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Non-small cell lung cancer (NSCLC) patient-derived models are screened for sensitivity to epigenetic inhibitors
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PRMTS5 inhibition reduces cell viability in a subset of NSCLC PDOs

Cell viability across epigenetic inhibitor screen
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LLY-283 increased DRAQ7+ dead cells over 8 days
of treatment in sensitive, but not resistant PDOs
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LLY-283 treatment altered cell-cycle distribution in sensitive PDOs, with increased S- and G2-phase populations by day 6
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LLY-283 induced intron retention in sensitive models enriches for DNA repair related pathways

GO-BP terms; Nominal p-value < 0.1

Sensitive Resistant
Treatrin: 2; f:; 72h LLY283vsLLY284 LLY283vsLLY284 §“ DNA repair pathways
Sensitive a n rMATS LLY-283 vs LLY284 dlﬁeren;[::f::‘nlgseunu umnn;l:’l:lﬂzg.\g;venu %
n=4 - LLY-283 Differential splicing £
LLY-284 events Intron retention 514 369 g
Resistant (control) ‘ Exon skip 1100 [H Fos
n=6 - contro Mutually exclusive exon 118 106 E .
:I;matfve 3:splice 305 275 = *&« & &\ ‘@\ @é’ o" @quq. é;; ‘§. o\é’
rnative 5’ splice 201 218 0 ee ‘b\e? & \’-Q— qu Q_ 63
¥ »° Sl L LE
. . . e oF & &5 & & °<§”¢ye/
514 IR events in 450 unique genes in sensitive models  ° & & o° & & fo?:g"
w o F & @ 5
S & O & & ¥
& o & & o’ 9
No DNA repair-related pathway enrichment is observed in the resistant models (data not shown) é\é? & N @\‘F Oo“@'
LPTO.396 XDO.586
DMSO LLY-283 ns
DAPI yH2AX  Merge DAPI yH2AX  Merge ‘ | b
€ T
24H x B : 3¢
20 : : 5]
R L (& ]
TG i T o e LLY-283
. o i i o
48H T = : = L
Resistant . 3 3 1 e DMSO
= =
H 48H ITZH ' 24H 48H 72H

LPTO.308 sk

LPTO.85
24H 4
€
i 3 E 30
Sensitive 4sH 23 3
Ie T O
>@ | i 3
i = - 10
72H = = =
T T 0
24H 48H

Mann-Whitney test p-value < 0.0001

LLY-283 increases DNA damage as measured by yH2AX foci in the sensitive, but not resistant models
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Summary
NSCLC PDOs respond to inhibitors of PRMT5 -
LLY-283, GSK591 and Onametostat °
Sensitive and Resistant PDOs show distinct
baseline and treatment induced splicing programs .

LLY-283 induces intron retention in the sensitive
PDOs including events involving genes
associated with DNA repair

Sensitive models accumulate yH2AX foci
following LLY-283 treatment linking PRMT5
inhibition with increased DNA damage
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Future Directions

Investigate upstream pathways responsible for
differential yH2AX foci accumulation in sensitive
vs resistant models

Validate LLY-283 induced intron retention events
affecting DNA damage response genes in
sensitive models
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