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PRODUCT INFORMATION

DESCRIPTION: The active ingredient in ZOFRAN Tablets and ZOFRAN Oral Solution is andansatron
hydrochlorida (HCI) as the dihydrate, the racemic form of ondansetron and a seléctive blocking agent of the
serotonin 5-HTs raceptor type. Chamically it is () 1, 2, 3, 9-tetrahydro-9-methyi-3-[(2-methyl-1H-imidazot-1-
ymethyll-4H-carbazol-4-one, monohydrochioride, dihydrate. it has the foliowing structural formula:

NRRBEBREBE

S -

The empirical formula is CyeH1aNsOHCI2H,0, representing a molecular waight of 365.9.

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

The active ingredient in ZOFRAN ODT Orally Disintegrating Tablets is ondansetron base, the racamic form
of andansetron, and a selactive blocking agent of the serotonin 5-HT, receptor type. Chemically itis (£)1, 2, 3,
9-tetrahydro-9-methyl-3-{(2-mathyl-1H-imidazol-1-yl)methyl]-4H-carbazol-4-one. It has the following structural
formuta: '
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The empirical formula is CyoH.oNsQ representing 8 molecular weight of 283.4.

Each 4-mg ZOFRAN Tabilet for oral administration contains ondanaetron HCI dihydrete equivalent to 4 mg
of ondansetron. Each 8-mg ZOFRAN Tablet for oral administration containa ondansetron HC! dihydrate
equivalent ta 8 mg of ondansetron. Each tablet also contains the Inactive ingradients lactose, microcrystaliine
cellulose, pregelatinized starch, hydroxypropyl methylcellulose, magnesium stearate, titanium dioxide, iron
oxide yellow (8-mg tablet only), and sodium benzoate (4-mg tablet only).

Each 4-mg ZOFRAN ODT Orally Digintegrating Tablet for oral administration contains 4 mg ondansetron
bage. Each 8-mg ZOFRAN ODT Orally Disintegrating Tablat for oral administration contains 8 mg
ondansetron base. Each ZOFRAN ODT Tablet also contains the inactiva ingredients aspartame, galatin,
mannitol, methylparaben sodium, propyiparaben sodium, and strawberry flavor. ZOFRAN ODT Tablets are 8
frae2e-dried, orally administered formulation of ondansetron which rapidly disintagrates on tha tongue and
does not require water to aid dissolution or swallowing.

Each 5 mL of ZOFRAN Oral Solution contains 5 mg of ondansetron HC! dihydrate equivalen; to 4 mg of
ondansetron. ZOFRAN Oral Solution contains the inactive ingredients citric acid anhydrous, purified water,
sodium benzoate, sodium citrate, sorbitol, and strawberry flavor.

CLINICAL PHARMACOLOGY:

Pharmacodynamics: Ondansetron is a selective 5-HT, receptor antagonist. While its mechanism of action
has not been fully characterized, ondansetron is not a dopamina-racaptor antagonist. Serotonin receptors of
the 5-HT, type are present both peripherally on vagal nerve terminals and centraily in the chamoreceptor
trigger 2one of the area postrema. It is not certaln whether ondansetron's antiemetic action is meadiated
centrally, peripherally, or in both sites. However, cytotoxic chamotharapy appeats to be associated with release
of serotonin from the enterochromaffin cells of the small intestine. In humans, urinary §-HIAA
(5-hydroxyindoleacetic acid) excration increases after cisplatin administration in paralie! with the onset of
emasis. The released serotonin may stimulate the vagal afferents through the §-HT, receptors and initiate the
vomiting reflex. B

In animala, the emetic response to cisplatin can be prevented by pretreatment with an inhibitar of serotonin
synthesis, bilateral abdominal vagotomy and greater splanchnic nerve saction, or pretreatment with a serotonin
5-HT, receptor antagonist.

In normal volunteers, single intravenous doses of 0.15 mg/kg of ondanseiron had no effect on asophageal
motility, gastric motility, lower esophageal sphincter pressure, or small intastinal transit time. Multiday
administration of ondansetron has been shown to slow colonic transit in normal volunteers. Ondansetron has
no effect on plasma prolactin concentrations.

