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• Hematopoietic cell transplantation (HCT) is a potentially curative 
therapeutic approach for a variety of malignant and nonmalignant 
hematopoietic diseases.



• When HCT is performed in patients with malignant disorders, 
preparative or conditioning regimens are administered as part of the 
procedure to achieve 2 goals

1-provide sufficient immune ablation to prevent graft rejection 

2-reduce the tumor burden.











The known complications of Allo-HSCT such as 
pancytopenia, mucositis and organ damage occur less 
frequently with RIC regimens.



Factors which may be helpful in the decision

process: balance between the risk of relapse

and non-relapse mortality



Toxicity-reduced myeloablative conditioning versus
myeloablative conditioning

• Another attempt to reduce intensity and toxicity without losing 
myeloablative intensity of the conditioning regimen was made by replacing 
cyclophosphamide with FLUDARABINE

• Another option to maintain myeloablation, according to the given 
definition, and immunosuppression but also to reduce non-hematologic 
toxicity was investigated by replacing busulfan by the alkylator 
treosulfan



Treosulfan is a prodrug of a bifunctional alkylating agent

produced in vivo in a nonenzymatic reaction

It does not require enzymatic activation or hepatic metabolism

In the SCT setting treatment with treosulfan
results in rapid, profound, and stable myelosuppression
because of its dual effect on committed and noncommitted stem cells

Treosulfan exhibits strong immunosuppressive
characteristics with low proinflammatory cytokine release
. This facilitates stem cell engraftment and associates with
a lower risk of graft-versus-host disease (GVHD)

.
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• Novel drugs (e.g., thiotepa and optimized forms of drugs e.g.,
treosulfan) with reduced nonhematological toxicity are
frequently used now a days and their different toxicity pro-
files are not considered in the current RIC/MAC classifi-
cation scheme.

•
RIC/MAC operational rules ignore
the additional intensity of purine analogs used for immu-
noablation (e.g., fludarabine, clofarabine) or of disease-
specific drugs used to achieve reduction in relapse risk (e.g.,
cytarabine, etoposide), and thus important prognostic
information is lost



The TCI score ranged from 1 to 6 (median 2.5) with a
median of 2 (range, 1–5.5) in the RIC group and 4 (range,
2.5–6) in the MAC group (p < 0.001)

01)















Dose of ATG





A myeloablative conditioning regimen consisting of 20 mg/m2 Dec (on

days -9 to -5), 30 mg/ideal m2Flu (days -6 to -4), 3.2 mg/ideal kg Bu (days -9 to

-7), 40 mg/ideal kg Cy (days -3 to -2), and 2 g/ideal m2Ara-c (days -9 to -7) was

used.

To monitor the effects of the Dec treatment on T cell (CD3+) and NK cell
(CD3CD16+56+) responses after allografting, peripheral blood mononuclear
cells (PBMCs) were analyzed by flow cytometry at days +14, +28, +42, +60,
+90, +180, +280, and +360

Overall, this new regimen was associated with a low relapse rate, low incidence and severity 
of GVHD, and satisfactory survival in allo-HSCT recipients with MDS and  MDS/MPN

.









• The answer to “when and for whom” with respect to HSCT 
conditioning intensity is complex, individualized, and constantly 
evolving.

• critical individual balance between the risk of NRM and the risk of 
relapse must be inclluded in a personalized medicine approach.

• Toxicity-reduced myeloablative conditioning

• CONSIDER APPROPRIATE DOSE OF ATG IN MATCHED SIBILING MAC




