


Please examine your inventory, and if you have any inventory available for the batches specified
in the above table, you should quarantine such product immediately and not dispense any further
product from these lots.

In addition, if you are a wholesaler/ distributor who has further distributed this product, please
identify those retail customers and notify them at once of this market withdrawal. Your notification
to your retail customers may be enhanced by including a copy of this market withdrawal
notification letter. Again, this market withdrawal should be carried out to the retail level only.
Because this is not a consumer-level market withdrawal, notice to the consumer level is not
required.

Glenmark is requesting the batches specified in the above table to be returned to Inmar Rx
Solutions (address below) using the Postage Paid Product Return label that was provided in your
Market Withdrawal Return Packet.

Inmar Rx Solutions
3845 Grand Lakes Way
Grand Prairie, TX 75050

Please complete and return the enclosed response form preferably within 72 hours of receipt of
this notification. Please either fax your response to 817-868-5362 or email to

If you have any questions regarding your market withdrawal return please contact Inmar at 877-
409-4230.

Inmar office hours are Monday through Friday, from 9 am to 5 pm EST.

This market withdrawal is being made with the knowledge of the Food and Drug Administration.
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Thank you for your cooperation,

Sincerely,

GLENMARK PHARMACEUTICALS INC., USA

George  "TTToome
Oliarnyk 3%

Thomas Callaghan
Executive Director - Regulatory Affairs, North America

US Agent for Glenmark Pharmaceuticals Limited
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Enclosure(s):

Product Label and Leaflet

Market Withdrawal Return Response Form
Product label:

Ondansetron Orally Disintegrating Tablets USP 4 mg; 3 X 10°s BLISTER PACK
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Table 1; Adult Recommended Dosage Regimen for Prevention of Nausea and Vomiting

HIGHLIGHTS OF PRESCRIBING - OT interval Prolongabion and
INFORMATION

These tighlights do not include with congenital long OT syndrome;
all  the imiormation neaded lo monitor  with ~ electrocardiograms
] {NOAMSETRON TABLETS (ECGs) d concomitart electrolyte
and ONOANSETROM ORALLY abnormalities, cardiac failure or
OISINTEGRATING  TABLETS  salely archythmias, or use of other QT

and efiectively. See full proscribing prolonging drugs. (5.2)
IMormallon  for  ONOANSETRON »  Serotorun Syndrorme: Reported with
TABLETS and ONDANSETRON ORALLY SHT, receptor antagonists alone

DISINTEGRATING TABLETS. but particularty with concomiant
ONDANSETRON tablats, for ore) uss use of serotonergic drugs. If such
ONDANSETRON orally  disiniegrating symptoms  occur,  discontinue
tablets ondansetron and initiate supporive

treatment. )i concomitant  use
of ondansetron  with  other
serotonergic  drugs s climically
warranted. pavents should be made
awate of a potential Increased risk
for serotonin syndrome. (5.3}
Monitor
or adwse patients for signs and
symptoms of myocardial ischemia
after oral admimistration, {5.4)
Progressie.

Initia) U.S. Approval: 1981
RECENT MAJOR CHANGES
Warings and Precauors. Wyocaral
Ischemia (5 4) 1072021
NDICATIONS AND USAGE -
Ondansetran 15 2 5HT, receptor  *
antagonstmacatedfor the pventonof
nausea and vomiing ssocited
with highly emetagenic  cancer
chemotherapy, ncluding_ cisplatn *
greater than or egual to 50 mg/m?
il

1
s nauses and vomiting associated -l
with initial and repeat courses of J_le_ﬂ Mantdor for aecvaased

moderately  emetogenc  cancer bowel acwty. pamcuiany i

chemotherapy. (1) patients with nsk factors for
. ith obstruction. (5.5)

radotherapy in patems receving ¢ Phenyl Patients  should

efther totai body irradiation, single be nformed that ondansefran
high-tiose fraction to the abdomen, orally disintegrating tablets contam
or daily fractions to 1 fa component of

)
and/or

*  postoperative  nausea aspaname}. Each 4-mg and 8-mg
vomiting. {1) orally disintegratng tablel comtains
-~ DUSAGE AND ADMINISTRATION 1.5 mg and 3 mg of phenylaianine

respectively (5.6)

<=weers-- ADVERBE REACTIONS wooves.-
The most common adverse reactons
adults for the:

prevention  of  chematherapy-
induced (2 5%) are: headache,
malaiseatgue, constipaton,
diartiea {6.1)

o prevention of radation-induced
nasea and vomting (2 2%)
are. headache. constipation, and
durrhea (61)

prevetion of postoperative nausea
and vomiting (> 9%) are headache

 See tull prescribing information for
the recommended dosage in aduts

< Paments wih severe hepatic
smpairment. do not exceed a total  *
daly dose of 8y (2.2, 85}

-~ DOSAGE FORMS AND STRENGTHS --

«  Tabiets 4mgand 8 mg. (3)

= Orally Disintegrating Tablets 4 mg
and 8my. (3)

- CONTRAINOICATIONS -

Patents known 10 have hypersensivty o

{£.9., anaphylaxss) to ondansetson or amy

components of the farmutation (4) and fiypoxia (6.1}

« Concomtant use of GPOMOPIE Ty mpart  SUSPECTED  ADVERSE

@ REACTIONS,  comact  Glenmark

- WARNINGS AND PRECAUTIONS -~ Pharmaceuticais Inc.. USA at 1 (888)

o Hypersensitity  Reactons 7217115 or FOA al 1-860-FOA-1088 or

www.Id2. gov/metwatch.

Ses 17 for PATIENT COUNSELING

INFORMATION.

Bronchospasm Discontinue
ondansetion if suspected. Montor
and treat promptly per standard

indicallon Dosage Regimen

Highty A single 24-mg dose administered 30 minutes before the start of
Emetogenic | sigle-day highly emetogenic chemotherapy. including cisplati
Cancer greater than of equal to 50 mg/m?

iy

60457

ONDANSETROW tablets, for orsl uze

g

A1 MOULISHYORO

'||"ll|'|’l'|lﬂ|'i|"|“

ONDANSETRON
dilatograting tablots

« Serotonin Syndrome [see Wamings and Precautions (5.3)]
© Myocardal Ischemsa { see Warnings and Precautions 5 4)]

+ Masking of Prog and Gastric o Precautions

and initiate suppartive treatment /see Warnings and Precautions (5.3)}
12 Ongs Anmlnu Cytochrome P-450 Enzymes

(5511

6.1 Clinkcal Trials Experienca

Because chnical tnals are conducted under widely varying conditions, adverse reaction
tates observed in the Cinicaltrials of a drug cannot be directly compared with rales i the
chinical tnals of another drug and may not reflect the rates observed 1 practice

The following adverse reactions have been reported in clinical trafs of patients treated

Moderalely | 8 mg adrministered 30 minutes before the start of chematherapy, with

Emstogenic | 2 subsequent 8-mg Gose & hours afer the hrst dose

Cancer Then administer 8 mg twice a day fevery 12 hours) for 1 to 2 days
after completion of chemothers

Radiotherapy | For totat body rradiation: 8 mg administered 1 to 2 hours betore each
fraction of rzﬂmlhmny :ach n
0gie_high- othe men; 8 mg

