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CONCLUSIONS - Among patients with MCL who received cBTK inhibitors, 571 (19.0%) received  Qutpatient visit utilization differed substantially by treatment regimen, with cBTK
Baseline Characteristics of Patients Who Initiated Post-cBTK Inhibitor LOT subsequent LOTs (Figure 1) inhibitor-based regimens demonstrating the lowest outpatient visit burden

* In this real-world analysis, patients with MCL who previously received » A total of 10,519 patients with MCL treated with a cBTK inhibitor in any line of therapy _ ¢BTK inhibitor-based regimens were the most commonly used regimen immediately (mean PPPM, 1.2) and CAR-T therapy corresponding with the highest outpatient
cBTK inhibitors were most frequently re-treated with other cBTK inhibitors, were identified following initial cBTK inhibitor therapy (37.7%), followed by ncBTK inhibitor-based utilization (mean PPPM, 10.6; Figure 3)
highlighting the need for novel treatment options in the post-cBTK - Median age at initiation of post-cBTK inhibitor therapy was 72.0 years, with 77% of regimens (31.9%), CIT (10.9%), BCL2 inhibitor (9.3%; venetoclax monotherapy, 7%), » Utilization of inpatient services also varied notably across regimens, with cBTK inhibitor
Inhibitor setting patients aged >65 years (Table 1) other (7.8%), and CAR-T (2.1%) therapy associated with the lowest inpatient use (mean PPPM, 0.2) and CAR-T therapy

* rwTTD was longest in patients who received cBTK inhibitors or ncBTK * Patients were predominantly male (74%) and White, non-Hispanic (67%); together, Figure 1. Post-cBTK Inhibitor Treatment Regimens by cBTK Inhibitor at Index it thé hl,gheSt npatient l,Jse mean PPPM, 1,°9) , , , ,
inhibitors and shortest in those treated with BCL?2 inhibitors Black, non-Hispanic and Hispanic patients accounted for =10% of the study population m ECLo hibitor o BT hibitor - [ — * ncBTK inhibitor-based regimens were associated with moderate outpatient and inpatient

utilization (mean PPPM, 1.5 and 0.3, respectively), which was lower than utilization of all

* The most common payer was Medicare (62%), consistent with an older patient , o
other treatment regimens except for cBTK inhibitor therapy

