WO 2024/236123 PCT/EP2024/063552

1/40

12

14 FIG. 1A
FIG. 1B

16

18




WO 2024/236123 PCT/EP2024/063552

2/40

FIG. 2A

FIG. 2B



WO 2024/236123 PCT/EP2024/063552

3/40

FIG. 3A




WO 2024/236123 PCT/EP2024/063552

4/40

FIG. 4A

FIG. 4B

FIG. 4C




WO 2024/236123 PCT/EP2024/063552

5/40

[ ' )
Er E
wy e
141
T
“
1. ¢
,/‘ >
P
U e wf é .
B f} 8 :
(TH
it & E
P
B i §
] W
8 1
. —

§ 8 8 8§ & ° g
(%) v



PCT/EP2024/063552

WO 2024/236123

6/40

9'9l4
{uo) Aaes jo JORIS0 WOY BoULISIO
Sz z St S0
i ! 10000
nﬂ

- N 01000

fﬁf 00LO'0

| 3 — 00010

0000'L
(1ow oL} AN OLL LW 1YL —8— 0000°0L

{imw oLl bawy osew 2y —o— .
(1ow g) b §8L-1w G0 ~B— £ 0000001

bawio



PCT/EP2024/063552

WO 2024/236123

7140

JAOIE
{wo) Ayses jo s0jue0 WY S2ULISIY
Se Z Sy L S0
. . 4 Lo'o
ﬁ ES
T oL'0
’/ yf/ "
v / N 00'L
—8 - “ar 00'0}
L - o 00004
Y ,
, ~O—g- / - 00'0001
(10w o) AN DL LW L'yl —8— "9 , — .
(10w 01) baN 0261w Z'y ~— == 0000001
(10w ) b 58L-IW G0 —8— 00000001

(k9)esoq



WO 2024/236123 PCT/EP2024/063552

8/40

FIG. 8C

FIG. 8B

FIG. 8A




WO 2024/236123 PCT/EP2024/063552

9/40

FIG. 8F

FIG. 8E

FIG. 8D




WO 2024/236123 PCT/EP2024/063552

10/40

FIG. 9A FIG. 9B

FIG. 9C FIG. 9D



PCT/EP2024/063552

WO 2024/236123

11/40

0101

9?01

1744)"

101

9101

[440)

8¢0T

8101

00T

V0T "SI

00T 9001

10T

0007

0€0T1

8001




PCT/EP2024/063552

WO 2024/236123

12/40

9001

9?01

1£44)"

o101

¢10T

9101

da0T 'Ol

[440)"

8101

8¢0T

00T

00T

0€0T

0001



PCT/EP2024/063552

WO 2024/236123

13/40

8T0T

e e e o N

aot o4

..’.u.-.’..'csff! -
T -

9¢0T 0€0T

00T

R

TN

J0T 'Ol

A e AN
N s w e NN TRy
e
e a—

v€0T
20T 8201

9101
00T



WO 2024/236123 PCT/EP2024/063552

14/40

Ll L
— —
— —
O )
[ [
g
s 9
U] -
L O
™
< «
— -
0] o
T L




WO 2024/236123 PCT/EP2024/063552

15/40

[
Ll N
N —
— .
. U]
O] o
L
8) o)
N N
— —
U] G]
[T T
< I~
— -
W &)
o L




WO 2024/236123 PCT/EP2024/063552

16/40

w L
o on
— —
] ]
T (T
g o)
— 2
S S
T (T
< fu's]
o on
— —
] ]
T T




WO 2024/236123 PCT/EP2024/063552

17/40

o s v

1G. 14C




WO 2024/236123 PCT/EP2024/063552




WO 2024/236123

e ¢

FIG. 14|

PCT/EP2024/063552



WO 2024/236123 PCT/EP2024/063552

20/40

% Necrosis (+SD) in VX2 residual tumor

R
100 - Ty
80 l
60 4 1= kk - -,
FIG. 14J R
404 ' TF S
;
20 1 i
A
X S ®
2 R e®
AW W o\
1 90Y-matrix * = p<0.05
Hl 90v-only * = p<0.005
(ITD carrier-only i = n<0.0005
90Y-matrix 90Y-only
NS NN NS ¥
¢ & & A@‘b & &
p53

FIG. 15

B-tubulin |




WO 2024/236123 PCT/EP2024/063552

21/40

Tumor volume (cm?®)

154
Fomkemmm,
10 PETET
FIG. 16
5- P

1 90Y-matrix
Hl o0Y-only
(M carrier-only

= p<0.005



WO 2024/236123 22/40 PCT/EP2024/063552

R UORenaoL

[

umpe

s

L
S0 e

[

000,00
500,00
4000,00
00,
300000
500,
000,
1500,00
000,
5

Fia. 17A
SUBSTITUTE SHEET (RULE 26)



PCT/EP2024/063552

WO 2024/236123

23/40

| SBpOUOjUAY

spnsay
suog

Jeppeig
. uBg
. eusipy

| wnauoad

| seassusd

- uoon

| supsIul pewg

FIG. 17B



WO 2024/236123 PCT/EP2024/063552

FIG. 17C

800000

2000000
18060000
1600000
600000
400000
200000

1400000

1200000

1000000

CPM



PCT/EP2024/063552

WO 2024/236123

25/40

o
& N N
» o R ¥ &
o AN LA S N
O N PSS A o &
& SR S T AR )
£ K & P ISTFALD
N S R N S M G A

000
00000001 |
00000002 |
00°00000€ NdD
00000007




WO 2024/236123 PCT/EP2024/063552

26/40

FIG. 17E

RggggEegs”

