PCT/US2012/055760

WO 2013/040557

1/58

r Aey & A

43 48HE B}
z Aeg

4

Ay

24N38I14

’ - '] .%‘ ] l‘
e,
"
o 0N =G

YO 5=

YOG,

WG L " LnBas —e-
W9 C9LdS =0
S HLEGE —ge

RS

F O0E

- OH0E

- GO

F D05

Eig

Fpy ¢

WOGL HLEZ  —
YPI ' EDLHS wmsmmmas
YYYHLNGGE =

w0

g

YO§ 1 HEN BT rqq s Hd

B— voorapyesids-wand

f— WP Bqrzaqss-waHd

Y

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

2/58

dz3 18}je DL ]
2 Aegy | Aed

N P
V43—
8= R o

W+ AD -
WY -

Z 24n3i4

d= 193je s}

20 &C¢ $A €4 24 140 Uy

Wi O %

A -
YUY
o e

Loy

d3 91e 3w

&5 o
o] [

©
fd
2
uoissasdxe ausbsueiy v,

(]

90 8¢ ¥OQ £C <¢d 1A ur

i " " T—

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

3/58
A

ssOF  phrivesst  WOF  pDiveld Mok
AT HSad M08 3400 02

- Kbb2-meso

k562018

W KSEqmeso

txyg

-2 {pofmi.y

Figures 3A-3B

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

4/58

éh

Day 1

Day 2

Day 3
s LAY &

Day 5

W A

Day &

Day7

NoRNA

OF

MO

K562-L018

Ki62-meso

S

e

.............

24

CLOLOD

Figures 3C-3D

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

5/58
400 /

-

- Saline T«
~#% ¢6]-bbz

>
43
&5
k=1
-

Turnor size {(mun?y
P
Ee
o
>

“
¥
L3

0 30 80 VI ¥
Day after tumor challenge
Day 53

ss1-bbz

Figures 4A-4B

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

6/58

: GO
Time (d)

g
& 3
rirs
oW
T
_I
0
1 1

Figure 4C

(451, W9/ s/suol0yd)
[euBis aauasssuILIniolg

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

7/58

CD19-bbz

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

8/58

B

1080
BH
68 A
&
R
&
3 Y e o
Y
s Saline
20
{} ¥ ¥ T T
{3 0 &G 8 108
Davgs after treateent
48
wiw Saline
04 . CD1G-bb2
§ wier 551Dy
& 35 .
™
P
2
§
0
25 4
20

"0 O§ 25 I 66 74 81 BS 81 08 105 SIS0
Study day

Figures 5B-5C

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

9/58

zgg-I55
2GZ-TS5

Z-T5%

9 24n314

.r[l_Ll._ll_ﬁ.-lf [ R Ly 7
\ R Pros
m-fft.-.r - r...uq\ et 0Z
A TN Paf

a w\\

- 08

: \ - 001

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

10/58

o EP

RC W

K ER2- 0015
B HELZ-mess

Figure 7

ARCA CE1+A CEYT CE+A CE

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

Q 24n314
4 a3l

3d 9ed4 oW :H-£74 3d 9ed oW H-€14 3d qed o3|w H-€14 3d 9ed4 o8|w H-€14 3d qed o3|w :H-¢74
v+OT oO0T +vOT: 0T o0T +0 o0T

00T

xS el

B
H
4
3

o

<

P o ; .
ST PP S P PP ST

vS'T6

11/58

UN0)

£SCCELREREEFLRLERREEERLEPtERERIee

R R pReRERet

0155

00T

&L BALICY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

12/58

,0T

6 94Nn314

40755

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

13/58

Figure 10

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

N 14/58

R TR il o o J—

SR URT S AR

SRR YIS 0 Argy ]
T ROERANY R L I LS ARG

e ROEIARE 199 L YIET 55 ABg
weyra{ug 120 L WITT "o5 Ao

SR 3T, R S F ER R T & i Sy
afeus YIE R ABY

afrus yig T Aeg oy

SIOUH UL TPE ARG e

, e ORI R LT e AR
BEOUY I R ARG
o wopoa{u I LT deg

sfew e rr deg T weeafuy e L WIgteT A

e e gpvafoy s g L TR ARG
a¥ous Bt 't AR08

Figure 11

e it A § U et Aeg
afoull PuP G ARG w—
ey R G e len
e R aRy A 3 Yab s deg
e LR (R § RUg g ARy
e eopeefug 0 g paeg T &g

e oEai Y L 35T pARG

sl 337 '8 Asg

Day -58, MA0E Lue

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

15/58

N ) My 2y
RRGH Qiﬁ F

54 "

CRiY (AR R Mork &9

g

';‘é;

