LACHMAN CONSULTANT SERVICES, INC.

CONSULTANTS TO THE PHARMACEUTICAL AND ALLIED INDUSTRIES

1600 STEWART AVENUE, WESTBURY, NY 11590

(516) 222-6222 » FAX (516) 683-1887

February 5, 2004
OVERNIGHT COURIER 2/5/04

Division of Dockets Management

Food and Drug Administration (HFA-305)
Department of Health and Human Services
5630 Fishers Lane, Room 1061

Rockville, MD 20852

Citizen Petition
Dear Sir or Madam:
The undersigned submits this petition, in quadruplicate, pursuant to section 505(j)(2)(C) of the
Federal Food, Drug and Cosmetic Act and in accordance with 21 CFR 10.30 on behalf of a
client requesting the Commissioner of the Food and Drug Administration to declare that the drug
products, Ondansetron Orally Disintegrating Tablets 16 mg and 24 mg are suitable for
consideration in an abbreviated new drug application (ANDA).

A. Action Requested

The petitioner requests that the Commissioner of the Food and Drug Administration declare that
Ondansetron Orally Disintegrating Tablets 16 mg and 24 mg are suitable for submission in an
ANDA. The listed reference drug product upon which this petition is based is Zofran ODT®
Orally Disintegrating Tablets (ondansetron), 8 mg (also available in a 4 mg strength).
Therefore, the petitioner seeks a change in strength (from the currently approved 4 mg and
8 mg orally disintegrating tablets to include 16 mg and 24 mg strengths of the orally
disintegrating tablets) from that of the listed drug product.

B. Statement of Grounds

The reference listed drug (RLD) product (Zofran ODT®) is currently available in approved tablet
strengths of 4 mg and 8 mg containing ondansetron. A copy of the listing from the Approved
Drug Product with Therapeutic Equivalence Evaluations 23" edition is included in Attachment 1
(page 3-271). The proposed drug product represents an orally disintegrating tablet that will
contain higher strengths of the drug (16 mg and 24 mg). These higher strengths are, however,
consistent with and clearly contemplated in the currently approved RLD product's labeling and
will provide both greater flexibility for the physician in providing a patient with the required dose
in a single tablet and will represent a more convenient single-tablet dosage unit to provide the
specific dose prescribed by the physician for an individual patient. The petition is thus seeking a
change in strength (from the approved 4 mg and 8 mg tablet products to include 16 mg and 24
mg strengths) from that of the reference-listed drug.
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The RLD product’s labeling provides for single doses of 16 mg for treatment of Postoperative
Nausea and Vomiting in the dosage and administration section of the labeling as indicated
below:

“The recommended dosage is 16 mg given as two 8-mg Zofran Tablets or two 8-mg
Zofran ODT tablets or 20 mL Zofran Oral Solution 1 hour before the induction of
anesthesia.”

The RLD product's labeling also provides for single doses of 24 mg for the Prevention of
Nausea and Vomiting Associated with Highly Emetogenic Cancer Chemotherapy in the dosage
and administration section of the labeling as indicated below:

“The recommended adult dosage of Zofran is a single 24 mg tablet administered 30
minutes before the start of single-day highly emetogenic chemotherapy...”

Therefore, the petitioner is seeking changes in strength from the RLD drug product to provide
the patient and physician with a more convenient single dosage unit (orally disintegrating tablet)
to provide a dose that is consistent with single doses clearly contemplated in the approved
labeling of the RLD. The goal being to reduce the number of tablets a patient would need to
take for a single dose. This will improve patient convenience, compliance and make it easier to
achieve the required dose for those patients for whom a dose of 16 mg or 24 mg of the orally
disintegrating formulation was found appropriate by the prescribing physician.

Copies of labeling of the reference listed drug product upon which this petition is based and
draft labeling for the proposed product are included in Atftachment 2 and Attachment 3,
respectively. Please note that the draft labeling for the proposed product will be revised to
include the inactive ingredients and a complete “How Supplied” section when the ANDA is
submitted. The proposed labeling is the “same as” the approved RLD labeling with the
exception of changes allowed because the manufacturer of the generic product differs from that
of the RLD and in the Description section and How Supplied section (when included which will
list the additional available strengths [16 mg and 24 mg] sought by this petition). There are no
changes in the indications or dosage and administration sections necessary, as the approved
labeling of the RLD already clearly contemplates and explicitly states the use of the proposed
dosage strengths.

Because this petition requests only a change in strength from the listed drug, there is no
requirement to request a waiver from the conduct of pediatric studies in accord with the
Pediatric Research Equity Act of 2003.

Therefore, the petitioner requests that the Commissioner find that a change in strength from a
4 mg and 8 mg orally disintegrating tablets to include 16 mg and 24 mg strength tablets for this
product raises no questions of safety or effectiveness, and the Agency should then approve the
petition.

C. Environmental Impact

The petitioner claims a categorical exclusion under 21 CFR 25.31.
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D. Economic Impact

The petitioner does not believe that this is applicable in this case, but will agree to provide such
an analysis if requested by the Agency.

E. Certification

The undersigned certifies that to the best knowledge and belief of the undersigned, this petition
includes all information and views on which the petition relies, and that it includes representative
data and information known to the petitioner, which are unfavorable to the petition.

Respectfully submitted,

W 3 N

\D\M QBJ\L%X/
Robert. W. Pollock ~ ~C

Vice President

Lachman Consultant Services, Inc.

1600 Stewart Avenue
Westbury, New York 11590

RWP/pk/i
Attachments: 1. Page 3-271 of the Approved Drug Product with Therapeutic Equivalence
Evaluations, 23" Edition
2. Labeling for Zofran®
3. Labeling for Ondansetron

cc: Emily Thomas (OGD)
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OLANZAPINE
TABLET, ORALLY DISINTEGRATING; ORAL
ZYPREXA ZYDIS
LILLY 10MG
15MG

+ 20MG

OLMESARTAN MEDOXOMIL

TABLET: ORAL

BENICAR
SANKYO 5MG
20MG
+ 40MG

OLOPATADINE HYDROCHLORIDE

SOLUTION/DROPS; OPHTHALMIC
PATANOL

+ ALCON EQ 0.1% BASE

OLSALAZINE SODIUM

CAPSULE; ORAL
DIPENTUM
+ PHARMACIA AND UPJOHN 250MG

OMEPRAZOLE
CAPSULE, DELAYED REL PELLETS; ORAL
OMEPRAZOLE
AB ANDRX PHARMS 10MG
AB 20MG

N21086 002
APR 06, 2000
N21086 003

APR 06, 2000 °

N21086 004
APR 06, 2000

N21286 001
APR 25, 2002
N21286 003
APR 25, 2002
N21286 004
APR 25, 2002

N20688 001
DEC 18, 1996

N19715 001
JUL 31, 1990

N75347 001
NOV 16, 2001
N75347 002
NOV 16, 2001

PRESCRIPTION DRUG PRODUCT LIST 3-271

OMEPRAZOLE
CAPSULE, DELAYED REL PELLETS; ORAL
OMEPRAZOLE
AB ANDRX PHARMS 40MG
AB EON 10MG
aB 20MG
aB IMPAX LABS 10MG
aB 20MG
AB KREMERS URBAN DEV  10MG
aB 20MG
PRILOSEC
AB ASTRAZENECA 10MG
AB + 20MG
AB + A0MG
ONDANSETRON
TABLET, ORALLY DISINTEGRATING; ORAL
ZOFRAN ODT
GLAXOSMITHKLINE EQ 4MG BASE
+ EQ 8MG BASE

ONDANSETRON HYDROCHLORIDE

INJECTABLE; INJECTION
ZOFRAN

+ GLAXOSMITHKLINE EQ 2MG BASE/ML
ZOFRAN IN PLASTIC CONTAINER

+ GLAXOSMITHKLINE EQ 0.64MG BASE/ML

ZOFRAN PRESERVATIVE FREE
+ GLAXOSMITHKLINE EQ 2MG BASE/ML

N75347 003
Nov 16, 2001
N75791 001
DEC 23, 2002
N75791 002
DEC 23, 2002
N75785 001
NOV 08, 2002
N75785 002
Nov 08, 2002
N75410 001
NOV 01, 2002
N75410 002
NOV 01, 2002

N19810 003
octT 05, 1995
N19810 001
SEP 14, 1989
N19810 002
JAN 15, 1998

N20781 001
JAN 27, 1999
N20781 002
JAN 27, 1999

N20007 001
JAN 04, 1991

N20403 001
JAN 31, 1995

N20007 003
DEC 10, 1993
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ZOFRAN®

(ondansetron hydrochloride)
Tablets

ZOFRAN ODT®

ondansetron)
rally Disinlegrating Tablels

ZOFRAN®

ondansetron hydrochloride)
ral Solution

DESCRIPTION

The active ingredient in ZOFRAN Tablets and ZOFRAN Oral Solution is ondansetron
hydrochioride (HCI) as the dihydrate, the racemic form of ondansetron and a selective
blacking agent of the serotonin 5-HT; receptor type. Chemucally it is (+) 1. 2, 3, 9-
tetrahydro-9-methyl-3-{(2-methyl-1H-imidazol-1-yl)methyt]-4H-carbazal-4-one, mone-
hydrachloride, dihydrate. it has the following structural formula:

¢ /‘Q
N
[ Ny HCI2H,0
—_

CH,

{T;;se;npirical formula is C1gH1gN30=HCIe2H,0, representing a molecular weight
0 9.

Ondansetron HCI dihydrate is a white to off-white pawder that is soluble in water
and normal saline.

The active ingredient in ZOFRAN 00T Orally Disintegrating Tablets is ondansetron
base, the racemic form of ondansetran, and a selective blocking agent of the serofonint
5-HT; receptor type. Chemically it is (2) 1, 2, 3, 9-tetrahydro-8-methyl-3-{(2-methyl-
1H-imidazol-1-ylymethyl]-4H-carbazol-4-one. it has the following structural formula;

g CH
N /§N
, ' o/
CH,

The empirical formula is CigHgN;0 representing a molecular weight of 293 4.

