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627.AGGRESSIVE LYMPHOMAS: CLINICAL AND EPIDEMIOLOGICAL
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Background: High Grade B cell Lymphoma (HGBL) with MYC and BCL2 and/or BCL6 rearrangements(R) was introduced as
an entity in 2016 by the WHO revised 4 * edition. In 2022, both the WHO 5 ™ edition (beta version) and the International
Consensus Classification (ICC) separated DHL- BCL2 (+/- BCL6-R)from DHL- BCL6 given differences in biology . However,
while the ICC has maintainedDHL- BCL6 as a provisional entity, the WHO has removed the category, thus removing the
requirement to FISH for BCL4-R in this setting. Clinical data on DHL- BCL6 is much more limited, as these cases represent
only 10-20% of DHL and have been combined with BCL2-R cases in prior studies. Outcomes are variable in retrospective
studies with no consistent data on prognosis or optimal therapeutic strategies. By retaining the category of DHL-BCL6 as
a provisional entity, the ICC emphasized the need for further, multicenter, prospective studies evaluating the clinical and
biological features of this disease. We herein report a comprehensive comparison of clinical characteristics and outcomes
in patients with DHL- BCL6 compared to diffuse large B-cell lymphoma (DLBCL), not otherwise specified (NOS); DLBCL with
MYC rearrangement only; DHL- BCL2; and HGBL, NOS in a large, multicenter, prospective cohort of patients from Lymphoma
Epidemiology of Outcomes (LEO).

Methods: Adult patients with newly diagnosed large B-cell or HGBL were enrolled within 6 months of diagnosis at one the
8 LEO cohort academic medical centers in the US between 2015 and 2020. Baseline characteristics were abstracted at the
time of diagnosis per protocol. Based on FISH data patients were further sub mgrouped into DLBCL, NOS (without MYC
rearrangement); MYC-R DLBCL, NOS; HGBL, NOS; DHL- BCL2 and DHL- BCL&. Event-free survival (EFS) was defined as
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the time from diagnosis until progression/relapse, retreatment, or death. Overall survival (OS) was defined as the time from
diagnosis until death due to any cause.

Results: A total of 1526 eligible patients were identified during this time period. All FISH data was available at the time of
diagnosis and the choice of treatment was based on physician discretion. Median age at diagnosis was 63 years (IQR 53-72),
with 148 (10%) patients in the AYA category, and 128 (8%) patients > 80 years. 58% (891) were male, 11% self identified as
Hispanic or Latino, and 7% as Black/African American. The median diagnosis to treatment interval (DTI) was 20 days (IQR
12-32), and 33% had DTl < 14 days. The FISH-based subgroups were MYC-negative DLBCL, NOS (N=1146, 75%), MYC-
R DLBCL,NOS 227 (N = 96, 6%), DHL- BCL2 (N=154, 10%), DHL- BCL6 (N=38, 3%), and HGBL, NOS (N=92, 6%). When
available, COO by Hans algorithm was 92% GCB in DHL- BCL2 and 50% GCB in DHL- BCLé.

Clinical characteristics can be found in the table. At a median follow-up of 49 months (IQR 36-67), 490 patients (32%) had an
event and 356 patients (23%) died. EFS at 24 months (EFS24) was 75% (95% Cl: 73-77). Patients with DHL- BCLé were younger
at diagnosis (median 60 years), had more extranodal site involvement (40%), more often stage Ill/IV disease (70%), and more
often treated with a higher intensity regimen than R-CHOP (69%) compared to DLBCL,NOS and MYC-R DLBCL. DHL- BCLé
also had fewer patients that were males (47%), with DTl <=14 days (33%), NCCN IP| > 4 (45%), elevated LDH (53%) than
HGBL, NOS and DHL- BCL2. The 2-year EFS and OS rates were noted to be significantly better in the DHL- BCLé (EFS 79%,
95% Cl: 67-93; OS 92%, 95% Cl: 84-100) as compared to DHL- BCL2 (EFS 58%, 95% Cl: 50-66; OS 70%, 95% Cl 63 - 78) and
HGBL, NOS (EFS 74%, 95% Cl: 65-84; OS 74%, 95% Cl: 65-84 ), (Figure 1) but were comparable to that of DLBCL, NOS (EFS
78%, 95% Cl: 76-81; OS 87%, 95% Cl: 86-89).

