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J Clin Oncol. 2017;35(33):3753-3759
Cockecroft-Gault
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24
o a
GFR b
2001 43 1 1-
19
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Cockcroft-Gault
CCr 140 X kg [ 72x mg/dL
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PK PD
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J Clin Oncol. 2017;35(33):3753-3759
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New York Heart Association Functional
Classification
J Clin Oncol. 2017;35(33):3753-3759
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5.1 URL
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Simple randomization
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Southwest Oncology Group SWOG

14
15

6.3. 1
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http://www.pmda.go.jp/PmdaSearch/iyakuSearch/

13.XX.
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13.8.
6.1.1.
1 X
3 1 3 X 4 1
/ /
+ kg + %
kg %
O
1 4
5-FU 800 mg/m? civ dayl 5
CDDP 80 mg/m? div day 1
5-FU 50 mg/body 1 mL CDDP 1
mg/body 2 mL 5-FU 815 mg 800 mg CDDP
80.5 mg 80 mg
Web Entry System
*+ 5kg
5kg
+ 5kg
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6.1.2.
1
U 1 day 1
i} 14
i
i} 5
u 1 2 4
2 6
U 5
1 6
2
1 1
i 1 2Gy 1 1 5 30 60 Gy
U 42 63
U 2
U / 6
v 1
U /
CT 60 Gy 6.1.2.8
3
i 4-10 MV X
i
4
U CT
(%] CT 300 mL 1
CT
i
i
U + 5mm
5 CT
CT
i
1] CT CT
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/]
FOV
10/] 3 mm IMRT CT 2.5 mm
1.25 mm
1]
1
2
CT CT CT
CT
CT
/]
1
2
JASTRO 2012 6 18
6 target volume
gross tumor volume: GTV clinical target volume: CTV
internal target volume: ITV planning target volume: PTV
GTV CTV ITV PTV
gross tumor volume: GTV
CT GTVprimary GTVnode
CT 10 mm PET
GTVnode
clinical target volume: CTV
GTVprimary  subclinical extension 5mm CTVprimary
0 5mm CTVnode CTVv
GTVnode CTV
internal target volume: ITV
CTV ITV
planning target volume: PTV
PTV ITvV setup margin:
SM SM ITV 3 SM 3 5mm
7 organ at risk: OAR planning organ at risk volume: PRV
OAR OAR planning organ at
risk volume: PRV
6.1.2.7
SpinalCord
PRV SpinalCord_03 3mm
Lungs-GTV GTv
Esophagus
XX G
PRV Esophagus_05 y 5 mm
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A_Coronary
External 5mm
PRV 05 S mm
8
a
PTV Dso%
PTV
b
6.1.2.8
PTV PTV_Eval
CTV PTV_Eval
Do.03 cc
6.1.2.8
(
Dmax XX% XX%
PTV PTV Dso% WW Gy XX Gy
XX Gy YY G
YY Gy ZZ Gy
Di% XX Gy XX Gy YY Gy
PTV_Eval Dogw | XX Gy XX Gy YY Gy
PTV
CTV CTV Do | XX Gy XX Gy YY Gy
SpinalCord Dmax XX Gy YY Gy
Lungs V XX% YY%
Gy
Esophagus Dmax XX Gy YY Gy
c
Superposition
2%
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3mm IMRT 2mm
1 mm *

* JASTRO QA 2016 JASTRO 2020

9
3D-CRT 1 IMRT
CT MV-CT CT CT CT CT
kv EPID electronic portal imaging device

10 IMRT

IMRT IMRT

IMRT
IMRT 1-3 JCOG
IMRT JCOG

JCOG

1 IMRT

2 JCOG IMRT

3 M IMRT 5

JCOG IMRT
IMRT JCOG
11
12
16.6.
6.1.3.
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6.2.
/ /
/
o)
RECIST
RECIST
CR/PR/SD/PD
3
6.2.1.
1 o XX Gy o day 8
6.2.2.
1
1
PD
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PR

JCOG

CR/PR/SD/PD

PD

PR
PD
Grade 4
CTCAE v5.0-JCOG
CD4
(@]
6.3.
6.2.2.5
version3.6
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6.3.
Grade

6.3.1.
6.3.2.
6.3.3. /
6.3.4.

hold/suspend/halt discontinue temporally
terminate discontinue permanently

skip

complete

delay

terminate

hold/suspend/halt
1

hold/suspend

WBC 2,000 mm? WBC 2,000 mm?

skip

CTCAEV5.0

CTCAEV5.0-JCOG
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CTCAEV5.0-JCOG
6.3.
1
Grade Grade
“decision tree”
decision tree tree
tree /
/
/
ANC Absolute Neutrophil Count JCOG
o % o %
o %
JCOG
Grade 0 PaO.> 10 torr
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6.3.1.
1

50 mg/m?
25 mg/m?

day 1, 8, 29, 36
day 1, 8, 29, 36

50 mg/m?
35 mg/m?
25 mg/m?

day 1-5, 29-33
day 1-5, 29-33
day 1-5, 29-33

6.3.X.

6.3.X.

1,200 /mm3

7.5x 10* /mm?3

1.5 mg/dL

Grade 0-2

Grade 0-1

AST

100 IU/L

ALT

100 IU/L

Grade 3

CTCAE v5.0
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CTCAE v5.0
CTCAE V5.0 Grade 1 Grade 2
Term

Grade 3 Grade 4

Grade 1 Grade 2

Grade
1 Grade?2 grading

Grade 2
Grade 3

grading

Grade 1 Grade 2

"nearest match”