Each 4-mg ZOFRAN Tablet for oral administration contains ondansetron HC) dihy-
drate equivalent to 4 mg of ondansetron. Each 8-mg ZOFRAN Tablet for oral admin-
Istration contains ondansetron HCI dihydrate equivalent to 8 mg of ondansetron. Each
24-mg ZOFRAN Tablet for oral administration contains endansetron HCI dihydrate
equivalent to 24 mg of ondansetron. Each tablet also contains the inactive ingredients
factose, microcrystalline cellulose, pregelatinized starch, hypromellose, magnesium
stearate, titanium dioxide, triacetin, iron oxide yaliow (8-mg tablet only), and iron oxide
red (24-mg tablet only).

Each 4-mg ZOFRAN ODT Orally Disintegrating Tablet for oral administration contains
4 mg ondansetron base. Each 8-mg ZOFRAN ODT Orally Disintegrating Tablet for aral
administration contains 8 mg ondansetron base. Each ZOFRAN 0DT Tablet alsc con-
tains the inactive ingredients aspartame, gelatin, mannitol, methylparaben sodium,

Z0FRAN> (ondansetron hydrochloride) Tablets
ZOFRAN ODT* {ondansetron) Orally Disintegrating Tablets
ZOFRAN? (ondansetron hydrochloride) Oral Solution

propylparaben sodum, and strawberry flavor, ZOFRAN QDT Tablets are a freeze-dried,
oraily administered formulation of ondansetron which rapidly disintegrates on the
tongue and does not require water to aid dissolution or swallowing.

Each 5 ml of ZOFRAN Oral Solution contains 5 mg of ondansetron HCI dinydrate
equivatent to 4 mg of ondansetron. ZOFRAN Oral Solution contains the inactive
ingredients citri¢ acid anhydrous, purified water, sodium benzoate, sodium citrate,
sorbitol, and strawberry flavor.

CLINICAL PHARMACOLOGY

Pharmacadynamics: Ondansetran is a selective 5-HT5 receptor antagonist, While its
mechanism of action has nat been fully characterized, ondansetron is not a dopamine-
receptor antagonist, Serotonin receptors of the 5-HT; type are present both periph-
erally on vagal nerve terminals and centrally in the chemareceptor tngger zone of the
area postrema. it is aot certain whether ondansetran's aatiemetic action is mediated
centrally, paripherally, or in both sites. However, cytotoxic chemotherapy appears to
be associated with release of serotonin from the enterochromaffin ceils of the smail
intestine. In humans, urinary 5-HIAA {5-hydroxyindoleacstic acid) excretion increases
atter cisplatin administration in parallel with the onset of emesis. The released sero-
tonin may stimulate the vagal afferents through the 5-HT receptors and initiate the
vomitiag reflex.

In animals, the emetic respanse to cisplatin can be prevented by prefreatment with
an inhibitor of serotonin synthesis, bilateral abdorminal vagotomy and greater splanch-
nic nerve section, or pretreatment with a seratonin 5-HT3 receptor antagonist.

In normal volunteers, single intravenous doses of 0.15 mg/kg of ondansetron had
no effect on esophageal motility, gastric motility, lower esophageal sphincter pressure,
or smal) intestinal transit time. Multiday administration of ondansetron has been shown
10 slow colonic transit in normal volunteers. Ondansetron has no effect on plasma
pralactin concentrations.

Ondansetron does not alter the respiratory depressant effects praduced by aifentanil
or $he degree of neuromuscular blackade produced by atracurium, Interactions with
general or iocal anesthetics have not been studied.

Pharmacokinatics: Ondansetron is extensively metabolized in humans, with approx-
imately 5% of a radiolabeled dose recovered from the urine as the parent compound.
The primary metabofic pathway is hydroxylation on 1he indole ring followed by sub-
sequent glucuronide-or sulfate conjugation. Aithough some nonconjugated metabo-
lites have pharmacologic activity, these are not found in plasma at concentrations
fikely 1o significantly contribute to the biological activity of ondansetron.

In vitro metabolisnt studies have shown that ondansetron is a substrate for human
hepatic cytochrome P-450 enzymes, including CYP1A2, CYP2DS, and CYP3A4. In
terms of overall ondansetron turnover, CYP3A4 played the predominant role. Because
of the multiplicity of metabolic enzymes capable of metabolizing ondansetron, it is
likey that jnhibition or loss of ane enzyme (e.9., CYP206 genetic deficiency) will be
compensated by others and may result in little change in overall rates of ondansetron
elimination. Ondansetron elimination may be affected by cytochrome P-450 inducers.
In a pharmacokinetic study of 16 epileptic patients maintained chronically on carba-
mazepine or phenytoin, reduction in AUC, Cra, 30d b of ondansetron was observed.
This resulted in a significant increase in clearance. However, on the basis of avaiable
data, no dosage adjustment is recommended {see PRECAUTIONS: Drug Interactions).

Ondansetron is well absorbed from the gastrointestinal tract and undergoes some
first-pass metabolist. Mean bioavailability in heaithy subijects, following administra-
tion of a single 8-mg tablat, is approximately 56%.

Ondansetron systemic exposure does not increase proportionately to dose. AUC
from a 16-mq tablet was 24% greater than predicted from an 8-mg tablet dase. This
may reflect some reduction of first-pass metabolism at higher oral doses. Bioavaila-
bility is alse slightly enhanced by the presence of food but unaffected by antacids.

Gender differences were shown in the disposition of ondansetron given as a single
dose. The extent and rate of ondansetron's absorption is greater in women than men.
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ZOFRAN ODT® (ondansetron) Dralw Disintegrating Tablels
Z0FRAN® (ondansetron hydrachloride) Oral Solution

Slower clearance in women, a smalier apparent volume of distribution (adjusted for
weight), and higher absolute bioavaiability resulted in higher plasma ondansetron
levels. These higher plasma levels may in part be explained by differences in body
weight between men and women. It is not known whether these gender-related dif-
ferences were clinically important. More detailed pharmacokinetic information is
contained in Tables 1 and 2 taken from 2 studies.

Tahle 1. Pharmacokinetics in Normal Volunteers: Single B-myg
ZOFRAN Tablet Dose

Time of
Peak Peak Mean | Systemic
Age- | Mean Plasma Plasma |Elimination } Plasma |Absolute
group [Weight|  |Concentration|Concentration| Half-life Clearance| Bioavail-
(years) | {kg) | n ] (ng/mi) {h) {h) i/hvkg | ability
18-40M| 69.0 | 6 26.2 20 31 0.403 | 0.483
F1 62715 427 1.7 3.5 0.354 0.683
61-74 M} 775 | 6 241 21 4.1 0.384 | 0.585
F{602 |6 52.4 19 49 0255 | 0.643
275M{ 780 [ 5 370 2.2 45 0.277 | 0619
Fl676 |6 48.1 21 6.2 0248 | 0747
Tabie 2. Pharmacokinetics in Normal Volunteers: Single 24-myg
ZOFRAN Tablet Dose
Time of Mean
Mean Peak Plasma Peak Plasma Elimination
Age-group | Weight Concentration | Concentration Hal-life
{years) (kg} | n (ng/mL) (h) (h)
18-43IM | 841 8 125.8 18 47
F 718 8 1944 16 5.8

A reduction in clearance and increase in elimination half-life are seen in patients
over 75 years of age. In clinical trials with cancer patients, safety and efficacy was
similar in patients over 65 years of age and those under 65 years of age; there was
an insufficient number of patients over 75 years of age to permit conclusions in that
age-group. No dosage adjustment is recommended in the elderly.

in patients with mild-to-moderate hepatic Impairment, clearance is reduced 2-foid
and mean half-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 2-fold to 3-fold and apparent volume of distribution is increased with a
resultant incraase in haif-life to 20 hours. In patients with severe hepatic impairment,
a total daily dose of 8 mg should not be gxceeded.

Due to the very small contribution (5%) of renal clearance to the overall clearance,
renal impairment was not expected to significantly influence the total clearance of
ondansetron. However, ondansetron oral mean plasma clearance was reduced by about
50% in patients with severe renal impairment (Creatinine clearance <30 mL/min). This
reduction in clearance 1 variable and was not consistent with an increase in half-life.
No reduction in dose or dosing frequency in these patients is warranted.

Plasma protein binding of ondansetron as measured in vitro was 70% to 76%
over the concentration range of 10 to 500 ng/mL. Circulating drug also distributes
into erythrocytes.

Four- and 8-mg doses of either ZOFRAN Oral Solution or ZOFRAN 0DT Orally Disin-
tegrating Tablets are bicequivalent to corresponding doses of ZOFRAN Tablets and
may be used interchangeably. One 24-mg ZOFRAN Tablet is bicequivalent to and inter-
changeable with three 8-mg ZOFRAN Tablets.

ZOFRAN® {ondansetron hydrochloride) Tablels
20FRAN 0DT* {ondansetron) Dram‘ Disintegrating Tablets
ZOFRAN® (ondansetron hydrochloride} Oral Sofution

CLINICAL TRIALS

Chemotherapy-Induced Nausea and Vomiting: Highly Emefogenic Chemoltherapy:
in 2 randomized, double-blind, monotherapy trials, a single 24-mg ZOFRAN Tablet
was superior to a relevant historical placebo control in the prevention of nausea and
vomiting associated with highly emetogenic cancer chemotherapy, inCluding cisplatin
250 mg/me, Steroid administration was excluded from these clinical trials. More than
80% of patients receiving a cispfatin dose 250 mg/m?2 in the historical placebo com-
parator experienced vorniting in the absence of antiemetic therapy.

The first trial compared oral doses of andansetron 24 mg once a day, 8 mg twice
a day, and 32 mg once a day in 357 adutt cancer patients receiving chemotherapy
regimens containing cisplatin 250 mg/m?. A total of 66% of patients in the ondan-
setron 24-mg once a day group, 55% in the ondansetron B-mg twice a day group,
and 55% in the ondansetron 32-mg ance a day group completed the 24-hour study
period with 0 emefic episodes and ne rescue antiemetic medications, the primary
endpoint of efficacy. Each of the 3 treatment groups was shown to be statistically
significantly superior 10 a historical placebo controi.