“g“ g}a}{ .§
&8 g
Dy 3
Ty §
~~ ey §

it

.y
o3
<

=
o

éé;
=

H
i
i

$om
g
R

sgraifie vsis

Y Fgose ¥
#
=

%
P X
L%
e
«

G
>

A )
N BB R Y
¥ > :

n
FT ratio

Figures 12A-12B

Ty
Yoz
<
#7%

a2

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

"
)
o

%

SR0O0
. G0
410N
2000

SR saTaty I

13

o

Yrird
P

RAOR TS R
Target Coltling

Figures 12C-12D

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

VET 24n314 3d qe4 OF|W :H-€14

-
‘\\\N.\\N\s\\\\\\\\\\\\\\\\

SIS

\\\‘5\\
uno)

v7OT

R e DAL
5

00T 0T

% o S DAL,

o0T +0OT

L S

vOT 00T

i R

9 A

...... 00T

©
()

e 00T

00T 0T

WO 2013/040557

LCLLTLETTeTvrevent

<
=
f

[EETTETEIETErrErenireey

HON Drig

AR

>

QO 00T

bl ¢

bripolL

SRR

RARRSNRSAERN SN

00T

(s|122 LW L'o/b7) 8sog ¥NY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

18/58

LJ’\.

et

DET-9ET S24n314

WG O
Brigy
Jd Gyipy
O (v

W IIH O

B g -

vt

o

sl o

211 Q°F eififim ™

Es I ol

0¢
0)74
09
08
00T

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

19/58

Figure 13D

o & o o o £

-~ & = & & & -

o o 3 & S &

N % =¥ o ™4 L
) Ap

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

20/58

A AN

MO

VT 24n3i4 s

dl useldg poolg

Zgg-05aW

Grovervrmrmrerry

154 PRINYNG BIRR W

Py
=

e g

Wy

OB 4

Z89-610)

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

21/58

R

diT 24n3i4

R A

i3

{nrl
LA A

(i
GILL

£%

i A B L

GEO TR

wérey

 $5%

L

o€

B452

RiF4

DI

SISAp dyads &

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

22/58

VST 24n3i4

RINGY 7L SINDYRE RG] BT RETVE 7

M e A

e g - 5 T
VIST-BRT 6 T \
L ST-B BT - L S 1

Z

SO43ET

LOPBUE

L0420

L3R

BOYI T

BOYZLT

2042970

B0429°T

\"4

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

23/58
ﬁﬁ‘*m o i < Y :§

Figure 15B

rs
"

s
e

Mock
Saline

|
0
@
i
5
o
i

Meso-41BB-<,

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

Uk
z
v
x5 o
& Y
e Y
et N
N
< >
3y
AN
N )
oo W
% SIS %
R h a2
% e o
=W

R

o 'é i;i—-:

P
263
e

ez

By
% Vi

5

PP
Do

7

£l
1%-F%

////ﬂ'///, r;"
e ]
D
Figure 16

ST

o B TN - TR T

p

AR
3

b R G SRS e
N o wvmmb\“kw

H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
H
i
32X
b

] N
Rl b
w . N
R ey ek
v Y 1 @)
- 4 s o

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557

25/58

PCT/US2012/055760

_ R
} 3

\

X

X

N

N
.

Figure 17

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557

B

2

ALY 1
20 g

2

wi Poher BRA

e

e %3

L gy
¥

{
<

P
W

kA

26/58

?.

.

™

R AL N

XN

2

P
(93

“'\\""z\\‘\}\\\“\“\\\.“" ﬂs
S
i

SUBSTITUTE SHEET (RULE 26)

Cray 47

Crary

Diay 2

PCT/US2012/055760

Figure 18

R



WO 2013/040557 PCT/US2012/055760

27/58

pUC origin

|

Figure 19

Phage f1 origin Kanamycin R

\

4893 bp

RS RN

pD-A. ss1.0F.2bg.150A

©
o
L
]
et 14
. =
224
4 O
g B
N
=
&
~

ss1 scFv

Xho I(264) “

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

0¢ @2.n3i4

dq ggst
'Y0ST'bgz'40°'61°'Vv-ad

NN

28/58

SN

\
.
’
%z
.
.

uibuuo ond o upAweuey uibuo L} abeyd

/ / N1l 84
olggl-vy Ad49s 61AD
e}oz
¥1nbaz
- VO0SI
(o[ edg

9dS

SUBSTITUTE SHEET (RULE 26)



