent Targeting Therapy

Biological

1950~ ~ 2000~ ~ 2010~ ~ 2020~

Selectivity Genomic Tumor-host Innate Immune
- Metabolic - Mechanistic - Checkpoint - Vaccine
- Growth (DNA) - Treg? - Viral

G47 /A
201652H10H
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http://www.ncc.go.jp/jp/ncch/
http://www.hosp.tohoku.ac.jp/
http://www.hosp.med.osaka-u.ac.jp/
http://www.ncc.go.jp/jp/ncce/
http://www.med.nagoya-u.ac.jp/hospital/
http://www.hosp.kyushu-u.ac.jp/
http://www.h.u-tokyo.ac.jp/
http://www.hosp.keio.ac.jp/
https://www.ho.chiba-u.ac.jp/
https://www.kuhp.kyoto-u.ac.jp/
https://www.okayama-u.ac.jp/user/hospital/
http://www.huhp.hokudai.ac.jp/
https://www.juntendo.ac.jp/hospital/
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The Principlesof
Regenerative Medicine

An overview of regenerative medicine: its ]
principles and the scope of the current revolution

Masanori Fukushima

] Chairman, Translational R v er M wovation, Kobe, Japan
1. INTRODUCTION
Regenerative medicine medicine represents a coming revolution in the  but they can also gencrare vascular cells. The other type is cu

treatment of many illnesses, Emerging therapics that use stem cells har- ned hecause these swem cells were
ng extremely pror
1 trials and ather studies. Referred 10 as stem-cell ther-  chyme), including the bone and fat. However, recent studies have revealed
apics, or just cll th . they involve ¢
culturing them, and then putting them back into the body to induce tis-  sodermal origin. Further research is needed t uncver more about these cells.
aders in this field and their How do we identify adult stem cells wh
ical trials progress accord-  quantiies in the body? The answer lcs in us
ing o schedule, We can be aprimistic that novel therapics will soon make  teins that arc expressed on their membrancs. For example, since hacmaro-
currently untreatable diseases and disorders treatable. poietic stem cells have a glycoprocein called
The chaprers of this collection describe six regenerative therapics. Be-  as CD34" cells. These CD34° haematopoietic stem cells show potential
v s that have been obstructed in crit

nts themselves are demonstra

vested from the p. nate in the mesaderm (me

originally thought t produce

ing results in

m cells can crease nerve cells, which are notof me-

ing stem cells from the hady, thar some mesenchymal st

sue to regrow: Japanese rescarchers are world e
many vears of hard work are bearing fruir as cl

n they exist only in minute

fore considering specifics, however, in this cssay | provide an overv
ing the principles common to all reg
bioactive scem cells in a patient and the provision of framework materials

ting blood vesscls in the 1

ntractable fractures
. An example of an

"l Thera

expls erative therapies: the use of  limb ischer

Engineering 1) in combination with a scaffo

as scaffolds for tissuc regencration using tissue cnginecring. ; that uses mesenchymal stem ecls is onc for spi-
nal cord injurl “Therapy 1), in which nerve cells are regencrated

2. WHAT IS STEM-CELL THERAPY? using CD105* cells

Stem cells are found in various tissucs in the body, including the blood. Some adult stem cells defy catcgorization due o their diverse character

n stimulared

bone martow, fat, connective issue, nerves, s mple, muliilineage differentiating stress ¢

discovered by

during (Muse} cells,
ri Dezawa of Tohoku Uni

stem cells have the capacity to produce specific, mature cell types. Scem

cells are believed to replenish damaged or dead cells in the bod 1o create cells of various tissue types and to play a specialised

“The stem cll therapics described here use adult stem cells. Since cell  role in the repair of body rissucs. Musc cclls are the basis for an experimen-
manipulation is nat applicd, there is no risk of devcloping rumours. The  tal approach to treating myocardial infarction (Stem Cell Therapy 2) and
ethical issues associated with embryonic cells are also avoided. There is been used to regenerate cardiae muscles, which had previously been
risk of rejection by the immune system, as the patient’s awn cells o idered difficult to do. Remarkably, studies have indicated thar intra-
immunotolerant stem cells are used. This means that, unlike organ trans-  venous infusion of Muse cells is effective fr treating myocardial infarction
plantation, stem-cell therapy does not need adjuvant therapies such as the
continuous ad ion of ppressants. Furh e. both
cell eutraction from the body and cell replacement (cither as-is or aficr The above-mentioncd stem-~
culturing) can be partially automatcd. Many procedurcs can be performed  medical procedures. They hares

