Effect of targeted treatment on IGHV subset #2 and #8 patients in CLL: Comparison of MRD directed 1437
Iorutinib plus Venetoclax treatment to the Ibrutinib and FCR arms of the FLAIR Trial

Surita Dalal*?, Jane Shingles?!, Sean Girvan3, David Cairns?, Nichola Webster!.?, Andrew Rawstroni, Darren Newton?, Sue Bell3, Natasha Greatorex3, Anna Hockaday?,
Sharon Jackson3, David Phillips3, David Stones3, David Allsup#, Adrian Bloor®, Anita Sarma®, Abraham Varghese®, Peter Hillmen2 and Talha Munir®

: -:33:%" CANCER ( | Leeds _ . g:;zi red A IHMDS, Leeds Cancer Centre, Leeds Teaching Hospitals NHS Trust, Leeds, UK; “Leeds Institute of Medical Research, University of Leeds, Leeds, UK; 3Leeds Cancer Research UK CTU, Leeds
‘ve . RESEARCH ctru S Clinical Trials Unit Clinical o Institute of Clinical Trials Research, University of Leeds, Leeds, UK; “Castle Hill Hospital, Cottingham, Hull, UK; 3Haematology and Transplant Unit, Christie Hospital NHS Foundation Trust,
'o'.:.',.’ UK University of Leeds Trials Units Manchester, UK; °Department of Haematology, Leeds Cancer Centre, Leeds Teaching Hospitals NHS Trust, Leeds, UK. Haematological Malignancy Diagnostic Service U NIVE RSITY OF LEEDS
1. Introduction 3. Results 4. Conclusions
* Somatic hypermutation (SHM) status of the immunoglobulin heavy chain CLL Subset #2 and PFS * FLAIR trial has shown that targeted treatment is
Varlable IGHV ene |S a ke Inde endent ro nostlc marker In CLL . . Progression-free by randomised treatment for Subset #2 patients . . - .
| (IGHV) 9 | Y neep PIo3 | | » 1172 pts were randomly assigned to receive 1+V 100 == — highly effective at mitigating the poor outcome
* Approximately one third of CLL B-cell receptor (B¢R) immunoglobulins (n=260), I&IR (n=263 & 386) or FCR (n=263). w0 ! o previously associated with CLL subset #2 patients.
(IG) display highly homologous variable heavy complementarity- . g m
. . . . Median follow up 58mth (63mth I+V; 51mth I&IR; T . - -
determining region 3 (VH CDR3), and can be assigned to distinct ] P ( g 70 Marked responses have been achieved with MRD-
subsets, with virtually identical or stereotyped BcR IG. s6mth FCR). E 60 | directed I+V therapy, with no disease progressions
. — 50 Median PFS [95% CI | . . .
* Subset #2 (S#2) predominantly utilizes the IGHV3-21 gene segment, is * 77 pts (6.6%) were assigned to CLL S#2 (n=16 "E N o - reported so far among subset #2 patients In this
the most common subset in CLL and is characterised by poor clinical 1+V; n=47 |&IR; n=14 FCR). G o WVMedmPrSAR treatment arm.
outcome, irrespective of SHM status?. Subset #8 (8#8), defined by the %’0 20| 1andIR vs. FCR - Hazard ratio for progression ordea;th: 0.16[95%]CI, 0.05-0.50], P=0.0017 O | PES f hset #9 " t o t
| o it | - | S | e R Herree o ogrtn o ok o 004 P + Overa or subset #2 patients was similar to
use of IGHV4-39 gene segment, is associated with C|I2IC&||y aggressive A significant difference in PFS was observed a 1o | | their non-subset #2 counterparts
* FLAIR has reported improved Progression-Free Survival (PFS) and to FCR (p=0.002 and 0.002 respectively) but not mirrsoma e + No CLL subset #8 patients in the FLAIR trial have
Overall Survival with MRD directed ibrutinib and venetoclax (|+V) betweer:l |+V and I&IRO (szllS) Thi 5yr PFES fOI‘ - arl;‘u; g - g ? g g g g g developed Richterus tranSfOrmatiOn to date.
