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KARBOTEEN®

(Carboplatin aqueous solution) INJECTION

Since anemia is cumulative, transfusions may be needed during treatment with Karboteen, particularly in patients receiving
prolonged therapy.

Bone marrow suppression i inoreased n patients who have received prior thrapy, especaly regimens including dispatin
Marrow i also increased in patients with impaired kidney function. Initial Karboteen dosages in these patients

WARNING
Katboteen (carboplatin aqueus soluion) INJECTION should be adminitered undr the supenvision of a qualfied
physician experienced in the use of ca age of therapy and
complications s possible only when adecgiate teaimant tacities are veadlly available

Bone martow suppression is dose rolaled and may be severe, resuling n nfecion andior beeding, Anemia may be
cumulative and may fequire transfusion support. Vomiting is another frequent drug-related side eff

should be appmpnalely reduced and blood counts should be calaiully monitored between courses. The use of Karboteen
in combination with other bone marrow suppressing therapies must be carefully managed with respect to dosage and
timing i order to mininize addive efects.

Carboplatin has fimit potential, but treatment with has resulted in

incroased onal andior auciologic toxity. ‘and caution must be exercised when a patient receives both drugs.

Clincslly sgnitcan hesring loss has boen faporied t oo n pecialicpatlents when caropiain was administered o

hi

Anaphytactic ke reacllons o cerboplain have bee feporisd and may ocour wihin minutes of Karboteon
n employed to alleviate symptoms.

jher than with other ototoxic agents.
Karbotaen can induco eme more severs n patints previously recaiving emetogenic thera

ACTION

Carboplatin, like cisplatin, produces predominantly interstrand DNA cross-links rather than DNA-protein cross-links. This
affect is apparently cell-cycle nonspecific. tion of carboplatin, which is thought to produce the active species,
occurs at a slower rate than in the case of cisplatin. Despite this difference, it appears that both carboplatin and cisplatin
induce equal numbers of drug-DNA cross-links, causing equivalent lesions and biological effects. The differences in poten-
cies for carbopiatin and cisplatin appear to be ciroctly reaiba to the difierence In acuatin ratee.

PHARMACOKINETICS
in patients with creatinine clearances of about 60 ml/min or greater, plasma levels of intact carboplatin decay in a biphasic
manner after a 30-minute intravenous. |mus|nn of 300m éymz o 500 mgima of carboplatin. The inialplasma hallfe (e

) was found to be 1.1 to 2 hours (n=6 ribudion piasma halt-fe (beta) was found to be 2.6 1 59 hours
(n_6| The total body clearance, apparenr volume of d{stnbuuon and mean residence time for carboplatin are 4.4 L/hour,
16 L and 3.5 hours, respectively. The Cmax values and areas under the plasma concentration versus time curves from 0
infnity (AUG nf) increace lnoally with dose, although the increase was Sighily mors tha Goss pmyomcnal Carboplatin,
therefore, exhibits linear pharmacokinetics over the dosing range suaiea (300 mgim2 to 500 mai’)
Carboplatin is no« bound to ptama proteins. No significant quantities of ntaini

cies ot} e present in plasma. However, platinum from carboplatin becomes mvambxy bound to
;fsma pvdems andis slnMy anmmaled with @ minimum half-fife of 5 days.

e major ous of eliminaion of carbaplalin s renal excrelion. Paients with oeatinine cearances of approximately 60 mL/
min or greater excrete 65% Of Ihe dose in the urine within 12 hours and 71% of the dose within 24 hours. All of the platinum
in the 24-hour present as carboplatin. Only 3% to 5% of he aammssiored platinum is excreted in the urine between
24 and 96 hours. There are Irsumcleni data to determine whether biliary excretion occurs.

In ptients with creatinne clearances below 60 mLimin, the total body and renl clarances of arboplatn decrease as the
creatinine clearance decreases. Karboteen dosages should therefore be reduced in these

The primary determinant of Karboteen clearance is glomerular firation rate (GFR) and this paramelsr of renal function

is often decreased in eiderly patients. Dosing formulas incorporating estimates of GFR to provide predictable Karboteen
lasma AUCs shouid be sed n sderly paients o minimize th fsk oftoxcy.

