6 - 10 September 2021
Education Centre
RBWH

HERSTON HEALTH PRECINCT SYMPOSIUM 2021

DISC-0014

Advanced patient-derived microglia assay for pre-clinical, and clinical trial, drug evaluation

Hazel Quek?, Carla Cuni-Lopez?!, Michelle Lupton?, Zac Gerring?, Vincenzo La Bella?, Eske Derks?, Anthony R. Whitel.
1QIMR Berghofer Medical Research Institute. 2ALS Clinic, University of Palermo, Italy.

PILRB: Paired immunoglobulin-like type 2 receptor beta

- MDMi
a8 (14 days differentiation)

Read-out parameters/Instruments

. . . 45 ns
Drug evaluation Liquid A | — RNA:seq 5 -
® . handling AD e s 70 Aa
. . —f— s I I
Patient blood /m et -1pl-300pl Sequencing e 5‘5_65 cogg ﬁg —ﬂ—
. AR * RNA-seq -, n = e
monocyte-derived 00000000000 —P Vehicle/untreated 7 ! I BS ., o
microglia (o]ololelelololelololele] g % ¢
[o]e]elolelolelelololele] 7 compounds y PPN S B L S e
Q00000000000 PRI, == N HC  AD Ml
000000000000 3 concentrations, Imaging (fixed cells) -
??????% ?%%?? in quardruplicates * Cell morphology g 60 Dasatinib on 2D AD hiMG
OR * Cell survival-live/dead B o
000000000000 21 compounds ) §§ w00 @ .
in quardruplicates 355 g ozms
208 T 2o ¥ ¥
Imaging (Live cells) Y £ 200 ° i i»
* Phagocytosis E 2 %; i ofan
+ Migration T ; ‘ 2\ i - /\ i
N TErT
2D miCl’Oglia cultures . . . o ILG TNF-a| IL8 TGF-B IL10 IL1
Confirmation Plate reader (luminescence)

Conclusions: Our model provides a unique opportunity
to test potential microglia-targeted therapeutic drugs
for efficacy on any group of patients for which blood
samples can be obtained. This can be applied to pre-
clinical drug development, patient selection, and
ongoing real-time monitoring of drug-target interaction
during clinical trials.
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