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This manuscript is well conducted and it helps to understand the mechanisms of steroid-resistance in

acute lymphoblastic leukemia patients. The quality of the work described is adequate to accept in the

current format.
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This is an interesting manuscript. However, because glucocorticoids are mainly effective on

lymphocytic lineage and because chronic lymphocytic leukemia is not a very progressive disease but

appears closer to low grade non Hodgkin lymphomas, it seems that the review should only focussed

on acute lymphophoblastic leukemia. The initial part describing AML and CML does not seem useful.

The authors can also discuss the prognostic impact on prognosis of initial response to steroid

treatment.
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The review dals with the action of steroids on leukemic cells and the biology of the resistance of these
cells to steroids. It is a well written and updated paper on an old-known topic. It mainly refers to data
published after 2000, although the beneficial effects of steroids in leukemia are rather known for a
long time.  The paper discusses the potential action of steroids in several main types of leukemia,
namely chronic lymphocytic, chronic myeloid, acute lymphoblastic and acute myeloid. It should be
mentioned that this classification is a rather empirical one and suitable for the non-specialist rather,
as opposed to the modern WHO classification of leukemias or even to the older classic FAB system.
Nevertheless, it covers every category of leukemia quiet enough, from the clinical, pharmacological,
cellular and molecular point of view. The crucial role of glucorticoid receptor (GR) in its two isoforms
-a and -b, acting antagonistically, is completely undersoood. It covers the topic of steroid resistance,
and the two alternative options of resistance, i.e. primary and secondary. It also covers the divergent
mechanisms of resistance to T and B-blast cells. It also touches the heritability of resistance,
characterized by generalized end-organ unresponsiveness to sreroids, a major problem faced by the
clinicians. It would be of interest if the concept of inherited steroid resistance was also applicable in
other cases necessitating steroids in large doses like thrombocytopenic purpura or autoimmune
hemolytic anemias. Resistance may be an important reason for avoiding administration of steroids in
analogous cases. The important role of steroids in many forms of acute leukemia treatment,
deserves a better understanding by the clinician. Thus, this part of the manuscript should be
re-written more explicitly. This may target to designing more specific therapies in leukemias.
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