Interactions

In order to reduce the risk of inflammation, intra-ocular use of
fomivirsen is not recommended within 2 to 4 weeks of cidofovir
treatment.

Antiviral Action

Fomivirsen is an antisense oligonucleotide that inhibits human
CMV replication. It is active against strains of CMV resistant to
ganciclovir, foscarnet, and cidofovir. Resistance to fomivirsen
has been induced in vitro, but cross-resistance to antivirals with
other modes of action is unlikely.

Uses and Administration

Fomivirsen is an antisense oligonucleotide that has been used as
the sodium salt for the local treatment of CMV retinitis (p.853)
in patients with AIDS. For newly diagnosed disease, a dose of
165 micrograms has been given by intravitreal injection into the
affected eye once each week for 3 weeks, then on alternate weeks
thereafter. For previously treated disease, 330 micrograms has
been injected into the affected eye; this dose may be repeated
once after 2 weeks and then once every 4 weeks thereafter.
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Fosamprenavir Calcium usan, innm)

Calcii Fosamprenavirum; Fosamprenavir cdlcico; Fosamprénavir
Calcique; GW-433908G. (35)-Tetrahydro-3-furyl{(aS)-a-[(IR)-
|-hydroxy-2-(N'-isobutylsulfanilamido)ethylJphenethyl}car-
bamate calcium phosphate (1:1).

Kanbumin Docamnperasmnp

CysH3,CaN3OgPS = 625.7.

CAS — 226700-79-4 (fosamprenavir); 226700-81-8
(fosamprenavir calcium).

ATC — JO5AEQ7.

ATC Vet — QJO5SAEQ7.

CH3

(fosamprenavir)

Adverse Effects and Precautions
As for Amprenavir, p.865.

Interactions

Drugs interacting with amprenavir (p.866) might rea-
sonably also be expected to interact with fosamprena-
vir.

For further information on drug interactions of HIV-
protease inhibitors see under Indinavir Sulfate, p.883
and Table 1, p.917.

Antiviral Action

As for Amprenavir (see p.866). Fosamprenavir is a
prodrug that is rapidly hydrolysed to amprenavir
(p.865) by cellular phosphatases in the gut epithelium
as it is absorbed. Fosamprenavir itself has little or no
antiviral activity in vitro

Pharmacokinetics

After oral doses, fosamprenavir is rapidly hydrolysed
to amprenavir in the gastrointestinal epithelium as it is
absorbed. Peak plasma concentrations of amprenavir
are attained after 1.5 to 4 hours. Fosamprenavir may be
given with or without food. For details of the pharma-
cokinetics of amprenavir, see p.866.

O Reviews.

1. Wire MB, et al. Fosamprenavir: clinical pharmacokinetics and
drug interactions of the amprenavir prodrug. Clin Pharmacoki-
net 2006; 45: 137-68.

Uses and Administration

Fosamprenavir is a prodrug of amprenavir, which is an
HIV-protease inhibitor with antiviral activity against
HIV. Fosamprenavir is used in the treatment of HIV
infection and AIDS (p.856). Viral resistance emerges
rapidly when fosamprenavir is used alone, and it is
therefore used with other antiretrovirals.

Fosamprenavir may be given with or without food. It is
given orally as the calcium salt, but doses are expressed
in terms of the base. Fosamprenavir calcium 748 mg is
equivalent to about 700 mg of fosamprenavir or to
600 mg of amprenavir and 50 mg of fosamprenavir so-
lution is equivalent to about 43 mg of amprenavir.

In the UK, the recommended dose of ritonavir-boosted
fosamprenavir in both treatment-experienced and
treatment-naive adult patients is fosamprenavir
700 mg twice daily plus ritonavir 100 mg twice daily.

In the USA, recommended doses in treatment-naive
adult patients are:

« fosamprenavir 1.4 g twice daily without ritonavir, or

« fosamprenavir 1.4g once daily plus ritonavir
200 mg once daily, or

« fosamprenavir 1.4g once daily plus ritonavir
100 mg once daily, or

« fosamprenavir 700 mg twice daily plus ritonavir
100 mg twice daily

The recommended dose in treatment-experienced pa-

tients is fosamprenavir 700 mg twice daily plus ritona-

vir 100 mg twice daily.

For details of doses in children and adolescents, see be-

low.

Doses should be reduced in patients with mild or mod-
erate hepatic impairment (see below).
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Administration in children. For the treatment of HIV infec-
tion in children and adolescents, fosamprenavir is given daily
with other antiretroviral drugs. Doses are based on body-weight
and should not exceed the adult dose.
In the UK, the recommended dose of fosamprenavir oral solution
in children and adolescents weighing 25 to 38 kg is 18 mg/kg
twice daily plus ritonavir oral solution 3 mg/kg twice daily. Chil-
dren and adolescents weighing at least 39 kg may be given the
adult fosamprenavir tablet dose, see above. It is not licensed for
use in children below 25 kg in weight or 6 years of age.

In the USA, the recommended dose of fosamprenavir oral sus-

pension in treatment-naive children 2 to 5 years of age is fosam-

prenavir 30 mg/kg twice daily. Treatment-naive children 6 years
of age or older may be given fosamprenavir 30 mg/kg twice dai-
ly or 18 mg/kg twice daily plus ritonavir 3 mg/kg twice daily.

Treatment-experienced patients 6 years of age or older may be

given fosamprenavir 18 mg/kg twice daily plus ritonavir

3 mg/kg twice daily.

Ritonavir 100-mg capsules may be given to children and adoles-

cents taking fosamprenavir oral suspension if they weigh at least

33 kg.

