ara-GTP

ara-GTP
4.2
4 3
7 1 6
compassionate use
5 10 20 40 60 75mg/kg
1000 1200mg/m* 1 65
PGAA1001 dayl 5 21 28 28
900 1200 1500mg/m? 2 17
PGAA1002 dy1 5 21
10
28
1200 1500 1800 2200 2500
2900mg/m? 2 %
dayl 3 5 21 28
PGAA1003
1200 1500mg/m?> 2
dayl 3 5 21 28 2
1200mg/m? 2
dayl 3 5 21 28
30mg/m?
PGAA1005 CLL 30 13
day3 5 2
dayl 3 5 4
21 28
2
PGAA2001 T-ALL/T-LBL 4001 650" %00 foimgém 151 AR
COGP9673 21 el
21
1500 2200mg/m*> 2
PGAA2002
CALGB19801 T-ALL/T1-6LBL dayl 3 5 21 39 RR
1500 2200mg/m* 2
PGAA2003 CLL dayl 3 5 28 87
CLL TALL T TLBL T
4.3
1 PGAA1001 JClin Oncol 1998; 16: 3607-3615 2000; 18:
995-1003 2005; 23: 3396-3403 1994 4 1997 6
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35

5
4.1
65 28 1 93
CR7 T-ALL/T-LBL T-CLL
T-LPD CML CML PR18  T-ALL/T-LBL T-CLL T-NHL
T B-ALL B-CLL/B-PLL B-NHL CR6  TALL/T-LBL PR
2 T-ALL/T-LBL T-NHL
28 23 2
/ 1
2 PGAA1002 ol B 9.
N
1 1 2
3
4.1
17 10 1 27
CR3  T-ALL/TLBL 1200mg/m? 1500mg/m*  T-NHL
900mg/m> PR1  T-ALL/T-LBL 900mg/m?
7
3 PGAA1003 ol B 1.
H
1 1 2
3
4.1
46 2 1 48
CR2  T-PLL 1 T-ALL/T-LBL 1 PR7  T-NHL
B-CLL BNHL
6
4 PGAA1005
30mg/m*> 1 3
5 35 30 4
1200mg/m?> 1 3 5 2 1
4.1
13 1 13



5 PGAA2001 Pediatric J Clin Oncol 2005; 23: 3376-3382
1997 6 2002 7
21 T-ALL/T-LBL 1 1
1 5 78
400 650 900 1200mg/m? 1 5
16 21 1 1200mg/m? 1 5
1 Grade 4 900mg/m?
900mg/m?
650mg/m?
CR 5% 1500/uL 10 /uL
10g/dL 2 11g/dL 2
CRh* 5% 500/uL
5 JuL 7g/dL
CR* 5%
mCR 5%
mPR 25%
153 2 151
151
4 Stratum 151 T-ALL95 63% T-LBL54
36% PTCL1 0.7% ALCL1 0.7%  Stratum 1 37 T-ALL33
89% T-LBL3 8% PTCL1 3% Stratum?2 48 T-ALL35 73%
T-LBL13 27%
Stratum 1 25%
37 T-ALL/T-LBL
Stratum 2 25%
48 T-ALL/T-LBL
Stratum 3 CNS2: 5/mm° CNS3: 5/mm?®
32 5% T-ALL/T-LBL
Stratum 4 25%
34 T-ALL/T-LBL
refractory relapsed
Stratum 1 2
Stratum 1 Stratum 2
1 2
CR nN % | 14/37 38% 95% CI [22%, 55%] 7148 15% 95% CI [6%, 28%]
CR + CR* nN % | 17/37 46% 95% CI [29%, 63%] 12/48 25% 95% CI [14%, 40%]
mCR n/N % 17/36 47% 95% CI [30%, 65%] 12/44 27% 95% CI [15%, 43%)]
mCR+mPR | n/IN % | 18/36 50% 95% CI [33%, 67%] 14/44 32% 95% CI [19%, 48%]
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CR*: mCR: 5% mPR:
25%
Stratum 1 Stratum 2 650mg/m?
1 2
CR nlN % 13/31 42% 95% CI [25%, 61%] 5/39 13% 95% C 1[4%, 27%)]
CR + CR* n/N % 15/31 48% 95% CI [30%, 67%] 9/39 23% 95% CI [11%, 39%)]
CR+CR*
Kaplan-Meier 33 95% CI[3.1 ,36 ] 3.4 95% CI[3.0 ,3.7 ]
Kaplan-Meier 33.3 95% Cl [24.1 ,93.6 ] 13.1 9%%CI[87 ,174 ]
30 21/151 14%
4
11 14 4
1001 W 1200mg/m?
1012 1M 900mg/m? 1094 1H
400mg/m? 1055 2l 650mg/m?
6 PGAA2002 CALGB19801 Blood 2007 Mar 7; Epub
ahead of print 1998 10 2002 6
16 T-ALL T-LBL 1500mg/m?
135
26
1 2200mg/m> 1 3 5 2 16
1 1
2
PGAA2003
2200mg/m? 2120
1500mg/m?
T-ALL 1500/pL 10 /uL 20%
5%
CR T-LBL
CR* CR
mCR 5% 25%
mPR 25% 25%
40 1 39 1
39
T-ALL26  67% T-LBL13  33% 2200mg/m* 3
1500mg/m® 36
CR  CR*
CR CR*
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T-ALL CR4/26  15% 95%CI 4%, 35% T-LBL CR3/13  23% 95%ClI
5%, 54%
1 2
CR n/N 2/11 5/28 7139
% 18% 95%CI [5%, 52%] 18% 95%CI [6%, 37%] 18% 95%CI [8%, 34%]
CR* n/N 3/11 6/28 9/39
% 27% 95%CI [6%, 61%] 21% 95%CI [8%, 41%)] 23% 95%CI [11%, 39%]
CR CR* mCR 5%
151 2120 40 2150 4.0 217.1
34 87%
30 4
7 CLL PGAA2003
9 W 2ol N
1
18 CLL 2200mg/m?
135
27
1 2200mg/m* 1 3 5 2 28
2/20 Grade 3
1500mg/m?
87 1 87
2200mg/m?> 20 1500mg/m® 67
57% 50/87
1 1610 2200mg/m?
1 35
1 1712 1500mg/m?
CLL
CLL
8
CALGB69803 e B s B |
9 T-ALL SWOG S0010
20l B 20l N
10 T T
CALGB59901 20l
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11