Sty 65 s b mdlmhevapy‘ with subsequent
8-my doses every 8 hours afer the st dose for 1 10 2 days after
compleonal sy

8mgadministered
110 hous beore domerapy. eth subsequent - doses every
8 hours atter the first dase for each day radiotherapy 1s given

16 my admint 1 hour belore induction of anesthesia
Table 2: Pediatric Recommended Oosage Regimen for Prevention ol Nausea and

Vomiting

indication Dosage Reglmen
MWoderately | 1210 17 years of age. 8 mg administered 30 minutes before the stan
Emelogenic | of chemotherapy, with a subsequent 8-mg dose 8 hours after the

Airst dos:
Chemotherapy { Then administer B my twice a day (every 12 hours} for 1 to 2 days
after compltion of chemotherapy

4 my agministered 30 minutes before the start
of chemotherapy. with a Subsequent 4-mg dose 4 and 8 hours aher
the frst dose.
Then admimister 4 mg three times a day for 1 to 2 days ater
compietion of

2.2 Dosage in Hepatic Impairment

I patients with severe hepaic mpairment {Ctld-Pugh score of 10 or greater). do
ot exceed @ total dally dose of 8 mg {see Use i Specific Poputations (8.6), Cimcal
Pllam'nm(ogy (1234

Oraly Tablet
N ot attempt o push ondansetron orally disimtegrating tablets through the foll backing
With dry hands, PEEL BACK the foil backing of 1 biister and GENTLY remove the tablet
IMMEDIATELY place the ondansetron orally disintegrating tablet on top of the tongue
where it will dissolve in seconds, then swallow with saliva. Admimstranon with hqusd 18
NOT NECEsSAry.
3 DOSAGE FORMS AND STRENGTHS
Ondansetron Tablets, USP are oval, stantarg convex, film-coated tablets and are avaiable
in the following strengths
o 4'mg- whte tablet with &' o one side and ‘61" logo on the other side
« 8mg - yelow tablet with 8" on ane sice and ‘G1" fago on the other side
Ondansetron Orally Disintegrating Tablets, USP are white, circular, flat faced. uncoated
1ablets ang are available 1 the following strengths
«  amg- G engraved or one sideand ‘4’ on the other side
«  Bmy- 6 engraved on one side and ‘8’ on the other side
4 CONTRAINDICATIONS
Gndansetron is contraindicated in patients:
»  known to have hypersensitivity (e.g., anaphylaxis) to ondansetron of any of the

components of the formutation £sée Adverse Reactions (6 2]

. receiving concomitant apomorphine due to the risk of profound hypatension and

with ondansetron. the active ingredient of ondansetron. A causal refationiship 10 therapy
with 5 unclear i many cases
Preyention of Chemotherapy-induced Nausea and Vomiting

The most comman adverse reaclions reporled (n greater than or equal to 4% ol 300
adults recewing a single 24-mg dose of ondansetron orally 1n 2 tnas for the prevention of
nausea and vomiting associated with highly emetogeic chematherapy (cisplatin greater
than or equal to 50 mg/m?) were' headache (11°%) and diarrhea (4%)

The most common agverse reactions reported in 4 trials in adufts for the prevention of
nausea ang vomiting associated with moderately emetagenc chemotherapy (primanly
cyclophosphamide-based regimens) are shown in Table 3

Table 3: Most Common Adverss Reactions In AduMs® for tha Prevemiion of Nausea
and Vomiting Associated With Maderately Emetogenic Chemalhorapy iPrimarily
Lyclophosphamide-basad Rogimens]

not iisell appear to mduce or nhibit the cytochrome P-450
drug- me(abnlmnq enzyme system of the iver [see Chmucal Pharmacology (12.3)]
Because ondansetron 15 metabolized by hepatic cyiochrome P-450 drug-metabalizing
enzymes (CYP3A4, CYP2D6, CYP1A2), inducers or ihibitors of these enzymes may
change the ciearance and. hence, the halt-Ite of ondansetron In patients treated with
potent inducers of CYP3Ad i ¢.. phenytoin, carbamazepine, and nfampin). the clearance
of ondansetron was significantly increased and oncansetron blood cuncemvahcns were
decreased. However.
1s recommended for patients on these drugs Isee Cimcat Pnamum/wy(r? 3

7.3 Tramadal

Although o pharmacokinatic Grug mmteraction between ondansetron and tramadol has
been observed. data from 2 smail tnals indicate that when used together, ondansetron
may increase patient-contralled admimistration of tramadol. Monitor patients 1o ensure
adequate pain control when ondansetion is administered with tramadol.

74 Chemotharapy

Camustine, elunoslde and cisplatin do not afiect the pharmacokinetics of ondansetron

in a crossover tnal 1n 76 pediatne patients, miravenaus ondansetron did not increase
systemic concentrations of high-dose methotrexate.

7.5 Aftentanll and Atragurlum

Qrdansetron does not after the respuratory depressant effects produced by alfentanil or

“Reported in reater than or equal ta 5° of patiemts treated with ondansetron and at a
rate that exceeded piacebo

Less Common Adverse Reactions

Centrat Nervous System Extrapyramidal reactions (less than 1° of patients)

Hepatic. Aspartate transaminase (AST) andfor alamine transaminase (ALT) values
exceedes twice the wper it of nosma i 20proxTalely 1% 10 2% of 723 palients
recening in US climcal trals.
Toe nceases ware ransens and d ot appear to be related 1o dose or duration of
therapy. On repeat exposure, similar transient elevations n transaminase values occurred
1n some courses, but Symptomatic hepatic disease dic not accur. The role of cancer
chemotherapy in these biochemical changes (s nclear.

Lwer falure and dealh has been reported In cancer patients recening concurrent
madications, including pefenially hepatotoxic cytotoxic chemotherapy and antibiotics.
The etiofogy of the Iiver failure 1s unclear

Integumentary: Rash (approximately 1° of patients)

Other (less than 2%): Anaphtylaxss, bronchospasm, Lachycardia, angina, ypakalemia,
electrocardiographic alterations, vascular occlusive events, and grand mal serzures.
Except for mencnospasm and anaphylaxis. the velzlmnsmp o ondansetron 1s unciear

2 n of

The most commnn advers: reactions (greater 'hin or equal to 2%) reported 1n patients
receiving ondansetron and concurrent radiotherapy were similar to those reported
10 patienls recenving ondansetron and concurrent chemotherapy and were headache,
constipation. and diarhea

Pre i P v Vo,

The most cammon adverse reactions reporied i adults n trial(s) of prevention of
postoperative nausea and vomiting are shown in Table 4. In these tral(s), patients were
recewing muitiple concomiant perioperative and postoperative medications 1n bath
treatment groups.

he degree of neuromuscular bockade produced by atracurm. Imteractions with general
Adverss Reaction Ondanselon 8 o Twie Dally pers orfocal anesthieis fave not been studied
Headache FT T 8 USE W SPECIFIC POPULATIONS
WataselFatigue B 52 8.1 Prognaney
Constipation 2249%) § {<1%) Busk Symmary N —
Diarrhez 15 (5%) 10%) binh detects have reported inconsistent finings and have important methodalogica

iimitations that preclude conchusions about the satety of ondansetran use 1n pregnancy
{see Data) Avallable postmarketing data have ot identified a drug-associated sk of
miscarriage or adverse maternal outcomes. Reproductive studies in rats and rabbits
dic not show evidence of harm to the fetus when ondansetron was administered during
ofganogeness al approximately 6 and 24 times the maximum recommended human oral
dose of 24 my/day. based on body surlace area (BSA). respectively (sée Data)

