2 90CT 2004

Figure 1

1./78
@
o
2" 2~
= . 5
Q - 3
(o] T rrrrr Oo
100 10" 102 108 10t 109 107 102 103 104
FL2H | FL2-H |
o (@) -
2 IR
8 % E
3 Q
o chﬁ ) .
100 101_ 10¢  10° 104 100 107 102 10° 104
FL2-H ' FIL2-H
5 (d)
Q
oy O
=
3 E
RS ] ’ .
OO_M-MA._ .
109 107 10¢ 10° 104
FL2-H
(f)
Q
Oy
o) N3
-
=3
Q
O
109 10Y 102 108 10¢
FL2-H
(h)
O
(=]
mc\l
E
o 1
Oo_- "P‘\‘\V\
100 101 102 108 10¢
FL2-H
5 ()
'
o O
-
b
o
O '
O.:
109 10t 102 103 104
FL2-H

(0




290CT 2004

WO 01/87981 PCT/JP01/04035

2/78

Figure 2

OD490

0 1 : i ! _
0 50 | 100
Human 1gG (ng/ml)




230CT 2004

WO 01/87981 PCT/JP01/04035
3/78

Figure 3

1.5

- - Q
o -

100
1000
10000

Antibody concentration (ng/ml) |

—{1— ‘SA‘l‘J!CHO
—— SA12 human
—{— 5G430 CHO
—4&@— SG430 human



290CT 2004

WO 01/87981 PCT/JP01/04035

4,78

Figure 4

0D490

.
Qo

100
1000
10000

Antibody concentration (ng/ml)

—{}F— KLH CHO
—#—— KLH human
+ JMADb124 CHO
—&— JMAb124 human
—¢— JMAbDb126 CHQ
—— JMADb126 human
—A—  JMAb127 CHO

——k=—~ JMAD127 human



~790CT 1004
WO 01/87981 PCT/JP01/04035

5/78

Figure 5

1.5

OD490
N

Lo hobhd A YW L Lodab Ll Lt el ladd )
™ L o
c' h

100
1000
10000

Antibody concentration (ng/ml)

—{3— JMAb128 CHO
— M JMAbL128 human
—O— JMADb135 CHO
—@—— JMAb135 human
—<—  JMADb136 CHO
— JMAb136 human
—&—  JMAD137 CHO

—&—— JMAb137 human



2 9007 200
WO 01/87981 PCT/JPO1/04035

678

- Figure 6

1.5

0D490

0.5

!
- - ) o
o -

1000
10000

Antibody concentfation (ng/ml)

JMADb138 CHO

——

——  JMAb138 human
-—O—— JMADb139 CHO
—®— JMAD139 human

——  JMADB140 CHO
——

JMADb140 human
—7—— JMAb141 CHO
+

JMAD141 human



2 9 0CT 2004

WO 01/87981 PCT/JP01/04035
T/ 78

Figure 7 |

1.5

0OD490

0.5
b
0 | { o D " D;n-
b ol o fam
D, - S - 3
Lan o
™

10000

Antibody concentration (ng/ml)

—{}— B10.5CHO
—i— B10.5 mouse



WO 01/87981

Figure 8

8/78

2 90CT 2004
PCT/JP01/04035

15 4

0OD490

0.5

Antibody conceﬁtration (ng/ml)

U
——
—O0—
—e—

——
——
A —
—a—

KLH CHO

KLH mouse
JMADb124 CHO
JMADb124 mouse
JMADB126 CHO
JMAP‘! 26 mouse
JMADb127 CHO

JMAb127 mouse



290CT 2004

wO 01!8798] PCT/JP01/04035

9./78

Figure 9

1.5

OD490

s
- o o o

o — o o 8

- o b

— Q

P

Antibody concentration (ng/ml)
JMAbL128 CHO

——

—M— JMAb128 mouse: :
—O— JMAb135 CHO
—®— JMAb135 mouse

—CO—— . JMAD136 CHO
—4—  JMAbL136 mouse
—Z— JMAb137 CHO
—h—

JMADb137 mouse



290CT 2004
WO 01/87981 PCT/JP01/04035

10/78

Figure 10

1.5

0D490

’/ .

=S

e T = = Q ‘
o - o Q - 8
- o

F

Antibody conceﬁfréti_on (ng/ml)

JMAB138 CHO

——

—ll— JMAb138 mouse
—O— JMAb139 CHO
—e—

JMAD1T39 mouse
—<—  UMAb140 CHO
—&— .MAD140 mouse

JMAb141 CHO

—A—
—h—  JMAb141 mouse



290CT 2004

WO 01/87981 PCT/IP01/04035
11778
Figure 11
3
2.5
[
2 .
]
1.5
[
1 -
!
0.5 _ _
0L o toopo 0 et B e S
- 'l "y I_L..'l_l1 . Axln L ool b A AL rl | ‘ '
~— - Q QO o o
a2 P O c
(=] o = S
™ o
v—

Antibody concentration (ng/m]_)

—}— JTT2CHO
—l— JTT2rat



2 9.0CT 2004

WO 01/87981 PCT/IPO1/04035
1278
Figure 12
2
1.5
=) i
(@3] I
5‘ 1
O
0.5 ' -
F 2
Y "Jﬁ:{* -y “""”_” ' Em— 4
. 2 =
o - 8 8
- o
-

Antibody cqncentr;tion (ng/ml) |

KLH CHO

——
—— KLHrat
—O— JMAb124 CHO
—®— JMADL124 rat

—O—  JMADb126 CHO
—4&— JMADb125 rat

JMAD127 CHO

_ﬁ_..._
——k— JMAbL127 rat



WO 01/87981

Figure 13

0D490

13/78

2 90CT 2004

PCT/JP01/04035

2

15

0.5

-— b g
o

Antibody cohcentratio_n (ng/m])