5 an allogencic transplant, immunosuppression is

approaches all emplay cxtremely simple
the body’s innate healing mechanism, by

using relacively simple techniques, such as intravenaus infusion and other
techniques thar do not require pencral anacsthetic

Adult stem cells fall into two broad caegories, One is hacmatopoictic
stem cells, As their name indicates, these stem cells can produce blood eclls

extracting stem cells, boosting them outside the body and then retuning
them to the paricnt, as is the case in intravenous infiision of stem cells from
the paient. The therapies are based an biological principles known as stem-
cell physiology. which have been deseribed in the publications listed in Ref

The Principleg of ;
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ATTACKS TO A LIVING BODY INTERNAL REPAIR IN A LIVING BODY

Microbes Injury a8 reR
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Innate
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¢ This collection describes
the paradigm shift
occurring in medicine. g9 ‘
- Masanori Fukushima, TRI Director |
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Multicellular symbiotic system for maintaining 53%-)
homeostasis that inherits self-preserving ability =7

Microbes Injury

Stem cells:
Mesenchymal

stem cells and.
others o B

0
*lhnate
e ° ®Immunity

Cell damage/
Necrosis

Self-non-self

t Senescence recognition
Degeneration Neoplasm nam@LOOK .
Prionoid Infarct | _con Resetting the innate

immune system

Ref: Nature Outlook: Regenerative Medicine, December 7, 2016
Figure 2. Mechanisms regulating maintenance of normal functioning of multicellular symbiotic systems. gl PO L
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Brief introduction of myself as a medical oncologist and clinical
scientist
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Where are we now, what was done during these two decades and
how was it done
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Newer conception of cancer biology
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Horizon of cancer therapy in terms of post checkpoint brocade
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J.\;\v’lES F. HOLLAND
EMIL FREI III

Judah Folkmanst&
(1933-2008)

Ann. Surg. -+ Mar. 1972
Vol. 175 - No. 3

Anti-Angiogenesis:
New Concept for Therapy of Solid Tumors

SECOND EDITION

Jupan Forkman,® M.D.

CANCER AND LEUKEMIA GROUP B

Acute lymphocytic leukemia survival in
children under 20

From the Department of Surgery, Children’s Hospital Medical Cenier
and Harvard Medical School, Boston, Massachusetts
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! Em II FreISIEE %*%4E;k§|6$ [Courtesy Journal Experimental Medicine]

Fic. 1. Illustration of concept that most solid
tumors may exist early as tiny cell populations liv-

_ovmmiee L (1924-2013)  (1912-1985)

m— 5702 N+ 301 — =

= 6005 N= 151 Medt 13 mmamm 7411 N, i i i

TIERD e e tetik et ; ing by simple diffusion in the extravascular space.
Fi6. XX.2:3 Iproving suvival experence Fuke Casoees o8 e i Further growth requires vascularization and the
i e b \Cuhemala tider 2 years of age. ek & of Pebeuacy: 1081 e tumor mass then maintains itself by perfusion.

Tumor-angiogenesis-factor (TAF), may be the
mediator of neovascularization.
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1. Growth fraction
ex. SCLC: 16.7%

9. Heterogeneity
metastatic
Invasive
proliferative
drug resistant

-potentials

3. Drug delivery

vascular-
architecture
angiogenesis

4. Host individuality

§. Tumor cell

. -matrix
Oncogenesls -environmental
Multistage onc gene model cells, tissue
gene-instability & Immortality
mutator gene, suppression gene

mutation, rearrangement, amplification,--:

1 Biological characterestics of human malignant tumor
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PIEPOC: #1T LEZHIRREDF &G - IMTO 0C01-01 o

