
Öffentlicher Titel Randomisierte Phase III Studie mit Lenalidomid bei Niedrigrisiko-MDS mit del5q
Mutation und Anämie

Wissenschaftl. Titel Multicenter, randomized, double-blind, phase III study of Revlimid® (Lenalidomide)
versus placebo in patients with low risk myelodysplastic syndrome (low and intermediate
-1 IPSS) with alteration in 5q- and anaemia without the need of transfusion.

Kurztitel SINTRA-REV

Studiennummer KN/ELN LN_DEUTSC_2010_605

Studiengruppe Deutsche MDS

Studienart multizentrisch, randomisiert, doppelblind

Studienphase Phase III

Erkrankung Myelodysplastisches Syndrom (MDS) - Niedrigrisko und Intermediär I

Leukämiestadium .

Molekularer Marker del(5q)

Haupt- und
Nebenzielkriterien

To assess whether treatment with Revlimid® (Lenalidomide) extends the time to
progression in del(5q) MDS considered transfusion-dependent; documented
confirmation that the patient with MDS-related anaemia requires a transfusion of at
least 2 pRBC units/56 days (2 months), with at least 112 days of follow-up (4
months). Revlimid® will be compared to the current standard treatment for patients
with low-risk MDS associated with 5q deletion without transfusion-dependent
anaemia, which is therapeutic abstention and observation until progression. To
assess whether treatment with Revlimid® (Lenalidomide) extends the time to
progression in del(5q) MDS considered transfusion-dependent; documented
confirmation that the patient with MDS-related anaemia requires a transfusion of at
least 2 pRBC units/56 days (2 months), with at least 112 days of follow-up (4
months). Revlimid® will be compared to the current standard treatment for patients
with low-risk MDS associated with 5q deletion without transfusion-dependent
anaemia, which is therapeutic abstention and observation until progression.
(Hauptzielkriterium)

-

Erythroid response based on the International Working Group Response Criteria for
MDS (2006). Erythroid response based on the International Working Group
Response Criteria for MDS (2006).

-

Duration of RBC-transfusion-independence (defined as the number of days from
randomisation to the first transfusion after the transfusion-free period). Duration of
RBC-transfusion-independence (defined as the number of days from randomisation
to the first transfusion after the transfusion-free period).

-

Change in haemoglobin (Hb) concentration from the baseline level in patients who
have an erythroid response. Change in haemoglobin (Hb) concentration from the
baseline level in patients who have an erythroid response.

-

Change in absolute platelet count from baseline level. Change in absolute platelet
count from baseline level.

-

Change in absolute neutrophil count from baseline level. Change in absolute
neutrophil count from baseline level.

-

Cytogenetic response based on the International Working Group Response Criteria
for MDS. Cytogenetic response based on the International Working Group Response
Criteria for MDS.

-

Bone marrow response based on the International Working Group Response Criteria
for MDS. Bone marrow response based on the International Working Group
Response Criteria for MDS.

-
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To assess the safety and tolerability of the lenalidomide regimen, measured
according to incidence of clinical and laboratory toxicities. To assess the safety and
tolerability of the lenalidomide regimen, measured according to incidence of clinical
and laboratory toxicities.

-

Overall survival, event-free survival and rate of transformation to acute leukaemia.
Overall survival, event-free survival and rate of transformation to acute leukaemia.

-

Time from diagnosis to transfusion dependence. Time from diagnosis to transfusion
dependence.

-

Einschlusskriterien The patient must, in the investigator's opinion, be able to comply with all the clinical
trial requirements.

-

The patient must voluntarily sign the informed consent form before undergoing any
test of the trial that is not part of the normal patient care, and patient must be aware
that he/she can withdraw from the trial at any time, without it ever affecting their
future healthcare.

-

Age > 18 years.-

The patient must be diagnosed with low risk MDS (low and intermediate-1 IPSS)
associated with 5q deletion, either as an isolated abnormality or accompanied by
other additional cytogenetic abnormalities.

-

MDS Del(5q) with transfusion-independent anaemia (Hb <= 12 g/dL), and
documented confirmation that no packed red blood cells transfusion due to the
patient's underlying condition (MDS) has been received.

-

The patient must have an ECOG performance status of <= 2-

The patient must be able to comply with the scheduled study visits.-

Female patient with childbearing potential must:-

Understands the teratogenic risk of the study drug.-

Commits herself to use two forms of effective birth control continuously, and is able to
use them correctly, for the 4 weeks prior to starting treatment with the study drug, as
well as during treatment with the study drug (including periods of dose interruption),
and for up to 4 weeks after finishing treatment with the study drug, even if
amenorrhoeic. This always applies, except in women who commit to continued
complete sexual abstinence, as confirmed on a monthly basis The two acceptable
methods of birth control should include one highly effective method and another
additional effective method (barrier). If necessary, women patients of childbearing
age should be directed to a qualified advisor on birth control methods. Below are
examples of highly effective methods of birth control and additional effective
methods:

-

Highly effective methods:-

Intrauterine device (IUD)-

Hormone-based (birth control pills, injections, implants)-

Tubal ligation-

Partner's vasectomy-

Additional effective methods:-

Male condom-

Diaphragm-

Cervical cap-
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Implants and levonorgestrel-releasing intrauterine systems are associated with an
increased risk of infections at the time of implantation and metrorrhagia. Prophylactic
treatment with antibiotics should be considered, particularly in patients with
neutropenia. As a general rule, copper intrauterine devices are not recommended
because of the potential risk of infection at the time of implantation and menorrhagia,
which may adversely affect patients with neutropenia or thrombocytopenia.

