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T-cell/histiocyte-rich large B-cell lymphoma (THRLBCL) is a rare and aggressive variant of large B-cell ymphoma. A substan-
tial subset of THRLBCL patients (pts) relapse after frontline anthracycline-based therapy. There is a scarcity of outcome data
on therapy options for relapsed/refractory (r/r) THRLBCL, particularly CD19 CAR-T therapy.A recent genetic and spatial anal-
ysis provided critical insights into the complex interactions at the tumor-immune interface in THRLBCL. Understanding the
mechanisms by which tumor cells evade the immune system is crucial in designing treatment strategies. This retrospective
study aims to analyze clinicopathologic data in pts with r/r THRLBCL with the goal of identifying patterns that may influence
response rates and long-term survival.

METHODS: Pts who were evaluated and treated at MD Anderson Cancer Center (MDACC) with THRLBCL from 1/2005-5/2023
were included in the analysis. We reviewed demographic, clinical and pathological characteristics, treatments, and outcomes
through an approved IRB protocol. We excluded cases with ambiguous diagnosis (such as DLBCL with increased infiltrate
of T-cells and/or histiocytes), missing treatment, and/or no follow up information. Progression-free survival (PFS) and overall
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survival (OS) were calculated from start of treatment until progression or death using Kaplan-Meier. Log-rank test was used to
evaluate the difference between pt groups. Statistical software SAS 9.4 (SAS, Cary, NC) and S-Plus 8.2 (TIBCO Software Inc.,
Palo Alto, CA) were used for all analyses.

RESULTS: A total of 212 pts were reviewed, and we excluded 86 pts who did not meet selection criteria. Out of 126 pts, 63
with biopsy-confirmed relapse after 1st line chemoimmunotherapy were included in the analysis (Table-1). The median age
was 49 (20-79 years); and 49 pts (78%) were males. Twenty-one (34%) pts had documented NLPHL at the time of or predating
the THRLBCL diagnosis. At relapse, 93 % had advance stage disease (stage 3 and 4). Splenic involvement was documented in
57% and 80% of pts had one or more sites of extra nodal disease. Most pts who relapsed received front line RCHOP (77%) or
R-EPOCH (11%). Twenty-six pts (41%) had primary refractory disease, and 24 pts (38%) relapsed within 12 months. The median
time to progression from 1st line treatment was 7.4 months(2.27145.9 months).

The most common 2 " line therapy was salvage chemotherapy (82%) such as R-ICE (n=41), R-DHAP(n=4), R-GemOx (n=3).
Overall response rate (ORR) to 2" line salvage chemotherapy was 75% with CR of 57%. For pts who received 2nd line salvage
chemotherapy with the intent to undergo HSCT, the PFS at 2 years was 53% (95% Cl: 0.4-0.68, p< 0.0001) and OS was 64%
(95% CI: 0.5- 0.8, p< 0.372). Among pts who received consolidation with HSCT, (n=30, 57%), 5 pts relapsed at the time of
last follow up.With a median follow-up time of 60.1 months (95% Cl: 33.690.3 months), the median PFS from all 2nd line
treatments was 11 months (95% CI: 4.7~ NA ) and for pts who received salvage chemotherapy with HSCT intent was 50.26
(95% Cl: 7~ NA months).

The median OS from 2nd line for all pts was 77.3 months (95% Cl: 22.2 ~ NA months) and for pts who received salvage
chemotherapy with HSCT intent OS was not reached (95% Cl: 32~ NA months). Among 11 pts who received 3™ line salvage
chemotherapy, the median PFS was 2 months, and only one pt received HSCT. All pts eventually had progressive disease.
Eleven pts received CD19 CAR-T (Axi-cel-9, Liso-cel-2),(table-1) 6 pts received as 2 " line, 4 received as 3rd line and 1 pt
received as 4 " line. Best ORR to CAR-T at any lines was 45% with CR of 36.4%. At a median follow-up time of 12.3 months
(95% ClI: 2.4~ NA months), all but one pt had disease progression. Median PFS was 1.7 months (95% CI: 1.1~ NA months).
6-month PFS was 21% (Figure 1). One pt who had response experienced prolonged remission of 17 months before relapsing.
CONCLUSION: Our study highlights the unique biology and poorer prognosis of TCHRBCL compared to other DLBCL sub-
types. Despite the success of CD19 CAR-T therapy in DLBCL, TCHRBCL pts have shown limited response to these therapies,
demonstrating the challenges of achieving long-term remission in this group. Our study shows the high unmet need for im-
proved therapies that can target the unique biology in TCHRBCL. We plan to report a comparative spatial analysis evaluating
the tumor-immune interface that can contribute to resistance to Immune effector cell therapies at the meeting.
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Table 1

Characteristic

Age at relapse (yrs)
Gender

F

M

Associated NLPHL

Stage at relapse

12

3/4

N/A
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Response to CAR-T any line
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