1Z 2in31

mgdLio Iy dseyyq
e L v Aod )
(ZLPD) THWeg
(S9¥1) BON °
(8S+1) 1S ..
®¥)IZ

I-dury

i

— ¥ uniueuey]

dq grps
VOSTALNSAT ZADdINLS
A0 PP v-d

PCT/US2012/055760

adi-+
INL 87aD

>

€06) THUeg -

dq 8114
V9 ZAdaIN LZ-7aD-NaoHd

o
\\\\\\

d3urH D3 ‘
A0 ABSPIND " wduo ond
~ 7z
m AJOS TAD T, { . Zd9d1-¥ SepInoid
x (DI®N - (geor) vS |
@oIp) Hwey _ 93UIH B31+A42$ ZaD $3pIno.d
(V¥9°'N3Dd) 103081 S3pIn0Id 7 T e asue

e

T
RN

/ | bags | I \

da ; A uoibai gn ; | jojowold ASY 9Sewe)joeT ejaq
a8LEE d - (LFSTIOIN  yoibai Y / e)az ,V,>"_om zasJojowoud eydje 43 uoibai y
- V9-dID-INID S e || !
£ (0£89) TIeS . uoiBai g
3 | ! aosuanbos Beb jeped
= (8€+9) THWRY
S 4494 (Z909) AY 001
o abuiH 0|
= / ~(ILT¢) DON

el v £04

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

30/58

vOT.

¢z 2In3i4

— r 0
|
.“.ﬁ.. - m ,
06" 0 ! r c
p ~ =
J a. \\‘.\
m{\«n
00T

yOT

uno)

SO'EE Yo

00T

3d qed o8jw ::H-Z14

vOT

SYVI 6TAJ 10ZaO

3d qed o8jw ::H-214

oO0T

00T vOT

uno)

00T

~1.... 4 5 e,
z/ \\
X F;
Y /
s j
i ;
3 !
v #
! i
CEGHG |
o f
(s
{
L
V

uno)

uno)

00T

-00

—

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

31/58

WO 2013/040557

€C 24n814 803 | €
3dV €09 H-+14 JdV €02 H-¥14 JdVY €4 H-¥14 2dY €AD:H-¥14 BT
o0T yOT +OT 'o0T yOT o0T
555007 555 R 5700t wrE 75°0F 001
= T T T T Lown
S 5 Y 2 2 (aowny -zao)
= = = =2 2 INAIN
Q S Q N Q
O jo3] jo3] o O
BLY 000 507 00'0; s 000 30 120 6778 690
0T 0T ,0T 40T 0T
00T ;0T 00T 001 vOT o0T vOT 001
355,007 8536, 7 T w50 e 555 01 [oTE T 5700t
- .
~ = = L L
T i i b b (towm +zaod)
s e e I HE
= S S 3 S ASAS
o =~ = = =
S -9 S S Q
[5) [+3) [+5) o
ey 000 sy 00°0; 148 800 Leep 00°0 %87y 74)
+OT vOT vOT ) vOT 0T
d3 ON Z299610Ad Z49IN1Z-¢dD Z49IN18¢-¢ad Z299N18-2AdD

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557

32/58

7% GD2+
% GD2
% Nalm6

# L55
- #% SK-OV3

*x

PCT/US2012/055760

# K562

SUSUN- S

H
H
H
3

\\\\\\\\\\\

H
-

//

GD2-8TMBBZ GD2-28TMBBZ GD2-ZTMBBZ

11—

16000 i~

14000 -

12000
10000

|jw/3d ‘ewwes-Nd|

8000
6000
4000
2000

SUBSTITUTE SHEET (RULE 26)

No EP

190F

RNA CAR electroporated T cells

Figure 24



012/055760

[\

=

S

PCT/

WO 2013/040557

4
H

AN 3
c %,
S8r1) D N

9dS
VOST -

ALN3AT

sy

.\\\\\\\\\\\\\\\\\\\\\\\\ v \w\ G
€)7— —
adi-v -

L 8dD
a8urg 031 4

SIS
S,

\
A4S TAD

B i -
o7 oy,

£(60100N

s
T

33/58

AHPS 61AD

(LLDIOIN

uisLIo IJ d3eyd

/ GZ 24n314

A unniAweuey]

dq 0.8

SUOPO0I D1Y 243Y3} JO suolzeInw Aq paAOWSL 313M SJHO [eUJDIUl OM ]