12

13

14

15

H 2l B
.
MDACCS86
PSL
AALLOOP2

20l W

TRC9701

compassionate use

2006

2001 4 9

T-ALL

B

20l N

T-LBL

1 W

T-ALL

T-ALL

44

392

20l N
20 W

MDACC430

T

39

T-ALL

PGA105446

5.3.5.4.1/ref 3.4
20 N
20l W
T
2 N
T-LBL
ol 20 W
258 74
T-LBL
5
ara-GTP



1
T-ALL/T-LBL
T-LBL T-ALL Cancer Principles & Practice of Oncology, 7th
edition, Lippincott Williams & Wilkins T-ALL
. 93-98 ed. ; 2001
T-ALL/T-LBL
ALL
allo-SCT J Clin Oncol

2003; 21: 774-780 ALL T-cell phenotype

Blood 1988; 71: 123-131 1998; 92: 1556-1564 2

Semin Oncol 1997; 24: 70-82

T-ALL/T-LBL
CR CR
2002 4
allo-SCT
allo-SCT 16
16 ALL 17
allo-SCT
Kaplan-Meier
5 10 10
[95%ClI] [95%ClI] [95%ClI]

0.3645 [0.2840, 0.4452]

0.6207 [0.5753, 0.6698]

0.642 [0.586, 0.7032]

0.0851[0.0272, ]

0.5423 [0.4945, 0.5947]

0.6039 [0.5564, 0.6554]

0.0282 [0.0022, 0.1249]

0.2012 [0.1632, 0.2481]

0.2406 [0.1989, 0.2909]

16

2006 2

40

2005 2
17
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2001 2002 CR 2001 CRh*
CR*
mCR 5% 2002
CR* mCR
5% CR*
CRh* CR
CR
CRh*  CR*
CR CR*
CR* allo-SCT
PGAA2001
500/uL 5 /uL 7g/dL
CRh*
2001 2002
CR CR CR*
CR*
CR*
2
CR
1001 1002 1003 1005 CR 2001 2002
CR CR T
17.8% 19/107 B 0.0% 0/57 B
T
1001 1002 1003 1005 lineage
N CR PR CR % |CR+PR %
T 29 9 2 31.0 37.9
78 10 20 12.8 38,5
B 5 0 0 0 0
52 0 11 0 21.2
2001 650mg/m? Straum 1 2
2002 T-ALL/T-LBL CR 25.7% 18/70 17.9% 7/39
T-ALL/T-LBL
T-ALL  T-LBL CR CR*




2001

650mg/m* T-ALL CR
27.1% 16/59 CR* CR* 37.3% 22/59
T-LBL CR 18.2% 2/11 CRh* CR*
PGAA2002 1500mg/m? T-ALL CR 16% 4/25 CR*
24% 2/25 T-LBL CR 27% 3/11 CR* 27% 3/11
T-ALL  T-LBL CR
CR CR*
1 2
2001 2002 CR CR*
2001 650mg/m? 2002
1 2 1 2
N 31 39 70 11 28 39
CR n % 13 42% |5 13% |18 26% |2 18% |5 18% |7 18%
CR* n % 15 48% |9 23% 24 34% |3 27% |6 21% |9 23%
1 2
relapse refractory CR
PGAA2001 PGAA2002 relapse refractory
2001 650mg/m? 2002 /
PGAA2001 650mg/m? n %
Stratum 1 Stratum 2
CR CR* CR CR* CR CR*
refractory | 11 | 4 36.4 5 455 20 5 250 |8 40.0 | 31 [9 290 |13 419
relapse 19 | 9 474 10 526 15 00 1 6.7 34 |9 265 |11 324
unknown | 1 |0 O 00 4 | 00 00 5100 0 0
PGAA2002 n %
1 Prior Induction 2 Prior Inductions
CR CR* CR CR* CR CR*
refractory 2 0 0 00 14 2 143 3 214 16 |2 125 3 188
relapse 9 2 222 3 333 14 | 3 214 3 214 | 23 |5 217 | 6 261
Straum 1 Straum 2
refracrtory
GlaxoSmithKline
60
2001 Stratum 1 Stratum 2
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2001

60
slow responder
2001 2002
CR CR*
T-ALL/T-LBL
PGAA2001
2
2001 2002
2001
4
Stratum 1 2 650mg/m?
allo-SCT 2001
CR+CR*

2002

refractory

T-ALL/T-LBL

PGAA2002 1
2

CR*
Stratum 1 2

CR+CRh*+CR*
650mg/m?