compared to Fludarabine, Cyclophosphamide, Rituximab (FCR) in CLLA. S#2 patients was 100% for 1+V, 88.9% for 1&IR and R U 1y ) o1 6@ -
1+V 16 (0) 15 (1) 15 (1) 15 (1) 13 (3) 10 (6) 2 (14) 0 (16)
However, the synergistic effect of 1+V on S#2 and S#8 patients (pts) Is 52.7% for FCR. Randl 47(0 °m e - 7O L
P Y Progression-free by randomised treatment for non-Subset #2 patients Refe r e n C eS
Aim: To examine 5-yr PFS in S#2 pts, comparing MRD-directed 1+V CLL non-Subset #2 and PFS 100 Wi s m— lAgathangelidis et al., Blood, 2012. “Baliakas et al, Blood. 2015.
. - 3 I 4 I
to Ibrutinib (I & IR) and FCR arms of FLAIR. Report on RT in S#8. . Of the 1,095 non-S#2 pts, 244 received treatment g " _— Rossi et al, Hematol Oncol. 2009. “Munir et al, N Engl J Med. 2024
. . . © B
with 1+V, 602 with 1&IR, and 249 with FCR. £ 7 Ack led
5 cCKNowie gements
2. Methods X
i . i . “;: 50 Median PFS [95% CI] . y
| | | A significant difference in PFS was observed A We would like to thank the laboratory teams at HMDS, St James's
* FLAIR (ISRCTN01844152) is an ongoing phase Ill, multicentre, between non-S#2 pts treated with I&IR and 1+V 3 o e e ]t e UK L Suborot B eiorahy National
randomised, controlled, open-label trial in previously untreated CLL pts. compared to FCR (p<0.001 for both) and between o _ | _ o _ " J _ Jgroup P y
. . . P P<Y. € 2] 1&¥vs. FOR - Hozerd et for progyeseion o doeth 0.13 [85% Gl 0.060.22), P<B.0GH Cancer Research Institute group) and to the support of the Leeds
Pts enrolled on the FLAIR Trial were <75 years, considered fit for FCR 1+V and 1&IR (p<0.001). The 5yr PFS for non-S#2 & 10  IVve I andIR - Hazard rato for progression o death: 035 [95% I, 0.21-0.56), P<0.00" Cancer Research UK Clinical Trials Unit for the successful running of
were randomised to receive I+V, |, IR or FCR. Pts with >20% chrom.17p patients was 93.5% for 1+V, 80.2% for I&IR and ) the study.
deletion were excluded. 58 5% for ECR. 0 12 24 36 % 60 72 84 Primary financial support was from Car_lcer Research UK (CRUK)
urber of PES Events ionths from randomisation (C18027/A15790). Unrestricted educational grants from Janssen,
* Somatic hypermutation status was determined by PCR amplification of oo v 5 3 15 15 s s rrl;armacyclicz,_ a”dSAbC?V:je supported tr_i;i' dcobor(fljination a(r_1bd nib)

] ] . . L g . . RN e at sk (numtar censored) > % 199 19 102 aboratory studies. Study drug was provided by Janssen (ibrutini
primers. Bidirectional Sanger sequencing was analysed using IMGT/V- PFS between non-S#2 and S#2 pts (p=0.3). Rand| 602(0)  577(7)  554(11)  S20(11)  481(33)  402(e7)  309(160)  213(227) Clinical Trials Unit Infrastructure from CRUK (C7852—A25447).
Quest and the ARResT/AssignSubsets tool.

CLL Subset #8 and Richter’s transformation .
* Group comparisons were made using the Cox proportional hazards Overall, 12/1172 patients (1%) on FLAIR were Contacts
model, adjusted for minimisation factors, excluding centre, to estimate * 8 pts (<1%) were assigned to CLL S#8 (n=4 |+V; reported to have undergone RT (I+V r_1:2; I&IR N=6;
HRs & 95% Cls. Log-rank test was used to estimate p-value where HR n=2 1&IR; n=2 FCR). All 8 pts were 100% IGHV FCR n=4). However, none of these patients were s.dalal@leeds.ac.uk
was zero (zero progression events in one or more treatment arms). unmutated. CLL S#8. tmunir@nhs.net
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