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Background

* Acute lymphoblastic leukemia (ALL) is a rare malignancy characterized by
abnormal proliferation of lymphoid progenitor cells.

* Minimal residual disease (MRD) is an established, prognostic indicator for patients
with acute lymphoblastic leukemia (ALL) and Philadelphia-positive (Ph+) ALL.

* To evaluate the association between MRD-negative complete remission and long-
term outcomes (overall survival [OS] and event-free survival [EFS]) in adult
patients with Ph+ ALL receiving first-line therapy.

The Systematic Literature Review examined indexed and non-indexed citations;
eligible studies included interventional and observational studies evaluating
survival outcomes by MRD status in adults 218 years of age with Ph+ ALL
receiving first-line therapy.

Key outcomes of interest included OS, EFS, and MRD status assessed at the end
of induction (EOI) and at the end of consolidation (EOC).

Both aggregate study—level and individual patient data (IPD) meta-analyses were
conducted.

The IPD approach included a log-level MRD analysis to evaluate the concordance
of deepening levels of molecular response with long-term OS or EFS in patients
with complete remission (CR)T and an analysis evaluating the utility of MRD-
negative CR over CR alone. Where applicable, survival analysis methods were
used, such as log-rank tests, Kaplan-Meier analyses, and Cox regression
analyses.

In the aggregate analysis, log-HRs for the comparison between MRD-negative vs
MRD-positive patients were pooled using standard meta-analysis model
techniques including fixed- and random effects models along with frequentist and
Bayesian approaches.

Complete remission is defined as <5% blasts in the bone marrow, no circulating
blasts, ANC >1.0 x 109/L and platelets >100 x 109/L

EFS is defined as the time from the last date of week 12 for Study AP24534-11-
001 or Study INCB84344-201 or the last date of week 4 for Study GRAAPH-2005
until death due to any cause or relapse. OS is defined as the time from treatment
initiation until death. MRD negativity is defined as a MR 4-log reduction (BCR-
ABL1/ABL1 <0.01%).
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« The SLR identified 19 publications (18 unique studies)
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related to MRD and OS or EFS. Among these, 9 studies

Figure 1. EFS and OS for patients with MRD-negative CR vs. CR* at EOl and EOC

A: EFS for Patients with MRD-Negative CR Versus CR* at EOI
C: EFS for Patients with MRD-Negative CR Versus CR* at EOC
*independent of MRD status
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B: OS for Patients with MRD-Negative CR Versus CR* at EOI
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Conclusions

BCR-ABLA1, breakpoint cluster region Abelson1; Cl, confidence interval; CR, complete remission; MRD, minimal residual disease;
MRD-Neg CR, MRD-negative CR; NE, not evaluable.
*independent of MRD status
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