19
13

2002 5
2002 2

33
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GlaxoSmithKline

5
2001

2002



CR*

Duration of CR* from Duration of CR* censoring
. . time of response to death, at the time of
Study Stratum trasnplantation Subject relapse, opr last contact transplantation (weeks)
(weeks)
1034 237.3 25.6+
1042 260.0+ 5.9+
1074 200.1+ 4.1+
1140 133.6+ 16.6+
1078 193.3+ 17.7+
1076 208.1+ 5.3+
1065 24.1 4.0+
1 1049 231.6+ 8.1+
1024 2.3 2.3
1069# 0.9 0.9
1047 9.1 9.1
1133 143.7+ 4.7+
2001 1123# 9.1 9.1
1124# 4.4+ 4.4+
1040 33.1 33.1
1039 36.4 3.6+
1081 8.1 5.0+
1131 36.7 8.7+
1132 15.7 6.9+
2 1109 3.6 3.6
1068 3.3 3.3
1062 42.1 42.1
1093# 12.3 12.3
1036# 6.4 6.4
82761 53.4 23.9+
1 Prior Induction 84144 4.7 4.7
77661# 215 215
79729 156.3+ 6.3+
2002 83908 15.1 15.1
2 Prior T7798# 18.9 18.9
Inductions 82137# 30.1 30.1
78326# 195.4+ 195.4+
76143 4 4
+ All-SCT #
2001 Stratum 1 2 650mg/m’ 2002 1500mg/m?
2001 Stratum 1 650mg/m? 24 11.3
51 450 2002 1500mg/m2
24.15 7.7 220.1 50
PGAA2001
COG COG Independent
GSK !
early complete Best reviewer
marrow marrow Response marrow
response | response response
1024 1 T-ALL PR CR SCR LCR 8.0
1034 2| T-ALL PR CR SCR CR 28.9
1040 T-ALL PR PR CRh* LCR 39.1
Stratum 1 1042 1 T-ALL CR CR SCR CR 8.4
1047 1 T-ALL CR CR SCR CR 12.3
1049 1 T-ALL CR CR SCR LCR 11.3
1065 T-ALL PR CR SCR CR 6.9
1069 1 T-ALL CR CR SCR CR 16.0
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COG COG Independent
GSK .
early complete Best reviewer
marrow marrow marrow
Response
response | response response
1074 1 T-ALL CR CR CRh* LCR 7.1
1076 T-ALL CR CR SCR CR 7.3
1078 T-ALL PR CR SCR CR 20.9
Stratum 1 1123 1 T-ALL NE CR SCR CR 12.1
1124 T-ALL CR CR SCR CR *
1133 T-ALL CR CR SCR 7.7
1140 T-ALL CR CR SCR CR 20.1
1036 1 T-LBL CR CR SCR CR 10.1
1039 T-ALL CR CR SCR LCR 6.9
1062 1 T-ALL TE CR CRh* CR 45.0
1068 1 T-ALL PR CR CR* LCR 5.1
Stratum 2 1081 1 T-LBL CR CR SCR LCR 13.4
1093 1 T-ALL CR CR SCR 15.3
1109 T-ALL SD CR CRh* LCR 7.1
1131 1 T-ALL CR CR CRh* CR 11.6
1132 il T-ALL PR CR SCR LCR 10.1
1124 14.9
PGAA2002
CALGB Best GSK Best
Response Response
76143 2 T-ALL CR CR* 7.7
77661 2 T-ALL CR CR 220.1
77798 2 T-ALL CR CR 304
78326 3 T-LBL CRN CR
79729 1 T-LBL CRN CR 9.3
82137 3 T-ALL CR CR 331
82761 2 T-LBL CRN CR 324
83908 3 T-ALL CR CR 17.9
84144 2 T-ALL CR CR* 7.7
78326 195.4
202.9
allo-SCT
CR
154
206 2005 http://new2.jmdp.or.jp/index.html
ara-GTP AUCO_24 AUCo_t Cmax
2
4.1
PGAA2002
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CR PGAA2001 PGAA2002

PGAA2001 PGAA2002
Stratum 1 Stratum 2 1 2
10/27 2/25 12/52 2/9 4/23 6/32
37.0% 8.0% 23.1% 22.2% 17.4% 18.8%
3/4 3/14 6/18 0/2 1/5 17
75.0% 21.4% 33.3% 0.0% 20.0% 14.3%
ara-GTP
GlaxoSmithKline
ara-GTP
2001 Stratum 3 400mg/m?
650mg/m? 6/24 25% 1/6 17% CR
2002 4 83959 78518 78883
85455
ALL 10% 1
50 75% 3
5%
T-ALL Wintrobe’s Clnical
Hematology 11" ed. CR
ara-GTP
ara-G
ara-GTP CR PR
ara-GTP  Cpax AUC
ara-GTP
ara-GTP  AUC. ara-GTP
4
ara-GTP
ara-GTP
ara-G dCK
dGK
ara-GTP
ara-GTP
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T T
PGA105446
6 PGA105446
2007 4 9 4 1 5 3
1 2001
2002
BMI 25 CR CR*
105446
ara-GTP
ara-GTP
Grade 3

1 1 il | T-LBL 3 SD
12 1

1| T-ALL
13 1 il | T-ALL 4 CR
15 1

1|40 T-ALL SD
14 1 il | T-NHL
1

2

PGAA2001

+2SD

3

2001 2002 2003

Children's Oncology

Group Cancer and Leukemia Group B CALGB
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Grade 3 4
58% 267/459 28% 127/459
36% 167/459
15% 70/459 19% 89/459
PGAA2001 2002 2003
2001 2002 2003
2001

650mg/m? 2002 2003

84 151 36 67
n % 32 38 32 41 24 67 50 75
14 17 23 15 5 14 10 15

0 0 0 11

3 4 3 2 0 0

0 11 0 0

3 11 11 0 0

6 11 11 0 0

0 11 0 0
0 0 6 17 16 24

11 2 1 0 11

0 0 0 3 4

0 11 0 0

0 0 13 0

3 4 6 4 0 0

0 0 0 11

11 11 0 0

11 11 0 0

0 2 1 0 11
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2003

67

18 27
15 22

24 36

14 21

2002

36

13 36

19

12

11 28

18

2001

151

5

12

3

650mg/m?