Administration in hepatic impairment. Fosamprenavir
should be used with caution in all patients with hepatic impair-
ment.

UK licensed product information recommends:

« in patients with mild hepatic impairment (Child-Pugh score 5
to 6): fosamprenavir 700 mg twice daily plus ritonavir 100 mg
once daily

« in patients with moderate hepatic impairment (Child-Pugh
score 7 to 9): fosamprenavir 450 mg twice daily plus ritonavir
100 mg once daily

US licensed product information recommends:

in treatment-naive patients with mild hepatic impairment

(Child-Pugh score 5 to 6): fosamprenavir 700 mg twice daily

without ritonavir, or plus ritonavir 100 mg once daily

in treatment-experienced patients with mild hepatic impair-

ment (Child-Pugh score 5 to 6): fosamprenavir 700 mg twice

daily plus ritonavir 100 mg once daily

in treatment-naive patients with moderate hepatic impairment

(Child-Pugh score 7 to 9): fosamprenavir 700 mg twice daily

The symbol T denotes a preparation no longer actively marketed

Famciclovir/Foscamet Sodium 877

without ritonavir, or fosamprenavir 450 mg twice daily plus
ritonavir 100 mg once daily

« in treatment-experienced patients with moderate hepatic im-
pairment (Child-Pugh score 7 to 9): fosamprenavir 450 mg
twice daily plus ritonavir 100 mg once daily

« in treatment-naive patients with severe hepatic impairment
(Child-Pugh score 10 to 12): fosamprenavir 350 mg twice dai-
ly without ritonavir

Fosamprenavir plus ritonavir should not be used in patients with

severe hepatic impairment.

Preparations

Proprietary Preparations (details are given in Part 3)

Arg.: Telzir; Austral.: Telzir; Belg.: Telzir; Canad.: Telzir; Cz.: Telzir;
Denm.: Telzir; Fin.: Telzir; Fr.: Telzir; Ger.: Telzir; Gr.: Telzir; Hung.: Telzir;
Irl.: Telzir; Israel: Lexiva; Ital.: Telzir; Mex.: Telzer; Neth.: Telzir; Norw.:
Telzir; Pol.: Telzir; Port.: Telzir; Spain: Telzir; Swed.: Telzir; Switz.: Telzir;
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Foscarnet Sodium @an, usan, 1NN

A-29622; EHB-776 (anhydrous and hexahydrate); Foscarnet
sédico; Foscarnet Sodique; Foscarnet sodique hexahydraté; Fo-
scarnetum Natricum; Foscarnetum natricum hexahydricum;
Foskarneettinatriumheksahydraatti; Foskarnet sodnd sdl hexahy-
drét; Foskarnet Sodyum; Foskarnetnatriumhexahydrat; Foskar-
neto natrio druska heksahidratas; Foszkarnet-ndtrium; Phospho-
natoformate Trisodium; Phosphonoformate Trisodium. Triso-
dium phosphonatoformate hexahydrate.

®DockapHeT HaTtpui

CNa;O0;5R6H,0 = 300.0.

CAS — 63585-09-1 (foscarnet sodium); 34156-56-4 (fo-
scarnet sodium hexahydrate).

ATC — JO5ADOI.

ATC Vet — QJOSADOI.

Pharmacopoeias. In Eur. (see p.vii).

Ph. Eur. 6.2 (Foscamet Sodium Hexahydrate; Foscarnet Sodium
BP 2008). A white or almost white crystalline powder. Soluble in
water; practically insoluble in alcohol. A 2% solution in water
has a pH of 9.0 to 11.0. Protect from light.

Incompatibility. Foscarnet sodium has been found to be visu-
ally incompatible with some commonly used injectable drugs in-
cluding amphotericin B, aciclovir sodium, co-trimoxazole, gan-
ciclovir, and pentamidine isetionate;'? licensed product
information also lists incompatibilities with vancomycin, glu-
cose 30% solution, and solutions containing calcium. It is there-
fore recommended that foscarnet should not be infused via an
intravenous line with any other drug.

1. Lor E, Takagi J. Visual compatibility of foscarnet with other in-
jectable drugs. Am J Hosp Pharm 1990; 47: 157-9.

2. Baltz JK, et al. Visual compatibility of foscarnet with other in-
jectable drugs during simulated Y-site administration. Am J Hosp
Pharm 1990; 47: 2075-7.

Adverse Effects and Treatment

The most serious common adverse effect of foscarnet
sodium is renal impairment, which may be severe.
Anaemia may be common and granulocytopenia and
thrombocytopenia have been reported. Foscarnet can
chelate bivalent metal ions, and may be associated with
an acute decrease in ionised calcium in the plasma that
is not necessarily reflected by measurements of total
calcium; the decrease is proportional to the rate of in-
fusion. Other electrolyte disturbances may occur.
Some patients may have convulsions. Excretion of
high concentrations in the urine can cause local irrita-
tion and genital ulceration. Other adverse effects re-
ported include nausea, vomiting, diarrhoea, malaise,
fatigue, fever, headache, dizziness, paraesthesia, trem-
or, mood disturbances, rash, abnormal liver function
tests, blood pressure and ECG changes, and isolated re-
ports of pancreatitis. Intravenous injection may cause
phlebitis at the site of injection.

In cases of overdosage it is important to maintain hy-
dration. Foscarnet elimination may be increased by
haemodialysis.

Effects on the CNS. Convulsions may occur in up to 10% of

AIDS patients receiving foscarnet and have been reported after
overdoses. Contributing factors include underlying CNS pathol-