——
——
—0—
—o—

+
+

_—ﬁ_
_.*__

uf
o Q
- Q
R

JMAb128 CHO
JMAD128 rat
JMAD135 CHO

JMAD135 rat

JMAD136 CHO

JMAb136 rat
JMAb137 CHO

JMAb137 rat

LAl
1

10000



2 9 0CT 2004

WO 01/87981 PCT/JP01/04035

1478

Figure 14

2

0D490

Antibody concentration (ng/ml)

JMAB138 CHO

—1—
—i— JIMAb138 rat
—O— JMAb139 CHO
—@— JUMAb139 rat
—<CO——  JUMAb140 CHO
—4&— JUMAb140 rat
JMAB1I41 CHO

—N—
——&—— JMADb141 rat



2 9 0CT 2004
WO 01/87981 PCT/JP01/04035

15778

Figure 15

400000 -

(cpm)

300000+
| P —— SA12

200000 - —0—5G430

corporated
"=thymidine

34

100000—1------5-

Amount of in

- 0.01 0.1 1 10 100

Antibody concentration (;Lg%uﬂ)



WO 01/87981 PCT!JPﬂlI%J%CgET ZUU‘
16/78
Figure 16
400000 4~ '
E!
& ~—O— Mab124
s . 3000004
bt ' —O0— JMAbLI25
b |
Hog
0 —O0— M
&5 200000 AbIZ?
2'3 i ——N—— JMAb128
A 2 :
Yy + : o
o' 100000 - Y
i : ‘
g
=] : -
g P
0.01 0.1 1 10 100

Antibody concentration (.u g/ml)



'Amoun} of incor

2 90CT 2004
WO 01/87981 PCT/JP01/04035

17778

Figure 17
2000 T T T

(cpm)

2000004 | |

1500004 —{— JHCH

porated

—-0— SA12

100000 - ..... ...... -~ ------- ~ : “ —O— SG430

H -thymidine

50000 -

0.01 0.1 1 10, 100

Antibody concentration (ngynglﬂ



wo

porated (n
H —-thymidine ( prn)

Amoun;: of incor

2 30CT 2004

01/87981 PCT/JP01/04035
18/78
Figure 18
250000
200000 -
1 —0— JMAb124
150000 -+ —O— UMAb126
- —&— JMAb127
100000 |
—{F— anti-KLH
50000 -
0.01 0.1 1 10 100

Antibody concentration ( 4 g/ml}



2 90CT 2004
WO 01/87981 PCT/JPO1/04033

Figure 19

250000 T T T T

£
' 200000

: —{— anti-KLH
150000

porated

o2 —thymidine

—O— JMADB128

incor

100000 | i —O— JMAb13S

—A— JMAb136
50000 -

Amount of

0 .:::::::l :E:EEEEI Pl ....‘ oo
0.01 0.1 | 1 10 100

Antibody concentration (;zgfn&l)



290CT 2004

PCT/JP01/04035

WO 01/87981

20/78

Figure 20

—O—  5A12
—{— JHCH

—-_O—- SG430

. 1. 3 . . e Tes

e fanesnicaicanimantidiontatearsianantsentrabintanateinranaa visereserennrciiessfare
H

meese

svrfansbvgncnsnasirasefssrsiriocigietacicanautrssinareonsran

P LY

M []
R R e R L LT T T
. o oa v . .

I ot RIS SR

=SrdddPiusardnsganisnadaasienarpianttdirvisaradbbnd dldanile
Y PP bbb SO

8 ;

1 . .
B R T T Ty P T T N L T T N LI

-

srsasmsssmmssnn
cEesbian e sama

llllll L e T T T LI Y FT T TN T

T T L P P N J PSRy

i .
H H V .
S B o T Y [T TYY Ty
H H
H t !
: .
i '
H ]
H
B R Lt W O OIS Y A O P T e PY
reaferevmmarasccsns sasdaswar et i agnan enatee s rranas srrrasssrrnasesia]rscnssnerssentan
.oomn..tnlont-nc.n.on-..’.-uu- -------------- spassenanna P T P T LT T YO PRSPPI
ﬁ.--n_...olnnnnl...-tivluu.uo..o.nllninn|.-:-n:0-u---|-||-o-|. stssennssnisonronaissel rraasirstacacsnind
1 3
i A e R T P R LTI
H H
MafatemdtedvioncapnnnducnrrnasonteeastarasanesbisnbisanISco it atsttiasnnanaabetlvasirtetinciobiie ]
! H
H
redetatanntanesnnsarsliirasiionnaasseniatesesens o res ntd nonotonesssrnseantss]bannstesnsnenasan.)
M I3

100

g 250000
200000 -
150000 -
100000 -

50000 -}

[a}

do . JUTPTWAYI~ H
t v pazerodioout Jo junoury

TN

Q

0.1

0.01

Antibody concenfrafion (u_g/ml)



WO 01/87981

Figure 21

21,78

290CT 20

PCT/JP01/04035

250000 -

(cpm)

Lo
nnnnn
'R

200000

- 150000

ncorporated

P
-----
[

L33
*

100000

H —-thymidine

Amou%t‘of i

50000

.O

0.01

0.1

Antibody concentration

1:

T

10
(1 g/ml)

100



WO (1/87981

23007 2

PCT/JP01/04035

22738

—0— 128
—{—= 135
—LF— anti-kKlLH —A— 136

Figure 22
"é _
S 250000
=
g 200000
iZ 150000
5§
g
85 100000
5
50000

0.01 0.1 1 10

Antibody concentration. (u, g/m].)