Initial Treatment of Advanced Ovarian Carcinom:
Kerboteon (carboplelin aqueous solion) INVEGTION is indicated for the iniial treatment of advanced ovarian carcinoma
in established combination with other approved agents. One regimen consists

of Karboteen and cyc
Two randomized controlled studies conducted by the NCIC and SWOG with carboplatin versus cispiatin, both in combina-
tion with cyclophosphamide, have demonstrated equivalent overall survival between the two groups. There is limited

atitcal power o ‘demonstrate equivalence in overall pathologic cor tes and long-term survival

3 years) becal he smell number of palients with hess oulcomes: the small number of paients with residual tumor
<2 Emafer intial surgery aiso limis the statistical poier lo demonsirate equivalence in this subgroup

dary Treatment of Advanced Ovarian Carcino

Karboteen g ndicated for the palialive treatment of petiont
including ‘who have been previously treated with
Within the group 5 patiorts proviously rested wih csplatin, those who have developed progressive disease whie roceiv-
ing cisplatin therapy may have a response rate.
DOSAGE AND ADMINISTRATION
NOTE: Aluminum reacts with carboplatin causing precipitate formation and loss of potency, therefore, needles
it ayonous apts containing Ahmintim perts thet iy cbms i1 Sontact wi the et miet Aot bs Usse o the peaparation
or administration of Karboteen
Sing t

response rales

ks Wih ovarian carcinoime recurront ater prof chemotherapy,
cisplatin

Karboteon (carbopatn aqueous soluon) INJECTION, as single agant has besn shown to be ffeciive I patients wih
recurrent ovarian carcinoma at a dosage of 360 mg/m2 IV on day 1 every 4 weeks. In general, however, single intermittent
eourses of Karboteen should nul be repealed until the neulmphvl count Is al least 2,000 and the platelet count is at least

Corniination Therapy with Cyclophosphamide
In the chemotherapy of advanced ovarian cancer, an effective combination for prevmusl{a\mlrealsd patients consists of
Kalboleen 300, gl IV on day 1 every 4 weok fo 6 cycies (allamativoly sos Forml

rho 600 mgim2 1V on day 1 every 4 weeks for 6 cycles. Fordirections fogaiding ihe Use and acminstia
oo iamide please refer 1o its package insel
i Coarien ol e eoteen i samEnaor Wi cyclamosphsmlde should not be repeated unil the neutrophil count
isatlasl 2000 and the platset count s a least 100,000.

se Adjustment Recommend:

Prateatriont Diatolet count and performance status are Important progriostic actors for severty of myelosuppression in
previously reated patiens,
he for single agent or therapy shown in the table below are modified from

conon rile e  proviotely tesiod and untreetod pelents Wit ovorian carcinorme. Blood counts were done weekly, and
the ssed on the lowest post-treatment platelet or neutrophil value.

Platelets | Neutrophils | Adjusted Dose * (From Prior Course)
>100,000 >2.000 125%
50-100,000 500 - 2,000 No Adjustment
< 50,000 <500 75%
% ly to Karbor =quecus sollfon) INJECTION s & sngle agentor o bath Karboteen and
eyclophosphannida in combiralion. It the coniralled studies, dosages were lso adjusied af @ lower evel (50% t0 60%) or

severe myelosuppression. Escalalions above 125% St I e s s ik
Karbotean is ustelly administered by an infusion lasting 15 minutes or longer. No pre- or pos1 -treatment hydration or forced
diuresis is require
Patients with lmp-lua Kidney Function
Patisrts wih croalinie cleararico values below 60 md imin are o incroased isk of severe bone marmow suppression, [0

Wh can be apy.

d int (ens"y gl Uy b by using premedication with antiemetics. Although o conclusive
eﬂlmcy da(a exist with the following schedules of Karboteen, lengthening the duration of smgle Imravemus administration
to 24 hours or dividing the total dose over 5 consecutive daily pulse doses has resulted in reduced et
Although peripheral neuvotoxlcny is infrequent, its incidence is increased in patients older than
65 years and in patients previously lveatad vmn cisplatin. Pre-existing cisplatin-induced neurotoxicity does not worsen in
about 70% of the palwn(s Fossi platin as secondary treatment
Loss of vision, which can be compl o m« ugm and colors, has been reported after the use of carboplatin with doses higher
than those reccmmsed in the package insert. Vision appears to recover totally o to a significant extent within weeks of
stopping these high doses.
As in the case of other platinum-coordination compounds, allergic reactions to carboplatin have been reported. These ma
Gonts Wt (s of Ao desion el shotks b s with appropriate supportive therapy. There is increased risk
of allergic reactions including anaphylaxis in patients previously exposed to piatinum therapy. High dosages of carboplatin
(more than 4 times the recommended dose) have resulted in severe abnormalities of liver function tests.
Karboteen (carboplatin aqueous solution) INJECTION may cause fetal harm when anrmmstersa 10 a pregnart woman.
Carboplatin has been shown to be embryotoxic and teratogenic in rats. There are no adequate
well-controlled studies in pregnant women. If this drug is used during pregnancy, o if the patient becomes pregnant while
lecelving this drug, the patient should be apprised of the potential hazard to the fetus. Women of childbearing potential

RE v’:sse to avoid becoming pregnant.
b

General

Needles or intravenous administration sets mmamlg aluminum parts that may come in contact with Karboteen (carbopla-
tin aqueous solution) INJECTION should not be for the preparation or administration of the drug. Aluminum can react
with carboplatin causing precipitate formation and loss of potency.