Grade 1
Grade 2
Grade 2
Grade 3
Grade 3
1 2
2
6.3.X
500 /mm3 1
5.0x 10 /mm?3 1
1.5 mg/ml 1
ALT 100 IU/L 1
AST 100 IU/L 1
Grade 3 1
Grade 3 1
6.3.2.
16.6.
XXX-XXXX XX XX XX 1-11
TEL XX-XXXX-XXXX
FAX XX-XXXX-XXXX
E-mail XxXxxxx@xxXx.XX.XX
JCOG version3.6
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6.4.
G-CSF
6.4.1.
1 HBs
HBs B HBV
reactivation B
3
HBV-DNA
1 HBV-DNA
HBV-DNA PCR
HBe HBe B 3
14/] 0.5 mg
17/] 300 mg
1] 25mg
1
12 HBs
12
12
1
1. 2
2. HBV-DNA
3. HBe
2
1.
2.
3.
B 3
2 2
mL/min
50 05mg 1 1
30 50 05mg 2 1
10 30 05mg 3 1
10 05mg 7 1
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6.0% 4.5% 3.7% 3.0% 1.5% 3.0%
2.2% 14.2% 3.0% AST
3.7% ALT 3.7% 6.0% 10.4%
23.1% 6.7% 4.5%
3.0% 8.2%
1 300mg
mL/min
50 300mg 1
30 50 300mg 2
10 30 300mg 3 4
300mg 7
12 300 mg
10
mL/min
AST ALT
version3.6 43/153
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1 HBV-DNA AST ALT
2 HBs HBc and/or HBs
1 HBV-DNA HBV-DNA PCR
i HBV-DNA 20 1U/mL 1.3log IU/mL
HBs HBc HBs
HBV-DNA
HBV
HBV-DNA 20 1U/mL 1.3log IU/mL HBs HBV
B 3
HBs HBV
HBs
1 HBs
HBV-DNA
1 HBs
HBs
1] 0.5mg
14/] 300 mg
1] 25mg
12 12
HBV-DNA
HBV-DNA 20 IU/mL 1.3 log IU/mL
1. 12
2. HBV-DNA
3. HBs HB
4, ALT HBV ALT
B 3
2 2
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mL/min
50 05mg 1 1
30 50 05mg 2 1
10 30 05mg 3 1
10 05mg 7 1
6.0% 4.5% 3.7% 3.0% 1.5% 3.0%
2.2% 14.2% 3.0% AST
3.7% ALT 3.7% 6.0% 10.4%
10.4% 6.0% 23.1% BUN 6.7%
4.5% 3.0% 8.2% 0.7%
1 300mg 1 1
mL/min
50 300mg 1 1
30 50 300mg 2 1
10 30 300mg 3 4
300mg 7 1
12 300 mg
10
mL/min
AST ALT -GTP 7 4.9% 4 2.8%
3 21% 2 1.4%
1 25mg 1 1
mL/min
15 25mg 1 1
15
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1% ALT
0.5% 1%
HBV-DNA
4 HBV-DNA AST ALT
HBV-DNA 201U/mL 1.3log IU/mL 4-12
1 4 HBV-DNA AST ALT
HBV-DNA 20 IU/mL 1.3 log IU/mL

i HBV-DNA 20 1U/mL 1.31og IU/mL

HBV-DNA AST ALT 20 IU/mL 1.3 log IU/mL
B 3
HBV-DNA HBs
a. b.
HBV-DNA
a. +
12 4 HBV-DNA
HBV-DNA 20 IU/mL 1.3 log IU/mL B 3
b. a
a.
12 4-12 HBV-DNA
HBV-DNA 20 IU/mL 1.3 log IU/mL B 3
HBs
1 1U/mL HBV DNA 20 IU/mL 1.3 log IU/mL
6.4.1.2 i HBV-DNA  201U/mL 1.3log IU/mL
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6.4.2, /
6.4.3.
1
IDSA
2002 2010 JSMO 2012 ASCO 2013
JSMO JSMO FN
FN
FN JSMO
FN
a 500/mms3 1,000/mm3 48 500/mms3
375 38.0
b Multinational Association for Supportive Care in Cancer MASCC
1
c BUN
2
1
1
X
d FN
120
72
a
/
b 34
500/mm?
c 4-7
d 100/mm?3 7
G-CSF
FN G-CSF 6.4.5.3 G-CSF

1 Multinational Association for Supportive Care in Cancer MASCC

FN

]
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* 3 1
* 5
* 5
* 3
5
4
4
3
3
60 2
26 21 20
2 20 FN
] 16
2
FN JSMO
A B
JSMO
3
6.4.3.
JCoG 50 Gy
1
2
6.4.4.
1
2
1
2
6.4.5. granulocyte-colony stimulating factor G-CSF
G-CSF
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2013 12 21 JCOG
G-CSF
G-CSF
1 G-CSF
G-CSF
G-CSF G-CSF 2013
JSMO JSMO FEN 2012
G-CSF G-CSF 2013 JSMO
FN FN 3
1
G-CSF
G-CSF
FN JSMO FN
G-CSF 2013
20% A A
10% 20% B B
10% D C1
A
B
C1
D
G-CSF 2013 20%
ASCO EORTC NCCN
FN 20% G-CSF
FN 20% G-CSF 2013
G-CSF FN 10-20%
FN FN
G-CSF 2013 ASCO EORTC NCCN
JSMO FN 4
FN
ASCO EORTC NCCN JSMO
65 65 65 65
PS PS
FN
FN
FN
JCOG version3.6
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JCOG
2 7
FN
FN
° 20% /e
10-20% G-CSF
2013 JSMO FN G-CSF
1
20% G-CSF 2013
JSMO FN G-CSF
G-CSF
G-CSF G-CSF
G-CSF
2
° 20% / 10-
20%
G-CSF 2013 JSMO
FN G-CSF
G-CSF
G-CSF ° e
G-CSF
JSMO
65
1 2 3
Performance Status
ANC 100/u L 7
5 30
mL/min
3
G-CSF
G-CSF
JSMO
65
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1 2 3
Performance Status
ANC 100/u L 7
30
mL/min
6.4.5. G-CSF
1
2
2
2
24
3.6 mg 1 1
50u g/m* 1 1 100p g/m*> 1 1
lug/kg 1 1 2ug/kg 1 1
2ug/kg 1 1 5ug/kg 1 1
5,000/mm?®
2,000/mm?®
1 14
24
G-CSF 2013 Ver.2
2 3 24
1 1
2
FN 10%
° 20% / 10-
20%
G-CSF 2013 JSMO FN
G-CSF
[ )
1 1
14 24
FN 10%
° 10% G-CSF 2013
JSMO FN G-CSF
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G-CSF
G-CSF
2 G-CSF
G-CSF
G-CSF G-CSF 2013
JSMO JSMO FN 2012
G-CSF
1 FN
G-CSF
2
G-CSF JCOG
1
G-CSF
2
G-CSF
FN G-CSF
G-CSF
FN FN G-CSF
G-CSF
65
1 2 3
Performance Status
ANC  100/p L 7
5 30 mL/min
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G-CSF
1
24
1,000/mm®
3.6 mg 1 1
50p g/m* 1 1 100p o/m?> 1 1
lyg/kg 1 1 2ug/kg 1 1
2ug/kg 1 1 5ug/kg 1 1
5,000/mm?
2,000/mm?
1 14
24
G-CSF 2013 Ver.2
2 24
1 1
G-CSF
G-CSF
G-CSF
® 000
G-CSF
3 G-CSF
G-CSF
G-CSF
1,000/mm3 38.0
500/mm?3
gm? 1 1 gm? 1 1
gkg 1 1 gkg 1 1
gkg 1 1 gkg 1 1
5,000/mm3
2,000/mm3
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6.5.

