
Aims. To examine survival on a population level of patients diagnosed
with CML after a prior malignancy. Methods. We estimated trends in age
specific 5- and 10-year relative survival of patients with secondary CML
in the United States from 1990-1994 to 2000-2004 using the Surveillance,
Epidemiology, and End Results Program database. Period analysis was
employed to disclose recent developments with minimum delay. Results.
Eight hundred eighty-three patients diagnosed with CML after a previ-
ous malignancy during the period of interest were identified. The most
common preceding cancers were prostate (22.3% of preceding malig-
nancies overall), breast (17%), and colon/rectum (15.1%). Cervical can-
cer was also relatively common among younger patients (9.9% among
patients aged 15-64). Overall, 5-year relative survival increased from
17.6% to 37.7% (p<0.0001), and 10-year relative survival increased from
7.6% to 23.8% (p<0.0001) between 1990-94 and 2000-04. Patients expe-
rienced particularly strong improvements in 10-year relative survival
(from 19.8 to 48.0%) in age group <65 and in 5-year survival (from 10.2
to 37.5%) in age group 65-74. Even in age group 75+, 5-year relative sur-
vival increased from 11.0 to 30.2%. In 1990-94, patients aged 65-74 and
75+ who were diagnosed with CML after a prior malignancy had a dis-
tinct survival disadvantage compared with patients diagnosed with CML
without a prior malignancy. By 2000-04, this survival disadvantage was
overcome and tentatively reversed (Figure 1). Conclusions. Survival for
patients with CML diagnosed after a prior malignancy improved great-
ly in all age groups between 1990-94 and 2000-04. The survival disadvan-
tage for patients aged 65+ with prior malignancy observed in 1990-94was
absent and possibly reversed in 2000-04. This change in survival may be
due to the availability of less toxic treatments such as TKI, which, unlike
SCT, can be used even in patients with relatively poor health, as may be
more common in older patients who have survived a prior malignancy. 
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Background and Purpose. To determine the value of regular sequential
determinations of bcr-abl transcripts by RT Q-PCR in identifying the pat-
tern of long term response to IM in Egyptian patients with chronic phase
CML, correlation with hematologic and cytogenetic response. Patients and
Methods. Seventy five Egyptian patients with CP CML , treated with a dai-
ly oral dose of IM 400 or 600mg were followed for a median follow up
(FU) period of 20.6 months ( range 6-43 months) . RT Q-PCR was per-
formed at regular intervals every 3 months during the whole FU period
,cytogenetic analysis by conventional karyotyping or FISH was performed
every 3 or 6 months. Results. The median Bcr-Abl/Abl ratio before the
start of therapy was 12.3 (range: 0.23-20). Analyses of the results showed
that 70 patients (93%) had hematologic response, 53 patients ( 70%)
achieved partial and complete cytogenetic response (PCR &CCR) by 12
months. Among these 53 patients only 36 patients (48%) who achieved
major molecular response (3 log reduction from initial Bcr-Abl/Abl ratio),
and Bcr-Abl transcripts became undetectable in 19 (25%) of them through
24 months follow up period with more than 4.5 log reduction from ini-
tial Bcr-Abl/Abl ratio upon consequetive measurements. Four patients
(5%) attained major molecular response (3 log reduction ) after 18 months
and were considered late responders. A suboptimal response was
observed in 13 patients (17%) who maintained 2 log reduction with par-
tial cytogenetic response along 18-43 months follow up, and five of them
demonstrated a reincrease of Bcr-Abl transcripts as detected by Q-RT PCR
.Only one of the 5 patient could gain major molecular response upon
increasing the dose of IM to 600 mg. Primary resistance was observed in
18 (24%) of the 75 patients who have not demonstrated any molecular
or cytogenetic response since the start of treatment. Study of the abl kinase
mutations. T 315 I, P 311 L , E 255 K and the M 351 T was performed by
AS PCR in 12 patients. The M 351 T mutation was found in 3 cases out
of 7 with primary resistance, the same mutation was also found in one out
of 3 patients with suboptimal response. One patient relapsed during treat-
ment did not have any of the studied mutations but had clonal evolution
with acquisition of a new chromosomal abnormality. Conclusions. Mole-
cular monitoring of bcr-abl transcripts during IM treatment of patients
with CP CML is a reliable predictive method of the course of the disease.