VOLUME 25 - NUMBER 22 - AUGUST 1 2007

PIEPOC: A New Prognostic Index for Advanced
Epithelial Ovarian Cancer—Japan Multinational
Trial Organization OCO01-01

Satoshi Teramukai, Kazunori Ochiai, Harue Tada, and Masanori Fukushima

PIEPOC: #&1T L4 SRR DF#£1E1E — IMTO 0OC01-01
FREMEL. ESHE. ZHE1. RSt
Journal of Clinical Oncology 2007;25:3302-3306
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PRERIEF12181F : PIEPOC &

Pl (Prognostic Index)
= 1 (if Fhn70im%LEL L)
+ 1 (if PS 1F/z(d2)
+ 2 (if PS 3&/z(d4)
+ 1 (if #R1%EdD D U (SBAHRE)
+ 2 (if FREFES1R0.1cmBL )

PIEPOC (3 UXJEE) :
low-risk Pl: 0-2

Intermediate-risk Pl: 3
high-risk Pl: 4-6
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HR (95%CI)
1.0

2.3 (1.4-3.7)
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— Low | ——
Intermediate l
= High
0 1 2 3 4 5 & 7 =
Time Since Operation (years)

Mo, at Risk
Low 90 23 I0 55 a9 24 17 g d
Intarmadiate 91 5 G0 a7 a5 20 10 < 2
High 49 29 17 13 8 & 3 2 1
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c index: 0.63
) i L — Low
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E i — Hgn Risk group  5-year survival
$° i Low 29%
= { Log Rank test p<0.001
§ = i Intermediate 11%
g ' i, _
! ; ; High 6%
N ; e S S
o | "‘i - i
: i
o z 4 & i
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Cwerall survival for the low, Intemediate and high nsk groups defined by Teramukal et al (2007)
for e Edinburgh conort. Dashad Ines refer o 95% C

Clark TG, et al. JCO 2007,25:5669-5670
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Table 4. Discrimination statistics for the three prediction models and FIGO stage in estimating 5-year OS probability

Nomogram Gerestein
(Gerestein et al, 2009)

Nomogram Chi
(Chi et al, 2008)

Prognostic index Teramukai
(Teramukai et al, 2007)

Development cohort N=118 N=424 N=768
Discrimination

¢ index (95% ClI)

Prediction model 0.67 (NR) 0.67 (NR) 0.65 (NR)
FIGO stage NR NR NR
General validation cohort N=323 N=279 N =459

Discrimination

¢ index (95% Cl)
Prediction model
FIGO stage

0.62 (0.58-0.67)
0.60 (0.56-0.64)

0.68 (0.63-0.73)
0.59 (0.55-0.63)

0.62 (0.59-0.65)
0.58 (0.55-0.62)

Specific validation cohort

N =227

N=154

N=393

Discrimination

¢ index (95% Cl)
Prediction model
FIGO stage

0.62 (0.56-0.68)
0.62 (0.57-0.67)

0.65 (0.59-0.71)

0.60 (0.57-0.64)
0.54 (0.51-0.57)

Other external validation cohort

Clark (Clark et al, 2007) (N = 894)

Discrimination

¢ index (95% ClI)
Prediction model
FIGO stage

NA
NA

NA
NA

0.625 (NR)
NR

Abbreviations: Cl = confidence interval; FIGO = International Federation of Gynaecology and Obstetrics; NA =not applicable; NR = not reported; OS = overall survival.

Conclusion: The three prediction models showed general applicability and a reasonably well-predictive performance,
especially in comparison to FIGO stage. To date, there are no studies available that analyse the impact of these prognostic
models on decision-making and patient outcome. Therefore, the usefulness of these models in daily clinical practice remains to

be investigated.

Van de Larr R, et al. BJC 2014:110:42-48
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b) Overall Survival by PIEPOC
Stage llI-IV Only

Survival

0.0

Years

Actual Probability

1.0

0.8

0.6

0.4
1

0.2

0.0

c) PIEPOC 5-year survival
Stage llI-IV Only

%‘&p\“‘ SO%IJ&
& =4

N
2020

C-statistic .
0.587

--- Ideal
rd .
Nonparametric

T T T T T
02 0.4 0.6 08

Predicted probability of surviving 5 years

1.0

Conclusions. Existing prognostic models for newly diagnosed EOC showed acceptable calibration in our cohort
for clinical application. However, modeling of prospective variables in our dataset reiterates that stage and
debulking remains the most important predictors of prognosis in this setting.

