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Lomustine is availablo in 40 mg capsules for ora administration.

CLINICAL PARMACOLOGY

Although it is generally agreed that Lomustine alkylates DNA and RNA, it is not
cross resistant with other alkylators. As with other nitrosoureas, it may also
inhibit several key enzymatic processes by carbarnoylation of amino acids
in proteins. . )

Lamustine may be given orally. Following oral administration of radioactive Lomustine
atdoses ranging from 30 mg/m2 (o 100 mg/m2‘, about half of the radioactivity given was
excreted in the form o!dagradallop Products within 24 hoyrs.

The serum half-life of the melabolites ranges from 16 hours 1o 2 days. Tissue levels are
comparable to plasmalevels at 15 minutes alter intravenous administration,

Because of the high lipid solubility and the relative lack of ionization physiological pH,
Lomustine crosses the blood-brain barrier quite eftectively. Lavels of radioactivity in the
GSF are 50% or grealer than those measured concurrentlyin plasma.

INDICATIONS AND USAGE

Lomustine has been shown 10 be uselul as a single agent in addition to other treatment
modalities, or In established combination therapy wiith other approved chemotherapeutic
agents in the following: i

Brain tumors: both primary and metastatic, in patients
appropriate surgical and/or radiolherapeyﬁc procedures.
Hodgkin's Disease: secondary therapy in combination with
patients wha relapse while being treated with primary therap
primary therapy.

CONTRAINDICATIONS

Lomustine should not be given to Individuals who have demonstrated a previous
hypersensitivity to it.

WARNINGS

who have already received

other approved drugs in
Y, or who fail to respond to

Since the major toxicity is delayed bone marrow suppression, blood counts should be
monitored weekly for at least 6 weeks after a dose (see ADVERSE REACTIONS). At the
recommended dosage, courses of Lomustine should not be given more frequently than
every 6 weeks.

The bone marrow toxicity of Lomustine is cumulative and therefore dosage ad
justment must be considered on the basis of nadir blood counts from prior dose (see
Dosage Adjustment Table under DOSAGE AND ADMINISTRATION).

Pulmonary toxicity from Lomustine appears to be dose related (see ADVERSE
REACTIONS).

Long-term use of nitrosoureas has been reported to be possibly associated with the
development of secondary malignancies.

Liver and renal function tests should be monitored periodically (see ADVERSE
REACTIONS).

Pregnancy: Pregnancy "Catagory D". Lomustine can cause fetal harm when ad
Ministered to a Pregnant wwoman. Lomustine is embryotoxic and teratogenic in rats and
embryotoxic in rabbits at dose levels equivalent to the human dose. There are no
adequate and well controlled studies in pregnant women. If this drug is used during
pregnancy, or if the patient becomas pregnant while laking (receiving) this drug, !he
patient should be apprised of the potential hazard to the fetus. Women of childbearing
potential should be advised to avoid becoming pregnant.

WARNINGS

(Iornu;!ine) should be administered under the supervision of a qualified physician

experienced in the use of cancer chematherapeutic agents, ) _

BON? marrow suppression, notably thrombocytopenia and leukope nia, which _r::way

contribute to bleeding and overwhelming infections in an already comgromnsed

patient, Is the mest common and severe of the toxic efflects of Lomustine (see

WARNINGS and ADVERSE REACTIONS).
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Delayed onset pulmonary fibrosis occurring up to 17 years -

reported in patlents who recelved related nilrosouyreas ?r?eér:iﬁa_“ h;":dm nads been
adolescence (1-16 years) combined with cranial radiother—apy for inlracrani:,n( early
There appeared to be some late reduction of pulmenary function of ali lC”_lumors.
survivors. This form of lung fibrosis may be slowly progressive and has resulted ing‘:'jterrn
in some cases. In this long-term study of carmustine, all those initially treated a::g;
than five years of age died of delayed pulmonary fibrosis.

Gastrointestinal Toxicity: Nausea and vomiting may occur 3 to 6 hours after an oral
dose and usually |asts less than 24 hours. Prior administration of antiemetics is effective
in diminishing and sometimes preventing this side effect. Nausea and vomiting can also
be reduced if Lomustine is adminis—tered to fasting patients.

Hepatotoxicity: A reversible type of hepatic toxicity, manifested by increased
transaminase, alkaline phosphatase and bilirubin levels, has been reported in a small
percentage of patients receiving Lomustine.

Nephrotoxicity: Renal abnormalities cansisting of progressive azotemia, de—~crease
in kidney size and renal failure have been reported in patients who re-ceived large
cumulative doses after prolonged therapy with Lomustine. Kidney dam-age has also
been reported accasionally in patients receiving lower total doses.
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Other Toxicities: Stomatitis, alopecia, optic atrophy, and visual distur—bancessuch as
blindness have been reported infrequently-Neurological reactions such as
disorientation, lethargy, ataxla, and dysarthria have been noted in soma patients
receiving Lomustine. However, the relation—ship to medication in these patients is
unclear.

OVERDOSAGE
No proven antidotes have been established for Lomustine overdosage.

DOSAGE AND ADMINISTRATION
The recommended dose of Lomustinein adult and pediatric patients asa single agent
in previously untreated patients is 130 mg/m2 as a single oral dose every 6 weeks. In
individuals with compromised bone marrow function, the dose shouid be reduced to
100 mg/m2 every 6 weeks. When Lomustine is used in combination with other
myelosuppressive drugs, the doses should be adjusted accordingly.
Doses subsequent to the initial dose should be adjusted according

to the hematologic

Nadir After Prior Dose
Leukocytes Platelets

>4000 > 100,000

3000-3999 75,000-99.999

2000-2999 25,000-74,999 !
<2000 < 25,000

A repeat course of Lomustine should not be given until
have returned to acceptable levels (platelets above 100,00
above 4000/mm’) and thisis usually in 6 weeks. d smear. Blood
Adequate number of neutrophils should be presenton a PEfipheml ?Ig: given before 6
counts should be monitored weekly and repeat courses should N9
weeks because the hematologic toxicity is delayed and cumulative-
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STORAGE:
Store protected from light and moeisture.

SHELF LIFE:
24 Months

How Supplled
Container of 10 capsules.
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