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Name of the medicinal product
Ondumetic

Qualitative and quantitative composition

Ondametic 4 mg2 mi:

E = iy

Active mgredien::

Ondansetron hydrochlonde dihydrate 4 988 mg equivalent to 4 mg ondansetron,

Ingeirve ingredient:

Sodism chionde, Citric acid anhydrous, Sodium citrate dibydrate and water for injection.

Ondametic 8 mg/4 ml : R T

Each ampoule 4 m] contains: Al

Active mgredient: /“

Ondansetron hydrochloride d:hpdmc G :quwulanl mB mg oendansetron.

Inactive ingredient:

Sodium chloride, Crtric acid anh_v&ouf. Sod:ir-n_ 6||fu(= dihydrale and water for injection.

Pharmaceutical form 1 I" o e -
Solution For IM & Slow IV lruecuurmr W Infusion. - 23
Physical characters: clear mluurlsssau‘lmmn\.._
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Clinical particulars 2 n.,,,'_:-,,: -
Therapeutic indications
Adults:

Ondametic is indicated for the management of nausea and vomiting induced by cytotoxic
chemotherapy and radiotherapy. Ondametic is indicated for the prevention and treatment of post-
operative nausea and vomiting (PONY).

Ondametic is indicated for the management of chemotherapy-induced nausea and vomiting (CINV) in
children aged 6 months, and for the prevention and treatment of PONV in children aged =1 month.

Posology and method of administration

Chemotherapy and Radiotherapy induced nausea and vomiting

Adulis:
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‘The emetogenic potential of cancer treatment varies according to the doses and combmations of
chemotherapy and radiotherapy regimens used The route of administration and dose of Undemenc
should be Mexible in the range of 8-32 mg a day and selected as shown below.

Emetogenic chemotherapy and radiotherapy. Ondansetron can be given either by oral, recal or -
intravencus or intramuscular admmistration

For most patients receiving emetogenic chemotherapy of radiotherapy, Ondamietic 8 mg should be
admimistered as a slow intravenous injection (in not less than 30 seconds) or mtramuscular injecion,
immediately before treatment, followed by 8 mg orally twelve hourly.

To protect against delayed or prolonged emesis afler the first 24 hours, oral or rectal treatment with
ondansetron should be continued for up to 5 days after a course of treatment.

Highly emetogenic chemotherapy: For patients receiving highly emetogenic chemotherapy. e.g high-
dose cisplatin, ondansetron can be given either by oral, rectal, intravenous or intramusculas
administration. Ondametic has been shown 1o be equally effective in the following dose schedules over

the first 24 hours of chemotherapy:
« A single dose of 8 mg by slow mtravenous injection (in not less than 30 seconds) or miramuscular

injection immediately before chemotherapy.

+ A dose of 8 mg by slow intravenous injection (in not less than 30 seconds) or intramuscular mjection
immediately before chemotherapy. followed by two further intravenous mjection (in not less than 30
seconds) or intramuscular doses of 8 mg fourhours.apant, or by a constant infusion of 1 mg/hour for cp

1o 24 hours. it ""-..'..-ﬁ *,
» A maximum initial intravenous dose of 16 mEtivied utﬂﬂ-lﬂﬂ ml of saline or other compatible

infusion fuid and infused over not [ess than-!’i miinutes ymmedsately before chemotherapy. The mitial
dose of Ondametic may be followed " two ; addltronai 8 Eg nttavenous doses (m not less than 30

seconds) or intramuscular doses four hours apart. =~
A single dose greater than 16 mg must not be given due to dou dependenl increase of QT-
prolongation nisk. I‘
The sclection of dose regimen shnuId I: detecmined by Ihr.‘ mmnr of the emetogenic challenge. The
elficacy of Ondametic in highly :memg cmqﬂtmm may be enhanced by the addition of a single
intravenous dose of dexamethasone sod win phosphate 20 mg administered prior to chemotherapy
To protect against delayed or prolonged emegis afterihé first 24 hours, oral or rectal treatment with
ondansetron should be continued for up to 5 days after a course of treatment.
Paediatric Population:
CINV in children aged > 6 months and adolescents
The dose For CINV can be calculated based on body surface area (BSA) or weight - see below In
paediatric clhinical studies, ondansetron was given by IV infusion diluted in 25 to 30 ml of compatible
infusion fluid and infused over not less than 15 minutes
Weight-based dosing results in higher total daily doses compared to BSA-based dosing.
Ondametic injection should be diluted in Sodium chlonde 0.9%, 5% glucose, mannitol 10% & rngers
solution and infused intravenously over not less than 15 minutes.
There are no data from controlled elinical tnals on the use of Ondametic in the prevention of delaved or
prolonged CINV. There are no data from controlled clinical trials on the use of Ondametic for
radiotherapy-induced nausea and vormiting in children.
Dosing by BSA:
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a The intravenous dose must not exceed 8 mg.
b The total dose over 24 hours (given as divided doses) mus
Elderly:

In patients !_55 10 74 years of age, the dose schedule for adults can be followed. All intravenous doscs
shuutq be diluted in 50-100 m of compatible infusion fluid and infused over 15 minutes.

In patients 75 years of age or older, the initial intravenous dos¢ of Ondametic should not exceed 8 mg.
All intravenous doses should be diluted in 50-100 ml of compatible infusion fluid and infused over 15
minutes. T_'hc initial dose of 8 mg may be followed by two further intravenous doses of 8 mg, infused
over 15 minutes and given no less than four hours apart.

Patients with Renal Impairment:
No alteration of daily dosage or frequency of dosing, or route of administration are required.

Patients with Hepatic Impairment:

1 not exceed adult dose of 32 mg.
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The elimination half-life of ondansetron 15 not altered in subjects classified as poor metabrlisers of

h paticnts repeat dosing will give drug. t\t:'el;qu‘r: ‘;.«-- .

sparteinc and debrisogquine Consequently m suc
no different from those of the general population No altcration of daily dosage or freguency of dosm

is required )
Post-Operative Nausea and Vomiting (PONV):
Adults:

For the prevention of PONV: ondansetron can
intramuscular injection. _

d as a single dose of 4 mg given by intramuscular or slow imtravenous

Ondametic may be administere
injection at induction of anaesthesia.
For treatment of established PONV: A single dose of 4 mg given by intramuscular or slow mtravenous

injection is recommended.

Paediatric population:

PONY in children aged 2 1 month and adolescents

on of PONV in pacdiatric patients having surgery poiformod el gusint A, &
d by Ylow intravenous injection (not less thim 30 seconds)

be administered orally or by mntravencus or

For preventi ] n
single dose of Ondametic may be gdmll’r;blcrc b

at a dose of 0.1 me/kg up to a maximim-of 'mg erther prior Lo, at or after induction of anaesthesia
For the treatment of PONV after surgery in pacdiatric patients having surgery pe e
anaesthesia, a single dose of Ondametic may be adrinistered by slow intravenous injection (n 'Imﬁ
than 30 seconds) at a dose of 0.1 mﬁkg uptoa maximum of 4 mg. < ot less
There are no data on the use of Ondametic in the treatment of PONV in children below 2 years of age:

Elderly: W% '

There is limited experience in the use ‘of Ondametic ipthe prevention and tre: =

elderly, however Ondametic is well tolerited-in-patiénts over 65 years rec:::::;:: f'hON\r in the

Patients with Renal Impairment: b AR e otherapy.

No alteration of daily dosage or

Patients with Hepatic Impairment:
rance of ondansetron is significantly reduced and serum half life significantly prolonged in

AW e T

frequency of-dosing, or route of administration are required

Clea
subjects with moderate or scvere impairment of hepatic function In such pati i
. patients a total daily dose of
mg should not be exceeded and therefore parenteral or oral administration is recommended SRBEN
weine/Debrisoquine Metabolism: '
metabolisers of

Patients with poor Spar.
The cl_imination half-life of ondansetron is not altered in subjects classified as poor
sparteine and debrisoquine. Consequently in such patients repeat dosing will give drug exposure level

2 s

no different from those of the general population. No alte i v doss
pa 2557 8 pop alteration of daily dosage or frequency of dosing

Contraindications
omorphine with ondansetron is contraindicated based on reports of

. The concomitant use of ap
loss of consciousness when apomorphine was adminisetred with

profound hypotension and
ondansetron.
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- predominsntly during '5:;: TEPOed i patiens reatod with cndanscion Insome
mum-ﬁhm& . the symploms appeared immediately after
o, Prompt treatmest. Therefor, caution should be excrcised during and

