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2RODUCT INFORMATION

GLAXO WELLCOME/1503

Prep for Ad
1. Suspend container from eyelet support
2. Remove protector from outlet port at bottom of container.
3. Attach administration set. Refer to complete directions
aceomprnying set.
COMPATIBILITY AND STABILITY
Intramuscular: When constituted as directed with Stenile
Water for Injection, suspensions of ZINACEF for IM injec-
tion maintain satisfactory potency for 24 hours at room tem-
perature and for 48 hours under refrigoration (5°C),
After the periods mentioned above any unused suspensions
should be discarded.
Intravenous: When the 750.mg, 1.5-g, and 7 5-¢ pharmacy
bulk vials are constituted s directed with Sterile Water for
Irun.-ctmn t.!u_ mlur.mm of ZINACEF for IV administration
y for 24 hours at room temper-
ature and for 48 hours ( 750- rnxand 1.5-g vials) or for 7 days
17.5-g pharmacy bulk vial) under refrigeration (5°C). More
dilute solutions, such as 760 mg or 1.5 g plus 100 ml. of
Sterile Water for Injection, 6% Dextrose Injection, or 0.9%
Sodium Chlorde Injection, also maintain <atisf ¥ po-
tency for 24 hours at room temperature and for 7 days un-
der refrigeration.
These solutions may be further diluted to concentrations of
between 1 and 30 mg/mL in the following solutions and will
lose not more than 10% activity for 24 hours at room tem-

| Performance Stand

REFERENCES
1. National Committes for Clinical la‘mrnunr, Slandard:l
ds for Ant rohial S

tility, lower esophagen) sphincter pressure, or small intesti-
nal transit time. In another study in six normal male vol-

¥
Testing. Third Infnrmulaonal Supplement. NCC 1.8 Docu-
ment M100-83, Vol. 11, Ne. 17, Villanova, Pa: NCCLS; 1991
2 Cockeroft DW. Gianlt MH. Prediction of inine clear

. a 16-mg doso infused aver 5 minutes showed no

effect of the drug on cardiac output, heart rate, stroke vol-
ume, hiood pressure, or el diogram (ECG). Multid
dministration of ond tron has boen shown to slow co-

ance from serum creatinine. Nephron, 1976,16:31-41,
ZINACEP® (cefuroxime for injectionk:

Glaxo Wellcome Inc., Research Triangle Park, NC 27708
ZINACEF® {cefuroxime injection):

Manufactured for Glaxo Welleome Ine.

HResearch Triangle Park, NC 27708

by Baxter Healtheare Corporation, Deerfield, IL 60015
ZINACEF i a registered trademark of Glaxo Wellcome.
ADID-Vantage is a registered trademark of Abbott Labora-
tories,

CLINITEST is a registered trademark of Ames Division,
Miles Laboratories, Ine,

TES-TAPE is a registered trademnrk of Eli Lilly and Com-

pany.
GALAXY and VIAFLEX are registered trademarks of Bax
ter International Inc.
November 1998/RL-642
Shown in Product Identification Guide, page 317

perature or for at least 7 days under refrigeration: 0.9% So- fqi?:m B
dium Chlaride Injection; 1/6 M Sodium Lactate Injection; | 12 franl o

Ringer’s Injection, USP; Lactated Ringer's Inj usp; 1 NG '

5% Dextrose and 0.9% Sodium Chioride Injection; 5% Dex- | 'Miect

trose Injection; 5% Dexirose and 0.45% Sodium Chloride In. | ZOFRAN® I
jection; 5% Dextrose and 0.225% Sodium Chloride Injection; | londansetron hydrochioride)

10% Dextrase Injection; and 10% Invert Sugar in Water for | Injection Premixed

Injection.

Unused solut should be d fed after the time periods |~ DESCRIPTION

mentioned above,
ZINACEF has also been fiund compatible for 24 hours at
room temperature when admixed in IV infusion with hepa-
rin {10 and 50 UfmL} in 0.9% Sodium Chloride Injection and
Patassium Chloride (10 and 40 mEq/L) in 0.9% Sodium
Chlonide Injection. Sodium Bicarbonate Injection, USP is
not nded for the dilution of ZINACEF.
The 750-mg and 1.5-g ZINACEF ADD-Vantage vials, when
diluted in 50 or 100 mL of 5% Dextrose Injection, 0.9% So-
dium Chloride Injection, or 0.456% Sodium Chlonide Injec-
tion, may be stored for up to 24 hours at room temperature
or for T days under refrigeration.
Frozen Stability: (‘mmhl ute the 750-myg, 1.5-g, or 7.5 vial
as di d for TV admi ion in Table 2. Immediately
ithdraw the total ts of the 750-mg or 1.5-g vial or 8
or 18 mL from the 7.5;" bulk vial and add to a Baxter
VIAFLEX® MINI-BAG™ containing 50 ar 100 mL of 0.9%
Sodium Chloride Injection or 5% Dextrose Injection and
freeze. Frozen solutions are stable for 6 months when stored
at —20°C. Frozen solutions should be thawed at room tem-
perature and not refrozen. Do not foree thaw by immersion
n water baths or by microwave irradintion, Thawed solu-
Hons may be stored for up to 24 hours a0 feoin Ledn e adure
ar for 7 days in a refrigerator.
Naote: Parenteral drug products should be inspected visu-
ally for pﬁrtx.uinte nml.lm' and d:scnlnrnum before admin-
istration wh and permit,
Az with other cephalosporins, ZINACEF powder as well as
wlumms nnd :uspenmunu u.-nd to darken, depending on
1y affecting product po-

tency.

Directi for Dis Bulk e —Not
for Direct Infusion: Tha phnrmac_'r bulk pnckage m fnr e
in a pharmacy admixture service only under a laminar fAow
hood. Entry into the vial must be made with a sterile trans-
for set or other sterile dispensing device, and the contents
dispensed in aliquots using aseptic technique. The use of sy-
ringe and needle is not recommended as it may cause leak-
age {see DOSAGE AND ADMINISTRATION). AFTER INI-
TIAL WITHDRAWAL USE ENTIRE CONTENTS OF VIAL
PROMPTLY. ANY UNUSED PORTION MUST BE DIS-
CARDED WITHIN 24 HOURS.

HOW SUPPLIED
ZINACEF in the dry state should be stored between 15° and

30°C {59° and 86°F) and protected from light. ZINACEF isa |

dry, white to off-white powder supplied in vials and infusion
packs as follows:

NDC 0173-0352-31 750-mg" Vial (Tray of 25)

NDC 0173-0854-35 L.5-g* Vial (Tray of 25)

NDC 0173-0353-32 750-mg* Infusion Pack (Tray of 10)
NDC 0173-0356-32 1.5-g* Infusion Pack (Tray of 10}

NDC 0173-0400-00 7.5-g* Pharmacy Bulk Package (Tray of
61

NDC 0173-0436-00 750-mg ADD-Vantage Vial (Tray of 25)
NDC 0173-0437-00 1.5-g ADD-Vantage Vial (Tray of 100

I The above ADD-Vantage vials are to be used only with Ab-
bott ADD-Vantage diluent containers. )

ZINACEF frozen as a premixed solution of cefuroxime injec-
tion should not be stored above —20° . ZINACEF is aup-
phied frozen in 50-mL, single-dose, plastic containers as fol-
lows:

NDC 0173.0424-00 T0-mg* Plastic Container (Carton of
24)

NDC 0173-0425-00 1,5-g* Plastic Container (Carton of 24}
* Equivalent to cefuraxime.