Pharmacokinetics: Ondansetron is extensively metabalized in humans, with approximately 5% of a
radiolabeled dose recovered from the urine as the parant compound. The primary metabolic pathway is
hydroxytation on the indole ring followed by subsequent glucuronide or sulfate conjugation. Although some



06
67
68
69
70
n
72
73
74
75
76

%

80
81
82
83

85
86
87
88
89

91
92
93

ZOI”RANo (ondangatron hydrochioride) Tablete

20FRAN® opT™ (ondansetron) Orally Disintegrating Tablete
ZOFRAN® (ondansstron hydrochloride) Oral Solution

nonconjugated matabolites have phamacologic activity, thase are not found in plasma concentrations likely to
significantly contribute to the biologicat activity of ondansetran.

Oral ondansetron is well absorbed and undergoes limited first-pass metabollsm. Following the
adminictration of a single 8-mg endanaetron tablet to healthy, young, male volunteers and from pooled studies,
the time to peak plasma ondansetron concentration is approximataly 1.7 hours, the terminal elimination half-lite
is approximately 3 hours, and bioavailability is approximately 56%. Gender differences ware shown in the
disposition of ondansetron given as a single dose. The extant and rate of ondansetron’s absorption is greater
in woman than men. Slower clearance in women, a smaller apparent volume of distribution (adjusted for
waight), and higher absolute bicavailability resulted in higher plasma ondansetron levels. Thase higher plasma
lavels may in part be explained by differences in body weight batwean men and women. It is not known
whether these gender-related differences were clinically important. More detailed pharmacokinetic information
Is contained in the following table taken from one study.

¢
Pharmacokinetics in Normal Volunteers: Single 8-mg ZOFRAN Tablet Dose

Time of Mean Systemic
Mean Peak Plasma Paak Plasma  Elimination Plasma Absolute
Age-group Weight Concentration Concentration Half-life Clearance Bioavail-
kg) n (ng/mL) (h) (h) kg ability
18-40 M 69.0 6 28.2 2.0 3.1 0.403 0.483
F 62.7 5 42.7 1.7 3.5 0.354 0.663
61-74 M 77.5 6 24.1 21 4.1 0.384 0.585
F 60.2 6 52.4 1.9 4.9 0.255 0.643
275\ 780 5 37.0 2.2 4.5 0.277 0.619
F 67.6 6 46.1 2.1 6.2 0.249 0.747

Four and 8-mg doses of either ZOFRAN Oral Solution or ZOFRAN ODT Orally Disintagrating Tablets are
bioequivalent to comesponding dose of ZOFRAN Tablets and may be used interchangeably. B

Both AUC and Cma. more than double on increasing the tablet dose from 8 to 16 mg (123% and 1 18%,
respectively). This may resuit from saturation of first-pass metaholism laading to graater oral bioavailability at
16 mg than 8 mg.

The administration of oral ondansetron with food increases significantly (about 17%) the extent of
absormption of ondansetron. The peak plasma concentration and time to psak plasma concentration are not
significantly affected. This change in the extent of absorption is not believed to be of any clinical relevance.

There was no significant effect of antacid administration on the pharmacokinetics of orally administered
ondansetron.

Because ondansetron undergoes extensive metabolism, the modest reduction in clearance in the over-75
age-group was not unexpacted. However, since there was a difference in neither safety nor efficacy between
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patients over 85 years of aga and those under 65 years of age, no adjustmant in dosage is requirad in the
elderty.

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 dietributes into erythrocytes.

CLINICAL TRIALS:

Chemotherapy-induced Nausea and Yomiting: in one doubla-blind US study in 67 patients, ZOFRAN
Tablets were significantly more effactive than placebo in prevanting vomiting induced by
cyclophosphamide-based chemotherapy containing doxorubicin. Treatment responsa is based on the total
number of emetic episodes over tha 3-day study period. The results of this study are summarized below:

Emetic Eplaodes: Troatment Response

Ondansatron
8-mg b.i.d. ZOFRAN Placebo P¥/alue
Tablets*

Number of patients 33 34
Traeatment rasponse

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

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

More than 2 emetic

episodes/withdrawn 7 (21%) 24 (71%) <0.001
Median number of
emetic episodes 0.0 Undefined’
Median time to first
emetic episode (h) Undefined? 6.5