84

%
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2001
650mg/m? 2002 2003
84 151 36 67
0 0 0 3 4
bradyphrenia 0 0 0 11
0 0 1 3 6 9
mood swings 0 0 0 11
n % 0 3 2 10 26 19 28
0 2 1 4 10 4 6
49
36/49 35/36 28
1 6 35
11 1 60 10
5 2 9 13
PGAA2003 2200mg/m2 1 3 5
CT
MRI PGAA2003
1660 1716
MRI
PGAA2003 2200mg/m2 1 3 5
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E98-5209 E00-5318

508 1004 1505 5244 236680 301147 E98-509
7

508 1004 1505 236680 301147 E98-509 E98-5209 7 1

E98-5209 MRI

GlaxoSmithKline
3
459
845 548 64.9%

1002 1003 1005
459

compassionate use

compassionate use

1001 1002 1003 1005

2001 2002 2003
845

180 21.3% 111 13.1%

2001 2002

4 1001
2001 2002 2003
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1001
4/65 2/28 2001 2/151 2002 1/39
2003 3/87
24
NELA-NON-GSK 12
2001 2002 1
2001 1000 W T-NHL
MRI CT
2002
83486 J T-NHL 8
3
2001 2002
Grade
2001 650mg/m? 2002 1500mg/m?
84 36
Grade 3 Grade 4 Grade 3 Grade 4
32 38% 19 23% 4 5% 31 86% 8 21% 2 5%
25 30% 4 5% 16 19% 27 75% 8 21% 10 26%
31 3% 8 10% 22 26% 27 5% 4 10% 13 33%
18% 81/459 16% 72/459 15% 68/459
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G-CSF

2002 1 73718

4 ara-GTP

ara-GTP
ara-GTP
1 2
Grade ara-GTP
ara-GTP  AUC Cinax
ara-GTP
ara-GTP
ara-GTP
5

2003 2200mg/m*> 1 3 5 2 1532 1542
MRI 4 Grade 3

5
2001 900mg/m? 650mg/m?

2003 2200mg/m?
1500mg/m?

2001 650mg/m? 5 2003 1500mg/m?

135 8

6
compassionate use
GlaxoSmithKline 7 459
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Grade3
PGAA2002 PGAA2003
BMI Grade3 4
BMI
4
T
T FDA
2 at least two
chemotherapy regimens T-ALL/T-LBL
2
T-ALL/LBL
FDA 2
T-ALL/T-LBL 1
unmet medical needs
9l Bl FDA
T-ALL/T-LBL
1 T-ALL T-LBL
2001 2002 1
1
ALL CR 22.2% 2/9 CR 2
1998; 14: 2229-2242
2002
CR 18% 2
CR 0% CR 18%
1 T-ALL
T-LBL
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T-ALL/T-LBL

T-ALL/T-LBL 50%
6 5 Cancer 1999; 86:
1216-1230
PD
CR
T-ALL/T-LBL
allo-SCT
allo-SCT
2001 2002 GlaxoSmithKline
60 refractory
1
2
2
T T
1
5
1500mg/m? 1 1 2
1 3 5 16 21
650mg/m*
1 1 5 16
21 1
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1001 ara-G
3.12
1003
7
1200mg/m* 1
Grade 4
900mg/m?
25%
A0067536A  NCI
A0066574A NCI
A0067557A
1998
GlaxoSmithKline

900mg/m%/

MTD

1001

ALL

MTD

650mg/m® 5

3.0 2.0
2.03
MTD
1002 1200 1500mg/m?
5 2001
5 A0054724A
900mg/m?
650mg/m? 2001

Special Exception Protocol E98-5089
Special Exception Protocol E97-5244

650mg/m®> 5

650mg/m? 20mg/kg
5mg/kg 650mg/m?

intensive therapy
J Clin Oncol 2003; 21: 774
650mg/m?

2001
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650mg/m*> 5 70/84 16
2002 16 1 15
15 21
15 15
1 16
CR 15 20
21
15 21
CR R
2001 Stratumll StsratumZ 1 650mg/m 20.0%  4/20 30.0% 6/20
Stratum 1 4 14.8% 4127 22.2% 627
2002 1 1500mg/m’ 2 135 16.7% 1/6 33.3% 2/6
CR*
16 20 21
1 2 % 1 3 %
2001 650mg/m? 2/16 13 1/2 50
2002 1500mg/m? 1/5 20 8/34 24
ALL 15
21
3
2001 Stratum 3 Stratum 4
400mg/m? 400mg/m*
Children's Oncology Group
AALLOOP2 400mg/m? 2001 400mg/m?
2001
650mg/m? 400mg/m?
650mg/m? 400mg/m?
650mg/m?
650mg/m?
2002
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T-ALL WHO Classification Tumours of Haematopoietic and

