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Introduction &, aim of work 1

Introduction and aim of the work

Acute lymphoblastic leukemias (ALL) are characterized by clonal
proliferation, accumulation and tissue infiltration of neoplastic cells, They
are imainly regarded as childhood discase, where they represent about 75%
of childhood leukemias [Young et al, 1956].

The majoﬁty of cases of ALL demonstrate an abnormal karyotype,
either in c¢hromosome number or as structural changes such as
translocations, inversions or deletions fFader! et al., 1598].

The chromosomal translocation, 1(1;19)(q23;p13) was confirmed as
one of the most common recufring translocations in childhoed ALL, with
a frequency of 5-6% fPui & Crist, 1992]. A strong association exists
between t(1;19) and pre-B ALL, especially in children, where this
wranslocation is present in 25-30% of cases fCarrol et al., 1984].

-Abnnrmalities of 11q23 are among the most frequent cytogenetic
abnormatities found in 60-70% of ALL in infants fChen et al, 1993].
Their frequency in older children with ALL is lower “up to 10%” [Super
et al., 1993]. The common molecular denominator is the disruption of
a gene located at band q23 of chromosome 11 which was identificd as
“mixed lineage leukemia” or “myeloid-lymphoid leu]-(emia gene” {MLL

gene} [Ziemin-Van der Poel et al., 1991} |



Tntroduction &7 aim of work 2

The p53 gene is located on the short arm of chromosome 17, band
pi3.1, and it codes for a nuclear DNA-binding phosphoprotein fLevine er
al., 1991]. Tt is one of the tumor suppressor genes whose expression can
block the development of the twmorigenic phenotype [Hollstein et al.,
1993].

Alterations of p53 have been reported in several types of
hematologic malignancies [Felix et al., 1992]. There is a correlation
between p53 alteration and progressive or relapsing disease especially in
T-cell ALL fHsioo ei al., 1994].

Improvement in cytogenetic iechniques have yielded significant
insight as to the importance of cytogenetic abnormalities in the
pathophysiology, choice of treatment and prognosis of hematologic

malignancies [Fader! et al.. 1998].

The aims of this study are: Detection of incidence of
chromosomal abnormalities; 1(1;19), MLL gene rearrangement and P53
alterations in de novo, remitted and relapsed ALL patients, investigating
their relations with the clinical and laberatory findings in these patients

and evaluating their prognostie value.



