PCT/US2014/029943

WO 2014/153270

2846100
6)L1d¥J SO
28g'1SS

1/8

dl 9l

10618) 1[99 | J0108Y3

6103 ¢9%H

51857 %

'S99 L Z1SQN Ui Ressy Aoxoloikd 61,q0 psziuewny

ol 9Ol

18618) :|[80 | 01083

8Je(0s| (139 g 71 1d ~001

VI Ol

18618) :|[80 | J0J8YT

0l ) -0
- .)-I'l - - \\\\ 1
O N N T I | .h\\..—\\.. =~ L .V' —L 1.I\ O
N st g ey
o B ey
AT S ) i
_.._\..\.\ TE 07
09
08
~-00}
WA

51857 %

sI1567 9%



WO 2014/153270

Total # Live CAR+ Cells

2/8

K562_CD19 cells

100000

80000+

60000

40000~

Total # Live CAR+ Cells

Days post Co-culture

FIG. 2A

Primary CLL cells

Days post Co-culture

FIG. 2B

PCT/US2014/029943

....... ¥ ——

19421
19421

- huCD19 #2144
19421
19421

SS1

GS CART19
CD19.BBz 40%
huCD19 #2136
huCD19 #2137
huCD19 #2138
huCD19 #2140
huCD19 #2141
huCD19 #2142
huCD19 #2143

huCD19 #2145
huCD19 #2146

huCD19 #2147



PCT/US2014/029943

WO 2014/153270

B(Q) Sse B(Q) Sse B(Q) Sse B(Q) Sse
0008¢ leg) s 00092 0008¢ leg) s 00092 00082 leg) s 00092 0008¢ leg) s 00092
_q I —() — s B —r() . ¥ —r() . . 1 ()
0/8'07 001 788'0¢ 001 8'07 001 12042 001
(eq) ssely (eq) ssely (eq) ssely (eq) ssely
0008¢ 00092 0008¢ 00092 00082 00092 0008¢ 00092
s .- ) — - ) — . A —0) T —F0
wwoﬂ. 8¢ _ _ _ _
_ 001 001 001 001
089z 9 Lk e
N/S LM-101€01 OIN20LE01 SIN 101£01 Asw



PCT/US2014/029943

WO 2014/153270

4/8

Melt Peak

=R AR LR RN R RN RN RN RN

I I I

I I I

I I I

I I I

I I I

I I I

I I I

I I I

+ e L el e D =+

I I I I I I I I I

I I I I I I I I I

I I I I I I I I I

I I I I I I I I I
~ I I I I I I I I I I
= I I I I I I I I I I ]
rPERY PPETE PSP PPTE FTEE PP FEETE RS Pre
-+

o O O O O o O o o o

= O [emms S con DN e . === I com- S cone [ e }

Temperature, Celsius

Melt Peak

Temperature, Celsius

FIG. 4



PCT/US2014/029943

WO 2014/153270

5/8

uoiesayo.d jetuxew
U0 PBSeq JopJo yuey,

XE TH SN wrrvrerreem
XEHTT SSN -~
Xy 1ZH SSN
Xv HZT SN -————
Xy TH S0 -—————-
Xy TH S8 =
Xy HZT SSO -——- -
Xv HZ1 88§ ————
X¢ TH 88§ —=———-
XEHTT SSD ---------
XE HTT 888 -———
6l Ldyoull -————
6114¥J89 ———
2gq088)\ ————

¢ ol

3540:<y-anig (/516>
e0}

0l 40l

e = e e

A=

v

V1
W

W

v\[

\rn

201 0

ss,\(__

8|89 719 Alewig

¢0l

uojelayIjoid

3540:<v-8nig 0¢/1 6>

p0b o0l

201 0

(112 800)
$1180. 6109 299N

Y

3540:<y-anig 0¢/516>
il

b 704 0

(110 bou)
S[[89 799M



WO 2014/153270

oCD19Ac NG A
w01 A
01888 8 /3
aCD19-28 @vﬁ%
aCD192888L VN A

LH-CD19-AC
LH-aCD19-C
LH-a.CD19-BB-C

LH-a.CD19-28-C
LH-aCD19-28-BB-C

6/8

=

Y.

it

=

PCT/US2014/029943

Y.

CD8rhinge

R

+

Y.

it

LI IR

Y.

hODG inge

oz

R

=

/I

hCDBe:hinge:

oz

DREE)

FIG. 6A

Y.

£
A

/

Y.

IR

=
A g

Y.

W

LY RS

Y.

oz

R

W ie][¢

Y.

oz

VAN

R
=:
FIG. 6B

R

DrigsN R/




WO 2014/153270 PCT/US2014/029943

7/8

-O- PBS
80- -3 Mock
- -2~ muCTL019
= § 60 —=7- huCTL019
20
0 1 1 1

0 7 14 20 2B 3 42 49 % 6 70
Days Post Tumor Implantation

FIG. 7



WO 2014/153270 PCT/US2014/029943

8/8

3.28
5
%
5
0.0532
| LA | L ALY | LB LA | !
0 102 103 104 109

<710/50 Red-A>; CD19-AF700
CD138+ CD45 dim tumor cells stained for CD19 (x-axis) and CD38 (y-axis)

FIG. 8



