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Decitabine (BAN, USAN, ANN)

5-Aza-2'-deoxycytidine; DAC; Decitabina; Décitabine; Decitabi-
num;  NSC-127716.  4-Amino-|-(2-deoxy-B-b-erythro-pento-
furanosyl)-1,3,5-triazin-2(1 H)-one.

AeuntabuH

CgH,NLO, = 228.2.

CAS — 2353-33-5.

Adverse Effects, Treatment, and Precautions

For general discussions see Antineoplastics, p.635, p.639, and
p.641. The most common adverse effect of decitabine is myelo-
suppression, which may be severe and dose-limiting. Fatalities
have been reported. Other common adverse effects include fa-
tigue, pyrexia, gastrointestinal disturbances, petechiae, and hy-
perglycaemia. Cardiorespiratory arrest, increased blood bili-
rubin, intracranial haemorrhage, abnormal liver function tests,
pulmonary oedema, atrial fibrillation, central line infection, or
febrile neutropenia may force treatment to be stopped or delayed.
Other adverse effects which may be dose-limiting include lethar-
gy, oedema, tachycardia, depression, or pharyngitis.

Pharmacokinetics

On intravenous dosage decitabine exhibits biphasic disposition.
Plasma protein binding is negligible. The exact route of metabo-
lism and excretion is not known; one pathway appears to be
deamination by cytidine deaminase, which is found principally
in the liver, but also in granulocytes, the intestinal epithelium,
and whole blood. A terminal elimination half-life of about 0.5
hours has been reported after a 72-hour infusion.

Uses and Administration

Decitabine is an antineoplastic antimetabolite structurally related
to cytarabine (p.705). It is reported to cause DNA hypomethyla-
tion by the inhibition of DNA methyltransferase, which has the
potential to alter gene expression (re-activate silent genes) and
limit disease progression and resistance. Decitabine is used in the
treatment of myelodysplastic syndromes (p.654). It is given by
intravenous infusion over 3 hours, diluted to a final concentration
of 0.1 to 1 mg/mL in sodium chloride 0.9%, glucose 5%, or lac-
tated Ringer’s injection. The recommended dose is 15 mg/m?
every 8 hours for 3 days; this 3-day cycle is repeated every 6
weeks, for a minimum of 4 cycles. Treatment may be continued
as long as the patient continues to benefit. If haematological re-
covery from a cycle is incomplete, cycle length may be increased
to as much as every 10 weeks and the dose reduced to 11 mg/m?
every 8 hours upon restarting therapy; this dose may be main-
tained or increased in subsequent cycles as clinically indicated.
Decitabine treatment should also be delayed if serum creatinine
is 2mg per 100 mL or greater, or if total bilirubin is 2 or more
times the upper limit of normal, or if the patient has an active or
uncontrolled infection.

Decitabine is also under investigation for the treatment of chron-
ic myeloid leukaemia (p.653) and acute myeloid leukaemia
(p.652). It is also reported to increase fetal haemoglobin in pa-
tients with sickle-cell disease (p.1044).
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Denileukin Diftitox (Usan, iNN)

DABsgslL2; Denileucina diftitox; Denileukin Difitox (BAN); Déni-
leukine Diftitox; Denileukinum Diftitoxum; LY-335348.
AeHnrenknH AnGTUTOoKC

CAS — 173146-27-5.

ATC — LOIXX29.

ATC Vet — QLOIXX29.

Adverse Effects and Precautions

Denileukin diftitox can cause an acute hypersensitivity reaction
within 24 hours of infusion with symptoms reminiscent of a cy-
tokine release syndrome. Anaphylaxis and death have also been
reported. A more delayed flu-like syndrome may also occur up
to several days after infusion. Vascular leak syndrome, character-
ised by hypotension, oedema, or hypoalbuminaemia, may also
be delayed. Gastrointestinal disturbances, chills, fever, and
asthenia are common. Other adverse effects include rash, predis-
position to cutaneous infections, and thrombotic events. Visual
loss has been reported; although recovery was reported in some
patients, in most cases impairment persisted.