The background rsk of major birth Gefects and miscarriage for the (ndicated populahion is
unknown. All pregnanties have  background nsk of birlh defect, miscarriages. of other
adverse outcomes. In the US general population, the estimated background nsk of major
birih delects and miscarnages in clinically recognized pregnancies is 2% 10 4% and 1%
to 20%. respectively

Daa

Human Data

Avaiable data or ondansetron use m pregnant women from several published
epidemiological studies preciude an assessment of a drug-associated nsk of adverse
fetal outcomes due to impartant methodological limdaticns. including the uncertainty of
whether wamen who filed a prescrption actually took the medication, the concomiant
use of other medications or treatmens, recall bias, and other unadjusted confounders.
Ondansetron exposure in utero has not been associaled with overall major congenital
malformations i aggregate analyses One large retrospective cohort study examioed
1970 women who received a prescription for ondansetron dufing pregnancy and reponed
no association between andansetron exposure and major congenital maiformations,
miscarmiage. stilbirh, preterm delivery. infants of low birth weight, or infarts small for
gestational age.

Two large retrospective cohort studies and one case-control Study have assessed
ondansetron exposure i the fhirst tnmester and nsk of Cardiovascuiar defects with
inconsistent findings. Relative fisks (RR) ranged from 0.97 (95°% CI 0.86 to 1.10) to
162 (95% i 1.04, 2.54). A Subset analysis in one of the cohorl studies observed that
ondansetron was specifically associated with cardiac sepial defects (RR 2.05, 95°% Ci
1,19, 3.28); however, this association was not confirmed in other studies.

of care until signs and symptoms Revised: 1172021 Tabl for
resatve (51) e [oss o consclousness Wausza and Yomiting Several studies have assessed ondansetron and the sk of oral clefts with inconsistent
5 WARNINGS AND PRECAUTIONS findings. A retrospective conorl study of 18 mlion pregnancies i the US Medicaid
Rescliom Ondansstron 16 mg a5 a Single Dose Database showed an icreased sk of oral clafts among 88,467 pregnancies in which
Woevse"smvw eactons. including anaphylans and have been Adverse Roaction (n = 550) oral ondansetron was prescabed in the first trimester (RR 1.24, 95°% CI 1,03, 1.48), but
FULL PRESCAIBING INFORMATION: 8  USEIN SPECIFIC POPULATIONS teporied in patients wha have exhibited fypersensitity to other salecive 5-HT, receptor | Headache ) 10 sich 25S0CAlon WS fepOrted with inravenous andanseron n 23,865 pregrancies
CONTENTS* 81 Pregnancy amagonits. | hypersensiity reachons oscar. discortnue use of ondansefon; reat [ P {RR 0,95, 95°% I 0.63, 1.43). I the subgroup of women who recewved bath forms of
82 Lactanon promptly per standard of care and monitor until signs and symptoms resalve {see PO the RR was 1 07 (95% CI 0.58. 1.93), Two case-control studies. using
1 INDICATIONS AND USAGE 84 Pediatnc Use Contramdications (4), Pyrex (8% dala from bith defects surverlance programs, reported canflicting associalions between
2 OOSAGE AND ADMINISTRATION 85 Geratric Use e po— T maternal use of ondansetron and rsolated clef palate (OR 1.6 [95% CI 1.1, 2.3) and 05
21 Dosage 86 Hepatic Imparment :;z b 0T rnterval : . 195% C1 0.3, 1.0]. 1 15 unknown whether ondansetron exposure in ulero in the cases of
22 Dosage in Hepatic Impairment 87 Renal Imparment """"“""‘79'“'“ (ECG) changes, including OT interval prolongation have been seen  ['Gunecoiogical disorder 36 (7°) cleft patate occurred dunng the time of palate formation {the palate 1s formed between the
L epale o e i patients recerang ondansetron In addtion, postmarketing cases of Torsade de & th and St weeks of preghancy).
o Ongansetron Oty 9 DRUG ABUSE AND OEPENDENCE Pm;'ﬂes Pav o s m et g Mo ordarsetonn paters 33 (6%} o Oate
with congental long OT syndrome. £GG monttoring s recommended 1 patients il o o
Disintegrating Tablets 10 OVEROOSAGE electrolyte abnormalties (e.g. hypokalemia or hypomagnesemiz), corgestve heart Vrinary retention (5 o studies in rats 20 rabbis, pregrant animals recerved oral
3 OOSAGE FORMS AMD STRENGTHS 11 DESCRIPTION failure, bradyarrhythmias, or patients taking other medicinal progucts that lead to OT Pruritus 27 (5%} 20 (4%} doses o! ondansetron up ta 15 mg/kg/day and 30 mg/ky/day, respectively, during the
4 CONTRAINDICATIONS 12 CLINICAL PHARMACOLDGY prolongation {see Clincal Pharmacology (12.2)]. +Reported 1 greater than or equal 10 5% of patients treated with ondansetron and ata  P7120 0f 0rganogenesis. With the exceotion of a slight decrease i maternal body weight

5 WMNINGS AND 121 Mechamsm of Action

Hypersensitivity Reaclions
5 QT Pralongation
53 Seratonn Syndrome 1

122

12.3 Pharmacokinetics
NOMCLINICAL TOXICOLDGY
RERN

a

5.3 Serolonin Syndrome

The developmem of serotonin syndrome has been reported with 5-HT, receptor
antagomsts alone. Most reports have been associated with concomnam use of
serotonergic drugs (8.g., selective serotonin reuptake intubitors {SSRIs). serotorin and
reuptake inhibitors (SNRIs}, monoamine oxidase inhibiors. minazapine.

54 Myocartial Ischemia
55 Masking of Progresswe lleus
ang Gastric Distension B

Imparrment of Fertlity

4 CLINICAL STUDIES
56 Phenylketonuna 141 Praventon of Chemotherapy-
G ADVERSE REACTIONS nduced Nausea and Vomting
61 Clnical Trials Expenence 142 Radaton-nduced  Nausez
62 Postmarketing Expenence and Vomiting
7 omgwTERACTON 143 Postoperative Nausea and / or
N Vomiting

Serotonergic Drugs

72 Ongs Atecting Cylochrome 16 HOW SUPPLIED/STORAGE AND
P.450 Enzymes HAMOLING
73 Tramadol 1 COUNSELING

PATIENT
INFORMATION
“Sections or subsections omingd from
the ful prescabing (nformaton are not
listed

7.4 Chemotherapy
75  Alfentanil and Atracunym

fentanyl. ithwm. tramadol, and intravenous methylene blue) Some of the reported cases
were faal_ Serotonn syndrame occurnng with overdos of ondansetron alone has aiso
been reported. The majorty of r2ports of serotonin syndrome retated to 5-HT, receptor
antaganist use occurred i a post-aneSthesia care unit or an infusion center