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

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

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

In one doubdle-biind US study in 336 patients, ZOFRAN Tablets 8 mg administered twice a day were as
effective as ZOFRAN Tablets 8 mg administered three times a day in preventing nausea and vomiting inducad
by cyclophosphamide-based chemotherapy containing sither methotrexate or doxorubicin. Treatment response
is based on the total numbar of eametic episades over the 3-day study period. The results of this study are
summarizad below:
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Emetic Episodes: Treatment Response

Ondansetron
8-mg b.i.d. ZOFRAN Tableta* 8-mgt.id. ZOFRAN Tablets'

Number of patients 165 171
Treatment response

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

1-2 Ematic apisades 16 (10%) 17 (10%)

More than 2 smatic apisodes/withdrawn 48 (20%) 55 (32%)
Madian number of emetic episodes 0.0 0.0
Madian time to first emetic apisode (h) Undafined* Undafined*
Median nausea scores (0-100) 8 6

“ Tha first dose was administered 30 minutes bafore tha start of amataganic chemotherapy, 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 chamotherapy.

¥ The first dose was administered 30 minutas before the start of ametogenic chemotherapy, with subsequent
doses 4 and 8 hours after the first dose. An 8-mg ZOFRAN Tablet was administered three times a day for
2 days after completion of chemotherapy.

! Median undatined since at least 50% of patients did not have any emetic episodas.

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

Re-treatment: \n uncontrolied trials, 148 patients receiving cyclophosphamide-based chemotherapy were
re-treated with ZOFRAN Tablets 8 mg t.i.d. of oral ondansetron during subsequent chemotherapy for a total of
396 re-treatmant courses. No ametic episodes occurred in 314 (78%) of the re-treatment courses, and only
one to two emetic episodes occurred in 43 (11%) of tha re-treatment coursas.

Pediatric Studies: Three open-label, uncontrolled, foreign trials have been parformed with 182 patients 4
to 18 years ofd with cancer who were given a variety of cisplatin or noncisplatin regimens. In these foreign
trials, the initial dose of ZOFRAN® (ondansetron HCI) Injection ranged from 0.04 1o 0.87 mg/kg for a total dose
of 2.16 10 12 mg. This was followed by the administration of ZOFRAN Tablate ranging from 4 to 24 mg daily for
3 days. In these studies, 58% of the 170 evaluable patients had a complete resbonse (no emaetic episodes) on
day 1. Two studies showad tha response rates for patients less than 12 years of age who received ZOFRAN
Tablets 4 mg three timas a day to be similar to those in patiants 12 to 18 years of age who raceivad ZOFRAN
Tablats 8 mg three times dally. Thus. prevention of emesis in these children was assentiafly the same as for
patients older than 18 years of age. Overall, Z0OFRAN Tablets were well tolerated in these pediatric patients.

Elderly Patlents: One hundred thirty-seven (137) patients 65 years of age or older have received ZOFRAN
Tablets. Prevention of emesis was similar to that in patients younger than 65 years of age and adverse
raactions were not seen in Increased frequency.

Radiation-Induced Nausea and Vomiting: Tolal Body Irradiation: In a randomized, double-blind study in 20
patients, ZOFRAN Tablets (8 mg given 1.5 hours before aach fraction of radiotherapy for 4 days) were
significantly more effective than placabo in preventing vomiting induced by total body irradiation. Total body
irradiation consisted of 11 fractions (120 cGy per fraction) over 4 days for a totaf of 1,320 cGy. Patients
racaivad three fractions for 3 days, then two fractions on day 4.
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51 Single High-Dose Fraction Radlotherapy: Ondansetron was significantly mora effectiva than