Lymphoid Tissues IARC Press, Washington ALL
30 40% Blood 2002; 99: 825-833 2003; 101: 3809-3817 J Clin Oncol
2003; 21: 1790-1797 ALL T-ALL
J Clin Oncol 2003; 21: 179-181 T-ALL Blood 2006; 108: 465-472
T-ALL/T-LBL
T-ALL/T-LBL
2001 Straum 3 4 Straum 1 2
1500mg/m? 650mg/m?
19 4 9
T-LBL
11 T-ALL 12
T-ALL 15 T-NHL 14
4
2001 1 2002 2003 2
5mg/mL 1500mg/m? 1.3 2.0m?
1 390 600mL 650mg/m?
0.5 1.0m° 1 65 130mL
2 1
2 1
N
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T-ALL/T-LBL

ara-GTP

PGAA1001
Grade 3

59

ara-GTP

3%



Maximum Toxicity Grade (SWOG Criteria)
Number (%) of Patients
10 20 1200 40 60
Adverse Event mg/kg | mglkg | mglkg | mg/m? | mglkg | mglkg | Total Grade 3/4
(N=4) | (N=4) | (N=5) | (N=16) | (N=30) | (N=5) (% of total)
Neutropenia 0 0 0 2(13) | 6(20) | 2(40) 10 (15)
Thrombocytopenia 0 0 0 2(13) | 6(20) | 1(20) 9(14)
Asthenia 0 0 0 1(6) 6(20) | 1(20) 8(12)
Abnormal gait 0 0 0 1(6) 3(10) | 3(60) 7(11)
Anemia 0 0 1(20) 1(6) 2(7) 0 4 (6)
Confusional state 0 0 0 0 3(10) 1(20) 4 (6)
Hypoesthesia 0 0 0 1(6) 2(7) 1(20) 4 (6)
Peripheral neuropathy 0 0 0 1(6) 2(7) 1(20) 4 (6)
Ataxia 0 0 0 3(19) 0 0 3(5)
Fatigue 0 0 0 0 2(7)_| 1(0) 3(5)
Mental state changes 0 0 1(20) 0 2(7) 0 3(5)
Pyrexia 0 0 1(20) 0 1(3) 0 2(3)
Somnolence 0 0 1(20) 0 1(3) 0 2(3)
Vomiting 0 0 0 1(6) 1(3) 0 2(3)
Grade 3 2
2
MTD 5 DLT
Grade 3
40mg/kg 60mg/kg
5
6 7
2 PGAA1002
35% 18%
12% 30%
10% Grade 3 4
1
1
MTD Grade 3
4 1200mg/m? 1 Grade 3
1500mg/m? 1 Grade 4
1 900mg/m? 3 1 1/911%
DLT Grade 4 Grade 3 3
1 900mg/m? 3 5 MTD
3 PGAA1003
10% 57% 30%
26% 15% 2 1200mg/m?
1500mg/m? 1 1500mg/m? Grade 3
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7% 4%

MTD 135 1200 1500 1800 2200mg/m?
2900 3300 3800 4400 5000mg/m?
2900mg/m? 212 Grade 3 2500mg/m?
2/11 Grade 1 2
1 35 2200mg/m?
4 PGAA1005 1005
69% 54%
46%
23%
54% 46% 23%
15% Grade 3 4
Grade 3 4
7 4 8 6 4
5 PGAA2001 Pediatric
Stratum 1 73% 27/37  650mg/m? 22 900mg/m®> 5
Stratum 2 79% 38/48  650mg/m*> 31  900mg/m? 7 1
Stratum 1 2
15/37 41%  16/48 33% 7137
19% 4/48 8% 1/37 3% 4/48 8% 337 8%
1/48 2% 0/37 0% 3/48 6%
1/37 3% 3/48 6% 337 8% 348 6%
3137 8% 6/48  13%
Stratum 3 81% 26/32  400mg/m*> 19  650mg/m’* 6  900mg/m® 1
Stratum 4 79% 27/48  400mg/m’ 19  650mg/m? 7  900mg/m* 1
1 Stratum1l 2
Stratum 316/32  50%  15/34  44%
4132 13% 434  12%
650mg/m? 84 66 79%
54  64% 32 38%
14 17% Grade 3 54 64%
Grade4 40 48%
Stratum1l 2 3
4 70% 26/37 79% 38/48 75% 24132 76% 26/34%
650mg/m? 84 65 7%
52 62% 23 27%
8 10% Grade 3 51 61%
Grade 4 37 44% 5 6% Grade 3
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400mg/m” $ 5-171

