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 B-cell Chronic Lymphocytic Leukemia (CLL) is a * To explore the Iimmune reconstitution < IBROMICS is a multicenter, prospective, non-interventional study.

IBROMICS' A REAL-WORLD heterogeneous disease that represents 30-40% of patterns and the distribution of mutational Efficacy variables (OS and PFS); clinical characteristics; cytogenetic
adult leukemias. profiles in patients with CLL treated with profile; safety variables; clinical, genetic and immunological markers,

front-line single agent ibrutinib in routine mutational profile and immune competence will be described.

 Recent studies emphasize the role of the leukemic . .
clinical practice.

microenvironment and immune system in disease

* The study included patients with active CLL and IWCLL indication for

evolution.? * The present study focuses on the prospective  treatment starting first-line single agent ibrutinib in routine clinical
BIOLOGICAL PARAM ETE RS * |Ibrutinib has shown significant efficacy in CLL glfetsecrrlgp’rcrl]%nntcl)qfst(l;fetsreeaafr’]cteenrtns at baseline anc BRAGHLE.

treatment due to its direct antitumor effects and its ' * Here, we report the first interim analysis of patients’ clinical,

ability to partially restore immune system function.3 immunological, and genetic data at baseline and after 3 months of

DETERMINING RESPONSE IN
PATIENTS WITH CHRONIC Results

Ibrutinib treatment.
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TP53 12 17 1 1 1 1 1 1 1
e Of 92 patients recruited in 42 centers in Spain from R 2EE
LYMPHOCYTIC LEUKEMIA (CLL)J  september 2022 to September 2023, 2 were excludec S e
from the analysis for non-compliance with inclusion SEL = - m . g smmm
TREATED IN FIRST LINE WITH Characteristcs are mcluded in Table 1 s A + | =
. . ] . POTL 3 3 1 1 1
characteristics are included in Table 1. BIRC3 2 2 1 1
ODDx3X 2 2 1 1
FRXWT 2 2 1 1
KRAS z 1 3 1
MRAS 2 2 1 1
SI N G LE AG E N I I B R U I I N I B Table 1. Demographic data and baseline characteristics CHCR 1 2 E
EGRZ 1 1 1
— MED 12 1 1 1
Demographic and clinical N”:é?? i 1 3 .
Male (n=90), n (%) 56 (62.2%) i : : . .
_ : SAMHD1 1 2 (2]
José-Angel Hernandez-Rivas*!, Francesc Bosch?, Cecilia Mufioz3, Laura Palomo?, Adrian Mosquera? Angel Ramirez Payer5, Rubén Age (n=90), median (Q1, Q3) 71.0(62.0, 78,0) SETD2 1 1 1
Fernandez®, Ana Oliveira’, Paula Amat®, Alicia Serrano®, Aranzazu Garcia-Grande®, Ana Yeguas!®, Marta Crespo?, Miguel Bastos??, ECOG 0 (n=85), n (%) 56 (65.9%) 3l - - _
Blanca Ferrer®, José Garcia-Vela!!, Luis Espinosa-Hevia!, Eva Rubio Azpeitial?, Miguel Jesus Villanueva Forero®?.
Mutational profile, n (%)
IGHV unmutated (n=89), n (%) 56 (62.9%) Figure 1. Baseline gene mutations (n=46)
1Hospital Universitario Infanta Leonor, Universidad Complutense, Madrid, Spain. °Grupo de Hematologia Experimental, Institut d’Oncologia Vall d’Hebrén (VHIO), Hospital Universitari Vall
dert’bro'n, Barcelor.ia, Sp,ain. 3/175tiztuto de Inv?stigacio'n_Sanitaria Princesa, Hospi.tal Univesfr?itario de la Princiesa, Maqrid, Sp.ain. _"Co_mplexo Hospitalariq Unive.rsitario df_’ Santiagfn de Compostfla, De|17p (n:90)’ N (%) 11 (122%) . . . .. . .
Inft,/tuto dfe lnvest.lgaaon Sanll:ar/a de sant/ago, Santlagq de Compc?stela, Spain. >Servicio de Hemato_logra, Hqsp/tal _Umve_ersr_tar/o,C_entral de Ast.ur/as, Ow.edo, S;?a/n. 5Hosplta/ dfz Cabu?nes, ] AS to T Ce” matu ratlon Stages’ Slng e age nt IertInIb treatment decreased the medlan pe rce ntage Of tWO Of the maln
Fiie'y Seperation Celuim Hospital Universtrio Puerin g Hiowo Mafndahonde 0PI, M, Spain. OHespite Univorsitaio do Sofamansa, (HUSBSAL) CIBERONG, and Contro TP53 (n=90), n (%) 15 (16.7%) memory subpopulations of CD8+ T lymphocytes: CD8+ T central memory (TCM) from 13.2% (Q1-Q3, 7.8-25.9) to 12.8%
