
AH
Off
Inte
Chr
 

Drug

Off-
synd
 
Crit

Stre

Gra

Narr

HFS Final
f-label Us
ermediat
romosom

g/Drug Com

label Use: T
drome (MDS

teria Used in

 Periodi
current 
time of 
interme
not full

ngth of Evi

Strength

de of Recom

rative Summ

Use in M

L
intermed
del[5q])†
transfusio
study trea
chromoso
mg once 
the sched
lenalidom
permitted
improvem
patients a
of at leas
independ
transfusio
stringent 

l Determ
se of Len
te-1 Risk

mal Abno

mbination: L

Treatment of
S) without th

n Selection o

c review of p
Final Determ

f the original
ediate-1 risk 
y established

dence: Leve

h of Study E

mmendation

mary: 

Myelodysplas

Lenalidomide
diate-1-risk M
†.30,31  In a m
on-dependen
atment) seco
omal abnorm
daily contin

dule was ame
mide, with no
d to switch f
ment involvi
achieving tra
st 1 g/dL afte
dence was 41
ons.30 When
definition o

mination o
nalidomid
k Myelod
ormality 

Lenalidomid

f transfusion
he deletion 5q

of Off-label

prior Final D
mination sup
 review, the 
myelodyspl
d. 

el 2 (Modera

End Point(s)

n: Reasonabl

stic Syndrom

e has been st
MDS in patie
multicenter, p
nt anemia (i.
ondary to low
mality receiv
nuously.30  T
ended when 
o apparent in

from cyclic t
ing the eryth
ansfusion ind
er a median o
1 weeks.30 A
n the study da
of baseline tr

of Medic
de in Tra
ysplastic

de 

n-dependent l
q chromosom

l Use for Re

Determinatio
persedes the
use of lenal

lastic syndro

ate strength/q

):  Hematolo

le choice (A

me without th

tudied for th
ents without
phase 2, non
e., requiring
w-risk or int
ved lenalidom
Treatment wa

data from a
ncrease in to
to continuou
hroid cell lin
dependence 
of 4.8 weeks

An additional
ata were ana

ransfusion de

 

al Accep
ansfusion
c Syndrom

low-risk or i
mal abnorma

eview: 

on for the pu
 past review

lidomide in t
ome without 

quality) 

ogic improve

Accepted, wit

e Deletion 5

he manageme
the deletion
comparative

g at least 2 un
ermediate-1
mide 10 mg 
as administer
a prior study 
oxicity, with 
s treatment.3

e was report
accompanie

s of treatmen
l 17% of pati
alyzed to exc
ependence (t

ptance:  
n-depend
me witho

intermediate
ality 

urpose of upd
w originally p
transfusion-d
the deletion

ement-erythr

th possible c

5q Chromoso

ent of transfu
n 5q (del[5q]
e clinical tria
nits of red b
-risk MDS w
once daily o
red cyclicall
in MDS sug
 continuous 
30  Sustained
ted in 43% o
ed by an incr
nt; the media
ients had a 5
clude minor 
transfusion o

dent Low-
out the D

e-1 risk myel

dating medic
published in 
dependent lo

n 5q chromos

roid (HI-E) r

conditions) 

omal Abnorm

fusion-depen
) chromosom

al (MDS-002
lood cells w

without the d
on days 1–21
ly upon initi
ggested a fas
administrati

d (for at least
of patients in
rease in hem
an duration o
50% or great
responses an

of 4 or more

-risk or 
Deletion 5

lodysplastic 

cal acceptan
January 200

ow-risk or 
somal abnor

response 

mality: 

ndent low-ris
mal abnorma
2), 214 patie

within 8 week
deletion 5q 
1 of a 28-day
ation of the 

ster onset of 
ion; patients
t 8 weeks) h

n this study, w
moglobin con

of transfusio
ter reduction
nd to use a m

e units of red

5q 

 

ce.  The 
09.  At the 

rmality was 

sk or 
ality (non-
ents with 
ks prior to 

y cycle or 10
study, but 
response to 

s were 
hematologic 
with 26% of

ncentration 
on 
n in 
more 
d blood cells 

 