32 metaclopramide with respect to complata control of emesis (0 emetic episodes) in a double-blind trial in 105
153 patients receiving single high-dose radiotherapy (800 to 1,000 cGy) over an anterior or pasterior fiald si2e of
154 280 cm” to the abdomen. Patients raceived the first dose of ZOFRAN Tablets (8 mg) or metoclopramide
155 (10 mg) 1 to 2 hours before radiotherapy. If radiotherapy was given in the moming, two additional doses of
156  study treatment were given (one tablet late aftemoon and one tablet betore bedtime). If radiotherapy was gliven
157 inthe aftemoon, patiants took only one further tablet that day before badtime. Patients continued the oral
158  medication on a t.i.d. basis tor 3 days.
159 Dally Fractionated Radlotherapy: Ondansetron was significantly mora effectiva than prochlorperazine with
160  respect to complete control of emesis (0 emetic episodes) In a double-blind trial in 135 patients receiving a 1- to
161  4-weok course of fractionated radiotherapy (180 cGy doses) over a field size of 2100 em® to the abdomen.
162 Patients received the first dose of ZOFRAN Tablets (8 mg) or prochlorparazina (10 mg) 1 to 2 hours before the
163 patient racaived the first dally radiotherapy fraction, with two subsequent doses on a t.i.d. basis, Patients
164  continued the oral medication on a t.i.d. basls on each day of radiotherapy.
165  Postoperative Nausea and Vomiting: Surgical patients who received ondanastron 1 hour before the
166  induction of general balanced anesthesia (barbiturate: thiopental, methohexital, or thiamytal; opioid: atfentani,
167  sufentanil, morphine, or fentanyl: nitrous oxida; neuromuscular blockade: succinylcholine/curare or gallamine
168  and/or vecuronium, pancuronium, or atracurium; and supplemental isofiurane or enflurane) were evaluated in

$9  two double-blind studies (one US study, one foralgn) involving 865 patients. ZOFRAN Tablets (16 mg) were
170 significantly more effactive than placebo in preventing postoperative nausea and vomiting.
1)1 The study populations in all trials thus far consisted of women undergoing inpatient surgical procadures. No
172 studies have been performed in males. No controllad clinical study comparing Z0FRAN Tablets to ZOFRAN
173 Injection has been performed.
174

175 INDICATIONS AND USAGE:

176 1. Prevention of nausea and vomiting associated with initial and repaat courses of moderately omotog;nlc
177 cancer chemotherapy. .
178 2. Prevention of nausea and vomiting associated with radiotherapy in patlents raceiving either total body

179 irradiation, singla high-dose fraction to the abdomen, or dally fractions to the abdomen.

180 3. Pravention of postoperative nausea and/or vomiting. As with othar antiemetics, routine prophylaxis is not
181 recommended for patients in whom thara is littia expactation that nausea and/or vomiting will occur

182 postoperatively. In patients where nausea and/or vomiting must ba avolded postoperatively, ZOFRAN

183 Tablats, ZOFRAN ODT Orally Disintegrating Tablets, and ZOFRAN Oral Solution are recommendad evan
184 where the incidence of postoparative nausea and/or vomiting is low.

185

186  CONTRAINDICATIONS: ZOFRAN Tablets, ZOFRAN ODT Orally Disintegrating Tablets, and ZOFRAN Oral
‘87 Solution are contraindicated for patients known to have hyparsensitivity to the drug.
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WARNINGS: Hypersensitivity reactions have been reportad in patients who have exhiblted hypersensitivity to
other gelactive 5-HT; raceptor antagonists.

PRECAUTIONS: Ondansetron Is not a drug that stimulates gastric or intestinal peristalsis. it should not be
used instead of nasogestric suction. The use of ondangatron in patients following abdominal surgery or in
patients with chemotherapy-inducad nausea and vomiting may mask a progressive ileus and/or gastnc
distension.

Information for Patlents: Phenylketonurics: Phenylketonuric patients should be informed that ZOFRAN
ODT Orally Disintagrating Tablets contain phenylalanine (a component of aspartama). Each 4-mg and 8-mg
orally disintegrating tablat contains <0.03 mg phenylalanine.

Patients should be Instructed not to remove ZOFRAN ODT Tablets from the blister until just prior to
dosing. The tablat should not be pushed through the foil. With dry hands, the blister backing should be paeled
completely off the blister. The tablet should be gently ramovaed and Immediately placed on the tongue to
dissolve and be swallowed with the saliva. Peelable illustrated stickers are affixed to the product carton that
can ba provided with the prescription to ensure ptoper use and handling of the product.