Hendrickson AEW, et al. Gynecologic Oncology 2015;137:77-85
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EUROPEAN JOURNAL OF CANCER 45 (2009) 1950-1958

available at www .sciencedirect.com

—_

“e.* ScienceDirect

EJC

jourmal homepage: www.ejconline.com

Pretreatment neutrophil count as an independent prognostic

factor in advanced non-small-cell lung cancer: An analysis of
Japan Multinational Trial Organisation LC00-03
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European Journal of Cancer 2009,45:1950-1958

2021/4/23

=5 73O HERFIREES

61



pr\“‘ SO%IJ'/
£ LHsI %

JMTO LCO00-03 s
Nn=196
n=353 _ 5 LAEY 1000 mg/m?day 1, 8
I/ AL i A - E/LILEY 25 mg/m2day 1, 8
StagelllB/IV BFE=EXx30—X
PIEa % |
2 N 2
BITERAEEF: S PSRRI 3’]210—“r2g>in?::|d—a¥<1
EERD | 4 =
(<5% or >5%) N
o e n=197
(IEr‘J-'- ,\r“-'-u) . _
Stajeor ; HILRTSF> AUC*6day 1
(11I1B or 1V) > INDYBRFZH)L 225 mg/m2 day 1
JEEXx60—R

*Cockcroft — Gault est. from serum Cr

Kubota K, Kawahara M, et al. Lancet Oncology 2008;9:1135-1142.
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Archives of Gynecology and Obstetrics (2018) 297:849-857
https://doi.org/10.1007/s00404-018-4678-8

REVIEW

@ CrossMark

Prognostic roles of neutrophil to lymphocyte ratio and platelet

to lymphocyte ratio in ovarian cancer: a meta-analysis of retrospective
studies

PRERTE(CH T BNLIES KUPLIED 1% Fill_EdDisEl

Zhe Zhao - Xinrui Zhao - Jingjing Lu - Jing Xue - Peishu Liu - Hongluan Mao

https://doi.org/10.1007/s00404-018-4678-8
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Fig.2 Meta-analysis of the
association between high NLR
and OS
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Fig. 2. Forest plot of the association between cervical cancer and NLR (A), PLR (B), TLR (C), and CAR (D). Forest plot of HRs with 95% Cls in the random effect model. These plots show the
prognostics accuracy for all objective response analyses.
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Neutrophils in cancer:
neutral no more

Seth B. Coffelt, Max D. Wellenstein and Karin E. de Visser

Abstract | Neutrophils are indispensable antagonists of microbial infection and facilitators of
wound healing. In the cancer setting, a newfound appreciation for neutrophils has come into view.
The traditionally held belief that neutrophils are inert bystanders is being challenged by the recent
literature. Emerging evidence indicates that tumours manipulate neutrophils, sometimes early in
their differentiation process, to create diverse phenotypic and functional polarization states able
to alter tumour behaviour. In this Review, we discuss the involvement of neutrophils in cancer
initiation and progression, and their potential as clinical biomarkers and therapeutic targets.

DAICE T DIFREK

Seth B. Coffelt, Max D. Wellenstein and Karin E. de Visser

NATURE REVIEWS | CANCER doi:10.1038/nrc.2016.52
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Figure 4 | Impact of neutrophils on the metastatic cascade. Neutrophilz influence several steps of metastasis. In
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Safety and Antitumor Activity of Anti—-PD-1 Antibody,
Nivolumab, in Patients With Platinum-Resistant

