(feasibility study)

feasibility

RCU
663-8501 1-1
TEL: 0798-45-6596 / FAX: 0798-45-6597
E-mail: t-nakano@hyo-med.ac.jp

663-8501 1-1
TEL: 0798-45-6885 / FAX: 0798-45-6897
E-mail: hasegawa@hyo-med.ac.jp

E-mail: ftanaka@med.uoeh-u.ac.jp

1 2007 9 20
1 2008 3 26
1 2008 4 2
1 2009 3 3
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18.

TNM IMIG
Performance Status (ECOG )
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1.1

100-8959
TEL  03-5253-4111
FAX  03-6734-4176

1.2

663-8501
TEL  0798-45-6596
FAX ~ 0798-45-6597

1.3

663-8501
TEL  0798-45-6885
FAX ~ 0798-45-6897

1.4

Japan Science and Technology Agency

2-5-1
03-6734-4017

RCU

1-1
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1.5

1.6

TEL 0798-45-6088

FAX 0798-45-6783

E-mail choseihi@hyo-med.ac.jp
9 18

1.7

D

RCU

12/29-1/3
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1.11

17.2 )

1.12

7.3 )

TEL: 078-929-1151
FAX: 078-929-2380
E-mail: soe@hp.pref.hyogo.jp

1.13

TEL: 0798-45-6088
FAX: 0798-45-6783
E-mail: choseihi@hyo-med.ac.jp
9 18 12/29-1/3 11722
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(EPP)
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2



[1,2] (pleurectomy)
(extrapleural pneumonectomy EPP)
EPP 14 [31
Performance status
EPP
bimodality trimodality
[1]
( )
[4,5] 1999 Sugarbaker EPP
183 7 176
19 ( 2 5 38 15 ) Rusch
2001 1 EPP 54Gy IMIG I-11
33.8 [5] IMIG H1-VI
10 [5] Taverna 2000
EPP ( CDDP)
13 [6]
( GEM) (
MTA) (induction chemotherapy)
1999 11 GEM  CDDP
47.6 41 [71
GEM  CDDP
(&l
GEM/CDDP
GEM/CDDP EPP
(n 19) 23 ( 16.5 )
[9] trimodality GEM/CDDP
EPP (n 21) EPP
33.5 9.7 [10]
2003 i
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[11] 456

CDDP
9.3 vs. 12.1 )

(16.7 vs.41.3 )

MTA/CDDP
9 48 11
MTA/CDDP
MTA/CDDP
MTA  CDDP
( )

(Intensity-modulated radiation therapy, IMRT)

( ) trimodality

MTA/CDDP
( 3.9 vs. 5.7 )
MTA/CDDP
1
MTA/CDDP
MTA  CDDP
[12]
I I 3 1
[13]
IMRT
11
2007
(
trimodality
MTA/CDDP

EPP IMRT

EPP
V20 206y
V5

IMRT

IMRT

(EPP)

I
75
50 (67 )
42 (56 ) [14]

EPP

trimodality



MTA/CDDP

CDDP75mg/m?
MTA  CDDP
trimodality

[15]

trimodality

EPP

CDDP75mg/m?

D

CDDP
1(MTA500mg/m>  CDDP75mg/m?)
1
(6
MTA500mg/m?  CDDP60mg/m?

500mg/m?)

[5]

feasibility study

MTA  500mg/m?> CDDP  75mg/m?
(H3E-JE-MEOL) MTA500mg/m?
EPP
EPP
MTA500mg/m?  CDDP75mg/m?
i1 3 1
[14] 1
( ) MTA500mg/m?
EPP 3 1 ARDS 1
[16] trimodality
CDDP 75mg/m? 60mg/m?
trimodality
CDDP EPP
5 38 [17]
2)
key-drug  MTA MTA
3) I (H3E-JE-MEO1)
~1(MTA500mg/m>  CDDP60MG/m?)
1 -1
[PR] 100% 1 28.6%)
[15]
CDDP CDDP60mg/m2(MTA
5 EPP
( )[16]
[4] I
EPP
EPP
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EPP
feasibility feasible

14.
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4.1
4.1.1
D
TS
GARFT
2)
DNA DNA
[21]
4.1.2
25
88.0 84.0
64.0 56.0
4.2
B12

