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0.4
24
0.5
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malignant pleural mesothelioma MPM
[11 [2]
(Extrapleural pneumonectomy,
EPP) [3]
—-EPP- trimodal itytherapy
18
(feasibility
study) JMRC-01 [4]1 [5]
EPP
JMRC-01
42 4 9.5 [6]
risk/benefit
/ Pleurectomy/Decortication P/D
EPP
EPP P/D
EPP  P/D risk/benefit
MPM
MPM
RO MPM
R1
[71
MPM radical surgery

cytoreductive surgery
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MPM 1 EPP

1
10 [8]1 [°] [10]
EPP prospective randomized
study EPP
[11] [12]
MPM 1 P/D
EPP P/D
P/D
microscopic
cytoreductive surgery EPP P/D
P/D [13]
1 (Initial analysis of the

international association for the study of lung cancer mesothelioma database. Rusch VW,
Giroux D, Kennedy C, Ruffini E, Cangir AK, Rice D, Pass H, Asamura H, Waller D, Edwards
J, Weder W, Hoffmann H, van Meerbeeck JP; I1ASLC Staging Committee. J Thorac Oncol. 2012;

7:1631-9) 3101 1494 stage |
EPP (n=75) 40 P/D(n=57) 23 EPP
EPP  P/D P/D
[14] [15] [16] [17] Teh P/D  systematic review 1270
P/D 2 5 26 9 EPP [18]

EPP P/D
P/D Bolukubas EPP

25 P/D 64

[19] MPM EPP
[17] [20]
P/D
EPP cytoreduction P/D

retrospective study

[21] [22] [23]
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non-randomised study patient selection bias

P/D EPP QoL [24]
P/D  survival benefit EPP MPM
P/D [25] [14] [26] [22] [27] [28] [29]
[13] [30] P/D EPP
P/D
2011
IASCL-1SC, International Association for the Study of Lung
Cancer International Staging Committee IMIG, International
Mesothelioma Interest Group consensus report
[31]
P/D
Extended P/D: MCR
P/D: MCR
Partial pleurectomy:
?
Extended P/D
MPM MCR
Lang-Lazdunski P/D 12%
5/41 [29]
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P/D EPP [14]

MPM P/D
P/D MCR
EPP MCR
EPP
EPP trimodality treatment
—~EPP
[32] [33] [34]
trimodality
treatment 50
EPP trimodality treatment
16.8 14
EORTC 18.4 EORTC
primary endpoint trimodality treatment 90 50%
42% unfeasible
JMRC-01 T0-3 NO-2 MO
(60mg/m?) (500mg/m?) 3 3 EPP
MCR H-RT (546y) [5]
Primary endpoint (EPP) MCR
secondary endpoint 2
« 2) ( )
EPP 17
20 5 22 11 30 42 40
42 / 1 39/3 43-74 / / /
28/1/9/4 1I/11/7111: 14/13/15 42 33 EPP 30 MCR
MCR :71% Trimodality 17 40.5 4 9.5%
[6] Primary endpoint
feasible Risk/benefit 2
P/D
—~EPP -

survival benefit
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Risk/benefit

P/D EPP
P/D P/D
[37] P/D
P/D
EPP P/D
[407] [41]
[26]
P/D
MCR
EPP

P/D

[35]
[36]

EPP
[38]1[39]  P/D

External beam radiation therapy

[13]

bimodality treatment

JVMRCO1

Q0L survival benefit
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DNA DNA
[45]
4.1.2
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64.0 56.0
4.2
Bi

1

DNA

DHFR
[44]
25
96.0
84.0

(BUN)
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TNM (IMIG [ 1D
5.2
Modified RECIST [46]
(Overall Response)
5-2
CR CR CR
CR IR/SD PR
PR PD PR
SD PD SD
PD PD
PD PD
PD
1 - PD
2) 1)
- NE
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5211
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5212

522
5221

(Measurable Lesion)

5mm 5mm
5mm

10mm CT

(Non-measurable Lesion)

(Target Lesion)

10mm
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5222 (Non-Target Lesion)

523

5-2 (Overall Response)

D

CR Complete Response

PR Partial Response
30

PD Progressive Disease

20 10mm
20 PD
SD Stable Disease
PR PD
NE Not Evaluable
CR PR PD SD

x 100

x 100

2)
CR(Complete Response)

IR/SD(Incomplete Response/Stable Disease) /
1

PD(Progressive disease)

NE(Not Evaluable)
CR IR/SD PD
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5.3

Common Terminology Criteria for Adverse Events v4.0

(CTCAE v4.0) ( v4.0 JCOG/JSCO )
54 MCR
8.2.2 P/D EPP
“ " “ MCR”
541 ¢ (P/D)”
[31] P/D
MCR [71
MCR
Extended P/D
P/D
P/D EPP
5.4.2 EPP
P/D MCR EPP MCR
EPP
543 ¢ "
(P/D EPP) “ "
544 “ MCR"
(P/D EPP)
MCR MCR
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TNM T1-3 NO-2 MO
(
20 75

