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With a historical median overall survival of approximately 5-6 weeks in this patient population, (as determined from previous reports in the
literature [please see references 1, 4-13 as noted in our manuscript] and our institutional database), a Simon two-stage design was used to
compare a null hypothesis that OS3 would be 18% against an alternative of 44%. Nine patients were to be enrolled in the first stage. If 0 or 1
patients are alive at 3 months, the trial would stop early. If 2 or more patients are alive at 3 months, an additional 9 patients would be
enrolled into the second stage until 18 patients were accrued thus satisfying our pre-specified requirement for sufficient statistical power in a
cohort with a known limited survival. If at least 6 patients among the total of 18 patients are alive at 3 months, then the treatment would be
considered promising in the cohort. This design had a type-I error of 8% (target 10%) and power of 86% (target 85%). If the null hypothesis
were true, then the probability would be 0.50 of stopping at the end of the first stage of the Simon design. On October 23, 2018, a third
patient was alive at three months; therefore, enrollment continued without pause into the second stage.

No data was excluded from the analysis.

The pre-specified analytic cohort consisted of 18 patients who were enrolled. Enrolled patients were screened with pre-defined eligibility
criteria, received dosing regimens based on primary tumor histology according to manufacturer guidelines, were followed at pre-specified
intervals for imaging and clinical assessment, and imaging results were evaluated using standardized criteria (iRANO and RECIST 1.1). These
pre-defined, standardized approaches were taken to mitigate variability in studying a heterogeneous patient cohort and ensure
reproducibility of our findings in future clinical trials and/or routine clinical care. We have been careful to note in the manuscript that
validation of our findings is needed in larger patient cohorts.

This was a single arm, non-randomized phase II study as there is no standard treatment for patients with LMD. Enrolled patients met pre-
specified criteria including age 18 years or older, histologically confirmed disease from any solid tumor with an ECOG PS < 2, normal organ and
marrow function, life expectancy greater than 3 weeks, were on a stable dose of dexamethasone of 2 mg or less for 7 days prior to initiation
of treatment, and had leptomeningeal meningitis as defined by positive cytology or biopsy, or had imaging findings consistent with
leptomeningeal meningitis if cerebrospinal fluid cytology was negative. The pre-defined eligibility criteria were used to mitigate variability in
an otherwise heterogeneous patient cohort.

Blinding is not relevant to this study. This is a single arm Phase II study.