Hyvpersensimiviny reactions b
TAPCTSERSIIVEY Feactions have been reported in paticnts b
;-:\::«;:“‘{1‘3 Tt«-_‘.t;“.;': o o in patients who have exhibited hypersensiuvity to other
L“,c:: ha::—o' J = should be treated symptomatically and clinicians i
O—: S R e icians should pay particular afienuon o
ndansetron prolongs W i
e Pm_l;hf-:?&lm al .[:d a dose-dependent manner). In addition, post- marketing cases
with congenital long QT ﬂnmlw(}n " panents using ondansetron. Avoid ondansetron in patients
tae vy ooy Prak;u:sman % df.xmm should be administered with caution to pauients who
I LA B ot PSR of QTc. mcludimg panents with electrolyie abnormalities, congestive
Pt e ) _‘m pauents takmg c_rtht.r .mf‘:i'»':.l_l_",'l products that lead 10 QT prolongation
Hypokalasmi i ¢ oo
: M;ﬁ“:ﬁdp;}mmu should be wrmc're’af priof to ondansetron administration.
m[ h?‘; " -marketing reports desanbing patients with serotonin syndrome (including altered
o 1alus, Wmd mstability _and ncu!'qmusm.l_lar_abpomaliues) following the concomitant use
dansetron and other serotonergic drugs (including selective serotonin seuptake inhibitors (SSRI)

and serotonm : R " =

noradrenaline reuptake inhibitors (SNRIs)). If concomitant treatment with ondansetron
chservation of the patient is advised.
-acute intestinal

:d other serotonergic drugs is clinically warranted, appropriate
ondansetron 1s known to increase large bowel transit time, patients with signs of sub
obstruction should be monitored following administrafion=—-" -
In Pﬂiuﬂlli with adenotonsillar surgery prevention of nausea and yomiting with ondansetron may mask
occult bleeding. Therefore, such patients should be followed carefully after ondansetron.
Faediamric Population:
Paediatric patients receiving ondansetron with hepatotoxic chemotherape
?ommmd closely for impaired hepatic function.

INV:
When ml::ulamgmc dose on an mg/kg basis and administering three doses at 4-hour intervals, the
total daily dose will be higher than if ane single dose of 5 mg/m2 followed by an oral dose is given
The comparative cfficacy of these two different dosing regimens has not been investigated in clinical
trials. Cross-trial comparison indicates similar efficacy for both regimens.

utic agents should be

Interaction with other medicinal p

There is no evidence that ondansetron cither induces or inhibits the metabolism of other drugs
commonly co-administered with it Specific studies have shown that there aré no interactions when
ondansetron is administered with alcohol, temazepam, furosemide, alfentanil, tramadol, morphine,
lidocaine, thiopental, or propofol.

Ondansetron is metabolised by multiple hepatic cytochrome
CYPI A2. Due to the multiplicity of metabolic enzymes capab

p-450 enzymes: C YP3A4, CYP2D6 and
le of metabolising ondansetron, enzyme
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nhibition or reduced activit} of one enAyme (€ 8 CYP2D6 genetic deficiency ) s normally
compensated by olher ensymes and should resultin little or no sigmificant change i overall

ondansetron clearance OF dose requirement
Caution should be exercised when ondansetron 1s ¢
interval and oF cause electrolyte abnormalities

Use of ondansctron with QT prolonging drugs

sadmimistered with drugs that prolong the QT

may result in adds nonal QT prolongaton Concomrtam
use of ondansetron with cardiotoxic drugs (e g anthracy clines (such as doxorubicm, daunorubicm) &
rrastuzumab), antibiotics (such as erythromyein ). antifungals (such as ketoconazole). antarhythmics

(such as amiodarone) and beta blockers (such & atenolol or tmolol) may increase the nsk of

arrhyvthmids. 5
Serotonergic Drugs (€& §SRIs and SNRIs): There have been post-marketing reports desenbing
ents with serotonin syndrome (including altered mental status, autonomic imstability and

neuromuscular abnormahncs! following the concomitant use of ondansciron and other serotonergic

drugs (including SSRIs and SNRIS)
Apomorphine: Based on reports of profound h_\pommmn and loss of consciousness when ondansetron
was admimistered with apoﬂlurphint hydrochloride, concomitant use with apomorphing 15 e

contraindicated N
Phenytoin, Carbamazepine and Rifampicin: In
phenytoin. carbamazepine, and rifampieinkTh
ondansetron blood concentrations were dc,crc:arscct_ t
Tramadol: Data from small studies indicate that ondansetron may reduce the analgesic effect of
ramadol. :

\

patients treated with potent inducers of CYP3A4 (1e.
ordf:kamnsx of ondansetron was increased and

Fertility, pregnancy and lactation
women of childbearing potential: * - -
Women of childbearing potential should 'ﬂquc_of contraceplion.