TL—F &t
1 2 3 4Lk HA (49 1))
f:‘f{;;%ﬁ CE 13(27) 13 (27) 26 (53) 23 (47) 1(2) 36 (73)
AR 4 (8) 8 (16) 22 (45) 19 (39) 0 29 (59)
/R B 1@ 12) 5(10) 9 (18) 0 16 (33)
~ES T Y 1(2) 2(4) 9 (18) 3 (6) 0 15 (31)
I ek ER 1(2) 2(4) 1(2) 7(14) 0 11 (22)
P BR Hi b 1(2) 24 4(8) 3(6) 0 10 (20)
it U A 3(6) 1(2) 2(4) 1(2) 0 7(14)
FFRATIF—FELER 0 4(8) 0 1(2) 0 5(10)
- 27 5% 2 7 Al 2(4) 1(2) 1(2) 0 0 4(8)
773 s 1(2) 1(2) 1(2) 1(2) 0 4(8)
PR R MR T4 2(4) 8 (16) 6(12) 1(2) 20 (41)
A% 3(6) 0 4(8) 0 1(2) 8 (16)
i HiE 0 1(2) 2(4) 1(2) 0 4(8)
R 3(6) 0 0 0 0 3(6)
BB IEE A’ | 48 1(2) 1(2) 0 9 (18)
GNP 4(8) 1(2) 0 0 0 5(10)
Wit 1(2) 2(4) 1(2) 0 0 4(8)
JEHLE B S OV A shUiE 24 2 (4) 4(8) 2 (4) 0 8 (16)
g 0 1(2) 2(4) 0 0 3 (6)
PO B LU TR S 1 1(2) 1(2) 0 0 3(6)
7 L AF PR 1(2) 1(2) 1(2) 0 0 3 (6)
A% (%)
650mg/m’ $¢ 5 {4
JL—F st
1 2 3 4L E (84 f4))
FRBERPEETE 20
{77k s g SR 22 (26) 33 (39) 51(61) 37 (44) 65 (77)
ERIR bR T _13as) | 1sen | d4o@s) | 34@o) | 52(62)
~E ST E R 5(6) 4(5) 19 (23) 4(5) 32 (38)
LR E 1(1) 5(6) 12 (14) 14 (17) 32 (38)
AT R ER O L 1(1) 0 8 (10) 22 (26) 31 (37)
RN & a5 % 4(5) 1(1) 4(5) 16 (19) 25 (30)
b ZRAT I —EER 5(6) 2(2) 3(4) 0 10 (12)
i Az Uo7 AR 2(2) 2(2) 3(4) 2(2) 9(11)
77 2 1(1) 2(2) 4(5) 1(1) 8 (10)
TG A=) WIS ==L:b | 0 0 6 (7) 1(1) 7(8)
i 7 3 WL 3(4) 2(2) 1(1) 1(1) 7(8)
e 7 L7 5= L 34 2(2) 0 0 5(6)
7 o L 1(1) 1(1) 3(4) 0 5(6)
I i Ay 1y 2(2) 1(1) 2(2) 0 5(6)
g TR 80 10 (12) ey ) 3(4) 23 (27)
MR E =2 — 1 R o— 0o 0 5 (6) o 5(6)
iTEE) 2(2) 1(1) 1(1) 0 4(3)
(el 1(1) 2(2) 1(1) 0 4(5)
SRRl R 1(1) 1(1) 2(2) 0 4(5)
FAE = 2 — s — 0 3(4) 1(1) 0 4(5)
H Gl 406 7(8) o 11 12 (14)
[T 3(4) 5(6) 0 0 8 (10)
HUESS L O HUE 2(2) 2(2) _6() 4(5) 13 (15)
R 1(1) 0 2(2) 1(1) 4(5)
filkE (%)
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900mg/m® % 5.5 (18 ff)
Pr—F1| 7v—r2 | vr—F3| 7 L;J:_l__]“‘ &5t
Egﬁfﬁl{%ﬁ\ﬁi'ﬁ& ROWEERSRR 8 (44) 6(33) 9 (50) 7(39) 13 (72)
Bt PR i AT 4(22) 422 7(39) _6(33) 11 (61)
RN 8 8l 0 1(6) 2(11) 5(28) 8 (44)
S A== 0 2(11) 2(11) 2(11) 6 (33)
i ERE 2L 0 0 1(6) 5(28) 6 (33)
I R 0 0 1(6) 3(17) 4(22)
i 7 L7 = B 2(11) 0 1(6) 0 3(17)
M U w7 Al 0 1(6) 2(11) 0 3(17)
RIS 5 L OV A e 2(11) E 3 4(22) . 6 (33)
g 2(11) 0 1(6) 0 3(17)
FlE (%)
6 PGAA2002 CALGB19801
39 38 97% 50%
36 92% 29 74%
25 64% 23 59%
39 38 97% 50%
35 90% 24 62% 21
54% 20 51% Grade 3 22 56% Grade
4 16 41%
L e~ a3}
1 2 3 400k o
REPENRGETERVEESS
5 58 28 (72) 29 (74) 22 (56) 16 (41) 38 (97)
G 6 (13) 5(13) 0 0 11 (28)
THI 2(5) 3(8) 1(3) 0 6(15)
mEES 3(8) 3(8) 0 0 6 (15)
W - 4(10) 2(5) 0 0 6(15)
10 (26) 3(8) 6(15) 13) 20 (51)
PR i 3(8) 3(8) 0 0 6(15)
S h, 2(5) 3(8) 0 0 5(13)
mEGE | 1469 [ 1o@9) | 16@4) | 16¢4y | 35(0)
~ES T L 7 (18) 13 (33) 6(15) 2(5) 28 (72)
I /| F 3(8) 7(18) 7 (18) 6 (15) 23 (59)
A T G b 1(3) 5(13) 5(13) 11 (28) 22 (56)
AST B4 3(8) 0 1(3) 1(3) 5(13)
ALT 8470 2(5) 0 1(3) 1(3) 4(10)
kBl UWEMMEE | 6dS) | 20) | 440 ] 0 1231
i KT 4(10) 0 4(10) 0 8 (21)
(3) 21 (54)
0 13(33)
A HGER) = 2 — 13— ] 0 7(18)
FEhED £ 5(13) 0 0 0 5(13)
FH#HRLADOET 3 (8) 0 0 13) 4(10)
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7 CLL PGAA2003
87 84  97% 1500mg/m? 96% 64/67 2200mg/m?
100% 20/20 30% 1500mg/m? 67
29 43% 28 42% 24 36% 20 30% 20
30% 2200mg/m? 20 11 55% 8  40%
8  40% 7 3% 6  30% 6  30%
1500mg/m? 87% 58/87 2200mg/m? 85% 17/20
20% 1500mg/m* 67 21 31%
21 31% 20 30% 17 25% 17 25%
2200mg/m? 20 8  40% 8  40% 6  30%
5  25% 4 20% 4 20% 4 20%
5 1500mg/m? 3 1612 1684
1712 2200mg/m? 2 1560 1610 1610
1712
43187  49% 1500mg/m? 32 48%  2200mg/m’
11 55% 1500mg/m? 5%
7 10% 5 7% 4 6% 4 6%
2200mg/m? 2 3 15%
28 1500mg/m? 20 30% 2200mg/m?
8 40%
1500mg/m? 19% 13/67 2200mg/m? 30% 6/20
1500mg/m?
6% 4/67
8
CALGB69803 ol W 20 B
9 T-ALL SWOG S0010
2ol B 20 W
10 T T
CALGB59901 20l
H >l N
1T 5.3.5.4.1/ref 3.4
MDACCS86 2 B 20 B
12 PSL T-ALL
AALLOOP2 20l B 20l B
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13 B T