In the same trial, 56% of patients receiving oral ondansetron 24 mg once a day
experienced no nausea during the 24-hour study period, compared with 36% of
patients in the oral ondansetron 8-mg twice a day group (p = 0.001) and 50% in the
oral ondansetron 32-mg once a day group.

In a second {rial, efficacy of the oral ondansetron 24 mg once a day regimen in
the prevention of nausea and vomiting associated with highly emetogenic cancer
chemotherapy, including cisplatin 250 mg/m?, was confirmed.

Moderalely Emetogenic Chemotherapy: in 1 double-blind US study in 67 patients,
ZOFRAN Tablets 8 mg administered twice a day were significantly more effective
than placebo in preventing vomiting induced by cyclophoesphamide-based chemo-
therapy containing doxorubicin. Treatment respanse is based on the total number of
emetic episodes over the 3-day study period. The results of this study are summa-
rized in Table 3:

Table 3. Emetic Episodes: Treatment Response

Ondansetron
8-mg b.id. :
ZOFRAN Tabtets* Placebo p Value

Number of patients 33 34
Treatment response

0 Emetic episodes- 20 (61%) 2 (6%) <0.001

1-2 Emetic episodes 6 (18%) 8 (24%)

More than 2 emetic 7{21%) 24 {(71%} <0.001

episodes/withdrawn
Median number of 0.0 Undefined!
emetic episodes
Median time to first Undefined? 6.5
emetic episode {h)

* The first dose was administered 30 minutes before the start of emetogenic chemo-
therapy, with a subsequent dose 8 hours after the first dose. An 8-mg ZOFRAN
Tablet was administered twice a day for 2 days after completion of chemotherapy.

t Median undefined since at least 50% of the patients were withdrawn or had more
than 2 emetic episodes.

 Median undefined since at least 50% of patients did not have any emetic episodes.

in 1 double-blind US study in 336 patients, ZOFRAN Tablets 8 mg administered twice
a day were as sffective as ZOFRAN Tablets 8 mg administered 3 times a day in pre-
venting nausea and vomiting induced by cyclophosphamide-based chemotherapy
containing either methotrexate or doxorubicin. Treatment response is based on the
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total number of emetic episodes over the 3-day study period. The results of this study
are summarized in Table 4:

Table 4. Emetic Episodes: Treatment Response

Ondansetron
8-mg b.i.d. 8-mg tid.
ZOFRAN Tablets* | ZOFRAN Tabletst

Number of patients 165 171
Treatment response

0 Emetic episodes 101 (61%) 99 (58%)

1-2 Emetic episodes 16 (10%) 17 (10%)

More than 2 emetic 48 (29%) 55 (32%)

episodes/withdrawn
Median number of emetic episcdes 0.0 0.0
Median time to first emetic episode (h) Undefined* Undetined?
Median nausea scares (0-100)8 6 [

* The first dose was administered 30 minutes before the start of emetagenic chemo-
therapy, with a subsequent dose 8 hours after the first dose. An 8-mg ZOFRAN
Tablet was administered twice a day for 2 days after completion of chemotherapy.

t The first dose was administered 30 nunutes before the start of emetogenic chemo-
therapy, with subsequent doses 4 and 8 hours after the first dose. An 8-mg ZOFRAN
Tablet was administered 3 times a day for 2 days after completion of chemotherapy.

* Median undefined since at least 50% of patients did not have any emetic episodes.

§ Visual analog scale assessment: 0 = no nausea, 100 = nausea as bad as it can be.

Re-treatment: In uncontrolled trials, 148 patients receiving cyclophosphamide-
based chematherapy were re-treated with ZOFRAN Tablets 8 mg 3 times daily of oral
andansetron during subsequent chemotherapy for a total of 396 re-treatment courses.
No emetic episodes occurred in 314 (79%; of the re-treatment courses, and anly 110
2 emetic episodes occurred in 43 (11%) of the re-treatment courses.

Pediatric Sludies: Three open-label, uncontrolled, foreign trials have been performed

with 182 pediatric patients 4 to 18 years old with cancer wha were given a variety of
cisplatin or noncisplatin regimens. In these foreign trials, the initial dose of ZOFRAN®
{ondansetron HCY) Injection ranged from 0.04 to 0.87 mg/kg for a total dose of 2.16 to
12 mg. This was foltowed by the administration of ZOFRAN Tablets ranging from 4 to
24 mg daily for 3 days. In these studies, 58% of the 170 evaluable patients had a
complete response {no emetic episodes) on day 1. Two studies showed the response
rates for patients less than 12 years of age who received ZOFRAN Tablets 4 mg 3 times
a day 1o be similar to those in patiemts 12 1o 18 years of age who received ZOFRAN
Tablets 8 mg 3 times daily. Thus, prevention of emesis in these pediatric patients was
essentially the same as for patients oider than 18 years of age. Overall, ZOFRAN Tablets
were well tolerated in these pediatric patients.
Radijation-induced Nausea and Vomiting: 7otal Body Irradiation: In a randomized,
double-blind study in 20 patients, ZOFRAN Tablets (8 mg given 1.5 hours befare each
fraction of radiotherapy for 4 days) were significantly more etfective than placebo in
preventing vomiting induced by total body irradiation. Total body irradiation consisted
of 11 fractions (120 cGy per fraction) over 4 days for a total of 1320 cGy. Patients
received 3 fractions for 3 days, thea 2 fractions on day 4.

Single High-Dose Fraction Radigtherapy: Ondansetron was significantly more
effective than metoclopramide with respect to complete cantrol of emesis (0 emetic
episodes) in a double-blind trial in 105 patients receiving single high-dose radiotherapy
{800 to 1000 cGy) over an anterior or posterior field size of 280 cm? to the abdomen.
Patients received the first dose of ZOFRAN Tablets (8 mg) or metociopramide (10 mg)
1 to 2 hours before radiotherapy. If radiotherapy was given in the morning, 2 additional
doses of study treatment were given (1 tabtet late afternoon and 1 tablet before bed-

ZOFRAN" (ondanselron hydrochloride) Tablels
ZOFRAN ODT* (ondansetren) Orally Disintegrating Tahlets
ZOFRAN® (ondansetron hydrochloride) Oral Solution

time}. If radiothesapy was given in the afternoon, patients took anly 1 further tablet
that day before bedtime, Patients continued the oral medication on a 3 times a day
basis for 3 days. o .

Daily Fractionated Radiotherapy: Ondansetron was significantly more effective than
prachlorperazine with respect to complete cantrol of emesis {0 emetic episodes) in
a double-blind trial in 135 patients receiving a 1- 1o 4-week course of fractionated
radioiherapy (180 ¢Gy doses) over a field size of 2100 cm? ta the abdomen. Patients
received the first dose af ZOFRAN Tablets (8 mg) or prochlorperazine (10 mg) 1 to
2 hours before the patient received the first daily radiotherapy fraction, with 2 sub-
sequent doses on a 3 times a day basis. Patients continued the oral medication on a
3 limes a day basis on each day of radiotherapy.

Postoperative Nausea and Vomiting: Surgical patients who received ondansetron
1 hour before the induction of general balanced anesthesia (barbiturate: thiopental,
methohexital, or thiamylal; opioid: alfentanil, sufentanil, morphine, or fentanyl; nitrous
oxide; neuromuscular blockads: succinyicholine/curare or gallamine and/or vecuroniurm,
pancuronium, of atracurium; ang supplemental isofiurane or enfiurane) were evaluated
in 2 double-biind studies (1 US study, 1 foreign) involving 865 patients. ZOFRAN
Tablets (16 mg) were significantly more effective than placebo in preventing post-
operative nausea and vomiting.

The study populations in all trials thus far consisted of women undergoing inpatient
surgical procedures. No studies have been pecformed in males. Na contralled clinical
study comparing ZOFRAN Tablets to ZOFRAN [njection has been performed.

INDICATIONS AND USAGE

1. Prevention of nausea and vomiting associated with highly emetogenic cancer chemo-
therapy, Including cisplatin 250 mg/m?,

2. Prevention of nausea and vomiting associated with initial and repeat courses of
moderately émetogenic cancer chemotherapy

3. Prevention of nausea and vomiting associated with radiotherapy in patients receiving
either totat body irradiation, single high-dose fraction o the abdomen, or daily
fractions to the abdomen.

4. Prevention of postopérative nausea and/or vomiting. As with other antiemetics,
routine prophylaxis is not recommended for patients in whom there is little expec-
tation that nausea and/or vomiting will occur postoperatively. in patients where
nausea and/or vomiting must be avoided postoperatively, ZOFRAN Tabiets, ZOFRAN
0OT Oraliy Disintegrating Tablets, and ZOFRAN -Oral Solution are recommended
even where the incidence of postoperative nausea and/or vomiting is low.

CONTRAINDICATIONS
ZOFRAN Tablets, ZDFRAN CDT Orally Disintegrating Tablets, and ZOFRAN Qral
Solution are contraindicated for patients known to have hypersensitivity to the drug.

WARNINGS »
Hypersensitivity reactions have been reported in patients who have exhibited hyper-
sensitivity to other selective 5-HT, receptor antagonists.

PRECAUTIONS

Ondansetron is not a drug that stimulates gastric or intestinal peristalsis. it should
not be used instead of nasogastric suction. The use of ondansetran in patients fol-
lowing abdominal surgery or in patients with chemotherapy-induced nausea and vomit-
ing may mask a progressive ileus and/or gastric distension.

Information for Patienis: Phenylketonurics: Phenylketonuric patients should be
informed that ZOFRAN QDT Orally Disintegrating Tablets contain phenylalanine (a
component of aspartame}. Each 4-mg and 8-mq orally disintegrating tabiet contains
<0.03 mg phenylalanine.

Patients should be instructed not to remave ZOFRAN QDT Tablets from the blister
until just prior to dosing. The tablet shouid not be pushed through the foil. With dry
hands, the blister backing should be peeled completely off the blister. The tablet
should be gently removed and immediately placed on the tongue to dissolve and be
swallowed with the saliva. Peelable itlustrated stickers are affixed to the product carton
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that can be provided with the prescription to ensure proper use and handling of
the product.
Drug Interactions: Ondansetron does not itself appear to induce or inhibit the cyte-
chrome P-450 drug-metabolizing enzyme system of the liver. Because ondansetron
is metabolized by hepatic cytochrome P-450 drug-metabolizing enzymes, inducers
or irhibitors of these enzymes may change the clearance and, hence, the half-life of
ondansetron. On the basis of available data, no dosage adjustment is recommended
for patients on these drugs, Tumer response ¢ chemotherapy in the P 388 mouse
leukemia model is not atfected by ondansetron. In humans, carmustine, etoposide,
and cisplatin do not affect the pharmacokinetics of ondansetron.