2
DNA
DHFR
[20]
25
96.0
84.0
(BUN)
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80.0
52.0

96.0
72.0



51
TNM (IMIG [ 3D
52
Modified RECIST [22]
(Overall Response)
5-1
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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521

5211

CT

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
5-1 (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 v3.0
(CTCAE v3.0) ( v3.0 JCOG/JSCO
[http://www. jcog.Jp/SHIRYOU/CTCAEver_3/CTCAEv3J_070308.pdf])

5.4
( ) 8.2.2 (EPP)
541 * "
(EPP) " ”
542 * "
(EPP)
55
) ) (EPP) )
1 85 3
2  (EPP)
) 63 54Gy
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6.1

.11 )

5.4
TNM TO-3 NO-2 MO 3

20 75
ECOG Performance Status(PS) O 1 (PS
1L

dayl 2
9.0g/dL
2,000/mm3
10 /mm3
3.0g/dL
AST GOT ALT GPT
1.5
1.2mg/dL
Sp02(

Cockcroft-Gault

119

14

4)

2.5

sa02) 95

24

(

)



60mL/min

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

carcinoma in situ
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7.1

8.3

7.2
D
IRB

(IRB)

2)

28

FAX
B12 8.1.1
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E-mail

14

FAX

FAX

FAX

FAX



TEL: 0798-45-6088

FAX: 0798-45-6783

E-mail: choseihi@hyo-med.ac.jp
9 18

7.3

E-mail

122

12/29-1/3
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7
1
B12
1 1 0.5mg
B12 1 1mg
22 9 3
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2 3
28 >
< 7 >
SN L R e et >
9 1 1mg hesiiiiil>
[ J
1
[ 4
23 ..
< 14 >®
< 7 >
o7y >
9 1 1mg hemmeoeao>
[ 4
1
[ _J
20 21(2))
22 >
------------- 11 -.0.5mg i
————————————————— 9 1 1mg S R
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8.1.2

8.12.1
2
« D
(
« )
PD
8.1.2.2 /
1 8-1-2-2
8-1-2-2 1
PS 0-1
9.0g/dL
2,000/mm?
10 /mm?
AST GOT ALT GPT 2.5
1.5
1.2mg/dL
B ( )
7
B12 19 0.5mg 1 1 5
7
1 1mg B12
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8.1.3

8131
21

I+

10

8.1.3.2
21

D
2)
3)

8.5
mg/body
mg/body

mg/body = 500mg/m?x

20mL
100mL

1,000 2,000mL
1,000 2,000mL
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28

14

28

14

8.

8.

30

5

5

mg/body



8.1.3.3

8-1-3-3c

mg/body
(mg/body)

mg/body
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(mg/body) =+ 10

= 60mg/m?x m?

mg/body

8-1-3-3a

500mL 1,000mL

8-1-3-3b



|
1
2 3
1 2 3
1 1 0.5mg 22
22
1 1m
B | |l—— 9 > <
* 1 500mg/m? 10 * *
- 20 .
soma/m’. 2
8-1-3-3a
123 .. o1 21 41 42
«— —
L J
< 41 >

8-1-3-3b 1

- 128 -




"1
:
1,000mL  2,000mL 4
1
1
i
1
100mL ' 20
g
500mg/m’ 100mL | 4 10
-
100mL  200mL | 30
.
1
60mg/m? ;
)
500mL 1,000mL :
-1
1
:
1,000mL  2,000mL L4
1
1
1

*k

8-1-3-3c
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8.1.4 2

2
8.1.3
42 8.5
8-1-4 2
PS 0-1
2,000/mm?
7.5 /mmd
AST GOT ALT GPT : 2.5
1.5
1.5mg/dL
38
Gradel Gradel
Na Grade2
95 ( )
21
21
19 0.5mg 1 1 14
8.1.5 2
1
8.5
[ ]

130




8-1-5 2
500mg/m? — 375mg/m? 60mg/m?> — 45mg/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?
20,000/mm3
20,000/mm3

131




8.1.7
8171

8.1.7.2
€))

NSAIDs

&)