The active ingredient in ZOFRAN Injection and ZOFRAN

tomie transit in normal volunteers. Ondansetron has no ef-

fect on plumn prulamn concentrations.

In a gender-b phar o ic study (n = 56), on-

dansetron 4 mg ad it Iy or intr

larly wns dynamically similar i the prevention of emesis

and nnusea using the ipecacuanha model of smesis. Both

treatments were well tolerated.

Ondansetron does not alter the reapiratory depressant ef-

fects produced by alfentanil or the degree of neuromuscular

blockade produced by atracurium. Interactions with general

or tocal rmeutheticu have not been studied.
Ind ron ul ext:

4

L
dialahalsd

!.mrd inh with ap ly 5% of a
dose recovered as the rnrenl. compound from the urine. The
primary metaholic pathway is hydroxylation on the indole
ring followed by glucuronde or sulfate conjugation,

Although some nonconjugated metabolites have pharmaco-

! logc activity, these are not found in plasma at concentra-

tions likely to significantly contribute to the biological activ-

ity of ondansetron.

Ondansetron is a substrate for human hepatic eytochrome

P—iﬁu engymes, mtiudmg C‘:PLAZ C YP?DS and C YI’&AQ
of the

or loss of one enzyme
teg, C YP2D6 genetie deficiency) results in little change in
overall rates of ondansetron elimination.

In normal volunteers, the following mean pharmacokinetic
data have been determined following a single 0.15-mg/kg
LV. dose.

Table 1: Phar kinetics in N 1 Yk

Inpection Premixed 18 ondansetron hydmchlunde {HCD), the | Ponk Plasma Mean Plasma
r?ml:'mc fiorm _ul' lansetran and a ; i o {ngt-r;t { Concentration | Elimination | Clearance
aof ¢ type. Ch llyitis (=) Agegroup| n (ng/ml) | Halfdife (h) | (Livkg)
2,3, Btetrahydemethle!lz methyl-1H lazol-1-y1} et chtned i

mt~thy1]4H-curbu:su1 4-one, monohydrochloride, dihydrate. 19-40 11 102 35 1.381
The empirical formula is © l,,Hl,,N,Ei'H[Il"21{2{), represent- £1-74 12 106 4.7 0.319
ing & molecular weight of 365.9. =75 11 170 55 0.262
Omdansetron HCI is & white to off-white powder that is sol-

uble in water and mrmn] saline.

Sterile injection for | LV} or Intr I A ion in el and in elimination half-
(.M.} Administration: Each 1 mL of aquesus solution 'li'l life are aoon in patients over 75 years of age. In elinical tri-
the 2-mL single-dose vial 2 mg of ond als with cancer patients, safety and efficacy were zimilar in

the hydrochloride dihydrate; 9.0 mg of sodium chlnnde
USP; and 0.5 mg of citric acid monohydrate, USP and 0.25
mg of sodium citrate dihydrate, USP as buffers in Water for
Injection, USP,
Each ] mLof aguenus solution in the 20-ml multidose vial
2 mg of ond as the hydrochloride dihy-
drate; 8.3 mg of sodium l:h]nnde USP; 0.5 mg of citric acid
monohydrate, USP and 0.25 mg of sodium citrate dihydrate,
USP as buffers; and 1.2 mg of methylparaben, NF and 0.15
miy of propyiparaben, NF as proservetives in Water for Tn-
jection, USP.
ZOFRAN Injection is a clear, colorless, nonpyrogenie, sterile
solution. The pH of the injection solution is 3.3 to 4.0.
Premixed Solution for | A

patients over 65 years of uge and those under 65 years of
age; there was an insufficient number of patients over 75
vears of age to permit conclusions in that age-group. No dos-
age adjustment is recommended in the eiderly.

In patients with mild-to-moderate hepatic impairment,
clearance is reduced twofold and mean haif-life is increased
to 11.6 hours compared to 5.7 hours in normals, In patients
with severe hepatic impairment ( Child-Pugh score of 10 or
greater), clearance is reduced twofold to threefold and ap-
parant velume of distribution is inereased with o resuitant
mmerease in halflife to 20 hours und bioavailability ap-
proaching 100%. In such patients, a total daily dose of 8 mg
should not be exceeded.

in Single-Dose, Flexible Plastic Containers: Each 50 ml
contains ondansetron 32 mg (a8 the hydrochloride dihy-
dratel; dextrose 2500 mg; and citric acid 26 mg and sodium
citrate 11.5 mg as buffers in Water for Injection, USE It con-
tains no preservatives. The mmnlarity of this solution is 270
mOsnvL fapprox.), and the pH is 3.0 to 4.0.

Thu ﬂenbie pla.itlc container is fahricated from a ::;bet‘:l.ﬂl].yI

1 4 1

Ond ron plasma cl e was reduced by 41% (95% C1
20% to H7%) in patients with severe renal impairment (cre-
atinine clearance <30 mL/min}. This reduction in clearance
is variable and was not consistent with an incrense in half-
life. No reduction in dose or dosing frequency in these pa-
tients is warranted.

In adult cancer patients, the mean elimination half-life was
4.0 hours, and there was no difference in the multidose

oy 1

for thermop

{CR3). Water can permnle from inside the container into
the overwrap but not in amounts sufficient to affect the so-
lution significantly. Solutions :nmde Ehn plasnc container

phar inatics over a 4-day period. In a study of 21 pe-
diatric cancer patients (aged 4 to 18 vears) who received
three 1.V, doses of 0.15 mgfkg of ondansetron at 4-hour in-
harva!s. ;antumtu ulder than 15 years of age exhibited on-

also can leach out certain of the ch e in
very small amounts before the expiration period & is attained.
However, the ssl'ply nl’ the plastic has been confirmed by

tests in g to USP biol | dards for
plastic containers,

LL]NTCAL PHM{MALOMGY

Phar: tron 18 a setectwe 5-HT, re-

4. ron’s h

ceptor W‘lu] of action
has not been Eully charaeterized, it is not a dopamine-recep-
tor nntagonist. Serotonin recoptors of the 5-HT; type are
present both peripherally on vagal nerve terminals and cen-
trally in the chemoreceptor trigger zone of the area post.
rema. It i is not certain heth d tron's antiemet; ac-
tion in ch juced emesis is mediated
peripheratly. or in both sites. However, cytotoxic chemaother-
apy appears to be nszociated with release of serotonin from
the enterochromaffin cells of the small intestine. In hu-
mans, urinary 5-HIAA (5-hydroxyindoleacetic acid) excre-
tion increases after cisplatin administration in parallel with
the anset of emesis. The relensed serotonin may stimulate
the vagal aferents tl h the 5-HT, 5 and initinte
the vomiting reflex.
In animais, the emetic response to cisplatin can be pre-
vented by pretreatment with an inhibitor of serotonin syn-
thesis, bilateral abdominal vagotomy and greater splanch-
nie nerve section, or pretreatment with a serotonin 5-HT,
receptor antagonist,
In normal volunteers, single 1.V, doses of 0.15 mg/kg of on-
dansetron had no effect on esophageal motility, gastric mo-

on phar i parameters similar to those of
adults, Patients aged 4 to 12 years generally showed higher
clearance and somewhat larger volume of distribution than
adults, Most pediatrie patients younger than 15 years of age
with cancer had a shorter (2.4 hours) ondansetron plasma
half-life than patienta older than 15 years of age. It is not
known whether these differences in ondansetron plasma
half-life may result in differences in efficacy between adults
and some young pediatric patients (see CLINICAL TRIALS:
Pediatric Studies).
In a study of 21 pediatric patients (aged 3 to 12 years) who
were undergoing surgery requiring anesthesia for a dura-
tion of 45 minutes to 2 hours, a single 1LV. dose of on-
dansetﬂm Emgialn'}m!nrlms(stn 12 years), was
prior to hesia induction.
Mean weight-normalized clearance and volume of distribu-
tion values in these pedintric surgical patients were similar
to those previcusly reported for young adults. Mean termi-

Continued on next page

This preduct information is based on labeling in effect on June
23, 2000. For further information, contact via direct mail, phone,
or web site. Medical Information, Glaxo Wellcome Inc., PO Box
13398, Research Triangle Park, NC 27709. Heaithcare
Professionals (Medical Information): 800-334-0089. Patients
{Customer Response Center): 1-888-825-5249. Glaxo Wellcome
Corporate Web Site: www.glaxowellcome.com

Consult 2001 PDR® and future editi

for ravich
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Zofran Inj.—Cont.

nal half-life was slightly reduced in pediatric patients
range, 2.5 to 3 hours) in comparison with adults (range, 3
to 3.5 hours).

