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Phar poeial Prep

BP 2014: Methotrexate Injection; Methotrexate Tablets;

USP 36: Methotrexate for Injection; Methotrexate Injection;
Methotrexate Tablets.

-Methoxyoesfradlol

Note. The names Panzem and PulmoLAR have been used as
trade marks for 2-methoxyoestradiol.

Profile

2-Methoxyoestradiol is a metabolite of oestradiol
(p. 2271.1). It does not have direct oestrogenic activity,
but works through multiple cellular pathways to produce
antineoplastic effects, including inhibition of angiogenesis
and induction of apoptosis. 2-Methoxyoestradiol is under
investigation in the treatment of various diseases, including
glioblastoma, multiple myeloma, carcinoid tumours, as well
as ovarian, prostate, breast, and renal cell cancers. It is also
under investigation for pulmonary arterial hypertension
and rheumatoid arthritis.

Midostaurin [UsAN, INN)

Profile

Midostaurin is a multikinase inhibitor effective against
tyrosine kinase and protein kinase C, and those of receptors
for growth factors including vascular endothelial growth
factor and platelet-derived growth factor. It is under
investigation for the treatment of acute myeloid leukaemia,
myelodysplastic syndrome, and systemic mastocytosis.
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NoTE. The name leamurtlde has been used for both the
base and the sodium salt. The name Junovan has been used
as a trade mark for mifamurtide.
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NOTE. The name Mifamurtide has been used for both the
base and the sodium salt.

Uses and Administration

Mifamurtide is an immunomodulator that activates
monocytes and macrophages to increase their capacity to
destroy cancer cells. A liposomal formulation of mifamur-
tide is used with other chemotherapy to treat
non-metastatic, resected osteosarcoma in patients from 2
to 30 years of age. The reconstituted suspension is filtered
then diluted in 50 mL sodium chloride 0.9% and given by
intravenous infusion over 1 hour. Mifamurtide 2 mg/m? is
given twice weekly (at least 3 days apart) for 12 weeks,
followed by once weekly for an additional 24 weeks. A total
of 48 infusions is given in 36 weeks.
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Administration in children. Mifamurtide is given in a lipo-
somal formulation to children aged from 2 years with
osteosarcoma; see above for dosage details.

Adverse Effects, Treatment, and Precautions

For general discussions see Antineoplastics, p. 726.1,
p. 730.2, and p. 732.2.

Common adverse effects with mifamurtide ixiclude blood
disorders such as anaemia, thrombocytopenia, granulocy-
topenia, transient neutropenia, and leucopenia; CNS
disorders such as headache, dizziness, paraesthesia,
hypoaesthesia, somnolence or insomnia, tremor, fatigue,
confusion, depression, and anxiety; musculoskeletal
disorders such as pain, spasm, arthralgia, and myalgia; and
skin disorders such as rash, pruritus, dry skin, alopecia, and
hyperhidrosis. Gastrointestinal disturbances such as nausea,
vomiting, diarrhoea or constipation, abdominal pain, and
anorexia are very common.

Other adverse effects that occur commonly during
treatment include infusion-site reactions, phlebitis, flush-
ing, dehydration, hypokalaemia, vertigo, tinnitus, hearing
loss, blurred vision, hepatic pain, dysmenorrhoea,
haematuria, dysuria, pollakiuria, fever, chills, and oedema.

Common respiratory disorders include dyspnoea or
tachypnoea, cough, haemoptysis, epistaxis, sinus or nasal
congestion, pleural effusion, or pharyngolaryngeal pain.
Respiratory distress has been reported occasionally in
patients with pre-existing asthma; mifamurtide therapy
should be stopped if a severe respiratory reaction occurs.
Prophylactic bronchodilators may be considered in those
with a history of reversible airways obstruction.