100



290CT 2004

WO 01/87981 PCT/JP01/04035

23/78

Figure 23

—{}— anti-KLH

—~ 2500004 R S I ; T
=
2 :
= :
200000 -
23 150000
ik
.= 100000~
g
50000 -
0
001 0.1 1 10 100

Antibody concentrat;‘.on ( L g/ml)



2 90CT 7004

PCT/JP01/04035

WO 01/87981

24,78

Figure 24

140

141

anti-KLH = —0O—

be s smnpsmnanspern

vetarasrancampennsy

P e

jemcdssoronsnaanre

LT T PRI

r....oov....n.-'.::..—-..-.-.-.--....-.-?.-........!.-o

-....:.......-.-..::..... S SRR

R R O T S s TP T T Y T Ior ey

...L::.............:T..:......:....._:. wamsetnsonsasnalnsinen

~wtdranlamapas st itibunren snancehang L T T T PV S P Y Y T I PR PR R g

r
~BrpEareenstessanars
¥ cpuuansasssaspa

FYTTEY TP PP

* . 1

tPrsduccmrstamndapanassabacnpprpnnserpsssisrbirsarsacfetsninan
. 'B

—

g 250000-

o,
S

200000 -
150000 -~
100000 -~
50000}

UTPTWAYJ-— He
pe23exodxonur Jo uznoE¢

100

10
(u g/ml)-

0.1

0.01

Antibody concentration



WO 01/87981

Figure 25

(cpm)

porated

H -thyvmidine

3

“Amount of incor

150000 -

29.0CT 2004

PCT/IP01/04035

25778

~—0—  SA12
—U— JHCOl —o— sa4a0

O e s
e e e o]
T “awoa

100000

50000 —4-

MR A R ST

LRI .« . -d o
'R P e
IRERIL = ¥ v b

0

0.001 0.01 041 1 10 100

Antibody concentration (Ltgﬁrnl)



280CT 2004

WO 01/87981 | PCT/JP01/04035
26,78

Figure 26

Qe 124
| —O— 126
—— antiklH — & — 127

Lo I
e R R

(cpm)

- e 4o - . R Y
PO . . . eee m A w -
B4 e e - L) S oy [
. R - . = . . A e .
Ao s oak . P + e w . ..
e . . B e 4 s N e s o
] + 4 » P e e bk oo
v e e b oa - . . R w1 a ey
— e bR o o ay = rwed —a

Y v . e o P .
. IR - . 4 P . N e ek .
R » L] [ « & i oaw
e o= oas . . LR oo .

s e owoe 3 . » e w L
PR + e Fea ow .y o

T + . .

" . ® [ -

porated

i i b e H e

100000

—-thymidine

Amount of incor
3y

50000 -

0 S N AR LI Dan s n e e L s
0.001 0.01 0.1 1 i0 100
Antibody concentration (JU- g/ml)



290CT 2001

‘WO 01/87981 PCT/JP01/04035

27/78

Figure 27

(cpm)

150000

porated

H —thymidine

100000 -

3

Amount of incor

50000 -

0 i i SR ML SRR LL
0.001 0.01 0.1 1 10 100

Antibody concentrati.on (].l g/ml)




W0 01/87981

290CT 2004

PCT/JP01/04035

2878

Figure 28

(cpm)

porated
H —-thymidine

Amounat of incor

—L—  anti-KLH —4&— 139

LENER 2 £ 4

150000 -

100000 A

. . na
. - s
e pase
& awms
Yo v mas
e mawe
“r sas
. - v e
L AAGACAELECT TS
[T
PR «
. 8
. . »
. [ H
. e
-

| (:) ...l RN EE?[ oo ESEI il ?EEE‘ oo
000t 001 01 1 10 100

Antibody concentration (ngdrﬂl)




WO 01/87981

2978

Figure 29

(cpm)

porated
H -thymidine

3

Amount of incor

29 0CT 2004
PCT/IP01/04035

150000 -

100000 -

250000

0

eway b aan
LY LI IS 1L
' ea - .t

L
0.001 0.01 OA1 1

Antibody concentration



2 9 0CT 2004

PCT/IP01/04035

—o— SA12
—C— 86430

30/78

—ik— JHC1

WO 91/87981
Figure 30

L L L LT T Y T O PP RP Sy A YN

dnuuu

Aserssavins

o -man

H
1

.
e
4
1

tmsamaavemren ..-.Pn roua

EELLTYREEPYENY 40 TYT Raemraan

e L -

mmﬁwELHS;:LrL:man e

H
H

sarrrsaratyTastes

Arngarannaceranebnas

tdiasbamanns
r}

.......

-
.
H
.
1

]
s
H

00000+
50000 -

1

BUTPTWAYI— H,
p2ievxodiooutr JO ucsosd

o
S
1

(u g/ml)

Antibody concentration



2 90CT 2004

PCT/JP01/04035

WO 01/87981

3178

Figure 31

nrfadusnsrenaas

T

v

'

+

.

[

-

..
g

- assanctecarcbnspyeittveratormsinnen

N L T I L L T PV R N 1Y

fadsray sasusadtaa
ﬁb.-.-cva..a-a- -

1asseavssrraansnlan
feun e

sAenwein

rretes iferatrersuvrgotneas
R T I Y P F L T P T

ﬁ...... ......... Versrssueustannans

s racdtisanrascshndiasrians s0asnaga

-
1

v estnresinnen

ascjadnasesnpasanararas

A T P T R T R TN Ty

L)
.
H
-
I
3
3
H

.
.

.
.

.

.
b

]

1

+
.
.
.
H

.

.
.
¥
s
4
.
.
.
v
[

.
S L L L R L L L e e L R LR

y
100

DUy PRy T
ool e P PR P

.-v.oo-cﬂ----...-n-.-n-ovc.-.:--.-.--.o'..nv.cnclo sanfu

. rlemsnsensenis
aa i ~. fertacereseann

satatrevcprrrrinnne FIYTIT TSI TS 3

V‘ D PP P HA WP =
e eevresdsierinin J1...
------ 'rn-f ‘_-u-l.-.---.-o---:. *

H - mpae agrmzagsatbiadés

sasepransarsy

LYYy

thversay

dnssana

bl
*
:

3
———

.
.
[l
.
.
.
.
4
bl
.
.
I
.
.
.
»
»
.
.
.
.
.
1
a
»
.
.
1
»
.
1
.
N
.
.
.
"
.
»
.
v
.
.
]
.
.
.
1
1
.
n
.

