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*  Cortes et al. (235) in a study of CML, defined EFS as death from any cause, loss
of complete hematologic response (CHR), loss of complete cytogenetic response,
discontinuation of therapy for toxicity or lack of efficacy, or progression to AP or BP.

e Caballero et al. (236) in a study of CLL, defined EFS as disease progression or death,
and patients who did not reach disease response (complete or partial remission).

* Ades et al. (237) in a study of APL, defined EFS as treatment failure, death in first
CR, and relapse included as events. CR means complete remission, where there
were separate definitions for hematologic CR and for molecular CR.

*  Devine et al. (238) in a review of pediatric leukemias, defined EFS as occurrence of
a major adverse clinical event such as failure to achieve remission, relapse, and death
during remission.

Regarding the endpoint of time-to-event, or event-free-survival, Fleming (239) cau-

tions that this sort of composite endpoint should not be configured too broadly. Where

the endpoint of time-to-event is defined, for example as “progression of major symp-
toms,” and “death,” the value of this particular endpoint would be reduced by using

a broader composite that also includes the event “discontinuation of treatment” or

“exposure to rescue treatment.”

b. Endpoint of relapse-free interval

Another interesting endpoint used in leukemia clinical trials is relapse-free interval
(RFI). The endpoint of RFI refers to the amount of time between complete response
(CR) and relapse. Relapse-free interval (RFI) is an endpoint used in about 5% of all
oncology clinical trials, where it is mainly used in clinical trials of leukemia, lym-
phoma, breast cancer, melanoma, and sarcoma (240).

A definition of relapse, in the context of acute myeloid leukemia, is provided by
National Comprehensive Cancer Network (241). This definition is relapse following
complete response is defined as reappearance of leukemic blasts in the peripheral blood or
the finding of more than 5% blasts in the bone marrow, not attributable to another cause.
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