Drug Interactions

The renal effects of by Karboteen.

Fertility
e carcinogenic potential of carboplatin has not been studied, but compounds with similar mechanisms of action
mikagenicity profiles have been rapertedto be caranogenic. Carbopiatin has been Shown to bé Mutagenic both in viro
and in vivo, It has also been shown to be embryotoxic and teratogenic in rats vscelvmg the drug during organogenesis.
eoﬂndary malignancies have been reported in association with multi-drug therap:

Prsynancy Category D (See wamings)
Nursing Mothe:
18 not Known whether carboplatn i excreted n human milk Because there s a possibiity of toxicty in rursing infaris
secondary to Karboteen treatment of the mother, it is recommended that breast feeding be discontinued f the mother is
toeiod wits Kaioten (cardapiein aqueous solution) INJECTION
Sefoty oied ectvercas iy pediatric patients have not been established
ic
Ofthe 769 patients n iniial treatment combination therapy studies (NCIC and swoe) :95  patients were reated with
Of these, 141 were over 65
older In these rils, &ge was - Eroanaelic facor for survivl. Inemns of saluly, e!derly nenrs roatod wi carboplatin
were mote fikely o develop severe thrombocytopenia than younger patiens. In a co of 1,942 patients
(414 were 265 age) that received single-agent carboplatin for different tumor ypes imilar incidence of adverse
evenis was seenin £ pauenrs 65 years and older and in patients less than 65. Other reported cinical experience has ot
identified differences in respanses between elderly and younger patients, but greater sensitivity of some older individuals
cannot be ruled out. Because renal function is often decreased in the elderly, renal function should be considered in the
el Karholeen dosage.
SIDE EFFECTS
Hematologic Toxictty
Bone martow suppression s the dose-imiing toxicty of Karbotsen, Thrombocytopenia with patelt counts below 50,000/
M Geours i 2556 of the patients (35 er patients); with ts below
1,000/ occirs in 16%af the pamms (21% of prcratod ovarian ancer pabints) Iaukopena Wit WBIS counts eon
000/mm* occurs in 15% of the patien's (26% of pretreated ovarian cancer patients). The nadir usually occurs about day
S patients receiving single-agent therapy. By day 28, 90% of patients have platelet counts above 100,000/mn; 74%
have neutrophil counts above 2,000/mm®; 67% have counts above 4,000/mm’.
Niizow Supraession is usially more sevee 1 patients with |mfnnea Kidney function. Patients with poor performance
sialus have sloo experiericad a Higher ncklence of ssvere eukopenia and Uvombocytopenia.
The hematologi efects, athough usually reversible, have tested n nfectious or hemorthagic complications i 5% o the
patients reated wih carbopiati, with crug elated death occurring in less than 1% of the ekl vt s
raported n pations with neuropen
nermia wih hemogiooin less i 9/dL has bean observed in 71% of the patients who started therapy with  basaine
ikl veloteb g el b e d bbb i
adminisered to 26% of the patiets rsaled with carboplatn (4% of proviously reated ovarian cancer pal;ems}
mar medepmssmn Thay b6 o Severe when Karbatean I8 Gormbined WA other bori MarTow Suppraseing dris of with
radio!
Gastrointestinal Toxicity
Vomiting occurs in 65% of the patints (819 of previousl raatod ovarian cancer patints) and in about o hird of theso
patients it is severe. Carboplatin, as a single agent less cisplatin; how-
over,patien previously reated with smefogenio agents, eepecially cisplaiin, appoa 1o bo mors prone fo vomiing. Natsea
alons occurs in an addiional 10% 10 15% of patints. Boih nausea and vomiiing usually cease wihin 24 hours of reatment
and are often responsive to antiemetic = Although no conclusive efficacy data exist with the following schedules,
olonged of 24-hour infusion or by daily pulse doses given for
5 consecutive days, was associated w.m el vomitng than the ingle-dose Intermitent schediie. Emesis was
increased when was ol effect
abserved fraguently Wore pain.in 17% of the palients; diarthea, In 6% and consipation, aso in 6%.
Neurologic Toxici
Pecipheral neuropathies havo baen observed in 4% of me pauems rocsiving carboplan (6% of profreated ovaran cancer
patients) with mild paresthosias occurring most requen apy produces significantly fewer ss
severe neurologic side effects than does lm:rapy ith crsplalln ol patients older than 65 years oy previously
treated with cisplatin appear 10 have an ncreasad sk (10% for peripheral neuropathis. n 707% ofthe paients ith pre-

