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% CD69+ de CD4+

FIG. 1B

Activacion de células T humanas
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FIG. 3
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FIG. 4A

Muerte de NCI-H929

150 =

100=

% de muerte especifica
o
Q o
1 i

NQSN NSNS SIS ISR NENEN
Concentracion [nM]

-¢- Anti-CD3-C1-UCP01-D6 x BCMA

< Anti-CD3-C1-UCP01-E10 x BCMA

-%- Anti-CD3-C1-UCP01-H10 x BCMA

B4 Anti-CD3-C1-UCP01-F10 x BCMA

> Anti-CD3-C1-UCP01-E12 x BCMA

-¢- TNB-F2B BATE FC

-@- 83A10-TCBcv_aCD3xTNB-BCMA BEAT Fc

—— Control negativo

—+ Sin anticuerpos

5/134



% CD69+ de CD4+

FIG. 4B

Activacion de células T
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FIG. 6C
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Media geométrica de fluorescencia

FIG. 7
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FIG. 9B
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FIG. 10C
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FIG. 11A
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Unién a células vivas [RFI]
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Unién a células vivas [RFI]

FIG. 17C

400000~ W S83A10-TCBcv
= CD3/BCMA/CD38-118
2 CD3/BCMA/CD38—1 19

300000

200000-

100000-

]
0,01 0,1 1 10 100 1000

Concentracién [nM]

37/134



o O
) O
&T &% &W‘ o
¥ e 5L
A% ..,% & 3
o O & o &
O L Q@
© & 5 p o
SRR U ¢
¢ & & o ¢
] | | i | wd
0 I
oo
L M L m
R SR L
# % oL S
+ ¢ | g
¥ ¥ =
. ¥ R0l
x b
W

0 )
18] O
& o S 9
.@O ,«,mu % 2 .%v
O
O ?
o & ) b& @Q
¢ & o S
AN A
¢ @ ¥ o 4§
| | | | _ W0
B 3
o 1o
gl , m
V oo A
AL - 8
# ) e+
-3 VRPN
£ % Kﬁ* 0ol
+ X

8T "Old

N4
\g )
SR <
¢ ¥ P F
1 _ | | ‘
. 1o
o I
EE
»Iw_ 3
VeV #x gyt o 0 %
Ty T am o 3
X -
|Ow e
¥ * ¥
XX [
001 <

38/134



ECso (PM)

ECso (PM)

FIG. 19

Proliferaciéon de CD4+ CD25+ de CD4+
10000 100003
: X +# . x
N ] + %
1000 * * 1000 ———
] x s =) E * A
] ®X * r ] *® X * A
100 * % o el '"‘; 100 x X o -
3 . Apa & 3 i Ada
1 o€ . A O
1 o3 f—‘ 5 o ] 1 e® T
W e w0y "8
I ee g o 3 g
] 1 e® E o
1 T T T T T 1 T T T T T
Proliferacion de CD8+ CD25+ de CD8+
10000 1060
] 1 x
] A +
1000 x 7
= +
3 g 100+ — 7 #
. S 3 * Ad
] Q. 3 x
# S - *
160 4 o 1 % X -
] % X ook — J X uim A
. 2 x ] [11] 1E"§ s® : DD A
10—5 LY ? DD ﬁAﬁ 3 -'-.- ——
N — | . ~
1 ® - o
H oo Hoo
1 T T [ T T 1 T T ] T T
> O 4 o o < A > )
Go*‘b ‘&Q oq,ﬁ ‘b’.\« q{,\n oo':?’ & dbo q,"h q;g.
) ¥ {3 g o \s NS $
& N & & L & ¢
TR SN N RPN SR S
& K O & &
R I < A oS
Q < Q Q
9 G @ ¢

39/134



[Wu] uolsesyuasuon

00 o 8 9t 00z ov 8 91 00z o 8 9
A N Ry . A _.HTIJT lereerel. . L 0 OAlEBBU [01U0Y

/ I,.,ﬂ (NN .ﬂ | ..—- —*_
/ AR 0
N R :
N R 171 2
N o
/ N | - 005 3
N R 1 3
W N\ | .
RN g
'\ =
\\ a
N - 0004 ®
NN\ Q.
NN o
0,
.......... x N nm.sumpuw;.:.n:..,.s.\..,;_:m.nnuw.wnamuuf..._:.:.wy*.nn.e.éw—w,wws_:,.wavw;'mss..;u._:.%m w
n
. 0051 =
AgO1-0lveEe KN ..W
611-YWO8/8EA0/EAD BT =

mEEmm;zm__.