Symptoms associated witt serotonin syndrome may include the following combination
of signs and symptoms: mental status changes (e.g . agitation, hallucinations. definum,
and coma), amonomic mstabilty (e.. tachycarda, labile blood pressure. dazmess.
diaphoresis, flushing, hyperthermia), neuromuscular Symptoms (e.g.. tremor, rigidiy,
myocionus, hyperreflexia. incoordination), seizures, with of withoul gastrointestinal
symptoms (e.Q.. nausea, vomiting, diarrhea) Patients should be montored tor the
emergence of serolomin syndrome, especially with concomiant use of ondansetron
ang other serotonesgic drugs It symptoms of serotonin syndrome occur, discotinue
ondansetron and initiate supportve freatment. Patients should be informed of the
increased risk of serotonin syndrome, especially i ondansetion (s used concomilantly
with other serotonergic drugs /see Drug Interactions (7.1), Overdosage (1))

54 Myocardial lschemia

Myocardial ischemia has been reported In patients treated with ondansetron. (n some
dunng miravenous adminstration. the symptoms appeared

FULL PRESCAIBING INFORMATION

1 INDICATIONS AND USAGE

Dnﬂanselmn 15 1ndrcated for the prevention of nausea and vomiing associated with:
highly emetogenic cancer chemotherapy. Including cisplatin greater than or equat
10 50 mp/m?

immediately afer adminisiration but resoived with prompt treatment. Cosonary arlery
5pasm appears to be the most common undertying cause. Therefore. monitor of advise
patients for signs or symptoms of myocardial 1schemia after oral administration of
ondansetson { see Adverse Reactions (6.2)].

5.5 Masking ot Progressive lleus and Gasiric Distemsion

The use of ondansetron m patients following abdomnal surgery of n patients with

« iniial and repeat courses of maderately emetogenic cancer

«  radiotherapy 1n patients recewing efther total body rradiation. single high-dose
{raction 1o the abdomen, or daily fractions to the abdormen

indicated for the

2 DOSAGE AND ADMINISTRATION

21 Doxage

The recommended dosage regimens for adult and pediatric patients are descibed n

Tabie 1 and Table 2. respectively

Corresponding doses of ondansetron tablets. and ondansetron orally disimegrating

tablets may be used interchangeanly

nausea and/of vomiting
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nausea and vomiting may mask a progressive leus and/or gastic
drstension. Monttor for decreased bowel activity, particularly n patients with rsk factors
tor gastraintestinal cbstruction,

Ondansetron is not a drug that smulates gasinc o imestinal pensialsis | shoulg not be
used instead of nasogastnc suction

56 Phenylketonurla

Phenylketonurc patients should be imformed that ondansetron orally disimegraung
tablets contain phenylaianine (a companent of aspariame) Each 4-mg and 8-mg orally
disintegrating tablet contains 1.5 mg and 3 mg of phenyialanine respectively

6 ADVERSE REACTIONS

The following climcally significant adverse reactions are described elsewnere i the
labeling

»  Hypersensitvlty Reactions /see Warrings and Precautions (5 1)]

* QT Prolongation {see Warings and Precautions (5.2)]

ate that exceeded placebo.
Ina crossover study with 25 subjects. haadache was reported n 6 subjects administered
ondansetron orally disintegrating tablets with water (24°%) as compares with 2 subjects
administered ondansetron orally disintegrating tablets without watr (8%}
5.2 Postmarksting Experiencs
The following adverse reactions have been identited dunng postapproval use of
ondansenron. Because these reactions are feported voluntanly 1rom a population of
uncertain size, it 15 not always possible to reliably estimate theit frequency of 2stablish a
causal relationship to drug exposure

10104
Arrhythmnias  {including  vemincular and  supraventricular tachycardiz. premature
ventncular contractions, and awnal fibrilaton), bradycardia.  electrocardiographic
alterations (incluging second-degree heart block, OT/OTc mterval prolongation, and
ST segment depression). palpnations and syncope. Rarely and predominantly with
intravenous ondansetron, transient ECG changes. ncluding OT interval prolongation have
been reported
Myocardial ischemia was reported

gain in the rabbits. there were no signihicant effects of ondansetron on the maternal
animais or the development of the oftspring At doses of 15 mg/kg/day in rats and 30
my/g/day 10 rabbits, the matenal exposure margin was approximately 6 and 24 times
the maximum recommended human oral dose of 24 m/day. respectively, based on BSA
In a pre- and postnatal developmental toxicity study, pregnant rats receved oral doses
of ondansetron up to 15 mykg/day from Day 17 of pregnancy to Itter Day 21. With the
exception of a shght reduction 1n materab body weight gain, there were no eflects upon
the pregnant rats and the pre- and postnatal development of thewr atspaing, including
reproductive perfarmance of the mated F1 generation. At a dose of 15 mg/kg/day 1n rats.
the materal exposure Margin was 6 times the maximum

human oral dose of 24 mg/day, based on BSA

8.2 Lacigtion

Risk Summary

It 15 not known whether ondansetron s present in human milk, There are no data or the
effects of ondansetron on the breastted ifat or the effects on milk production However.
1t has been demonstrated that ondansetron is present i the milk of rats. When a drug ts
present n animal milk.  1s hkely that the drug wil be present in human mik

with itravenous Isee
Warmings and Precautions (5.4)]

General

Flushing: Rare cases of hypersensitity reactions. Sometimes Severe (¢.q. anaphylactic
feactions. angioedema. bronchospasm, shortmess of breath. hypotension. laryngeal
edema. strdor) have aiso been reported. Laryngospasm, shack, and cardiopuimonary
arrest have occurred during allergic reactions in patients receiving injectable ondansetron

Hepalobiary

Liver enzyme abrormalities
1 Resor

Hiccups

Qculogync crisis, appeaning alone. as well as with other dystomic reactions.

Sn
Unticana, Stevens-Johnson syndrome. and toxi epidermal necrolysis.

The and heaith benefits of breastleeding should be considered along
with the mother's chmical need for ondansetron and any potential adverse effects on the
breastfed infant from ondansetron or trom the underlying maternal condition

8.4 Padisirlc Use

The safety and effectiveness of orally administered ondansetron have been estabiished
in pediatric patients 4 years and older for the prevention of nausea and vomiting
assovrated with moderately emetogenic cancer chemotherapy. Use of ondansetran in
these age-groups 15 supported by ewidence from adequate and well-controlled studies
of ondansetron in adults with additional data from 3 open-label, encontralied. non-US
trials in 182 pediatric patients aged 4 10 18 years with cancer who were given a variety of
aisplatin or noncisplatin regimens /see Dosage and Admwrstration (2.2), Chirical Studies
(14,11

Additional information on the use of ondansetron 1 pediatrc palients may be found 11
ondansetren inection prescnbing snformation.

f orall rave not been established

T 'y
n pediatric patiets for
« prevention of nausea and vomiting associated with highly emetogemc cancer

Eye Disorders

Cases of transient piindness. dunng intravenous

been reported. These cases of transient blindness were reported 10 resolve within a l:w
minutes up to 48 hours.