*

150000 -

AEQov e

00000 -
50000 -

1

2UTPTWAYI~ H,
xodaoout Jo JUNOUY

Antibody concentration (ngﬂ[nl)



29 0CT 2004

WO 01/87981 PCT/JP01/04035

Figure 32

,"\
S.
2,

=

150000

100000 -+~

Amount of incorporated
4 -thymidine

500004 |

d e | R Pl P osriih
0.001 0.01 0.1 1 10 100

Antibody concentration




2 90CT 200

WO 01/87981 PCT/JP01/04035

33738

Figure 33
O 137

 —O0— 138

—O— antiKLH o 149

T 1L 0 -
. aiy . .

1560000

(cpm)

- 100000 -

RS

oo T e o on i
. o i

Amount of incorporated
34 ~thymidine

50000 -4

0.001 0.01 0.1 1 10 100

Amtibodf concentration (ngdrﬂl)



2 9GCT 2004

_PCT!JPOIIU4035

WO 01/87981

34,78

Figure 34

140

—{F—  anti-KLH

141

.

b s amssar-rstrrrsrtsspsaamananaane

rapspsssnsstaasndbnvana-Rinsdonds

T L PR PR R P TY N

fen smsanetaisbnrctsmrrrpiassasanrttneTr

ares
T .....T

e 4 assssndansatediARSrdrhsay

O T T T P I L L L L Y

F ARG R ANt PR b PR ea A dAR aspareransihrnmrenantiiinnbtrssirrhdsnranarirraalbfitntavantiiter

-
o
—

i

0.

.01

0
Antibody concentration (U- g/ml)

AEQS

.001

0
0

SUTpTWAY3 - ‘H.
pajexodIoduT JO QUnouwy



2 90CT 2004

PCT/JP01/04035

WO 01/87981

3578

Figure 35:

—O— GSA12

—A{}— JHCH

—O— SG430

LB *
_n\........-.-...-.u..n:...---...ov..a:..-v
crasresansesssibnasresnainninabunansannn
1

.......... erdte Rrmbnd i

.

creeaed

savapasssarrriasnn

LEYY RN Y Y Y Y

-----------------

fr e bavenan avmama

1
:
L]
:
3
'
:
:

B I T

/A AR NS S, -

g

agessmemyraraprrey

b3
.-_—.--n.-.nannpvwn.-u-c.ac PEsANFATASEAAR AL

»

uuuuu

U

“Mm“”“m.ﬂ“

)
-
.
-

100

100000 -
50000

auTpTWAYI- H,

pelexodiodut Jo junouy

-0.01

(u g/ml)

Antibody concentration



WO 01/87981

7 90CT 2904

PCT/JP01/04035

3678

Figure 36

(cpm)

orporated
H ~thymidine

3

Amount of inc

—{F— anti-KLH —Ah— {97

el
N
N
[
L
T . P
F HE H R . -
[ vise [ P hH T H H
. + . urn - ia . P H i
oo MR e I ' HEE . P
F I e [ ve s H IS H I
o R « o [ : P H N
P Prae T . [ . vel o . sy
P T + a . eoa . - H HEH
HER Rt R S H s s 4 Sas
— et n = T S L cam e ]
T N PE G- R . T e v v
. v, .ran oo — . v PR . P
- EEH PO s : P H et
[ Paia b - ' - . .
- eal P - . R M .
- Voo sies - b . R . :
[ vaal A i
H
Pad ' ves
. PR [ . cra . il
- . ‘e - e 3 H I H Y
P [T P <5 H - . adt
T I3+ L Teoa H T H e
- b PR PR . P H b
[ S i P P . I . HEH
[ Rt - P . HET H e
P R - P H P . i
o R R R N Biia) 3 H
AN PR S i Semeips P —prame RO V. WY
P P . e . a1 s v ‘e oy . 1944
P Y - P H sal 2 .
. LI S HE-E- H ha :
. s saln .« i P . - .
- I PO - H M H
v L 4 N - . e oa H H
HE-
: HE- . P
- . ariy- M sl : P : e
P e . = M N [ . v
FEN ran s 2! H . : M- . e
- saas P - . TiL s . i
- ane - i : N M e
[ L3 I HEE 4 P . il
PR syav L I . o s . M o
A " "hee - - » .% a . - ey W » B a
I T s T Tt H Tyt H
-— . . P ens . - . 'R H -as o . i
P Y I e . Tas s H e
Y b4 I P : Tl 2 M -
P Pras PR b . P - e
- 1] R EY] - - » - - . - 04 s - -aw
.. ' ¢t H . o H .
[ .e T . . : .
. - . H .
. - xS H -t-
[ 1 ——
o T : -
- WLy — J——
FE- 1
M
—f .
e o e
H H .8
[ .n
- Vs
. ais
- R
I b . e . -
[ T [ M M
R HE - Ao H RER . s
T 1 IFI"I T irl T _1|xl T 1

0.01 0.1 1 10 100

Antibody concentration (g g/ml)



2 90CT 2004

WO 01/87981

Amount of incor

PCT/IP01/04035
3778
Figure 37i
—O0—— 128
. - —O— 135
—L— anti-KLH —A— 138
s
= 150000
L
F
21 100000
:
%
50000 -
0
0.01 0.1 1 10 100



290CT 200

WO 01/87981 PCT/FP01/04035
38/78

Figure 38

150000 -

(cpm)

porated

100000+ i

-thymidine

50000} -

Amount of incor
*y

0 ———
0.01 0.1

Antibody concentrétion ' (y, g/ml)




|
4

290C7 700

PCT/JP01/04033

WO 01/87981

38/78

140
141

—LiF— ant-KLH ~—O0—

Figure 38

4444 musmamasssmamaasaames

a-an Lasmans nanaam

sAdRemesdtiven

ey PRy .

