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FIGURE 2 (A-D)
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FIGURE 3 {A-C)
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FIGURE §5{A-0y
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FIGURE ¢ {A-I)
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FIG. 9C
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FIGURE 10 {A-D)}
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FIGURE 12 (A-D)
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FIGURE 13 (A-D)
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FIG. 13C
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FIGURE 14 (A-D)
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FIGURE 15 {A-B)
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FIGURE 18
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FIGURE 19
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FIGURE 20 (A-B)
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FIGURE 26 (A-B}
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FIGURE 28 (A-F)
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FIGURE 34 (A-B)
FIG. 34A FIG. 34B

AMGI30-similar Floteturumabstmilar

Wehicle (PFES) * Vahicde (PBS)

-
0y
£t

130
CDOY 8 i T m B A0 .
o 200163 M F 100 | B cooziamd
, Lo 2 g G002 0.1 Nt
|9 R .00 red g at A CODZ 600 o4
© BT 00T okt i [ e Cnozooel s
40 &
pin] EE 2]

% Viability dya+ CD123+ cells
{%dead celis}
g
% Viability dyet CDZG culls

;" ~ . 2 -~ 0 i o =
g 4 & 24 48 4 4 & 24 48
Time {hours) Time (hours)
FIG. 34C FIG. 34D
DARPIN® protein #7 DARPIn® protein #8
4248 # Vehicle (PES} 420y & Vghicle {PHS)
1104 £ CO03 10 ndd 100+ 8 Ch04 10 0
& CDO3 1 nkd “$ CU04 7
80 & CONZ0.1 M 8o @ CD04 0.1 oM
804 & CDOE 0.0 < CD04 .01 abd

{%dead cells)
5 3
F) 5.

40+ Z
20 s
g w:;

CREE S "

% Viability dye+ CDI123+ cells
{*hdead celis}
% Viability dye+ CD123+ celis

¥ ~ g_ a0 3 = -~
g 4 B8 24 48 8 4 8 24 48
Time {hours) Time {hours}
FiG. 348 FiG. 34F
DARPIn® protein #3

DARPIN® protein #10
126 & Vehichs (PRS}
£ CDO5 10 ndd

+ Vehicle (FRE}

106 F SO0 10 nlg
o GRS 1 o - CDOB 1 ol

83+ B CO08 61 nM CO08 0.1 nh

86+ ~ar CU05 081 nkd CO0s 001 nM

0 4 8 24 48
Time {hours) Time {hours}

% Viability dve+ CDM23+ cells
{%dead colis}

% Viability dye+ CD123 cells
{%dead cells)



43/69

FIGURE 35 {A-F)
FiG. 35A
g ARG3I30-similar
§ 000y - Yehice {IPRE}
= 3 £ CDO1I0 MA
§ 3 & GO0 6.3 M
- ] & GO0 .01 ns
F & CDOY 0.001 nM
= 3
g 4
g 1
R
f 8 4 8 24 48
- s
Time thours)
FiG. 35C
g DARPIn® protein #7
o
2 1oonu0n - Vehicie PR3}
g 3 I «g\ B CO03 10N
2 ) - TRy < ©003 1 oM
- N & CHOFO1 Ak
g : AT e CDORU0T AM
T~ k kY
. K%
A
- 00y y y . )
[ 8 4 8 24 4%
b .
Timms {hours)
FG, 35E
) DARPI® protein 49
§ 100000+ - Vehichs (PES)
2 17 B ODOS 10 nM
; wo ‘“t&x o OIS * nbd
2 ] \jﬁ\ © CDOS 9.1 1M
G A OO
k-1 Poo¥ A CDOS D01k
.
o
o
&
u ALY
o 15005y T v . :
8 ¢ 4 8 24 48
[

Time (hours)

T coll count {per 10000 baatis)

109608

12000

FiG. 358

Floteturumab-similas

& Vehipls (PES)

T OB COBZ 0w

¥ o DR020 1 nk
& CR02 0.04 il
B DU QL0 nhd

T 0 4 g 2¢ a8
Time thours)
FIG 35D
DARPING profein #8
160080 & Vehicke (PBS)

£ TDod 6 nl

L—""”i’“‘@“{i\ - CDO4 4 M

N
\"\\\%\\é o D04 T PM

T eelf count {per 16600 beads}

3 -& CD04 6.0 nM
\
AN
\kl- \&
10086 T T T T T
g 4 8 24 4
Time (hours}
FiG 35F
Tg\ GARPInG protein #10
0
£ son00n- - Wehigle (FBS)
2 37 COOS 16 vt
g F"'&“’“&%% CDO5 1 oM
- J N, N L0664 ok
%‘& | - - DOS 8.07 nM
B
b -
=
=
o
-
o HRRU T T T T T
& ¢ 4 8 24 48
e

Time {hours)