0 

f 



in response to a hemoglobin concentration of 9 g/dL or less within 8 weeks prior to study 
treatment),30,33,34 62% of patients had baseline transfusion dependence and 30% of those patients 
achieved a reduction in transfusion requirements equaling 4 or more units during any 8-week period 
during therapy.30  In the subset of patients without baseline transfusion dependence, 37% achieved a 
sustained (for at least 8 weeks) increase in hemoglobin concentration of at least 1.5 g/dL during 
therapy.30  Overall, 17 or 33% of patients achieved sustained (for at least 8 weeks) transfusion 
independence or hematologic improvement involving the erythroid cell line.30  Grade 3/4 neutropenia 
and thrombocytopenia occurred in 30 and 25% of patients, respectively.30,31  There were no apparent 
differences in response and few differences in adverse effects between those who initiated therapy with 
cyclic administration and those who received only continuous daily dosing.30  Efficacy of lenalidomide 
is being evaluated in a phase 3, placebo-controlled, clinical trial (MDS-005) in patients with low-risk or 
intermediate-1-risk MDS without the deletion 5q chromosomal abnormality who have transfusion-
dependent anemia and are unresponsive to therapy with erythropoiesis-stimulating agents or have 
endogenous erythropoietin concentrations exceeding 500 mU/mL.32 

A post-hoc analysis of the MDS-002 and MDS-003 clinical trials demonstrated a correlation 
between treatment-related cytopenias and likelihood of achieving transfusion independence in patients 
with the deletion 5q chromosomal abnormality; however, no relationship between the development of 
treatment-related cytopenias and response could be established for lower-risk MDS patients without the 
deletion 5q abnormality.31 

Use of lenalidomide for the treatment of transfusion-dependent low-risk or intermediate-1-risk 
MDS without the deletion 5q chromosomal abnormality is a reasonable choice (accepted, with possible 
conditions).  However, randomized controlled studies in adequate numbers of patients are lacking; 
additional data are needed to further elucidate clinical benefit (i.e., hematologic improvement-erythroid 
response) and to assess the relevance of prognostic factors (e.g., transfusion requirement, baseline 
platelet count, duration of MDS, serum lactate dehydrogenase concentration) to lenalidomide response. 

 
Dosage in Myelodysplastic Syndrome without the Deletion 5q Chromosomal Abnormality: 

When used in adults for the treatment of transfusion-dependent low-risk or intermediate-1-risk 
MDS without the deletion 5q chromosomal abnormality, lenalidomide has been administered at a dosage 
of 10 mg once daily.30 
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Oncology Expert Committee Voting Results: 

Proposed Level of Evidence: Level 2 (Moderate strength/quality); hematologic improvement-erythroid 
(HI-E) response 

  Concur with rating:  5 votes 

  Do not concur with rating:  0 votes 

 Grade of Recommendation:  

Recommended use (Accepted):  1 vote 

Reasonable choice (Accepted, treatment option):  4 votes 

Not fully established (Unclear risk/benefit or equivocal):  0 votes 

Not recommended (Unaccepted):  0 votes 

 Proposed Consensus Recommendation:  

Use of lenalidomide for the treatment of transfusion-dependent low-risk or intermediate-1-risk 
myelodysplastic syndrome without the deletion 5q chromosomal abnormality is a reasonable choice 
(accepted, with possible conditions).  However, randomized controlled studies in adequate numbers of 
patients are lacking; additional data are needed to further elucidate clinical benefit (i.e., hematologic 
improvement-erythroid response) and to assess the relevance of prognostic factors (e.g., transfusion 
requirement, baseline platelet count, duration of MDS, serum lactate dehydrogenase concentration) to 
lenalidomide response. 

 
Concur with recommendation:  5 votes 

Do not concur with recommendation:  0 votes 
 

Oncology Expert Committee Members’ Comments: 
 Comments in Support of Vote on Level of Evidence and Grade of Recommendation: 

Reviewer #2: The MDS-002 study reported a possible correlation between transfusion burden less than 4 
units RBC, baseline platelet count of 150,000 mm3 or higher, shorter duration of MDS, and an LDH less 
than or equal to the ULN, with higher rates of TI response. There would need to be further studies and 
stronger evidence of this correlation before these recommendations should be added to this review. 
 
Reviewer #3: Needs additional study. 

 

 Comments on Draft Narrative Summary:  



Reviewer #1: May consider giving the alternative dosing schedule of lenalidomide 10 mg daily for 21 
days of a 28-day cycle since benefit and toxicity appears to be equal per phase II (Blood 2008). 

Reviewer #2: I agree with this summary as written. 

Reviewer #3: These data need a confirmatory study. Drug usually used in the single mutated 5q minus 
syndrome and less commonly with other mutations. 

 

 Comments on Proposed Consensus Recommendation: 
 None submitted. 
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