-

The patient must understand that even if she is amenorrhoeic she must follow all the
advice on effective contraception.

-

The patient must understand the possible consequences of pregnancy and the need
to attend a healthcare service urgently in case there is a risk of pregnancy.

-

Agree to undergo a pregnancy test with a minimum sensitivity of 25 mIU/mL, under
medical supervision, on the day of the study visit or during the 3 days prior to this
visit, after using effective birth control for at least 4 weeks. This requirement also
applies to women with childbearing potential who practise complete and continued
sexual abstinence. The test must confirm that the patient is not pregnant at the time
the treatment is initiated.

-

Agree to undergo a pregnancy test, under medical supervision, weekly for the first 28
days of treatment, and subsequently every 4 weeks, including a pregnancy test 4
weeks after finishing the study treatment, except in case of confirmed tubal ligation.
This pregnancy test will be performed on the day of the study visit or during the 3
days prior to it. This requirement also applies to women with childbearing potential
who practise complete and continued sexual abstinence.

-

All male patients must:-

Commit himself to the use of condoms throughout all the treatment with the study
drug, including all periods of dose interruption, and up to one week after finishing the
treatment if their partner is a woman with childbearing potential and does not use
birth control methods.

-

Commit himself to not donate semen during treatment with the study drug and up to
one week after finishing the treatment.

-

All patients must:-

Refrain from donating blood while receiving treatment with the study drug and during
the week following the end of the treatment.

-

Refrain from sharing the study drug with others, and return all unused study drug to
the investigator or pharmacist.

-

A patient or female partner of a male patient is considered to have childbearing
potential unless they fulfil any of the following criteria:

-

Natural amenorrhoea for 24 consecutive months.-

Premature ovarian failure confirmed by a gynaecology specialist.-

Previous bilateral salpingo-oophorectomy or hysterectomy.-

XY genotype, Turner syndrome or uterine agenesis.-

Ausschlusskriterien Any organic disease or psychiatric disorder which makes it impossible for the patient
to sign or understand the informed consent.

-

Having received any treatment for MDS.-

Del(5q) MDS with transfusion-dependent anaemia, and documented confirmation that
the patient has received any pRBC transfusion due to the underlying condition
(MDS).

-

Pregnant or breast-feeding women.-

Any of the following laboratory abnormalities: - Absolute neutrophil count < 500/mm3-

Platelet count < 25,000/mm3-

Serum GOT or GPT > 3 times the upper limit of normal values.-
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Total serum bilirubin > 2 times the upper limit of normal values.-

Previous history of other malignancies other than MDS (except for basal cell or
squamous cell skin carcinoma, or carcinoma in situ of the cervix or breast), unless
the patient has been free of disease for more than 5 years.

-

Known hypersensitivity to or a history of uncontrollable side effects to lenalidomide-

Major surgery within the 4 weeks prior to the inclussion in the trial.-

The patient has received any investigational agent in the 30 days prior to inclusion.-

Alter < 18 Jahre

Status Rekrutierung beendet

Beginn der Rekrutierung 01.01.2010

Studienleiter/in Götze, Prof. Dr. med., Katharina
Klinikum Rechts der IsarTechnische Universität München
III. Medizinsiche Klinik
Ismaningerstr. 22
81675 München
E-Mail: k.goetze@lrz.tum.de

Kontaktperson f.
wissenschaftl. Anfragen
(WHO)

Götze, Prof. Dr. med., Katharina
Klinikum Rechts der IsarTechnische Universität München
III. Medizinsiche Klinik
Ismaningerstr. 22
81675 München
E-Mail: k.goetze@lrz.tum.de

Ansprechpartner Organisatorische Anfragen
Gloaguen, Silke
Tel: +49 (0)351 4584722
E-Mail: silke.gloaguen@uniklinikum-dresden.de

Sponsoren Fred Hutchinson Cancer Center

Fundación General de la Universidad de Salamanca, Vertreter des Sponsors in
Deutschland: GMIHO – Gesellschaft für Medizinische Innovation – Hämtologie und
Onkologie mbH

Förderer Celgene

Registrierung in anderen
Studienregistern

European Clinical Trials Database - EUDRACT2009-013619-36
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