e x rretsarasasasansrasarssanasnas

P T L LR LT E R

EraarPusdnmndddriasam ARt ras

ﬁ:
B P Y L LT T

P T P P Y I 1]

ane
s

~sresposensse
[~ - rseapnacasinncsntancnraaaaias

sremvensdemaneehnnarISiamedtvasd

capmitay casnerags csammn

vt hseaar

- e sersaninanp i unTrribrinatarry

AR ensR AR cmanddayerid anerriasarmadndbiibteihrsantrsasibnsdtondrinty

sre

100

P PR TR T PR

sraEricemsabin i

P T T R T T

asrde

Ferftraassasmanaddbnatracr franentbor® —rass

maddrdscipmsansRanaraddbabo Rt assTRanusaLfRRE

10
(p g/ml)

PPPFFT T TR

P L

FEYrEY)

[YETIEY]

sanain

PP T e LT TR TR L)

assarssacetradsrdtlagastar T sanburane SR Al ARl asss

LAt ssamsasmserhan

dmepasanan

mismbimsnsamsanmmbonrodniet

dhdrdt i csaspartalsadnsangtdtaniNiit s

amerrmisasamuss i

e L L T L TP e P R X L Y

P e P R LT FT LTI E R T

0.1

PR

1

150000

Huguv

0.0

100000+
50000 -

2uTpTWAYI - H,
pejrrodicout Jo junowy

Antibody concentration



29 0CT 2004

WO 01/87981 PCT/JP01/04035
40,/78
Figure 40
10000 -
T 7500-
P
% — O — JHCH
£ 5000 | —o— saAt2
o i
Z"?" ~—O— SG430
L
| 2500
0 Pt :::I T ] : [ T Tl
0.01 0.1 1 10 100

Antibody concentration (g g/ml)



2 90CT 2004

WO 01/87981 PCT/JP0O1/04035
4178
Figure 41
10000
= 7500
£ —— JMAb124
h
O
“m’ , —_—— JMAD126
E zann
c% 5000 —A— JMAB127
o))
= , —1}— anti-KLH
T o
— 2500 i
0' ....-.i .. Loy e s
0.01 0.1 1 10 100

Antibody concentration (g g/mD



2 90CT 2004

WO 01/87981 PCT/JPO1/04035
42,/78
Figure 42
10000
E 7500
2 . —O— anfi-KLH
o i _
e ) ——0—— JMAD128
£ 5000
5 —O—— JMAD135
= |
i —A—— JMADb136
- 25001
O H I ...'I H ......‘ i H M : HE- '..j:r
0.01 01 1 10 100

Antibody concentration (ngdrnl)



2 90CT 2004

PCT/IP01/04033

WO 01/87981

4378

Figure 43

—O0— 8A12

~{}— JHC1

—C— 56430

CELT P Ty

_ I
DTN TR Sy
N SN S P 1

S

DT Y T S,

PP

LI RPN LT

)
.na.un\n-r--{.:-:nc.-.scool.nnu-..a-v-.ovo-nu-....npanlo.--.n--.....-

R O »n..-..ttco._.-a...:».-lln.-l-..s.-o&.-!--;-o-;cr

....-.o........._?..::!..:..uun:.....:-.........o.:o....-.::u....-.-w-

A mA LA m . ANt Adrrssertdpasananaessann

r . o b

1 d T "
R S
PO TONE S

1

H I i

....... eherannmanmaee bosnanasaccaaodeninsssasanes
PUUPIDN SO S

: F
dl.lul.o|ltll.fu lllll -l.llunﬁntoon-|n.t.||.—1\)voo-n-n|.. .
[} 7 i 1 [
* 1 r L]
......-....-..4.........:....T....-......L............:r.T . .—.. . i PYYP
L4 t 1
[ r [ -
¥ 13 1
: H . v
* 1
L]
+
0}|-llll4--Ii' EERLES RIS EES T £
O PEPTPOYY FRRPPITR sy M
e ddssamaest i st rm sy A camenda
L] 1] T
L] 13 ¥
H : H
3 " 1
H ' H
) 1 ¥
‘ 1 L] t
\ \ .
||||||||||||| masrmcarates ‘v.-u-ut-u-.-tw eaw [LLIEITTTE R T o Y
] 1] ¥
H H ' H
i H ! H
tesasmsansessthavestcsraswmrhanannann vestr{iaannn P Y
* ] 13 +
L] - *
H ' H
) 4 [}
L}
' i &. !
-
4
iy
+
\

kX

4
Ivt'lv..-t'l:.ln.i-l..lllnnl_lnlnlln Yl

.-::....:ﬁ-.nu-v.-n:..M.--.v:l: Marstunrdtassdunasananns

et mmdesms,

—Amsaman

. 4 .
:.__..:-.uuu‘-noo-v--.-4-.‘:.-::-1
R imAinar e iataasarane s aenatanrs
: T
[]

LY L LR P PP T T Y Ty
eaddaapangssbusgsgssarn
.

i

S L LR L T
] [1 4 i ]

' LT T Py PP

Y L LI LT ET T TP

] »
H H

..»..--.......d:....!.....:.v. e arsntitraegdaranssasan

10000 -+~

7500 4
5000
2500 T

(jw/Bd) rwiweb-N|

100

0
(u g/ml)

1

Antibody concentration



W0 01/87981

Figure 44

2 90CT 2004

PCT/IPO1/04035

44738

12500
10000 -

7500 -

2500 -

IFN-gamma (pg/mil)

2500 -

5000

B O  SSM 1 51
EE S T S S S - ¥

-5000

0.01

.y
I
HEP
_ “as
“is
vl
. P
cae
HE
. . -e
- . : P
. H R
M e
- - ’ -
. * b
M
14 M .
- . LN
. . aee
: . . Vee
. 14 H [
. H . I
. : H R
. M . H M
——— - [ ——
n e n . R
e H . ‘e
- : H
. M H F
: e
. . ..
- e

M .
P P
- vae

M b

- .
- L3 LA 2] - 1]

[ — $ranp - -
ok tarats § t

a .

H H

Ve -

. s

- P

M . .
H H .
. . -
P ..
HE- M
. v H
. . N
. [ S U v i
- a1 - L LY
N

. . .
. . .
. s ..
M .