The inferior response to IM in this sample of Egyptian population may be
either attributed to the limited sample size or more likely, to differences
in biology from the western population. 
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Background. Imatinib mesylate (IM) is a powerful and selective p210
Bcr-Abl tyrosine kinase inhibitor that has been demonstrated to be effec-
tive for the treatment of CML. Aims. An Italian multicenter study was
performed to investigate the safety, efficacy, tolerance and compliance
of IM in newly diagnosed CML patients. Methods. From February 2000
through February 2007, we collected 339 CML patients in different phas-
es of disease and previously treated with Interferon-alpha and/or other
therapies. Two hundred and two untreated Ph+ CML patients received
Imatinib at diagnosis at a dose of 400 mg orally per day; 119 were male
and 83 female with a median age of 50 (range, 17-84) years. Sokal risk:
low 39,6%, intermediate 44,6% and high 15,8%. Results. Complete
hematological remission was achieved in 94% of patients. The estimat-
ed rate of complete cytogenetic remission (CCR) was 78,7% after 12
months; with a median follow up of 38 months the rate of CCR raised
to 86,8%. Levels of Bcr-Abl transcripts had fallen by at least 3 log in
52% of cytogenetic remitters patients at 12 months; after a median fol-
low up of 38 months, 26% of these patients achieved complete molec-
ular remission (CMR). The most commonly reported adverse events
after IM were edema (including peripheral and periorbital edema) (50%),
muscle cramps (37,7%), diarrhea (40,7%), fatigue (38,8%); moreover in
8 (5,2%) patients grade 3-4 events were observed consisting of panci-
topenia and/or elevated liver enzymes. Eight (5,2%) patients died: 2
patients for progressive disease after allografting, 2 patients of cardiac
infarction, 1 patient of severe necrotic fascitis, 1 patient of metastatic
colon cancer and 2 patients of blastic crisis. In summary, at 84 months
194/202 (96%) patients are alive and 175 (87%) of them are still receiv-
ing IM. Nineteen (13%) patients discontinued Imatinib: 7 patients for
adverse events grade 3-4 and 12 patients for progressive disease. Con-
clusions. These data are comparable to those of IRIS study and confirm
the safety and efficacy of IM in newly diagnosed patients.
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Background. Nilotinib is active in imatinib resistant pts and in those
with imatinib intolerance. Here, we report the results of 63 CML pts
treated with niltoinib within 2 phase 2 trials (CAMN107AIL01, Israel
and ENACT, Germany). Pts and Methods. Mean age of the pts was 56
years (range 25-77), the mean disease duration was 64 months (range 2-
55) and the mean number of prior therapies was 2.18 including imatinib.
Forty pts had chronic phase (CP), 12 had blast crisis (BC) and 11 accel-
erated phase (AP) CML. Forty-three pts were imatinib resistant and 20
intolerant to imatinib. Thirteen pts were treated with a second genera-
tion TKI prior to nilotinib (dasatinib [11] INNO406 [1] SKI606 [1]). Fif-
teen pts (28% with available data) had 16 ABL KD mutations at trial
entry including F359V (2), M244V (2), Y253H, L387M, E355K, T277A,
T315I, G250E (2), F317L, L248V, T315I, Q252H, E279K. Results. After a
median follow up of 12 months (range 2.5-28) CHR was achieved in 24
pts without a CHR at baseline (57%), 56% in CP, 67% in AP and 42%
in BC (1 additional BC pt has returned to CP). CCyR was newly
achieved in 40% of pts, 40% in CP, 20% in AP and 42% in BC and
MMolR was achieved in 27% pts without a MMolR at baseline, 28%
in CP, 11% in AP and 25% in BC. Best response according to baseline
features is presented in Table 1. Nilotinib therapy was discontinued in
26 pts (50% of pts with available data) due to disease progression
(N=11), side effects (N=9), referral for Allo SCT (N=3) and other reasons
(N=3). The mean duration of treatment was 7.5 months (range 0.4- 24).
Grade 3-4 hematological toxicity was seen in 32% of pts, 39% in
advanced phase disease and 27% in CP (p=0.3). The most common non-
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