WO 2019/086476

1/7
Figure 1
A B
80 - «— Dose- 1.2
3 Dose- response 1.0 -
& 60 4 response curve of 08
» curve of Acells 208
B 40 Beells g
o < 04
K \l 0.2
= 20 '
0.0
0 -0.2.

1 2
log10 Concentration (arbitrary units)

Figure 2

Selectivity (3 concentrations) >

3 4

5

PCT/EP2018/079746

| total cell . setto neg. ctrl.

[ § | measured
| fraction § | concen-
Jof | trations

viable T
Acells '

viability i value when total
' viability goes <10 %

1 2 3 4 5

log10 Concentration (arbitrary units)

s
n

-y
&

&
oo

o
o

-2 -1

1 2
log EC50(non-cancer) -
(

log EC50(cancer)

2 -1 0 1 2
3og EC50(non-cancer) -
log EC50(cancer)



WO 2019/086476 PCT/EP2018/079746

Figure 3 2/7‘

) LN*on-responders
_,_>_-_,~1.0~ 4‘*/:\1‘
Z0.8] Complete \, \ _

@ _ _{ remission
2067 patents

0.4

0 011 3 10
Daunorubicin concentration / uM



WO 2019/086476 PCT/EP2018/079746

37
Figure 4
>6 1.15} T
= g 1.10¢ = Accuracy = 0.85
Sz 105
& % 1.00} +
28 095
= f‘g 0.90} 5
® o 085} 4 ‘
S = 080¢ i
2 o075l . —
Non-responders Responders
08} ' . +
5o — Accuracy = 0.65
w®  07¢
© ° R
% 5 |
o2 067
28 ;
= 0.5 —
Non-responders Responders
_ % 1.0 ' | T
23 os}
52 |
=3 07} -
o & 07 —_
S8 o6t
0O® :
© 05¢ e —

Non-reépenders Respér’fdezfs



WO 2019/086476

417
Figure 5

1.0

»

QO
%O‘S -/~ Cancer cell number
=
fes) by et
= 38 0
a5 05 10
False
Positive Rate
Figure 6

M ee
T

O - N W

-

|
S

Correlation = 0.49
- 29 Patients

Integrated Selectivity

I
oy L

_————= Selectivity
— Random
- Total cell number

PCT/EP2018/079746

AUROC
0.97
0.50
0.86
0.91

Accuracy = 92%
AUC = 0.84

"D SD PR 'CR
n=6 n=4 n=8 n=11

N
¢PD -PR+CR
n=6 n=19



WO 2019/086476 PCT/EP2018/079746

57

Figure 7
Patient #2 - DLBCL - CD20 "oells
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104 drugs n.s. mP<0.05
Drug name Rank Selectivity  P-value
Cisplatin 1 0.504 2.3e-06
Ibrutinib 2 0.661 0.00048
Ixazomib 3 0.797 0.0092
Oxaliplatin 4 0.807  0.0067
Vinblastine Sulfate 5 0.829 0.017
-5676 6 0.836 0.016
Figure 8
Patient#3 - B-LBL ,CD20 cells
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266 drugs n.s. mP<0.05
Drugname Rank Selectivity P-value
x  Anastrozole 1 0210  1.7e-08
Cisatracurium Besylate 2 0.284 2.2e-07
Raltegravir 3 0.366 2.0e-06
Bortezomib 8 0.498  0.00015
6-Mercaptopurine 13 0580  0.00095
amoxifen 14 0583  0.0023
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Figure 9

Patient #5 - DLBCL - CD79a *cells
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Drug name Rank RBF P-value
Bortezomib 1 0589  4.0e-07
Carfilzomib 2 0669  9.0e-07
Vorinostat 3 0675 7.8e-06
Romidepsin 4 0712  2.5e-05
Cladribine 5 0.727 0.00029
Dexamethasone 15 0.866  0.050
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