Cardiac disorders such as tachycardia and hypertension
or hypotension are common. Subacute thrombosis has been
reported very rarely. Patients with a history of venous
thrombosis, vasculitis, or unstable cardiovascular disease
should be closely monitored, and treatment delayed or
stopped if symptoms are persistent or worsening. Clotting
parameters should be monitored after the first dose and
again after several doses.

Mifamurtide has occasionally been associated with an
inflammatory response, including pericarditis and pleuritis,
and it should be used with caution in those with a history of
auto-immune disorders, inflammatory disease, or other
collagen vascular diseases. Patients should be monitored for
signs of uncontrolled inflammatory reactions such as
arthritis or synovitis. Allergic reactions also have occurred
occasionally with mifamurtide; symptoms include rash,
dyspnoea, and severe hypertension.

Caution is required in patients with hepatic or renal
impairment due to a lack of data; hepatic and renal function
should be monitored until treatment is complete.

Interactions

For a general outline of antineoplastic drug interactions, see
p. 733.3.

Mifamurtide modulates the immune system and its use is
not recommended with calcineurin inhibitors or with
regular use of corticosteroids. The use of mifamurtide with

The symbol f denotes a preparation no longer actively marketed

high-dose NSAIDs is also not recommended as in vitro
studies have shown that high-dose NSAIDs can block the
macrophage-activating action of mifamurtide.

Licensed product information suggests liposomal mifa-
murtide should not be administered at the same time as
other lipophilic formulations.

Pharmacokinetics

Mifamurtide is rapidly cleared from the plasma after
intravenous injection and is distributed into the liver,
spleen, nasopharynx, thyroid, and to a lesser extent, into
the lungs. The cells of the reticuloendothelial system clear
mifamurtide liposomes by phagocytosis. The mean half-life
is biphasic, that for the initial phase being about 15 minutes
while the terminal half-life is about 18 hours.

Preparations
Proprietary Preparations (details are given in Volume B)

Single-ingredient Preparations. Austria: Mepact; Cz.: Mepact;
Denm.: Mepact; Ger.: Mepact; Gr.: Mepact; Irl.: Mepact; Israel:
Mepact; Ital.: Mepact; Neth.: Mepact; Norw.: Mepact; Pol.:
Mepact; Port.: Mepact; Spain: Mepact; Swed.: Mepact; Switz.:
Mepact; UK: Mepact.
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Profile

Milatuzumab is a humanised monoclonal antibody directed
against the CD74 antigen. It is under investigation for the
treatment of multiple myeloma, chronic lymphocytic
leukaemia, and non-Hodgkin’s lymphoma. Milatuzumab
conjugated to doxorubicin (p. 782.3) is also being studied
for multiple myeloma treatment.
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Profile

Miltefosine is a phospholipid derivative that is structurally
related to the phospholipid components of the cell
membrane and is thought to exert its antineoplastic actions
by disruption of cell-membrane function. A 6% solution is
applied once or twice daily as a topical antineoplastic agent
for skin metastases of breast cancer. Topical miltefosine is
also being investigated for the treatment of cutaneous T-cell
lymphoma and Acanthamoeba keratitis (p. 919.3); topical
and oral formulations have been tried for disseminated
amoebic infections (p. 920.1). Systemic miltefosine is being
investigated for urticaria. Oral miltefosine is used for the
treatment of visceral and cutaneous leishmaniasis in a dose
of 1.5 to 2.5 mg/kg daily (maximum daily dose 150 mg) for
28 days.

Acanthamoeba infections. References!? to the potential
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miltefosine in an organotypic skin equivalent. J Antimicrob CJ
2009; 64: 539-45,
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Leishmaniasis. Miltefosine, given orally in doses of 50 to
150mg daily, or about 2.5mg/kg daily, for 28 days,
appears to be of benefit!” in the treatment of visceral
leishmaniasis (p. 923.1), and has been licensed for this
purpose in India and Germany. Benefit has also been
reported in patients given similar doses for New World
cutaneous leishmaniasis,® (p. 922.1) and it has also been
licensed in some South American countries, but success
may depend on the infecting Leishmania species.® A small



