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INTRODUCTION

Given that leukemia is a clonal disease, it may result
from a dissociation / uncoupling of the regulators of
replication from those of maturation (Sach’s seminal
observation, 1990) leading to accumulation of incompetent
long 1lived cells that are insensitive to feedback
regulators, and replace and repress normal cells. Eventually
the over production of immature cells causes them to pour
into the blood stream and occupy lymph nodes, spleen & most
of vital organs.

The malignant phenotype and the multiplicity of leukemic
syndrome reflect the cytokinetic level at which maturation
stops,a block affecting pluripotential stem cell replication
leads to aplastic anaemia, a block affecting one of the
committed stem cell lines e.g. CFU.G can lead to fatal
congenital agranulocytosis, classic AML results from a
maturation differentiation block only a single cytokinetic
stipe later, here the mutant stem cell line has been
programﬁed to differentiate and proliferate to the myelo-
blast stage, but genetic instructions for further maturation
are lacking. On the other hand, if the genetic program codes
for one further step, the progeny will be of promyelocytic
stage, these will accumulate (acute promyelocytic leukemia).
In CML the block is incomplete enabling maturation division
to go further,'although cells produced are functionally

imperfect and cytckinetically sluggish.