In a crossover study in 76 pediatric patients, 1.V, ondansetron did not increase blood
levels of high-dose methotrexate.
Use in Surgical Patients: The coadministration of ondansetron had no eftect on the
pharmacokinetics and pharmacodynamics of temazepam.
Carcinagenesis, Mutagenesis, Impairment of Fertility: Carcinogenic effects were not
seen in 2-year studies in rats and mice with oral ondansetron doses up to 10 and
30 my/kg/day, respectively. Ondansetron was not mutagenic in standard tests for
mutagenicity. Oral administration of ondansetron up to 15 mg/kg/day did not affect
fertility or general reproductive performance of male and femals rats.
Pregnancy: Teralogenic Effects: Pregnancy Category 8. Reproduction studies
have been performed in pregnant rats and rabbits at daily oral doses up to 15 and
30 mo/kg/day, respectively, and have revealed no evidence of impaired fertility or
harm to the fetus due to ondansetron. There are, however, no adequate and well-
controlled studies in pregnant women. Because animal reproduction studies are
not always predictive of human response, this drug should be used during preg-
nancy only if clearly neaded.
Nursing Mothers: Ondansetron is excreted in the breast milk of rats. It is not known
whather ondansetron is excreted in human milk. Because many drugs are excrated
in human milk, caution should be exercised when ondansetron is administered to a
nursing woman,
Pediatric Use: Little information is available abaut dosage in pediatric patients 4 years
of age or younger (see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRA-
TION sections for use in pediatric patients 4 to 18 years of age). )
Geriatric Use: Of the total number of subjects enrolted in cancer chemotherapy-
induced and postoperative nausea and vomiting in US- and foreign-controlied clincal
trials, for which there were subgroup analyses, 938 were 65 years of age and over.
No overall differences in safety or etfectiveness were observed between these subjects
and younger subjects, and other reported clinical experience has not identified differ-
ences in responses between the elderly and younger patients, but greater sensitivity
of some older individuals cannot be ruled out. Dosage adjustment is not needed in
patients over the age of 65 (see CLINICAL PHARMACOLOGY).

ADVERSE REACTIONS

The following have been reported as adverse events in clinical trials of patients
treated with ondansetron, the active ingredient of ZOFRAN, A causal relationship to
therapy with ZOFRAN has been unclear in many cases.
Chemotherapy-induced Nausea and Vomiting: The adverse events in Table 5 have
been reported in 25% of adult patients receiving a single 24-mg ZOFRAN Tablet in
2 trials. These patients were receiving concurrent highly emetogenic cisplatin-based

ZOFRAN" (ondansetron hydrechioride) Tablets
ZOFRAN 0DT* (ondansetron) Orally Disinlegrating Tablets
ZOFRAN? (ondansetron hydrochloride} Oral Solution

The adverse events in Table 6 have been reported in 25% of adults receiving either
8 mg of ZOFRAN Tablets 2 or 3 times a day for 3 days or placebo in 4 trials. These
patients were receiving concurrent moderately emetogenic chemotherapy, primarily
cyclophosphamide-based regimens.

Table 6. Principal Adverse Events in US Trials: 3 Days of Therapy
With 8 mg ZOFRAN Tablets (Moderately Emetogenic Chemotherapy)

Ondansetron Ondansetron

8mgbid 8mytid Placebo
Event n=242 n=415 n =262
Headache 58 (24%) 113 (27%) 34 (13%)
Malaise/fatigue 32 (13%) 37 (9%) 6§ (2%)
Constipation 22 (9%} 26 (6%) 1 {<1%)
Diarrhea 15 (6%) 16 (4%) 10 {4%)
Dizziness 13 (5%]) 18 (4%) 12 (5%)

Cantral Nervous System: There have been rare reports consistent with, but not
diagnostic of, extrapyramidal reactions in patients receiving ondansetron.

Hepalic: In 723 patients receiving cyclophosphamide-based chemotherapy in US
clinical trials, AST and/or ALT values have been reported 1o exceed twice the upper
limit of normal in approximately 1% to 2% of patients receiving ZOFRAN Tablets. The
increases were transient and did not appear to be related to dose or duration of therapy.
On repeat exposure, similar transient elevations in transaminase values occurred in
some courses, but symptomatic hepatic disease did not accur. The role of cancer
chemotherapy in these biochemical changes cannot be clearly determined.

There have been reports of liver failure and death in patients with cancer receiving
concurrent medications including potentially hepatotoxic cytotoxic chemotherapy and
antibiotics. The eticlogy of the liver failure is unclear.

Integumentary: Rash has occurred in approximately 1% of patients recewing
ondansetran.

Other: Rare cases of anaphylaxis, bronchospasm, tachycardia, angina (chest pain),
hypokaiemia, electrocardiographic alterations, vascular occlusive events, and grand
mal seizures haveé baen reported. Except for bronchospasm and anaphylaxis, the -
relationship to ZOFRAN was unclear. : ;
Radiation-induced Nausea and Vomiting: The adverse events reported in patients ,
receiving ZOFRAN Tablets and concurrent radiotherapy were similar to those reported
in patients receiving ZOFRAN Tablets and concusrent chemotherapy. The most fre-
quently reported adverse events were headache, constipation, and diarrhea.
Pastoperative Nausea and Vomiting: The adverse events in Table 7 have been reported
in 25% of patients receiving ZOFRAN Tablets at a dosage of 16 mg orally in clinical
trials. With the exception of headache, rates of these events were not significantly
different in the ondansetron and placebo groups. These patients were receiving mul-
tiple concomitant perioperative and postoperative medications.

Table 7. Fraquency of Adverse Evenis From Controlled Studies With ZOFRAN
Tablets (Postoperative Nausea and Vomiting)

chemotherapy regimens (cisplatin dose 250 mg/m?). Ondansetron 16 mg Placebo
Tabie 5. Principal Adverse Events In US Trials: Single Day Therapy Adverse Event (n = 550) (n = 531)
With 24-mg ZOFRAN Tablets (Highly Emetogenic Chemotharapy) Wound problem 152 (28%) 182 {31%)
Ondansetron Ondansetron Ondansetron Drowsingss/sedation 112 (20%) 122 (23%)
24 mg q.d. dmgb.ld 32mgqd. Headache 49 (8%) 27 (5%)
Event n =300 n=124 n=117 Hypoxia 49 (9%) 35 (7%)
Headache 33 (11%) 16 (13%) 17 (15%) Pyrexia 45 {8%) 34 (6%)
Drarrhea 13 {4%) 9 {7%) 3 (3%} Dizziness 36 (7%) 34 {6%)
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Gynecological disorder 36 (7%) 33 (6%)
Anxiety/agitation 33 (6%} 29 (5%)
Bradycardia 32 (6%) 30 (6%)
Shiver(s) 28 (5%) 30 {6%)
Urinary retention 28 (5%) 18 {3%)
Hypotension 27 (5%) 32 {(6%)
Pruntus 27 {5%) 20 {4%)

Preliminary observations in a small aumber of subjects suggest a higher incidence

of headache when ZOFRAN ODT Orally Disintegrating Tablets are taken with water,
when compared to without water.
Observed During Clinical Practice: In addition to adverse events reported from clinical
trials, the following events have been identified during post-approval use of oral for-
mufations of ZOFRAN Because they are reported veluntarily from a population of
unknown size, estimates of frequency cannot be made. The events have been chosen
for inclusion due to a combination of their seriousness, frequency of reporting, ar
potentiat causal connection to ZOFRAN.

General: Flushing. Rare cases of hypersensitivity reactions, sometimes severe (.9,
anaphylaxis/anaphylactoid reactions, angicedema, bronchospasm, shortness of breath,
hypotension, laryngeal edema, stridor) have also been reported. Laryngospasm, shock,
and cardiopulmonary arrest have occurred during allergic reactians in patients recewving
injectable ondansetron.

Hepaiobiliary: Liver enzyme abnormalities

Lower Respiratary: Hiccups

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

Skin; Urticaria
DRUG ABUSE AND DEPENDENCE

Animal studies have shown that ondansatron is not discriminated as a benzodiazeping
nor does it substitute for Yenzodiazepines in direct addiction studies.

OVERDOSAGE

There is nio specific antidote for ondansetron overdose. Patients should be managed
with appropriate supportive therapy. Individual intravenous doses as farge as 150 mg
and total daily intravenous doses as large as 252 mg have been inadvertently admin-
istered without significant adverse events, These doses are more than 10 times the
recommendsd daily dose.

In addition to the adverse events listed above, the {ollowing events have been
described in the setting of ondansetron overdese: “Sudden blindness” (amaurasis) of
2 to 3 minutes' duration pius severe constipation occurred in 1 patient that was admin-
istered 72 mg of ondansetron intravenously as a single dose. Hypotension (and
faintness) occurred in a patient that took 48 mg of ZOFRAN Tablets. Following infusion
of 32 mg over only a 4-minute period, 3 vasovagal episode with ransient second-
degree heart block was observed. In all instances, the events resolved completely.

DOSAGE AND ADMINISTRATION
Instructions for Use/Mandling ZOFRAN 0DT Orally Disintegrating Tablets: Do not
attempt to push ZOFRAN ODT Tablets through the foil backing. With dry hands, PEEL
BACK the foil backing of 1 blister and GENTLY remove the tablet, IMMEDIATELY place
the ZOFRAN QDT Tabiet on top of the tongue where it will dissolve in seconds, then
swallow with saliva. Administration with liguid is not necessary.
Prevention of Nausea and Vomiting Associated With Highly Emetogenic Cancer
Chemotherapy: The recommended adult oral dosage of ZOFRAN is a single 24-mg
tablet administered 30 minutes befare the start of single-day highly emetogenic
chemgotherapy, including cisplatin 250 mg/m2. Multiday, single-dose administration
of ZOFRAN 24-mg Tablets has not been studied.