CPM



PCT/EP2024/063552

WO 2024/236123

27/40

4/1 Old

00'0

0000007
00'00002
00'0000€
00'0000%
0000005
00'00009
0000004

WdO



WO 2024/236123 PCT/EP2024/063552
28/40
1.1
-0~ Water density
-~ Liver density
1.0 _
I A ’
ﬁ"‘ﬁ.
2%
209 ;
S 5
o K
o 4
@ i
208 o
@ 7
a
.
-
@07
=
£
E
i 06 4
05 éfl
3.4{) 1 5 5 : -
Tumor radius (cm)
FIG. 18
0.10
~@- °°Y beta spectrum
0.08 [
£ «®?% %%,
s 006 [ @ Q‘
2 [ ‘\
FIG. 19 & /
2 004 @ L}
2 Q
0.02 | ‘%
“\
0.00 . . i ; ‘L_
00 0.5 1.0 15 2.0 2.5

Electron energy (MeV)



WO 2024/236123 PCT/EP2024/063552

29/40

G
0
Qe
2
z
=
£
2
°
g
2
]
£
]
8
]
=
]
]

FIG. 20

4
Turmor cadfius fomi

FIG. 21



WO 2024/236123

PCT/EP2024/063552
30/40
—70° 5 ,
_ ® -O- MCHNP algorithm
e \ -@- MIRD algorithm
e H
L1 1 H
& 10°E [ St 4
e 0 Q! ’
o~ ‘g g‘
& R \
. sl) 3
g 1 3 10°F 3
"ﬁ “@ T
L] {; d\
b 4 jA t \\\\
bt
by N?N\‘\\"\ : Y
e | No N K
@ i 1%
g 3 i\& ““}i
- 10 4 T W
3 T \
£ e, L L
S ., 00 0§ 10
2 10 g
< e
Liver density, 1.05 g/cm® i SN
1 i i By |
10 2 4 6 8 10 12
Tumor diameter {(cm)

FIG. 22



WO 2024/236123 PCT/EP2024/063552

31/40

-@- MCNP algorithm
-4~ MIRD algorithm
-#-_ Olindacode ..

Absorbed dose per unit activity (Gy/GBqg)

Yl ~~
.
~—
~
-
-

Waterdensity, 1.00 g/lcm’

09 2 ) 6 8 10 12
Tumor diameter (cm)

FIG. 23



PCT/EP2024/063552

WO 2024/236123

32/40

V¥Z Old

&
X 2 > QY
¢o®0 N %// é@M&@NO z/w/./@ 0%0 OO/W\@,V o o 9
N RSN R N R v P N oV QN
PO RN LEE P CPELARN P NP IS o
RAUSS @oox/@ S LR R > N /@400 T S
-0
- 0002
- 000V
0009
_I_ - - H - - - - " - —_
- 0°00000G
- 0°0000001L
Lyd Lyd Ld Lyd Lygd Lgd Lo Lod Lol Lol Lot L Lyd Lyl Lyd LodLd _JmH
l - 0°00000%1
Ajuo- - 0°0000091
Ho-A0C ‘05 - 0°0000081

INdD



PCT/EP2024/063552

WO 2024/236123

33/40

dvZ Old

S
% S & o N
O N IR N < %/Y \Y
¥ RN P AR Lo O Ao o
N .@/@/9%000 &90&%\ /V)V/OJ.@VOv/w/,,
O I LN PI AN N P NP o
N @oox@,v@@ SFL S PF R & @%/@@0&0% s ¥
_ - -0
-00G
-0001
T ¥ -7 H - T ﬂ ] T 0000z
- - 0000%
- 00009
Lyd Lyt Lot Lyd Lyd Lot LodLog L a1 1] Ly Lt oot o a-00008
- 000001
Aluo-A06 HH - 000000G
XeW-A06 ] go0>d=, [ 0000000l

- 0000006}



WO 2024/236123 PCT/EP2024/063552

34/40

90Y biodistribution (90Y-matrix
400000 - wrx--n

350000 -1 ; Fkk p<00005
300000 -
250000 -
E 200000 +
& 50000 oo RRk -
40000 —_—
30000 -
20000
10000
O 1 1 1 1
o S o )
«\\,@ N &\\,«Q «\\,@
& &
FIG. 25A

90Y biodistribution (90Y-only)
2.0x10°7

1.5x10071 T

= L 1 1 [
& 20000
15000
10000
5000

O T T I 1




PCT/EP2024/063552

WO 2024/236123

35/40

EZDEOTSs 1

LELOLA

d9¢ 9Old

BN
NoASINHO

V9¢Z Old

009¢

HEEZEAOD A 2 Briw 1ol
QER WO ENIHOGR

S et i

¥zal

DENE GBS S WL by
dpanrrae F = e
ety NWIASIRNIO:D



WO 2024/236123 PCT/EP2024/063552
36/40

i 504

2602

FIG. 27A

2600

B )04
2606

2602

FIG. 27B

2600

il 2604

2602

FIG. 27C

2608 2600




WO 2024/236123 PCT/EP2024/063552

37/40

FIG. 28B

FIG. 28A




PCT/EP2024/063552

WO 2024/236123

38/40

d6¢ Old

UOTTE X0 )

V6l Old

I

2w

PEIGH

By




WO 2024/236123 PCT/EP2024/063552

39/40

QO
(@)
x (9]
3 O
T
o
=) [o0]
3 S
A
3) @)
(@)
O
3 «
5 ©
=t L
S
o
o
©
& m
(@)
A (49
§ ;
O
T

<
o
™
©
L

o
‘(! — <
o o 8
™ ™ 3



WO 2024/236123 PCT/EP2024/063552

40/40

FIG. 30E




