Count

huBCMA huBCMA-mFc
Marker 2ug Marker 2ug

97.2kDa |

97.2kDa
66.4kDa

66.4kDa |

44.3kDa
44.3kDa

59.0kDa 29.0kDa

20.1kDa
20.1kDa

14.3kDa

14.3kDa

Fig. 1

K562
-Ctrl.fes

KE62-Ctrl.fcs

KE62-BCMAfcs

K562-BCMA .fc

T JLALRALL L RLLL
‘Hf]l:I 10 ‘Hf]2 1[]3 1[]‘& ‘Hf]5

GRM-B-HLog:: Green-B Fluarescence (GRMN-B-HLod)

Fig. 2-A

—1/12—



Count

Sample Name

KEE62-nBCMA clonel.fcs
562-hBCMA clone2.fcs
KEE62-hBCMA clone3.fcs
KEE2-RBCMA clone4.fcs
KEG2.fcs

0
10

10 10 103 1[]4 1E]5

GRM-B-HLog: Green-B Fluorescence (GRM-B-HLoo)

0OD450nM

Fig. 2-B

ELISA

A BCMA_FcFusion protein
E3 Fc

—2/12—



Count

K562-BCMA K562

£
=
(]
L]

T "I""|-_I "Im'-|_I III"-"| T "I""h T "I"g I:I 'U"I“"| 1' LERERLLL | T III""|3 T "I""h T "I"g
10 10 10 10 10 10 10 10 10 10 10 10
FITS FITC

23F10 500nM k562-BCMAfcs | 96.4 23F10 500nM k562 fcs 556
7G2 500nM k562-BCMAfos 87.8 7G2500nM k562 fos 546
7A12 500nM k562-BCMAfes | 39.8 TA12 500nM k562 fes 6.00
2nd Ab ofl{ 562-BCMATfcs 372 2nd Ab only k562 fcs 512

Fig. 4
23F10-huFc
7G2 7A12 Marker Initial Flow
: sample through Elution Marker
i 1 - s
ggi:g: = 97.2kDa
: 66.4kDa
44.3kDa 44.2kDa
29.0kDa = 29.0kDa
20.1kDa 20.1kDa
14.3kDa 14.3kDa
Fig. o)

—3/12—



=

o

)
Z

N Line |
o' wd?

a?

0 ) s

10 10 10
GRN-B-HLog -~ Green-B Fluorescence (GRN-B-HLog)
T ]

K562-BCMA TA12 scFv-Fe S00nM..

K562-BCMA TG2 scFwFc 100nM.

K662-BCMA 23F 10 scFv-F

WEE2-BCMA TAIZ ScFv-Fe 100nM
W562-BCMA TAVZ ScFv-Fe 20nM1_ KE462-BCMA TG2 scFvFe 201 ;Emmmmmr_ 201
Ewmnlzm&wu k562-BCMA 7G2 scFwFe 4nM ics | ¥562-BCMA 23F 10 schwFe 4nM fcs
:mnww: BT {1562-BCMA TG2 scFvFe 0.8nl 1 542-BCMA 23F 10 scPvFc 0.8nM T
K562-BCMA TA12 scFv-Fc 0,160 {K562-BCMA TG2 scFv-Fe 0.160... K562-BCMA 23F 10 scPwFe 0.16n...
K582-BCMA TA12 scPv-Fc 0.032n ¥562-BCMA TG2 schv-Fe 0.032n K5A2-BCMA 23F 10 scPwFe 0.022n
K582-BCMA TA12 sCFwFC 0.0064 \562-BCMA TG2 scFv-Fe 0.0004_| K562-BCMA 23F 10 scFw-Fc 0.0064. 3
k56 2-BCUA 0 anb-Fcfcs — TR T Y 562-BCMA 0 and-Feics
7G2
7A12 EC50=3.42
=3.42nM
EC50=3.13nM
400 400
° [ ]
_ 300 . = 3001
3 S .
8 4 5
o Q -
g 200- E 200
= ™
™S
= 100 = 100-
1] - T T T 1 0 T T T T J
0.01 0.1 1 10 100 1000 0.01 0.1 1 10 100 1000
Lg[Conc.(nM)] Lg[Conc.(nM)]
23F10
EC50=5.61nM
400
—~ 300
c
8
°
2 200
£
1004
ol _a
0 T T T T 1
0.01 0.1 1 10 100 1000
Lg[Conc.(nM)]
Fig. 6
RU
250 +
TA12 KD=663pM
2004
150
2
1004
2
7]
Q
@ 504
0+
-50 : : : : . 1
-200 0 200 400 600 800 1000 1200
Time

