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I NTRODUCTI ON RESU LTS Eosinophils levels Pre Lymphodepletion and Progression Free Survival (PFS)

Multivariate Model (Cox Proportional Hazard Model)

High tumor burden as measured by tumor volume & tumor metabolic activity is Eosinophils levels Pre Lymphodepletion and Best Overall
associated with shorter survival & less response to cancer immunotherapies, especially For the multivariate models on the entire cohort, the tumor burden value was the Response (BOR)

CAR T cell therapies. F'g_l'CONSORT D_|agram from _742 DLBCL patients to the final 542 strongest predictor of PFS (p<0.005). Grouping by high vs low tumor burden, multivariate
patients included in the Analysis models including eosinophils, basophils, neutrophils and monocytes showed eosinophils
However, higher levels of eosinophils -- even higher levels still within the normal range -- Non-Hodgkin's Lymphoma - DLBCL to be correlated with improved PFS in the high tumor burden group (p<0.05).

as measured in peripheral blood have been associated with greater responses to cancer
Immunotherapies in lymphoma. (Jia Q, et al 2021).

Within the high tumor burden group, high eosinophils levels were
associated with superior BOR, defined as either complete response vs.

(742 patients) Fig 2. Cox Proportional Hazard Model in the High and Low Tumor Burden Groups all other responses (p<0.05), or response (complete or partial responses)
VS. No response (stable disease or progressive disease) (p<0.05).

Patients with Lymphodepletion (LD) Fig 2a. High Tumor burden Fig 2b. Low Tumor burden -

- 361 patients 181 patients Inb : :

- - - - : : _ oth cases, the odds ratio was less than 1 (0.59 and 0.56, respectively),

However, the interaction of elevated peripheral eosinophil levels with tumor burden has (662 patients) Cox BH Forest Plot 9574 C1 s the high tmr burden arous Con PH Forest Plot 95% 1 i the low fomor burden group o . . . . . .
Indicating that patients with high pre-LD eosinophil counts have higher

not been described. Eosinophils E T p0010s Basophils — o : _ _ _
Patients with tumor burden values (at ; | odds of responding compared to those with low eosinophil counts.

screening) and WBC values measured
within the 5 days prior to the start of LD

Neurophils { | § Gosinophils 1 ——— S No significant associations were consistently observed for any other WBC
’ | lineages across the analyses conducted.
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Table 1. Patients Characteristics
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Fig 4. Best Overall Response in the High Tumor Burden Group (n= 361 patients)

This study explores the interaction between: Mean (SD) for numerical High  Low grouped by High Vs Low Eosinophils levels pre Lymphodepletion

e baseline WBC subtypes, particularly eosinophils, and tumor burden Count (%) for categorical overall Eosinaphils [Ecalnophils Univariate Model, separately on the high vs low tumor burden groups (Kaplan-
e and in predicting best overall response (BOR) and progression-free survival (PFS) patients IYMPHOMA (DLBCL  [542(100.0%)  |385 (100.0%)100.0%) Meier Curves)

Gender M 346 (63.8%) 247 (64.5%) 99 (62.3%)

In univariate analyses done separately on the high vs low tumor burden groups, high pre-
F 196 (36.2%) 136 (35.5%) 60 (37.7%) LD eosinophil levels were significantly associated with improved PFS among e e R o o Complate Response (PR, s 1) vs No Response (PD and SD) -
WHITE 461 (851%) 326 (851%) 135 (849‘%) patients With high tumor burd en (eosinophils: p<0.01). B No Complete Response (PR, PD and SD) [ Complete Response (CR) B No Response (PD and SD) [l Complete Response (PR or CR)

125 200

The analysis was done on DLBCL patients undergoing lymphodepleting chemotherapy
(LD) prior to anti-CD19 CAR-T cell therapy.

ASIAN 27 (5.0%) 18 (4.7%) 9 (5.7%) . . . : .
BLACK OR AFRICAN Fig 3. Kaplan-Meier Curve for PFS in the High Tumor Burden group, grouped by High vs Low Pre-

AMERICAN 22 (4.1%) 16 (4.2%) 6 (3.8%) Lymphodepletion Eosinophils levels (sum of largest diameter >=7cm)

OTHER OR UNKNOWN 20 (3.7%) 18 (4.7%) 2 (1.3%)

Fig 3a. High Tumor burden Fig 3b. Low Tumor burden
Missing 10(1.8%) 10.0%) 6 (3.8%) (p<0.01) - 361 patients (p = 0.69) - 181 patients

