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Background: ENESTcmr demonstrated that switching to nilotinib resulted in deeper and faster molecular
responses (MRs) in CML-CP pts with detectable BCR-ABL on long-term imatinib therapy.

Aims: Here, we present 3-year results in all pts, with a focus on predictors of response and results in pts who
crossed over from imatinib to nilotinib.

Methods: Pts treated with imatinib for > 2 years with complete cytogenetic response but detectable BCR-
ABL (by real-time quantitative polymerase chain reaction with sensitivity of > 4.5 logs) were randomized to
nilotinib 400 mg twice daily (BID; n = 104) or to continue imatinib (400 or 600 mg once daily [QD]; n =
103). Crossover from imatinib to nilotinib was allowed for detectable BCR-ABL at 2 years or treatment
failure/confirmed loss of response at any time. The association between early MR and achievement of
confirmed (in 2 consecutive samples) undetectable BCR-ABL by 2 years was analyzed in the 91 nilotinib-
treated pts with detectable BCR-ABL at study start who remained on study and had available samples at 3
months[A1] . Confirmed undetectable BCR-ABL by 2 years was analyzed by (A) BCR-ABL level at 3
months (< 0.005% or > 0.005%); (B) whether BCR-ABL level at month 3 was half of baseline (BL) BCR-
ABL (halving time < or > 90 days); and (C)[A2] combinations of A and B. The BCR-ABL < 0.005%
threshold was chosen because it represented the lowest quartile BCR-ABL1[A3] value at 3 months in
nilotinib-treated pts.

Results: With 3 years of follow-up, switching to nilotinib continued to result in higher rates of MR*> (BCR-
ABL on the international scale < 0.0032%) vs remaining on imatinib (Table). Median time to MR*? was 2
years in the nilotinib arm and was not reached in the imatinib arm by 3 years. 46 pts in the imatinib arm
crossed over to nilotinib; 43 did not have MR*> at BL. Including only responses up to crossover, 47% of pts
in the nilotinib arm vs 24% in the imatinib arm achieved MR*> (2= .0003). At 2 years, 52 pts on nilotinib
and 78 pts on imatinib had detectable disease; 4 of 52 who continued nilotinib, 0 of 35 who continued
imatinib, and 11 of 43 who crossed over from imatinib to nilotinib achieved undetectable BCR-ABL by 3
years. The rate of MR*3 in pts without MR*> at BL was higher in pts randomized to nilotinib (33% by 1
year) than in pts who crossed over from imatinib to nilotinib with similar follow-up (21%). Mean BCR-ABL
level at month 3 in the 91 nilotinib-treated pts with detectable BCR-ABL at study start who remained on
study and had evaluable samples was 0.08% (range, 0%>1.8%). 19 of 91 (21%) achieved confirmed
undetectable BCR-ABL by 2 years. Pts with BCR-ABL < 0.005% at 3 months had significantly higher rates
of undetectable BCR-ABL by 2 years than those with BCR-ABL > 0.005% at 3 months, as did patients with
a BCR-ABL halving time of <90 days[A1] (vs >90 days). The safety profiles of nilotinib and imatinib
were comparable to the 1-year report.

Summary/Conclusion: With 3 years of follow-up, switching to nilotinib in patients with minimal residual
disease on long-term imatinib therapy continued to result in deeper and faster MRs vs remaining on imatinib.
Achieving either a threshold of BCR-ABL < 0.005% at 3 months or a rapid decrease in BCR-ABL from BL
(halving time < 90 days) was sufficient to predict the likelihood of confirmed undetectable BCR-ABL by 2
years in nilotinib-treated pts—an entry criteria for treatment-free remission trials.




Background: ENESTcmr demonstrated that switching to nilotinib resulted in deeper and faster molecular
responses (MRs) in CML-CP pts with detectable BCR-ABL on long-term imatinib therapy.

Aims: We present 3-y results, with a focus on predictors of response in nilotinib-treated pts.

