Urinary system

Urotoxicity consisted of hemorrhagic cystitis, dysuria.
urinary lreguency and other symploms ol bladde:
irrtation. Thaincidence and saverity of hemaluria can
be signiticanily reduced by using vigorous hydration, a
fractionaled dose schacule and a protactor such as
mesna.

Renal toxicity cccurred in 6% of the patienis trea’ed
with ifostamide as a single agent. Clinical signs, such
as elavation in BUN or serum craatinine or dacrease in
crealinine clearance, were usually lransient,

Close monitoring of serum and urine chemistries
including phasphorus, potassium, alkaline phosphatas2
and other appropriate laboratory studies is
recommended.

Central Narvous System

Those most commaonly seen wer2 somnalence,
conlusion, depressive psychosis and hallucinations.
Qther less frequent symptoms include dizziness,
disorientalion, and cranial nerve dysfunction,

Others

Alopecia occurred in approximately 83% of the patients
traatad with Hoslamlde for InjJectlon USP as a single
agent.

Increases in liver enzymes and/or bilirubin were noted
in 3% of the patients.

QOther lass Irequent side elfects included phlabitis,
pulmonary symptoms, fevar of unknown arigin, allergic
reactions, stomatilis, cardioloxicity and polyneuropathy.

Overdosagae

Mo specilic antidote lor lloslamlida for Injection USP
is known, Managemant of overdosage would includa
ganeral supportive measures o sustain the patient
through any period ol toxicity that might occur.

Storage
Itostamlde for Injaction USP should not ba slered
abave 25' C.

Prasantalion
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For the use oriy of a Cancar Speqialist,

IFOSFAMIDE FOR INJECTION USP
IFOS 1g
IFOS 2g

Compaosition

IFOS 1g

Eachvial of lfoslamide for InJection USP contains
1 gm ol sterile itosfamide USPR.

IFOS 2g
Each vial of Ifaslamlde for Injection USP contains
2 gm of sterile ilostamide USP

Description

ltostamide is a chemotherapeautic agent chemically
related to the nitrogen mustards and a synthetic
analogue ol cyclophosphamide. '

Indlcatlon and Usage

ltostamide for Injection USP used In combination
with cartain other approved antineaplastic agents, Is
indicated for third line chemotharapy ol germ call
testicular cancer, It should ordinarily be used in
combinatien with a prophylaclic agent for hemarrhagic
cystilis, such as mesna.

Dosage and Administration

ltoslamlde for Injectlon USP should be administered
intravenously at a dosa of 1.2 g/m? par day for 5
conseculiva days. Treatmant is repeated avery 3 weaks
or alter recovery from hematologic toxlcity
(Platelets » 100,000/uL, WBC » 4,000 ul).

In order to prevent bladdaer toxicity, lfostamlide for
InjJactlon USP should be given with axtensive hydration
consisting ol at least 2 liters ol oral or Intravenous fiuid
par day

A protoctor, such as masna, should also ba used to
pravont hamorchagic cyslitis. Ifosfamldae for Injsction
USP should be administered as a slow Intravanous
Infusion lasting a minimum of 30 minutes.

Although, Ilostamlde for Injaction USP has been
administered to a small number of palients with
campromised hepalic and/or ranal funclion, studies to
astablish optimal dosa schadules of [fosfamlda for
InJection USP in such patiants have not been
conductad.