Drug iInteractions: Ondansetron does not itself appear to induce or inhibit the cytochrome P-450
drug-metabolizing enzyme system of the liver. Because ondansetron is matabolizad by hapatic cytochrome
P-450 drug-metabolizing enzymes, inducars or inhibitors 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 thase dnigs. Tumor rasponsa to chamotharapy in the P 388 mouse leukemia modsl is not affected
by ondansetron. In humans, carmustine, eloposide, and cisplatin do not affact the pharmacokinetics of
ondansetron. ,

Use in Surgical Patients: The coadministration of ondansetron had no effact on the pharmacokinetics and
pharmacodynamics of temazepam.

Carcinogenests, Mutagenesls, impairment of Fertllity: Carcinogenic effects ware 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 mutaganic in standard tests for mutagenicity. Oral administration of ondansetron up to 15 mg/kg per day
did not affect fertility or general repraductive performance of male and female rats.

Pregnancy: Teratogenic Effects: Pregnancy Category B: Reproduction studies have been performed in
pregnant rats and rabbits at daily oral doses up to 15 and 30 mg/kg per 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 pregnancy only if clearly needed.

Nursing Mothers: Ondansatron is excretad In the breast milk of rats. It is not known whether ondansetron is
excretad in human milk. Because many drugs are excreted in human milk, caution should be exercised whaen
ondansetron is administered to a nursing woman.
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Padiatric Use: Little information ia available about dosage in children 4 years of age or younger (sae
CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION sactions for use in children 4 to 18
years of age). )

Usae in Elderly Patlonts: Dosage adjustment is not needed in patients over the age of 65 {see CLINICAL
PHARMACOLOGQY). Prevention of nausea and vomiting In elderly patients was no ditferant than in younger
age-groups.

ADVERSE REACTIONS: The following have been reported as avants in clinical trials or in the routine

management of patiants traated with ondansetran, the active ingredient of ZOFRAN. A causal relationship to
therapy with ZOFRAN has been unciear in many cases.

Chemotherapy-Induced Nausea and Vomiting: The following adverse evants have been reporied in adults
receiving oither 8 mg of ZOFRAN Tablets two or three timas a day for 3 days or placebo in four trials. These
patients wara receiving concurrent chemotharapy, primarily cyclophosphamide-basad regimens.

Principal Adverse Events in US Trials: 3 Days of Therapy With Z0FRAN Tablets

Ondansetron 8 mg b.l.d.  Ondansatron 8 mg L.i.d. Placebo
Event n=242 n=415 n=262
Headache 58 (24%) 113 (27%) 34 (13%)
Malaiseffatigue 32 (13%) 37 (9%) 6 (2%)
Conatipation 22 (9%) 26 (8%) 1 (<1%)
Diarrhea 16 (6%) 16 (4%) 10 (4%)
Dizziness 13 (5%) 18 (4%) 12 (5%)
Abdominal pain 3(1%) 13 (3%) 1 (<1%)
Xerostomia 8§ (2%) 6 (1%) 1 (<1%)
Wesakness 0 (0%) 7 {2%) 1 (<1%)

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

Hepatic: In 723 patlents receiving cyclophosphamide-based chemotherapy in US clinical trials, AST. and/or
ALT values have been reported to exceed twice the upper limit of normal in approximataly 1% to 2% of
patients recaiving ZOFRAN Tablets. The increases ware translient and did not appear to be refated to dose or
duration of therapy. On repeat exposure, similar transient elevations in transaminasa valuas occurrad In some
coursas, but symptomatic hepatic disaaga did not occur. The role of cancer chemotherapy in these
biochamieal changes cannot be cleatly dstermined.

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

integumentary: Rash has occurred in approximately 1% of patients raceiving ondansetron.
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Other: Rare cases of anaphylaxis, bronchospasm, tachycardia, angina (chest pain). hypokalemia,
alactrocardiographic alterations, vascular occlusive events, and grand mal selzuras have been reported.
Exeept for bronchospasm and anaphylaxis, tha ralationship to ZOFRAN was unclear.