MDACC430
20 W 20l W
14 T-ALL T-LBL
TRC9701 198 B 20l B
15 T-ALL T-LBL
compassionate use 1910 20 B
392 258 74
44
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19 8 10
250mg
18 6 16
1
19 5 8
2 1
1.
1
PGA105446
PGAA2001
PGAA2002
T-ALL/T-LBL CR
CR*
T-ALL/T-LBL CR
CR CR*
2.
PGAA2001 PGAA2002 PGAA2003
Children's Oncology Group Cancer and Leukemia Group
B GlaxoSmithKline PGAA2001
PGAA2002
PGA105446
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PGA105446

ara-GTP
PGA105446
1 PGA105446
2007 7 13
3 5 4
1 2
20 H W 4 1
6 4
PGA105446
PGAA2001 2002
PGAA2001
Stratum 01 N=37 Stratum 02 N=48
CTCAE Grade 2 Grade 3 Grade 2 Grade 3

15 41% 10 27% |6 16% 1 3% 16 33% 12 25% 10 21% | O
33 23 13 2 39 26 18 0
7 19% 4 11% 3 8% 0 4 8% 1 2% 1 2% 0
3 8% 2 5% 1 3% 0 3 6% 3 6% 2 4% 0
1 3% 1 3% 0 0 4 8% 3 6% 2 4% 0
2 5% 1 3% 1 3% 0 2 4% 1 2% 0 0
3 8% 3 8% 2 5% 0 1 2% 0 0 0
1 3% 1 3% 1 3% 0 3 6% 3 6% 2 4% 0
2 5% 2 5% 0 0 1 2% 1 2% 1 2% 0
0 0 0 0 3 6% 2 4% 2 4% 0
1 3% 1 3% 1 3% 0 2 4% 2 4% 2 4% 0
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yzs69528
ハイライト表示

yzs69528
ハイライト表示

yzs69528
ハイライト表示


Stratum 01 N=37

Stratum 02 N=48

0 0 0 0 2 4% 1 2% 1 2% 0
1 3% 1 3% 0 0 1 2% 1 2% 0 0
1 3% 1 3% 0 0 1 2% 1 2% 1 2% 0
0 0 0 0 2 4% 1 2% 0 0
0 0 0 0 2 4% 2 4% 2 4% 0
0 0 0 0 1 2% 1 2% 0 0
1 3% 1 3% 1 3% 0 0 0 0 0
0 0 0 0 1 2% 1 2% 1 2% 0
0 0 0 0 1 2% 1 2% 0 0
0 0 0 0 1 2% 0 0 0
0 0 0 0 1 2% 0 0 0
0 0 0 0 1 2% 1 2% 1 2% 0
1 3% 0 0 1 3% 0 0 0 0
0 0 0 0 1 2% 0 0 0
1 3% 1 3% 1 3% 0 0 0 0 0
1 3% 1 3% 1 3% 0 0 0 0 0
1 3% 1 3% 1 3% 0 0 0 0 0
1 3% 0 0 0 0 0 0 0
1 3% 0 0 1 3% 0 0 0 0
PGAA2002
1 Prior Induction N=11 >=2 Prior Inductions N=28
CTCAE Grade 2 Grade 3 Grade 2 Grade 3
8 73% 4 36% 2 18% 0 17 61% |11 39% |2 7% 0
24 5 2 0 39 17 2 0
5 45% |2 18% |0 0 9 32% 5 18% |0 0
2 18% |0 0 0 6 21% 5 18% |1 4% 0
1 9% 0 0 0 5 18% 2 1% 1 4% 0
1 9% 0 0 0 5 18% 0 0 0
1 9% 0 0 0 4 14% 1 4% 0 0
1 9% 0 0 0 2 1% 2 1% 0 0
1 9% 1 9% 0 0 0 0 0 0
1 9% 0 0 0 0 0 0 0
1 9% 0 0 0 0 0 0 0
1 9% 1 9% 1 9% 0 0 0 0 0
0 0 0 0 1 4% 0 0 0
0 0 0 0 1 4% 1 4% 0 0
1 9% 1 9% 1 9% 0 0 0 0 0
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2
T T
1
2
CR CR*
T-ALL/T-LBL CR CR*
T-ALL/T-LBL
T-ALL/T-LBL
ALL
WHO
acute lymphoblastic lymphoma acute lymphocytic
leukemia
acute lymphocytic leukemia acute leukemia)
ALL

WHO
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16 21

T-ALL T-LBL

GlaxoSmithKline

CR

PGA105446

ara-GTP

Children's Oncology Group ~ AALL0434

AALL0434
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6.
1
ara-G ara-GTP 4
p 01 ara-G
CL CL/F Vss V/F
ara-G
/
/ ara-G ara-GTP
FDA
CL Ve n=22 n=90 30%
ara-G CL Vs 30
45% FDA
63 CL Vs 15
10% ara-G CL/F V/F
15 20%
ara-G
2
8 CALGB69803 SWOG S0010