7 DRUG INTERACTIONS

7.1 Serolonergic Drugs.

Serotonin syndrome {including altered mental siatus. autonomic instability, and
neuromuscular symptoms} has been Jescrnibed following the concomitant use of 5-HT,
receptor antagomists and other serotonergic drugs. including SSRIs and SNRis, Mool
for the emergence of serotonin syndrome. If symptoms occur, discontine ondansetrof
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«  prevention of nausea and vomiting associated with radiotherapy

«  prevention of postoperative nausea and/or vomiting

8.5 Geriatric Use

Of the total number of subects enrolled m cancer chemotherapy-induced and
postoperative nausea and vomiting m US- and foreign-controlied chinical trals, for which
there were subroup analyses. 938 {19%) were aged 65 years and older.

o overall differences in safety or effectiveness were observed between subjects 65 years
ofageand ofder and younger subects A red

haif-life were seen in patients older than 75 years compared with younger subjects {see
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Clirugal Pharmacology (12.3)}. There were an sutficient number of patients older than
75 years of age and older in the chmcal trials to permit saiety of efficacy conclusions
in this age group. Other reported chical experience has not identitied differences 1n
responses between the elderly and younger patients, but greater sensitivity of some older
individuals cannot be ruled out. No dasage adjustmen (s needed in eiderty patients.

2.6 Hepatic Impaimmant

No dosage adjustment 1s needed (n patients with mild or moderate hepatic impairment
In patients with severe hepatic impairment, clearance 1s reduced and the apparent
volume of distribution is increased, resuliing 1n a significant increase 1n the hali-ile of
ondansetron Therefore, do not exceed a total darly dose of 8 mg 1n patiems with severe
hepatic impairment (Child-Pugh score of 10 or greater) {see Dosage and Administration
(2.2). Clinical Pharmacology (12.3)1

8.7 Renal Impairment

No dosage adjustment 15 recommended for patients with any degree of renal impairment
(mild, moderale, or severe). There 15 no experience deyond first-day administration of
ondansetron [ see Chnical Pharmacology (12.3}]

8 DAUG ABUSE AND DEPENDENCE

Animal studies have shown that ondansetron 1s not discrminated as a benzogiazepine nor
does it substitute for benzodrazepines in direct addiction sludies

10 OVERDOSAGE

There «s no specific am:dote for ondansetron overdose. Patizms should be managed with
apprapnate supportive therapy.

In addition to the adverse reactions listed above, the following adverse reactions have
been described in the setting of ondansetron overdose: “Sudden bhngness” (amaurosis)
of 2 103 minutes’ durahon plus severe constipation occurred (n one patient that was
aomimistered 72 mg of ondansetron iravenously as a single dose. Hypotension (and
taintness) occurred in a patient that took 48 mg of ondansetron labiets Following mfusion
of 32 mg over only a 4-minute period, a vasovagal episode with transient second-degree
heart block was observed. in all instances, the adverse reactions resolved completely.
Pediatric cases consistent with serotonin syndrame have been reported after inadvertent
oral overdoses of ondansetron (exceeding estimated ingestion of 5 mg per kg) in young
chitdren. Reported symptoms included somnolence. agitation. 1achycardia. tachypnea,
hypertension, Hushing, mydnasts. diaphoresis. myoclonic movemens, horizontal
nystagmus, hyperrellexia, and seizure. Patients required supportive care. including
snfubation in some cases. with complete recovery without sequelae within 1 to 2 days.

11 DESCRIPTION

The active ingredient in Tablets. USP 1s.

8-mg tablet, is approximately 56%.

Ondansetron systemic exposure does nol increase proportionately to dose The area
under curve {AUC) from a 16-mg tablet was 24°s greater than predicied from an 8-mg
tablet dose. This may reflect some reduction of tirst-pass metabolism at higher oral
doses.

Food Eftects® Bioavailabity 1s aise shghtly enhanced by the presence of food

Distribution
Plasma proten binding of ondansetron as measured  vitro was 70° to 76% over
the concentration range of 10 to 500 ng/mL Circulating drug aiso distributes into
erythrocytes

Elimunation

Metabolism and Excretion: Ondansetron 15 extensively metabolzed 1n humans, wih
approumately 5% of a radiclabeled dose recovered 3 the parent compound from
the urine. The metabolites are observed in the urine. The prmary metabolic pathway
5 hydroxylauen on the indole ring lollowed by subsequent glucuromide or sulfate
conugation.

In vitro mefaboism studies have shown that ondansetron s a substrate for human
hepatic cytochrome P-450 enzymes, inciuding CYP1A2, CYP2D8, and CYP3A4. In terms
of overall ondansetron turnover. CYP3Ad played the predominart role. Because of the
mutiphcity of metabolic enzymes capable of mewbolizing ndanseton, i 5 kel that

nausea and vomiting associated with highly emetogenic cancer chemotherapy, including
cisplatin greater than or qual to 50 mg/m, was confirmed

Moderately Emetogenic Chemotherapy

A randomized, placebo-contralled, double-blind tnal was conducted @ the US in
67 patients recewving a cyclophosphamide-based chemotherapy regimen contaning
doxorubicin. The hrst §-mg dose of ondansetron was adminstered 30 minutes before
the stari of chematherapy, with a subsequent dose 8 hours after the frst dose. followed
by B mg of ondansetran twice  ay for 2 days ater the completion of chemotherapy.
Ondansetron was significantly more effective than placebo 1n preventing vomting.
Treatment respanse was based on the toal number of emetic episades over the 3-day
trial period. The results of this tnal are summanzed in Table 7.

Table 7; Emetic Eplsades - Treatmant Responsa in Patients Receiving Maderalely

inhibiticn or loss of one enzyms (e.g . C'
others and may result n ltte change in overall rates of ndanssiron chranatan
Although same nanconjugated metabolites have pharmacologic activry, these are not
found in plasma at concentrations ikely to sigficantly contribute to the bialogical actsvity
of ondansetron.

Soeaific Pogulations

Age: Genatric Population: A reduction in clearance and increase 1 ehmination hal-life are
sean in patients older than 75 years compared to younger subjects {see Use m Specitic
Popuiations (8.5)1

Sex Gender differences were shown  the disposition of ondansetron given as a single
dose. The extent and rate of absorption are greater in women than men Siower clearance
in women, a smaller apparent volume of distribution (adjusted for weight), and higher
absolute bioavailabihty resulted 1n higher plasma ondansetron concentrations. These
Iigher piasma cancenirations may in part be explaed by differences in body weight
between men and women. It is not known whether these sex-reiated dilferences were
chmcally important. More detailed pharmacokinetc information 1s contained n Tables

Emetogenic  Chemolherapy  (Cyclophesphamide-based  Regimen  Contalning
Doxorubicin)
Ondanseiron | Placebo
n=33) (n=34) | Pvaloe
Treatment response
0 Emetic episodes 20 (61%) 2(6%) <0.001
110 2 Emelic episodes 6118%) 8 (24%)
More than 2 emetic episodes/withdrawn, 7(21%) | 24(71%) | <0.001
Median number of emetic episodes 0 Undefined*
Median tme to first emetic episode (hours) | Undefined® £5

*Median undetined since at least 50% of the patients were withdrawn or had more than
2 emenc episodes

*Megian undedined since at least 507 o patients did not have amy emetic episodes

In a double-bhnd. US tnal in 336 patients recewing a cyclophosphamide-based
chemotherapy regimen containing either methotrexate or doxorubicin, ondansétron 8 mg
administered twice a day. was as efectve as ondanseton 8 mg administered 3 fimes
a day in preventing nausea and voming Ondansetron § mg three times daily is not
recommended regimen for the treatment of moderately emetogenic chemotherapy [see
Dasage and Admvnistration (2. 1]

Treatent response was based on the total number of emetic episades over the 3-day tnal
period. See Table 8 for the details of the dosage regimens studied and results cf this trial

Table 8. Emotic Episodes - Treatment Response Ater Ondansetron Tabists
Adminigiersd Twica a Day and Three Times a Day

side and ‘G1'logo on the other side i
Botties of 30 tablets (NDC 68462-106-30}
Carton of 3 1ablets (comains 1 card of 3 umt-ol-use blisters) NOC 68462-106-33

Bottles: Stors al 20°C to 25°C (62°F Lo 77°F} (50 USP Controlied Room Temparature].
Protect from light. Dispense in 2 tight, light-resistant cantainer as defined in the USP.
Cartons: Stors at 20°C lo 25°C (B3°F lo 77°F) {see USP Canirolled Room Temperalure].
Protect trom light. Store bilster in carion.