Radiation-induced Nausea and Vomiting: The adverse avents raported in patients raceiving ZOFRAN
Tablets and concurrent radiotherapy ware similar to those reported in patients receiving ZOFRAN Tablets and
concurrent chemotherapy. Tha most frequantly raported adverse events were headache, constipation, and
diarrhea.

Postoperative Nausea and Vomiting: The following advarsa events hava been reported in 25% of patients
receiving ZOFRAN Tablats at a dosage of 16 mg orally in clinical trials. With the exception of headache, rates
of thasa avents were not significantly different in the ondansetron and placebo groups. These patients were
receiving multiple concomitant perioperative and postoparativa medications,

Frequency of Adverae Events From Controlled Studies with ZOFRAN Tablets

Ondansetron 16 mg Placabo
Adverse Evant (n = 550) {n = 531)
Wound problem 152 (28%) 162 (31%)
Drowsinass/sadation 112 (20%) - 122 (23%)
Headache 49 (9%) 27 (5%)
Hypoxia 48 (8%) 35 (7%)
Pyrexia 45 (8%) 34 (6%)
Di2ziness , 36 (7%) 34 (6%)
Gynecological disorder 38 (7%) 33 (6%)
Anxiety/agitation 33 (6%) 29 (5%)
Bradycardia 32 (6%) 30 (8%)
Shiver{s) 28 (5%) 30 (6%)
Urinary tetention 28 (5%) 18 (3%)
Hypotension 27 (5%) 32 (6%)
Pruritus 27 (5%) 20 (4%)

The adverse expariance profile seen with ZOFRAN ODT Orally Disintegrating Tablets was similar to that
seen with ZOFRAN Tablets. -
DRUG ABUSE AND DEPENDENCE: Animal studies have shown that ondansetron is not discriminated as a
benzodiazepine nor does it substitute for benzodiazepines in direct addiction studies. '

OVERDOSAGE: There is no specific antidote for ondansetron overdose. Patients should be managed with
appropriate supportive therapy. Individual intravenous doses as large as 145 mg and total daily intravenous
doses as large as 252 mg have been Inadvertently administered without significant adverse events. These
doses are more than 10 times the recommended daily dose.

Hypotansion (and faininass) occutrad in a patiant that took 48 mg of ZOFRAN Tablsts. The events resolved
completely.
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DOSAGE AND ADMINISTRATION:

Instructions for Use/Handling Z0FRAN ODT Orally Disintegrating Tablets: Do not attempt to push
ZOFRAN ODT Tablets through the foll backing. With dry hands, PEEL BACK the foil backing of ane blister and
GENTLY remove the tablet. IMMEDIATELY place the ZOFRAN ODT Tabiat on top of the tongue where it will
dissolve in seconds, then swallow with saliva. Administration with liquid is not necessary.

Prevention of Nausea and Vomiting Assoclated With Moderataly Emetogenic Cancer Chemetherapy:
The recommended adult oral dosage is ona 8-mg ZOFRAN Tablet or one 8-mg 2Z0FRAN ODT Tablet or

10 mL (2 teaspoonfuls equivalent to 8 mg of ondansetron) of ZOFRAN Oral Solution given twice a day. The
first dose should be administarad 30 minutes bafora the start of emetogenic chemotherapy, with a subsequent
dosa 8 hours after the first dose. One 8-mg ZOFRAN Tablet or one 8-mg ZOFRAN ODT Tablet or 10 mL (2
teaspoonfuls equivalent to 8 mg of ondansetron) of ZOFRAN Oral Solution should be administared twice a day
(every 12 hours) for 1 to 2 days after completion of chemotherapy.

Pediatric Use: For patients 12 years of age and oldar, the dosage is the sams as for adults. For patients
4 through 11 years of age, the dosage is one 4-mg ZOFRAN Tablet or one 4-mg ZOFRAN ODT Tablat or 5 mL
(1 teaspoonful equivalent to 4 mg of andansetron) of oral solution given three times a day. The first dose
should ba admipistered 30 minutes before the start of emetogenic chemotherapy, with subsequent doses 4
and 8 hours after the first dose. One 4-mg ZOFRAN Tablet or one 4-mg ZOFRAN ODT Tablet or 5 mL (
teaspoonful equivalent to 4 mg of ondansetron) of ZOFRAN Oral Solution should be administered three times
a day (every 8 hours) for 1 to 2 days after completion of chemotherapy.