Based on human experience from :pidemiologiﬂ;l studics, ondansetron is suspected to cause orofacial

administered during the first trimester of pregnancy.

dansetron for use in human pregnancy has not been established. Evaluation of
smental animal studies docs not indicate direct or indirect harmful effects with respect to the

development of the embryo, of foetus, the course of gestation and peri- and post-natal development.

However as animal studies are not always predictive of human response the use of ondansetron n

ancy is not recommended.

Breast-feeding
asses into the milk of lactating animals. It is therefore

Tests have shown that ondansetron p
recommended that mothers receiving Ondametic should not breast-feed their babies.
Ondansetron should not be used during the first trimester of pregnancy.

Fertility

There is no information on the effects of ondansetron on human fertility.

Effects on ability to drive and use machines
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e Lo V00, rare €2 1110, 000
wll wery rare (< 110,000 Very common, comimon and uncommon c\rcnlw‘mrc :;l.ﬁnc'r-l:ljly
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5 L i

ewenils were pe I":“",' deten ned from pml-l‘rlarkclmu “N}iltil.llﬂlll\ l.‘::' :“ ’ . " '

The followir

u-;l “c:‘:r_ hf}:;::ﬁ:;:'la [nlmn:cd n; the standard recommended doses of ondansetron. The
advene en and sdolescenty - i i
) l.h.,.:dm,, . seents were comparable o it seen in adulty.

Rire
: Immediatc hypersensitivity reactions sometimes severe, including anaphylixis.
Nerveus rystem disorders

Very comman Headache

Unc y
NEOMmn Seirures, move digr singe extrapyramidal reactions such as dystonic
reaclions, o :M' i dﬂ sii) (1)
¥ .
Rare Dizzness predy Mol M admmistration
Lye disorders 3

Rare: ‘T ransient vis

Very rare Transient
Cardiae disorders

it intravenous administration (2).

.}”

Uneommon. Arrhythmias, chey woithout ST segment depression, bradycardia
Rarc: QTe prolongation (including Torsade de Pointes).
Not known: Myocardial ischemia

Vascular disorders

Common: Sensation of warmth or flushing.

Uncommon. Hyputension

Respiratory, thoracic and mediastinal disorders

Uneommon: Hiceups.

Gasirointestinal disorders

Common. Constipation.

thﬂfﬂbiﬁwn‘:mr&u

Uncommon: Asymplomatic increascs I Jiver function tests (3)

General disorders and administration site condifions
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Reporting of sunpeeled mdverse reactione

Jteprrting mup:trul adverse Teactinms alter authonization of the medicnal product 1 mgortant It
allows continued  moniloning of the henefitrsk balance of the mediinal produ JI:.:'T-..;'
professioils wre asked i report any suspected adverse reactions via ’

The Egyptian Pharmicovigilnee Center (EPVC): p fullowupiedaegypt gov ey

| Oberved without definitve evidence of persistent clinical sequelae

2 ‘The majority of the blindness cases reporied resolved within 20 minutes. Mot patients bad secerved
chiemotherapeutic agents, which included exsplatin. Some cases of transient blindness were reponied a
cortical i ongm

3 Thine events were abnerved communly in patients receiving chemtherapy with crplatn
Overdose

Sympluoms aned Kigns

Ther is limited experience af undansetron overdose. In the majority of cases, symploms were similar
1o those already reported in paticnls ECEIVIng recommended doses. Manifestations that have been
reprted include visual disturhances, severc constipation, hypotension and @ vasovagal episode with
transient second-degree AV bluck
Ondansetron prolongs the OF interval in a di me-dependent Fashion. ECG monitoning is recommended
in cases of overdose
Paediatric cases consistent wilh seratonin syndrome have been reported in young children following

oral overdose of ondansetron (exceeded ated of 4 mg/kg) in infants and children aged 12
manths (o 2 years