Ongansetron Qrally Disintegrating Tablets, USP

+ 4 mq (as 4 mg ondansetron base} are wiite. Circular, Hat faced, uncoated tablets
with ‘G" engraved on one side and ‘4" on the other side In
Cartan of 30 Lablets (contains 3 cards of 10 unit-of-use blsters) NG 68462-157-13

+ 8 my (as 8 mg ondansetron base) are wihite, circular, at faced, uncoated tablets
with ‘G' engraved on one sid and ‘8" on the other side in
Carton of 10 tablets (contains  card of 10 unit-of-use blisters) NDC B8462-158-11
Carton of 30 tablets (contains 3 cards of 10 unit-of-use blisters) NDC 68462-156-13
Stare at 21°C ta 25°C (B&F (o T7°F) isee USP Canirolled Room Temperalurs).
17 PATIENT COUNSELING INFORMATION
w i
Tnform patients that ondansetron may cause hypersemsiivity reactions. Some as severe
as anaphylanis and bronchospasm nstruct patients to immediately report any signs
and symptams of aypersensitivity reactions, including fever. chils, rash, o breathing
probiems to ther heaithcare provider {see Wamings and Precautions (5.1)]

QT Prolongation

inform patients that ondansetron may cause serious cardiac arrhythmias, such as QT
prolongation. Instruct patients 1o tell their healihcare provider nght away if they perceve
achange in thenr heart rate. f they feel ightheaded., or f they have 2 syncopal episode [see
Warmungs and Precautions (5.2),

Orug Interactions

" Instruct the pausm o repont the use of all medications, especlally annmnrphme 10
their healthcare provider
cause a significant drog 1n blood pressure and loss of mns:lousness

< Advise patients of the possibity of serotonin syndrome with concomiant use
of ondansetron and another serotonergic agent, such as medications to treat
depression and migraines. Advise patients to seek immediate medical altention i
the following symptoms occur changes in mental siatus. autonomic nstability.

ymptoms with or without gastromtestinal symptoms. [see

US|
as the dibydrate, the racemic form of ondansetron and a selective blocking auem oithe  Table 5: Prarmacokinstics In Male and Female Heatthy Subjects Aftr 8 Singis Dose Tablets
serotoni 5-HT, receptor type. Chemically i (x) 1.2, 3. y o -mg Tablst
methyl-1H omyume it 3mg Tice Dal ""'"’"' Times
s the followng structural formula Tima of Systemic 9 Twice Daily*
o Age-group | Mean | | Paak Pissma | Peak Plasma Plasma | Absolute (n = 165) (n-ml
A (years} [Walght Halt-ity Pomes———
ponse
/K Sex (W) | (ko) [N (opmt} th | Uk | abilhy 0 Emetic episodes 101 (61°%) 99 (58%)
[ NN 181040M] 63 |6 262 2 31 | 0403 | 04@s 1 10 2 Emebc episodes 16 (10%] 17 (10%]
—/ -HCI- 2,0 627 [5| 427 17 35 | 034 | 0683 More than 2 emetic episodes/withdrawn | 48 (20%) 55 (32%)
b 61t07em| 775 (6] 241 21 41 | 034 | 0585 Median number of emeti episodes. 0 0
Cry Fleo2 el 4 19 49 | 0255 | 0643 Median time o first emetic episode () Undefined Undefined:
The emprrical formula 15 .M N,0HCI2H.O. representing a molecular wenght of (275 M| 78 |5 a7 22 45 | 0277 [ 0613 ed 010 1001
365,85 /mol v ; Fl676 6] 61 21 62 | 0249 | 0747 T: ':""a:s“s;""’s' s :0' —L ‘5 — '5
5 - " +The first 8-mg dose was administereo 30 minutes before the start of emetogenic
Ondansetron hydrochlonde, USP (dihydrate) is a white 1o off-whte powder that 1S Tablg 6: Prarmacokinetics in Male and Fe Ity Subjects Aftr a Single Dose mmmhmﬂy B Sunsatatnt 8- s 8 hours ar e it o oo oy s
spanngly solubie in waler and inalconol; soluble 1 methanal, sightly soluble i 1500f0pYl  of a Ondanaeiron 24-mg Tablel day for 2 days ater the compietion of chemathe,
alcohol. and n dichloromethane; very slightly soluble in acetone, In chioroform and in ! twnce a day for 2 days ater Ine compiehon of chematherapy.
ety acetate Tme ol Womn Jhe frs Bimg dose vas au;wgslew: 30 minues betoreﬂmae an of emetogerc
roup | Mean PaskPlazma | PaakPimsma | Elimingtion |  Chemotherany, with subsequent 8-mq doses at & hours and 8 hours ahter the fi
The acive mgredient in Ondansetron Orally Drsimegrating Tablets, USP 15 ondansetron “?":ml’ wonn e | foarirana | Emineto dose. followed by & mg admimstered 3 tmes a tay for 2 days alter the campletion of
base, the racemic form of andansetron. and a selective blocking agent of the serotonin (ye: 0! chemotherapy
5-HT, receptor type. Chemically it 15 (2} 1, 2, 3, 9-tetrahydro-9-methyl-3-1(2-methyl- Sox (W) k) | N (ng/mL) [l () ! "
) nocen o 3, Steran Median Undefined since at least 50% of patients did not have any emeti episodes
1Hoimigazol-1-ylimethyl]-dH-carbazol-4-one. It has the following structural formula 8043 M | 811 | 8 1258 19 47 “Visus) 3alog S2ale assessment 0 - 10 1auses, 100 » nauses a5 bad a5 1 can b
o cHy Flns s 1944 18 58 R
L. : Aenal imparment Renal impzirment (s not expected to significantly infuence the total  Jn single-arm trials, 148 patients receing cyciophosphamide-based chemotherapy were
N clearance of ondansetron as renal clearance represets only 5° of the overall Clsarance.  re-treated with ondansetron 8 mg three times daily duing Subsequent chemotherapy
I | However, the mean plasma clearance of ondansetron was reduced by aboul 50 11 for a total of 396 re-treatment courses No emetic episodes occurred n 314 (7%o) of
N patients with severe renal imparment (creatinine clearance less than 30 mUmm). The the re-treatment courses. and only 1o 2 emetic episodes occurred n 43 {11%) of the
feduction in clearance was vaniable and not consister with an increase (n hall-ife S2 re-treatment courses
P
g Use 1n Specific Populations (8.7)] ' Pediatng Tt
The empincal formula 15 C,H, .0 cepresenting a molecular weight of 293.4 g/mol Hepatic Impairment. in patients with mild-to-moderate hepatic mpairment. Clearance IS Thrae open-labei, single-arm. non-US tnals have heen perlarmed with 182 pediatric
i g o