Use in the Elderly: The dosage Is the same as for the general population.

Pravention of Nausea and Vomiting Assoclated With Radiotherapy, Elther Total Body irradiation, ar
Single High-Dosse Fraction or Daily Fractions to the Abdomen: The recommendad oral dosage is one
8-mg ZOFRAN Tablst or one 8-mg 20FRAN ODT Tablet or 10 mL (2 teaspoonfuls equivalent to 8 mg of
ondansetron) of 20FRAN Oral Solution given three times a day.

For total body irradiation, one 8-mg ZOFRAN Tablat or one 8-mg ZOFRAN ODT Tablat or 10 mL
(2 teaspoonfuls equivalent to 8 mg of ondansetron) of ZOFRAN Oral Solution should be admmmered 1to
2 hours bafore each fraction of radiotherapy adminiatared each day. ,

For single high-dose fraction radiotherapy to the abdomen, one 8-mg ZOFRAN Tablat or one 8-mg
ZOFRAN ODT Tablet or 10 mL (2 teaspoonfuls equivalent to 8 mg of ondansetron) of ZOFRAN Oral Solution
should be administered 1 to 2 hours bsfore radiotherapy, with subsequent doses every 8 hours after the first
dose for 1 {0 2 days after complation of radiotherapy.

For daily fractionated radiotherapy to the abdomen, one 8-mg ZOFRAN Tablet or ona 8-mg ZOFRAN ODT
Tablet or 10 mL (2 teaspoonfuls equivalent 1o 8 mg of ondansetron) of ZOFRAN Oral Solution should be
administered 1 to 2 hours before radiotherapy, with subsequent dosas every 8 hours aiter the flrst dose for
each day radlotherapy is given. -

Pedlatric Use: There I8 no experience with the use of ZOFRAN Tablets, ZOFRAN ODT Tablets, or
ZOFRAN Oral Solution in the pravention of radiation-induced nausea and vomiting in children.
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ZOFRAN® (ondansetron hydrochioride) Tablets
20FRAN® ODT™ (ondansetron) Orally Disintegrating Tablets
ZOFRAN® (ondanastron hydrochloride) Oral Solution

Usa In the Elderly: The dosage recommandation is the same as for tha ganaral population.
Postoperative Nausea and Vomiting: Tha recommanded dosage is 16 mg given as two 8-mg ZOFRAN
Tablets or two 8-mg ZOFRAN ODT Tablats or 20 mL (4 teaspoonfuls equivalent to 16 mg of ondansetron) of
ZQFRAN Oral Solution 1 hour before induction of anesthesia.

Padiatric Use: There is no exparience with the use ot ZOFRAN Tablets, ZOFRAN ODT Tablets, or
ZOFRAN Oral Solution in the prevention of postoperativa nausea and vomiting in children.

Use In the Elderly: The dosage is the same as for the ganeral population.

Doaage Adjustment for Patients With Impalired Ranal Function: No spacific studies have been conducted
in patiante with renal insufficiency.

Dosage Adjustment for Patlents With Impaired Hepatic Funetion: in patients with sevara hapatic
insufficiency, clearance Is reduced, apparent volume of distribution Is increased with a resultant increase in

plasma haif-life, and bioavailability approaches 100%. In such patients, a total daily dose of 8 mg should not be
excoedad. -

HOW SUPPLIED: ZOFRAN Tablets, 4 mg (ondansatron HCI dihydrate equivalent to 4 mg of ondansetron), are
white, oval, film-coated tablets engraved with "Zofran® on one side and *4* on the other in dally unit dose packs
of 3 tablets (NDC 0173-0446-04), botties of 30 tablats (NDC 0173-0446-00), and unit dose packs of 100 tablets
(NDC 0173-0446-02). '

ZOFRAN Tablets, 8 mg (ondansetron HCi dihydrate equivalent to 8 mg of ondansatron), ara yeliaw, oval,
film-coated tablets engraved with *Zofran" on ona side and “8° on the other in dally unit dose packs of 3 tablets
(NDC 0173-0447-04), bottles of 30 tablets (NDC 0173-0447-00), and unit dose packs of 100 tablets (NDC
0173-0447-02).

