Unveiling the Spectrum of Genetic Alterations In Relapsed/Refractory SR,
CLL Patients on Targeted Inhibitors: A Prospective Unicentric Study

Dominika Ecsiova !, Pavel Vodarek !, Luka$ Smolej !, Filip Vrbacky !, Katefina Hrochova 2, Michaela Rehounkova 3, Martin Simkovi¢ ? oA
(1) 4th Department of Internal Medicine — Hematology, University Hospital and Charles University Faculty of Medicine in Hradec Kralové, Czech Republic, (2) The Fingerland Department of Pathology, University
\ Hospital Hradec Kralové, Czech Republic, (3) Department of Clinical Biochemistry and Diagnostics, University Hospital and Charles University Faculty of Medicine in Hradec Kralové, Czech Republic /
. Baseline Patient Characteristics N (%) - Patient Baseline Mutation(s) Change after 12 months :
L 1. Introduction J otal number of patients " [ 3. Patients and Results J : 2ot LSF3BL. XPOL +KRAS 4. Conclusions
Median age 72y (range 45-86) 2 No mutations no change O It | tantl
: - : ° ur resulits reveal a constantly
« Next-Generation Sequencing Male patients 32 (71%) . . .
(NGS) iS inOtaI in underStanding Median follow-up 22 months Figure 1. Heatmap of Genetic Mutation Distribution in the Studied Cohort (pre-treatment samples) 3 TP53, SF3B1, BCOR, ASXL1 TTP53, TSF3B1, +BCL2, eVOIVIng ge.nomlc Ian_dscape n
- Medi f brevi VBCOR, JASXL1 CLL, affecting both disease
CLL genomlcs eadlan Nno. OT previous [ . | ) . d
_ _ treatment lines 3 (range 2-5) o o progression and response to
’ Prege_nce of Variants of Ul_wcertaln Median ECOG score 1 (range 0-2) ‘ '[, ‘ 4 XPO1 +BIRC3, PMXPO1 treatment.
Significance (VUS) and minor Treatment T LT —= il The data emphasive the critical
clones Complicates interpretation. 8cl 2 inhibitor 14 (31%) E%SE&M; f:ggE%xgigﬁ%%%a@%%ﬂ%%;ﬁaah 5 TP53, NOTCH1 (VUS) +TRAF2, -NOTCH1 (VUS) e da .p |
. Studv aims: Map mutations. track |BTK inhibitor 25 (56%) e R R RS S I A 3 444 ] CARD1L, KIT, STAG2 {VUS), WT1 -STAG2, -WT1, -KIT, role of ongoing genomic
y .. p . y : — gggg; ’ ’ ’ 'I‘CARD].]. monltorlngforunderstandlng
clonal evolution, specify PI3K inhibitor 6 (13%) | DE0s . . .
t d’ Sent ) o i ® Dt | NRAS. NOTCH1 KRAS -KRAS, | NRAS, changing mutational profiles and
rognostic marker . ’ ’ : . .
paramet_ers and identify u g ostc mark o = TNOTCH1 their clinical impact.
associalions. nmutate ° : CloEoa | g ATM, SF3B1 1 SF3B1
] o s oo lalaloloa o lolalololalelalalolalalalelelalalalalalelalalalealalal-l+]-| DED12 ’ .
Del17p and/or TP53 mutation 18 (40%) | Deore Most Freguent Mutations:
[ Delllq 15 (33%) o Ll oeore 9 IKZF3, BRAF, BCOR +NOTCH1, J rest TP53: 40%
o DEO27 '
2 MethOdS J De|13q 26 (58%) L e e e e e e e e e e e e e e e e e e e e e E}EE%? +ATM. +MED12. +SF3B1 .SFBB]_ 370/
: e ’ ’ ’ . 0
Trisomy 12 > (11%) -8 oo " e +XPO1, -TP53 ‘NOTCH1 & ATM: 19% each
ED49 . .

. . . . Complex karyotype 5 (11%) - e EESSS 11 No mutations SF3B1, NRAS, BRAF, BIRC3

Design: Prospective unicentric study. . DE0S5 | | lution:
_ Data at the start of treatment _ o _ DE0S9 +TP53. <5ATM Clonal Evolution:
Population: Relapsed or refractory - _ - o£06s | 4 ATM. SF3B1 (oncogenic = VUS) Assessed in 16 patients.
. . 0 0 ’ 4 ’
CLL patient Rai modified risk: low / 1(2%)/16 (35%)/ - ® DEoss .

Palients. intermediate / high 29 (63%) . 11 b TSF3B1 *Genomic Changes: 94%.
Sampling: 2019-2022, initiating lymphadenopathy (>5cm) 16 (36%) " . Eggé{? 13 TP53 +RPS15, PTP53 ‘New mutations: 69%.
treatment with oral tageted Inhibitors. | syjenomegaly 18 (40%) : oL EE§§§ y P53 ANOTCH1
Methodology: Thrombocytopenia (<100) 14 (31%) . |®| DE0% +NOTCHL, +KIT (VUS) Ack ed t

. : : @ DE101 ! ’ CKnowie ments
« CLL cell isolation: RosetteSep. Anemia (<100) ;1; 22‘2‘;; - o 1> >F381 JSF3B1 J
. : _ B2M over ULN 0 o ‘ oL -IKZF3, +NOTCH1, +ATM, Supported by program COOPERATIO (research
N;i.l Custom capture-based oM over ULN 32 (71%) 16 IKZF3, SF3B1, TP53 NSF3BL, 1TPS3 ~rea ONCO) and RVO MH CZ (UHHK.
p | i i Table 1. Baseline Patient Characteristics Table 2. Clonal Evolution and Genetic Mutations in Selected CLL Patients 00179906).
’ Platforms. ”Iumma Mlseq' Abbreviations: ECOG, performance status scale, IGHV immunoglobulin heavy chain variable region, TP53, tumour protein p53, BCL-2, B-cell ymphoma 2, BTK, Bruton tyrosine kinase, PI3K, phosphatidyl inositol 3-kinase, Contact: Dominika Ecsiova M.D.,
LDH, lactate dehydrogenase, CICr G-C, creatinine clearance the Cockcroft and Gault formula, N, number, B2M, B2 microglobulin, ULN, upper limit of normal, "+", Mutation emerged; "-", Mutation disappeared or ecsiodom@fnhk.cz

removed; """, Variant allele frequency (VAF) increased; "{ ", Variant allele frequency (VAF) decreased; "<¢>", Mutation changed(additional details may be provided in parentheses)-




	Snímek 1

