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Thalidomide therapy in compensated and )
decompensated myeél ofibrosis with myeloid metaplasia

Sx patients af fed ed by myel dfibrod s were treated with
increadngd oses of thalidomide. Three of them showed agood
response, while the patients with advanced disease did not
respond. A deaease of bonemarrow angiogenes swasnoted
in the regponders. This study confirms some preliminary
reports showing that thalidomide could play a role in the
treatment of theearly phases of myel ofibrogs

Myelofibrosiswith myeloid metaplasiais araré myeloprolif-
erative disorder characterized by bone marrow fibrosis and
extramedullary hematopaiess. Increased | evels of extracell ular
matrix and angiogenesis have recentlybeenregportedinthisdis-
ease.2 These changes seem to be secondary to excessve pro-
duction of several cytoki nessuch esvascular endothelial growth
fador, trandorming growth factor B, and basc fibroblagic
growth fador:34

The convertiond thergpyfor myeldfibrogsi slargely pal liative,
and no conventional drug has been shown to improve the
patients’ survival. Recently, new drugstargeti ng the megakary-
ocyte-cytokine-fi broblast axis, eg. anagreli de, suramin and pir-
fenidone, have been used 56 The inareased bone marrow angio-
geness has suggested that anti-angi ogenes's agents could be
useful in this disease. Thalidomide the most popular and cheap-
ed anti-angiogenessdrug; could be particularly ussful snceit
is also endowed with strong anti-cytokineproperties In addition,
one prelimi nary report indicated thet this drug hastherapeutic
adivity in myelofibrosis® Onthe basis of these fi ndi ngs, we have
started asudyto asess the efficacy and tolerability of thalido-
mide in nyeldfibrosisin patents with any sage of the disease.

Between January and February 2000, we enrolled 6 patients
withmyel ofibrods. In all casesthe diagnosswas mede by san-
dard criteria; ber-abl rearrangement (determined by polymerase
chain readtion) was negétiwe in al patients. Three patientshad
stabl e disease, without requiring transfusions (compensated
myelofi brosis), whilethe othershad became transfuson-depen-
dent, requiring from 2 to 4 packed red blood cell units permonth
(decom penseted myeldfibrosis).

Before starting therapy eech patient underwent bonemarrow
biopsy and spleen measurement by ultrasonography. Bone mar-
row biops wasrepeated eveay 9 x nonths and ultrasonography
every month. Thalidomide was administered orally (100 mg
tablet) starting with adose of 100 mg/dally which wasgradu-
ally increased to the maximum dose tolerated. All patientsgave
informed consent to the sudy and treatment.

The effects of the thergpy on hemoglobin level and soleen
size are shownin Figure 1. Asshown, no effectson hemoglobin
level, leukocyte court, or goleen size were observed in patients
with decompensated myeldfibros s In contragt, in compensated
patients the mean hemoglobin level increased, the spleen sze
deaeased, and leukocyte count returned to anormal level. The
main dde effects of the therapy were aghenia (100%), fluid
retention (75%), and constipation (50%).

Thetreatment did not change the bone marrow morphology
innon-responders, while areduction of bone manmow cellulani-
ty was shown in the responders In these cases the marrow
angiogenesis, evaluated as mi aovasaular densty, was reduced,
but not gatigicaly dgnificant so (from 6.0 to 45).To explan
this partial result, the short observation period thelong life of
endothelial odll's andthelow nunmber of cages shoul d be taken
inaccount.

On the basis of these preliminary results thalidomide seems
to havesome therapeuticactivityin myeldfi bross. The drug does
not seam to be useful in the advanced stages of the disease,
when extreme fibross or osteosderasishavedevel oped, where-
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Figure 1. K Compensated myelofibrosis. G Decompensated
myelofibrosis.
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asit doesseem to have agood efficacyin compensated myelofi-
brod's improving hemoglobin | evels and reducing the Sze of the
spleen. Despite some discouraging results®the drug merits fur-
ther clinical trials
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