In normal volunteers ( 19 to 38 years old, n = 235, the peak
plasma concentration was 264 ng/ml following a sngle
32-mg dose admi el as a 15 te LV infusion. The
mean elimination half-life was 4.1 hours, Systemic exposure

tn 32 mg of ondansetron was not proportional to dose as |

measured by comparing dose-normalized AUC values to an
8-mg dose. This 18 consistent with a small decrease in sys-
temic clearance with inereasing plasma concentrations.
A study was purformn-d in aormal volunteers (2 = 56) to
luate the phar ties of a smgiwl mg dose adoin-
ml.amd a8 a b (T i pired to a single intra-
muscular injection. Systemic exposure as measured by
mean AUC was equivalent, with values of 156 [95% CI 136,
180] and 161 (95% CI 137, 190} ngeh/mL for LV. and LM,
groups, respectively. Mean peak plasma concentrations
were 42.9 [95% C1 338, 54 4] ng/mL at 10 minutes after LV,
infusion and 31.9 [95% CI 26.3, 38.6] ng/mL at 41 sunutes
after LM. injection. The mean elimmation half-life was not
affected by route of adm:mstrmnu
Plasma protein binding of tron ns d in vitrn
was 70 to 76%, with binding constant over the pharmaco-
logic concentration range (10 to 500 ng/mL). Circulating
drug also distributes into erythrocytes.

mide (500 to 600 mg/m®) chemotherapy, ZOFRAN Injection
was significantly more effective than placebo in preventing
nausea and vomiting. The results are summanzed bolow:
[See tuble 6 on next pagel
Re-treatment: [n uncontrolled trinls, 127 patients receiv-
ing cisplatin (median dose, 100 mg/m?} and ondansetron
wi‘m had two or fewer emetic episodes were re-treated with
and ch apy, mainly cisplatin, for a total
of 269 re-treatment courses (moedian, 2; range, 1 to 10), No
emetic episodes occurred in 160 (59%), and two or fewer
emetic episodes occurred in 217 (817%) re-treatment courses.
Pediatric Studies: Four open-label, noneomparative 1one
US, three foreign! trials have been performed with 200 pe-
ri;s!.m: caneer patients a-gt-d 4 to 18 years given a vanety of
or poncispl In the three foreign tri-
ui's the initial ZO0FRAN In_:echnn dose ranged from 0.04 to
0.87 mgfkg for o total dose of 2,16 to 12 mg. This was fol-
lowed by the oral administration of ondansetron ranging
from 4 to 24 my daily for 3 days. In the US trial, ZOFRAN
was administered intravenously (only) in three doses of 0.15

mg/kg each for a total daily dose of 7.2 to 39 mg. In these |

studies, 58% of the 196 evaluabl ts had a I

I no emitic epizodes | on dny 1. Thus, pre\mnt:en of
emesis in these pediatric pationts was essentially the same
as for patients older than 18 years of age, Overall, ZO0FRAN
Injection was well tolerated in these pediatric patients,
Pom:puaﬁu l\lmm md Vomiting: Prevention of Post-

A positive [ymphoblast transformation test to ond ron
has been reported, which suggests immunologic sensitivity
to ondansetron,

CLEN ICM.. TRIALB

4 N and Vomiting: In a dou-
h!e blind sl.ud\r of three different dosing regimens of
ZOFRAN Injection, 0.015 mgkg, 0.15 mg'kg, and 0.30 mg/

kg, each given three times during the course of cancer |

chemotherapy, the 0.156-mgkg dosing regimen was more ¢f-
foctive than the 0.016-mg'kg dosing regimen. The 0.30-
migkg dosing regimen was not shown to be more effective
thnn the 0,15~ mgfu dumng reEImen.

B. In a double-blind study in
28 pnhenl’.s Z{)FRAN Injection ithree 0,15-mg'kg doses)
was significantly more effective than placebo in preventing
nauses and vomiting induced by cisplatin-hased chemother-
apy. Treatment response was as follows:
[See table 2 below|

Ond tron was d with metoclopramide in a sin-
gle-blind trial in ’307 pat:ents receiving clsplatm = 100
mg/m® with ar without other ch hernpeutic agents. Pa-

tients received the first dose of ondansetron or metoclopra-
mide 30 minutes before cisplatin. Two additional on.
dansetron doses were administered 4 and 8 hours Iatnr. or

Pr tion of Further Py tive N and
Adult surgical patients mrm\rmg general balaneod anesthe-
- sin (barbiturate: thiopental, methohexital, or thiamylal;
optoid: nlfentanil or fentanyl: nitrous oade; neuromuseaiar
blockade; sumnvkhnlmufturm and/for vecuronium or atra-
{ curium; and i who received no pro-
phylactic antiemetics and who ﬂ'penemd nausea and/or
vomiting within 2 hours ely were eval i in
two double-blind US studies lnvahrmg 441 patients. Pa-
tients who experienced an episode ofpusw[wrntl\e NAUEEH
andfor vomiting were given ZOFRAN Injection (4 mg) LV,
] over 2 to b minutes, and this was significantly more effective
than placebo. The results of these studies are summarized
below:
[See table 8 on page 1506]
The study populati in Table 8 isted mainly of women

Padiatric Studies: Une double-blind, placebo-controlled,
US study was performed in 351 male and female vutpa-
3 tients (2 to 12 years of age) who received general anesthesia
with nitrous oxide and no prophylactic antiemetics. Surgical
procedures were unrestricted. Patients who experienced
twa or more emetic episodes within 2 hours following dis-
| continuation of nitrous oxide were randomized to either sin-
gle LV, doses of ondansetron (0,1 mgkg for pediatrie pa-
tients weighing 40 kg or less, 4 mg for pediatric patients
weighing more than 40 kgl or placebo udm:ninm-cd over at

P iti Mu]: surgical patients least {30 Ond was i more effec.
who P ) lintely before the mdurhnn tive than placzbo in preventing further episodes of nausea
of general halanced anesthesia 1barb1mmr.a hiop and & The results of the study are summarized be-
methehexital, or thm.myl.ul nplmd uli‘entaml or funt-unyl low:

nitrous oxide; neur : suecinyl

rare andfor vecuronium or atracurium; and supplemental
isoflurane) were evaluated in two double-blind US studies
involving 554 putients. ZOFRAN Injection (4 mg) LV. given
over 2 to 5 minutes was significantly more eﬂ‘ective than

|See table 9 at top of page 1607

Repeat Dosing in Adults: In patients who do not achieve

adequate control of postoperative nausea and vomiting fol-

lowmg a single, pmphyhmc pmnductmu. LV. dose of on-
4 mg of a second LV. dose of on-

4 st ly does not provide additional

placebo. The results of these studies are ized below: A
{See table 6 at top of page 1506) control of naum and vomiting.
The study pop i in Table & isted mainly of fe- | INDICATIONS AND USAGE

males undergoing laparoscopic procedures.