NSAIDs
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8.1.7.3

Grade4 3 Grade4 Grade4
Grade3 Grade3/4
100mg/m? 2 50mg/m*> 6
8
8.2
8.1 42 6
42 8.5
8.2.1
14 8-2-1
8-2-1
PS 0-1
8.0g/dL
2,000/mm®
7.5 /mmd
AST GOT ALT GPT : 2.5
1.5
2.59/dL
1.5mg/dL
X
95
(EPP) 1L
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822

(EPP)
en bloc
( lcm
)
“ . " 5.4
8.3
(EPP) 84 12 84
8.5
8.3.1
14 8-3-1
8-3-1
PS 0-1
38
8.0g/dL
2,000/mm3
7.5 /mm3
AST GOT ALT GPT : 3.5
1.5
1.5mg/dL
X
95
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8.3.2

modification
833
8331
1 18y 1 1 5 30 54Gy  hemithorax irradiation
8.3.3.2
6MV - 20MV X
8.3.3.3 target volume

Gross Tumor Volume: GTV

Clinical Target Volume: CTV

CT delineation
CTV
(Planning Target Volume: PTV)
CcTv
Thl L2
NO
1.5cm
41.4Gy/23Fr 19.8Gy/11Fr
21.6Gy/12Fr
X 1
41._4Gy/23Fr 12.6Gy/7Fr
3 IMRT
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41.4Gy/23Fr

19.8Gy/11Fr

21.6Cy/12Fr

12.6Gy/7Fr 12_6Gy/7Fr
multileaf collimator
1 2 11
8.3.34
a
PTV
b
CT
8.3.3.5
CT 3

portal imaging device)

8336 YARVEBZHRAMRE WARETHIRESHIARICLIHKE)

Dmax 48Gy

20 7 5 50

20 50%
15 20%
45 50%
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8.34

€))
PS 2
38

@)
PS 0 1
38

Grade 3

®

8.3.5

1
8.4 )
500/mm?
2.5 /mm®
Sp02(
(Grade 1 )
1,000/mm®
2.5 /mm®
Sp02(
G-CSF G-CSF
1000/mm? 500/mm?
(
1 [
)
G-CSF G-CSF
1000/mm® 500/mm3
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20,000/p L

10,000/p L 10,000/p L

20,000/p L

38 X
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8.4
8.1 )
8.2 ) @8.3 )
(8.5 )
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8.5

EPP

Grade 4
Grade 2

EPP
EPP

28

14

PD
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5.4
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9.1

N

© 00 N o U1 b~ W

( [ 2]
( )
(AST ALT y 6P )
¢ D
1711
25 1 25
96.0% 96.0% 88.0% 84.0%
84.0% 80.0% 72.0% 64.0% 56. 0%
52.0%
i
226 3 B12
168 B12
82.1% 56.5% 56. 0% 53.0%
47.6% 26.2% 23.2% 23.2% 20. 2%
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9.2

(EPP)
100 [24-27]
EPP

(ARDS)

© 00 N O O & W N P

NN B P P R R R R R R
B O © 0 N O U M W N B O
~
~

EPP « )
Sugarbaker [22]
1% 44 . 2% 7.9%
6.7% 6.4% 6.1% 3.6%  ARDS
3.6% (3.0%) 2.7% 2.7% 2.4% (2.7%)
(1.8%) (1.5%) (1.5%)

Rice [23]

1% 46% 17% 13%  ARDS 8%
6% 4% 4% (3%) 3%
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2% 2% (2%) (%) (2%)
(2%)
Schipper [24]
1% 19% 14% 11%
7%  ARDS 5% 5% (4%) 4%
4% 4% (3%) (3%)
9.3
1.
2.
3. ( )
4. (AST
y -GTP )
5.
6.
7.
Memorial Sloan-Kettering Cancer Center (MSKCC) Grade2
« ) ( )
MSKCC [5]
1/49 2/7
1749
1/49 2/7
35/54 /7
20/55
13/55
24/55 /7
6/53 0/7
19/55 0/7
4/7
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10.1
10.1.1
10-1-1
10-1-1
TNM IMIG
PS
/
10.1.2

28

CT
CT
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CT MRI
X MRI
D FDG-PET FDG-PET
) FDG-PET
10.1.3 Performance Status PS
PS 14
PS
Grade 3-4 Grade 1-2
/ /
( )
10.1.4
14 10-1-4
10-1-4
ANC
AST GOT ALT GPT
Cockcroft and Gault 24
X