ECOG Performance Status(PS) O

)
dayl 2
9.0g/dL
2,000/mm3
10 /mm3
3.0g/dL
AST GOT ALT GPT
1.2mg/dL

1.8 )
MCR 5.4
1
1 (PS
1L
14
1.5
Spo, 95

Cockcroft-Gault

40

2)

2.5
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60mL/min

Cockcroft-Gault 1 (140- [ Dx [kal /7 (72x%
[mg/dL])
Cockcroft and Gault x 1.0, Cockcroft and Gault x 0.85
-0.2
12
6.2
30
Grade2
X
90
5

carcinoma in situ
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PS 0-1
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10  /mm?
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E
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7
B:» g 1 1 5
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8.1.3.1
21 1 1 10
8.4
mg/body
mg/body
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1 20mL
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21 1 1
2
1 1,000 2,000mL
2) 1,000 2,000mL
3)
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8.1.4 2

2
8.1.3
42 8.4
8-1-4 2
PS 0-1
2,000/mm?
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AST GOT ALT GPT 2.5
1.5
1.5mg/dL
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Na Grade2
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21 19
1 1 14
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1
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8-1-5 2
500mg/m*> — 375mg/m* | 75mg/m* - 56.25mg/m?
1,000/mm? 75 75
25,000/mm? 75 75
75 75
( 1,000/ mm® 38 )
2.0mg/dL 75 75
2.0mg/dL 75 75
Grade3
75 75
( Na )
Grade?2 75 75
Grade4 Grade?2
8.1.6
G-CSF
G-CSF
G-CSF G-CSF
5,000/mm®
- 500/mm3 1,000/mm®
— 38.0
Grade 3 1,000/mm?
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Grade4 3 Grade4 Grade4
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8
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X
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Yes, No
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EPP
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P/D
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8.2 )

PD
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i
226 3
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w N -

P/D
Bolukubas [22]

Nakas

9.8%

1%
2.9%

[28]
1%

(ARDS)

3.9%

2.9%

P/D
P/D EPP
7
)
)
5.7% 2.9%
seroma 2.9%
@ ) 71.6% 5.9%

3.9%
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10-1-1
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CT
CT
CT
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D FDG-PET FDG-PET
2 FDG-PET
10.1.3 Performance Status PS
PS 14
PS
10.1.4
14 10-1-4
10-1-4
ANC
AST GOT ALT GPT
Cockcroft and Gault 24
X
Sp0,
FVC FEV1
10.2
10.2.1
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PS
ANC
AST GOT  ALT GPT
FVC FEV1
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10.2.2
X 2 1
2-6 ( ) X CT
2-6 (
) X CT
- (PD) CT MRI FDG-PET
- FDG-PET
FDG-PET FDG-PET
10.2.3
2 1 10-2-3
2
Grade 4
10-2-3
PS
ANC
AST GOT ALT GPT AI-P LDH
BUN Na K CI
Spo,
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14
10-3-1
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AST GOT ALT GPT
X
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FVC FEV1
10.3.2
12 1
10-3-2
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X
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3 10 12 FVC FEV1
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o
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o
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o
o
a) 1 28
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h) i) FDG-PET )
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(primary endpoint)

MCR P/D P/D MCR
3 FvC FEV1 /
( )
13.1
13.1.1 MCR
5.5 ) ) ( ) MCR
2 MCR
(G-4 )
13.1.2 P/D
8.2.2 P/D 5.5
MCR
13.12.3 P/D MCR
5.5 ) )P/D MCR 2
MCR
(G-4 )
13.1.4
( )84 12
CTCAEv3.0 JCOG/JSCO v1.0 (
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13.15
( ), 84 (12 )
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13.2.1
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CR PR Modified RECIST criteria [20]
5.2 2
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)
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PD NE
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14.

14.1
feasibility study
14.2
24 2
3
14.3
P/D EPP
P/D P/D EPP
P/D
(¢ 3. )
P/D MCR ( ) feasibility
MCR
CDDP/MTA 2007
[32] [34] 1 ( CDDP/MTA EPP
) EPP MCR 70% (77
54 ) 67% (58 39 ) 2007
2 (Cbbp L
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[33] MCR 70%
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Analysis Set; FAS
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feasible
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50%
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feasibility
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15.3

153.1

MCR

21

95% (FAS
MCR oo

0 0.000 0.000 0.161
1 0.048 0.001 0.238
2 0.095 0.012 0.304
3 0.143 0.030 0.363
4 0.190 0.054 0.419
5 0.238 0.082 0.472
6 0.286 0.113 0.522
7 0.333 0.146 0.570
8 0.381 0.181 0.616
9 0.429 0.218 0.660
10 0.476 0.257 0.702
11 0.524 0.298 0.743
12 0.571 0.340 0.782
13 0.619 0.384 0.819
14 0.667 0.430 0.854
15 0.714 0.478 0.887
16 0.762 0.528 0.918
17 0.810 0.581 0.946
18 0.857 0.637 0.970
19 0.905 0.696 0.988
20 0.952 0.762 0.999
21 1.000 0.839 1.000
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Performance Status (ECOG

)

Grade
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ECOG = Eastern Cooperative Oncology Group
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