In a placebo-controlled study conducted in 468 mules under-
guing outpatient procedures, a single 4 mg I.V. ondansetron
daose prevented postoperative vomiting over 2 24-hour study
period in 79% of males receiving drug compared to 63% of

males receiving placebo (P<0.001). z
Two other placebo-controlled studies were ducted in
2792 patients undergoing major abdominal or gy loygical led for pati

1. Prevention of nausea and vomiting associated with initial

and repeat courses of ic cancer ch herapy,
| including high-dose cisplatin. Efficacy of the 32-mg single
dose beyond 24 hours in these patients has not been es-
tablished.

Prevention of postoperative nausea and/or vomiting. As

with other antiemetics, routine prophylaxis is not recom-

surgeries to evaluate a single 4-mg or 8-mg LV, ondansetron
dose for prevention of postoperative nausea and vomiting
over a 24-hour study period. At the 4-mg dosage, 59% of pa-
tients receiving ondansetron versus 45% receiving placebo
in the first study (P<0.001) and 41% of patients receiving

five additional metoclopramide doses were ad 12,
4,7, 10, and 13 hours later. Cisplatin wis administered over
& period of 3 hours or less. Episodes of vomiting and retch-
ing were tabulated over the period of 24 hours after cis-
platin. The results of this study are summarized below:
(See Labie 5 on Bkl pagel
In a stratified, randomized, double-blind, parailei-group,
multicenter study, a single 32-mg dose of ondansetron was
compared with three 0.15-mg'kg doses in patients receiving
cisplatin doses of either 50 to 70 mg/m® or =100 mgm®. Pa-
tients ived the first ond ron dose 30 minutes before

isplatin. Two additional ond 1 doses were adminis.
tered 4 and 8 hours later to the group receiving three 0,15-
mg/kg doses. In both strata, significantly fewer patients on
the single 32-mg dose than those receiving the

regimen failed,
[See table 4 on next pagel

amide-Based Chemotherapy: In a double-

blind, plawbu-mnmnlll-d study of ZOFRAN In]ectmn fthm

ron versus 30% receiving placebo in the second
study (P=0.001} experienced no emetic episodes. No addi-
twnal benefit was nbserved in patients who received 1.V, on-
8 mg pared to pati whao wved LV, on-
dansetron 4 mg.
Peciiztric Studies: Three double-blind. plaseho-controiled
studies have been performed tone US, twe foreign) in 1049
male and female patients (2 to 12 years of age) undergoing
general anesthesia with nitrous oxide. The surgical proce-
dures included tonsillectomy with or without adenoidec-
tomy, strabismus surgery, herniorrhaphy, and orchidopexy.
Patients were randomized to either single LV. doses of on-
dansetron (0.1 mg/kg for pediatric patients weighing 40 kg
or less, 4 mg for pediatric patients weighing more than 40
kg} or placebo. Study drug was administered over at least
30 seconds, immediately prior to or foliuwmg anesthesia in-
duction, Ond tron was i ly more effective than
placebo in preventing navses and vomiting. The results of
these studies are summarized below:

0.15-mg'kg doses) in 20 p receiving cyclophosp | 1See table 7 on page 1506}
Table 2; Prevention of Chemotherapy-induced N and E: in Single-Day Cisplatin Therapy®
ZOFRAN Injection Placeba P Valuet

Number of patients 14 14
Treatment response

0 Emetic episodes 2(14%) 0i0%)

1-2 Emetic episodes 8 57%) 0 (0%}

3-5 Emetic episodes 2(14%) 1i7%})

More than 5 emetic episodes/rescued 21(14%) 13 (93%) 0.001
Medi ber of emetic episod 15 Undefined}
Median time to first emetic episode (h) 116 28 0.001
Median nausea scores (0-10014 3 59 0.034
Global satisfaction with control of
nauses and vomiting 10-100" 96 105 0.008

s in whom there 15 little expectation
that nausea andfor vemiting will occur postoperatively. In
pnm!nla whete nausea andfor vomiting must be uwuded
ively, ZOFRAN I jon is i even
where the incidence ofpmmpeﬂhvu nausea and/or vom-
iting is low. For patients who do not receive prophylactic
ZOFRAN Injection and experience nausen and/or vomit-
ing postoperatively, ZOFRAN Injection may be given to
prevent further episodes (see CLINICAL TRIALS).
| CONTRAINDICATIONS
i ZOFRAN Injection and ZOFRAN Injection Premixed are

{ contraindicated for patients kuown o have hypersensitivily
to the drug.

WARNINGS

Hypersensitivity reactions have been reported in patients
who have exhibited h itivity to other selecti
5-HT, receptor antqmnusts

PRECAUTIONS

Ondansetron is not a drug that stimulates gastric or intes-
tinal peristalsis. 1t should not be uzed instead of nasogastric
suction, The use of endansetron in pa.t.len!,a l'uliowmg ah-
dominal surgery or in pati with ¢h

nauses and vomiting m.ly mask a progressive ‘Ieua andfor
gastric distention.

Drug Interactions: Ondunsetron does not itself appear to
nduce or inhibit the evtochrome P-450 drug-metabolizing
cnzyme system of the liver. Because ondansetron is metab-
alized by hepatm yhoch P-450 drug-metaboli en-
zymes, ind hibitors of these may change
the clearance zmd hence, the haif-life of ondansetron, On
the hasis of limited available data. no dosage adjustment is
recommended for patients on these drugs. Tumor response
to chemotherapy in the P[:&B mouse Ieuktmu model is not

T d b A

and cisplatin do not affect the pharmncukmmcn “of on-
dansetron.

Ondansetron has no effect on the pharmacokinetics of high-
dnse medwt.rexam_

M is, I i of Fertility: Car-
cmognmc effects were not seen in 2- year studies in rats and
mice with oral ondansetron doses up to 10 and 30 mg/kg per
day, respectively. Ondansetron was not mutagenic in stan-
dard testa for mutagenicity, Oral administration of on-
dansetron up to 15 mg/kg per day did not affect fertility or
gmu-rui reproductive performance of male and female rats.

* Chemotherapy was high dose (100 and 120 mg/m*; ZOFRAN Injection n = 6, placebo n = 5 or moderate dose (30 and 50
mg/m®; ZOFRAN Injection n = 8, placebo n = 8). Other chemotherapeutic agents included Auorouracil, doxorubicin, and
cyclophosphamide. There was no difference between treatments in the types of chemotherapy that would account for dif-

furences in response,
* Efficacy based on “all patients treated” unalysis.

1 Median undefined since at least 50°% of the patients were rescued or had more than five emetic episodes.
§Visual anajog seale assessment of nausea: 0 = no nausea, 100 = nauzea as bad as it can be.
"Visual analog scale assessment of satisfaction: 0 = not at all satisfied, 100 = totally satisfied.

