VERY EARLY MOLECULAR RESPONSES IN THE FIRST TWO MONTHS
OF THERAPY ARE HIGHLY PREDICTIVE OF DEEP MOLECULAR
RESPONSES AT 18 MONTHS, IN CHRONIC MYELOID LEUKEMIA
PATIENTS TREATED UPFRONT WITH NILOTINIB.
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Abstract:

ABSSUB-5442: VERY EARLY MOLECULAR RESPONSES DURING THE FIRST

TWO MONTHS OF THERAPY ARE HIGHLY PREDICTIVE OF DEEP MOLECULAR
RESPONSES ( MR4 , MR4.5) AT 18 MONTHS, IN NEWLY-DIAGNOSED CHRONIC
MYELOID LEUKEMIA IN CH
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Abstract topic: 8. Chronic myeloid leukemia - Clinical

Background: BCR-ABL ratios during the first trimester of nilotinib treatment, and the kinetic of their
descent, could be predictive of deep molecular response thereafter.

Aims: To analyze the molecular response during the first trimester of nilotinib therapy in newly diagnosed
CML-CP patients.

Methods: ENEST1st (NCT01061177) is an open-label study of nilotinib 300 mg BID in adults with newly
diagnosed BCR-ABL+ CML-CP. In this substudy, imatinib pretreatment was not allowed. BCR-ABLS ratios
were measured prior to nilotinib, and subsequently every 2 weeksuntil the 3rd month (m), and at 6, 12 and
18 m. Sokal, Euro and Eutos scores were calculated with data compiled at diagnosis. Baseline leukocytes
were counted locally. Differential countwas centrally evaluated. BCR-ABL values were centrally measured
in an ELN-EUTOS certified laboratory. Molecular response was classified according to ELN2013
recommendations. As the linearity of values of BCR-ABL using ABL as control is questionable, when ratios
are higher than 10%, baseline ratios were not included for this analysis . Kinetics of changes were calculated
using the ratio of that at a given timepoint compared to that of an earlier timepoint. Logistic regressions and
ROC analysis have been used, and positive and negative predictive values (PPV and NPV, respectively)
were calculated.

Results: 61 patients were included. Median Age: 51,8 y ( 19-81), M/F: 67%/33%. Risk distribution: Sokal (
L,LLH):60%, 28.3%, 11.7%. Euro (L, I, H) : 52.5%, 42,4%, 5,1%. Eutos ( L,H): 96,7%, 3,3% . 1 patient was




excluded because of lack of molecular data (baseline). Out of 60 patients, 10 abandoned during the first 18 m
because of AE’s. They have been classified as non-responders after the time they went off-study. Outcomes
and Molecular response: No patient died or had transformation.Optimal responses at 3,6,12 m and 18m
were obtained in 97%, 87%, 67%, and 70%, respectively. MR*? at 18 M has been achieved in 30% of the
patients. ( Tablel). Predictive variables of molecular response: MMR at 12m:In univariant analysis,
ratios at 3 m and the ratios 3m/d15 and 3m/d45 were associated with MMR at 12m. Only the ratio
3m/d45was independently associated. (p=0.015); MMR at 18m: In univariant analysis, sokal risk , ratios at
2m, 3m and the ratios 3m/d15 and 3m/d45 were associated with MMR at 18m. Only sokal, and ratio at 2m
were independently associated. (p=0.024 and p=0.013, respectively] . The ROC analysis of the ratio 2m
disclosed a cut-point of 2.47 , with a PPV:40.7% NPV: 88.9%; MR*at 18 m. In univariant analysis, spleen
size at diagnosis , ratio at 2m, and ratios 3m/d15 and 3m/d45 were associated with MR4 at 18 m, but only
spleen size was significant in the multivariant analysis. ROC analysis of the ratio 2m disclosed a cut-point of
1.52 , with a PPV:72% NPV: 64%; MR* at 18 m.In univariant analysis, spleen size, andratios at Im, 1,5m
and 2 m, and the ratios 3m/d15 and 3m/d45 were significantly associated with MR4.5 at 18 m. In the
multivariant analysis the only independent variable associated with this response was the BCR-ABL ratio at
2m. The ROC curve disclosed a cut-off of 1.52 (PPV: 90.6% NPV: 59.1%). When including this variable as
dichotomic, in a multivariant analysis, it was the only significant one [OR: 13.96(3.23-60.2) P=0.0004)].
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Summary/Conclusion: Our results show that, in newly diagnosed patients, nilotinib resulted in rapid
responses, and the proportions of optimal ELN2013 response at 3m (BCR-ABL'S< 10%), andat 6m (BCR-
ABL B < 1%)were 97% and 87%, respectively. Nilotinib treatment resulted in MR4 and MR4.5at 18M in
42% and 30% of patients, respectively.The only diagnostic variable associated with MR* and MR*> at 18
months has been the spleen size . Besides, our study shows the significant association of the molecular
response during the first 2 months of therapy andMR* and MR*3 at 18 months, as demonstrated by

theirsignificant association with ratios at Im, 1.5 m, and 2 m.The only independent variable associated with

MMR , MR*, and MR 43 at 18m was the BCR-ABL ratio at 2m.These results support a prospective analysis
of the prognostic value of the very early molecular response ( i.e. before the 3™ month of therapy) in patients
treated with Nilotinib.
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Background: In newly diagnosed CML-CP patients , BCR-ABL ratios during the first trimester of nilotinib
treatment, and the kinetic of their descent, could be predictive of deep molecular response thereafter.