Sp0,(

Sa0,)
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10.2

10.2.1
X 2 1
2-6 ( ) X cT
2-6 (
) X CT
- (PD) CT MRI FDG-PET
- FDG-PET
FDG-PET FDG-PET
10.2.2 10.1.3
2 1
10.2.3
2 1 10-2-3
2
Grade 4
10-2-3
ANC
AST GOT ALT GPT AI-P LDH
BUN Na K ClI
Sp0,( Sa0,)
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10.3

10.3.1
14
10-3-1
ANC
AST GOT  ALT GPT
X
SpO0,( Sa0,)
10.4
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14
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ANC
AST GOT  ALT GPT
X
Sp0,( Sa0,)
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147




10-4-2

ANC
AST GOT  ALT GPT
X
Sp0,( Sa0,)
10.4.3
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11.

111

11.2

11.3

EDC( ) EDC

114

EDC(Electric Data Capturing;

11.4.1 EDC
D

2)

3)
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11.4.2
D

2)
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5)
6)
7

E-mail
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3)
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12.1
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12.1.1
30
30
( “30 " day 0 30
)
Grade 4 (CTCAE “ / "
Grade 4 9.
12.1.2
31
Grade 4 (CTCAE “ / i
Grade 4 9.
Grade 4
Grade 2 3
Grade 2 3 9.
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5(1) FAX
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FAX 7 ( ) FAX
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( IRB)
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13.

(primary endpoint)

(EPP)
2
« 2)
13.1
1311
5.5 ) ) (EPP) 2
EPP
G-4 )
13.1.2
( )84
Common Terminology Criteria for Adverse Events v3.0 (CTCAE v3.0)
( ) “ (definite)” “ (probable)”
! (possible)”
(CTCAE v3.0)
- (definite) (probable) (possible)
(unlikely) (not related)
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5.5
) ) (EPP) ) 3
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( )12
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13.2

13.2.1
(EPP)
(DFS)
CT 3
13.2.2
13.2.3
CR PR Modified RECIST criteria [20]
5.2 2
2-6 (
)
confirmation
PD NE
( 5-1)
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14.

14.1
14.2

(CDDP/NTA)
[11,12]
1
( EPP)

70
5
38
1

1

feasibility study

[4-10]
CDDP/MTA - (EPP) -
1
75 50 [14]
180 EPP CDDP
EPP
trimodality b
i
trimodality '
56
30-40
trimodality
CDDP/MTA
trimodality
EPP
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2007
EPP

EPP

75 42
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(feasibility study)

(trimodality ) 2
2
14.3
40 3 3
14.4
CDDP EPP
EPP 2004 1
CDDP/GEM EPP 38 21 8 [10]
T3-4 N2 (T0-3,N0-2,M0)
10 CDDP/MTA
50 EPP
50
CDDP/MTA 2007 11
CDDP/MTA EPP [14] EPP
67 75 50 2007
2 CDDP [
CDDP/MTA] EPP EPP 77 56 43
[24] EPP 70
Trimodality EPP 5
EPP 5 7 [14,24]
10
50 70 a 0.080 40
0.885 B 0.115
40
14.5
5 EPP 180
36 2/3 1/2
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15.

(15.2 )
(5.3 ) (155 ) 3
15.1
Full
Analysis Set; FAS
( )
15.2
EPP
50 o 0.080
70 CDDP/MTA EPP
CDDP/MTA EPP
40 25
24 1 2
trimodality
10
14.4 40 4 trimodality
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o 0.080

Bayes

o}
26 /41 0.059 0.862
25 /40 0.077 0.885
25 /39 0.054 0.837
24 /38 0.072 0.863
15.3
15.3.1
(EPP )
1
15.3.2
EPP
20 2
CRF
14 2 24
EPP
Bayesian Predictive Power
Bayes 5
EPP 10
4 20 9
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10
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)5.5
2
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10
15.3.3

Bayes

20

20
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15.4.3

EPP

15.4.4

CR

FAS

15.2

FAS 5.5

FAS

PR

FAS
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Greenwood
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FAS Kaplan-Meier
2 Greenwood
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3

10
20 EPP Bayes EPP
( ) 84 (12 )
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17.3
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verification film
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