Ink iom will e jed by | sl sub

Te ic Effects: Pregnancy Category B.
lhpmducuun studies have been performed in pregnant rats
and rabbits at LV doses up to 4 mpkg per day and have
revenled no evidence of impaired fertility or harm to the fe-
tus due to ondansetron. There are, however, no adequate
and well-controiled studies in pregnant women. Because an-
imal reproduction studies are not always predictive of hu-
man response, this drug should be used during pregnancy
| only if clearly needed.
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Nursing Mothers: Ondansetron is exereted in the breast
milk of rata. It 1 not known whether ondansetron is ex-
creted in human milk. Because many drugs are excreted in
human milk, caution should be exercised when ondansetron
15 ndministered to a nursing woman,

Pediatric Use:  Little information s available about dosage
in pediatrie patients under 2 years of age (see DOSAGE

l AND ADMINISTRATION section for use i pediatric pa-
| tients 4 to 18 years of age receiving cancer chemotherapy or
for use in pediatric patients 2 to 12 years of age receiving
] general anesthesia),
Geriatric Use.  Of the total ber of subjects led in
l cancer chemotherapy-induced and postoperative nausea
and vomiting in US- and foreign-controlled clinical trials,

B2 were 65 years of age and over. No overall differences i
safiety or effectiveness were observed between these subjects
wnd younger subjects, and other reported clinical experience
has not identified differences in responses between the el-
derly and vounger patients, but greater sensitivity of some
older individuals cannot be ruled out. Dosage adjustment is
nol needed in patients over the age of 65 (see CLINICAL
PHARMACOLOGY).

Table 3: Pr jon of Emesis Induced by Cisplatin (=100 mg/m’) Single-Day Therapy®
| ADVERSE REACTIONS
ZOFRAN Injection Metoclopramide P Value | Chemotherapy-induced Nausea and Vomiting: The follow-
ing ad events have been reported in individuals receiv-
Done .16 mghg = 3 2 mglkg * 6 ing ondansetron ot a dosage of three 0.15-mg/ky doses or as
o mingle 32-myg dose in clinical trinls, These patients were

Number of patients receiving concomitant chemotherapy, primarily cisplatin,

in efficacy population 136 138 + and LV. fluids. Most were receiving a dretic.
|Sea table 10 on page 1507)

Treatment rosponse The following have been reported during controlled clinical
0 Emetic episodes A4 140%) 41 (30%) | trials:

1-2 Emetic episodes 34125%) 30 (22%) | Cardiovascular: Rare cases of angina (chest pain), electro-

3-5 Emetic episodes 19 114%) 18113%) cardiographic alterations, hypotension, and tachycardia

More than 5 emetic episodes/rescued 29 (21%) 19 (38%) | have been reported. In many cases, the relationship to
ZDFRA.N In]el:l.lm was unclear.

Comparisan of truatments with respect to i Constipation has been reparted in 11% of
0 Emetic episodes R4136 41138 0,085 chemotherapy patients receiving multiday ondansetron.
More than 5 emetic episoden/'rescued 29/136 49/138 0.009 Hepatic: In comparative trials in cisplatin chemotherapy

patients with normal baseline values of aspartate transam-

Moadi by of smatic 1 1 g 0.005 inase (AST) and alanine transaminase (ALT), these en-

x: zymes have been reported to exceed twice the upper himit of

Median time Lo first emetic episode (h} 205 43 <0001 :’g::i;:' s ok a;:et:';; s reh&“dm’ b

tion of therapy. On repeat exposure, similar transient eleva-

Global satisfuction with control of | tions in ‘nmnmmm values occurred in some courses, but

nausea and vomiting (0-100 45 63 0.001 i h di did not occur.

l W Rash has occurred in approximately 1% of

Acute dystonie reactions 1] 8 0.006 | patients receiving ondansetron.

Neurological: There have heen rare raportl consistent

Akathisia 0 0 0.002 with, but not d ic of, extrapy tions in pa-

tients ZIJFRJ\N y and rare cases of grand

* In addition to cisplatin, 68% of patients ed other chemoth tic agents, including cycloph o mal sei Th. lationship to ZOFRAN was unclear.

and flusrouracil. There was no difference between treatments in the types of chemotherapy that wuu}d amunr. for dlﬂ‘er-

CHEES 1N FERPOnAe,

+Visual analog scale assessment: 0 = not at all satisfied, 100 = totally satisfied,

Other: Rare cases of hypokalemia have been reported. The
rnlatmm:h:p to ZOFRAN Injection was unclear,
N, and Vi The following ad-

Table 4: F of Ch h Induced N, and Emesis in Single-Dose Therapy
Omdansetron Dose
0.5 mpfkg x 3 2mgxl P Value
High-dose cisplatin (=100 mg/m?}
Number of patients 100 o2
Treatment response

0 Emetic epiaodes 41 (415} 49 (45%) 0.415

1-2 Emetic episodes 19 (19%:) 25 (25%)

-5 Emetic episiies i (4%} | g (8%:)

More than 5 emetic episodes/rescued GG ABT 20 (20%) 0,000
Median time to first emetic episode (h) 217 23 0.173
Median nauses seores (0-100)* 28 13 0,004
Medium-dose cisplstin (50-70 mg/m®)

Number of patients 101 93
Treatment response

0 Emetic episodes 62 (61%) 68 (T%) 0.083

1-2 Emetic epigodes 11 (1% 14 015%)

1-5 Emetic ppisodes 6 (6% 3 13%)

More than 5 emetic episodes/rescued 22 122%) B (9%} 0.011
Median time to first emetic episode (h) Undefined® Undefined
Median nausea scores (0-1001* 9 3 0.141

“Visual analog scale assessment; 0 = no navsea, 100 = nausen as bad as il can be.
tMedian undefined since at least 50% of patients did not have any emetic episodes.

Table 5: P of Ch herapy-Induced N and Emesis in Single-Day Cyclophosphamide Therapy®
ZOFRAN Injection Placeho P Valuet
Number of patients 10 10
Treatment response

0 Emetic episodes T 170%) 0 (0%) 0.001

1-2 Emetic episodes 0 (0% 2 (20%)

3-5 Emetic episodes 2 120%:) 4 140%)

More than 5 emetic episodes/rescued 1010%) 4 140%) 0131
Median number of emetic episodes 0 4 0.008
Median time to first emetic episode (h) Undefineds 8.79
Mudian nausen scores (0—-1001§ 0 60 n.001
Gilobal satisfaction with control
of nauzea and vomiting (o-1001" 100 52 0,008

verse events have been reported in =2% of adults receiving
ondansetron 4t a dosage of 4 mg LV. over 2 to 5 minutes in
clinical trials. Rates of these events were not significantly
different in the undlnnet.mn nnd. placebo groups. These pa-
tients were roceiving ¥ perioperative
und postoperative msdlcahmu

|See table 11 on page 1507]

Pediatric Use: The following were the most commonly re-
ported adverse events in pediatric patients receiving on-
dansetron (a single 0.1-mg/kg dose for pediatric patients
weighing 40 kg or less, or 4 mg for pediatric patients weigh-
ing more than 40 kg) administered intravenously over at
least 30 seconds. Rates of these events were not signifi-

| cantly differont in the ondansetren and phc«hn groupe

pati weTe

g multiple peTiop-

| wrative and postoperative m!d.ll:ﬂtlma

[See table 12 on page 1507)

Observed During Clinical Practice: In addition to adverse
events reported from clinical trials, the following events
have been identified during post-approval use of intrave-
nous formulations of ZOFRAN Bemnse Ihey are r#pnmd

| ily from a popul of t
rrequenny cannot, be made, The pvents haue been chosen !'ar
ion due to a bination of their ser fre-
quency of reporting, or p ial causal ction to

ZOFRAN.
Cardiovascular: Arrhythmias (including ventricular and
supraventricular tachyeardia, premature ventricular con-
{ractions, and utrial fibrillation), bradycardia, electrocardio-
graphic alterntlom (mt.ludmﬂ: second degree heart block
and 8T Ipitations, und syncope.
Ganeral: I"'Iulhr.ng Rare um nf hypersensitivity reac-
tions, someumu severe leg. - annyhylaxlw‘anuphyladmd re-
actions, y ar-
rist, hypotension, laryngeal edema, l:l.rynunw,luum shock,
uhortneae of breath, stridor) have also been reported.

i Liver enzyme abnormalities have been re-

! ported. Liver failure and death have been reported in pa-

tients with cancer receiving concurrent medications includ-
ing potentially hepatotoxic cytotoxie chemotherapy and an-
tibiotics. The stiology of the liver failure is unclear.