Each 4-mg Ondansetron Tahle(. USP for oral administration comains ondansetron
nydrochionde, USP (difydrate) equivalent to & mg of ondansetron. Each 8-mg
Ondansetran Tablet, USP for orat contains

USP (dinydrate) equwvalert to 8 mg of ondansetron. Each tablet also contains the inachve
ingredies collodat sthcon dioxide. hypromeliose, iron oxide yellow (8 mg fablet onty),
lactose manohydrate, magnesium Stearate. microcrystaline. cellulose, pregelahinized
starch. titanium dioxide and tnacetin.

reducee 2-fold and mean halt-lile is ncreased to 11.6 hours compared with 5.7 hours.
in healthry subjects. (n patients with severe hepatic impairment (Child-Pugh score of 10
or greater), clearance s reduced 2-fold to 3-fold and apparent volume of distribution is.
increased with a resultant increase in half-hfe to 20 hours {see Dosage and Admnistration
(2.2, Use i Specific Popuiations (8.6)]

Drug Interaction Studies
CYP 3A4 Inducers' Ondansetron elmination may be affected by cytochrome P-450
inducers In a tral of 16 epileptic patients maintained chronically on

Each 4-mq Ondansetron Orally Disintegeating Tablet, USP for_oral
cantains 4 mg ondansetron base, Each 8-mg Ordansetron Drally Disintegrating Tabiet.
USP for oral administration cortains 8 mg ondansetron base Each Ondansetron Orally
Disintegrating Tabler, USP also cotains the wactive mgredients aspartame, colodial
silicon dioxde crospovidone, magnesium stearate, manniol, sodium stearyl fumarate
ang strawherry favor Ondansetron Orally Disintegraing Tablets, USP are an orally
administered formulation of andansetron which rapidly disintegrates on the tongue o
does not require water to aid dissolution or swallowing. This product

CYP3A4 inducers. carbamazepine. o phenytom. a seduction 1 AUC, G, an | nl
ondansetron was observed This fesulied 16 @ Signficant increase n the @
ondansetron However, this increase is nat thougfit to be clinically velevant e Drua
Imeractions (7 21

Chemotherapeutic Agents: Carmustme, etoposide. and cisplatin do not aflect the
pharmacokinetics of ondansetron [see Drug Interactions (7.4))

appronmately 60 seconds
Ondansetron Orally Oisintegrating Tablets, USP meet USP Disintegration Test 2

12 CLINICAL PHARMACOLOGY

12.1 Machanism of Action

Ondansetron 1s a selective 5 HT recepmr antagorust. While s mechamsm of action
has oot been fully 1 ptor amegonist
Serctomin receptars of the S-HT, type are present both peipherally on vagal nerve
terminals and centrally in the chemoreceptor tngger zone of the area postrema. It s not
certain whether ondansetron's antiemetic action is mediated centrally, peripherally. or
in both sites. However, cytotoxic chemotherapy appears to be associated with refease
of serotomn from the enterochromatin cells of the small inlesting In humans, urinary
S-nydroxyintoleacetic acid (5-HIAR) excretion increases after cisplann admimstration in
parallel with the onset of emesis. The released serotonin may stimulate the vagal afferents
through the S-HT, receptors and itiate the vomiing reflex

12.2 Pharmacodynamics

In heaitny subjects. single intravenous doses of .15 mg/kg of ondansetron had no
eftect on esophageal motility, gastric motiiity. lower esaphageal sphincter pressure, or
small intestinal transit time. Mutiday administration of ondansetran has been shown to
slow colonic transit i healthy subjects. Ondansetron has no eflect on plasma-prolactin
concentrations.

Cardiac Electrophysiology
. placebo-

,sing
and positive-controlled, crossover trial in SB heatthy subyects. The maximum mean (35%

upper confidence bound) dference n OTGF rom placeb e Baseine coriecion was
19.5 (21.8) milliseconds and 5 & {7.4) millseconds aft

of 32 mg and 8 mg of ondansetron injection. respectively. A significant exposure

cesponse relationship was identified betwoen ondansetron concentration and 330TcF
Using the established exposure-response relatonship, 24 mg mfused irtravenously
over 15 minutes had a mean predicted (95% upper prediction interval) AQTCF of 14
(16.3) millseconds. in contrast. 16 mg infused intravenously over 15 minutes using the
same model had 2 mean predicted (45°o upper prediction iterval) A3QTCF of 91 (11 2)
millseconds In this study, the 8-mg dose infused aver 15 minutes did not proiong the
QT interval to any ciinically relevant extent

12.3 Pharmacokinelics

Absormtion
Ondansetron 15 absorbed Jrom the gastrointestinal fract and undesgoes some irst-pass
metabolism Mean bioavailability 1n heaithy subjects. following administration of a single
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Antacids of antacids does not alter the absorption of
ondansetran.

13 NONCLINICAL TOXICOLOGY
131 Carcinogenoss, Mutagenests. | Imnllmlm ol Fortility

patiens aged 4 1o 18 years with cancer who were given a variety of cisplatin or
nonc spiatin regimens. The inial dose of ondansetron injection ranged from 0.04 to

Warnings and Precautions (5 3)).
Myocardial Ischemia
Inform patients that ondansetron may cause myocardial ischemia. Advise patiems to Seek
ymmediate medical help it any symptoms suggestive of a myacardial ischemia occur.
such as sudden chest pain or chest tightness {see Warmngs and Precautions (5 4)}

bdom

an ressr o

Inform patients followi ! surgery or those with duced naust

and vomiting that ondansetran may mask signs and symptoms of bowel obstruchon

Instruct patients to immediately report any signs or symptoms consistent with a patental

bowel obstruction to their healthcare provider [see Wamings and Precautions (5.5

Adminisiration of Ondanseteon Orally Disintegrating Tablets

Instruct pahents not to remove ondansetron arally disintegrating Labiets from the blister

until ust prior to dosing

+ Do not atiempt to push andansetron orally disinteqrating tablets through the fol
backing

«  With dry hands. peet back the foil backing of 1 bister and pently remove the tablet

»  Immediately piace the ondansetron orally drsintegrating tablet on tap of the tongue
where it will dissolve in Seconds, then swallow with saliva

»  Administration with iquid 1s not necessar

o Paelable iflustrated stickers are affixed o the product carton that can be provided
with the prescription to ensure proper use and handling of the product

Mangfactured
Glenmark Pharmaceuticals Limited
India

Manufactured for

Glenmank
Glenmark Pharmacauticals inc.. USA
Mahwah. NJ 07430

Questions? 1(888) 721-7115
W, com

0.87 mg per kg total dose of 2.16 mq 1o 12 mg) followed by the of oral
doses of ondansetron ranging from 4 to 24 mg dally for 3 days. In these trais, 58% of
the 170 evaluabie patients had a complete respanse {no emetic episodes) on Day 1. In 2
tnals, the response rates to ondansatron 4 mg three imes a day in patierts younger than
12 years was similar 1o ondansetron 8 mg three hmes daty in patients 12 to 18 years.
Prevention of emesis 1 these pediatnic patients was essentially the same as for adults
14.2 Radiation-inducad Naussa and Vomiting