L
H H
:
N
- PR NSy, R
v
e
.. ox

- H T M H HER : H
L I TI‘I[ o LI HI ¥ 17:[ T AR}

10
(u g/ml)

01 1

Antibody concentration

100



290CT 200

WO 01/87981 PCT/IPO1/04035

45778

Figure 45

IFN-gamma (pg/ml)

—O—— {28
—— 135
| —{F— antiKLH —&— 135
12500 —r —— S— ,

P e 0 v ha . - XX
LorL oot ‘oo
voeLoin R
oo -
- : poreoti: - oo
R Lo M oo
1 OOOG N SRR PR I 1 X & GUUUIRSUURIPNIR S 55 SR L £ SO PN .3 SO VRN S 1
H Thaee TR HE R -
s ool 1o I 4 :
HEREEEH HEREREH
Tl -
Pl

7500

-~ nNa v eaa .. X
a N vea - s s s .. H
. R - = s » .
* [ R Ea ke ] re
- P s & e .. "
. vy e I Y » L]
. IERT a %3 aws . .
* IR R EERT] - -
—nn - - et
- . L o &2 4 oen . "I
. R « e e . .k
. R + mor. B . " mm
. IR 4 n pme .
. IREERY] e v e K
. - [ . -
- new o ks B .
. . ne [

2500 -

- PIS) W et
Vo e . e ' e e . st

. sanaw . “ad . Ve . . k.

i R . . I <. vie . n el

1] LLE] L LR [ » . - - "

. v oeuye Vo omiw [ iy T voas

. IR Ve esa IR PO

. H . + oen ven I i . e
4 : IR P I Va3

L ¥ - —— LR T P -— —— - e afre feangerd

M M “ ea

. . . L

. » . . . "k . Y H P-4

. Iuet T a4 aaa rE wan H P

. IR M - TR . " e

. ranw R . H .

- * 5 man a a s man 4 an . P
TR .t b v . ve - s =
. FREEE] “ s a rew v . . . =
. 'EEIT] e e .o va - - e
- TR R [ e H - en
H R IR roa aw . v e
. e . 8y e vos - ar » . s
hiny = “—— - —— - —————]
- H PR vt s saw R + - aa
- v v s e v v Aok oa eea . ']
. 'R P+ ma T . A
. - RETY @ s s ama ot e s + . -
. R R T . R
. aaaw T e v Baw N “ an
H . 1. a4 bR an
» -

5000 B BESLL IR L:
0.01 0.1 1 10 100

Antibody concentration (_LL g/ml)




PCT/AJPO1/04035

WO 01/87981

4678

137
138
139

—L{F— ant-kKlH —&—

Figure 46

b anrscasercen

L PO Abz‘

.

s
:
:
}
H
1]
H
L]
!
H

(U e T P

rasAcivdesteary bdiniaatastdiintranquuenbitonnayparsannands

1
L L LT L L T LT T
*

1
-.-DAV|i1||-|u.-o--lln st E s aviestnrannaarssanan s

H
v
+

-

H
H
.
1
.
'

T

n

sasans

wrsadutbenr aarasunas

1 T
z.'--l--n!-\..--.--lv-lwln-it.l..‘ovc.l-h.:u.n.inuc.-“ro..-.

R Syl

1
LR LT LT R T PR LT T T E P
i

H
ﬁr--a-.-aoo!i'------.--rn---r-.-o..v.-.vo-ln;p----.:...--»v
¥

cemesesaadransans i

.
Fiva st aranmansd
.

mrssmraswarEn

. v
¥

seape

P LT L P NPT R T T R PP R

PUPDPRIRE )

_
!
N L

prasmrasmss

R bl

L L L L L L L R T e L R R

R YTt b g e Sl e G- F P F e T e
h ] ! I

‘.
1

P e e T
"

!

Aasmsensprabaranpsamisann
’

T T T F TIPS

1
barootrananrbe

Amssansapn

Bvstarrarer

12500

10000~

7500
5000
2500

(juyB6d) ewsweb-N4|

2500

100

0.01

(u g/ml)

body concentration

1

Ant



290CT 0p

PCT/JP01/04035

WO 01/87981

47/78

Figure 47

140

141

—{— anti-KLH —0—o

T

100

(ug/ml)

srestredipa

.
amcacitadinianisatnnanchpe

]
4
+
+
2
.
derarissrnass
¥

.
FRemtesatensamsranaasananasat inanast At sns kit denns

dedusen

v
R e L LR

4
b

R L L L LY )

arssssmzsranrsamainakdnins

epA-4sgttsemrms st antnan

asa-a asaismsnen

~s-ass

e s mmu rrawane teapians

caescasa canea fma Ly aanas

s embtamarnastrnmnnmndwrrwra smssamssandardlavirinbnn

PP T
4

‘
T T T TP PP P

seranqasrrnhon
.

L L LT L L L LT Ty

1

0

0

jw/6d) ewwedb-NJ|

Antibody concentration



290CT 2004

WO 01/87981 PCT/JP31/04035
48,78
Figure 48
90000
P
E 80000
o
5
~ 70000
o
NI = 60000
-
HT
2 E 50000
0 o
9 3
S 40000
-
w“
o ® 30000
P2
o bl
3420000
&
10000
0 4 ol - il 1
) 0.31 1.25 5 20

- Antibody concentr-é\tion (u g/ml)

—&— CD80+86
—A— migG1
—&— CTiLA4-Ig
-- {1 --SA12




290CT 2008

WO 01/87981 PCT/AIPO1/04035

49778

Figure 49

Amount of incorporated
tritiated thymidine

0 0.31 1.25 5 20
Antibody concentration (}l g/ﬁTﬂ)

|——anti—KLH
—— JMAb~-124
—h— 126
—e—127

- LF--128
--0---135




290CT 20

WO 01/87981 PCT/IP01/04035

53/78

Figure 50

140000

120000 -

T

(cpm)

100000
80000 | - - - - -

60000 |- - - - - - .-

40000 F-- - - - - c

.ABmount of incorporated
tritiated thymidine

20000 | ---- - - St R AR AR

0 0.31 1.25 5 20

Antibody concentration (u g/m|)