Local Reactions: Pain, redness, and burning at site of in-
Jection.

Lower Respiratory: Hiccups

Neurological: Oculogyric crisis, appearing alone, as well
as with other dystonic reactions,

Continued on next page

" hemath isted of cy hamide in all

rexate, and vincristine, T‘Iwrw was no difference between treatments in the type of chemotherapy that would account for

litferences in response.
ifeacy hased un “all patients treated” analysis,

plus other agents, including fluorouracil, doxorubicin, meth-

Median undefined since at least 50% of patients did not have any emetic episodes.
$Visual analog scale assessment of nausea: 0 = no nausea, 100 = nausea as bad as it can be.

"isual

log wcale assessment of satisfaction: 0 = not at all satisfied, 100 = totally satisfied.

This product inf ion is based on labeling in effect on June
RMHWMW\‘-MMM
or web site. Medicsl Glaxo Wellcome Inc., PO Box
13398, Hessarch Triangle Park, NC 27709. Healthcare
Professionals (Medical Inf ion): 800-334-0089. Patients
(Customer Response Center): 1-888-825-5249. Glaxo Wellcome
Corp Web Site: www.gl il com

Consult 2001 PDR® supplements and futura editions for revisions
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PHYSICIANS’ DESK REFERENCE®

Zofran Inj.—Cont. Table 6: Prevention of Postop and Vomiting in Adult Patients
Ondansetron 4 mg LV, Placebo P Value
Skin: Urticaria
Special 5 Tr: blurred vision, in some cases | Study 1
1 with at lities of lation, and tran- | Emetic episodes:
sient dizzinesa during or shortly after LV, infusion. | Number of patients 136 139
DRUG ABUSE AND DEPENDENCE | E‘r\eatmant response over
Animal studies have shown that ondansetron is not diserim- "ﬂ')hEM“'.'p"m.":r; perisd o4t i
inated as a benzodinzepine nor does 1t substitute for benzo- Emfc opaoilee 3 S 6%) 82 :4{5};: <0.001
dinzepines in direct addiction studien 1 Emetic episade 13 (10%) 17 (12%)
AR Mare than | emetic episodef/rescued 20 (15%} 58 142%)
o
Naunsea assessments:
There 15 no specific antidote for ondansetron overdose. Pas | Nymber of p:,,m:g 134 136
tients should be managed with appropriate suppartive ther- | Ny nausen over 24-h postoperative period 56 (42%) 39 {20%)
apy. Individual doses s large as 1650 myg and total daily dos-
ages (three doses) as lurge as 252 my have been adminis- | Study 2
tered intravenously without significant adverse events. Ematic episodes:
These deses are more than 10 times the recommended daily s Spemnce:
s, ] Number of patients 136 143
In addition to the adverse events listed above,the following | ;f;‘x:‘:;;‘:;:‘:‘:::d
SyEmss have von deseribed In the stog of ondemetng. | 0 Bmatic eplestes 85 (63%) 63 (44%) 0.002
- 1 Emetie episade 16 (12%) 29 (20%:)
duration plus awvere ennat:pa.tmn oecurred inoone pul.mnt n . . B = 4
thit wak { 72 mg of ond et More than | emetic episnde/rescued 36 (26%) 51 (36%)
as # single dose. Hypotension (and faintness) occurred in | Nausea nssessments:
another patient that took 48 mg of oral ond Fol- | Number of pati 125 133
lowing infusion of 32 mg over only a 4-minute period, a va- No nausea over 24-h postoperative period 48 138%) 42 (32%)
sovagal episode with transient second-degree heart block
was observed. In all instances, the events resolved com-
pletely, Table 7: P of Postoperative N and Vomiting in Pediatric Patients
DOMQE A:lz:\llﬂg‘llﬁm’l;lul! N i T‘rt(‘;:tmt;l l}:mpnnae Ondan;elmn Placebi
inﬂ The recommended LV, dosage of ZOFRAN is a -mlglt ] = ez e it b vals
33mgdﬁseurtlwt(ll-5—=nmlinu! Axmgh-'ﬂmltd“ﬁr Study 1
i# infused over 15 tes hegi g 30 before the -
start of emetogenic chemotherapy, Thl.' recormmmended infu- [ N““‘**—‘T of patients 206 E 210 §
sion rate should not be exceeded (see OVERDOSAGE). With | 0 Froetic episodes 140 (88%) B2 (39%) =0.001
the three-dose (0, 15-m/kp) regimen, the first dose i in- Fethirg 65 (32%) 128 (61%)
fused over 15 mi begi 30 before the start Study 2
of ! Subsequent doses (0.15 mghkg) |
are administered 4 nmi '8 hours after the first dose of ! Number of patients n2 i10
ZOFRAN. | 0 Emetic episodes 68 (61%) 38 (35%) =0.001
ZOFRAN husctmn should not be mixed with solutions for | Faillure* 44 {39%) 72 (65%)
which physical and ch 1 patibility have not been es-
tahlished. In particular, this applies to atkaline solutions an | Study 3
i precipitate may form. N ; . ’
Vi DILUTE BEFORE SE. ZOFRAX Inecion should b | el ey 123 60%) 0 47%) <001
diluted in 50 mL of 5% Dextrose Injection or 0.9% Sodium | Fajipre* 3 (40%) 110 {53%)
Chlonde Injection before administration. =
Flaxible Plastic Container: ZOFRAN Injection P i, | ; ¥
42 mg in 5% Dextrose, 50 mL, REQUIRES NO DILUTION, | Number of patients 185 191
Podiatric Usa: On the basis of the limited available infor. | None 118 (645%) 99 {52%) =0.01
mation (see CLINICAL TRIALS: Pediatric Studies and P ) y .
CLINICAL PHARMACOLOGY: Pharmucokinetics), the dos- | {xrare v 0@ o more emetic episodes, reacued. or withdrawn.
nge in pediatric patients 4 to 18 years of age should be three | — —_ -
0.15-me/ke doses (see above), Little information is availabl
aboul dosage i pedialne patients & years of age and youn Tabis 9 Provention of Further P L and Vi 0 in Aduit Patiants
ger. | iy
Geriatric Use:  The dosage recommendation is the same as Ondansetron 4 mg LV, Placeho P Value
I'n the eneral 0 n.
r 5 b pulsl.w N o Vool i | SRE
recomme.udEd l V. dunge of ZOFRAN fur adults is 4 mgun- | Emetic episodes:
diluted administered intravenously in not lws than 30 sec- | Number of patients 104 17
ondn ferably over 2 to 5 Iy before in- | Treatment response 24 h after study drug
n of anesthesin, o postoperatively if the patient expe- 0 Emetic episodes 49 147%) 19 {16%) <0.001
riences nausea and/or varmtmg oceurring shortly after 1 Emetic episode 12012%) 9 (8%
surgery. Alternatively, 4 mg undiluted may be administered Mare than | emetic episode/rescued 43 (41%) 89 (T6%)
intramuscularly as a single injection for adults. While ree- | Median time to first emetic episode (min)® 55.0 43.0
ommended as a fixed dose for patients weighing more than N i
40 kg, few patients above 80 kg have been studied. In pa- | Y“’;: “;“ﬂ.nen =
tients who do not achieve adequate control of postog Me“:; n::“p:m’m ek 98 102
nausea and vomiting following a single, mphﬁam:. rein- ) y :
duction, LV, dose of ond 4 mg, nd ion of n | PoStoperative periodt 4 b
socond LV. dose of 4 mg ondansetron postoperatively does Study 2
not provide additional control of nausea and vomiting, ¥
WVial: ZOFRAN Injection REQUIRES NO DILUTION FOR Emetic episodes:
ADMINISTRATION FOR POSTOPERATIVE NAUSEA AND | Number of patients 1z 108
VOMITING. Treatment response 24 h after study drug
Pediatric Use: The recommended [V dosage of ZOFRAN 1 Emetic episodes 49 {(44%) 28 (26%) 0.006
for pediatric patients (2 to 12 years of age) is a single 0.1- 1 Emetic episode 14 (13%) 3%
mg/kg dose for pediatric patients wmghms 40 kg or less, or More than | emetic episode/rescued 49 (44%) 77 (71%)
a gingle 4-mg dose for pediatric pati more | Median time to first emetic episode (min)* 60.5 340
than 40 kg, The rate of administration should not be los | Niages aessapmsnts:
than 30 seconds, preferably over 2 to & minutes. Little in- | qumber of patients 105 B
formation is available about dosage in pediatric patients | \ean nausen score over 24-h
vounger than 2 years of age. postoperati codt ‘
Geriatric Usa: The dosage recommendation is the same ns tive period - =