440 YV 93ueyd Jnoyum

'V0S1°3qg
ZA9dNLS A0 a0 v-ad

Z4d9IN18-2dD5 934}
4340 |euldjul 9je1auas 0] Y¥YHd dejid2nQ

N BO0YIIIRLI0YIYS G 29702
E/wi o A AN SNG4 L AT SR Lot SO s IETel
: n RS D LI OIS L LY iy oo SR
LL 011 CALSOTE O L O YO D YT O L L YN JEILS-CGOEDLODDTEIDITLIEIVITEDDY ey 1 HRD
o 3z
shadooesoo S % 4D
ohafnoeano o FTHES- 700
9dS i 5 5 AL,
AN uIsLIo JJ 93e
a0 13 908 er v Aod

dq g88p

"vos18az° 406 1'v-ad Y upAweuEsy

,,,,,, \\\\
“

LL /Ewic ond

(87SD) DON._
©)oz =
~—_

adi-r_ -
WL 8AD_

ISUIH D3I

dq 601
V9 ZddINLS-7dD-INgDHd

AHDS TAD
(ELTOIN

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557

Inject SYS5Y

m
3

[
R

i
3

RTNRARRIRR

R

TRRRNRRNNRN

o~
NS
N

-
A

ARRERRRRARRRNRRNRY

o
s

9
o
AR
R
N

SURRY

o
A

o
A

-
\\\\“\“\\\“\\\“\“\\“
N

A

o
&
\\\\\\\“\“\“\“\\“\“
N
o
\\‘“““““““““““

RRRRIRNRARRIRRRNRSY

o
&
\\‘\\\\“\“\“\“\\“\“

-
e
3

N
8
Ao

34/58

d(21)

d(14)

d(e)

d(0)

d(-8)

BLI

-
\\\\“\\\\\\\“\\\\\\\“\\

T-cell administrations, IV

and IT
#1: 5M RNA T-cells

SRR

v
v
v

RNA

Expression Administration # mice

CAR
GD2

Study
groups
Tumor

v

#2: 14M RNA T-cells

CD19 RNA

v
v

SUBSTITUTE SHEET (RULE 26)

#3: 16M RNA T-cells

PBS

PCT/US2012/055760

Figure 26



PCT/US2012/055760

35/58

WO 2013/040557

S|[92-1 S|[99-1L s||99-1
NIT NPT AR
[T 94n3l4

PP

o
&\\x\\\\\\\\\\\\\\\\\\\
o

-

uoljesjsiujwpe sowny 3sod sAeq

17 or 33 0} qc 0c¢ qT 0]} ] 0
[ : H ; : ; PSS SNSRI SRRSO e - #0+300'T

S0+300'T

B
o
G D : 90+300'T &
(o]
61QAD %~ _ ®
T £0+300'T =~
Ve K]
Sqd =z ._. \M\\\\\\W\ \\\\m >
e 4 80+300'T @
b 17 <
| \\M\\ g \\\\\\N o 603007 3
e e T S £ 1 A 1 A S A S A - + '
e x\\ g N
T T \;\\\m\\\\%\\\&h\v . Q
T \ / 0T+300T &

1\\\\\\\\\\\\\\\\\\\\\\\\ N\\\\\\\\
P A

Y

TT+300'T

S||93-1 VNY
siowinl A|

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

2
0
it
[
\s\\\s;vmm“mm E
(o]
i
o0
» N
7]
& ¢ Y
\\\\t\\\\\\\\\\\\\\\\\“ - S
s )
S|
= I

GD2 mRNA T-cells
Mice 2 and 3

T-cells
Mouse 215

CD19 mRNA

Day 14

Day 11

9

Da

&
\\‘.\\\\\\\\\\\\\\\x\\\w

5M T-cells

Day 7

3

Da

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

37/58

WO 2013/040557

6¢ 94n314

. DN
+OT dd Ub_\/_wV I N._n_ ooﬂ vOT m_n_ um_>_u I N._u_ oOﬁ ¢OH 3d 192 ‘H- N._n_ oOH yOT 3d pm_\/_u. ‘H- N._n_ oOH ¢OH id pm_>_u H- N._n_ ooﬂ

............ \%8“ S , w. m m R
6LAO 13INIP-Z95) 61AD-29S)

1un03

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

38/58

0€ 24n3i4

< 440

7
H

H
((3) ovo 01 (3) YV¥O) uonenw 5 03 y

AR T SRR LN 2L Y
wh 2 n b el s wZi 7z
GG R G GG Y

< 440

< 440 [eusaiu)

2L Bl Y LT
L3 s %2% Y eSSt
GG G0

(zag'40°19IN2) Z99°ISIN2 9944 JHO |eulajul Jo Suljessusd

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

T€ 24n3i4

39/58

< dv)
OL oomu vOT o0T 0T o@mu vOT
1 : ] ; L - i
L o)
1699 £
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ OOH.
o0OT 0T
787 0T [TE09
61AdD-299
ENOIS
vo'e 9g'T 09°8¢ 6o TT 8E'6Y - 8911 eve 61'2p
70T 0T yOT , vOT

y0T o0OT +0T o0T +0T 00T 401
Ay . : 850t  oOT [a87¢7,. 78067 00T [85C5 67t 00T [F6TE:
Sa1
8T'C cep Wmm.N . 858E MNN.‘mH ov L wﬁ.ﬁ €LV Woo.m . v vy wmumﬁ vE LY e A
R B e N ) A e o ) , ) e +OT 0T v
z949 7998¢IN18¢ 78¢° Z494diN1499° Z949IN18¢° Z99IN18"°
d3 oN 10°6TAD PN PN 40122 4019IN 4019\