—— CD80+86
—k— migG1
—&— CTLA4~Ig
--1J---SA12




290CT 20m

WO 01/87981 PCT/IP01/04035

517738

Figure 51

16G000

140000 © - - T - - - - - - - - e L

(cpm)

120000
100000 |- - - .
80000 | - - - - - o

60000 - - - - - - e s

tritiated thymidine

40000 |- - - - - - SR

~Amount of incorporated

20000 |- - - - - R S e R

0 X : ! X
0 (.31 1.25 5 20
Antibody concentration (u g/mD

—e—anti—KLH
—— JMAb—124
—k— 126
—@—127
--{3---128
--0O---135




290CT 7n

WO 01/87981 PCT/IP01/04035

592./78

Figure 52

100000
$0000
80000

(cpm)

70000
60000
50000

40000
30000
20000

Amount of incorporated .
tritiated thymidine

10000

0 ; ; ; :
0 031 1.25 5 20

Antibody concentration (u g/ml)

—— CD80+86
—a— migG1
—o—CTLA4-Ig
--L--SA12




2 90CT 200

WO 01/87981 PCT/JP01/04033

53,78

Figure 53

=
2

w0

(cpm)
s g

?

(8]

o=

o

o

o
T

Amount of incorporated
tritiated thymidine

0 0.31 1.25 5 20
.Antibody coﬂcentration (ﬁl Ep/frﬂ)

—&— anti~KLH
~—i— JMAb—124
—— 126
—8— 127
--{F--128
--0---135
---A---136

- 0--4-137




290CT 2004

WG 01/87981 PCT/IPU1/04033

54,78

(cpm)

Amount of incorporated
tritiated thymidine

0 - 031 125 5 20

Antibody concentr_aiic?l_’l (# g/m!)

——control migG
—-- CD80+86 Ab
—A—SA12
—8—CTLA4- (g




2 90CT 2004

WO 01/87981 PCT/JPO1/04D35

5578

Figure 55

(cpm)
5

Amount of incorporated
tritiated thymidine

& g

T

20000 - - - o CTT S
10000 F- - - - - - SR SR R

0 0.31 125 6} 20

Antibody concentration (u g/ml)

—— anti—KLH
—&— JMAb—-136
—k— 138
—&— 139
.- {3--140
- Q---141




290CT 2904

WO 01/87981 PCT/IPO1/04035

56,778

Figure 56

70000

(ecpm)

Amount of incorporated
tritiated thymidine

0 - 031 1.25 5 20
Antibody corcentration (u g/ml)

—&— control migQG
—3— CDB0+886 Ab
—&—S5A12

—9— CTLA4 g




29007 oy

WO 01/87981 PCT/JPi1 /04035
57,78
Figuz;e 57
80000
-
-
. 70000
&)
N
5 60000
4 @
¥
o3 50000
2%
S £ 40000
e
w3 30000
Owm
87
§- 20000
10000 I
0 i | 1 {

0 0.31 1.25 5 20
Antibody concentra'tion (u g/m‘)

j—e—anti—KLH
—l— JMAb-136
—Ah—138
—&— 139

<o 3~ 140

-- 3141




290CT 7004
WO 01/87981 PCT/TPO1/04035

28,778

Figure S8

70000 — . i} . .

60000

(cpm)

20000
40000
30000

20000

Amount of incorporated
tritiated thymidine

10000

0 03 1.25 5 20
Antibody concentration (u g/ml)

——— control migG
—— CD80+86 Ab
—&—SA12

—8— CTLA4-Ig




290CT 7
WO 01/87981 PCT/IP01/04035

569778
Figure 59

30000

tritiated thymidine

- 8 8

- Amount of incorporated

0 031 125 5 20
Antibody concentration (u g/ml)

——anti-KLH |
—M— JMAb-136

—&—138
—8— 139
-+ G- 140
--0O---141




29007 00
WO 01/87981 PCT/JPO1/04035

60,78
Figure 60
50000 — -
45000
40000
35000
30000
25000
20000
15000
10000
5000

(cpm)

Amount of incorporated
tritiated thymidine

0 0t 1.25 3 20

Antibody concentration (,U g/ml)

—3— CD80+86
—i— mlgG1
--4---SA12




2 S0CT 200

WO 01/87981 PCT/JPU1/04035
6178
Figure 61
60000 - " = —— —

—~ ' ' ! '

5

2 50000
~—

tritiated thymidine

Amount of incorporated

0 0.31 125 5 20

Antibody concehtra-tion (ﬂ g/ml)

—— anti~KLH
—&— UMAb-124
—h— 126
—e—127
--f---128
--0Q---135




WO 01/87981

Figure 62

62,778

7800777
PCT/JPO1/04035

Amount of incorporated
tritiated thymidine

0 0.31 1.25 5

Antibody concentratioﬁ (ﬂ g/ml)

—=8— CD80+86
—k— mlgGt-
--{1---SA12

20



28007
WO 01/87981 PCT/IPOL/04035

6378

Figure 63

60000 ———— - - - —

(cpm)

90000 |- - -f- - - - e

40000

T

T

30000

20000 |- - - - - - L

Amount of incorporated
tritiated thymidine

10000 |- - - - SRR R IR

0 0.31 1.25 5 20
Antibody comcentration (4 gr/m|)

—é— anti—KILH
—— JMAb—124
—A—126
—e—127

- [3---128
-O---135
---A---136

- 0---137




29007 2

WO 01/87981 PCT/IPO/04035

64,78

Figure 64

Amount of incorporated
tritiated thymidine

0 - 0.31 1.25 3 - 20

Antibody }.concentre’ation (}l g/ml)

—il— CD80+86
—&— migGl1
--{J---SA12




290CT 1
WO 01/87981 PCT/IPOI/I4035

6578

Figure 65

Amount of incorporated
tritiated thymidine

0 031 1.25 5 20
- Antibody concentratir;wn (u g/ml)

—&—anti-KLH -
—— JMADb-124
—&— 126
—— 127
--{---128
-----135




2900 70
WO 01/87981 PCT/IPOL/04035

66.778
Figure 66_

45000 -

(cpm)

Amount of incorporated
tritiated thymidine

0 0.31 1.25 S - 20

Antibody concentration (/J g/ml) .

