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DESCRIPTION

Acute Lymphoblastic Leukemia (ALL) is a malignant disorder of
the hematopoietic system characterized by the uncontrolled
proliferation of lymphoid progenitor cells in the bone marrow,
peripheral blood, and occasionally extramedullary sites. It is a
biologically heterogeneous disease, manifesting in both children
and adults, with notable differences in clinical presentation,
genetic drivers, and treatment responsiveness between age
groups. Over the past several decades, the evolution of
chemotherapy protocols has transformed ALL from a largely
fatal disease to one in which longterm remission and even
potential cure are achievable in a significant proportion of
patients.

The cornerstone of ALL therapy is multi-agent chemotherapy
designed to induce complete remission by eradicating leukemic
blasts from the bone marrow and extramedullary reservoirs.
Current protocols are divided into sequential phases induction,
consolidation or intensification, and maintenance each with a
defined purpose and rationale. Induction therapy aims to
rapidly reduce the leukemic burden and restore normal
hematopoiesis, generally over a period of four to six weeks.

Consolidation therapy, often referred to as intensification, is
administered after induction to eradicate residual leukemic cells
that may have survived the initial phase. This phase typically
repeated cycles of chemotherapy,
sometimes employing high-dose methotrexate or cytarabine,
tailored according to the patient’s risk profile. Evidence from
clinical trials has demonstrated that intensification significantly
relapse and improves survival,
highlighting its critical role in contemporary ALL management.
Moreover, risk-adapted protocols allow for the intensification of
therapy in high-risk patients, such as those with adverse
cytogenetics, high leukocyte counts at diagnosis, or slow early
response to induction therapy, while sparing lower-risk patients
from unnecessary toxicity.
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Maintenance therapy represents the final and longest phase of

chemotherapy, often extending over two to three years,

particularly in pediatric protocols. It typically involves lower-
intensity oral agents such as 6-mercaptopurine and methotrexate,
supplemented by periodic pulses of and
corticosteroids. The purpose of maintenance therapy is to
suppress residual leukemic cells and prevent regrowth, thereby
consolidating long-term remission. The success of maintenance
therapy is well documented in pediatric ALL, where it has been
associated with durable remission and markedly improved
survival rates. Compliance and careful monitoring are essential
during this phase, as missed doses or prolonged interruptions
can compromise treatment efficacy.
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A critical aspect of contemporary chemotherapy protocols is the
stratification of patients into risk categories based on age, white
blood cell count, cytogenetics, molecular markers, and early
treatment This stratification the
customization of therapy intensity, aiming to maximize efficacy
while minimizing toxicity. For instance, patients with the
favorable TEL-AMLI fusion or hyperdiploidy often receive less
intensive regimens with excellent outcomes, whereas those with
the Philadelphia chromosome or hypodiploid karyotype require
more aggressive therapy, often in combination with tyrosine
kinase inhibitors or consideration of hematopoietic stem cell
transplantation. The integration of MRD monitoring into risk
assessment further refines therapy, enabling dynamic adjustment
of chemotherapy intensity based on early treatment response.
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Despite the remarkable successes of modern chemotherapy
protocols, significant challenges remain. Adults with ALL
generally fare worse than children, in part due to the increased
prevalence of high-risk genetic features, reduced tolerance to
intensive therapy and higher incidence of comorbidities.
Treatmentrelated toxicity remains a major concern, with
infections, mucositis, myelosuppression, hepatotoxicity, and
cardiotoxicity contributing to morbidity and, in some cases,
mortality. Strategies to mitigate these toxicities, including
antimicrobial growth factor
support, and dose adjustments, are integral components of
chemotherapy protocols.
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