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 40/58 o PCT/US2012/055760
g =
= 3
5 3 BE
; = PR &
g T
3 S g
g ~ g
SE v_ @
L =3
-  ‘ %gm .
& 3 N
= = ™
E; % o
~ s &
=9 % L
0 2
g
N N N F§ 5
Ng & 4 N
S22 § "
HRB 2
EEEL T 'y
2883z, wmmmmamml g =
Ssoscsnc w S
= B

Q Q (=

o o o o
o~ (=} « o
(] (]

Q Q

2000

1800 -

1600

1400
400
20

jw/3d ‘ewwes-Nd|

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557

888mel 624mel 526mel K562

SK-OV3

41/58

10%

......... :o
e
o i
UNo)
<
= O
I
..................................... o
o —
Uno)
<
O
-

s _‘

10

100

10°

SUBSTITUTE SHEET (RULE 26)

100

cMet

PCT/US2012/055760

Figure 33



PCT/US2012/055760

WO 2013/040557

dv) 1IBINd-IUY

42/58

dviet1ad-nuy

7€ 24n31
4o
vOT  Ad YVD WI-N._H_ 00T yOT  Id "HVD ‘H-C1d 00T vOT m_.a m<u. mI-N._n_ o.OH
=TT N / I
/ | ~
_M \ ') , \ ') % A )
1 2 7 2 o 2
VoGl R N 1 w. MA.W.\O..m,,Fm w. ] Yo L S w.
\/ y v
0S¢ L 0z 0ST
+O0T dd x<u‘nI-N._u_. 00T v0T  dd VD .”I-N._u_ 00T +0T  3d "VD -H-C14 o0T
/ fo ™~ s 0 A ST
/ A Ve
‘ 3 m z,.,,_ m /w \.\ : m
%o T -3 Wl G ,.,,. \ S e o6 =
b —+ 1 i =+
m,q 002 \ bf g
r00¢ 10)°74
d3 ON Z299H18°14019IND Z4qq-6TAdD

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

d3 ON

Z949IN18’
40°19IND

43/58

2qq
-61AD

G€ 94n3i4

00T 00T
gl gD 0T %2829 0T
%GE'} W080°0; ,OT  [%bPL %0001 ,OT

00T 00T
00T o0T
%80} %4000 w. vOT (%28 w62s 0l y0T
00T - o0T
%0289, 0T . %sie8] 00T
I )
%928 %_E.OJOH %GL2 yy000t O T
ras 1y, | [2WI9¢ZS

%8000 wOT
o o0T

RS 00T

%9y w810 ,OT
vOT o0T

00T

%86°¢

WEB

a.ow, 70T

oWy 9

%000

%489°0

%Ly 426870,

v0T

yOT

{1 %ecrel 00T
%6SY woop 0T
|2W888

%dB9'G

090G

6610

%250

%BTe

woo'e

ENOOIS

00T
00T

v01

00T

00T

0T

00T

00T

0
(@]
9

R

o

........... Lo

1

00T

He0'L

LRy

v0T

$BLT w0l 0T
vOT - 00T
BT 71665 00T

w2y ot yOT

quijeN

eL0TAD

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557 PCT/US2012/055760

44/58

K562

Figure 36

% cd19bbz
% cMetBBZ
526mel

K

624mel

K

Tumor cell lines

888mel

SK-OV3

Nalmé

3

(=]

6000 -
5000
3000
2000 -
1000

o
=]
=)
<T
w

|w/3d ‘ewwes-N4|

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

45/58

L€ 94n314

Ll pue g ‘/ S)9@am e juswieal) alojag Jnoy g uonoalul "d'1 uexojAn
11 pa1oslul s|j90 YyO 801X 1Ll PUB 6 ‘2 ‘Q doam je Buluuibaq juswiesl]

(@ousosauiwn|olq) uspJing Jown} pue |BAIAINS :sjulodpu]

(dnoub Jad ao1w g 03 2=U) 2o1W
OSN 2jews} ul 0 Aep Uo siowny oNIJSAOMS YlMm siown) Jesbouax yuels paziie|nosea ysiiqeisy

uBISep |ejuswiliadxXg

sad INT-ENOMS L >8d
uexolA)
uexojAD + YV 61AD INT-ENONS 6 + HVI6TAD
uexoli)
uexojfd + ¥V 1IN INT-ENONS 6 + ¥vD 13IND
s||@o | uonoaluj 'y 'S (#) dnousg)
juswijea] sliI®) Jowny 921N

