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Formestane (AN, iNN) &

CGP-32349; Formestaani; Formestan; Formestano; Formesta-
num; 4-Hydroxyandrostenedione; 4-OHA; 4-OHAD. 4-Hy-
droxyandrost-4-ene-3, | 7-dione.

®DopmecTaH

Ci9H,,05 = 302.4.

CAS — 566-48-3.

ATC — LO2BGO2.

ATC Vet — QLO2BGO2.
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Adverse Effects, Treatment, and Precautions

The most frequent adverse effects of formestane are local irrita-
tion and pain at the site of injection. Patients may experience hot
flushes due to oestrogen deprivation. Other occasional or rare ad-
verse effects include rashes and pruritus, alopecia or hypertricho-
sis, drowsiness, dizziness, emotional lability, oedema of the leg,
thrombophlebitis, vaginal spotting or bleeding, gastrointestinal
disturbances, pelvic or muscle cramps, arthralgia, exacerbation
of bone pain, and a vasovagal reaction. Hypersensitivity reac-
tions to the drug or the formulation have occurred.

Care should be taken to avoid intravascular injection. Injection
into or near the sciatic nerve may result in pain and nerve trauma.
Caution is required if patients drive or operate machinery.

Effects on carbohydrate metabolism. Recurrent hypogly-
caemic episodes developed in a diabetic patient previously well
maintained on gliclazide after addition of formestane to treat-
ment for metastatic breast cancer.! Episodic hypoglycaemia con-
tinued after dosage reduction, and eventually withdrawal, of gli-
clazide, suggesting that the effect was not simply an interaction
with the sulfonylurea.
1. Brankin E, et al. Hypoglycaemia associated with formestane
treatment. BMJ 1997; 314: 869.
Pharmacokinetics
Intramuscular formestane is reported to form a depot that slowly
releases active drug into the systemic circulation; maximum
plasma concentrations occur about 30 to 48 hours after a single
dose and then decline fairly rapidly over 2 to 4 days before de-
clining more slowly, with an apparent elimination half-life of 5
to 6 days. The systemic uptake has been estimated at 20 to 25%
of the dose in 14 days. Formestane is about 85% bound to plasma
protein in the circulation. It is metabolised by conjugation to the
inactive glucuronide: less than 1% of the dose is excreted in urine
unchanged.

Uses and Administration

Formestane is an inhibitor of the aromatase (oestrogen syn-
thetase) system which is responsible for the production of oestro-
gens from androgens. It has been used for its anti-oestrogenic
properties in the endocrine treatment of advanced breast cancer
in postmenopausal women (p.661).

It is given by intramuscular injection, as an agueous suspension,
in doses of 250 mg every 2 weeks. Injections should be given
into each buttock alternately.
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Preparations

Proprietary Preparations (details are given in Part 3)

Arg.: Lentaront; Austria: Lentaron; Braz.: Lentaront; Chile: Lentaront;
Cz.: Lentaront; Denm.: Lentaront; Ger.: Lentaront; Gr.: Lentaront;
Hong Kong: Lentaront; Ital.: Lentaron{; Malaysia: Lentaront; S.Afr.:
Lentaret; Spain: Lentaront; Turk.: Lentaron.
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Forodesine Hydrochloride (usaN, iNnw)

BCX-1777 (forodesine or forodesine hydrochloride); Forodé-
sine, Chlorhydrate de; Forodesini Hydrochloridum; Hidrocloru-
ro de forodesina. (—)-7-[(25,354R 5R)-3,4-Dihydroxy-5-(hy-
droxymethyl)pyrrolidin-2-yl]- | 5-dihydro-4H-pyrrolo[3,2-d]pyri-
midin-4-one hydrochloride.

DopoaesnHa Mapoxropua,

CHsN,O4,HCI = 302.7.

CAS — 209799-67-7 (forodesine); 284490-13-7 (forode-
sine hydrochloride).
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Profile
Forodesine is an inhibitor of purine nucleoside phosphorylase. It
is under investigation in the treatment of T-cell lymphomas,
chronic lymphocytic leukaemia, and acute lymphoblastic leu-
kaemia.