Ovarian Cancer

Junzo Hamanishi, Masaki Mandai, Takafumi Ikeda, Manabu Minami, Atsushi Kawaguchi,
Toshinori Murayama, Masashi Kanai, Yukiko Mori, Shigemi Matsumoto, Shunsuke Chikuma,
Noriomi Matsumura, Kaoru Abiko, Tsukasa Baba, Ken Yamaguchi, Akihiko Ueda, Yuko Hosoe,
Satoshi Morita, Masayuki Yokode, Akira Shimizu, Tasuku Honjo, and ITkuo Konishi
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Fig Z Best overall responses in all patients in two cohorts with anti-
programmed death 1 (PD-1) antibody. The blue lines represent the 1-mgfkg
cohaort, and the gold lines represent the 3-mgfkg cohart. (A) Duration of best
overall responses and changes in target lesions from baseline in 20 patients who
received anti-PD-1 antibody at a dose of 1.0 or 3.0 mgfkg every 2 weeks. Two
patients with a complete response [CR; [*] one patient with lymph node
metastasis evaluated as CR after anti-PD-1 antibody treatment [Fig 1AL [1]
another patient with peritoneal dissemination evaluated [Fig 1BIl were still
receiving treatment with anti-PD-1 antibody. (B} Changes in target lesions from
baseline in 20 patients. Although four of 20 patients had data below the horizental
dashed lines, three of these four patients were considered to have an objective
response (i, two CRs and oen partial response [PRI). In one patient with
progressive disease (PD) who had a new recurrent lesion, best overall response
was measured as stable disease (5D), although the target lesion had completely
regressed after S0 In three patients who had new recurrent lesions (indicated by
FD*), FD was determined, although the target lesions were measured as SD.
The two horizontal dashed lines mark the thresholds for objective response
(lower line, —30%) and PD (higher line, 20%), according to RECIST {version 1.1).
ME, not evaluable.
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Gynecologic Oncology 152 (2019) 251-258

Contents lists available at ScienceDirect

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Early disease progression and treatment discontinuation in patients with L))

advanced ovarian cancer receiving immune checkpoint blockade
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Julia L. Boland, Qin Zhou, Madhuri Martin, Margaret K. Callahan, Jason Konner,
Roisin E. O'Cearbhaill, Claire F. Friedman, William Tew, Vicky Makker, Rachel N. Grisham,
Martee L. Hensley, Nicholas Zecca, Alexia E. lasonos, Alexandra Snyder, David M. Hyman,

Paul Sabbatini, Carol Aghajanian, Karen A. Cadoo, Dmitriy Zamarin

Gynecologic Oncology 152 (2019) 251-258
https://doi.org/10.1016/j.ygyno.2018.11.025
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Clinical characteristic Multvariate OR* a5% Cl p-Va lue®
Tumaor size
Bulky disease 4494 1.49-1643 0009
[Misease siles
Liver parenchy ma melastases 208 233-2800 0.001
Bone mwsLastases 447 0.78-2562 0093
* Dudds ratios are modeled for early reatment discontinuation.
? pvalues < 0,05 were considered o be stanstcally significant.
\
SELIADEEH L (CEHE T DA F
Clinical characeristic Multivariate OR* 95% Cl p value”
Disease sites
Liver parenchymal metas tases 6.64 221-1992 0,001
Baseline laboratory values
=Median albumin [ 40 E-'-IJL: 0.46 0.16-1.3 0.141
Meutrophil-to-ly mphocyté ratio (MLR)
LT R 354 121-10L31 0021

* udds ratios are modeled for very eady treatment discontinuation.
o

p values < 0,05 were considered to be statistically significant

Boland JL, et al. Gynecologic Oncology 2019;152:251-258
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nature .
medicine

https:///dol.org /10.1038,/541591-020-0856-x

| M) Check for updates |

Elevated serum interleukin-8 is associated with
enhanced intratumor neutrophils and reduced
clinical benefit of immune-checkpoint inhibitors

M5 P1L 8D L& (IIEZEAFRERDIFMNE KT
REF T Y IRA > NAERDERKR{ERDHL & BiE

Kurt A. Schalper, Michael Carleton, Ming Zhou, Tian Chen, Ye Feng, Shu-Pang Huang, Alice M. Walsh,
Vipul Baxi, Dimple Pandya, Timothy Baradet, Darren Locke, Qiuyan Wu, Timothy P. Reilly, Penny
Phillips, Venkata Nagineni, Nicole Gianino, Jianlei Gu, Hongyu Zhao, Jose Luis Perez-Gracia, Miguel
F. Sanmamed and Ignacio Meler