Padiatric Use: There is no experience with the use of 24-mg ZOFRAN Tablets in
ediatric patients.

ZOFRAN® {ondansetron hydrochloride) Tablels
ZOFRAN Q0T (undanselran) Otaﬂr Disintegrating Tablels
ZOFRAN" {ongansetron hydrochloride) Oral Selution

Geriatric Use: The dosage recommendation is the same as for the general population.
Prevention of Nausea and Vomiting Assaciated With Moderately Emetogenic
Cancer Chemotherapy: The recommended adult oral dosage is one 8-mg ZOFRAN
Tablat or one 8-mp ZOFRAN ODT Tablet or 10 mi. (2 teaspaonfuls equivalent to
8 mg of ondansetron} of ZOFRAN Oral Solution given twice a day. The first dose
should be administered 30 minutes before the start of emetogenic chemotherapy,
with a subsequent dose B hours after the first dose. One 8-mg ZOFRAN Tablet or
one 8-mg ZOFRAN ODT Tablet or 10 mL (2 teaspoantuls equivalent to 8 mg of
ondansetron} of ZOFRAN Qraf Solution should be administered twice a day (every
12 hours) for 1 to 2 days after compietion of chemotherapy.

Pedialric Use: For pediatric patients 12 years of age and older, the dosage is the
same as for adults, For pediatric patients 4 through 11 years of age, the dosage is
one 4-mg ZOFRAN Tablet or one 4-mg ZOFRAN ODT Tablet or 5 mL (1 teaspoonfu
equivalent to 4 mg of ondansetron) of ZOFRAN Oral Solution given 3 times a day The
first dose should be administered 30 minutes before the start of emetogenic chemo
therapy, with subsequent doses 4 and 8 hours after the first dose. One 4-mg ZOFRA!
Tablet or one 4-mg ZOFRAN ODT Tablet or § mL (1 teaspoonful equivalent to 4 m
of ondansetron) of ZOFRAN Oral Solution should be administered 3 times a day (evel
8 hours) for 1 to 2 days after completion of chemotherapy.

Geriatric Use: The dosage is the same as for the general popuiation.

Prevention of Nausea and Vomiting Associated With Radiotherapy, Either Total Bot
Irradiation, or Single High-Dose Fraction or Daily Fractions to the Abdomen: T|
recommended oral dosage is one 8-mg ZOFRAN Tablet or one 8-mg ZOFRAN O
Tablet or 10 mi_ (2 teaspoonfuls equivalent to § mg of ondansetron) of ZOFRAN 0
Solution given 3 times a day.

For total body irraoiation, one 8-mg ZOFRAN Tablet or one §-mg ZOFRAN OD1
Tablet or 10 mL (2 teaspoonfuls equivalent to § mg of ondanseiron) of ZOFRAN Ora
Solution shautd be administered § to 2 hours before each fraction of radiotherap
administered each day.

For single high-dose Jraction ragivtherapy to the abdomen, one 8-mg ZOFRA!
Tablet or one 8-mg ZOFRAN ODT Tablet or 10 mL (2 teaspoonfuls equivalentto 8 n
of ondansetron) of ZOFRAN-Oral Solution should be administered 1 to 2 hours befc
radiotherapy, with subsequent doses every 8 hours after the first dose for 1 10 2 da
atter completion of radiotherapy.

For daily fractionated radiotherapy to the abdomen, one 8-mg ZOFRAN Table!
one 8-mg ZOFRAN ODT Tablet or 10 mi. {2 teaspoonfuls equivalent to 8 mg of onc
setran) of ZOFRAN Oral Solution shouid be administered 1 1o 2 hours before ra
therapy, with subsequent doses every 8 hours after the first dose for each day ra
therapy is given.

Pedialric Use: There is no experience with the use of ZOFRAN Tablets, ZOFF
0ODT Tablets, or ZOFRAN Qral Solution in the prevention of radiation-induced na:
and vomiting in pediatric patients.

Geriatric Use: The dosage recommendation is the same as for the general populs
Postoperative Nausea and Vomiting: The recommended dosage is 16 mg give’
twa 8-mg ZOFRAN Tablets or two 8-mg ZOFRAN 0DT Tablets or 20 ml (4 teasg
fuls equivalent to 16 mg of ondansetron) of ZOFRAN Oral Solution 1 hour bel
induction of anesthesia.

Pediatric Use: There is no experignce with the use of ZOFRAN Tablets, ZOF
ODT Tablets, or ZOFRAN Dral Solution in the prevention of postoperative nause
vomiting In pediatric patients.

Geriatric Use: The dosage is the same as for the general population.

Dosage Adjustment for Pgiants With impaired Renal Function: The dosage rt

mendation is the same as for the general papulation. There is no experience b

first-day administration of ondansetron,

Dosage Adjustment lor Patients With Impaired Hepatic Function: in patien!

severe hepatic impairment:{Child-Pugh’ score of 10 or greater), clearance is re

and apparent volume of distribution is increased with a resultant increase in {
haif-life. in such patients, a total daily dose of 8 mg should not be exceeded.
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HOW SUPPLIED

ZOFRAN Tablets, 4 mg (ondansetron HCI dihydrate equivalent to 4 mg of ondan-
setrony), are white, oval, film-coated tablets engraved with “Zofran" on one side and
“4" on the other in daily unit dose packs of 3 tablets (NDC 0173-0446-04), botlles
of 30 tablets (NDC 0173-04456-00), and unit dose packs of 100 tablets
(NDC'0173-0446-02).

ZOFRAN Tabiets, 8 mg (ondansetron HC! dihydrate equivalent to 8 mg of ondan-
selron), are yeliow, oval, film-coated tablets engraved with “Zofran” on one side and
“8" on the other in daily unit dose packs of 3 tablets (NDC 0173-0447-04}, botiles
of 30 tablets {NDG 0173-0447-00), and umt dose packs of 100 tabiels
(NDC 0173-0447-02).

Bottles: Store between 2° and 30°C (36" and 86°F). Protect fram light. Dispense
in tight, light-resistant container as defingd in the USP.

Unit Dose Packs: Store between 2° and 36°C (36° and 86°F). Protect from light.
Store blisters in cartons,

ZOFRAN Tablets, 24 mg (ondansetron HG! dihydrale equivalent 1o 24 mg of ondan-
setron), are pink, oval, film-coated tablets engraved with "GX CF7” on one side and
“24” on the other in daily unit dose packs of 1 tablet (NDC (173-0680-00).

Store between 2° and 30°C {36° and 86°F).

ZOFRAN 00T Orally Disintegrating Tablets, 4 mg (as 4 mg ondansetron base) are
white, round and plano-convex tablets debossed with 2 "Z4" on one side in unit dose
packs of 30 tablets (NDG 0173-0568-00).

ZOFRAN QDT Orally Disintegrating Tablets, 8 mg (as 8 mg ondansetron base) are
white, sound and plang-convex tablets debossed witfi a “Z8" on one side in unit dose
packs of 10 tablets (NDC 0173-0570-04) and 30 tablets (NOC 0173-0570-00).

Store between 2° and 30°C (36° and 86°F).

ZOFRAN Qral Solution, a clear, colorless to light yellow liguid with a characteristic
strawberry odor, contains § mg of ondansetron HCI dihydrate equivalent to 4 mg of
ondansetron per 5 ml in amber glass bottles of 50 mi with child-resistant closures
{NDC 0173-D489-00).

Store upright hetween 15° and 30°C (59° and 86°F). Protecl lram light. Store
botiles upright in cartons.

REFERENCE
1. Pugh RNH, Murray-Lyon IM. Dawson JL, Pietroni MC, Williams R. Transection of
the oesophagus for bleeding oesophageal varices, Brit J Surg. 1973;60:646-649.
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pdtients were receving multﬁg‘ “om:tant periperative and postoperative
med cations !

DESCRIPTION: The active mgremeglb %
Ondansetion Orally Disitegrating Tablt i
. < i sndansewon base, the racemic form
Tablle 7: F'?mm "‘-M?;ﬁe kv From G Nameasrn;e\?o:{;g}ng) , ane a seiegtive blocking agent
_ Al of the serotomin §5-HT, receptor type
Ondanseudn 16 mg Placebo Chemucally ¥t 15 {¢) 1, 2, 3, S-tefrahydro-0-
Agverse Fvent {n = 550} [n=511) mcmyl-3~I(Z‘methyl-ﬁH~4mxdazo?v1-y!)
Wound Problem 152 (28%) 162(31%) methyi}-4H-carbazol-4-one it has the
Drowsiressisedation Headiche 112 (20%) 122(23%) foflowsng structural formula i
48 (9%) 27 {5%)
Hypoxia 49 (9%) 35 {1%) 9 CHy
Pyrexia gg g%; g: g;o; @U/\N N
Dizziness o
Gynecologicat disor der 36 (7%) 33 (6%) " b/ ONDANSETRON
Aretyagration Bradycarda 33 (6%) 29 (5%) I ORALLY
Stiver(s) 2l ] o DISINTEGRATING
g;‘%ﬁﬁmm 28 (5%) 18 (3%) The molecular formefa 18 CigHigh:O TABLETS
PRUTUS 27 {5%) 32 (6%) representing a molecuiar weidit of 293 4 Rx only
27 {5%) 20 (4%) ~ Each 4 mg Ondansetron Orally
i Tablet for orat

Pretiminary obsesvations in a small number of subjects suggest a higher inciaence
of headache when Ondansetron Oraily Disintograting Tablets are taken with watcr, when
compared B without wator
Observed Quring Clinica Practice: In addition to adverse cvents reportec fram cliical
nais, the following events have been identdied durmg post-approvar use of oral

contains 4 mg ondansetron base Each

8 mg Oncansetron Orally Disitegrating Tablet for oral admemistration contains 8 mg
ondanselran base Each 16 mg Ondanhsetron Orally Dismitegrating Tablet for ora
admurmsirabon contains 16 my ondasetron base Each 24 myg Ondansetion Orally
Disirtegeating Tablet for oral adminsiraion contains 24 g ondansetron base Each
0

formulations of Ondansetson Because they are reported voluntarily from a por
of unknown size, eskmates of frequenc? cannot be made. The events have been chosen
for inclusion due 10 a & of these g of reperting, or
potential causal comection to Ondanseiron
General: Flushing, Rare cases of hyper y 3 9r:veref
o o ctord o

n Orally D, grating Tablet aiso contains the nactive ngredients

XOCEXXRXXXAARAIXANKEXRLKKKARAXRARXRXARXKAXRAXRAX  Ondansetron Oralty
Dismtegrating Tablets are an orally of which
rapidly eisintegrates on the tongue and does not require water (o aid dissclution or