JCOG

Cross over
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7.
7.4.
]
711
http:/mww.pmda.go.jp/PmdaSearch/iyakuSearch/
7.1.2.
JCOG
Grade %
7.1.3.
1 2 30 3 31
30
31
30 31
1
1 CPK 1 1 1
1 2 3 4
1
2
3
4
2
3 4 30
4 30 31
4 31
714,
90 91
1
2
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7.1.5.
1
2
7.1.6. A 11
711, 7.1.5.
Il
717 B 11
7.1.8. Il
7.2. /
/ v5.0 JCOG NCI-Common
Terminology Criteria for Adverse Events v5.0 CTCAE v5.0 CTCAE v5.0-JCOG
CTCAE v5.0-JCOG Grade
JCOG JCOG
JCOG http://www.jcog.jp/doctor/tool/kijun.html
7.21. grading
grading Grade 0 4 grading
nearest match Grade Grade
grading highest grade
Grade grading
what was actually done
what should be done grading
original NCI-CTCAE Grade 5
Grade 5
Grade %Grade 4 %Grade 5
Grade 4 Grade 5 CRF
Grade 5 Grade 4
Grade 5
8.2. 8.3.
CRF Grade Grade
Grade 3 Grade 3/2/1
24 10.1.3
Grade Grade
CRF Grade
CTCAE Adverse Event
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JCOG
30
grading
31
definite, probable, possible

/ CRF Grade
1
Grade 3 Il 1 Grade 2
Grade 1

7.2.2

“definite probable possible unlikely unrelated” 5
“definite probable possible”
“unlikely unrelated” 7.2.2.
Grade 10.1.
10.2.

“definite probable possible unlikely unrelated” 5
“definite probable possible”
“unlikely unrelated” 7.2.2.
Grade 10.1.
10.2.

JCOG National Cancer Institute NCI
NCI GUIDELINES FOR INVESTIGATORS:ADVERSE EVENT REPORTING REQUIREMENTS
FOR DCTD CTEP AND CIP AND DCP INDs AND IDEs definite

probable possible unlikely un related 5 definite probable possible
unlikely unrelated

cannot be ruled out
reasonable possibility 2

JCOG
“reasonable possibility”

“possible”
“unlikely” 94 JCOG 2016 3 12
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7.2.2.
definite The AE is clearly related to the intervention
/
probable The AE is likely related to the intervention
/
possible The AE may be related to the intervention
plausible /
unlikely The AE is doubtfully related to the intervention
/
plausible
unrelated The AE is clearly NOT related to the intervention
/
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8.
3
CRF
8.2.1. 8.2.2. 8.2.
/
CT CT CT
CT
RECIST
O O
CEA CA19-9 CAl25
ANC Absolute Neutrophil Count
ANC
4.0 g/dL
Crit Rev Clin Lab Sci 1984 21 1 51-97
mg/dL mg/dL 4 x 0.8
JCOG
15
8.1.
7 14 28 7 1
JCOG
28 day O day -28
8.1.1.

1
2
3

1B C JCOG
HBs
HBs HBc HBs HCV

HBs HBc HB HBV-DNA HBe HBe
HBc HBs 1 HBV-DNA
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HBs
HBs HBc HB HCV
HBc HBs 1 HBV-DNA 6.4.1
2
1
2
3
1
4
1
2
3 ER -/+/2+/3+ PgR -/+/2+/3+
8.1.2. 112 56 128
8.1.3. 56
8.1.4. 28
56 28
28 56
1 CT
1 CT CT
CT CT
MRI
2 12
3 FEV1.0% %VC
2 CT MRI
1 CT CT
CT CT
MRI
2 MRI CT/ MRI CT
CT
T1 T2 FLAIR axial T1 axial coronal
MRI CT
MRI
3 12
4 FEV1.0% %VC
3CT
1 CT CT
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CT CT
MRI
2 12
3 FEV1.0% %VC
4
8.1.5. 14
8.1.6. 7
14 7
1 PS ECOG
2 ANC
3 AST ALT CRP
4 CEA CA19-9
1 PS ECOG
2 ANC
3 AST ALT ALP LDH
CRP CRP FBS
mg/dL mg/dL 4 x 0.8
4 CEA CA19-9
Cockcroft-Gault
1 PS ECOG
2 ANC
3 AST ALT CRP
4 CEA CA19-9
5 SpO2
8.2,
6 4 x6 24 3 x9 27
1
A 3 4
B 6 7
2
2
1
2
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8.3.
CR/PR/SD
B.3.1. 1
eCRF CTCAE grading
ALP LDH CRP CTCAE grading eCRF
clinical practice
CRP
1 PS
2 ANC
3 AST ALT
4 eCRF ALP LDH CRP
5 CTCAE v5.0-JCOG
20
C-D 15%2
B.3.2 X
Cockceroft-Gault
B.3.3.
11.1.5.
4 6 8 11.X.
1 CT
2 CT
3 MRI CT
4 CEA CA19-9
CT CT
MRI
84.

/
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30

90 91
7

8.4.1.

1

X o
X XX

1 PS

2 ANC

3 AST ALT

4 CTCAE v5.0-JCOG

2

PS
8.4.2.
/ /
PS / /
11.1.5.

1

2

3 /

PS

8.4.3.

time-to-event
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11.3.X.
PFS

RFS

11.3.X.

11.3.X.

o CRF

JCOG

version3.6
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8.5.
1
8.1. 8.3.
3
1 10| 11| 12
PS
CCr
HBs HBc
HBs HCV
X
CT/MRI
CT/MRI
CRF
HBc HBs HBV-DNA
(@]
(@]
014 14
028 28
4 1
A 24 12 1
3 1
o 15 1
O
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9.
9.1. Case Report Form CRF
9.1.1. CRF
CRF I Il
CRF
CRF
CRF
1
2 /
3
4 /
5
CRF JCOG Web Entry System
Electronic Data Capture EDC
14.1.2. CRF
CRF
9.1.2, CRF
CRF
CRF EDC CRF
9.1.3. CRF
CRF 8.
CRF
CRF
9.2
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10.
29 16 30 17
/
D JCOG 2
1 http://mww.mhlw.go.jp/stf/seisakunitsuite/bunya/0000163417.html
2 http://mww.jcog.jp/doctor/todo/researcher/harmfulness.html
10.1.
1
2
3
4
5
6 1 5
7
1
30
31 definite
probable possible
2
30 Grade 4 10.1.
31 Grade 4 10.1.
definite probable possible
3 1
2
30 Grade 3/2/1
24 1 10.1.
31 Grade 3/2/1 24
1
definite probable possible 10.1.
1 24
2 7
4 5
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MDS Myelodysplastic

syndrome
61 5
7
1

10.1.