Methods: Pts treated with imatinib for > 2 y with complete cytogenetic response but detectable BCR-ABL
were randomized to nilotinib 400 mg twice daily (n = 104) or to continue imatinib (400 or 600 mg once
daily; n = 103). Crossover from imatinib to nilotinib was allowed for detectable BCR-ABL at 2 y or
treatment failure/confirmed loss of response at any time. The association between early MR and achievement
of confirmed (in 2 consecutive samples) undetectable (by RQ-PCR with sensitivity of > 4.5 logs) BCR-ABL
by 2 y was analyzed in the 91 nilotinib-treated pts with detectable BCR-ABL at study start who remained on
study and had available samples at 3 mo. Confirmed undetectable BCR-ABL by 2 y was analyzed by (1)
BCR-ABL level at 3 mo (< 0.005% or > 0.005%) and (2) whether BCR-ABL level at mo 3 was half of
baseline (BL) BCR-ABL (halving time < or > 90 d). The BCR-ABL < 0.005% threshold was chosen because
it represented the lowest quartile BCR-ABL value at 3 mo in nilotinib-treated pts.

Results: Switching to nilotinib continued to result in higher rates of MR** (BCR-ABL'S < 0.0032%) vs
remaining on imatinib (cumulative incidence of MR*? by 3 y in pts without MR*? at BL, 47% v 33% in the
nilotinib and imatinib arms, respectively; 2= .045; intention-to-treat analysis). Median time to MR*> was 2
y in the nilotinib arm and was not reached in the imatinib arm by 3 y. 46 pts in the imatinib arm crossed over
to nilotinib. Including only responses up to crossover in patients without MR*> at BL, 47% of pts in the
nilotinib arm vs 24% in the imatinib arm achieved MR* by 3 y (2= .0003). At 2 y, 52 pts on nilotinib and
78 pts on imatinib had detectable disease; 4/52 who continued nilotinib, 0/35 who continued imatinib, and
11/43 who crossed over from imatinib to nilotinib achieved undetectable BCR-ABL by 3 y. The rate of MR*3
in pts without MR*3 at BL was higher in pts randomized to nilotinib (33% by 1 y) than in pts who crossed
over from imatinib to nilotinib with similar follow-up (21%). The safety profiles of nilotinib and imatinib
were comparable to the 1-y report. By 36 mo, selected cardiovascular events of interest were experienced by
12 pts in the nilotinib arm (ischemic heart disease [IHD], 7; cerebrovascular event [CVE], 3; peripheral
arterial disease [PAD], 7), 2 pts in the imatinib arm (IHD, 1; CVE, 1), and 2 pts who crossed over from
imatinib to nilotinib (IHD, 1; PAD, 1). Mean BCR-ABL level at mo 3 in the 91 nilotinib-treated pts with
detectable BCR-ABL at study start who remained on study and had evaluable samples was 0.08%. 19 of 91
(21%) achieved confirmed undetectable BCR-ABL by 2 y. Pts with BCR-ABL < 0.005% at 3 mo had
significantly higher rates of undetectable BCR-ABL by 2 y than those with BCR-ABL > 0.005% at 3 mo
(Figure A), as did pts with a BCR-ABL halving time of <90 d (vs > 90 d) (Figure B).

Summary/Conclusion: With 3 y of follow-up, switching to nilotinib in pts with minimal residual disease

on long-term imatinib therapy continued to result in deeper and faster MRs vs remaining on imatinib.
Achieving either a threshold of BCR-ABL < 0.005% at 3 mo or a rapid decrease in BCR-ABL from BL
(halving time < 90 d) was significantly associated with confirmed undetectable BCR-ABL by 2 y in nilotinib-
treated pts—an entry criteria for treatment-free remission trials.

Background: ENESTcmr demonstrated that switching to nilotinib resulted in deeper and faster molecular
responses (MRs) in CML-CP pts with detectable BCR-ABL on long-term imatinib therapy.

Aims: We present 3-y results, with a focus on predictors of response in nilotinib-treated pts.

Methods: Pts treated with imatinib for > 2 y with complete cytogenetic response but detectable BCR-ABL
were randomized to nilotinib 400 mg twice daily (n = 104) or to continue imatinib (400 or 600 mg once
daily; n = 103). Crossover from imatinib to nilotinib was allowed for detectable BCR-ABL at2 y or
treatment failure/confirmed loss of response at any time. The association between early MR and achievement
of confirmed (in 2 consecutive samples) undetectable (by RQ-PCR with sensitivity of > 4.5 logs) BCR-ABL
by 2y was analyzed in the 91 nilotinib-treated pts with detectable BCR-ABL at study start who remained on