{eg, o , a8,
bregam, hypotension, laryngea: edema stndor) havealso been ropated Laryngospasm,
shock and cardiopulmonary arfest have occurred during adergic reactions in patients
Tecemng infectatic ontanseron
Hepatobiliary: | wer enzyme abrotmalities
Lower Respiratory: Hceups
Neurology: Oculogyric crisis, appeanng alone, as weil as with olfer dystomc reactons
Skip: Uriicana

DRUG ABUSE AND DEPENDENCE: Arumal Studies have shiown that ondanseTon 15 not
discriminated as 2 pne nor does 1t for m direct
addietion stugies

OVERDOSAGE: There s no specific antidole for ondansetion overdese Patents should
be managed with appropriate supportive therapy Individual intravenous doses 4s large
as 150 mg and total daily iiravenous doses 45 farge as 252 mg have been
mnadverntly adrmistéred without Significant adverse events These doses are more
than 10 times the recommendad darly qose

{n additson to the adverse events lisied above, the following events have been
described 1 the setting of ondansetron overdese “Surdten bhndness” (amawosis) of 2
o 3 minutes’ duration plus severs canstipation occurred i one patient that was
admmsiered 72 mg of ondanselron niravenausly as a singie dose Hypotension fand
fawtness) cecured In @ patent that took 48 mg of Ondanselron Hydrochlonide Tapels,
Foflowing nfusion of 32 mg over only a 4-minute period, & vasovagal episode with
fransient second-tiegree heaft bIock was observed, In all mstances, the vents resoived
completely

DOSAGE AND ADMNISTRATION:
Instructions for UseMHandting O Crally Disinteg) Tahlels: Do not
altempt 1o push Ondansetron Orally Dismtegratng Tablets through the fori backing
With diy hands, PEEL BACK the foir backing of one bhister and GENTLY remove the
tatilet IMMEDIATELY place the Ondansetron Orally Dismtegrating Tablet on top of the
tongue where it will dissoive in seconds, then swallow with saliva Administration with
Higuid 15 ot necessary

Pediatric Use: There 1S no expertence with the use of three 8 mg Ondanseron
Orally Disintegrating Tablets i pediatne patients

Genatrie Use- The dosage recommendation 15 the same as for the gencral
opulation
Prevention of Nausea and Vomiting With ¥ Cancer

CLINICAL PHARMACOLOGY.

Phanmacodynamics: Onilansetron (s 3 selechve 5-HT, receplor antagonist Whie s
mechanism of action has not been fully charactenzed, onaansetron is not 3 dopamine-
receptor antagonist Seroforin receptors of the 5-HTy type are present both panpheraly
on vaqal nerve ermunis and sentrafly in the chemoreceptor thigger zone of the area
postremna it 1 not certain whether ondansetron’s antiemetic action 1§ mediated
cantralty, penpherally. o in both sites, Kowever, cytotoxic chematherapy appears to be
assoctated with refease of serotonm from the enterochromaffin colfs of the smal
wtestne In hutvans, urpary S-HIAA (G-hyd acud} exeration

alter cisplaun admumisiration n paraliel with the onset of emesis "he 1eleased
serolonn may stanulite the vagal alfeserts Hough the 5-HT; receptors and wutiate the
vomibng refiex

It antmals, the emetc response to tisplatin can De prevened by pretreatment with
an intubitor of pilateral {t] y and greater
splanchme nerve section, or pretreatment with a serotonin 5-HT, recoptor ankagonist,

Iy normal voluntaers; single intravenous doses of 0 15 mgikg of ondansetron had
no effect on esophageal motiity, gastnc motiity, fower csophageal sphincter pressure,
or small \ntestiral transitime. Multiday adonimstration of ondansetron has seenshown
o siow colome tansit i norma ve'unteers Ondansewon has no effect on plasma
profactinconeentrabons

Ondansetron does net alter the respiratory depressant effects proguced by
alfentand or the degree of neuremuscular blockade produced by atracunum
Interactions with generai or local anesthetics havenot been studied

Phar kinetics: O on 15 y i humans, with
appe ly 5% of at dos d from the urme as the parent
£ The pimary patiwway 1 hydroxy on the idae ring followed

by g fe of sulfate Although seme nonconjugated
metabolites have pharmacologic activity, these are not found @ plasma at
concentrations hkely to significandy contribute to the biclogical actwity of ondansetron
In vitro metabolism stugies have shown that ondanselron 15 a substrate for hurnan
hepatc cytoctrome P-450 erzymes, including CYP1A2, CYP2DG and CYP3A4, In terms
of over-ail andansetron tumover, CYP3A4 played the predominant role Because of the
multphcity of metabolic enzymes capabie of metabolizing ondansetron, 1t i iikely that
mbition or loss of one erzyme (¢ g, CYP206 genetic deficiency) wilf be compensated
By othiers and may result i ftie change m overall 1ates of catansetron ebmination.
Ondansetron elunmation may be affected by ytochrome P-450 mducers n a

Chemetherapy: The recoemmended aduit oral dosage 1s one 8 m'::;! 1S Oratly
Disinlegranng Tablet gven twice a day  The first dose should be 3

e study o) 16 epileptc oatients on carbamazeny

Xy t dose 8 hours

minutes befere the start of with 2 subsegl
after the fiest dose One 8 mg Ondansetron Orally Disintegrauing Tablet sheutd b(}
o

ane

or phenytom, @ AUC, Cq, and Ty, ondansetron was oheerved This resulted

113 SIgIficant increase i cieararce However on the basis of avalable data, no dosage
15

agminrstered twice a day {every 12 hours) for 1 0 2 aays after

d {sec PRECAUTIONS: Drug interactions)

chematherapy.

Pediavic Use. For peciatne patients 12 years of age and oldes, the dosage (s the
same as for adults For pediamc patients 4 tirough 11 years of age, the dosage 15 one
4 g Ondansetion Oraily Disintegrauing Tablet three tes 2 ay, The first dose shoult
Je admastered 30 minutes betore the stait of emetogenic chernatheragy, with
subsequent doses 4 and § howrs after the first dose One 4 mg Omlansetron Orally
Disintegrating Tablet shauld be administered thiree imes a day {every 8 hours) for 16
2 vays afer completon of chematherapy.

Gerratric Use: The dosage 1s the sameas for the general population

Prevention of Nausea and Vomiting Asseciated With Radiolherapy, Either Total Body
Irradiation, or Single High-Dose Fraction or Daify Fractions to the Aidomen: The
recommendded oral dosage is one 8 mg Ondansetron Orady Disintegratng Tablet given
three imes aday

For total booy. one § mg Ondansat graung
be administered 1 to 2 hours before each fracuon of radiotherapy administered each
day

For singie hugn-dose fraction radiotherapy to the abdomen, one B mg Ondansetron
QOrally Distntegrating Tablet should be admitistered 7 to 2 hours before radiotherapy.
with subsequent doses every 8 hours after the first dose for 1 to 2 days after
completion of racictherapy

For dany fractionated radwotnerspy to the aodomen, one 8 mg Ondanseton Orally
Disitegrating Tablet should be adminstered 1 to 2 hotrs before radiotherapy, wath
supseqtient doses every 8 hours after the first dose for aach day radiotherapy 15 given

Pediatrie Use; There 1s no experience with the use of Ondansetron Crally
Disintegrating Tabiets in the prevention of radisior-incuced NBUSea and VoRIting 1
pecialfic paients

Geratric Use: The dosage recommendation 15 the same as for the general
population

p Mausea and Vomiting: The reco
8 mg Ondansetron Oraffy Dismiegrating Tablets 1 hour before .nducton of anesthesia

Pediatric Use: There 1s no exparience with the use of Ondansetron Orally
Disintegrating Tablets in the prevention of postoparative nausea and vomiting a1
peaialiic patents

Gerrairic Use; The dosage 1s the same as for the general popufation
Dosage Adjustment for Patients With Impaired Renal Function: The dosage

0 15 weil absorbed from the g; t some
fust-pass bol Mean b tability iy hemthy subjects, following
admunstrabon of a single 8 mgtablet, s aparoximalely 56%

Onaansetson Syslermic exposire does oL nenease propertonaly to dose AUC from
a 16 mg ablet was 24% grealer than pradictee from a 8 myg tablet quse This may
reflect some reduchon of first-pass metabolism at fugher oral doses Bicavalability 5
alsa shghtly enhanced by the presence of food but unaffected by anboids

Gender aifferences were shown in the aisposition of ondansetion given &5 a single
dose, The extent and rate of ondanseron’s absorption is greater n womesn than men
Slower cloaranice in womnen, a smaller apparent volume of distribution {aqusted for
werght), and tigher absoiute bioavadability resulied n tigher olasma ondansetron
ievzis These higher plasma levels may i pant be explamed by diffecences in body
weight between men apd women 1 is not known whether these gender-refated
differences were chmcally mportant More detarled phermacokinelic mformatien 1s

recornmendation is the same as for the generar p
Heyond first-day adawnistratien of andansetror .
Dosage Adjustment for Palients With Impawed Hepatic Function: in patients with
severe hepate smpawment {Child-Pught score of 10 or greater), clearnge in plasma
had-life Insuch paterts, 4 wial daly dose of 8 my shouid aot be exceeded

Store hetween 2° and 30°C (36° and B6°F)

REFERENCE.
1 Pugh RNH, Murrdy-lyon M, Dawson JL, Pietront MC. Wilhams R Transection of the
oesophages for bieedwg oesophagest varices Brid Surg 1973,80 646-849

