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research highlights

the cytotoxic effects of lenalidomide could 
be used as a surrogate marker of achieving 
a transfusion independent response in 
patients with myelodysplastic syndromes 
(mDs), according to a recent study. “this 
is the first study to analyze the relationship 
between treatment-related cytopenias and 
response in patients with mDs,” comments 
the corresponding author of the study.

mDs comprise a spectrum of bone 
marrow disorders that are associated 
with cytopenias and thereby promote an 
increased risk of bleeding and infection. in 
the us, more than 10,000 people per year 
are affected by mDs, and cure can only be 
achieved by bone-marrow transplan tation. 
However, as the median age of diag nosis is 
over 70 years, most patients receive suppor-
tive care with blood transfusions, growth 
factor and non-growth-factor thera pies. 
lenalidomide is an immuno modulatory 
agent that has proved particularly effective 
for treating patients with deletion 5q abnor-
malities, with 67% of such patients achieving 
transfusion independence. Half of patients 
with mDs treated with lena lidomide, 
however, experience grade 3 or 4 neutro-
penia or thrombocytopenia and require 
dose reduction for myelosuppresion.

mikkael sekeres et al. investigated 
whether lenalidomide-induced cyto penias 
could serve as a surrogate marker for 
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transfusion independent response to the 
drug. they assessed 362 patients who were 
enrolled into two phase ii studies (mDs-
002 and mDs-003) and who had low-risk 
mDs and were transfusion dependent with 
or without the deletion 5q cytogenetic 
abnormality. 

Patients harboring the deletion 5q abnor-
mality developed more treatment-related 
thrombocytopenia than those without the 
abnormality. achieving transfusion indepen-
dent response was correlated with develop-
ment of thrombocytopenia for patients 
with the 5q deletion regardless of the base-
line platelet count. among patients with 
the 5q deletion, 70% whose platelet count 
decreased by ≥50% achieved transfusion 
independence. this was significantly higher 
than the transfusion independent response 
seen in those whose platelet count remained 
stable—only 42% of these patients achieved 
a response. treatment-related thrombo-
cytopenia and trans fusion independence 
did not correlate with patients who lacked 
the 5q deletion. For patients without neutro-
penia at baseline, 82% who had an absolute 

neutrophil count that decreased by ≥75% 
showed a transfusion independent response, 
compared with 51% of those whose abso-
lute neutrophil count remained the same or 
decreased by less than 75%.

“this research advises treating physicians 
that therapy-related cytopenias may be a 
marker of subsequent response, and not 
necessarily a reason to discontinue therapy 
prematurely,” says Dr sekeres. “this study 
shows that those with low-risk mDs with 
a 5q deletion and a 75% reduced absolute 
neutrophil count or platelet count decrease 
of 50% or more in response to lenalidomide 
achieved transfusion independence.” thus, 
lenalidomide-induced cytopenias early in 
the course of treatment could be used as a 
surrogate marker for response to therapy 
and predictive of a transfusion response.  
Dr sekeres commented that “the impli-
cations for this research are that the dose of 
lenalidomide, or other mDs drugs, could 
be titrated to a degree that correlates with 
suppression of the malignant clone.”
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‘‘...therapy-related cytopenias 
may be a marker of subsequent 
response...’’
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