SOC CTCAE V5.0 AE term
CD4
GGT
SOC System Organ Class
10.2.
10.2.1.
10.1.
1101.1 2
72 JCOG
/
JCOG
/
2 10.1. 3
10.1.4 7
10 JCOG
/
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3
JCOG
10.2.1.
Grade 1-3 Grade 4
72
10 -
30
72
10 7
*10.1. 4 5 61 5
7.
10.2.1.
Grade 1-3 Grade 4
72
10 10 -
30
72
10 10 -
*10.1. 4 5 61 5
7.
10.2.2.
10.3. /
10.3.1.
JCOG
10.3.2. JCOG
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1 / JCOG

/ 10.21.1 2

72
JCOG
JCOG
/
1021.1 2
2
JCOG
/
/ JCOG
/ JCOG
/ JCOG
/ JCOG
Grade 1-3 Grade 4
15 15 7 15 7
7.
/ JCOG
Grade 1-3 Grade 4
30 15 30 15 15 15
7.
3
/
JCOG
10.5.
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/ JCOG
Grade 1-3 Grade 4
15 7 7
7.
4
/
JCOG
JCOG
10.3.3.
/
/
10.3.4.
10.4.
/
10.5.
JCOG 10.3.2. /
JCOG JCOG
JCOG JCOG
10.3.2.
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XXX

10.

2018 3 31

2018
2018
2018 4 1

w

31

N
H

2021 6 30

2021 6 30

JCTN- JCOG

JCOG

1  http://Iwww.pmda.go.jp/safety/reports/hcp/pmd-act/0003.html
https://mww.mhlw.go.jp/stf/seisakunitsuite/bunya/hokabunya/kenkyujigyou/i-
kenkyu/index.html

N

10.1.

~N o o~ WN PP

30

31
probable possible

30 Grade 4

definite

10.1.
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31 Grade 4 10.1.
definite probable possible
3 1
2
30 Grade 3/2/1
24 1 10.1.
31 Grade 3/2/1 24

1

definite probable possible 10.1.

1 24
2 7
4 5
MDS Myelodysplastic
syndrome
61 5
7
1
10.1.
SOC CTCAE V5.0 AE term

CD4
GGT

SOC System Organ Class

10.2.
10.2.1.
10.1.
1101.1 2
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72 JCOG
JCOG
2 10.1. 3)
10.1.4 7
10 JCOG
3
JCOG
10.2.1.
Grade 1-3 Grade 4
72
10 -
30
72
10 7
*10.1. 4 5 61 5
7
7.
10.2.2.
10.2.3.
68 10 2
10.3.
10.3.1.
JCOG
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10.3.2.

10.3.2.

10. 1.1

JCOG

10.1.1

Grade 1-3

Grade 4

15

30

15

15

15

JCOG

10.3.3.

10.3.4.
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104,

definite, probable, possible

10.5.
10.3.2.
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11. RECISTv1.1
11.1.

New response evaluation criteria in solid tumours Revised
RECIST guideline version 1.1 RECIST
RECIST

RECISTv1.1 Eisenhauer E.A. et al., New response evaluation criteria in solid tumours:
Revised RECIST guideline version 1.1 . European Journal of Cancer 45 2009 228-247

RECISTv1.1 11.1.12. IRECIST
IRECIST RECIST working group
RECISTv1.1 IRECIST IRECIST
IRECIST RECISTv1.1
PD Progressive Disease confirmation
IRECIST RECISTv1.1 PD iUPD immune unconfirmed
progressive disease IRECIST
PD iICPD immune confirmed progressive disease
IRECIST iUPD
RECISTv1.1
iCPD iUPD PD iCPD
iRECIST
IRECIST
RECISTv1.1 IiRECIST
iUPD iCPD
IRECIST Seymour L, et al. IRECIST: guidelines for response criteria for use in trials testing
immunotherapeutics. Lancet Oncol 2017; 18: e143-52
RECIST
version 1.1— JCOG — Revised RECIST guideline version1.1 X
/

RECISTv1.1 IRECIST Seymour L, et al.
IRECIST: guidelines for response criteria for use in trials testing immunotherapeutics. Lancet Oncol 2017;
18: e143-52

RECISTv1.0
RECISTv1.1
RECIST

CR/PR/SD/PD
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PD

Progressive Disease

PD i
i RECIST
i Cooperative Group PD
3
PD
6.2.2.
PD
informative censoring
RECISTv1.1 PD unequivocal
progression
PD “
” “unequivocal progression”
PD
JCOG PD
PFS
A
| |
/ N
11.1 PD
NE
CA19-9 CEA
non-CR/non-PD
CR PR
PD
CA12-5 PSA
PD
11.1.
PD PD PD PD PD
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11.1.1.
8.1. CT 5 mm CT 5 mm
CT 5
mm
CT 3
28
XXXX XXXX
3
CT MRI
CT 3 MRI
CT 5mm 2
MRI CT
11.1.2.
measurable lesion
1
5mm CT MRl - MRI 10 mm
5 mm CT MRI -MRI
2
2 5mm CT 15 mm
10 mm 15 mm 10 mm
3 X 20 mm
4 10 mm
1- CT 3
non-measurable lesion
1 -
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11.1.3.

5 1 2 target lesion

reproducible repeated measurement

mm
25.252 mm 25.3 mm
1 1
2 1
JCOG
JCOG
5 1 2 target lesion

reproducible repeated measurement

11.1.4.
non-target lesion

11.1.5.

CR/PR/SD
IRECIST iUPD PD 4
5 PD

6.2.2.
CR/PR/SD

JCOG version3.6 80/153



- JCOGXXXX ver. X.X.X

10 mm
RECISTv1.1
JCOG 4 6 8
4.5.
6
8 3 4
2
iIRECIST 6 12 RECISTv1.1 6
8 RECISTv1.1 IRECIST
iUPD immune Unconfirmed Progressive Disease
iICPD immune Confirmed Progressive Disease
4 8 iCPD
8 8 iUPD 12 iCPD
iCPD 16 24
11.1.6.
CR _Complete Response
10 mm
Omm
CR CR PD CR 10
mm 20% 5 mm
CR
FDG-PET
CT FDG-PET
CR FDG-PET
CR
PR Partial Response
30%
PD_Progressive Disease
20% 5mm

SD Stable Disease
PR PD
NE Not all Evaluated

CR PR PD SD

x 100%

x 100%
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5 mm
too small to measure CT
0 mm
5mm
PR PD PD
1
SD Stable Disease RECIST PR
PD PD
11.1.7.
CR Complete Response
10 mm
CA19-9 CEA
FDG-PET
CT FDG-PET
CR FDG-PET
CR
Non-CR/non-PD CR/ PD
1 10 mm /
CA19-9 CEA
PD Progressive Disease
SD PR
SD PR
Non-CR/non-PD
20% 73%
PD

NE Not all Evaluated

RECISTv1.1 4.3.4.