FIGURE 36 (A-F)
FIG. 36A

AMGI30-simiar

HEDORG=

600084 ] v

0060 | im*“i“;\‘a‘\ //é
30004 B \@ }
s fa

Y e

D33+ celt count iper 16000 beads)

Venie [PRA
£D01 49 nid
GO 49 nkt

b 5 IR J T
SO0 .00

04
16 w 4 Y 't Y
4] 4 B 24 48
Tirne (howrs)
FiG. 36C
ey
<
§ DARPw® protein #7
& 1600000 - ‘tfehiz:tit PE%)
] LB CDUG 0 M
¥ toon % - CRO2 1 i
5 ouo] Wbl o cnosgam
- G003 0.0 ol
© 10&01
3
E 1D01
& 10ehoy e S
& g 4 8 24 48
3
2 Time {hours}
FIG. 36E
)
% DARFiIn® protein #%
£ ol FEIEREY
e 100000+ - Yabicle {PBS)
2 3 CBOS 16 ni
T 1000y UGS 1 nid
5 3 6 0005 2.1 nhd
= o0 - 08 0.01 nhd
g 3
g‘ b
2 1133'5
S “'3‘ T ¥ T T 1]
& ¢ 4 8 24 48
7
8 Time (howrs}

44/69

CD33+ coll count {per 10000 beads)

CD33+ celt courd {per 10000 beads}

FiG, 368
%?
= Flotatuzumabesimitar
2 ; P
g NG00y - Vehigde KBSy
g . o GO 10 aM
& Mol & ODOZ 01
T ooy & ODO2 0.01 oM
- o NDOE 80T ok
= ‘IGDO-!
-
&
3 oy
& 9 4 8 24 43
<«
8 Time {hours)
Figs. 360
DARPING profein 43
{DOROGEy & Vehicle (RES)
: 4 T CODEAN mA
160031y § &S00
Toupey & G004 0.1 nb
3 ~ G4 807 ni
1!]601
100'!
4 ¥ » T T T
4] 4 8 34 48
Time {(hours}
FIG. 36F
BARPIn® protein #10
160000y _ & Wehicle (PR
£ OD0S 10 M
1000y o CDOG 1 i
E & CDOB Q.1 nid
1310 e OIS 40T ol
1004
L Ly iy L T 1)
g 4 8§ 24 48
Time thours)



45/69

FIGURE 37 {AF)
FiG. 3TA FiG. 378
3 z
§ AMGRI-similar § Flotstuzumab-similar
2 |- . Vehich (PRE)
2 * Vehiks (FRS % oo @ :
- B DOt 10 M = i ’
b & OO0t oM B b &
2 & SUOTOET M = i$ pl
E % CDOTOERT M E Ve
8 & .
<@ < -y
3 3
i L 1< T ¢ T T
§ { 4 8 24 48 é G 4 g8 24 43
§ Time (hours) é Time (hours)
FiG, 37C FiGz. 370
8 DARPInG protein #7 § DARPin® protein #8
S 1000004 o Vehicle (PES} o , ® \izhichs (PES)
2 Ny 3 10000 g
‘g‘ & D03 T ol ~ & G041 rhd
& A 8 CDOIOT oM 2 & CR0G 0.1 nad
g 100004 Lf # cpoa0oten YE’ 10000 & CDO4 001 nid
e S 3
a 8
E 3
& plusly ¥ ¥ ¥ T ) o 154G ¥ + T Y ]
& 8 4 8 24 48 & 0 4 B 24 48
0 Time {hours) a Time (hours)
G o
FiG. 37¢ FiG. 37F
2 g
§ DARPIn® pratein #9 g DARPIn® protein #10
g D05 - Vabicls (PES) g — -8 Vehice {PES)
2 B/ Cposien 2 : B DOOS 10 oM
by -4~ CDOS 1 oM b L & CDOE 1 nie
2 & CROS Gt & i o DDUSTT al
= 100804 A CODBOO0TAM 3 100005 & UDOR 007 ol
3 3 3
3 \u,\:"g G
3 ) kS
RS 1] N T ) ¥ T LS £
§ g 4 8 24 48 r;fz
§ Time {howrs) é‘ Time thours)



