THE DECLINE OF BCR-ABL/GUS RATIO IN CML PATIENTS TREATED

UPFRONT WITH NILOTINIB SHOWS A RAPID DESCENT DURING THE
FIRST TRIMESTER, AND THE RESPONSES ARE SIMILAR TO THOSE

ACHIEVED WITH ABL AS CONTROL
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Background: The exact decline of BCR-ABL ratios during the first trimester of therapy has not been
previously reported in CML patients treated upfront with Nilotinib

Aims: To analyze the kinetic of the descent, and the molecular response , using BCR-ABL/GUS ratios
during the during the first trimester of therapy, and at 6, 12 and 18 months (m).

Methods: BCR-ABL/GUS ratios were measured prior to nilotinib, and subsequently every 2 weeks until the
3rd month (m), and at 6, 12 and 18 m. Sokal scores were calculated with data at diagnosis. Kinetics of
changes were calculated using the slopes of the curves of interest. Molecular response was classified
according to ELN2013 recommendations.

Results: 61 patients. Age : 51,8 y ( 19-81), M/F: 67%/33%. Risk: Sokal (L,I,H):60%, 28.3%, 11.7%. Ten
patients 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: No patient died or had transformation. The kinetic of the descent
showed a fast decline of BCR-ABL/GUS ratios during the first trimester. We compared the slopes of the
BCR-ABL/GUS ratio in the intervals Baseline-D90 and D90 (3m)-18m. The slopes of the values of
Log(BCR-ABL/GUS) before and after the 3" m were ignificantly different (-0,78+0,34 vs -0,1 +£0,11)
(p<0,001). (Figure 1). The responses were fast. Of note, the proportion of patients having a ratio of 10% or
less at 1 month was 70%. The frequencies of optimal responses ( ITT method) at 3, 6 and 12 m were 90%,
80% and 70% respectively. The frequencies of MR* and MR 43 at 18 m were 48% and 18%, respectively.
Discussion. Using frequent measures during the first trimester of Nilotinib therapy, our results show that the
curve of descent of BCR-ABL /GUS ratios has a biphasic shape, with a steeper descent during the first 3
months of therapy, and a significant slower decrease thereafter. The frequencies of MMR at 12m, and MR*
and MR 43 at 18 m ( 70%, 40%, and 18%, respectively) are equivalent to those reported in the ENEST1st
core study, in which ABL was used as control ( 68%, 36.3% and 19.8%, respectively) ( Giles, F. et al Blood
2013 122:4030). In summary, in CML-CP patients treated upfront with Nllotinib, the molecular response
using BCR-ABL/GUS shows a rapid decline during the first trimester of therapy, and the frequency of
responses are similar to those reported using ABL as gene control.
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