25 3 11 25 11 37 39 38
34.2% (37.8%)
) 4.4 6 15
GBS-01 5
UGTIAL
POC
2013 6 24
Normalization 1
11
)
2010-505497
PCT/JP2010/051701
2010-215118 GMP
GBS-01
GEM 1711
UMINOOO005787 23 6
GBS-01
2 GEM S-1 1 PR 4
1
A. B.
2-30 GCP
5 20 /




GBS-01
()

) GMP

Phase 11
GBS-01

37
Per Protocol Set PPS
2013 1 2014 6
Primary endpoint 8 Disease
Control Rate DCR
Secondary endpoints
response rate RR
Progression free survival
PFS
Overall survival O0S

Exploratory endpoint

POC

GBS-01

[Proof of concept(POC) ]
POC 10
PM
DA 2013 6
24

IRB
GCP

C.
Phase 11

3 25 1 17
25 3 1
25 11 5 39
¢ 39 ) (
) 64( 38-81) 27 PS 0
28 1 1
3 36
29
10 7 8 24
Gemcitabine 29
S-1 34 Gemcitabine+S-1 5 FOLFIRINOX 2
5
1
2013 11 3
38
3
13
34.2%
(37.8%)
( ) 4.4 6
15
GBS-01
1
PANC 1
CD24, CD44, ESA
Oct3/4, Nanog, SOX2 1-2p
M
MiaPaCa2 5



CD24+, CD44+, ESA+,
Pl-, H-2kd-DHIlIZ 51T 5 Hrae T ke
CD133+, CD44+

GBS-01

[Proof of concept(POC) ]

POC 10
PMDA
2013 6 24
GBS-01
GBS-0
LS174T
¢ D
1A
LS174T
5000 -
4500 -
4000 -
o 3500 -
IS
£ 3000 -
~ —e— Control
& 2500 -
g 2000 - —&— Avastin 1 1 i
S 1500
" 1000
500
0
500 S S PRI TITSIEINAARS S
b Day after treament started

1B

120% -
100%
80% -
—— Control
L 60% -
£ ~——— GBS-01
S 40% -
E Avastin
]
20% -
o — GBS-
0% (|)1+Avast|n . . .
0 50 100 150 200
Day after treament started (Day)
MiaPaca2
2A
Miapaca2
2500 - —— control
GZOOO E —=— GBS-01
g 750mg/kg
=1500 -
S
1000 -
500 1 +GBS-01
0 5 10 15 20 25 30 35 40
2B
500.0 -
4500 41—+ control T
4000 - T
350.0 - GBS J_ J—
300.0 ~ oxaliplatin T
- L
2500 —— oxaliplatin+GBS
200.0 -~
150.0 -
100.0 A
50.0 -
0.0 T T T T T T T
1 4 8 11 15 18 22 25




Phase 1

15
Perfusion GBS-01
DTPA
MRI Perfusion 9.4T
MRI 3 M
5XHRE Luciferase
M
Cbh41
AGG
Cmax AUC AG
AGG
3 AG
DTPA MRI

Perfusion

—+— AG1 HRE
5.0E+05 ~ —+—— AG2 HRE 1
—*— AG3 HRE

4.0E+05 -
3.0E+05 -
2.0E+05 -
30
1.0E+05 -

0.0E+00 +

%
-1.0E+05 - 3

-2.0E+05 T T ]
-10 40 90 140

GBS-01
Normalization

GBS-01

GBS-01



AG
25 mg/

AG
AG

100,000
80,000

oo

2

® 60,000

© 40,000
20,000

0

500
400

300

ug/ug

200

AGG

100

AG

AGG

AG
15
AG AGG
AGG 6 7
AGG
6 AG
7 AGG
AG AG
AG B-
Nod Scid
100 mg/kg 15
30 AG

AG AGG

0.30
0.25
0.20
0.15
0.10
0.05

0.00

ng/u g

0.30
0.25
0.20
0.15
0.10
0.05

0.00

AG/AGG

9 Nod Scid

ng/u g

Nod Scid

AG

GBSO1

FFPE
Phase 11

15

AG
AGG

AG
AG

Phase 1

TR

AG/AGG

AG/AGG

AG

AG

AG
B -

AG/AGG
B -



FFPE
17 TMA TMA
2mm FFPE

HIF-1, CA-IX
CD133, CD44, ALDH1
Phase | ]
Phase 11
PFS 0S

HIF-1: Phase 1 62.5%(5/8) Phase 11

47.0%(8/17) HIF-1
Phase 1, 11
(non-PD) HIF-1
HIF-1

PFS, 0S
(P=0.09 PFS, P=0.23 0S)
CA-1X: Phase |
50.0%(4/8) Phase I
(0/17) Phase 11

(P < 0.05)
CD133: Phase | 37.8%
(3/8) Phase 11 35.3% (6/17)
CD133 PFS,
0S
CD44: Phase | 50.0%
(4/8) Phase 11 58.8% (10/17)
Cb44
PFS, 0S
ALDH1: Phase I 37.8%
(3/8) Phase 11 17.6% (3/17) Phase
11
ALDH1 PFS, 0S
PFS 0S
25,455  variant
SNP dbSNP build

131 1000 Genomes Project
148

in-house SNP

variant
1,046 variant
1,046

91 955
variant
confidence score 0 10 30 50 100
1
ROC
50 0.97 0.94
56 50
variant
variant allele frequency
ROC
10 1
0.97 0.75
56 14
50
10
1
91 85 93.4% 955
941 98.5
GBS-01
13 Aquilion 64
13 10
3 60 7
6 CT
CT CEA CA19/9
10
11
1 4
CT



Normalization

25
SOP EDC
25 3 11
1 11 5 39
GBS-01
]
25 36
11
7
EDC POC
2
1 1 PMDA
1
1 2 9 GCP
CRO
CRO
1
PK PK EDC
1 E.
Phase 1 GBS-01
13 CRC
11
D.
Phase 11A POC
15 SD
vascular normalization
34.2% (37.8%)
( ) 4.4
6 15 F.
15 GBS-01
(
)
Primary endopoint
GBS-01 Phase G.
|
GBS-01



[ 1
2014- 080895

2012-069964
t2015 3 2

PCT/JP2014/061396
2005 1 22






