hemoglobin, The occurencs of a platelet court below 100,000/mm3 or a WBC below
X 3 ora isan theraphy
unilblood count have recovered above these lvels.

Patients should be advised of the potential loxicity of this drug, particularly bone marrow

For the use of a Registered Medical Practionsr or a Hospital or a Laboratory only

R(/litomycin Injection IP 2mg/10mg/40mg

suppression.
the drug.

i 3 forevidenco
Hould not be given to petionts with than

1.7mg percens.

Usagen Pregnancy

Progancy Gategory D Safe use of Hitomyeln njction P in pregent voman has ot been
established. Teratological changes have been noted In animal studies. The effect of
Mitomycin Injection [P on ferlity s unknown.

Hurslng Mothers _
1Lis not knovin f milomyci (s excrted in human milk. Because many drugs excreted in
human milk and because of the potenial for serious adverse reaclions in nursing Infants

WARNING .

Witomycin Injection IP should be adminjstered under the supervison of a qualfed

physiclan experienced In the use of Gancer chemotherapeuic agens. Appropriate
it of thr possible only ap

0y
and reatmen facliles are readi avaiabl.

Bone Marrow suppression, notably thrambocytopenia and leukopenia , which may
contribute Ir vatient, Is the most

Hemolytic Uremic Syndrome (HUS) a serious complication of chemotherapy .
consisting primarily of lydc anemia , and

has bean Mitomycin
Inection [P The syndrome may occur al any me during systemic therapy wiln
Witomycin Injection P as a single agent or n combination with olher cytotozic drugs,
however.

therapy.

PRECAUTIONS
Acute shotness of breath and severe bronchospasm have been reported following the

‘The Incidence of the syndrome has not been defined.

COMPOSITION

‘The onset of Ihis minutes
to hours after the vinca alkaloid Injection. The total number of doses for each drug has
steroid:

rellet.

Witomycin Infection P 1n combination with ather chemotherapy and maintained al FIOZ
concentrations greater than 50% perioperatively. Tharcfore, caution should be exercised

1o lungs. Careful attention should be paid to fluld balance and overhydration should be
avolded.

‘Bladder fibrosls / contraction has been reparted with Iniravesical administration ( not an
)

Pediatric Use

STORAGE
Slore batween 15°C 1o 30°C..
Protectfrom ight

PRESENTATION
Mitomycin Injection [P Is avallabla in a vial containing Mitomycin 1P 2mg /
10mg/40mg.
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Mitamycin P 2mg/10mg/40mg
Mannitol (P qs
DESCRIPTION

I sodum
hydroxide, water for Injection as excipients. Mitomycin is an antibiatic isolated from the

broth of Streptomy! which has been aclivity. The
molecular formula is C15-H18-N4-05 and fts molecular welght is 334.33. Us struclural
Tormulais
&

T o

HE
CLINICAL PHARMACOLOGY
Pharmacodynamic

ics
Mitomycin Injection P selectively inhibits the synihesis of deoxyribonucleic acid (DNA)
The guanine and cylosine content correlates with the degree of Mitomycin Injection [P -
induced cross-linking. Al high concentrations of the drug , cellular RNA and protein
‘synthasis are also suppressed.

Pharmacokinetics

n humans , Mitomycin Injection 1P i rapidly cleared from (ne serum after inravenous
adminsitration, Time required to reduce the serum concentration by 50% after a 30 mg
bolus nfecion s 17 minutes. Alernjecton of 30 mg, 20 mg , or 10 mg V., the maximum
serum concentrations 2.4p:0/ i, 1.7 /ml,

and 0.52 g /m, respecively Clearance s effected primarly by metabolism in the vec
bul melabolism oceurs.in olher Ussues as wel , The rate of clearance Is nversaly

it thought,

the degradative paliways.

10% of |
Since matabollc pahways are saturated at relatively low doses , the percent of dose
excreted In Urine Increases wilh Increasing dose. In children, excretion of Intravenously
‘administered Mitomycin injection IP is similar.




INDICATIONS

oY,

ADVERSEREACTIONS

It has been shown to be useful in the therapy of disseminated

stomach'or pancreas In proven combinations wih other approve
agens and as pallaiive treament when aiher modalfies have faed Mitamyein s ot
erapy.

