AW e

{LRCT & Inserm Tipifarnib prevents emergence of resistance to osimertinio s e

2, INSTITUT UNIVERSITAIRE 7NN Université
== DU CANCER DE TOULOUSE : jj Paul Sabatier
..!‘\\\\ Oncopole — N[E ol ou.ous

Sarah Figarolt?, Célia Delahaye!, Rémi Gencel, Raghda Asslant, Sandra Pagano!, Claudine Tardy?!, Jacques Colinge®, Jean-Philippe Villemin>, Antonio Maraver>, Isabelle Lajoie-Mazenc??,
Estelle Clermont!3, Anne Casanova3, Anne Pradines?®:3, Julien Mazieres!%4, Olivier Calvayrac?t, Gilles Favrel4:3,

Results

Drug-tolerant “"dormant” cells (DTC) have emerged as one of the major non- A B C  cseamaysisinoro = A = C
: . .. . . 1.4 (H+C2+C5+lung cells; p<0.001) 4 1 o | o CT Osi  :Osi+Tipi
genetic mechanisms driving resistance to targeted therapy_ln lung cancer**, CCA006 <0 HOCB27 (o9 HOCAO06 (05 3 L Miosis celgeah  Endoreplation e S I PO N Os Osi+Tipi
although the sequence of events leading to entry and exit from dormancy X 100 180 Ry Alveolar signature POS (44 NI \ H328s  HOC4008 5 ol = Endoreplicaton S srarc 4 4 S 4 & H;,fg v vy
. . . . 90- L o ] Aol T = Y 60- Hl Death ‘» PraESa—— — - :
remains poorly described. Here, we provide a step-by-step phenotypic and 3 a0 r SRy Jobiediis 00 oo 2w 3] - ' L b i®as = oos
. . . . i S 9 . o Hels .. (CLICS AN \ g = 40+ Ll 5 -
molecular characterization of the different processes involved during the a I8 o total 0 §2 Kt - hoe fB e e 3 , E it e®ie S B
adaptive response to osimertinib using several EGFR-mutated lung cancer & 5, P s 7 e — X1 o 3 < LB 5 Eorme L Y W S U O —— - - ey
models. This strategy led to the identification of a common vulnerability of 3 1o SIGZ ., A N30 % AGER  |Api  loos ... | sFTPD. | N N—  Ha255_ 55 & 53 s 5z 3 v R B3 4 L 4 4 @@ Cospasel emeseseses oo —-——
. - - 0-— ' — L ' ' ' 0 O & S S . | "4 4 ."'{“* ;laec(:)(?rrne | ueslc?e co:rac ion 2 :T.: E E i = | | . <
drug-tolerant cells which could be efficiently and safely targeted by a clinical 0 6 12 18 24 30 36 42 2 G 1 g ® COBP Muscl contation ] 8 8 3 . = goomct | |l | 4 4 Cleaved e
- o O Cid ® GOCC_Contractile fiber 0 ' mwo S é Caspase 3 - <
stage drug Osimertinib 1uM (days) SO0C Contractle fber s 0ylc2 - S 3 cHoP L L4 L <
' : r" “..-'l Il v é ATF3 L 1 L‘LA; JEGFR [em o
Figure 1. Osimertinib resistance emerges from an alveolar-like phenotype with contractile features SOOI Sereser e R s g C OPUMA L L 4 L % 4 .
M eth Od S A. Percentage of total cells (blue), S/G2 (green) or G1 (red) population of HCC4006 subclonal cells during the adaptive response to 1 uM osimertinib Cell: 1““““““““1 20 1 -»20: > 20 1 >20 O NIBANT £
B. UMAP representation of the different populations of untreated and osimertinib-treated HCC4006 clonal cells. The alveolar signature is highlighted. CT Tipifarnib Osimertinib Osi + Tipi ©

L il 44
~— N «—
O 0O 0 0

7)) w

&
, C. Left: Venn diagram comparing the significantly enriched pathways (p<0.001) in erlotinib- or osimertinib-derived drug-tolerant cells. Right: Volcano plots of the _ _ o o _ _ _ _m _ _ _
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