—4/12—

1
1400



Response

Response

RU
250 4

200 ~+

150

100

50

-50

7G2 KD=499pM

-200

RU
140

120
100

o 4

23F10 KD=667pM

f
200

t
600
Time

f
400

f
800

f f
1000 1200

1
1400

-200

o 4

f
200

Count

T
600
Time

f
400

7G2

f
800

f f
1000 1200

7 (continue)

23F10

1
1400

™Y

T TV,

10 10 10 10

34

10

10

GRN-B-HLog:: Green-B Fluorescence (GRN-B-HLog)

‘Sample Name ediar|
GRN-B

TA121000nM 8226 fcs 35.5)
TA12 333nM 8226.fcs 29.7
TA12111nM 8226.1cs 23.7
7A12 37nM 8226 fcs 173
TA1212.33nM 8226.fcs 14.2
TA124.11nM 8226.fcs 10.9
«{TA121.37nM 8226 fcs 8.07
08226.fcs 3.52

e
103

10

GRN-B-HLog:: Green-B Fluorescence (GRN-B-HLt

Sample Name e

7G2 1000nM 8226.fcs 15.4)
7G2 333nM 8226 1cs 137
7G2 111nM 8226 1cs 122
7G2 37nM 8226 fcs 10.3
7G2 12.33nM 8226.fcs 9.43)
7G2 4.11nM 8226.fcs 7.55|
7G2 1.37nM 8226.0cs 5.85|

8226.fcs 3.52|

Fig.

—5/12—

S -
10° 10" 10 1d 10

3 4

GRMN-B-HLog:: Green-B Fluorescence {(GRN-B-HLog)

Sample Name edia
23F10 1000nM 8226.fcs | 17.0
23F10 3330M 8226 fcs 138
23F10 1110M 8226.fcs 116
23F10 37nM 8226.fcs 9@4
23F10 12.33nM 8226.fcs | 7.90
23F10 4.11nM 8226.fcs 5.05|
23F10 1.37nM 8226.fcs 467
082261cs 3,SE|




§8: 88

gsi:ss

§8:88

Competitive ELISA
150
- 7G2
- 7A12
<
c [ ]
=]
=
= -
< 50
c ] ] ] 1 1
0.01 0.1 1 10 100 1000
Lg[Conc.(nM)]
Fig. 9
7A12-287 7A12-BBZ TA12-28BBZ
US ] 02 1k a1 Q2 K o1 Q2
0.00% 0.00% 0.00% 0.00%
800 800 800
600 g o0 B 600
400 & @ 4001
2004 200 4
ey
0] 0j426% o 514%
w10 et 1 1l
FL2 LOG: FL2LOG FL2LOG: FLZLOG FL2 LOG: FL2 LOG
7G2-2872 7G2-BBZ 7G2-28BBZ
K Tal a2 1Ko a2 kel a2
0.00% 0.00% 0.00% 0.00% 0.00% 0.00%
800 ] 800 | 800
600 @ 600 @ 600
400 ® 400 @ 400
200 200 200
0 0 . . i i 68.8% 0
w0 10 10 100 100
FL2 LOG::FL2 LOG FL2 LOG::FL2 LOG FL2 LOG: FL2 LOG
Mock
1K@l Q2
0.00% 0.00%
800 4
600 4
=1} 3
[} 272‘1I . ey -'-l 718%
1 2 3

w'on®

FL1LOG- FLI LOG

—6/12—



Specific lysis (%)
s

Specific lysis (%)

8
S

g

Tumor volume (mn?}

e 7A12-BBZ

K562

Mock
TA12-2872
TA12-BBZ
TA12-28BBZ
ZA 1G2-287

= 7G2-BBZ
7G2-28BBZ

BO0BE0ABAE

Effector : target ratio

RPMI-8226 Mock

TA12-28Z
TA12-BBZ
TA12-28BBZ
7G2-282
7G2-BBZ

—————
-
3
)
[+=]
g
N

Effector : target ratio

RPMI-8226

- UTD
- TA12-287

-+ 7A12-28BBZ

Dayl2
CAR Tinfusion

¥ ¥
MR P PP
Days after Tumor Cell Inoculation
7A12-287 5

7A12-BBZ g

7A12-28BBZ

K562-BCMA &3 Mock
100 B8 7A12-287
EJ 7A12-BBZ
3 D 7A12-28BBZ
" A 7G2-287
2 7G2-BBZ
e Em 7G2-28BBZ
a
o
w
200 N [N o5
Effector : target ratio
P<0.001
0.20- P<0.01
—P<0.001
L)
2 0.15-
=
5 0.10
S 0.104
=
]
£ 0.05-
)
0.00-