Vo< 'Sid

40/134



[Wu] uoisenyuasuon

9L 00z oY 8 9 00z oy 8 9
< R B Y T —————————— ao>_umm0: joJjuo)

00c oF

=001

~00Z

V7777777777777

[lw/6d] seui120319 ap uoIdeIIU3IU0)

+~ 1 -00€
..... e e enee o fHd
AEDL-0LYES S
61L-VYINDB/8£a0/£a0 &3 -oov
81 L-YINOE/8£Q0/£A0 2 ejle-4NL

40¢ 'Old

41/134



FIG. 20C
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FIG. 21B
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% de muerte diana

FIG. 23A
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FIG. 23B

%k kk

« aff @ 6,
* 7! ooofg, %\\m&o
® @“ QW — % %%Q\v‘é
&.\\+ O\VO\
A- " %, ey Tog %
N lLl“ -, o««\ 7 av\..b
o o o — ,\..Q 00
S = e “,
(wd) %593 o

49/134



AUC

D'
S F

FIG. 23C

k% *

600

400

200

0

I | I I
Q’G‘ X N
S) o@ & Q/ >/
N & SF &Y
N PP
\ oG SR ‘&?\

o
Q" O
oY O

<
®
0

50/134



ojusiees ap sejq
52 {4 i1 Ok k|
i

ojusiwelel) ap seiqg
w“m mm 54 m_w

e

T
2
ﬁ
(gww) Jown} [9p USWIN|OA

1
=
=

~ (0ot

By/6w zo'0

I
7
=
L

(guw) Jowny [op UaWN|OA

5

ojuslwejel; ap seiq
i1 5k

ojusiwelel; ap seiq

ok §

By/B6w L0

vy 'Ol

ojuslwelel} ap seiqg

i 14 oz Gk {1k i
G ol e e e
S s
- 000+ 3 -0004 3
8 8
5 §
~000z S —{00Z S
3 3
3 3
- faae ~000E
ojuajwejes; ap selq
B 14 0z 5b ] 4
} 4] R o
5 5
000k 3 000k 3
g g
§ §
0002 S 0002 S
3 3
wnb wE
~ 0008 — G0
Bay/Bui 50
611-8E00VNOGIEQD -+ MHOLOIVER =
811-8E00VINDEEQ0 - onajyen, -4

g ajueuoq

V 9jueuoq

51/134



611-8€AO/VINOE/E€AD £
811-8€AD/VINOG/EAD =
AOgJ1-01vES E

O[ndJysA 1M
@&nww _.é% é@a .._a %@ o &a ,,é & ..@ &o
ﬁ?@@%@&%ﬂ &«m &W@.«m@_ @% @wf@ﬂ%

| _ _ 1 ] ] |m. _ A_u, ] ] j
o T
o
-0l 3
D
=4
D
o -00L o
, =
a1 3
-r'_ ~000F @
il 3
_IL —-0000L
xg'c
g ajueuo( Vv ajueuoq

avZ 'Ol

(Jw/Bu) uoideszuadUO)

52/134



FIG. 25A
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FIG. 26A
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FIG. 26D

# Vehiculo

CD3/BCMA/CD38-119

B 83A10-TCBgy

CD3¥BCMA/CD38-122

-
&%
-

&
T

g3 CD3/BCMA/CD38-118

=L
|
I 1 ] 1 I ﬁI I 1 1 | I
g€ 8 8 $ 8 ° 8 8 8 ¢ =
T (Jown} ' (4owny
[ U gy se|n|9o se| ap [® Us 8D Se|n|90 Se| ap
0JUSp) , GZAD Se|nNjeo ap 9,  O4IUBP) , GZAD SBIN|PD 8p %
HE e
T
v b8
iy - <t
I 1 I 1 | 1 1 I | i ‘!‘

|® ua gg)n se|n|eo se| ap
oJjuep) , 69090 SeIn|ed 8p %

58/134

(Jowny |o us ggD Se|N|P9 s
9p ousp) , 69D SeN|Pd Bp %



FIG. 27
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Concentracion (ng/ml)