CALGB59901 MDACC86 AALLOOP2 MDACC430 TRC9701 compassionate use

30
GlaxoSmithKline
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Cancer Therapy Evaluation Program National

Cancer Institute GlaxoSmithKline

GlaxoSmithKline

3
15 6 3 0603004

3
4

1

2
ara-G

T

72

24

GlaxoSmithKline



3

10

1500mg/m? 11 2
5 16 21
650mg/m? 111
16 21 1
PGA105446
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Terminology Criteria for Adverse Events CTCAE

)CTCAE Y ver. 3.0
NCI-CTC ver.2.0

1
1
il | T
| T [
A
T null ! | T
T - il
30
5

74

) 2

CD3 CD45+T

30

Common



PGAA2001 PGAA2002 650 lSOOmg/m2
8 2
3
T-ALL/T-LBL
CALGB
69803 18 10
FAB L1-L2 ALL
11
SWOG S0010 | T-ALL 20
16
CALGB T CTCL 19
59901 T
PTCL 70
T
MDACC 86 16 2
4
3
2 1
2006 5 2 I
12 ICH
2
3
2005 10 15
2
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2
1
P5 6
P6 1 pH
P7 1
P14 3
P15 19
P15 11 | 895 14.4% 8.96 15.0%
P20 18 | 65 62
P25 10mg/kg Cprax 13.688 10mg/kg Cpax 13.6
20mg/kg Chax  43.788 20mg/kg Cpnax 437
40mg/kg Ve [82.3,3301] 40mg/kg Ve [82.3,301]
60mg/kg CL [79.8, 7912] 60mg/kg CL [19.8,7912]
P26 7 13 6
P26 6 13 6 10 5
P30 1005 T 40 34 1423 1005 T 408 34 1423
P36 6 T-ALL/T-LBL T-ALL/T-LBL T-ALL/T-LBL
2
P37 T-ALL/T-LBL T-ALL/T-LBL T-ALL/T-LBL
P38 9
P38 CR 1 18% 95% CR 1 18% 95%
[5%, 52%] [2%, 52%]
P39 16 392 258 522 498
P65 10 74 44 123
60
P42 4 CR* 24% 2/25 CR* 32% 8/25
P42 5 CR* 27% 3/11 CR* 36% 4/11
P42 2002 refractory 2 Prior Inductions | 2002 refractory 2 Prior Inductions
CR* 3 214 CR* 3 1838 CR* 5 357 CR* 5 31.2
relapse 1 Prior Induction CR* 3 relapse 1 Prior Induction CR*
333 CR* 6 26.1 4 444 CR* 7 304
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P52 2002 Grade 2002 Grade
3 8 21% Graded 5 5% 3 7 19% Graded 2 6%
Grade3 8 21% Grade3 7 19%
Grade4 10 26% Grade4 10 28%
27 75% 24 67%
Grade 3 4 10% Grade 4 13 Grade 3 4 11% Grade 4 12
33% 33%
P52 2 18% 81/459 19% 87/459
16% 72/459 15% 17% 77/459 15%
68/459 71/459
P57 1 70/84 66/84
P61 14 | 27/48 27/34
1 p30
ara-GTP  PK 1500mg/m?
[95%Cl]
N Conax AUCy. AUCo.24 AUCos
(umol/L) (umol h/L) (umol h/L) (umol h/L)
36 143.104 3250.07 2838.89° 10981.6°
ara.GTP [52.995, 98.148] | [481.85, 1521.67] | [755.55, 1780.83] | [551.84, 10639.6]
1 15 359.300 12397.8 6804.37 39621.5°¢
[74.297, 335.118] | [1451.98, 9693.45] | [6329.59, 181917] | [6329.59, 181917]

a N=30 b N=8 c¢ N=3

1 p30
ara-GTP  PK 1500mg/m?
[95%CI]
N Crnax AUCq AUCo.24 AUCq.8
(umol/L) (umol h/L) (umol h/L) (umol h/L)
%6 72.120 856.28 1159.96 ° 2423.08°
TP [52.995, 98.148] | [481.85, 1521.67] | [755.55,1780.83] | [551.84, 10639.6]
ara-
1 15 157.793 3751.63 2737.79 33933.2°
[74.297, 335.118] | [1451.98, 9693.45] | [6329.59, 181917] | [6329.59, 181917]

a N=30 b N=8 c N=3

1 p48 50
2001 2002 2003
2001
650mg/m? 2002 2003
84 151 36 67
n % 32 38 32 41 24 67 50 75
5 6 8 5 0 0
0 0 6 12 0
6 7 12 8 0 0
11 4 3 0 24 36
n % 0 4 3 11 28 14 21
0 11 2 5 0
0 11 7 18 11
0 4 3 1 3 0
0 0 2 5 4 6
0 0 0 3 4
n % 0 3 2 10 26 19 28
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| o 2 1 4 10 4 6
1 p48 50
2001 2002 2003
2001
650mg/m? 2002 2003
84 151 36 67
n % 32 38 62 41 24 67 50 75
5 6 8 5 0 5 7
0 0 6 17 0
6 7 12 0 24 36
11 4 3 0 0
% 6 7 17 1 1 31 14 21
11 4 3 2 6 0
2 2 5 3 7 19 11
3 4 8 5 13 0
0 11 2 6 4 6
0 11 0 3 4
% 11 75 10 28 19 28
0 2 1 4 1 4 6
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