11B

—712—




Q<<
[2¥eXeXe]
Broco
5>>>

8z=zz

HCDR1

o
Bwnn

33
A

<<

32
Y
N
Y

31
S
G
S

30
S
G
R

[CRORO]

nnn

<< <

<< <

22 23 24 25 26 27 28 29

oo

nnn

19 20 21
L
L
L

14 15 16 17 18
P G G S L
P S L
P S L

13

[eXeRe)

12

>>>

1
L
L
L

[OXORO]

10

LECRORG]

L NORORG]

~NOn®

23F10
25C2
25D2

71 72 73 74 75 76 77 78 79 80

70

zzz

nnn

110 111 112 113 114 115 116 117 118 119

G
G
G

¢}

z

[2X%]

[2X%]

>>

-

>>

-

[CR0)

[eXe}

==

HCDR2
56 57 58 59 60 61

62 63 64 65 66|67 68 69

[CRORG]

X XX

>>>

nnn

ooo

<< <

> > >

nnn

<< <

HCDR3
100 101 102 103 104 105 106 107 108]109

>

a

> >

oo

42 43 44 45 46 47 48 49|50 51

1

nnn

>>>

P
P
P

23F10
25C2
25D2

92 93 94 95 96 97 98| 99

82 83 84 85 8 87 88 89 90 91

81

=

¢}

23F10
25C2
25D2

(240}

zz

==

[eXe}

12

Fig.

—8/12—



165
160
155
150
145
140
135
130
125
120
115
110
105
100
95
a0
85
BO
75
T
65
&0
55
50
45
40
a5
30
25
20
15
10

Monomer

Polymer

KOut-Waste

10

25

—9/12—

60

65



maLl
140 Monomer

135 T
130

125 ‘

120
15
110

&

BB B8EHESE&&E RSB R S

-
o
Frac)
OuEWaste

I-l'l'u i)

o S
%
2c2
203

=]

mi

[+ 5] 10 15 20 25 3 3E 40 45 50 55 & 1]

Fig. 13B

“DAD1 G, Sig=220.4 Re=360,100 (D:\CARSGEN\DATAZ0170407\20170407 2017-04-07 10-38-12\S1G10000002.0)
“DAD1 G, Sig=220.4 Ref=360,100 (D:\CARSGENIDATAZ0170407\20170407 2017-04-07 10-22-12\S1G10000001 .0

Dimer  Monomer

T T T
5 10 15

N
&

min|

—10/12—




GRN-B-HLog

cn
o
]

£
(=]
1

)
o
1

(]
(=]
1

-
(=]
1

25C2-scFv-Fc 25D2-scFv-Fc

100-
80 -
f= ]
% 60 ] [ ]
d
= 40
o
(L]
20
L} L] L} L} L} 1 u T T T T L] 1
-2 A 0 1 2 3 4 -2 - 0 1 2 3 4
k562-BCMA k562-BCMA
EC50 | 2.594 | [ EC50 ] 1.891]
23F10-scFv-Fc
804
o 604
(=]
|
I
i} 404
Z
w
O 9p
u L L L) 1
0 1 2 3 4
k562-BCMA
[ EC50 [86.783]
Fig. 14A
ELISA(scFv)
4_
E3& Hu BCMA_FcFusion protein
3 E=3 Hu TACI_FcFusion protein
s |p B3 Hu BAFFR-FcFusion protein
g § E [0 Murine BCMA-Fc Fusion Protein
D 24
<
a
o
) |“ m
0 o 2Ly o f

O <y v Second antibody
AY q‘}’Q P " Control

Fig. 14B

—11/12—



Specific lysis(%)

NCI-H929

RPMI-8226
100+
1= €3
80 g =3
60 2 =
; > o
40 = 2
§ S
201 NE 2
8 »
0- NE B3
. . . 90 1:1
20l 13 1:1 3:1 20

Effector:Target ratio

Effector:Target ratio

Fig. 15

RPMI-8226

UTD
25C2-BBZ(1X10°)
25D2-BBZ(1X10°)
C11D5.3-BBZ(1X10°)
7A12-BBZ(1X10°)

trtee

Tumor volume (mm3)
N
(=
o
<

Days after Tumor Cell Inoculation

Fig. 16

—12/12—

UTD
25C2-BBZ
25D2-BBZ
TA12-BBZ
TA12-28BBZ

C11D5.3-BBZ
sPD-1-7TA12-BBZ

LI
KV v a2 2 ok o oD g} 2 2