(L3N0 ssaldxa s||@o adA] pjIM) S||82 euwouloled uelBAO [ellBylide SAOMS

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

46/58

3¢ 9.n314

St

uoljejnoouj aounj Jo ooM
vl €T [4 T 1] ) 6 8 L 9

L2 L ‘ L
: T \W\\\\ i A 7
i s i A . ey
5 ‘ e D™ L
. N ) 7 i
.................... B W i \wm\\\\\\\\\\\\
i g i o 0l
\\\\\“\W\\,\\ / = \\\\\\\\...\M,A\\.s\\\\\\\ ,\N\ \\ im. \\\
H : AL
H y, -
" (651/Bwi9 ‘d'1) uexolho
. . I
@‘“\\\ \\\\\\\\-\\\\\\\\« -~ \u\-\&”\%\ e
; \\\\ i
O

7/ ” . (esnowyjz06°L "1'1)
\\ suonosalul |99 |

&
\\‘\\\\\\W

/
o Sgd-4#

................................................................................................................................ UBX0JAD + YVO61AD-%-~

G0'0>d uBXOIAD + YYD 1IN0~

Xn|4 |ejo]l }Jo 33e4any dnouo o Viva pazijewioN

N
-—

©
—

0c

a3uey) xnj4 e30] 4o Jo pjoy

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

47/58

WO 2013/040557

6€ 24n314

crhea  gqeAeq grAeg | stheq  €rAea; 9Aeq | vAed
H B x“« 3 4.‘« ; ..“\ mol_lmOO.H
Y\A\\\\\\\\\\\\\\\\\‘\\\\\
it S - 90+300'T
\\\\\S\\\\\\N.\\\\\ \\\\\\\\\\\\
SHES £0+300°T
U7 ZET i
N 80+300°'T
VNY 2gg-0OSsaWl «=ZZ-
VNY Z99-6T %~
60+300°'T
OT+300°'T
7
.. TT+300°T

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

SN

NN

&
N\

XL1AD /3w 09 XLAD 3%/8w 08

N

AR

Ov 94n3id S|192 1 ¥vD ,0T

% Z Z Z % % %
. . o m
% ny 2, 27 ™ 9.2 .y
v Aead or Aeg €€ Aeq £z Aea 9z Aea e Aeq 0oz Aeq /T Aea €T Aeq 1T Aeg 01 Aea 9 Aeq” v Aeg
SO+3°'T
............................................................................................................... \\\\\N\\\\\w\\\\\x\\ . %, 90+3°T
OWAYI OU BUNES = g 4oy ysiss PEHEBZGL e S
" N \\\\\\\\\ Z s, g
oUl|eS e \ ‘ \\\ / \\\\ \\\%\\

. 7 7
A .. \X\\ ww\\\\\\\\\\\n\\Q ...... .. L0+ T
Ny y

\\\\\\\\\\N\: .....................................................................
OUISH O 29961 s / \\\ ¥ \“&\
, Z 7 - ) \ ww\xu\\\\
CHATS e A Y \w\\\\\www\\%\@ M«N\\\ ; 80+3'T
N m m w N m .H \\\\\\N\\\x \\HN\ o =t i

4
2826T ...

s
7 E
\w\

1 \\\W\\ %\\\\x i /

s, -
s, Fi
.

N

/ ) . 60+3'T

/ \\\N : _ ) TR i

z \ M\\ H L. T # L 4

9861 - ok \\w\ A -
Z61 Vo M NM\M\\\\\\\\\ w.ﬂ ,W\\ oy . 7 0T+3°T

B s g i i el o o .
; m\\v\ o \\\\\\\\\\\&“\\\\\\\“&“\M&“\%\ .N\ \\\\\\\\\\\\\\\ \\‘n\ &\\ \\\\ \Mn\. g \\.\.‘.\\\\
\ Gprr” .m - \\\ \.w\\\\\\\\\\\\\km\ \M\.\\\\\\\\\\\\“\\\\V\\w\\\\\ l.\ \\\\\ \\\\\\
HLAD YA ZHEGL . W T i ™ .
Z N\\\ g e e TT+3°'T
7 7 : ot

(4% N"

SUBSTITUTE SHEET (RULE 26)