CONTRAINDICATIONS
Mitomycin Injactioh 1P is containdicated in patents who have demonsirated a
hypersensiive ordiosyncratic reacton o fnh past.

Bans Marrow Toxlelly

This was Lhe most common and mast serious todcl. Thrombocytopenta and / o
olthe

4 weths. A Py in 10 weks.

produces cumulatve myelosuppression.

Integumant and Mucous Membrans Toxicliy

This had accured [n approximately 4% of patients treated with Mitomycin Injection P
Cellults at the (ajection site has been reparted and is occasionally severe. Stomatis and
diopecia also oceur frequently Rashes are rarely repoled. The most important

WMitomycin Injection IP Is contraindicated n patiems with
disorder, ot anIncrease in blesding tendency due o other causes.

+ coagulation

compound.
andslough may resull.

drug, howavar
0f tizsue which resull i the drug Is extravasated. dunng infection. Exravasation may occur

DOSAGE AND ADMINISTRATION
Witomyin shauld be glven ntavenously ey , using cao to avoid extravasation of the
- 1 : cellulis , uloeration, Renal Toxicity
Rise n creatinine
.
Iy

At ul ematalogicl rscovery ( sta gide to dosage adustment) from any provioys 2 Imonany Tolety a3
chematherapy , the folowing dosage schedule may e used at 6 o 8 wask interals. oumonary may be indicetve

i 0t Miforycin Injction [P -induced pulmanary foxihy. If otner etlogies aro ciminatad,

Becauss of cumulative myelosuppression, patients shoutd be fully resvaluated alter each
course of Mitortycin Injoction, 1P and the dose reduced if the patient has experienced any
s, andare

Hitomycin Injection IP tharapy shouid be discontinuzd. Steroids have been employed as

toxicilies,
‘more oxic than lower doses.

Guldeto dosage adjustment :

This serious compiication of
hemolylic ansmia ( hematocrtt, < 25% ) . thrombocytopenia ( < 100,000/mma ), and
Imeversible renal faflure ( serum creatining > 1.6 ma/dL) has been reported in patients
fragmented

consisting primarlly of

redblood cells on peripheral blood sears has acoured.

Otfier lese (requent complications on the syndrome may Include pulmonary edema,
eurofogic abnormalites and hypertansion. Bxacerbation of the symploms associated with
HUS has been repoted n some patiznts recelving blood product transtusions. A high
martalty rate has been assoctatad with this: syndrgme.

other . the d ol scordingly. I the disease
coritnues to progress afler two courses of Mitomyein Injection IF; ihe drug should ba
stopped since chances of response are minimal,

Reconstitution

Each vial contalns Milomycin 2my , 10mg , 40ma . To aminister, add Sterle Water for
0, X

52 single agent of In combinafion with other cytotoxic drugs. Less frequently, HUS has
2ls0 been repoted In patients receiving combinations of cytoinle drugs not including

Nitamyci nfecton P Gansequently; paents rcelving > 80 of Mlamyein njection IP
should b moritred closey for unexplained anemia wih raamented cells on perpheral
bioodsmear .

Injection, 4, 2(
Immadiataly.

The Incldence of the syndrome has not been defined.Therany for the syndrome is
Investigational.

Sabilly
1.Ur the ot lite
40°C. 104°F) S arhay has
2. Reconstlued with Steila Water for ijecton t0 a concaniation af 0.5 g per mi , 3‘ Aot
stable for 7 : k
3. Dilutsd In various 1V fids at room lemperture, o a conceniation of 20 o 49 "5% and vamitng

micrograms per mi ;.

Stabil
3 hours
12 hours

24 hours

Other

Headache, bluring of vision , confusion, drowsiness, syncope, fallgue, edsma,
{hrombophlebitis, hermatemesis, diarrhea, and pain. These did nal appear to be dose related
and ware nol unequivocally drug refated. They may have been due to the primary or

A.The combinaticn of Mitomycin Infection (P (5mg to 15mo) and heparin (1,000 units (o
10,000 urits) fn 30mL of 0.9% Sodium Chiorida Injection is stable for 48 hours at room
temperature.

Ovardasage
Mo datais available

WARNINGS
Patents belng iraaled vith Miomycin Infection 1P must be obeserved carefully and
requently during and aferheraphy.

d leukoj Therofore, the
platelet count

particularty be
diferential,and