NATURE MEDICINE | VOL 26 | MAY 2020 | 688-692 |
https://doi.org/10.1038/s41591-020-0856-x
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—-Q1 —Q2 —Q3 — Q4

10077 Quartiles
0.75+
2
o
2 050
;2. Range, IL-8 pg/mL
0.25- Q1 (0-9.3)
Q2 (9.3-15
000 | 1 I I 1 I I 1 1 1 I I ( )
0 5 10 15 20 25 30 35 40 45 650 55 Q3 (15-26)
Overall survival (months)?
No. at risk
® Q1 337 318 291 261 223 177 145 26 19 10 1 0
'ﬁ Q2 371 332 290 251 194 142 104 24 15 5 0 0
8 Q3 301 257 217 190 148 109 81 22 15 8 1 0
O Q4 335 221 159 135 94 73 55 13 11 3 0

Extended Data Fig. 9 | Kaplan-Meler analyses to assess overall survival stratified by baseline serum IL-8 levels. Analysis of pooled data from 1,344
patients receiving nivolumab-based therapy in 4 phase 3 trials—including patients with melanoma, renal cell carcinoma, squamous non-small cell lung
cancer, and nonsquamous non-small cell lung cancer—confirmed that elevated baseline serum IL-8 levels were associated with overall survival. This
association was significant after adjustment for baseline tumor burden and tumor programmed death-ligand 1 expression (P <0.001). *0S data from
patients in CheckMate trials —017, —057, —067, —025. IL, interleukin.

NATuRE MEDICINE | VOL 26 | MAY 2020 | 688-692 | https://doi.org/10.1038/s41591-020-0856-x
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Bilusic et al. Journal for ImmunoTherapy of Cancer {2019) 7:240
https://doi.org/10.1186/s40425-019-0706-x Journal for ImmunoTherapy

of Cancer

RESEARCH ARTICLE Open Access

Phase | trial of HuMax-IL8 (BMS-986253), an ®
anti-IL-8 monoclonal antibody, in patients -
with metastatic or unresectable solid

tumors
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Marijo Bilusic, Christopher R. Heery, Julie M. Collins, Renee N. Donahue, Claudia Palena, Ravi A.
Madan, Fatima Karzai, Jennifer L. Marté, Julius Strauss, Margaret E. Gatti-Mays, Jeffrey Schlom and
James L. Gulley

Journal for ImmunoTherapy of Cancer (2019) 7:240
https://doi.org/10.1186/s40425-019-0706-x
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bjh research paper

Pre- and post-serial metagenomic analysis of gut microbiota as
=] a prognostic factor in patients undergoing haematopoietic
stem cell transplantation

Shinsuke Kusakahe,' Kentarn Su mimary
Fulushima,' Tetiuo Maseda,' Daisuke

Motooka. Shota Nak o firo The human gut harbours diverse microorganisms, and gut dyshios has

Fujits.' Takafumi Yokots," Firohiko recently attracied atention beause of its possible imvolvement in vanous
ﬂih‘pﬂm' Kenji Oritani® and Yomra diseases. In particular, the lack of diversity n the gut microbiots has been
Kanakuma' amociated with complications of haematopaietic stem cell transplhmtation
'Ceparmmenr of Hasmamlogy and (H5CT), swch as infectons, acute grafi-verus-host disease and relapse of
Dmeolsgy, Omaka [lniversiry (rradiars primary disease, which lead to 2 poor prognosis. However, few studies have
Schoal of Medicing, *Dieparonanr of serially examined the composition of the intestinal microbiota after HSCT.