* HCRU burden was lowest for patients who received cBTK inhibitors and
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highest for those treated with CAR-T therapy | | » Utilization of other medical services was lowest among cBTK inhibitor-treated patients
o)
: : . : L . Table 1. Baseline Characteristics g8 |7 l A% (mean PPPM, 1.1) and highest with for those treated with CtIT regimens (mean PPPM, 2.5),
* Further research is warranted to confirm these findings, including investigation 0 N | th modest variat b q ther t ted-th "
. he reasons for re-exposure to cBTK inhibitors g s | with modest variation observed across other targeted-therapy approaches
into the P cBTK ncBTK BCL2 c : |
All inhibitor inhibitor? inhibitor® = l : . . . oy o
Characteristic  (N=571) (n=215) (n=182) ) T 4 - e 5 0 Figure 3. HCRU by MCL Treatment Regimens Received Post cBTK Inhibitor
Sex, n (%) I BN SN SIRCICEN B BCL2 inhibitor B cBTK inhibitor W CHT ncBTK inhibitor B Other M Al
INTRODUCTION 0(90(‘00?)0{00?‘0?‘ Iy’ : . 0‘?’@‘5@‘?’0@0?‘0?‘ v N y 0(00('00?‘ NN
Female 151 (26.4) 59 (27.4) 49 (26.9) 17 (27.4) 12 (22.6) 1(8.3) 13 (27.7) 0 - oo QI | | O O O O 29 Outpatient visits ; Inpatient services - Other medical/hospital services
° o o _ o 1_3 :
Mantle cell lymphoma (MCL) is an aggressive B-cell malignancy Male 420 (736) 156 (72.6)  133(731) 45 (72.6) 41 (77.4) 1(91.7) 34 (72.3) R x},@e&f\ Ky Q@O\"Q@%OQ Q\{%&@*xﬁ\c@ N Q‘,@@;?ézéz%o" Q,%@Q%@g@%e’b NOERCRCRS, vQf\
— Covalent Bruton tyrosine kinase (cBTK) inhibitors are a standard treatment for Age at index v &@O O"Cre? A \\Q,@O%@ YOOl v Q7 QQ,@O O L O -
. . . . o
relapsed/refractory MCL and are increasingly used in earlier lines of treatment “ “ “ o
. .. . Mean (SD), :
* Real world evidence on treatment patterns and clinical and economic outcomes yeea?:( ) 7023(844) 69.46(878) 7075(8.40) 7171(797) 70.47(763) 7092 (4.48) 69.30 (9.12) Abbreviations: acala, acalabrutinib: benda, bendamustine: bor, bortezomib: CAR-T, chimeric antigen receptor T-cell: cBTK, covalent Bruton tyrosine Kinase: g
fO”OWing cBTK inhibitor thera PY remain limited? Viedian (QR) szinznceqiggi?:;iz%/;zll;r],ulE;EE::E? pirto, pirtobrutinib; R, rituximab; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; 2
* This study aimed to evaluate treatment patterns, real-world time to treatment vears - 72(65-77)  71(64-76)  73(66-78)  75(67-78)  74(65-77)  72(68-75)  72(62-77) ‘wTTD Q
S/:ZCLontlngatloln irWT,;r%)’ a.?: hBeTz:llEchcre:.rstresource utilization (HCRU) among patients with >65 years, 441 (77.2) 154 (716) 147 (80.8) 53 (85.5) 1 (7.4 1(917) 35 (74.5) * Among patients receiving treatment post cBTK inhibitor, median rwTTD was 222 days
Previotsly treated With ¢ MADILOTS n (%) | | | | | | | (95% Cl, 181-281); rwTTD differed significantly across treatment regimens (log-rank P<.001)
Race and ethnicity, n (%) * The longest median rwTTD was observed for cBTK inhibitors (365 days), followed by
METHODS White ncBTK inhibitors (206 days)
' 382(66.9) 144 (67.0) 122 (67.0) 43 (69.4) 36 (67.9) 6 (50.0) 31(66.0) , . o
non-Hispanic — Shorter median rwTTDs were observed with C£IT (169 days) and BCL2 inhibitors (140 days)
Data Source Black At 12 month imately 49% of patients receiving cBTK inhibitors discontinued
, , , , ack, . months, approximately 6 of patients receiving ¢ inhibitors discontinue
* A retrospective observational study was conducted using claims data from Symphony non-Hispanic 28 (4.9) 14 (6.5) 8 (44) 116 3(5.7) 1e-3) @) treatment compared with 62% receiving ncBTK inhibitors and 84% receiving
Integrated Dataverse® (Symphony Health’ Blue Be”: PA) d ComprehenSive, Iongitudinal, Hispanic 37 (6 5) 15 (7 O) S (4 4) 5 (8 1) 3 (5 7) 1 (8 3) 5 (10 6) BCL2 inhibitOrS (Figure 2) Abbreviations: BCL2, B-cell ymphoma 2; CAR-T, chimeric antigen receptor T-cell; cBTK, covalent Bruton tyrosine kinase; CIT, chemotherapy *
Open ClaimS database inCIUding medical, hOSpital, and pharmacy ClaimS fOr patients in P ) | ) ) ) ) ) immunotherapy; HCRU, healthcare resource utilization; MCL, mantle cell ymphoma; ncBTK, noncovalent Bruton tyrosine kinase; PPPM, per-patient per-month.
the United States? Sgﬂsgwn 124 (21.7) 42 (19.6) 44 (24.2) 13 (21.0) 11(20.7) 4 (33.3) 10 (21.3) Figure 2. rwTTD For Post cBTK Inhibitor Treatments DISCUSSION
. BCL2 inhibitor BTK inhibitor CIT ncBTK inhibitor Other
Study Design Payer type, n (%) e - o o ) T * In the post-cBTK inhibitor setting, retreatment with cBTK inhibitors was the most
* Adult patients (aged >18 years) with an MCL diagnosis who received a cBTK inhibitor in Medicare 353 (61.8) 131(60.9) 121 (66.5) 37 (59.7) 36 (67.9) 5 (41.7) 23 (48.9) é common subsequent treatment strategy, highlighting both limited available options and
any line of therapy (LOT) between January 1, 2020, and August 31, 2025, were identified . 5 ongoing unmet need for effective therapies in this patient population
Commercial 183 (32.0) 71(33.0) 48 (26.4) 23 (371) 14 (26.4) 7 (58.3) 20 (42.6) a 075 - o . N
- The treatment initiation date was identified from both medical and prescription claims — b * These findings highlight that there are important trade-offs between treatment durability
and was considered the index date, with the cBTK inhibitor regimen at treatment Medicaia P33 733 8 (4.4) 2 3-2) °09) ©09) 2 (4.3) = and HCRU in the post-cBTK inhibitor landscape and support the need for further
initiation considered the index regimen Other/ 16 (2.8) 6 (2.8) 5 (2.7) 0(0.0) 3(57) 0 (0.0) 243 fg’ 050 research into optimal sequencing strategies and drivers of cBTK inhibitor re-exposure in
: : : : , unknown ' ' ’ ' ’ ' ' o | | : :
» Patients were excluded if they did not have 30 days of continuous enrollment prior to 2 : —hy patients with MCL
i i ' ici ' iNi i i Charleson Comorbidity Index > 025 |
anc! lelowmg the index date, or if they participated in a clinical trial during the study £ 1 R E F E R E N C E S
PErio Mean (SD) 217 (2.24) 2.21(239) 176(2.05  197(147) 225175 4.00(3.57) 3.23(2.66) Lé" — I, Silkenstedt E, Dreyling M. Hematol Oncol. 2023:41(supp! 1):36-42.
: . N : N . o _ ' < 2. Grainger BT, Cheah CY. Haematologica. 2025;110(3):576-587.
*Pirtobrutinib was the only ncBTK inhibitor treatment used by study patients. *Venetoclax was the only BCL2 inhibitor used by study patients. 0.00 P <.001 9 g
Study Cohorts and Treatment Groups Any other drug class not explicitly listed, such as the Pl bortezomib. ’ R - 0 3. Sancho JM, et al. J Blood Med. 2024;15:239-254.
. . . : . . Abbreviations: BCL2, B-cell ymphoma 2; CAR-T, chimeric antigen receptor T-cell; cBTK, covalent Bruton tyrosine kinase; CxIT: chemotherapy + 4. Integrated Dataverse and Source Solutions. Symphony Health. Accessed April 17, 2026.
Patients were categorized into mutually exclusive treatment groups based on the index immunotherapy; ncBTK, noncovalent Bruton tyrosine kinase; P, proteasome inhibitor. Time, days https://www.iconplc.com/solutions/real-world-intelligence/symphony-health/integrated-dataverse-and-source-solutions

regimen of acalabrutinib, ibrutinib, or zanubrutinib
* Post-cBTK inhibitor regimens were categorized as B-cell lymphoma 2 (BCL2) inhibitors, Treatment Sequencing umber at sk ACKNOWLEDGMENTS
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