Orally D Tavlet should camamed in Tables 1 and2 taken from two studies
Table 1: § inelics sn Normal
Single 8 mg Grdansetron Hydrochlonde Tablet Dose
Yime. of Mean Systemse
Mean PeskPlasma | PeskPlasma | Hlimenation | Plasma sbsolute
Age-group | Welgnt Conoentration | Coneentration | Hallfe | Clearance | Bioavalibility
yewrs) | Ggb In} Ggmi) @ ) Uhfkg
CE40M | 890 |6 %2 20 I 0403 0483
827 |5 427 7 35 03 0863
§74M | TS {6 U1 21 41 4388 G588
F 60218 524 w3 49 0285 0843
278M | 180 5] 30 22 45 0.217 0819
Flols & 457 21 82 0.243 0147
dosage 15 16 mg gven as twe Tbie & P fnetics in Normal
Single 24 my Ondansetron Hydrochioride Tablet Dose
Thne of Mezn
fean Fea Plasma Peak Plasma Elmmatiort
Age-group Weight Concentrauon Concertration Ha - tie

{years} (] a {oymb} ) {m

There is no 18438 841 3 1258 i) 47

F 3 8 RLLE] 8 8

A seduchion in clearance and merease i ehmination half-ife are seen n pavents
over 75 years of age In chrucal trials with cancer patients, safety and efficacy was
similar A patients over 65 years of age and those under 66 years of age: there was an
msufficient number of patients over 75 years of age to permit conclusions i that age-
group No dosage adiustment is recommendid i the elderly

in patients with mild to-modarate hepatic impasment, clearance 1s reduced twofold
and mean haif-life 15 ngreased to 17 8 hours compared to 5 7 hours n normals
patents with severe hepate imparment (Child-Pugh! score of 16 or greater), clcarance
15 reduced heofold to threefdd and apparent volume of distobubion S wcreased with 2
resulfant ncrease in hali-Iife 10 26 hovrs in patients with severe hepaue smparmest, a
totat dady dose of 8 mg shoutd not be exceeded

Due to the very smali ¢ (5%} of rendal to the overall
renal mparment ‘was not expected to sig the total of
ondansetron Hewever, oral mean plasma was reduced by about

50% m patients with Severe renal imparment {creatinne clearance < 30 mi/min} This
reducticn i cloarance 15 vanable and was not consistent with an increase m haif-ife
No reducton in dose or fosing freguency in hese patients 1s waranted

Plasma proten binding of ondansetron as measured in viteo was 70% to 76% over
the concentration tange of 10 to 500 ng/mt  Crcuislng drug a:50 cistnibistes mlo
erythrocytes

Four- and 8 mg doses of ondansetron are bioequivalent to corresponding doses of

Qne 24 mg ond

sndansetron tablets and may be used g tron tablet1s
o angd with three B myg n taplets

CLINICAL TRIALS.

O induced Nausea and

p Highty i C1 wy: In
two randomized, double-biind monotherapy trlgl,s, & smgTe 24 mg Ondanseron

1



Hydrochienide Tablet was sup&Mreﬁc\mm fustoricat slacche conirol in the
prevention of nausea and vort soclated with highly emetogenrc cancer
chemotheraoy, including cispiati ag/m¢ Storoio administration was exciuded
frora these chineal tnals More than 90% of patients receiving a aisplatin dase
280 mg/m¢ m the hustorical placebo comparator oxpensaced yormiing in the absence
of angemelic therapy

The first trial compares oral doses of ondansetron 24 mg once 2 day, & mg twice 2

stugy companng Oncanseon Bydrock
Injection has been perfamed
INDICATIONS AND USAGE:

Prevention of nausca and vomiang with fughly cancer
chematherapy, Inciuding cispiayn 250 mg/m?

Provention of nausea and vomuting associates with wnjtial and repeat courses of

lets to Ondansetron Hydrochionce

"~

day, and 32 mg once a day 'n 357 acull cance patients 4 apy
regimens conaining aisplaln >50 mg/m? A tota: of 66% of patients in the ondanseton
24 g once & day graup, 55% In the ondansetron 8 mg twice 2 day group, and 55% in
the ondansetron 32 mg once & day group compieted the 24-hour siudy periad wath zero
emetc episodes and no rescue antiemetic rmedications, the primary endpomnt of
efficacy Each of the three treatmert groups was shown to be stausticaly signficantly
superior to a histarical placebo cartrol

in e same trial, 56% of pationts receing oral ondansetron 24 mg orce a day
experienced no nausea dunng the 24-hour study peniad, comeared with 367% of
patents i the oral ondansetron 8 mg twice & day group (p = 0 007) and 50% m the
aral crdansetron 32 mg once & day group

in & secorx mial. efficacy of the oral ondansetron 24 mg once a day regimenn the
prevention of nauses and vomiting associated with Righly emetogenic cancer
chematherapy, mciuding cisplatn 250 mg/m?, was confirmed

ly fc Ch ipy: N one double-blind US stuay m 67

patients, Ondansetron Hydrochtonide Tanlels 8 mg admwvsiered twice 2 day were
significantly maic effecuve than placebo sn preventing vomiing snduced by
cycloph based ¢ Py g s
based on the total number of emetic episodes over the 3-tay study period The resulls
of this sudy are summanzedbelow m Jable 3,

Table 3: Emetic Episodes: Treatment Response

genic cancer Ry

Provention of nausea and vomiting assaciated with radiotherapy m patierts receing
etther total body Jradiation, single tigh-dose fraction to the abdomen, or dady
fractions to the abdofien.

Prevention of postoperative nausea andior vomiting., As with other antiemeucs,
routme prophytaxs Is not recommended for paticnts i whaim there 1s hitle
2xpectason that nausea and/or vomulimg wil occur pestoperatively. in patients wherz
nausea andfor vormting must be avoided postoperauvely, Ondansetron Crally
Disintzgrating Tablets are recommerded even where the meidence of postoperative
fiausen andior VemIng 1s 'ow

CONTRAINDICATIONS, O o Oralty Di qrating Tablets dre conty
for pauents known to have hypersensitwity to the crig

WARNINGS. Hyparsensitivity reactions tiave been reported i patients who have
exhibied hypersensitivity to other selechive 5-HT; reaeptor antagonists

PRECAUTIONS: Ondansetron 15 not a drug that stmutates gastie of ntestmai
penstalsis 1t should not be used mstead of nasagastnic suction The use of
ondansetron m patents following abuominal surgery or i patients with chematheragy-
nguced rausea and vomiting may mask a progressive leus anafor gastric distersion

fon for Patients, Ph izs: Pheny ic pabients should be
fermed that Ondansctron Orally Dismtegrating Tablels contain phenylalanine (a

w

>

Ondansatmn
Hydmchlonde Tablets™
8mgbid Placcbo £ Vaiue
Number o1 patients 33 34
Treatment response
0 Emetie episodes 20 (61%} 2{6%) <0 001
1-2 Emetic episodes 6 (18%) B (24%)
Morc than 2 ematic
apsotesiithdrawn 7 (21%) 24 {11%) <D 001
Median number of emetc
oetnte oo Undefined’
Median tune o first eraetic
eprsote fh) tindefined 65

of aspartame) £ach 4 mg and 8 mg crally disintegrating tavlet containg
<G 03 myg phenayiataring

Patients should be msiructed not i remaove Ondansetron Orally Disistegraling
Tablets from the birster unut just poor to gosing The tablet should not be pushed
through the fod  With dry hands, the biister backing should be pesied completely off
the blister The tablel shauld be genty removed and immediaiely placed on the tongue
to dissoive and be swallowed with the salwa, Peelable diustrated stickers are affixed to
the produst carton tiat can be provided with the presenpson to ensure proper use and
hariing of the product

Drug Imteractions: Ondansetron does aot itself appear to mduce of inhubit the
cytochfome P-450 drag-metabohizing enzyme system of the hver Because
ondansetron 15 metabolized by hepatic cytochrome P-450 drug-metabolizing
engymes, inducers of intubriors of these enzymes may change the cleaiance and,
nence, the half-ife of bndansetron. On the basis of avaiable dats, no cosage

*The first dosc was admimistered 30 mirutes before the start of emetogenic
herapy, wi bsoq dese 8 hours after the first dose An 8 mg
Ondansetron Hydrochionde Tablet was aominsiered twice 2 day for 2 days after
cemplevon of chematerapy
Medhan undefinca since & least 50% of the patents were wthdrawn or had mome than
o emelie. aprsodes
‘Medianundefined since at leag 50% of patients did not have any ametic 2pisades

In one couble-nlind US study i 336 patients, Ondénsetron I:’ydrccmonde Tablets
3 mg administered bwice a day were as effective as Ondansetron Hydrochloride Tablots
8 mq administered thiee times a day m preventing nausea and vomiting mduced by

yelop d py contaiming either methotrexale or doxorudiein.
Treatment response 1s based on the total number' of emetic episodes over the 3-day
sturdy percct The results of this study are summarizee toiow in Table 4

Tabie 4: Emetic Episodes: Treatment Response

Ondansetron
3-mgbid 8mgtid
Hydrochlonde Hydrochionce
Ordansetion Ondansetron
"ablets*® Tabletst
Nurmber of pagents 165 m
Treatment respanse
0 Emetic episodes 101 (61%) 99 {58%}
1-2 Emietic episades 16 {10%!} 17 {10%)}
More than 2 emete
eprsotesfmithdrawn 48 {29%) 55 (32%)
Medtan number of emete epistdes oo a0
Median time 1o Frst emeuc epsod () Undefineg! Undefined?
Medn nausea scores (0-100)¢ 5 6

*The Airst dose was administered 30 minutes before the starl of emgtogenic
(.hemomemp{‘. with & subsequent dose 8 hours after the first dose. An 8 mg
O {ron Tablet was d twice o day for 2 days afies

completion of cﬁemotherapy

TThe first dose was adminmstered 30 rmunutes before the start of emetogenic
chemotheragy, with subsequent noses 4 and @ hours after e first dose An B mg
0 H londe Tablet was three times 2 day for 2 days after
completion of chemotherapy,

" Median undefined Since at leagt 50% of patients cdid nat have any emenc epsodes.