.Isl;\z;t'igacio'n del Cancer (CIC/USAL), Salamanca, Spain. 11Servicio de Hematologia y Hemoterapia, Hospital Universitario Puerta de Hierro Majadahonda, Madrid, Spain. ?Janssen-Cilag, Madrid, Delllq (n=90)’ N (%) 11 (122%) (Ql Q3 4 5 21 O) (p_o 0124) and C 38+ T effecto'r memory (TEM) from 3 3(y (Ql Q3 O 7' 12 8) to 1 ’Z(y' (Ql 'Q3 O 8 '5 9)
- OD-L 1. =VU. .D7/0 - , U./-1.Z. .L7/0 - , U.0-D.
Trisomy 12 (n=90), n (% 20(22.2% ’ . X .
y 12 (n=30), n (%) (22.2%) =0.0476), but increased CD8+ NAIVE from 33.3% (Q1-Q3, 17.7-51.1) to 39.0% (Q1-Q3, 27.7-60.8) (p=0.0290) (paired
Key Takeaways Del13q (n=90), n (%) 32 (35.6%)
KAl /LAY i data). The CD4+/CD8+ ratio, typically disbalanced in CLL patients, was 1.33 at baseline and 1.25 at 3 months. (Figure 2).
This is the first interim analysis of the prospective study IBROMICS conducted Complex karyotype (n=30), n (%) 3 (3-3%) N _ _
in a Spanish real-world setting and designed to determine the effects of * CD3 positive T lymphocytes decreased from a median of 8.0% (Q1-Q3, 4.9-15.6) at baseline to 7.9% (Q1-Q3, 5.4-32.6)
front-line single agent ibrutinib treatment beyond direct anti-tumor activity, at 3 months (paired data, p=0.0708).
including early restoration of immune surveillance and mutational landscape * 87.8% (79/90) of the patient population had baseline
of 1L CLL patients. comorbidities, the most common being hypertension 120 o
: in 40/90 (44.4%) patients, dyslipidemia in 23/90
Conclusions (25.6%), and diabetes in 20/90 (22.2%). 100
Here, we report the first prospective real-world evidence study in patients with CLL » Regarding the genetic profile (Figure 1) 56/89 (69.2%) 85,10
treated with front-line single agent ibrutinib in routine clinical practice in Spain. : : : ’ 20 7590
patients presented mutations in any CLL-related gene, » "
The results of this study suggest an early partially restored immune surveillance, and the most frequently mutated (>10% of patients) =
including trends to decreased memory cells and increased naive T lymphocytes 3
& trends 10 ce mory . YMPROLYLES, were: TP53 (12/46, 26.1%), NOTCH1 (11/46, 23.9%), S 60
underscoring ibrutinib's therapeutic effects beyond direct tumor targeting. Future o X o 49 50
follow-up will help elucidate longer term implications of immune modulation on ATM (10/46, 21.7%), and SF3B1 (9/46, 15%). X 45,30 20/00
treatment outcomes. : : : ,
 20/65 (30.8%) patients had no mutations at baseline 40 31,80 g g0 . 33,
This study will contribute to a deeper understanding of ibrutinib's role in CLL in CLL-related genes. 19/65 (29.2%) had one mutation,
management, emphasizing the significance of considering different factors 11/65 (16.9%) had 2 and 9/65 (13.8%) had 3 20 . 13,23 12,79 S
(clinical, molecular, and immunological) in optimizing patient care. mutations; but one patient displayed up to 7 different / 7,85 l 3&3 1,24
mutations (Figure 1). 0
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Figure 2. Evolution (paired data) in immunological profile from baseline and after 3 months of treatment with single
he QR code s ntendied to brovide scientifc nformation for individua agent ibrutinib. % of cells: median (IQR); IQR=Q3-Q1. n=47 (Lymphocytes), n=47 (CD4), n=45 (CD8). Change from baseline

reference, and the information should not be altered or reproduced in any D) ! ECOG: Eastern Cooperative Oncology Group; IWCLL: International Workshop on Chronic Lymphocytic Leukemia; OS: . . X * % .
way. - Overal Survival ; PFS: Progression-Free Survival (palred data). p<0.05, p<0.001, W”.COXO” teSt
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