renally-impaired patients who received single-agent carboplatin therapy, the incidence of severe |
or thrombocytopenia has been about 25% when the dosage modifications in the table below have been used.

Bassline Doss on Day 1
41-59 mL/min 250 mg/m?
16-40 mLimin 200 mg/m?

The data avaiabl for patients with severelyimpaited Kidney function (creatinine learance below 15 mLimin) are too

limied to permt a recommenditio fo ireatma
These dosing recommendations apply to the ol cotwse ol eston. Subsequent dosages should be adjusted according
1o the patient’s tolerance based on the degree of bone marrow suppression.
Formula Dosi
Another approach for determining the initial dose of Karboteen is the use of mathematical formulae, which are based on
a patient’s pre-existing renal function o renal function and desired platelet nadir. Renal excretion is the major route of elimi-
nation for carboplatin. The use of dosing formulae, as compared to empirical dose calculation based on body surface area,
allows compensalion or plient variations n prelreatmen renal funciion that might otherwisa result i efhar tnderdosing
(in patients with above averags renal function) or overdosing (in patients with impaired renal funct
A simple formula for calculating dosage, based upon a patient's glomerular fittration rate (GFR in mumm) and Karboteen
target area under the concentration versus time curve (AUC in ma/mL+min), has been proposed by Calvert In these stud-
ies, GFR was measured by S1CI-EDTA clearance.

CALVERT FORMULA FOR CARBOPLATIN DOSING

ose (mg) = (lmgelAUC) X (GFR + 25)

Note: Wi the Calvert lormul, the e U B S mg, nol mg/n.
The taget AUC of 4 mg/mL-mi to 6 mgimL-min using single-agent ol appears to provide the most appropriate
dose range in previously roated panarls This study also showed a trend between the AUC of single-agent carboplatin
Scminiaiare th préviousty Wraated patients an the likelinaod of developing toxichy.

AUC (mg/mL-min) % Actual Toxicity in Previously Treated Patients

Gr 3 or Gr 4 Leukopenia Gr 3 or Gr 4 Thrombocytopenia

4105 16% 13%
607 33% 34%
Geriatric Dosin;

Becauso reral v\fncnon is often decreased in elderly patients, formula dosing of Karboteen based on estimates of GFR
i be used in eldrly patient o provide prodidiable plasa Karbotoen AUGs and thereby minimize the ik oftoxity.

BREPARATION OF | ONS

Karboteen (carboplalin aqueous solution) INJECTION s a premixed aqueous solution of 10 mg/m. carboplatin

Karboteen aque ion can be further diluted to concentrations as low as 0.5 mg/mL with 5% Dextrose in Water

(D,W) or 0.5% Sodium Ghioride Injsctin,. When prepared a5 direcled, Karbolosn aqueous solulons are siabe for 8 hours

al foom temperature 22-25°C and 24 hours when stored at 2-8°C Since no P

contained Inthe formlation  should be discarded 8 hours aftr dition

To minimize the risk of dermal exposure, always wear impervious gloves when

handiing vials containing Karboteen

(carbopiatin aquees soltion) Injsction. This iheludes &l nandling activiles In chncal settings, pharmacies, Storefooms,
and home healthcare settings, including dufing unpacking and inspection, transpart within a facility, and dose preparation
and administration.

mcmons
Karboteen ( atin aqueous solulon) INJECTION s contraindcated in patients with a histry of severe allergic
reations to c.quaun or other platinurm-containi unds.
Kartteen shouid ot bs employed in patients wih severe bone marow depression orsignicant bleeding
WARI

B is dose-dependent and is also the
Goseimiting toxiely. Peripheral biood counts Should be lrequﬁmly monitored during Karboteen treatment and, when
appropriate, until recovery is achieved. Median nadir occurs at day 21 {n patients receiving single-agent carboplatin. In
general, single intermittent courses of Karboteen should not be repeated unti leukocyte, neutrophil, and platelet counts
have recovered

existing cispl peripheral S wes i oreoniog 61 ST diing etspy Wit carbopleint
Ciimical olcioxicy v Ot oo d change in taste have been reported
in only 1% of the pabents, Canlral nervous system symploms gl Teportad i1 5% of the patients and appear o be
most often related to the use of antiemetics.