WO 2013/0

40557

wnchen. | 13- F
s | B-BHEZ
18-28z2
1eRBZ with CYTX

TR
a) e o m
NN
T | \\ o
>0 N
O 3 \\
3 \
N \“\\ Rnd® m
\ R
N ]
N l"-\u
N
N
N
N
N ey
\ L
\ cas
3 A%
WW.\
N 3}
§\\\\\\\\\\\\\\\\\\\m\\
-~
- oy
&3 RS % oo
\ \

N §
NS
0 3
a8 L e
fex) R

§

100

N I e ¥

3

N s
N

§

N
\\\m&m&m&m‘m\m‘m&m\mmm

°0 30 40

10

0

S 2 8 °

[BAIAINS JUBDIDY

SUBSTITUTE SHEET (RULE 26)

19.28B8B7 with CYTX

PCT/US2012/055760

Figure 41



PCT/US2012/055760

WO 2013/040557

50/58

Zt 24n314

SUI|BG s
VYNY Z299g-TSS weeosseocce

LM VYNY Zgg-6T e

0D VNY Zg9-6T =4~

MU 2gg-6T »#=

LM VNY Z2d98T-6T ~#%~
(2uU1PN3|1P) 17 YNY Zd98C-6T s

(paziwindo uopod) 0D YNY 29982-6T %

13UD7 2998Z-6T 4

(AINO VYNY) s|192
1 ,0T J91€| sunoy ¢

pue uexolA) 33/3w 09

(snJiAuaT
pue vNY)
S|I®2 1 ,0T

%
Z Z ]
Z Z Z
Z Z Z
Z Z., "y
T¢C Ae@ ST Aeq @\\% 4,701 AeQ 9 Ae@ g v Aeq
--------------------------------------------- ¥
% % 2
- - iy,
RS S, K>
oy _ i, ey \\\n\\\ \..
5 5 z
u\\\\\\ §\\§§§\\§\§\\\\\\W§t\§ s \WNNN«“NWUJWMN\\WV\M\M\\\MMN\\W\NN\“\\W\\\W\“\ \\N\\n
B s \w v
gy W«M\Mﬂ\\\\\\\\ §$§§§\\\\\W
\\\\\\\\\\\\\ \\ - e
s e AZ
\\\\\\\\\\\\ 2

AT

rrrrsnssnsnnsas H ..... i

«\H\\\\\

Lo PR

00+3°'1

T0+3°'1

c0+3'1

e0+1'1

vO+3°'1

SO+H3'1

90+3°'1

£0+3°1

80+3°1

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

51/58

S
825 00% os og ez 2
¢t 24ngdi4 il
g %1 i
DLHRS —— by 2 4 .
W Zaa-155 - e n -0g
LAA WY 7398261 v - o9
T YR 7888261 = — oo
O WY Z8982-61 =+ m 06
HUSE 289861 v \\._._ __m IV WOJ} JUBIBHIP wo.ovn SI 0D zd98¢Z-61 uwmuw
‘|| N3 97k} JO palIp swi]
mum 2 wm } m.m m_.m m_rm o o
-0
M [82
DSBS m—p— % -0g
Y 288155 - o7
1A% oY 28861 v . -og
0D WY 28861 —r m\ -06
HUST 2HEe) e 1M wouy 1uaiayip >_wmmu_+_:m_m 10U s1 0D 2949-6T !WWW

[EAIAINS JUBDIE

[BAIAINS JUBDIEY

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

(0TX9'G = XeN aul|es ¥ 24n314 1M\ Zdg OSoIN

sOTX¢ = UIIN
(45/,wid/s/d)
asuejpey

4 S|I93 L 4VD

(0T 40 uonalul
9|8uls e jsod

shep g — 0T Aeq@

q
40T 1M Zdd6T 11U 2dde6T
4
o0
2
(o]
g
1M 11U97
(0T 2dd8c-61 11 299KQ7-61T 29997-61
Z
q