Bifeetion Metsgenomicy, Resarch Inaituse In this study, we demonstrated, using next-genemtion sequencing of the
Jor Microbial Dm‘kf""‘* Universiry, hacterial 185 ribosomal RMA gene, combined with uniFrac distance analy
:::" Osaka, Japan ”?mﬁ"'m'"qf sis, that the intestinal microbiota of patients undemmgoing allogensic HSCT
matslagy. | “ ' substantially differed from that of healthy contmls and recipients of autole
hematoal University of Health and | " y )
“'.'f_'j!rd, Narita, Chiba, J'&,MJI Bous lram.'phrlu. Fasa] .um'plﬂ were obvbuined d.alh.- 1J1m||.ghnu|. the climcal
' cimerse, before and after transplantation. Notably, the proportions of Hift

Rexeived 22 April X0 0% accepind for dobacteriom and genern categorioed @ butymte-producing bacteria were
pobiication 17 July 209 significantly lower in patients with allogensic H5CT than in healthy on
Carreipundence: Kentans Fulubina, tmils. Furthermore, among allogensic tmmsplnt recipients, 2 subgmup with
Teprasione sl of Hasmad degy and Oacoiagy, a preserved microbicta compasition showed a benign coume, whereas

Dalca Usiveradty Graduite Sebod of Midicine, patients with a skewal microbiota showed 2 high frapuency of complica
2209, Vit ade (s, Suits, Cuaka S65-0271, tions and mortality afier tmnsplmtation. Thus, we conchude that the stahil

bgn ity of intestinal micrbiota is critically involval in owtcomes of HSCT.
Fomad wlulncbilldon sl chalie-o a jp : :

Eeywords stem  cell transplhntation, gut microbioh,  next-genemtion
seqquencing, uniFrac anahysis, beta-diversity.

Alsgeneic hamatopoietic stem ] transplantation  (allo- Furthermare, the gut miqobiot seves @ a harrier to patho
HELT) is one of the mast potent and curative traatments for gems (Sddrov e al, 2000; Okumara & Takeda, 2007) and
imtractahle haematalogical disorders. In recent years, the out regulates the local and sptemic immunity (Sddrov e al,
anmees of allo-HECT have heen impraved by dinical applica 01, Clkenmara & Takeda, 20168). Tn recent years, rapidly
toms  of wrge-spedfic  antineoplastic  agenis, novel developing next-generation sequencing [NGS) edhnologies
antimimobial drugs, immunomppresants and genstic tests haw enghlsd a comprehensve metagenamic anaysis of the
(Gratwohl o al, 200% Gooley o al, 2010; Horan o al, 2011; human gut micobiome via ewluaion of the baderia 165
Furosasa o al, 21%ah) Nonsthelss, the rdapss of primary mibomomal RN A [fRNA) gene.
disease and treatment-related wxicty stll result in high mor 165 rRNA analysss have recendy revealsd that gut dyshio
tality after dllo-HSCT (D'5ouza & Fretham, 20170 Thus, it i #is i asncated with the astinlogy of saveral immunaolagical
neessary o deveop new therapeutic strategies to overcnme disorders, such as theumatoaid arthrits (Scher o al 2003
these unfawurable svents for a batier outcome. Zhang er al, 2015 Masda o al, 2018), inflammatory bowel
The human gt harbours divers microorganisms which dissase (Andoh o al, 2012, Namoto o af, 2002) and type 1

play significant roles in the host's lfe. The microorganisms diabetes mallits (Giango e al, 200110 Regarding HSCT, the
provide ssmential nutrients to the host, such as vitamins and abnormality in gut micobiota has been shown to kad o
shart-chain  fatty acids, produced by food digestion. dissemination of infedions via the bloodstream [Tawr o al,
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Fig 6. Two-year overall survival rate of
patients with various microbiota characteristics.
Dotted line, overall survival (OS) of patients
with preserved flora composition and diversity
(n = 9) and with altered flora composition but
preserved diversity (n = 1). Solid line, overall
survival of patients with altered microbiota
composition and diversity loss (n = 12).
alloHSCT, allogeneic haematopoietic stem cell
transplantation. *P < 0-05 by logrank test.
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Ovarian carcinoma is caused by multiple factors, but its etiology associated with microbes and infection

. is unknown. Using 165 rRNA high-throughput sequencing methods, the diversity and composition of

: the microbiota from ovarian cancer tissues (25 samples) and normal distal fallopiantube tissues (25

: samples) were analyzed. High-throughput sequencing showed that the diversity and richness indexes

were significantly decreased in ovarian cancer tissues compared to tissves from normal distal fallopian

. tubes. The ratio of the two phyla for Proteobacteria/Firmicutes was notably increased in ovarian