for the general population.

Dosage Adjustment for Patients With Impaired Renal Fune-
tion: The dosage recommendation is the same as for the
gunernl population, There is no experience beyond first-day

ation of rom.

b Adi for F With Impaired Hepati

*After administration of study drug,

tNausea measured on a scale of 0-10 with 0 = no nausea, 10 = nausea as bad as it can be,

squeezing container firmly, If leaks are found, discard unit
as mari].ity may be impaired,
for A

Function: In patients with severe hepatic impairment ac-
cording to {‘h)ld Pugh’ criteria, a Nngh maximal d.m.{y dose
of 8 mg to be i d over 15 mi beg i
before the start of the emetogenic chemutherapy is recom-
mended. There is no experience beyond first-day adminis-
tration of ondansetron.

ZOFRAN Injection Pramixed in Flexible Plastic Containers:
Instructions for Use: To Open: Tear outer wrap at notch
and remove solution container. Check for minute leaks by

Ink will be.

Use aseptic technique.

'I Close flaw control clamp of administration set.

. Remove cover from outlet port at bottom of container.

- Insert piercing pin of administration set into port with a
twisting motion until the pin i firmly seated. NOTE: See
full directions on administration zet carton,

Suspend container from hanger.

Squeeze and releaze drip chamber to establish proper
fluid level in chamber during infusion of ZOFRAN Injec-
tion Premixed.

[N

e

porsaded by supplements and sub

6. Open flow control clamp to expel air from set, Close
clamp.

7. Attach set to venipuncture device. If device is not in-
dwelling. prime and make venipuncture.

s Pt-rl'nrm venipuncture.

late rate of ad ration with flow control clamp.
Cautiy ZOFRAN 1 Premixed in flexible plastic
tainers is to be ad ninistered by LV. drip infusion only.

ZOFRAN [q;!ctm Premixed should not be mixed with so-
lutions for which physical and chemical compatibility have
not been established. In particular. this applies to alkaline
solutions as a precipitate may form. If used with a primary
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Table 9: Prevention of Further P ive N and in P Patiants 'Hw emparical formula is l‘".H,,N,O'I[LI'ﬂ!,” represent
g a molecular weight of 365
Treatment Response Ondunsetron Placebo (Jmt;mnetmn HC1 dihydrate la a white to off-white powder
(wer 24 Hours n (%) n () P Vulue that is soluble in water and normal saline.
— | The active ingredient in ZOFRAN ODT Orally Disintegrat-
lng Tublets is ond: bsse the form of on-
and a selective blocka nt of the serotonin
Number of patients 150 L ) 5-HT, receptor type, Chemically it is (+) 1, 2, 3, O-tetruhy-
0 Emetic episodes 96 153%) 29 (17%) =0.001 dro-9:methyl-i-{(2-methyl-1H-imidazol-1-yméthyl] 4H-
Fatlure® 34 47%) 142 (R3%) o 4-one.
= | The empirical formula is C ) represent loe-
FRailure was one or more emetic episodes, rescued, or withdrawn. ulur::ishl. of 293 4. i CyuHisN;0 re i diciond
Kach 4-mg ZOFRAN Tablet fur oral administration containg
% Rk k . ondansetron HCl dihydrate equivalent to 4 mg of on-
Table 10: Principal Events in Comp Trieks dansetron. Each 8-mg Z( Tablet for oral administra-
= - e tion cont HCI dihyd lent to 8 mg
l Number of Patients With Event of ond - Fach 24-my ZOFRAN Tablet for oral admin-
TR istration cont HC dihyd lent t
ZOFRAN Injection ZOFRAN Injection 24 mg of ondansetron. Each tablet uh:, mwn:mv:,m“:
0,156 mgkg = 4 32 mg % 1 Metoclopramide Placebao ingredients lactose, microcrystalline cellulose, pregelati-
n=419 n o= 220 n = 156 no= 4 nlwd lmm:h hydmclyvmpyl methyleellul
tin, iron oxide yellow (8-myg
Diarrhea 16% A% e 18% tablet only), and iron onde red {24-mg tablet only).
Headache 17% 25% % 15% Each A-mg ZIJ?IIME opr Ornlly lhmnhegmung “Tablet for
Fever a% T i 3% oral base. Each
Akathisia 0% e 6% (% S.mpg ZOFRAN ODT Orally Dlsmungml:mn Tablet for oral
Acute dystonic reactions® i3 i % 0% administration contains 8 mg ondansetron base, Each
. S [— ZOFRAN ODT Tablet also lhe mscuw greds
“See Neurological. aspartame, pelatin, | i
pylparaben sodium, and strawberry ﬁavor J(JF'RAN ( Iﬂ"
Tablets are a freeze-dried, orally administersd formulation
Table 11: Adverse Events in 22% of Adults Receiving Ondansetron of ondansetron which ramdly disintegrates on the tongue
at a Dosage of 4 mg LV, over 2 to 5 Minutes in Clinical Trials and does not require water to and dissolution or swallowing.
Euch 5 mL of ZOFRAN Oral ‘-‘mlnt:un contains 5 mg of on-
ZOFRAN Injection tron HC| dihydrate squivalent to 4 mg of ondansetron
4mg IV Placebo mmf\-;wdq“r;l Solution wl;l:;.ms the;::ittwu mg'n.'dlunls
0 = 547 patients n = 547 putients wtne ydrous, purified water, sodium benzoate, s
il o divm eitrate, sorbitol, and strawberry flavar.
Headache 92 (17%) 77 (14%) CLINICAL PHARMACOLOGY
Dizziness 67 (12%) B8 (16%) Ph is a selective 5-HT, re-
Musculoskeletal pain 57 (10%) 59 (11%) coptor antagonist Whl]n ﬂ.s h af m:t.m has not
Drowsiness/sedation 4 LH%) AT (7% hewen fu]h' harac mw' ; is not a d
Shivers 48 (T%) 49 (7%} recoptor ptors of the 5-HT, type
Malaise/fatigue 25 (5%) 30 (5%) are preueni. buth panpherall_\r on vagal nerve terminals and
Injection site reaction 21 (4%) 18 {3%) plor trigger zone of the area post-
Urlnary retention 17 (3%) 15 (3%) rema. It is lu'.l.':lrtm wirtber nndnnseflvn ] nntlem:uc ac-
Postoperative CO,-related pain® 12 (2%) 16 (3%) tion is mediated centrally, peripherally, utru I{:e both sites.
Chest pain (unspecified) 12 (2%) 15 (3%) mth release of serotonin from Ihu enterochromaffin cells of
Anxiety/agitation 11 (2%) 16 (3%) the small intestine. In humans, urinary 5-HIAA (5-hydrox.
Dysuria 1102%) 9 '?*’ Jol acid) ion increases after cisplatin ad-
Hypotension 10 (2%) 12 (2%) ‘ministration in parallel with the onset of emesis. The re-
Fever ) 10 (2%) 6 (1%) leased serotonin may stimulate the vagal afferents through
Cold sensation 9 (2%) 8(1%) the 5-HT; receplors and initiate the vomiting reflex,
Pruritus 9 12%) 3 (<1%) In animals, I.he emetic response to l.'l‘ipl.'lllrl can be pre-
Paresthesia 9 (2%) 2 (= 1%} vented by p t mth an i of serot Hyn-
U:u:ns. I ahdi and gronter uplnn: h-
* Sites of pan included abdomen, stomach, joints, rib cage, shoulder. nic nerve section, or pr with a 5.HT,
antagonist. .
= =l — e — In normal volunteers, single intravenous doses of 0,15
Table 12: Frequency of Adverse Events From n§ ¥ mpykg of ondansetron had no effect on esophageal motility,
T - - — 1 acobo gastrie motility, lower esophageal sphincter pressure, or
| Uncanactron | % T sunall infestinal transit time. Muolidasy sdministration of
Adverse Event n = 755 Panents n = 731 Patients has been shown to slow colonic transit in nor-
Teirhe e | i, e s 1 et sl
Anxiety/agitation 49 (6%) 47 (6%) Ondansetron does not alter the respiratory depressant ef-
Headache i :T :g; g :g’ fects produced by alfentanil or the degree of neuremuscular
Drowsiness/uedation ; * ) blockade produced by atracurium. [ntersctions with general
Pyraxia A2 (4%) 11145%) or local anesthetics hnve not been studied.
- Pt kineti tron is Iy metabo-
LV, fluid system, the primary solution should be d HEFERENCE: e i § mlh pproxi ly 5% of a radiolabeled
ued during ZOFRAN Injection Premixed infusion. 1. Pugh RNH, Mum_\f-won M, ansun JL, Pictmm MC, dose recovered from tbo u.rme as lhe parent compound. The
Do not administer unless solution is clear and container is Williams R. Tr of i.hn for b primary metabolic p y ¥ 1 an the indole
undamaged. vesophageal varices. Brit J Surg. I!ﬂ3 60:646-649. ring followed by sut 4 ide or sulfate conjuga-
Warning: Do not use flexible plastic container in series | Glaxo Wellcome Inc., Research Triangle Park, NC 27709 tion. Although same metabolites have phur-