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

53/58

s01Xt17'T = XBIN
yOTXLY'S = UIN

(45/,w/s/d)
?juejpey

Q7 @4n3i4

1
2d98¢-61

sulles

1M z2ddel

112d98¢-61

1M Z2d9 OSSN

02 Zdde6l

2d938¢-61

S|199 1 ¥VO 0T
JO uonaful puodase
pue apiweydsoydo|dAd
1sod sAep 7/ — Tz AeQ

11U97 Zdd6l

13U97 2dd8-61

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

54/58

31/3wo9 81/3wo9 sOTXT
s|@d 1 uexoji) s|I?d 1 uexojA) S99 1 ejwayNI]
8¢ Lz vT €T L 0
ze Ae@ 9T Ae@ 6 Aeq 9 Aeq
Sy 00+300°'T
9t =4nsld
T0+300°T
VNY ZHA-TSST55  orrrsssnnsmsssmnsmssssmsssssrssssssssssssssssssssssssssssssssssssssss Z0+300°T
X1A2 0U OT-0T-0T VNY Zd9-6T 4
XH>U ou o._ﬂlo._nlo._u <ZM— Nmmlm._“\\\\&\ﬁ\\\. > \c\“\\.\m\m\\\.\\\ ................................................................................... mo+moo.._“
] o
§-G-0C VNY zd9-6T 4~ 5 i
4 \\\\ % iy N\\\\x\\\\\\%&\\\\ y .
; Z i \\\\\\“W\\W\\\W... ¥0+300°T
0T-0T-0C VNY Z88-6T == §\\\w\\\\\\\\\\\\\ \\\\M\W\Ww\\w\w@\ s
Z . . 7 .\\\\\\\ \Q\\\\\\x\\\\\ 2 7
0T-0T-0T VNY Z2896-6T %~ | e s Pl €0+300'T
nua7 zag-6T %~ 4 \ y \“\\\\
e L \\ ................................................................ 90+300'T
\\\\\\\\ \\\\\\ \\
e A .
.................. \\w\\\\\\\\ £0+300'T
\\\\\ \\\\\\\\m\
R st
s 80+300'T

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

55/58

L 231

Zdd

LSS

OT-

Ol

0¢

OuU OT-0t1

OT-

-0Z

oL

OT

U3| z99-6T

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

56/58

MUEY

OT-0T-0T

0T-0T-0¢

S-9-0¢

x3A2 ou 0T

x3A2 ou QT

I

SS

1314

-01

-0T

ot

0¢

817 94n31

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/055760

WO 2013/040557

57/58

Aeg

g8 ©0Z 09 08 0¥ ©f 0T 0L O
617 2431

\R"\\‘\\E

%
e

5y o G5 &\\M\x
-3

200 |55 m—t—
XAD OU OL-0L-0Z YNH Zag6l ==
3AD OU OL-0L-01 WY Zag6) - v~

S-S0 Wiy 284961
OL-0OL-02 ¥hid 29861 - v~
OL-0OL-0F YhY 2861 =—v—

SNHAIUS ZOORL =

[BAIAJNS JUBISY

SUBSTITUTE SHEET (RULE 26)



WO 2013/040557

PCT/US2012/055760

58/58

0§ 24n3i4

WEICZ TOE-058 i~
LENOIAT M DL-DL -0 Z88-0S8W - -r -
BXOIAG OU JUGL-DL -0 Z85-DSSl —y—
UBEOIAT M IUS-S-0F Z8T-61 =t
UBXOIAD M JIUGL-DL-0L Z8G-6L =
UBXOIAD O UG L-DL-0L ZBT-F =t
HWSZ WHH Z8G-61 =

EHAHDS m—ye

mw‘mummm Nmmlm M\ ks T

JUGZ ZEE-0SBL ¥ -
URHOIAT M OL-0L-OL ZH8 0SBl - -r -
EXOMAD OU JUGL-0L-0L 288-0S8 ——
UBXOMAD M ING-G-0Z 2856 —v—
UEROIATD 2 BUOL-0L-0L 28951 ==
UEXOIAD OU JUL-0L-0L 28861 4
PUGT Wi 2896 ==

BUHBS =—r—

BuS] 20061

el Z8E8E-6L —v—

ez SiiL 0%
L I I

su]

22t GOk
'l 'l

g
1

o5

12
N
e

B

A

L

gl

%
hrnrong,

Sl

&

\Q\\\\\ a0
oy
BN
3

0n

o

N

8
Nl
N
Y

=
m\\\\\\“
e

gooeeed

3

&
\%\\\\\\\\{\\\\m\\m\
NN

R

m\m
I

o

4

P

o

A

&
N

- &'\\‘K\ -~

\\-«\\‘\ - -
S
AN

\§:\\\\\\

-0
-0Z
-0E
-0%
-
-09
0L
-08
ot 00}

-1 1

“\\\\\\\\\\\\\\\\\\\\\\\\\\

b, sy

%,
%,

%
%

l
S

R

c‘,r\\\\s\\\\\.\\\\‘

=

Y
f
3
3
S\\\\\“
SN
\\\}\\\\\h\\\\m\\\?‘

el T

\%\\

§

Grararares

ey

- “\

LN

R\X\{\\\\\\\\\\\

N

R
RSN

ey %

by

\\\\\\\\\\\

&- - =
Sellet

e

ot

o -3

pemsae
A pmecanai N

-
3

=131
i
0%
-7
=08
=1
=L
=8
=05

[BAIAINS JUSDIEY

ool
-011

[EAIAINS JUBDJDY

SUBSTITUTE SHEET (RULE 26)



