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Introduction:

Many older patients (pts) with AML respond to intensive induction chemotherapy (IC), but
responses are often short-lived and overall survival (OS) is poor. The benefit of post-
remission maintenance treatment (Tx) for pts with AML is unclear, as no therapy has shown
to significantly improve OS. CC-486 is an oral hypomethylating agent that allows for
prolonged drug exposure during each Tx cycle to sustain therapeutic activity. We
hypothesized that prolonged Tx with CC-486 could be effective as post-remission

maintenance in AML.

Herein, we report the primary results of QUAZAR AML-001 (NCTO01757535), a phase lll
international, randomized, double-blind, placebo (PBO)-controlled study evaluating CC-486

as maintenance therapy in pts aged =55 years with AML in first remission following IC.

Methods:

Eligible pts had de novo or secondary AML, intermediate- or poor-risk cytogenetics, and
Eastern Cooperative Oncology Group performance status (ECOG PS) scores of <3; had
achieved first complete remission (CR) or CR with incomplete count recovery (CRi) after IC,
with or without consolidation chemotherapy; and were not candidates for hematopoietic
stem-cell transplant (HSCT). Within 4 months of attaining CR/CRi, pts were randomized 1:1
to receive CC-486 300 mg or PBO once-daily on days 1-14 of repeated 28-day Tx cycles. A
21-day dosing schedule was permitted for pts who experienced AML relapse with 5-15%
blasts in blood or bone marrow while on-study. Tx could continue indefinitely until the

presence of >15% blasts, unacceptable toxicity, or HSCT. The primary endpoint was OS.



Secondary endpoints included relapse-free survival (RFS), health-related quality of life
(HRQol), and safety. Samples were collected for exploratory translational endpoints,
including measurable residual disease (MRD). Kaplan-Meier estimates of OS and RFS were
compared for CC-486 vs. PBO by stratified log-rank test. Hazard ratios (HRs) and 95%

confidence intervals (Cls) were generated using a stratified Cox proportional hazards model.

Results:

Between May 2013 and October 2017, 472 pts were randomized to receive CC-486 (n=238)
or PBO (n=234). Baseline characteristics were balanced between Tx arms. Median age was 68
years (range 55-86), 91% of pts had de novo AML, and 86% and 14% of pts, respectively, had
intermediate-risk or poor-risk cytogenetics. Following induction, 81% of pts achieved a CR
and 19% achieved CRi; 80% of pts had received consolidation chemotherapy (45% received 1
consolidation cycle and 31% received 2 consolidation cycles).

At a median follow-up of 41.2 months, OS was significantly improved with CC-486 vs. PBO:
median OS was 24.7 months vs. 14.8 months from time of randomization, respectively
(P=0.0009; HR 0.69 [95%Cl 0.55, 0.86]) (Figure A). RFS was also significantly prolonged:
median RFS was 10.2 months in the CC-486 arm, compared with 4.8 months in the PBO arm
(P=0.0001; HR 0.65 [95%Cl 0.52, 0.81]) (Figure B). OS and RFS benefits of CC-486 were
demonstrated regardless of baseline cytogenetic risk, the number of prior consolidation
cycles received, and CR/CRi status. CC-486 did not adversely impact overall HRQoL vs. PBO,

as assessed by mean changes from baseline in HRQoL measures during Tx.

CC-486 had a manageable safety profile generally consistent with that of injectable
azacitidine. Median exposure to CC-486 was 12 cycles (range 1-80) and to PBO was 6 cycles
(1-73). The most frequently reported adverse events (AEs) with CC-486 and PBO were grade
1 or 2 gastrointestinal (Gl) events, including nausea (64% and 23%, respectively), vomiting
(59% and 10%), and diarrhea (49% and 21%). The most common grade 3-4 AEs were
neutropenia (CC-486, 41%; PBO, 24%), thrombocytopenia (23% and 22%), and anemia (14%
and 13%). Serious AEs were infrequent, mainly infections, which occurred in 17% of pts in the
CC-486 arm and 8% of pts in the PBO arm. Few AEs led to Tx discontinuation, most often Gl
events (CC-486, 5%; PBO, 0.4%).

Conclusions:

CC-486 is the first therapy used in the maintenance setting to provide statistically
significant and clinically meaningful improvements in both OS and RFS in pts with AML in
remission following induction chemotherapy, with or without consolidation. Oral CC-486 has
a manageable safety profile and represents a new therapeutic standard for pts with AML in

remission.



Figure. Kaplan-Meier plots of (A) overall survival and (B) relapse-free survival,

from time of randomization
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