—— control mlgG |
—M— CDB0+86 Ab
—h— SA12




29007 280

WO 01/87981 PCT/JPG1/04035
67./78
Figure 67 |
. 45000 : : : .r —
E .
G 40000 F -« F- - oot
)
—
o)
i
i
0B
LR
S 15000 |- - - e e e et
B
g HA0000 F-----omve e s
. 5000 F---- - SRR R e —
0 r 1 : ) |
0 0.31 1.25 5 20

Antibody concentraﬁion (u g/ml) _

—4— anti-KLH
—— JMAb-136
—&—138
—e—139

-~ {3+ 140

- 0+ 141




2900

WO 01/87981 PCT/AIPRI/04035

Figure 68

40000 - -

(cpm)
g

30000

25000 - - - - - .

20000 |- - - - - S

15000 [ - - = - - L

tritiated thymidine

10000 |- - - - - - SRR S R S

Amount of incorporated

5000 - - - - - R P Coo Tt

0 0.31 125 5 20
Antibody concentration (IJ g/ml)

———control migG
——-CD8(+86 Ab
—&—SA12




70007 1oL

WO 01/87981 PCT/JPO1/04035

69,778
Figure 69

40000

(cpm)
g 8

25000

20000

15000 ¢ - - - - - - L

tritiated thymidine

10000 |- - - - - - o

amount of incorporated

5000 |- - - - - -

0 0.31 1.25 5 | 20
Antibody concentration (# g/ml)

—&—anti-KLH |
—&— JMAb-136
—&—138
—e—139

-~ - 140

— @14




z90ctie
WO 01/87981 PCT/JPO1/04035

7078

Figure 70

60

50
40 ‘ /5
30 . -

10 /?/

0

Rate of cytotoxicity (%)

1) | L

=10
0.0001 0.001 0.01 0.1 1

Antibody concentration (;Lgdnnl)

- |—O0—0OKT-3

- JMab-136
—&— JMab-138
——— JMab-139




7000

WO 01/87981 PCT/JPOL/04033

7178
Figure 71

60

50 | -

40

30

20 _ T A///,

_10 | i - ) 1
0.0001 0.001 0.01 0.1 1

Rate of cytotoxicity (%)

Antibody concentration (p_ g/ml)

—O0—O0KT-3.

M JMab-136
—A&— JMab-138
—&— JMab-139




29GCT

PCT/AIPO1/04035

WO 01/87981

7278

Figure 72

(81T /Bv00T) (9375 /610 T) (s1t1s/Br0T)

.\ﬂﬁOQ._.uu.ﬁH.m WITIY-T3U¥ %mUOQHU.C..M WITIVY-TIUY TOI3u0d 8ATITSOd TOI3UoD mb.ﬂu.m.mmz

-

{a11s/6101)

(Sad)

ToIjuo)

\

AL R 2 A 111N

\\

7
%

Aol g d o 4 3 1 1 00 L 1ld 1 3 J

x\\\l\\\\\\

0¢
0y
09

08

Hmm) eIy

00l

0cl
Obi

091



29001 mu

. WO 01/87981 PCT/IPO1/M035

7378

! Figure 73 .

— 200000
&

8 TUH —+

= | Zf”
150000 L/

100000 _ —0O— JMab-23

A1 —o—— IMab-136

*H—-thymidine
e

50000 1Y

Amount of incorporated

0 I
0.01 0.1 1 10 100
Antibody concentration (;LghnD




WO G1/87481

Figure 74

ODa4s0

290C0T M

PCTHIPO1/04035

7 4/’/? 8

WANN

L W W T W

NN

hi: gl )
fagl

i

O_
—

0.1

1 10 100

AILIMIgFc (ng/mi)

Coated amount of BR7hIgFc

———-ﬂ.—_

e SR

0 ng/well-BThigFc

25 ng/well -BThlgkc

50 ng/well -BThigfc
100 ng/well -BThlgfc
200 ne/well-BThlgkc
400 og/well -BThlgfc
800 ng/well-B7hIgFc

1600 ag/well-BThlgFc



WO (61/87981

Figure 75

OD4so

2790010

PCT/JPOL/04035

7578

5 . ‘ (1:0.7)
rL" “
1‘
1 ’” ‘ |
. 4
11|/ 3\ 1017)
Z
().4!!!!4!!% ' i
0.01 0.1 1 10 100
AlLIMIgFc (ng/mi)

Coated amount of B7hIgFc

...._D__._

+

0 ng/wetl-BThigFc

25 ng/well -BThlgFc
50 ng/well -BThlgfc
100 ng/well -BThlgfc
200 ng/well-BThIgkc
400 ng/well -BThlgfe
800 ng/well-BThIgfc

1800 ng/well-BThlgFc



296CT gin
WO 01/87981

PCT/IPO1/04035
7678
Figure 76
1.5
i
Hijnaty s o [
T SRR TR T
H‘i.!i:r

ODa4so

0.5

001 01 1 10 100



29807 mu

woO 01/8.7')81 PCT/IPU1/04035
77,78
Figure 77
150000
N
C T
G B
S 100000
|3 |
~—e— JIMab-23
[oB
—e— JMab-136
o

= 2 50000
Yy
&
T :
&0 -1 ./4
5 L 1 1ot
Tl S

0.01 0.1 1 10 100
Concentration of hB7h-IgFc. (u g/mi)



WO 01/87981 PCT/IPO /04035

78,78
Figure 78

200000

(cpm)

150000 i |'
\ | -

—+— JIMah-23

porated

H-thymidine

1000040 - .
-YE ——— JMab~136

50000

0 | /‘+ "

0.01 0.1 1 10 100
hB7hig-Fc (. g/mi)

3

Amount of incor




