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ian Centers from 6/2012 to 10/2016. Main clinical features at diagnosis
are reported in the Table 1. According to Sokal they were stratified as
follows: 4 patients (5.5 %) were low risk, 43 (59.7 %) intermediate risk,
22 (30.6%) high risk, while 3 (4.2%) were not classifiable. 41/72 pts
(56.9%) had = 2 comorbidities requiring concomitant therapies and per-
formance status at baseline was 0-1 in 61 pts (84.7%) and 2 in 11 pts
(15.3%) as to ECOG scale. Median interval from diagnosis to DAS ther-
apy was 23 days (IQR 14-32). Dasatinib starting dose was 100 mg/day
in 61 pts (84.7%) and <100mg/day in 11 pts (15.3%), respectively. All
pts were evaluable for toxicity; on the whole, grade 3/4 hematological
and extra-hematological toxicities were detected in 8 (11.1%) and 12
(16.7%) pts, respectively. DAS therapy was permanently discontinued
in 12 pts (16.6%) due to toxicity (6 pts in the first 12-month period of
treatment and 6 beyond). Pleural effusions of all WHO grades occurred
in 14 pts (19.4%) after a median period of DAS treatment of 3.6 months
(IQR 1.4-18.1): in 5 of them pleural effusion occurred during the first
3-month. Overall, 66/72 patients (91.6%) achieved complete cytoge-
netic response (CCyR), 55/72 (76.4%) a major molecular response (MR
3) and 29/72 (40.3%) a deep molecular response (MR 4.0/4.5). After a
median period of 27,8 months (IQR 19.1-37.5), 7 patients died (1 from
blastic phase and 6 from unrelated causes): cumulative event-free sur-
vival and overall survival at 24 months were 73.7 % (95%CI 62.7-84.7)
and 90.4% (95%CI 82.9-97.9), respectively. In conclusion, these data
shows that DAS therapy might have a major role in the treatment of
unselected patients aged >65 years, being effective and having a
favourable safety profile, also in subjects with comorbidities.

Table 1. Patients features at diagnosis.
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Cell response to stress is a central component of genomic stability.
The integrity of signaling pathways involved in cell cycle arrest, chro-
matin remodeling and DNA repair, are critical for the maintenance of
replicated DNA fidelity. Gadd45 proteins function as stress sensors and
gene transcription regulators. Gadd45a intervenes in G2/M checkpoint
induction and DNA repair, and is required to prevent abnormal mitosis
and aneuploidy. Such evidences lets assume a role of Gadd45a in cancer
development and progression. Gadd45a interacts with Aurora Kinase
A (AKA), a member of a serine-threonine kinase family active during
mitosis and frequently overexpressed in human cancers where corre-

lates with a poor prognosis. Notably, AKA overexpression is always as-
sociated with defects in centrosome duplication and aneuploidy, sug-
gesting that it may enhance other oncogenic events by promoting
genomic instability, one major trait of chronic myeloid leukemia (CML).
Our results support the hypothesis that AKA cooperates with the con-
stitutive TK activity of Ber-Abl fusion protein by increasing DNA dam-
age, promoting the occurrence of additional genomic alterations and
driving TKIs resistance and disease progression to blast crisis. Here we
investigated AKA and Plk1 role in CML hematopoietic progenitor sur-
vival as potential targets to eradicate the transformed clone. Preliminary
experiments were aimed to determine whether IM resistance in a BCR-
ABL1 cell context is associated with the over-expression and hyper-ac-
tivation of AKA/PLK1 axis. In IM-resistant K562 cell line drug resistance
was associated with increased expression and activation of AKA and
Plk1. 24h exposure to IM significantly reduced expression and phos-
phorylation of both proteins in parental K562, but not in IM-resistant
K562, indicating that AKA and Plk1 activation is only partly dependent
on BCR-ABL1 TK activity. Subsequent experiments showed that the
inhibition of AKA and Plkl in response to specific inhibitors
(Danusertib and Volasertib respectively) was associated with: signifi-
cant increase of gadd45 a expression levels; reduction of cell survival;
G2/M checkpoint arrest. The findings support the role of AKA/PIk1 in-
hibition in restoration of signals involved cell growth control and apop-
tosis. The advantage of using AK and Plk1 inhibitors in CML therapy
mostly arises from effects independent from TK activity of Ber-Abl pro-
tein. We proved that the AK and Plk1 inhibitors induce growth arrest
and apoptosis in IM sensitive and resistant cell lines.
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Introduction: Monitoring of CML patients is based on bcr/abl evalua-
tion by RQ-PCR. ELN guidelines show that bcr/abl inferior to 10% after
3 months of therapy and inferior to 1% after 6 months is an optimal
response. Different clinical parameters are used to predict patients’
prognosis at onset in the 3 most commonly used score indexes. No
other useful tools have been identified. WT1 gene is over-expressed at
onset in several diseases including Acute Myeloid Leukaemia
(AML):gene’s levels decrease during remission and are low in healthy
people. WTT1 is over expressed in AML relapse. Few data are available
on WTT1 in CML patients. Methods: We evaluated 43 patients with CML
referred to our centres between 2009 and 2017. RQ-PCR was per-
formed to quantify ber/abl and WT1 in the peripheral blood of patients
at onset and after 3, 6, 9 and 12 months of therapy (median follow up
30 months, range: 9-96). Bcr/abl transcript was b2a2 in 10 pts, b3a2 in
27, both in 2, 4 were not analyzed. Sokal risk was low in 19 patients,
intermediate in 15, high in 9. 23 patients received Imatinib, 6 Dasatinib
and 14 Nilotinib as first line therapy. Results: 11/43 of patients (26%)
had high levels of WT1 (WT1-H) at onset.Sokal risk was low in 3, in-
termediate in 4, high in 4. 32/43 of patients had low levels of WT1
(WT1-L): Sokal risk was low in 16, intermediate in 11, high in 5. 9/11
WT1-H patients were evaluable for ber/abl at 3 months of therapy: 1
had ber/abl >10%, 6 between 1 and 10% and 2 <1%. 29/32 WT1-L pa-
tients were evaluable at 3 months: 4 had ber/abl >10%, 7 between 1
and 10%, 18<1%.At 6 months the differences between the 2 cohorts
seems clear: 55% of WT1-H and 10% of WT1-L patients had bcr/abl
levels >1%. The outcome of the groups seems different:during follow
up 7/11 WT1-H patients had a failure according to ELN criteria and
needed to change therapy.Only 2/32 WT1-L patients had a failure and
underwent a second line therapy. We observed differences in the qual-
ity of response between the two groups, too. 5/11 WT'1-H patients ac-
tually are in MR4, 2 patients in MR3, 2 are in failure and 1 patient died.
20/32 WT1-L patients are in MR4, 9 in MR3, 2 MR2, 1 in failure. Con-
clusions: In our cohort, WT1-H patients seem to have a worse outcome
than WT1-L, in terms of MR4 and shift to second line therapy due to
failure: 64% of WT1-H patients vs 6% of WT1-L patients needed to shift
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