AMERICAN INDIAN OR
ALASKA NATIVE 2 (0.4%) 1(0.3%) 1(0.6%)

CR 301 (55.5%) 227 (59.3%) 74 (46.5%)

PR 123 (22.7%) 84 (21.9%) 39 (24.5%)

We retrospectively analyzed data from 542 DLBCL patients enrolled in clinical trials. PD 60 (11.1%) 34 (8.9%) 26 (16.4%)

SD 47 (8.7%) 33(8.6%) 14 (8.8%)

Patients were included if they had:
_ _ Missing 11 (2.1%) 5(1.3%) 6 (3.8%)
« recorded tumor burden (sum of longest diameters at screening), o o
] ] . Age 59.1 (117) 59.65 (115) 57.75 (1 212) 024 Eosinophils Hi%rl;\rg;?‘lé;l)d()mth percentile Eosinophils Lomg;%g?dgfimh percentile Eosinophils Hi%nrg;%g?d()mth percentile Eosinophils Lomgg?]g?dgmth percentile
«  WBC measurements within 5 days prior to LD, and
« defined BOR and PFS outcomes.

Number of lines of prior treatment 2.62 (1.52) 2.48 (1.52) 2.96 (1.48)

Sum Longest Diameter (cm) pre
infusion 12.0 (8.6) 10.94 (7.75) 14.54 (9.93)

Patients were stratified into high vs. low tumor burden groups using thresholds of greater or lesser than
7/ cm for the sum of tumor longest diameters, respectively.

30th percentile, neutrophils: 50th percentile).

Pre-LD WBC val ( tes, b hils, ' hils, trophils) t Ized as high or |
bleied on perc;/:nltjileestthsnhooﬁé/se?moiz%Stelz; 26(())tshlnpoelicle?]tirllzubg)s%p;r?iIsv:vgtr)ethczeer?:(e)::ﬁfe, g(s)si:\%pr?irls?w C O N C L U S I O N R E I: E R E N C E S A C K N OWL E D G E M E N TS

For each patient, we extracted the last eosinophil count measured before lymphodepletion. Based on Among DLBCL pauents with high tumor burden, elevated eosinophil levels prior to LD for CAR-T cell

these values, we identified the 30th percentile (0.05 x 10°L). Patients with eosinophil counts above this therapy are associated with improved response rates and PFS, suggesting eosinophils may serve Jia, Q et al.. Peripheral eosinophil counts predict efficacy of anti-CD19
threshold were classified as having a high tumor burden, while those below it were classified as having as a predictive biomarker in this high-risk population. CAR-T cell therapy against B-lineage non-Hodgkin lymphoma.
a low tumor burden.
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These findings underscore the added value of pre-LD eosinophil levels as a complementary Theranostics, 11(10), 4699-4709. research.

| o | biomarker to tumor burden, offering a more nuanced approach to predicting treatment outcomes and _ o _ . .
For BOR, contingency analyses were performed using Fisher’s exact test, grouping by: informing CAR-T stratification. Xiuyong Dang et al., Prognostic impact of peripheral eosinophil

- WBC category (e.g. high vs low Eosinophils) and _ o o _ _ o counts in patients with diffuse large B-cell lymphoma receiving
- complete response vs. other responses, or response (complete response and partial response) vs Further StL_JdIeS are needed to. determine if the association of peripheral eosmpphlls with j[reatnjent chimeric antigen receptor T-cell therapy, Cytotherapy, 2023,
no response (progressive disease, stable disease). response is a global proxy of immune system health or state, whether the peripheral eosinophils are
associateq with d_ifferences In t_he tumor micro—env?ronments (i.e., TILs), whether those differences Sana Kagalwalla et al. Pre-Treatment Higher Eosinophil Count Is CO NTA C-I- | N FO R MATIO N
PFS was evaluated using univariate Kaplan-Meier (K-M) analyses with the log-rank test for statistical are associated with greater anti-tumor effects mediated by CAR T cells or by the endogenous Associated with Improved Survival after Autologous CAR-T Therapy

significance and multivariate Cox Proportional Hazard (CPH) models with the Wald test. For the CPH immune system. for Hematologic Malignancies. Blood 2024; 144 (Supplement 1): 6247.

models we used the pre-LD eosinophils, neutrophils, basophils, the sum of longest tumor diameters, Sheila Diamond: sdiamond@mdsol.com
and the number of lines of prior treatment for the entire cohort, and then used only pre-LD WBC values

grouped high vs low tumor burden.
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