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For the treatment of: Multiple myeloma and Advanced ovarian adenocarcinoma.

JITVN NN
JINMIAN TIWA NI'NINY NNXNNA XNDNOKRN 117V OXNNA NOI 1IDTVI NIN'0A DTV

NINMAN TIYN INXAY NIDINNN 1ARAL DI0NDY7 IN7W] DIX71 X9NYT 01D TIVAN DAI17VN
http://www.health.gov.il

,NdMA
n"va NIfdIo XY 0'ARTRD



l)\ Padagis

4.4 Special warnings and precautions for use
Carcinogenicity (second primary malignancy)

[..]

Acute myeloid leukemia (AML) and myelodysplastic syndromes (MDS)

Alkeran, in common with other alkylating agents has been reported to be leukaemogenic
in-man, especially in older patients after long combination therapy and radiotherapy.

[..]

Solid tumours

Use of alkylating agents has been linked with the development of second primary
malignancy (SPM). In particular, melphalan in combination with lenalidomide and
prednisone and, to a lesser extent, thalidomide and prednisone has been associated with
the increased risk of solid SPM in elderly newly diagnosed multiple myeloma patients.

Patient characteristics (e.g. age, ethnicity), primary indication and treatment modalities (e.g.
radiation therapy, transplantation), as well as environmental risk factors (e.g., tobacco use)
should be evaluated prior to melphalan administration.

Contraception

to an increased risk of venous thromboembolism in patients-with-muttiple
myeloma undergoing treatment with melphalan in combination with lenalidomide
and prednisone or in combination with thalidomide and prednisone or
dexamethasone, combined oral contraceptive pills are not recommended. If a
patient is currently using combined oral contraception, she should switch to
another reliable contraceptive ene-ofthe-effective methods-listed-above(i.e.
ovulation inhibitory progesterone-only pills such as desogestrel, barrier method,
etc). The risk of venous thromboembolism continues for 4-6 weeks after
discontinuing combined oral contraception.
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