PRECISION
TOX -

RISK[:::]
HUNT3R

These projects have received funding
from the European Union’s Horizon 2020
research and innovation programme
under grant agreement

No. 963845 (ONTOX),

No. 965406 (PrecisionTox],

No. 964537 (RISK-HUNT3R)

This output reflects only the author’s
view and the Directorate-General for

Research and Innovation (DG RTD)
cannot be held responsible for any use
that may be made of the information
contained therein.

Open
Symposium

Lucy Sinke

LACDR, Leiden University
RISK-HUNT3R

Maastricht
The Netherlands

aspis-cluster.eu



What can toxicogenomics offer DNT testing? Open2-3uly 2026

Symposiumisisi.

L .
‘ / \ ) | .
@ X Pathway & Functional Analysis
7:> How can we turn high

W
dimensional data into —4:}—%——’

DNA transcnptlon
RNA Extractlon .
Control something a
. . Disease Mechanisms /
toxicologist can Biological Pathways
[ Gene Expression ) understand,

L 7 ) N, s compare, and rely on? Q
_,‘J — = :‘\ / .. ®

Treated

> |

k) Ve

NPC NPC apoptosis " NP-neuronal i NP-glial . . . .
”i‘i‘f""/’ffi“ aits | [EtToN| |\cennse - DNT evaluation requires specialised gene sets
_ gas
‘; p A
) . - -
E o:‘t;l:::\t:th Cell migration (SYnaptogenesls\ fNe;l;?rlnr;%t;:‘ork\ » F] I'St neu ronal TXG-MAPI’ IQ\
] g J | “ee | Taletal (2024) Front Toxicol.




A) The LUHMES d2-3 TXG-MAPr

Open2-3 july 2026

Symposium

LUHMES: Wi ¥ e SEE The LUHMES d2-3 TXG-MAPr

A

1000
800 1
600
400 1

Cycloheximide
Vali nomycin
Brefeldin-A
Alsterpa ullo ne
Ros covitine
Tan esp imycin
Chloroquine
Bis-l
CHIR99021
TTNPB
Vs4718
Ceritinib
uo126
UK5099
GSK-69 0693
Deg e lin
SU-9516
Silmita serti b
BPTES
CA-074Me
Na rcic lasi ne
MG-132
Topotecan
DAPT

PMA
db-cAMP
Tas elisi b
y-27632
PD-0325901
Mevas ta tin
Forsko lin
Tax ol

Bioenegetics
& Growth

Neuronal fate
& function

Cell cycle

Glycosylation

Maastricht
The Netherlands

200 I Transcriptional

regulation

& secretion

S
>
®

o

X
e
&
c
S

(&)

<

o

o Il
0 2 4 6
Days in differentiation medium

Lotharius et al. (2002) JBC.

a transfer to

T175 flask

o> '

proliferation

|| |
Valproicacid
Thap sigargin
Sulforap ha ne
CDDO-Me
Everolimus
Tunicamycin
EGF
Colc hic ine
FGF
GDNF
Rap amycin

differentiation

Days of
differentiation -1 0

1

compound
exposures

transfer to
96-well plate

Tetracycline

Medium sugar

Cell phenotype

18 mM galactose

Oh'lh 8h 16h 24h

TempO-Seq

Proteostasis

Each
circle is
a module

Translation
& PTMs

A

Lipids & cell
survival

RNA transport
& processing

Genomic
fidelity

O,
Oo,
Op, o
Op, o
'O 0o,

o.%)
©000000000000000000°°




A step towards mechanism-based DNT testing Open 2-3 uly 2026

Symposiumisisi.

. ) . ) ) . Nrf2 activators ER stressors MEK inhibitors
hLUHMES_72: ER st === Thapsigargin (SERCA inhibitor) == Tunicamycin (N-linked glycosylation inhibitor)
siress napsigarg ¥ gly Y O 2 7] .
. K ."' w® ”~
case " (s 8 hours 16 hours 24 hours R et
ADFA L MG - 1 Re 2 | g go'o'
o 3 * o
HERPUDI+ DHAEI | 54 @ §‘ o @ ] 7 %
= g & ‘ g o
ERIE~ RG] 8 44 5 - I a5 2 '
. . o o 3 . z §
uss Tunicamycin E e ¥ g £ 5
0.03uM for 24 haurs v 2 g g
a2 = 5] Bl &
CHELDY T 5 o Q = o]
a0 » 7 s S g
Lgait R e w ,/ C . -
W isn 1 W 1 ul
l'! |I:ll.> oW - - i} '\_p
e HENT: oo A c1 cz c3 1 CQ_ ca [H] c2 c3 'c' &* ( Hippo signalling
Concentration level < = T i = 1 ¥ = T
hLUHMES_145: Oxidative stress Keap1 inhibitors: === Sulforaphane e CDDO-Me Sulforaphane_DL1_16h EGS Thapsigargin_DL1_16h EGS U0126_DL1_16h EGS
o™ W o 8 hours 16 hours 24 hours External data correlation
Tl » SN - 44 45
@
. e ;. ) | Supported
W M ° of e
Sulforaphane ﬂ g f d b l t d
| suterphne | B8 £ .| reproducibility an
L8 1 g % !, [ P - -
i = &) L o mechanistic
Logare el TFREFLA o g " 8
LT D_ 1
LR 50 i @ al l
@i T €l £z c3 cl cz c3 cl c2 ca ' ) relevance
Concentration level =
1
£
hLUHMES_159: DNA damage response —— Topotecan (DNA topoisomerase inhibitor) g
g
H (]
O 8 hours 16 hours Thank you for
e - o 4 | listening!
¢ | . ¢
eus war < 34
- -5 -+ 3 22 -1 0 +1 2 43 45
[ Topotecan g Ll ‘ Deguelin_DL3_16h
). 1ubd for 16 howrs %‘.‘- ‘
A SERTREE a ] | :
Lagare PO fohi . [ ‘ %EQA
2 04 . P ' T FEeE e
% case | Universiteit  Universitat S
R i o et [ c2 c3 cl c2 c3

Leiden Konstanz

Concentration level




	Snímka 1: Enhancing mechanism-based neurotoxicity evaluations with in vitro LUHMES cells and gene network analysis
	Snímka 2: What can toxicogenomics offer DNT testing?
	Snímka 3: The LUHMES d2-3 TXG-MAPr
	Snímka 4: A step towards mechanism-based DNT testing