* Visual analog scale assessment 0 = fo nausea, 100 = nausea as bad as i can be

Re-treatment: In uncontrellea triais, 148 patients recewving cyclophosphamide-
oascd were ve-treated with ( o1y Hydzochionde Tabiets B mg
*1d of oral on during subsequa py for & total of 386
re-treatment courses  No emeus episodes occurred i 314 (79%) of the re-heatment
caurses, snd only gne 1o two emels episodes orcureed i 43 (11 %) of the
fe-treatmert SOWses

Pediatric Studies: Three open-label, uncontrolled, foresgn trials have been
performed with 182 pediatnc patents 4 1© 18 years old with cancer who were gwen a
wariety of cisplaun o noncisplatin regimens. in these foraign trals the mwual dose of
Ondansetron Hydrochionde injection ranged from 0.04 to € 87 mgrkg for a totar dose
of 2 16 to 12 mg This was foliowad by the admimstration of Ondansetron
Hydrochiorde Tabiots ranging from 4 to 24 mg daily for 3 days. In these stuaies, 5856
of the 170 evaluable patients had a complete esponse (ho emetic episodes) on day 1,
Two studies showed the response Tates for palients fess then 12 years of age who
receved Onoansetron Hydrochloride Tablets 4 mg three imes a day (o e simiar to
those ‘n pauents 12 10718 years of age who recerveq Ondansetron Hydrochionae
Tahtets 3 mg three times daily Thus, preveniion of amesis in these pediatne patients
was essenually the same as for paucnts older than 18 years of age Overali,
Ondansetron Hydrachioride Tablets were weil tolerated in these pediatric patents.

i 15 dea for patients on these drugs Tumor response 1o
chemotherapy n the P 388 mouse Jeukemia modet 1s not affected by ondsnsetron In
humans, carmustine, ctoposide, and cisplatm do not affect the pharmacokunetics of
andansctron

in a crossover study i 76 oeaiatnic pabents, 1V ondansetron aid not ncrease
bigod levels of ngh-dose mefiotrexate
Use m Surgical Patients: The wammuslrzrmon of ondansetron had no offect on the
I ¢S and g i P
= genest i of Fertifity: Carcinogenic offects were not
seen i 2-yedr studies in rats and mice with oral ondansetron doses up to 10 and
30 mgiky per day. resps ly On: was not genic i standard tests for

g Orat f of up to 15 mg/kg per day did not affect

fertility o geneml reprodective perfarmance of male and female rals
Pregnancy: Teratagenic, Effects: Pregrancy Calegory B Reprocuction studies have
been performed in pregriant rats and rabbils at daiy orai doses up te 15 and 30 mgrkg
per day, respectively, ana bave reveded no evidence of impaned ferlility or harm to the
fets due to ondansetron, There are, however, ng adequate and well-controiled studies
n pregnant women Because amimal reproduction studies are net always predictive of
human respaise, ths arug should be used danng pregnancy only IF cleany neeced
Nursing Mothers: Ondansetion 15 excreted i the breast milk of rats 1 1s not known
whether ondansetron 15 excretec in iwman mik, Because many drugs are excreted
human mulk, caution should be when o0 15 wa
NUFSIgG wornan
Pediatric Use: Little mformation 1s avalable about dosage in pedianic pationts 4 years
of age or younges (see CLINICAL PHARMACOLOGY and DOSAGE AND
ADMINISTRATION Sections for use i pediatnc patients 4 1o 18 yearsof age)
Geriatric Use: Of the totai number of sugjects cnrotled in cancer chemetherapy-
wduced and postoperative nausea and vomiting 1 US- and foreign-controlled climcal
tnals, for which there were subgroup dndlyses, 938 were 65 years of age and over No
overall differences m safity or effectiveness were observed between these sulgects and
younger subjects anc other reported chinical expenierce has not dentified differences
1} responses hetween the emcné/ and gounger patients but greater sensitivity of some
ulder mdividuals cannot be ruled out Dosage adjustmert 18 niot needed in patients over
the age of §5 (see CLINICAL PHARMACDLOGY)

ADVERSE REACTIONS: The following have been reported as adverse evenis m chnical
tnials of patenis reated with the acive of O on Orakly
Dismtegratng Tabiets A causal reiabonship to therapy with ondansctron has been
unciear i mafty cases,

Chemotherapy-induced Nausea and Vomiting: The adverse cvents i Tabie 5 have
been reported m 25% of adult patients recerving a single 24 mg Ondansetron
Hydrochionde Tatdet in two trials These pauents were recenng concurrent fughly

2 2 Cispl el Che Dy fegimens {cisptaw dose >50 mgim?)

Table §: Principat Adverse Events m US Trials: Single Day Therapy With
4 ing ide Tablets (Highly eni

)

Ondansetron Ondarsetron Oncanseron

24mgaqid Bmgd d 3zmyyd
Event n= 30 fi=124 =11
Heacache 33 {11%;} 16 {13%) 17 (15%)
Darrhea 13 (39} 9{7%) 3 (3%}

The foliowing adverse events have been reporied :n 25% of adults recencng erther
8 mg of Ondansetron Hydrechionde Tablels two or three times a day for 3 days or
placeboin four trials These patients were recemvne concurrent moderately emetagenic
y, primanly cyclophosp hased reg
Table &: Principal Adverse Events in US Trials: 3 Days of Therapy Wah
Tahlets y ic C)

¥

Radhation-Induced Nausea and Vomiling: Totaf Bad) th; inai

double-blind study m 20 patients, Ondansetron Hydrothlonde Tablets (8 mg gver 15

hours before each fraction of radictherapy for 4 days) were sigmificantly more effcctive

than placebo 1 preventing vomiting induced vy :otal body irradiation, Total body

irradiation consisted of 11 iractions (120 cGy per fraction) over 4 days for a total of

1320 ¢Gy Patients received three fractions for 3 days, then two fracuons on day 4
[s; war

Ondansefron Ordansetron

8mgbid gmgh.d Plarebo
Event = 242 0= 415 = 262
Headache 58 [24%) 113 (21%) 34 (13%)
M faug 32 (13%) 37 (9%) & {2%)
Canstipation 22 (9%} 26 (6%) 1{<1%}
Diarrben 15 (6%) 16 (4%) 10 (4%}
Diconass 13 {5%) 18 {4%) 12 {5%)

Central Nervous System: There have been rare reports consistent with, out not
p g

Single High-Dose Fraction apy S SI mare
affectve than motoclopmmide with respect to complete eontral of emesis (0 emetic
epsades) tn a doudle-biind trial i1 105 patients recaiving singic hugh-dose radictherapy
{800 tc 1000 cCy} over an antenior or postenior field Size of 280 cn)? to the abdomen
Patsents received the first dose of Ondansetion Hydrachlonide Tablets (8 myy or
meteciopramae (10 mg) 1 to 2 hewrs be‘ors radothesapy, I raciotherapy was given mn
she morning two adaitional doses of study treatment were given {one tablet wate
alternoon and one tablet befors bedume), If radiotherapy was given w the aftemoon,
natients took only one further tablet that day before hedtime Patients continucd the
oral medicaton on a t1.d basis for 3 days

Daily f d Radit py: O was more effectve
than prochlorperazine with respect to complete controf of emests (0 emetic eprsodes)
in a doublc-bhnd toar iy 135 patients recenng a 1- to 4-week course of fre

3 Dy TRAHONS 1N Patients feceIving ondansetron
fe: in 123 patients recewving cye based hetapy in US
chrcal trals, AST and/or ALT vaiues have been Fepated to excced tace the upper imit
of normal in approximately 1% to 2% of patients recewving Ondansetron Hydrechloride
Tablets The mereases were transient and did nol appear 10 De refated to dose or
duration of therapy On repeat axposue, simpiar transiont clevations i trapsaminase
vAES O0CUTed W SO COMSES, bul sympomatic hepatic disease dig not occiw The
ro.e of cancer chemothesapy in these biochiemical changes cannol be clearly
determined

There have been reports of bver fanure and death n patients with cancer recewving
concurrent med i cytotaxic py and

radiotherapy {180 £Gy dases) over a field suze of 2100 emé w the avdomen. Patients
received the fust dose of Ondansetion Hydrochlonde Tablets (8 mg} of
prochiorperazine (10 mg} 1 to 2 hours before the patient received the first dally
radiotherapy fraction, with two subsequert doses ona 11d Dasis Patierts continuen
the oral medicaton ona L d bass oneash day cfradiotherapy

antibiotics The ct:olcgy of the ver falur is urcicar
g y: Rash has eccurred in approximatery 1% of patients roceving
ondansetron
Other: Rare cases of anaphylaxis, bronchospas:m, tachycardia, angina (chest pan),
yp , &l g aphic vascular oecl events and grand
mal seizures have been teported Except for bronchospasm and anaphylaxss, the
relauonsiyp to Ondansetran Hydrochloride was urclear
iatiotl

Postoperative Nausea and Vomiting: Surgcal patients who receved 1
hour before the induction of generai bal d (barbiturate,

rethohexital, or thamyld, opioid atfentandl, stfertanit, morphine, or fenuanyl, mitrous
oxige, aeur b.ockade succn I 2 Or and/or
VEGUIGIIBM, PANCUTINIM & alracunum, and i

Nausea and Vomiting: The adverse cvents reported i patienis
racesing O ly de Tablels and ragiotherapy were simular
to those feparted i pauents recoiving Ondansetron Hydrochlorde Tablets and
Concurrent py. The most freq y reported adverse events were

were evalysed M Lo doudie-bimd stukdies (one US study, one forewgn) g 865

and diarehea

pasents Ondansetron Hydrochionde Talets {16 mg) were sigmificanby more effecte
than pracebo in preventng postoperative nausesand vomiting

The stucy populatians in all irials thus far consssted of women undergoing mpatient
surgical procedures. No studies have been performad m mares No controllad elircat

N

¥ P Nausea and Vomsting: The adverse events m Tabie 7 have been
reported in >5% ot patsents recerving Ondansetron Hyarochio: we Tablets at # dosage
of 16 mg oratly in chwwcat fials With the exception of headache, 1aies of these evenis
were not ugnihicantly different in the ondansetran and placebo groups These

3