SD PR

SD
PD

CR Non-CR/non-PD PD

PR
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1
PD
73%
20%
PD
substantial
11.1.8.
1
CR
PD PR SD
1 PD
PD PD
2
1
CT MRI
CT MRI
2 RECISTv1.1 PD
JCOG PD
FDG-PET
FDG-PET FDG-PET FDG
2 FDG 3
FDG-PET FDG-PET FDG-PET
FDG-PET CT MRI
4
3 FDG-PET
4 FDG-PET 3
11.1.9. Overall Response

Overall response
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11.1.9.a 8
4 8
11.1.9.a
CR CR CR
CR Non-CR/non-PD PR
CR PR
PR Non-PD or PR
SD Non-PD or SD
Non-PD NE
PD or PD
PD or PD
PD
11.1.9.b
CR CR
Non-CR/non-PD Non-CR/non-PD
NE
PD or PD
PD
11.1.10. Best Overall Response confirmation
primary endpoint PR
CR confirmation
overall response CR PR SD PD NE
Best Overall
Response CR PR SD PD NE
CR _Complete Response
4 28 CR
2 CR CR CR
PR Partial Response
4 28 PR CR PR
2 PR PR PR
SD Stable Disease
CR 8
PD SD
1 6
6 1 8 1
6 8 SD

PD Progressive Disease

CR PR SD

NE_ Not Evaluable

NE

PD

JCOG

version3.6
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11.1.10.
PR CR SD PD SD
PR CR SD NE SD
PR CR PD - PD
PR CR NE NE NE
PR CR NE SD SD
SD PD - PD
SD SD PD SD
SD NE PD PD
NE NE PD PD
NE NE NE NE
NE NE PD PD
11.1.11. Best Overall Response confirmation
confirmation
CR PR confirmation
CR PR SD PD NE
SD SD
4 SD 8 PD PD
SD NE
PD
NE
6 8 1 3 6
6 1 4 8 1 4
6 SD
SD
iRECIST
IRECIST
IRECIST RECIST RECIST
RECIST PD IRECIST RECIST PD
IRECIST iUPD immune unconfirmed progressive disease
11.1.12. 11.1.17. IRECIST iCPD immune confirmed
progressive disease
11.1.12. iRECIST
iCR immune Complete Response RECISTv1.l CR
10 mm
0Omm
iCR iCR iUPD/ICPD iCR
10 mm 20% 5
mm iCR
FDG-PET
CT FDG-PET
iCR FDG-PET
iCR

iPR immune Partial Response

RECISTvl.1 PR
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30%
iUPD _immune Unconfirmed Progressive Disease RECISTvl1.1 PD
20% 5mm
iCPD _immune Confirmed Progressive Disease
iUPD iUPD
5mm
iUPD iCR
iPR iSD iCPD
iUPD 5mm
iUPD iCPD
iSD _immune Stable Disease RECISTvl1.l SD
iPR iUPD iCPD

NE Not Evaluable

iCR iPR iUPD iCPD iSD

11.1.13. iIRECIST
iCR immune Complete Response RECISTvl.1 CR

10 mm
CA19-9 CEA

FDG-PET
CT FDG-PET
iCR FDG-PET
CR
Non-iCR/Non-iUPD __iCR/ iUPD RECISTv1l.1  non-CR/non-PD
1 10 mm /
CA19-9 CEA

iUPD immune Unconfirmed Progressive Disease RECISTv1.1 PD

iSD  iPR

iSD  iPR

Non-iCR/non-iPD
20% 73%

iUPD

iCPD _immune Confirmed Progressive Disease
iUPD

iUPD
iCR Non-iCR/non-iUPD iUPD
iCPD
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iUPD
iUPD iCPD
RECISTv1.1
iCPD
NE immune Not all Evaluated RECISTv1.1
iCR Non-iCR/Non-iUPD iUPD iCPD
11.1.14. iIRECIST
11.1.2.
5 1 2
new lesion target 11.1.3.
new lesion non-target 1
iRECIST iUPD iCPD
iUPD immune Unconfirmed Progressive Disease
iCR iPR iSD
iCPD immune Confirmed Progressive Disease
iUPD iUPD
5 mm
iUPD
iUPD iCPD
11.1.15. iRECIST iRECIST Overall Response
IRECIST iIRECIST Overall Response
11.1.15.a 8
11.1.15.b
11.1.15.a
iCR iCR iCR
iCR iCR iPR
iCR Non-iCR/non-iPD or or iPR
iPR iUPD or or iPR
iSD iUPD or or iSD
iUPD NE
iUPD or iUPD
iUPD or iUPD
iUPD iUPD
iUPD
iCPD
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11.1.15.b
iCR iCR
Non-iCR/non-iPD Non-iCR/non-iPD
NE
iUPD iUPD
iUPD iUPD
IRECIST 11.1.15.a 11.1.15.b iUPD
iUPD PD
iUPD iCPD
iCPD
iUPD iUPD iUPD
iSD iUPD
iUPD iUPD
iUPD
iUPD iCPD
iUPD
IRECIST 6 12 iUPD iCPD 4 8
iUPD iCPD iUPD
8 8 iUPD
12 iCPD iCPD
16 24
IRECIST iCPD
iUPD CRF
11.1.16. iRECIST iRECIST Best Overall Response confirmation
primary endpoint IRECIST
iPR iCR confirmation
IRECIST Overall Response iCR iPR iSD iUPD IiCPD NE
iIRECIST Best Overall Response IRECIST
iUPD iCPD
iCR iPR iSD iUPD iCPD NE
iCR immune Complete Response RECISTvl.l CR
4 28 2 iCR
2 iCR iCR iCR
iPR_immune Partial Response RECISTvl.l PR
4 28 2 iPR iCR/IPR
2 iPR iPR
iPR
iSD_immune Stable Disease RECISTvl1.1 SD
iCR iPR 8
iUPD 1 iSD
RECIST
iUPD immune Unconfirmed Progressive Disease RECISTv1.l PD
iCR iPR iSD iCPD iUPD
iUPD iCPD
iCPD_immune Confirmed Progressive Disease
iCR iPR iSD iCPD
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NE Not Evaluable

NE
11.1.17. iRECIST iIRECIST Best Overall Response confirmation
confirmation
iICR iPR confirmation
IRECIST Overall Response iCR iPR iSD iUPD IiCPD NE
IRECIST Best Overall Response
iUPD iCPD
iUPD
iSD 8 iSD
4 iSD 8 iUPD
iUPD iSD NE
iUPD
NE
RECIST
11.1.11. iRECIST
1 2 3 4 5
. iCR, iPR, iUPD, | IiCR, iPR, iUPD, | . . .
iICR NE NE iUPD iICPD iICR
. : : . iCR, iPR, iSD, |iCR, iPR, iSD, .
iUPD iPR, iSD, NE iCR iUPD, NE iUPD, iCPD, NE iCR
. . iPR, iSD, iUPD, | iPR, iSD, iUPD, | iPR, iSD, iUPD, :
IUPD PR NE iCPD, NE iCPD, NE IPR
. : . iPR, iSD, iUPD, | iPR, iSD, iUPD, :
iUPD iSD, NE iPR NE iCPD, NE iPR
iUPD isD iSD. iUPD, NE iSD, iUPD, iCPD, | iSD, iUPD, ICPD, iSD
NE NE
iUPD iCPD iCPD
iUPD iUPD iCPD iCPD
iUPD NE NE NE NE iUPD
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11.2.

- v
A 4 A 4
A 4 N

11.2.1.