Conclusions: Our data support separating DHL- BCL6 from DHL -BCL2 as these patients form a unique subgroup with some
clinical characteristics comparable to both DLBCL, NOS as well as HGBL, NOS and DHL- BCL2 subtypes. In this cohort,
clinical outcomes are more comparable to DLBCL, NOS than DHL- BCL2 or HGBCL, NOS. More frequent use of intensive
chemotherapy in DHL- BCL6 compared with DLBCL may account for this finding, although larger multicenter studies are
needed. Our results support continued identification of DHL- BCL6 in the clinical setting to better understand optimal therapy
and biology of this cohort.
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Characteristics DLBCL, MYC- HGBL, NOS | DHL-BCL2 | DHL-BCL6 Total P-value

NOS, MYC | DLECL, NOS | (N=02) (N=154) |(N=38) (N=1526)

Negative | (N=96)

(N=1146)
Age at diagnosis, |64 (54-73) |64 (54-73) |58 (46-68) |63 (55-72) |60 (48-68) |63 (53-72) |o0.003
median (IQR)
AYA (%) 105 (9%) |15 (16%) |18 (20%) |6 (4%) 4 (11%) 148 (10%) | 0.0004
Male 647 (57%) |65(68%) |62 (67%) |99 (64%) |18 (47%) 891 (58%) |0.01
P5z2 171 (16%) |15 (16%) |19 (24%) |30(21%) |6 (18%) 241 (17%) |0.23
>1 Extranodal 297 (26%) |30 (32%) |35 (39%) |51(34%) |15 (40%) 428 (28%) |[o0.02
Sites (%)
Diagnosisto 349 (31%) |28(29%) |45 (50%) |60 (40%) |12 (33%) 494 (33%)  [0.001
treatment
interval (DTI) =14
days (%)
Stagelll/IV(%) |663 (60%) |60 (65%) |58 (68%) |107 (74%) |26 (70%) 914 (63%) |0.01
1P13-5 (%) 416 (36%) |38 (a0%) |39 (42%) |74 (a8%) |16 (42%) 583 (38%) |0.37
NCCN-IPIz4 505 (44%) |43 (45%) |47 (51%) |88 (57%) |17 (45%) 700 (46%) | 0.004
CNS involvement | 26 (2%) 2 (2%) 6 (7%) 5 (3%) 2 (5%) 41 (3%) 0.12
(%)
Bone marrow 133 (15%) |12 (16%) |17 (20%) |27(20%) |5 (19%) 194 (16%) |0.17
involvement (%)
B-symptoms (%) |358 (31%) |23 (24%) |[31(34%) [57(37%) |13 (34%) 482 (32%) |0.06
LDH >ULN (%) |570 (55%) |45 (54%) |53 (69%) |87(67%) |18 (53%) 773 (57%) |0.01
Initial Treatment
R-CHOP based 927 (81%) | 52 (54%) | 27 (29%) | 48 (31%) | 10 (26%) 1064 (70%) |<0.001
R-EPOCHbased |174 (15%) |40 (42%) |43 (47%) |86 (56%) |24 (64%) 367 (24%)
Intensive 7(0.5%) | 1(1%) 20 (22%) |14 (9%) 2 (5%) 44 (3%)
Other 38 (3.5%) |3 (3%) 2 (2%) 6 (4%) 2 (5%} 51 (3%)
Initial Treatment | 105 (9%) |6 (6%) 2 (2%) 7 (5%) 2 (5%) 122 (8%) 0.25
on Clinical Trial
(%)
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