Total It

Ina tandomized. placebo-controlled. double-blind triafin 20 patients, 8 mg of ondansetron
administered 1.5 hours before each frachion of radiotherapy for 4 days was significantly
more eftective than placeba in preventing vomiting induced by total body irradiabien. Total
body iradiation consisted of 11 fractions 120 cGy per fraction over 4 days for a total of
1320 cBy Patients recewved 3 fractions for 3 days. then 2 fraclions on Day 4

Single Hion-Dose Fraction Radiotherapy

In an active-controlled, double-blind trial in 105 patierts recewing single high-dose
radiotherapy (80D to 1.000 cGy) over an anterior or posterior field size of greater than
or equal 1o 80 o to the abdomen, ondansetron was significantly more etfective than

doses up to 10 mgikg per day and 30 mykq per day, respectively
6 bmes the maximum recommended human oral dose of 24 mg per day. based on asa;
Ondansetron was not mutagenic 1n standard tests for mutagenicily

Oral agministration of ondansetron up to 15 mg/kg per day {approximately 6 times the
maximum recommended hyman oral dose o 24 mg per day. based on BSA) did not affect
fertility or general reproductive performance of male and female rats

14 CUNICAL STUDIES

14.1 Provention ol Chemalherapy-Induced Navssa and Vomiting

Highl i capy

In 2 randomized. double-bling, monotherapy tnais. a single 24-mg oral dose of
ondansetron was superiof to 2 relevant historical placebo comral i the prevention of
rausea and vomiung associated with highly emetogenic cance” chemotherapy mcluding
cisplatin greater than o equal to 50 m/m:. Sterord admristration was exciuded from
these chnical trials. More than 90% of patients recewing a cisplatin dose greater than
or equal to 50 mg/m? n the historical-placebo comparator, expenenced vamiting  the
absence of antremenc therapy.

The first trial compared oral doses of ondansetron 24 mg as a single dose, 8 mg every
8 hours for 2 doses, and 32 my as a single dose in 357 adult cancer patients recewving
chemotherapy regimens containing cisplatin greater than or equal to 50 mg/m* The frst
or simgle dose was admimstered 30 minutes pnor to chematherapy. A totat of 66% of
patients in the ondansetron 24-mg once-a-day group. 55% in the ondansetron B-myg
twice-a-day group, and 55% 1n the ondansetron 32-mg once-a-day group. compieted the
24-hour tnial period with 0 emetic episades ang no fescue antiemetic medications. the
primary endpornt of efficacy. Each of the 3 treatment groups was shown to be statistically
sigificantly supenor to a historical placebo control.

with respect to comple of emesis (0 emetic episades). Patients
received the first dose of ondansetron (8 mg) or metoclopramide {10 mg) 1 1o 2 hours
before radiotherapy If radiotherapy was gven in the morming, 8 mg of ondansetron or $0
mg of metoclopramide was admistered i the Iate altemoon and repeated again before
bediime it radiotherapy was given in the atternoon, patients took 8 mg of andansetron or
10 mg of metaclopramide only once befare bedtime. Patients comnued the doses of oral
medication three times daly Jor 3 days
Dally Fractionated Ragiotherapy
In an active-controlled. double-bhind trial i 135 patients receving a 1- fo 4- week
course of fractionated radiotherapy (180 cGy doses) over a field size of greater than
or equal 1o 100 om’ 1o the abdomen, ondansetron was significantly more etfective than
SPect 10 } of mesis (0 emetic eprsodes). Patients.
received the first dose of ondansatron (8 mg) or prochlorperazine (10 m) 1 o 2 hours.
before the first daily radiotherapy fraction, with subsequent 8-myg doses approximately
every 8 hours on each day of radiotherapy.
14.3 Posioperative Nausea and/ or Yomiling
In 2 placebo-controiled, double-bhind tnals {one conducied wn the US and the other
outside the US} 1n 865 females underqoing inpatient surgical procedures, ondansetron
16 mg as a single dose or placebo was administered one hour before the induchon of
general balanced anesthesia (barbiturate. opioid nitrous oxide. neuromuscular blockade,
and supplemental 1soflurane of enflurane). ondansetron tablets was signiicantly more
effective than placebo 1n preventing postoperative nausea and vomiting
No trials have been performed in males
16 HOW SUPPLIED/STORAGE AND HANDLING

Qngansetron Tablets, USP
o dm USP (dhydrate) equivalent to 4 mg of

In the same trial. 56° of patients receming a single 24-mg oral dose ol
experienced no nausea dunng the 24-hour tnal penod, compared with 36% of patients
In the oral ondansetron 8-mg twice-a-day group (P = 0.001) and 50% i the oral
andansetron 32-mg once-a<tay group. Dosage regimens of ondansetron 8 mg twice daily
and 32 mg once daily are not fecommended for the preventian of nausea and vomiting
associated with highly emetagenic chemotherapy { see Dosage and Admynistration (2.1)).
Ina second Inal efficacy of a single 24-mg oral dose of ondansatron for the prevention of

9
‘ondansetron), are white, oval, standard comvex. film-coated tablets with ‘4" on one
side and 'G1" fago on the other side i
Botrles of 30 tablets (NOC 58462-105-30)
Carton of 3 tablets (comains 1 card of 3 umit-of-use bhsters} NG 68462-105-33
« 8 mQ tondansetron hydrochionde, USP (dihydrate} equwalent to 8 mg of
are yellow, oval, standard convex, fim-coated tablets with '8’ on one
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ONDANSETRON ORALLY DISINTEGRATING TABLETS USP 4mg

3 X 10’s blister Pack
(NDC 68462-157-13)
Retail Level
11/11/2025
Please fill out this form completely. By doing so, this will acknowledge that you have read and understand the
withdrawal instructions and have taken the appropriate action.
Customer Name: DEA#:
DEA # is required, if it is not provided, the processing of your form will be delayed.
Address:
City: State: Zip:
Contact Name (Please Print):
Telephone#: Email:
Contact Signature: Date:

DEBIT MEMO# (If unsure, leave blank):

Wholesaler Information if not directly purchased from Glenmark Pharmaceuticals Inc.:

Wholesaler Name: DEA#:

City: State: Zip:

I have checked my stock and communicated to my customers at the appropriate level:
o I confirm that all locations that received the impacted products have been notified to the Retail level

(Initial and date)

o I do not have any stock of the market withdrawn items.
o | have quarantined and listed in the box below the quantity of market withdrawn units and I will be returning

to Inmar, as soon as possible. Upon receipt of this Response Form, Inmar, will issue return authorization label(s)

Please indicate the # of needed box labels

Market Withdrawal Event ID N131405 RCL297-25



Ondansetron Orally Disintegrating Tablets USP 4 mg

. Total Full/ Sealed
Sr. | Productname with | Batch |\ o coge | pack Size | Exp. date | and Partial/ Open
No. | Strength No.
Bottle Count
Ondansetron Orally 31X 10’s
1 | Disintegrating Tablets | 19251311 | 68462-157-13 blister April 2027

USP 4 mg

If you have any questions regarding this form or product return please contact Inmar at 877-409-4230 Office
hours 9am to Spm EST Mon thru Fri.

Market Withdrawal Event ID N131405 RCL297-25

Market Withdrawal Event ID N131405 RCL297-25