: cancer, which revealed that microbial composition change might be associated with the process of

: ovarian cancer development. In addition, transcriptome-sequencing (RNA-seq) analyses suggested

. that the transcriptional profiles were statistically different between ovarian carcinoma and normal

¢ distalfall opiantubes. Moreover, a set of genes induding 8% different inflammation-associated or
immune-associated genes, which had been named as the human antibacterial-response genes were
also modulated expression. Therefore, we hypothesize that the microbial composition change, asa
novel risk factor, may be involving the initiation and progression of ovarian cancer via influencing and
regulating the local immune microenvironment of fallopian tubes except for regular pathways.
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Scientific RepoRts | (2019) 9:1691 | https://doi.org/10.1038/s41598-018-38031-2
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AACR CONFERENCE ON THE SCIENCE OF CANCER HEALTH DISPARITIES

A Microbiome Target in Endometrial
Cancer

BY WARREN FROELICH

that African-American women with endometrial cancer ex-

hibit a distinct microbiome signature from their non-Hispanic
White counterparts, potentially explaining the large survival dis-
parity experienced by these two groups. The differences not only
include mix and type of bacteria found in endometrial tumors, but
also two enzymes and several metabolic pathways expressed accord-
ing to race.

“These pathways are worthy of further exploration as potential
microbiome-related targets in the prevention and treatment of endo-
metrial cancer,” said Gabrielle Hawkins, MD, a fellow in gynecologic
oncology at the University of North Carolina (UNC) Department of
Obstetrics and Gynecology, who presented the findings during the vir-
tual meeting on the Science of Cancer Health Disparities, held by the
American Association for Cancer Research (AACR).

R esearchers from the University of North Carolina have found

Oncology Times

Research Overview

To answer this question, Hawkins and colleagues pulled together
two cohorts of women with endometrial cancer, one from UNC
and another from the publicly available Cancer Genome Atlas da-
taset (TCGA). Women included in both cohorts were post-meno-
pausal, obese and non-obese, African-American and non-Hispanic
White, undergoing hysterectomy for management of stage I endo-
metrioid endometrial cancer, the most commen type comprising
80 percent of all endometrial cancers. Patients were excluded if
they had documented use of antibiotics during 3 months prior to
hysterectomy.

Median age from the UNC or institutional cohort was 65 for
African-American women and 64 for non-Hispanic White women; the
median BMI for African-American women was 36, and 35 for non-
Hispanic White women. Tumor grade was distributed evenly both

December 5, 2020 p.30, 38
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Cancer research global network, it's strategic model and operation
model
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Network management ECRIN(EU)
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Asia ARO Network
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ECRIN Data Centre
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Rare Cancer
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Clinical Trial Network
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Operation Model of Gynecologic Oncology

_ 7/7A@§
EFRH v kD
ERAREA T SENE
o e

i A
SERAAZE - i , -
¢&ﬁ% o 4% J& e TR

ﬁn%@

Hff 2% 14 B

2020

ﬁ%%@

EL

EL S

kT —4 /
smises

o M of 55 50 2 SR

ﬁ%%@

B 2o RS ..
Bt 72 1 RS
- wan |

_ /

2021/4/23 %73@5&&%?%%‘)5&%

o S,
f LHSI %
5\6‘ 5

88



Learning Health Society

S
~ Solution for disease control

g LHSI J’?@

N
2020

BEER
__ BAI=SREW

-
>
&f

e

A

91Ny

2021/4/23

F73EIHERFIMERES



Q&P“h Socie,

@
W
: - "
2020

RBEDERICHIZD

FREREIF (REFILERKE)
?ea%&ﬁﬁﬁﬁb%l(ﬁfﬂiﬁ—?—[—? B)
EAEMEBR(EREESERAE)

SHEFE— g (ERT I R— g ithEE> 5 —)
INSERNEL(E L)

AR FR(EL)

ERMNEFER(EL)

HMEEK (LHSHAZTFT)

EHAEFRFRIN=EMCL)

DHITBSH LF T

2021/4/23 s$E730HERFEMESES 90



2021/4/23

a7

LEE TR | T2 %
2 E

to- be continued —

arng,,
-
I
]
o™

91