connections,

Stability: ZOFRAN Injection is stable at room tempera-
ture under normal lighting conditions for 48 hours after di-
lution with the following LV. fimids: 0.9% Sodium Chloride
Injection, 5% Dextrose Injection, 5% Dextrose and 0.9% So-
dium Chloride Injection, 5% Dextrose and 0.45% Sodium
Chloride Injection, and 3% Scdmln Chlaride huechml
Although ZOFRAN Inj is ically and p ly
atable when diluted ns ded, sterile pv" i
should be ohserved becanse diluents generally do not con-
tain preservative. After dilution, do not use beyond 24
hours.

Mote: Parenteral drug products should be inspected visu-
wlly for particulate matter and discoloration before admin-
umman whenever salution a.ud container permit.

i Occasionally, precipitates at the
umpperh'lal interface in \fmIs stored upnghl Potency and
safety are not affected, If a precipitate is observed, resolu-
bilize by shaking the vial vigorously.

HOW SUPPLIED

ZOFRAN Injection, 2 mg/ml, is supplied as follows:

NDC 0173-0442-02  2.ml single-dose vials (Carton of 5)
NDC 0173-0442-00 20-mL multidose vials (Singles)

Store between 2° and 30°C (36" and B6°F). Protect from
light.

ZOFRAN Injection Premixed, 32 my/50 ml, in 5% Dextrose,
contains no preservatives and is supplied as a stenle, pre-
mixed solution for V. administration in single-dose, flexible
plastie containers (NDC 0173-0461-000 (case of 6.

Store between 2° and 30°C (36" and 86°F). Protect from
light. Avoid excessive heat. Protect from freezing.

ZOFRAN® Injection Premixed:

Manufactured for Glaxe Wellcome Ine.

Research Triangle Park, NC 27709

by Abbott Laboratories, North Chicago, IL 60064
US Patent Noa, 4.695,578; 4,753,789; and 5,578,6

@(..npy‘nght 1996, 1998, 1999, 2000, Glaxo Well Im:. All

macologic activity, these are not found in plasma at concen.

trations likely to significantly eontribute to the biological ac-

tivity of

Undansetron is a substrate for human hepatic cytochrome

Pm.mzym mnludmg CY?‘MQ CY‘P'ADG and CYPIA4L.
of

rights reserved
May 2000/RL-811
Shown in Product Identification Guide, page 317
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Tablets

ZOFRAN® ODT® 1%
{ondansetran)}

Orally Disintegrating Tablets

ZOFRAN® [}

hvdrochlarid:

hudrnrhloridal
hy

Oral Solution

DESCRIPTION

The active ingredient in ZOFRAN Tablets and ZOFRAN
Oral Solution is ondansetron hydrochloride (HC1) as the di-
hydrate, the ic form of ond and a seleeti
Blocking agent of the serotonin 5-HT, recaptor type. Chem-
wally it is (=) 1, 2, 3, 9-tetrahydro-9-methyl-3-1(2-methyl-
| H-imidazo!-1-ylimethyll-4H-carbazol-4-one, monohydro-
chlaride, dihydrate.

dum ttiplici ble of
b ! hibition or loss of one enzyme
leg., CYP'&DE ic deficiency) results in little change in

overall rates ofund-anutmn elimination.

Ondansetron is passively and completely absorbed from the
guatwuﬂmnal tract and umhrgnu some first-pass metab-
olism. Mean b ilability in health by has ranged
from 48% to 75%.

Gender differences were shown in the disposition of on-
dansetron given as a single dose. The extent and rate of on-
dansetron’s absorption is greater in women than men.
Sluwer clearance in women, a smaller apparent volume of
distribution (adjusted for weight), and higher absolute bio-
availability resulted in higher plusma ondansetron levels.
These higher plasma levels may in part be explained by dif-

Continued on next page

This product infs tion is based on labeling in effect on June
23, 2000. For further information, contact via direct mail, phone,
or web site. Medical Inh tion, Glaxo Well Inc., PO Box
13390. Runreh Trlmgh M NC 27709. Healthcare

i 800-334-0089. Patients
[Mmﬂmmk'lm Glaxo Wellcome
Corporate Web Site: www.glaxowellcome.com

Consult 2001 PDR® supplements and future editions for revisions
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