5.1.
"All randomized”
"All registered”
11.2.2.
11.2.3.
JCOG
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JCOG 1999

1.
2.
3.
1 2
SWOG
B A
CT stage I, 11l
stage IV
10 ITT ITT
JCOG ITT
NCCTG NSABP SWOG cooperative group
JCOG
Il promising
01l
80
JCOG 2012 9 15
11.3.
30
time-to-event
Overall survival Progression-free survival
Relapse-free survival Disease-free survival Time to treatment-failure
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Overall survival OS

Progression-free survival PFS

Relapse-free survival RFS

*3

Disease-free survival DFS

*3

Time to Treatment Failure TTF

*1 _

Time to Treatment Failure TTF

*1
*2

*2

*1 /
*2
*3 PFS

RFS

TTF

Time to progression TTP
TTP

competing risk

SWOG

Time to event CRF

11.3.1.

11.3.2.
JCOG

Overall survival

DFS

PFS

Cooperative group

TTP

TTF

PFS Progression-free survival

PFS
TTP

CRF

SWOG

JCOG

JCOG
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progression 11.1.8. PD
PD
PD
PD
progression
PFS R2
R2
11.3.3. iRECIST iPFS modified progression-free survival for
immunotherapies
RECIST PFS i PFS
PFS
iCPD
iUPD iCPD
iUPD
progression
iPFS
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iPFS
iCPD
iCPD iUPD
iUPD iUPD
iPFS
11.3.4. RFS Relapse-free survival
11.3.2.
JCOG
/ JCOG 2
6 2 /
6
MDS
UICC-TNM R

RX

RO

R1

R2

R2
R1
R1 RO R1
relapse
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R2
R1

11.3.5. DFS Disease-free survival

JCOG

JCOG

DFS

definite

probable
possible

unlikely
not related

DFS

MDS

11.3.5.

DFS

definite probable possible

treatment-related secondary cancer

DFS

DFS

95%

MDS

unlikely not related

JCOG version3.6

95/153



- JCOGXXXX ver. X.X.X

DFS
DFS
relapse
5 95% 4.2. 1 DFS
11.3.6. TTF Time-to-treatment-failure
early discontinuation of protocol treatment TTF
modality
progression 11.1.8. PD
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11.3.7. Response proportion Response rate
primary endpoint

primary endpoint

EDC CRF
2018 4
11 JCOG
11.1.9. CR PR
11.1.9. CR PR
11.3.8. Complete response proportion Complete response rate
11.1.9. CR CR
11.1.9. CR
CR
11.3.9.
8
CTCAE v5.0-JCOG
Grade

AST ALT

JCOG version3.6 97/153



- JCOGXXXX ver. X.X.X

Grade 3 Grade 3/2/1
24 10.1.3
CRF
CTCAE v5.0-JCOG
CD4
90 91
1 2 30 3
31 7
1
JCOG Grade 1
%Any Grade Grade 2 %Grade 2/3/4
Grade 3 %Grade 3/4 Grade 4
%Grade 4
@ JCOG CRF Grade
1 Grade 2 %Any Grade
%Grade 2/3/4
1]
Grade 1 CTCAE CRF
Grade
Grading Grade
/] Grade
Grade GradeO
JCOG Grade
Grade 1
CTCAE CRF
/] JCOG
Grade 3/4 Grade 1/2 %Any Grade
%Grade 2/3/4
11.3.10.
1 Grade 4
11.3.8. CRF
definite, probable, possible Grade 4
1
CTCAE v5.0-JCOG
CD4
2
30
3 TRD
definite, probable, possible
JCOG version3.6 98/153



- JCOGXXXX ver. X.X.X

11.3.11.
7.2.2.
11.3.12. Grade 3 o0o00o0
time-to-event CRF
time-to-event PFS RFS

CTCAE v5.0-JCOG
Grade 3
Grade 5

cumulative incidence function

11.3.13. Grade?2

0Oo0O0O0

time-to-event

TRD

time-to-event

Grade 3
Grade 4
Grade 4 Grade 5
CRF

CTCAE v5.0-JCOG Grade 2
Grade 2
Grade 1

Kaplan-Meier Grade Grade

3 Grade 4 Grade 2

Grade 2 Grade 3 Grade 4

Grade3 Grade4
cumulative

incidence function Grade 2
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2
3
1 3
Response Duration Complete
Response Duration responder
5 3
time-to-event
5
censoring
5
overall survival Progression-free survival
2 3
Greenwood
Cause-specific survival
Progression-free survival Time to progression
TTP local
control rate
competing risk
DFS TTF
JCOG
time-to-event endpoint time-to-event
endpoint
time-to-event endpoint
local relapse free survival
11.3.8.
11.3.9.Grade 4 11.3.10. 11.3.11.
TRD 11.3.12.

%

JCOG
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MDS

Carcinoma in situ
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TRD

Primary cancer
primary cancer

DFS
DFS

definite probable possible

treatment-related secondary cancer
unlikely not related

DFS

definite
probable
possible
unlikely
not related
DFS >
< > >
%
f f f
11.35. DFS
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12.
13.6.
14.1.2. 14.1.3.
11. 12.
12.1.
12.1.1.
decision criteria
0l
XX primary endpoint
A oo B primary endpoint
X X
o O
12.2.-12.4.
1
XX primary endpoint
A oo B primary endpoint
X X
o O
X X
12.2.-12.4.
Il
primary endpoint XX
primary endpoint X X
1
Primary endpoint
Po
12.1.2.
a a
(O] primary endpoint key secondary endpoint
a
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5% 2.5%
5% 10% 5% 2.5%
ICH E9
2.5% 5%
2.5%
5% 5%
5%
95% 5%
20 1
2.5% 40 1
2.5% JCOG 2.5%
5% 20 1 JCOG
5%
2.5%
5%
primary endpoint JCOG
toxic
new
Primary endpoint
primary endpoint
primary endpoint
less toxic
new
primary endpoint
equitoxic
new 2 standard A vs. standard B 2
A A B
B
A B
2
]
I
A
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O O
ICH-E9 2.5%
5%
0l
ICH-E9
2.5% 5%
Il
10%
12.2.
12.2.1. Primary endpoint
1
0l
oof[oovsoo] cofoovs.ool]
[ ]
Kaplan-Meier
Brookmeyer and Crowley Greenwood
JCOG
0l
O O
Cox B A
Wald
B A 1.16
1.16
° Cox
Kaplan-Meier
Brookmeyer and Crowley 95% Greenwood
95%
JCOG
2
0l
Cox
0l
Cox
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3
Cox 95%
XX [ XX
PS 0 1/2
4
I
Cox
Cox
ocofoovsoo] oo [oovs.oo]
Cox
I
Cox
Cox
Cox
Cox
5
11.3.
11.3.
11.3.
NE
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6
“maturity” median follow-up time
JCOG
“mature”
JCOG
25%
75%
= or - +1
12.2.2. Secondary endpoint
secondary endpoints secondary endpoint
1
M
Kaplan-Meier
Brookmeyer and Crowley 95%
Greenwood 95%
I
Kaplan-Meier
Brookmeyer and Crowley 95%
Greenwood 95%
2
I
Cox
95%
I
Cox
95%
3
Cox 95%
XX I XX
PS 0 1/2
4
I
Cox
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95%
Cox
Cox
95%
1
Cox
95%
Cox
Cox
95%
Cox
95%
5
12.2.3. Secondary endpoint
1
Il
Po
Ho Ha
1
Fisher
95%
2
3
95%
XX [ XX
PS 0 1/2
4
12.2.4. Secondary endpoint
secondary endpoint
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g |~ W N

12.3.

secondary endpoints

12.3.1.
i
14.1.