46/69

FIGURE 38 {A-B)
FIG, 384 FiG, 388
L33 Co33
14105y <
E {e101+
f; 13«197} - 3 —j:-.
s 3 v 2 gxig .
% b s 5 3
oF Ieility T
Eaa 1 . 3 ; ;{_
1 NE HA NA, 10y ND. NA Y
14145 ¥ T ¥ T ¥ ¥ L ¥ ¥ ] ¥ L]
kowd kond komt hon2 kont kanl kot kaff2 kaff kpiiz Rod¥Ft kaffd
DARRPIRD DARPIRS: DARPR DARPH®: DARFHR DARFIR
protein #30 proteis #21 protein #22 protein #26  protein #29 protain #22
FIGURE 39 {A-B}
FiG. 30A FiG, 388
CD1E3 .
fetgs Cchiza
" J=10
-
- ¥ ve NI e~
O Rl P
E * % 12302
5 k3
o txpps = s
-
MA ND. NA 1e192 : WA NI NA
Fx10% L3 4 T T ¥ T
L] L] ¥ £ ¥ L
kattt kafft kit ottt kaf€l ko katt wofty kafft wpti walfs o
BARFING GARPInS DARPInE DARPInS DARPI® DARPING
prodein #2000 protein W2t protein 822 protein #2¢ prodein $24 prabein #22
FIGURE 40
CO33
.
ig = 18 e 15
. nkt nhd
g
£
g2 ! 3 07 i
84
N NA HNA

1 ¥ T T T T
KDt Kb Ko KD2 K1 KO2

BARPIN® DARPIn® DARPIR®
protein #20  protein #21 protein #22



FIGURE 41

47/69

o -
s ?&.9\2:‘9\ PR
& 1 .
x5
R
e 525 0
8.1 .
LA, M NA,
L) ¥ ¥ ) ) )
KDt Koz KB K2 RD1 KD
DARPIR® SARPIn® DARPINS
protein #2Q protein #21 protein #22

FIGURE 42 {A-C)
FIG. 428

St of PAOLAL-13 Tigver ovwar 5

oy avnd S

Trsataent
- e GERRCLE
G- - ARG
o Dradfnd arctein ¥8
~de DARPINR proner IR
- DARE 13
. e DARFRG praben #4Y
F NG
£ H
13 H
= H
g H
06~
v
®
&

RS KIS LoD RS



48/69

FIG. 428

Growdh of S0LM-13 Tomar Dongr 8
rrsan and S0

Treatrment

i VERICLE ]
e RENERD

SARPING protein #8

GBRP IS protein #12
SRRPIS prolein #13
OO protein #14

teh b e d

s

+

T Vedurnso oy
\ |

M e / X
¢ = i
. +
} et
i + i /f"r
i b
I . ; y . ' ‘ .
§ & iy 12 iR % 18

Bays alar fumos inj

FIG. 42C

Srowth of MULA-13 Tumor Donor & 8nd B
mean and B0

Trzatment

VEHICLE
AMEGII

DARPYE protein #8
DARPINS propein #1512
DARPH protein #13
DARPIRS protein $14

I EEAERR

v
=
=S
=
i

Turmor Vo

-~
H

Daye after tumor injection



FIGURE 43 (A-1)
FIG. 438

edusbial

o NI SA-TR Lo & VE

oo

o

4
PR

= T
P e

emuiEETAN
o e

e,
T
: 1 . : 1
B 3 i B ] 3% B 5
Trad SN herns SRRien

49/69

FiG. 438

Sy oY AR T N &

v

FiG. 43C

St Gooedial WOLM-13 Datgr & AREENT
Frsstres

Tagmor Neksrnsn sree”

Dhrez SRO0 N0 SRS

FIG. 43D

. st Grovts of MOLRITE Vonor By ARSERN:
Trphmay
1N

s
s / st
T T .
/ >
e i .
SRR e
o 3, :....,.m.m..a-"‘". N . N e
B [ i i W i Y 3 A
Famys 2% DI RGN

Do ®hes WK e



FiG. 43E

Tonsionand

fazat iegortd of MEONAE T Sxoanr A HARTNS o

50/69

FiG. 43G

s (s>
g
L B L R T Lo T I T P R vy o M ) AP PP R R Py P MR

2
%

&
b

Todedt

R

Varidty of RECH P18 (i

RELNOE

o & B

e

FIG. 43F

Ididoal odedfc b MCR KR4S Dnacs B DIAPIRGRE s

Trsgiman

. ‘:'E;.,nt:“::‘i

TR B

D0y (N o

ER o .
o 2
1
Tays sy fumar
bagiiiond SAvtt of B3 oot B DARPS
Pt
RN
Tresent
P



51/69

FIG 431

Erechwiniont Srowif of BGLAR 13 Dovar & DR
K}

[0 §47

R

Tresnad

1ENY

s

FiG, 434

P

‘Pzt

%
£y

Mg e’

G
pd
&

SCR

SRR CER R kha gy

% W




52/69

FIG. 43K

inchvidyat Growit of BMOIRAS Goner A7 GARSRR
prsein §34

Treatmant

<
2 o

3

AT I

TTE K

Tu

Chays witar o i

FiG. 43L

tetivicdtat Gromwts of MRS Donor B DARPING
ppteit #14

3 Traptment

HINS R o
o

TR0

Tursor Y

ra
&
‘t

N ata,

P W

Days after wmor i



53/69

FIGURE 44 {(A-H)
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FIGURE 46 (A-H)
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