Store between 2° and 30°C (36° and 86°F). Protect from light. Store blisters and botties In eartons.

ZOFRAN ODT Orally Disintagrating Tablets, 4 mg (as 4 mg ondansetron base) are white, round and
plano-convex tablets with no marking on eithar side In unit dose packs of 30 tablets (NDC 0173-0568-00).

ZOFRAN ODT Orally Disintegrating Tablets, 8 mg (as 8 mg ondansetron base) are white, round and
plano-~convex tablets with no marking on either side in unit dose packs of 30 tablets (NDC 0173-0570-00).

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

ZOFRAN Oral Solution, a clear, colorless to light yellow liquid with a characteristic strawberry odor,
contains 5 mg of ondansetron HCI dihydrate equivalent to 4 mg of ondansetron par 5 mL in ambar glass
bottles of 50 mL with child-resistant closures (NDC 0173-0489-00).

Stora upright between 15° and 30°C (59° and 86°F). Protect from light. Store hotties upright in
eartons.

GlaxoWellcome

Glaxo Wellcome Inc.
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ZOFRAM0 (ondangetron hydrochioride) Tablets

20FRAN® ODT™ (ondangetron) Orally Disintegrating Tablets
ZOFRAN® (ondansetron hydrochioride) Oral Solution

Rasearch Triangle Park, NC 27709

ZOFRAN Tablets and Oral Solution:
Glaxo Wellcome inc., Research Triangle Park, NC 27709

ZOFRAN ODT Orally Disintagrating Tablets:
Manutactured for Glaxo Welicome Inc.
Research Triangle Park, NC 27709

by Scherer DDS

Blagrove, Swindon, Wilkshire, UK SN5 8RU

US Patent Nos. 4,605,5678; 4,7583,789; and 5,578,628

©Copyright 1998 Glaxo Wellcome Inc. Al rights reserved.

July 1908 AL-
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FINAL PRINTED LABELING
ZOFRAN® ODT™
(ondansaetron)
Orally Disintegrating Tablets
Foil Blister Backing Material x 4 mg
Carton x30 x4 mg
Foll Blister Backing Material x 8 mg
Carton x 30 x 8 mg
Foil Blistar Backing Material x 8 mg Sample

Blistercard x 1 Sample

Carton x 5 Blistercards x 1 Sample
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FINAL PRINTED LABELING
ZOFRAN® ODT™
(ondansetron)

Orally Disintegrating Tablets

Foil Blister Backing Material x 4 mg
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NDA 2U-1581

FINAL PRINTED LABELING
ZOFRAN® ODT™
(ondansetron)

Orally Disintagrating Tablets
Carton x 30 x 4 mg
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NDA 20-781

FINAL PRINTED LABELING
ZOFRAN® ODT™
(ondansetron)

Orally Disintegrating Tablels

Foil Blistcr Backing Matcrial x 8 mg




FINAL PRINTED LABELING
Orally Disintegrating Tablets

ZOFRAN® ODT™

NDA 20-781
(ondansetron)
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NDA 20-781

FINAL PRINTED LABELING
20FRAN® ODT™
(ondansetron)

Orally Disintegrating Tablets

Poil Blister Backing Material x 8 mg Sample
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FINAL PRINTED LABELING

ZOFRAN® ODT™

Orally Disimegrating Tablets
Blistercatd x 1 Sample

(ondansetron)

LT 29-To1

GlaxoWeficome

Manufactured by Scherer DOS

Blagrove, Swindon, Wiltshire, UX SNIS 8RU
for Glaxo Wetloome Inc.

Research Tiangle Park NC 27709

Made in England fondarsetron.
©Copyright 1998 Glaxo Wellcomelnc. Orally Disintegrating Tablets
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NDA 20-781

FINAL PRINTED LABRELING
ZOFRAN® ODT™
(ondansetron)

Orally Disintegrating Tablets

Carton x 5 Blistercarde x 1 Sample
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