Although the overall incidence of peripheral neuralogic side effects induced by carboplatin is low. prolonged treatment,
particuaiy in dsplalin pretreated patiens, may resultin cumubative nevrolaxity

Developmem abnormal renal function test results is uncommon, despite the fact that wbnplalln uniike clsplatln
has usually been administered without high-volume fluid hydration and/or forced diuresis. The incidences of abnormal
renal function tests reported are 6% for serum creatinine and 14% for blood urea nitrogen (10% and 22%, respectively,
in prelreated overian cancer patiens) Most ofthess reporled abriommaltios ha boer mi and abosi ae-hal ofthem
were reversible.
Creatinine clearance has proven to be the most sensitive measure of kidney function in patients receiving carboplatin,
and it appears 1o be the most useful test for correlating drug clearance and bone marfow suppression. Twenty-seven
percent of the patients who had a basline value of 60 ml/min or mare demanstrated a reduction below this value during
carbopiatin therapy.
Hepatic Toxiclty
incidences of abnormal liver function tests in patients with normal baseline values were reported as follows: total
bll(ruhm 59%; SGOT, 15%; and alkaline phosphatase, 24%; (5%, 19%, and 37%, respactively, in pretreated ovarian cancer
tients). These abnormaiities have generally been mild and reversible in about one-half of the cases, although the role
of metastalic mor in the iver may complicae the assessmert in many patients. in a limited series of patients receiving
bone marrow severe liver function tests

lyte Changes
The incidences of abnormally decreased serum electrolyte values reported were as follows: sodium, 24%; potassium,
20%; calcium, 22%; and magnesium, 29%; (47%, 28% 1%, and 43% respeciively, i pretrealed ovarian canoer patiens).
Electrolyte supplementation was not routi and these electrolyte abnormal
toe ere farely ammocil

ns
Hypersensitvi to carbaplatin has been roported n 2% of the patiens Thess allergic reactions have been similar in
nalure and severity to those reported with other platinum-containing co , o, rash, urticaria, erythema, pruritus, and
rarely bronchospasm and hypolension. Anaphylacti Sl rt;glr\ad as part of postmarketing surveillance
IGS), These reactions have been successfully managed with standard epinephrine, corticosteroid, and
Sravintaning therapy
wjection Site Reactions

Injection site reactions, including redness, swelling, and pain, have been reported during postmarketing surveillance
Necrosis assoclal Wit extravasation has aiso bben feportod

P S Seria v the mot Irequanty reparled misoelaneous adverse effects; the elelionstip b the tumor end to

anem;a was likely. Alopecia was reported (3%). Cardiovascular, respiratory, genitourinary, and mucosal side effects have
urred in 6% o less of the patients. Cardiovascular events (cardiac failure, embolism, et oot ) were

fatal I lss thai 19 o the patients and did not appear to be related to chemotherapy. Cancer-associated hemolytic uremic

syndrome has been reported rarely.

Malaise, anorexia, hypertension, denymanun and stomatitis have been reported as part of postmarketing surveillance.

OVERDOSAGE

There is no known antidote for Karboteen (carboplatin aqueous solution) INJECTION overdosage. The anticipated compli-

cations of overdosage would be secondary fo bone marrow suppression and/or hepatic toxicity.

STORAGE

Store below 25°C. Protect from light

PRESENTATIONS

Vials

KAREBOTEEN: 50mg: Carboplatin 80 mo/s

Carboplatin 150 mg/15 mi

: Qarbopiati 450 mg/dS mi

KARBOTEEN 600 mg: ~ Carboplatin 600 mg

Excipients: hydrochloric acid and/or sodium hydmme water for injection

THIS IS A MEDICAMENT

1o instructions is dangerous.

A

Manutactured by:
Thymoorgan Phamazie GmbH, Germany

« Amedicament is a product which affects your health, and its consumption contrary

+ Follow the doctor’s prescription strictly, the method of use and the instructions of
the pharmacist who sold the medicament.

+ The doctor and the pharmacist are experts in medicine, its benefits and risks.

« Do not by yourself interrupt the period of treatment prescribed for you.

+ Do not repeat the same prescription without consulting your doctor.

Keep medicament out of the reach of children
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