Grade 2

Fisher

12.3.2.
i
14.1.

12.3.3.
I
Grade 4
Grade 4

Fisher

1 Grade 4

Grade 3

Grade 2 Grade 3

Fisher
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12.4.
12.4.1. Dose intensity
1
Dose intensity D.I.
Relative Dose Intensity R.D.I. D.I R.D.
25% 75%
D.l. mg/m?/week / /
A -1 35 +7
B -1 28 + 7
R.D.I. % D.l/ D.l
A
CDDP=60 mg/m? + 5 12 mg/m3/week
B
DOC=40 mg/m? + 4 =10 mg/m?/week
CDDP=60 mg/m? + 4 15 mg/m3/week
S1=80 mg/m?day x 14 day + 7+ 4 40 mg/m?/week
3
Dose intensity D.I.
Relative Dose Intensity R.D.I. D.I R.D.
25% 75%
D.l. mg/m?week / /
3 -1 21 = 7
D.I.
130 mg/m? /3 week
S-1 BSA 1 80 or 100 or 120 mg mg/body x 14 day /3 week
R.D.I. % D.I/ D.L
2
Dose intensity D.I. Relative Dose Intensity R.D.I.
DI 0% D.I R.D.I
25% 75%
Dose intensity D.I. Relative Dose Intensity R.D.I.
DI 0% D.I R.D.I
25% 75%
12.4.2.
1
6.2.1.
2
6.2.1.
6.2.1.
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Cy1i
6.2.1.
Cy1i
12.4.3. EORTC QLQ-C30
1
QOL QOL
QOL
Global health status 11.X.X. QOL
Global health status
11.2.8. QOL
QOL QOL 11.1.4.QOL QOL
QOL Global health status
90 10
QOL 90
cofoovsoo] oofoovsoo] Global health status
B
90 B 1
1 B 3
secondary endpoint
QOL 90
90 1 3
Global health status 90
1 3 5%
2
QOL 1 QOL
GEE Global health status
10
QOL
ocofoovsoo] oofoovs.ooo] Global health status
UN
unstructured
QOL 1 QOL
ocofoovsoo] oofoowvs.
o o] Global health status

Global health status
UN unstructured

QOL 1 QOL
GEE Global health status
10
QOL
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oofoovsoo] oo [oovs.oo]

Global health status

Cs
Compound symmetry
12.5.
interim analysis 1
Il 2 Il “ 7 interim
analysis 1st stage decision
JCOG 2 Il 1st stage decision
12.8.
Il
I
12.5.1.
I
2 1
2
Il
1
I
12.5.2.
I
1
2
20
1
12.7
1 ° 2
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[ ] [ ] [ ]
I
XX
I
XX
/ /
12,5.3.
1 m Lan & DeMets o
a 2.5% 5%
Lan&DeMets a primary
endpoint a O'Brien & Fleming -
Lan KKG, DeMets DL. Discrete sequential boundaries for clinical trials. Biometrika 1983;70
3 :659-663.
2 1 SWOG
a 5%
The Southwest Oncology Group SWOG > Green S, Benedetti J,
Crowley J. Interim Analysis and Data Monitoring Committees. In: Clinical trials in oncology. 2nd ed.
Boca Raton: Chapman & Hall/CRC; 2003. p.97-122. primary endpoint
1 0.005
2 0.005
0.045
12.54.
12.2.1.1 A B primary endpoint

B primary endpoint A

Primary endpoint predictive probability Spiegelhalter -
Spiegelhalter DJ, Freedman LS, Parmar MKB. Applying Bayesian ideas in drug development and
clinical trials. Statistics in Medicine 12:1501-1511, 1993.

1] A B primary endpoint
/] A B primary endpoint 1.0
Primary endpoint conditional power Halperin - Halperin

M, Lan KKG, Ware JH, et al. An aid to data monitoring in long-term clinical trials. Controlled
Clinical Trials 3:311-323, 1982.
/] A B primary endpoint HR=1.0
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1] A B primary endpoint HR=0.XX
1 1
1
12.21.1 A B primary endpoint
A B primary endpoint
1.XX B
B primary endpoint A
A B primary endpoint
2 2
2
12.2.1.1 A B primary endpoint
A B primary endpoint
1.XX B
B primary endpoint A
3
3
Primary endpoint predictive probability Spiegelhalter -
Spiegelhalter DJ, Freedman LS, Parmar MKB. Applying Bayesian ideas in drug development and
clinical trials. Statistics in Medicine 12:1501-1511, 1993.
/] A B primary endpoint
1] A B primary endpoint 1.XX
Primary endpoint conditional power Halperin - Halperin
M, Lan KKG, Ware JH, et al. An aid to data monitoring in long-term clinical trials. Controlled
Clinical Trials 3:311-323, 1982.
1] A B primary endpoint HR=1.XX
1] A B primary endpoint HR=1
Il - 2 stage design SWOG
Southwest Oncology Group SWOG - Green S, Benedetti J, Crowley J.
The design of clinical trials. In: Clinical trials in oncology. 2nd ed. Boca Raton: Chapman & Hall/CRC;
2003. p.41-77.
XX
o
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CRF
CRF review
5% Ha
11.1.9. 11.3.6.
Ha
5%
12.3.2.
1
o0 % XX% [ /
* SWOG 0.02
12.5.5.
I
primary endpoint Primary endpoint
JCOG
5
JCOG

JCOG version3.6 114/153



- JCOGXXXX ver. X.X.X

JCOG
12.6.
12.6.1.
XX 12.1.
primary endpoint secondary endpoints
JCOG
12.6.2,
12.2. 12.3 12.4
12.7.
2.4.3.
1
24.3. A oo % B
% [T1] [T2] «a
5% 80% Schoenfeld & Richter - Schoenfeld DA, Richter JR.
Nomograms for calculating the number of patients needed for a clinical trial with survival as an endpoint.
Biometrics 1982;38 1 :163-170. 1 XXX XXX
[} A o
12.7.
12.7. o
O
A B 75% 80% 85%
o % o % o © o © o o
o % o % o © o © o o
o % o % o © o © o o
XXX XXX
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o 5% 80%
[T1] [T2]
1 [T1+T2+1]
I

24.3. A B XX

XX B A XXX

1.XX

[T1] [T2] 5% 1.XX Schoenfeld &
Richter - Schoenfeld DA, Richter JR. Nomograms for calculating the number of patients

needed for a clinical trial with survival as an endpoint. Biometrics 1982;38 1 :163-170.

