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‘ RESULTS

Fig. 2: Time to CRS 2+ from CAR T-cell Treatment

‘ BACKGROUND

Medidata's CRS pooled clinical database enables robust
assessment of factors independently associated with the
development of CRS 2+ as presented in this study.

Fig. 3: Time to CRS 2+ from CAR T-cell Treatment,
stratified by indication

Main Cohort

* There is a need for a greater understanding of risk factors associated
with CRS, especially for moderate-to-severe CRS where a
therapeutic intervention to suppress the immune response and

» Chimeric antigen receptor (CAR) T-cell therapy is a novel targeted
immunotherapy to treat several hematological tumors that is

commonly associated with cytokine release syndrome (CRS), a Main Cohort
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DISCUSSION & CONCLUSION

tumors were required to be in the experimental CAR T-cell therapy
(e.g., CAR-19 and CAR-BCMA) arm to be included in the study.

— Patients were excluded if the first CRS occurrence within 7 days
of CAR T-cell infusion was CRS grade 1, according to Common
Terminology Criteria for Adverse Events (CTCAE) 4.03.

= Since CRS grade 1 patients were likely to be preemptively
exposed to immunosuppressive agents, affecting their likelihood

'Defined as baseline platelet count <50,000/uL
2Defined as baseline ferritin value >1500 ug/L
*Defined as 260% marrow involvement

the main and the SA cohorts.

» Kaplan-Meier method was employed to estimate the risk of CRS
grade 2+ occurrence within 7 days following CAR-T cell infusion.

» P-values were estimated using log-rank tests with a demographic or
baseline characteristic evaluated as the only covariate.

« All statistical analyses were performed using R version 4.0.3 and
Medidata Analytics Workbench platform.

» This study demonstrates how pooled CT data enables robust assessment of factors independently associated with the development of CRS 2+

between the CRS 2+ and the non-CRS 2+ groups (p=0.02, Tab. 1) with CRS 2+ patients having more advanced within 7 days of CAR T-cell therapy that is not preceded by CRS grade 1.
disease. » Our study found that slightly over half of the patients had CRS Grade 2+ within 7 days in the main analysis, which was lower than the finding in

Yan et al. (2021)3.The difference in the observations could be due to exclusion of CRS grade 1 incident patients, the time period within which
CRS was observed, differences in the definition of CRS grades, and potential use of prophylactic immunosuppressive agents in some trials
included in this study.

» There was a significantly higher baseline ferritin levels in the CRS 2+ group than non-CRS 2+ group in the main
cohort (p = 0.010).
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at days 2, 3, 4, and 5 than the ALL group though the percentage of CRS-free subjects on Day 5 (48.5% vs. 62.0%,
p=0.49) was not significant (Fig. 3).

 Within the Other liquid tumor subgroup in the main cohort, patients with a higher cancer stage (l1l/IV) had a higher
risk of developing CRS 2+ relative to patients with stage I/ll (p=0.03, Fig. 4). A similar result was observed in the SA
cohort (p=0.0094, 75% CRS-free subjects: 3 vs. 4 days, Fig. 4).

« Within the ALL subgroup in the main cohort, high tumor burden had a nominally higher proportion of patients
experiencing CRS 2+ at days 2, 3, 4, and 5 than patients with a lower tumor burden but the percentage of CRS-free
subjects on Day 5 (51.4% vs. 79.4%, p=0.32) was not significant (Fig. 5). A similar trend was observed at days 2, 3,
4, and 5 in the SA cohort, and there was no difference in median time between the two strata (Fig. 5).

* No statistically significant difference in 7-day risk of CRS 2+ was observed by age, gender, baseline ECOG score,
baseline ferritin levels, severe thrombocytopenia, or prior stem cell transplant in either cohort (data not shown).

or Screen fail « Due to privacy concerns, we combined lymphomas and multiple myeloma indications into the Other liquid tumor group. Future addition of more
CAR T-cell trials in the database will allow more granular assessment by specific indications.

» We did not separate out the various types of CAR-T cell therapies (e.g., CAR19, CAR-BCMA).

» Assessment of tumor burden was limited to the ALL indication and cancer stage limited to Other liquid tumor group because of data limitation.

» For a small percentage of CRS events (<7%) where the CTCAE scale was not available, the Lee scale was used to ascertain CRS grading.

RESULTS

* A total of 388 patients met all the inclusion and exclusion criteria in
the main analysis (Fig. 1). Average age was 55 (SD=14,
median=58) years, 67% males, 81% White, 83% Non-Hispanic or
Latino, and 20% with ALL indication (Tab. 1).

 Within the ALL subgroup, no difference in high tumor burden was
observed between CRS 2+ relative to the non-CRS 2+ group (Tab. 1).

» Within the Other liquid tumor subgroup, there were significantly
different proportions of patients with Stage I/ll and Stage Ill/IV
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