Praeparation far Intravenaus Administration/Stability
Injections ara prepared for parantsral use by adding



Sterile Water lor Injection, USF, or Sterile Bacteriostalic
Water for Injection, USP (benzyl alcohol or parabens;
preserved), to the vial and shaking to dissolve. Use
the quanlity of diuent shown balow to constitute the
product:

Dosage Quanlity Flnal
Strength of Diluent Concentration
1 gram 25 mb 50 mg/mL

Solutions of ifostamide may be diluted {urlther 1o
achieve concentrations of 0.6 to 20 mg/mL in the
following tluids:

5% Dextrose Injection, USP

0.9% Sodium Chloride Injection, USP
Laclated Ringer's Injection, USP
Sterila Water for Injection, USP

Because essentially identical stability results were
obtained for Sterile Water admixtures as lor the othar
admixlures (5% Dextrose Injection, 0.9% Sodium
Chiloride Injection, and Lactaled Ringer's Injection),
the use af larga volume parenteral glass bottles, Viallax
bags or PAB bags thal contain intermediale
concentrations or mixtures of excipients {e.g. 2.5%

Dextrose Injeclion, 0.45% Sodium Chloride Injeclion,

or 5% Dextrose and 0.9% Sodium Chleride Injection)
is also acceplable.

Constituted or constiluted and turther diluted solutions
of ltosfamlide for Injection USP should be relrigaeraled
and used within 24 hours.

Parantaral drug products should be inspectad visually
for particulate matter and discoloralion prier to
administration,

Contralndicatlion

Continued use of lfostamlde for Injection USP Is
contraindicated in palients with severely depressed
bone marrow funclion.

loslamlde tor injaclion USP is also contraindicated
In patlienls who have demonstrated a previous
hypersansitivity to it

Warnlngs & Precaullons

Genaral

Ifoslamlide for Injectlon USP should be given
cauliously to patients with impaired renal function as
weall as lo those wilh compromised bone marrow
reserve, as indicaled by: leukopenia, granulocytopenia,
extensiva bone marrow melastases, prior radiation
therapy, or prior therapy with olher cyloloxic agents,

Laboralery Tests

During lreatment, the patient's hemalologic profile
{particularly neutrophils and platelats) should be
monitored regularly to datermine the degree of

hemalopoietic suppression. Urine should also be
examined regularly tor red cells which may preceds
hemorrhagic cyslilis.

Drug Interactions

The physician should be alert for possible combined
drug aclions, desirable or undesirable, involving
ilosfamide even though ifostamide has been used
successlully concurrently with other drugs, including
other cytotoxic drugs.

Wound Healing

lfostamide may inlerfere with normat wound healing.

Pregnancy

llostamide can cause letal damage when administared
to a pregnant woman. If lfosfamide for Injection USP
is usad during pregnancy, or il the palient becomes
pragnant whila laking this drug; the palient should be
apprised of the polential hazard to the felus.

Nursing Mothers

llostamide Is excreted in breast milk. Because of lhe
potential for serious adverse evenis and the
tumorigenicity shown for ilosfamide in animal sludies,
a decision should be made whether to discontinue
nursing or lo discontinue the drug, taking Into account
the importance of the drug to the mother.

Padiatric Use
Salaty and elfactivenass in pedialric patients have nol
baen eslablished.

Carcinogenesis, Mutagenesls, Impairment of Fertility
llosfamida has baen shown lo be carcinogenic In rals,
with female rats showing a signilicant Incidence of .
lsiomyosarcomas and mammary fibroadeanomas.

Tho mulagenic polential of ilosfamide has been
documented in bacterlal syslems In vilro and
mammalian cells in vivo,

Adversa Reactions

Hematologic Toxicily

Myalosuppression was dose relatad and dose limiling.
It consisted mainly of laukopenia and, 10 a lasser extent,
thrombocytopenia, AWBC count < 3000/ul is expecled
in 50% of thae palienls trealed with lfosfamide for
injection USP single agen! at doses of 1.2 ¢/m! per day
for 5 conseculive days,

Al this dose level, thrombocytopania (platelets <
100.000/pL) occurrad in about 20% of Lha patients.
Myelosuppression was usually reversible and lrealment
can be givan avery 3 10 4 waeeks. Whaen lfosfamide for
inJeclion USP Is used in combination with olher
myelosupprassive agents, adjusiments In dosing may
be necessary. Patients who experience severe
myelosuppression are potentially al increasad risk for
infection.
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