XXX XXX o
12.7.
12.7.
X
A B . 75% 80% 85%
XX XX XXX XXX XXX XXX XXX XXX
XX XX XX XXX XXX XXX XXX XXX XXX
XX XX XXX XXX XXX XXX XXX XXX
* B A
80% XXX
XXX 1.XX 75%
XXX XXX
[T1] [T2]
1 [T1+T2+1]
I
2.4.3. XX%
0c% a 10% 90% EEm
XXX
[T1] [T2]
1 [T1+T2+1]

secondary endpoints

JCOG
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Il 1 stage design

2.4.3. XX%
o 10% 90% EE
24.3. [T1]
XXX
[T1] [T2]
1 [T1+T2+1]
Il 2 stage design
2.4.3. XX%
o 10% 90% Southwest Oncology Group SWOG 2
1 2
125.
XXX
[T1] [T2]
1 [T1+T2+1]
12.8.
1 12.8.1.
1
2
3
4
12.8.1.
125.
12.8.2.
%
30
31 Grade 4
%
% % %
%
EMR
EMR pM1-2 1%
2-3% EMR
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3-5% 5%
m %
12.8.3.
12.8.4.
12.8.1. 12.8.3.
12.9.
12.8.
10
10
JCOG
8.X.
X
12.8.
JCOG
8.X.
X
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13.
1341.
1 29
16 2 30 17
1 http://dl.med.or.jp/dl-med/wma/helsinki2013).pdf
2 http://iwww.mhlw.go.jp/stf/seisakunitsuite/bunya/0000163417.html
39
1 29
16 2 30 17
1 http://dl.med.or.jp/dl-med/wma/helsinki2013).pdf
2 http://iwww.mhlw.go.jp/stf/seisakunitsuite/bunya/0000163417.html
JCOG
1
3
1 http://dl.med.or.jp/dl-med/wma/helsinki2013).pdf
2 https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/hokabunya/kenkyujigyou/i-kenkyu/index.html
13.2.
13.21.
1 Helsinki 6 461 2
2 JCOG Helsinki 5 6 10 12 21 22 31
461 17
3 Helsinki 22 31 33 463 4
4 Helsinki 16 18 22 33 461 4
5 Helsinki 16 17 18 46 4
6 Helsinki 15 16 17 18 464 14
PMDA
http://www.pmda.go.jp/PmdaSearch/iyakuSearch/
7 Helsinki 18 22 34 46 18
8 Helsinki 15 22 46 14 16
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9 Helsinki 37 46 15
10 Helsinki11 16 17 18 46 4
11 Helsinki 23 46 18
12 Helsinki8 9 10 14 25 26 27 28 29 465 6 7
13 Helsinki 7 9 24 468 10
14 Helsinki 22 23 36 4612 18
15 Helsinki 34 46 8
JCOG
16 46 8
JRCT JRCT
24 1
Japan Registry of Clinical Trials https://jrct.niph.go.jp/
17 Helsinki8 9 24 461 2 9 13 18
18 Helsinki 16 46 14 18
19 46 14 18
20 Helsinki 24 12 32Q
21 Helsinki 24 12 32Q
22 Helsinki 32 46 11
23 Helsinki 24 12 32Q
24 123
1 Helsinki 6 85
2 JCOG Helsinki5 6 10 12 21 22 31
85
3 Helsinki 22 31 33 85
4 Helsinki 16 18 22 33 85
5 Helsinki 16 17 18 85
6 Helsinki 15 16 17 18 85
7 Helsinki 18 22 34 85
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13.2.2.

10

11

12

13

14
15

16
17
18

19
20
21
22

23

24

JCOG

Helsinki 15 22

Helsinki 37 85

Helsinki 23

85

Helsinki 11 16 17 18 85

852Q

Helsinki8 9 10 14 25 26 27 28 29 85

Helsinki7 9 24 85

Helsinki 22 23 36

Helsinki 34

Helsinki8 9 24

Helsinki 24
Helsinki 24

85

85

85

85
87

85

852Q
8520

101

Helsinki 16

Helsinki 32

Helsinki 24

85

87

85

8 52Q
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91(1)
1 1
13.2.3.
JCOG /
JCOG
/

13.2.4, JCOG

17.2. UMIN

UMIN Clinical Trials Registry UMIN-CTR https://www.umin.ac.jp/ctr/index-j.htm

JCOG http://www.jcog.jp
17.2.
13.2.5.
JCOG
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JCOG
JCOG
JCOG
13.3.
JCOG
JCOG
JCOG
13.3.1. JCOG
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Articles in Journals
1. Standard journal article
List the first six authors followed by et al.
Vega KJ, Pina |, Krevsky B. Heart transplantation is associated with an increased risk for pancreatobiliary
disease. Ann Intern Med 1996 Jun 1;124 11 :980-3.
More than six authors:
Parkin DM, Clayton D, Black RJ, Masuyer E, Friedl HP, lvanov E, et al. Childhood leukaemia in Europe
after Chernobyl: 5 year follow-up. Br J Cancer 1996;73:1006- 12.
2. Organization as author
The Cardiac Society of Australia and New Zealand. Clinical exercise stress testing. Safety and
performance guidelines. Med J Aust 1996; 164: 282-4.
Books and Other Monographs
16. Personal author s
Ringsven MK, Bond D. Gerontology and leadership skills for nurses. 2nd ed. Albany NY : Delmar
Publishers; 1996.
17. Editor s , compiler s as author
Norman IJ, Redfern SJ, editors. Mental health care for elderly people. New York: Churchill Livingstone;
1996.
18. Organization as author and publisher
Institute of Medicine US . Looking at the future of the Medicaid program. Washington: The Institute;
1992.
19. Chapter in a book
Phillips SJ, Whisnant JP. Hypertension and stroke. In: Laragh JH, Brenner BM, editors. Hypertension:
pathophysiology, diagnosis, and management. 2nd ed. New York: Raven Press; 1995. p. 465-78.
20. Conference proceedings
Kimura J, Shibasaki H, editors. Recent advances in clinical neurophysiology. Proceedings of the 10th
International Congress of EMG and Clinical Neurophysiology; 1995 Oct 15-19; Kyoto, Japan.
Amsterdam: Elsevier; 1996.
Electronic Material
33. Journal article in electronic format
Morse SS. Factors in the emergence of infectious diseases. Emerg Infect Dis [serial online] 1995 Jan-
Mar [cited 1996 Jun 5];1 1 :[24 screens]. Available from: URL: http://www.cdc.gov/ncidod/EID/eid.htm
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