Concentracién (ng/ml)

FIG. 28B
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FIG. 29B
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FIG. 30D
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FIG. 36A

Sin factores solubles
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EC5¢ (PM)

FIG. 36B
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EC5 (PM)

FIG. 36C
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EC5o (PM)

FIG. 36D
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FIG. 36E

Combinacion de todos los factores solubles
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EC5o (pM)

FIG. 37A

Sin factores solubles
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ECso (PM)

FIG. 37B
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FIG. 37C
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EC5o (PM)

FIG. 37D

CD38 soluble
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FIG. 37E

Combinacion de todos los factores solubles
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ECso (PM)

100000+
10000
1000-
100+

FIG. 38A

Combinacion de
Sin factor soluble sBCMA+APRIL+sC
D38

X
K o o <E W
L3 ¥ 9 W
o O
\Z N4

86/134



EC5, (pM) Citotoxicidad

100000 -

FIG. 38B

Combinacion de
sBCMA+APRIL+sC
D38

Sin factor soluble

10000- LA

: A& O
1000- 3‘1‘3

"4 & L
78 &

87/134



FIG. 39A
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FIG. 39B
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FIG. 39C
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FIG. 39D
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FIG. 39E
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FIG. 39F
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FIG. 40A
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FIG. 40B
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FIG. 40C
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FIG. 40D
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FIG. 40E
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FIG. 40F
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FIG. 41
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FIG. 42A
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FIG. 42B
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FIG. 42C
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FIG. 42D
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FIG. 45A
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FIG. 45C
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FIG. 45D
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FIG. 46D (continuacién)

o 108
N
]
o]
2 107
=}
8
+ 1‘96
(o]
<
()]
2 105
pd
104
10&
(@]
N
3
< 107 ® Vehiculo
5 0 Vehiculo + IVIG
;8 108 & 0,5 mg/kg de CD3/BCMA/CD38-118
§ 4 0,5 mg/kg BEAT CD3/CD38
O 10° 4 0,5 mg/kg de BEAT CD3/CD38 + IVIG
Z
104

117/134



Volumen del tumor (mm?)

Volumen del tumor (mm?)

Volumen del tumor (mm?)

FIG. 47A

1560

1000

20

500+

wl;hﬂ
1

T
0

Dias de tratamiento

1500 -

1060+

Ty

500 -

Dias de tratamiento

1500 =

1000

500

Dias de tratamiento

118/134

Vehiculo
0,5 mg/kg de CD3/BCMA/CD38-118
0,1 mg/kg de CD3/BCMA/CD38-118

Zi~ 0,02 mg/kg de CD3/BCMA/CD38-118

Vehiculo

0,5 mg/kg BEAT CD3/CD38
0,1 mg/kg de BEAT CD3/CD38
0,02 mg/kg BEAT CD3/CD38

Vehiculo
2,5 mg/kg de Teclistamab

%- 0,5 mg/kg de Teclistamab
s 0,1 mg/kg de Teclistamab



* Kk k

qewe}sioa) ap By/buw |0 -
8£00/€00 Lv3d by/bw 10 %

811-8€AD/VINDG/caD 8p By/bw |0 -&-

ONOIYIA -8~

ojusiweleld) ap seiqg

w7

0 0L-

-0

(gWw) Jown} [9p UBWINIOA

~0051

4. 'Ol

qewe)si|os] ap By/Bw G0 .-
8£00/€Q0 Lv3a By/Bw G'0

811-8€AONVINDg/€aD 8p BY/Bw 6’0 -
O[NoIYsA -@-

ojusiwelel) ap seiqg

0

—‘l

-0

008

- 0001

~0051

(gWiw) Jown} |9p UBWINIOA

119/134



Concentracién (ng/ml)

FIG. 47C
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FIG. 49
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FIG. 50A

-/~ CD3/BCMA/CD38-149
-A- CD3/BCMA/CD38-171

I I | ]
= o o o
o0 o <t ol

100

PEPIJIX0}031D 3P %

Concentracion [pM]

123/134



% de citotoxicidad

FIG. 50B
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% CD25+ de CD8+
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FIG. 52A
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FIG. 52B
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FIG. 52C
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FIG. 53A
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FIG. 53C
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