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WARNING: EMBRYO FETAL
TOXICITY, HEMATOLOGIC
TOXICITY, and VENOUS and
ARTERIAL THROMBOEMBOLISM

Women of childbearing potential must
use 2 forms of contraception or
continuously abstain from heterosexual
sex 4 weeks before starting treatment,
during (including dose interruptions)
and for 4 weeks following
discontinuation of REVLIMID
treatment [see Warnings and
Precautions (5.1)]].

Venous and Arterial Thromboembolism

REVLIMID has demonstrated a
significantly increased risk of deep vein
thrombosis (DVT) and pulmonary
embolism (PE), as well as risk of
myocardial infraction, and stroke in
patients with multiple myeloma who were
treated with REVLIMID and
dexamethasone therapy. Monitor for and
advise patients about signs and
symptoms of thromboembolism. Advise
patients to seek immediate medical care if
they develop symptoms such as
shortness of breath, chest pain, or arm or
leg swelling. Thromboprophylasis is
recommended and the choice of regimen
should be based on an assessment of an
individual patient’s underlying risk factors
[see Warnings and Precautions (5.4)].

Deep Vein Thrombosis and
Pulmonary Embolism

REVLIMID has demonstrated a
significantly increased risk of deep
vein thrombosis (DVT) and
pulmonary embolism (PE) in
patients with multiple myeloma who
were treated with REVLIMID and
dexamethasone therapy. Patients
and physicians are advised to be
observant for the signs and
symptoms of thromboembolism.
Patients should be instructed to
seek medical care if they develop
symptoms such as shortness of
breath, chest pain, or arm or leg
swelling. It is not known whether
prophylactic anticoagulation or
antiplatelet therapy prescribed in
conjunction with REVLIMID may
lessen the potential for venous
thromboembolic events. The
decision to take prophylactic
measures should be done carefully
after an assessment of an
individual patient’s underlying risk
factors [see Warnings and
Precautions (5.4)].

Box warnings

5.4 Venous and Atrial Thromboembolism
Venous thromboembolic events (deep
venous thrombosis and pulmonary embolism)
and arterial thrombosis are increased in
patients treated with REVLIMID

. . Asignificantly increased risk
of DVT (7.4%) and of PE (3.7%) occurred in

Venous thromboembolic events
(predominantly deep venous
thrombosis and pulmonary embolism)
have occurred in patients with multiple
myeloma treated with lenalidomide
combination therapy [see Boxed
Warning] and patients with MDS or

5. Warnings and
Precautions
5.4 Venous and
Arterial
Thromboembolism




patients with multiple myeloma who were
treated with REVLIMID and dexamethasone
therapy compared to patients treated in the
placebo and dexamethasone group (3.1%
and 0.9%) in a clinical trials with varying use
of anticoagulant therapies. [see Boxed
Warning and Adverse Reactions (6.1)].
Myocardial infarction (1.7%) and stroke
(CVA) (2.3%) are increased in patients with
multiple myeloma who were treated with
REVLIMID and dexamethasone therapy
compared to patients treated within the
placebo plus dexamethasone group (0.6%,
and 0.9%) in clinical trials [see Adverse
Reactions (6.1)]. Patients with known risk
factors, including prior thrombosis, may be at
greater risk and actions should be taken to
try to minimize all modifiable factors (e.g.
hyperlipidemia, hypertension, smoking)

In controlled clinical trials that did not use
concomitant thromboprophylaxis, 21.5%
overall thrombotic events (Standardized
MedDRA Query Embolic and Thrombotic
events) occurred in patients with refractory
and relapsed multiple myeloma who were
treated with REVLIMID and dexamethasone
compared to 8.3% thrombosis in patients
treated with in placebo and dexamethasone.
The median time to first thrombosis event
was 2.7 months. thromboprophylaxis is
recommended. The regimen of
thromboprophylaxis should be based on an
assessment of the patient’s underlying risk.
Instruct patients to report immediately any
signs and symptoms suggestive of
thrombotic events. ESAs and estrogens may
further increase the risk of thrombosis and
their use should be based on a benefit-risk
decision in patients receiving REVLIMID [see

Drug Interactions (7.3)].

MCL treated with lenalidomide
monotherapy. A significantly
increased risk of DVT and PE was
observed in patients with multiple
myeloma who were treated with
REVLIMID and dexamethasone
therapy in a clinical trial [see Boxed
Warning]. It is not known whether
prophylactic anticoagulation or
antiplatelet therapy prescribed in
conjunction with REVLIMID may
lessen the potential for venous
thromboembolism. The decision to
take prophylactic measures should be
done carefully after an assessment of
an individual patient’s underlying risk
factors.

The following adverse reactions are
described in detail in other sections of the
prescribing information:

o Embryo-Fetal Toxicity [see Boxed
Warnings, Warnings and Precautions
(5.1, 5.2)]

o Neutropenia and
thrombocytopenia [see Boxed Warnings,
Warnings and Precautions (5.3)]

o Venous and arterial
thromboembolism [see Warnings and
Precautions (5.4)]

o Increased Mortality in Patients
with CLL [see Warnings and Precautions

(5.9)]

The following adverse reactions are
described in detail in other
labelingsections:

o Neutropenia and
thrombocytopenia [see Boxed
Warnings, Warnings and
Precautions (5.3)]

o Deep vein thrombosis and
pulmonary embolism [see Boxed
Warnings, Warnings and
Precautions (5.4)]

Increased Mortality in Patients with
CLL [see Warnings and Precautions

(5.5)]

6. Adverse
reactions

o Embryo-Fetal Toxicity [see
Boxed Warnings, Warnings and
Precautions (5.1, 5.2)]

Venous Thromboembolism

Deep Vein Thrombosis and

6.1 Clinical Trials
Experience in
Multiple Myeloma
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Neutropenia and thrombocytopenia [see
Boxed Warnings, Warnings and
Precautions

Venous and Arterial Thromboembolism
[see Warnings and Precautions (5.4)]

Deep vein thrombosis (DVT) was
reported as a serious (7.4%) or severe
(8.2%) adverse drug reaction at a higher
rate in the REVLIMID/dexamethasone

~group|

Myocardial infarction was reported as a
serious (1.7%) or severe (1.7%) adverse
drug reaction at a higher rate in the
REVLIMID/dexamethasone

group compared to 0.6 % and 0.6%
respectively in the placebo/dexamethasone
group. Discontinuation due to Ml (including
acute) adverse

reactions was low, 0.8% in
REVLIMID/dexamethasone group and none
in the placebo/dexamethasone group

Stroke (CVA) was reported as a serious
(2.3%) or severe (2.0%) adverse drug
reaction in the

REVLIMID/dexamethasone group compared
to 0.9% and 0.9% respectively in the
placebo/dexamethasone group.
Discontinuation due to stroke

(CVA) was 1.4% in REVLIMID/
dexamethasone group and 0.3% in the
placebo/dexamethasone group.

Pulmonary Embolism [see Warnings
and Precautions (5.3)]
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