Uses and Administration

Denileukin diftitox is a recombinant interleukin fusion toxin
comprised of interleukin-2 linked to the A and B fragments of
diphtheria toxin. It is given by intravenous infusion for the man-
agement of persistent or recurrent cutaneous T-cell lymphoma
(see Mycosis Fungoides, p.657), in patients whose malignant
cells express the CD25 interleukin-2 receptor. The concentration
of denileukin diftitox must be at least 15 micrograms/mL during
all steps in the preparation of the solution for infusion. The rec-
ommended dose is 9 or 18 micrograms/kg daily, given over 15
minutes or more, for 5 consecutive days every 3 weeks.
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Diaziquone (UsAN, riNN)

Aziridinylbenzoquinone; AZQ; Cl-904; Diazicuona; Diaziquon-
um; NSC-182986. Diethyl 2,5-bis-( | -aziridinyl)-3,6-dioxo- 1 4-cy-
clohexadiene- | 4-dicarbamate.

AMasmxoH

CieHyoN,Of = 364.4.

CAS — 57998-68-2.
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Diaziquone has been investigated as an antineoplastic in the
treatment of malignant brain tumours and acute myeloid leukae-
mia. It is thought to act as an alkylating agent. Adverse effects
include bone-marrow suppression, manifesting chiefly as leuco-
penia and thrombocytopenia, gastrointestinal disturbances, and
alopecia. Anaphylactoid reactions have occurred.

Didemnin B
Didemnina B; NSC-325319.
Cs7HgN;O 5 = 11124,
CAS — 77327-05-0.

Profile

The didemnins are biologically active peptides extracted from a
marine sea squirt of the genus Trididemnum. They possess anti-
neoplastic and antiviral properties; didemnin B is reported to be
more active than didemnin A or didemnin C and has been inves-
tigated as an antineoplastic, although results have not generally
been favourable. Nausea and vomiting are dose-limiting; myelo-
suppression, cardiac and renal toxicity, liver dysfunction, other
gastrointestinal disturbances, myalgia, fatigue, and phlebitis may
occur. Hypersensitivity reactions, possibly due to the polyoxyl
castor oil vehicle, are common.

Docetaxel AN, Usan, iNN)

Docétaxel, Docetaxelum; Docetaxol; Docetaxolum; Dosetaksel;
Dosetaksoli; NSC-628503; RP-56976. (2R,3S)-N-Carboxy-3-
phenylisoserine, N-tert-butyl ester, |3-ester with 5p-20-epoxy-
1,20,4,7B,10B, | 3a-hexahydroxytax- | |-en-9-one  4-acetate  2-
benzoate; tert-Butyl {(15,25)-2-[(25,5R7S,10R, 13S)-4-acetoxy-2-
benzoyloxy-1,7,10-trihydroxy-9-oxo-5,20-epoxytax- | | -en-13-yl-
oxycarbonyl]-2-hydroxy- | -phenylethyl}carbamate.

AoueTakcen

Cy43H53sNO |, = 807.9.

CAS — 114977-28-5 (anhydrous docetaxel); 148408-66-
6 (docetaxel trihydrate).

ATC — LOICDO2.

ATC Vet — QLOICDO2.
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Adverse Effects, Treatment, and Precau-
tions

As for Paclitaxel, p.759. Neutropenia, anaemia and
skin reactions are common with docetaxel and may be
severe. Fluid retention, resulting in oedema, ascites,
pleural and pericardial effusion, and weight gain, is
also common, and may be cumulative; premedication
with a corticosteroid can reduce fluid retention as well
as the severity of hypersensitivity reactions. Asthenia
and fatigue have also been reported. Rare cases of oto-
toxicity, hearing impairment or loss have occurred.
Very rare cases of acute myeloid leukaemia and myel-
odysplastic syndrome have been reported with combi-
nation chemotherapy regimens containing docetaxel;
haematological follow-up may be required.

Docetaxel should not be used in patients hypersensi-
tive to polysorbate 80, which is contained in the formu-
lation. Patients with hepatic impairment show in-
creased sensitivity to toxic effects of docetaxel, and
should be given the drug with great care and in reduced
doses, if atall.

Effects on the eyes. Excessive tear formation (epiphora) se-

vere enough to interfere with reading and driving has been re-
ported in patients given docetaxel. Canalicular stenosis has been