Fotemustine (AN, iNN)

Fotemustin; Fotemustina; Fotémustine; Fotemustinum; S-10036.
(£)-Diethyl  {I-[3-(2-chloroethyl)-3-nitrosoureido]ethyl}phos-
phonate.

DoTemycTuH

CoH 9CIN;OsP = 315.7.
CAS — 92118-27-9.
ATC — LOIADOS.

ATC Vet — QLOIADOS.
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Profile

Fotemustine is a nitrosourea derivative and alkylating agent with
actions similar to those of carmustine (p.694). It is used in the
treatment of disseminated malignant melanoma, particularly
where cerebral metastases are present (p.673) and has been tried
in primary malignancies of the brain (p.660). When used as a
single agent it is licensed for intravenous or intra-arterial infusion
in usual doses of 100 mg/m? weekly for 3 weeks to induce remis-
sion, followed after 4 to 5 weeks, if blood counts permit, by
maintenance dosage with 100 mg/m? every 3 weeks. Intravenous
infusions are given over 1 hour and intra-arterial infusions over
4 hours. Liver function should be monitored regularly during in-
duction treatment. Regular blood counts should be taken and
dosage should be reduced or withheld if white cell or platelet
counts are below acceptable levels (see also Bone-marrow De-
pression, p.639). Bone-marrow suppression may be delayed,
with the nadir of the white cell counts 5 or 6 weeks after dosing.
Solutions for infusion must be freshly prepared and protected
from light.
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Preparations

Proprietary Preparations (details are given in Part 3)

Arg.: Muforant; Austral.: Muphoran; Austria: Muphoran; Belg.: Mupho-
ran; Braz.: Muphoran; Cz.: Mustophoran; Fr.: Muphoran; Gr.: Muphoran;
Hung.: Mustophoran; Israel: Muphoran; Ital.: Muphoran; NZ: Muphoran;
Pol.: Mustophoran; Port.: Muphoran; Rus.: Mustophoran (MiocTodopan);
Spain: Mustoforan; Turk.: Muphoran.

Fulvestrant @y usan, inny ®

Fulvestrantum;  ICI-182780; ZD-9238. 7a-[9-(4/4,5,5,5-Pen-
tafluoropentylsulfinyl)nonyl]estra- 1,3,5(10)-triene-3,17B-diol.
OyAbBecTpaHT

C3,H47FsO3S = 606.8.

CAS — 129453-61-8.

ATC — LO2BAO3.

ATC Vet — QLO2BA03.
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Pharmacopoeias. In US.

USP 31 (Fulvestrant). A mixture of the diastereoisomers A and
B. A white powder. Freely soluble in alcohol. Store at a temper-
ature of 2° to 8°. Protect from light.

Adverse Effects and Precautions

The most commonly reported adverse effects of ful-
vestrant are nausea, vomiting, constipation, diarrhoea,
abdominal pain, headache, back pain, hot flushes, and
pharyngitis. Injection site reactions can occur. Other
adverse effects include rash, asthenia, urinary-tract
infections, venous thromboembolism, and elevations
in liver enzyme values. Myalgia, vertigo, and leucope-
nia have been reported. Hypersensitivity reactions, in-
cluding angioedema and urticaria, can occur. Vaginal
bleeding has been reported rarely. Fulvestrant should
be given with caution to those with severe renal impair-
ment (creatinine clearance less than 30 mL/minute)
and in those with mild to moderate hepatic impairment;
use is contra-indicated in those with severe hepatic im-
pairment. In patients with bleeding tendencies, throm-
bocytopenia, or taking anticoagulants, fulvestrant
should also be used with caution, if at all.

Pharmacokinetics

Fulvestrant is slowly absorbed after intramuscular in-
jection; maximum plasma concentrations are reached
after about 7 days. Steady-state concentrations are
reached after about 3 to 6 doses (given monthly). Ful-
vestrant is highly bound to plasma proteins. It is metab-
olised primarily in the liver to a number of metabolites,