Treatment 1

There is no specific antidote for ofidan | s of suspected overdose, symplomatic

and supportive therapy should be giveg as apprapaiale |
Further management should be as clincally indicated of as
cenire, where available. P =i
The use of ipecacuanha to treal o

to respond due to the anti-emelic i
Pharmacologicsl properties
Pharmacodynamic properlies
Mechanism of Action
Ondansetron is a potent, highly selective S1T3 receplor-antagonist. [1s precise mode of action in the

control of nausea and vomiting is nat known. Chemotherapeutic agents and radiotherapy may cause
release of SHT in the small intestine initiating @ vomiting reflex by activating vagal afTerents via SHT3
receplors. Ondansetron blocks the initiation of this reflex. Activation of vagal afferents may also cause
arelease of SHT in the arca postrema, located on the floor of the fourth ventricle, and this may also
promote emesis through a central mechanism. Thus, the effect of ondansetron in the management of the
nausea and vomiting induced by eytotoxic chemotherapy and radiotherapy is probably due to
antagonism of SHT3 receptors on peurons located bath in the peripheral and central nervous system
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(1 Prolampation

Phe eftect of ondunsetton on the Qe wterval was evalimted i w double Bind, o ised prliahi
and posttive (moniflonmcin) controlled Erossnarvet sludy in AW healiby wdult mrln wiil 'Wllllr.l'ilr
Ondanseiron doses included K img and 12 g anfused wtvavenously over 15 monites. AL the highest
tested die 68 42 mge, the masumunm mean (upper i ol 0% Ol ditfesence i GTel from plicehion
after basclme-correction was 196.(2) %) msce Al the lower tested dime of B g, e rninan et
{upper limn of 90% C1y difference in 1l from plaveho afier Im.wluu:-l.rn‘.lt‘tli‘m w5 B (T B imsen
I this study, there were no Qlel measurements gereater thin ARG nsee wnd no (O Tel prolongation ws
peater than 60 mscc No wignificant changes were seen in the measired electrocardgagphic PR o
QIS intervals I

Paediairic pugniliation

CINV

The efficacy of ondansetron & nil mausea nduced by cancer chemotherapy win
assesaed in w double-blind 1 ety aged | 0o 16 years (SIABI006G). On the diys
of ehemotherapy, I""‘fwv mig/m2 mtravenous and ondansetron 4 mg
orally after 8 1o 12 hoursor ondian 5 intgvenos and placebo orally aftee # o 12 hours

welrdn syrup twice daly Jor 3 days. Complete

Post-chematherapy both groups réceived 4 my; ond:
control of emests on worst n&:r chiediher fy,w

orally) and 41% (0 45 mp/kg o raveTTous -.!!If'l' v
4 mg ondansetron syrup g LT duys,/ no difference in the overall incidence of
nature of sdverse events betdegh itg | oups.

-

A double-blind randomised pl : 1 (SIABA003) n A3% patients aged |10 17 years
demonstrated complete control of emesis on worst day of chemotherapy in

« 73% of patients when ondansetron was administered intravenously al a e of 5 g/t IMIPAVEDNS
together with 2 1o 4 mg dexamethasone orally

# 71% of patients when ondansetron was administered as syrup al a dose of B mg tpether with 2 104
mg dexamethasone orally on the days of chemotherapy.

Pust-chemutherapy buth groups received 4 mg ondansetron syrup twice daly fur 2 diys There wasy m
difference in the overall incidence or nature of adverse events between the two treatment groups

The efficacy of endansetron in 75 children aged 6 L 48 months wis nvestigated in an open-label, non-
comparative, single-arm study (S3A40320). All children received three 0.5 mig/ky doses of
iitravenous ondansetron, sdministered 30 minutes before the start of chemutherapy and then at 4 and 4
hours afier the first dose. Complete control of emesis was achieved in 56% of palients

Anuther open-lsbel, non-comparative, single-arm study (S3A239) investipated the efficacy of one
intravenous dose of 0 15 mg/kg ondansetion folluwed by two oral ondansetron doves of 4 mg ot
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Pharmaeakinelic propeeties
Following oral admmstratin, ondatisetron v passavely and completely sburted f20m e
gastronnlestinal iract and undergrees Tirst pass metaboliin Peak plasma concentrgves of deng ¥
ny/ml. arc attained approsimately 1.5 hours after an 8 mg done For doses ahrone B mg the moregoe
ondansetron systemic expoaure with dese 1y greater than propomional | this may reflect some 1o oot
in first pass metabolism at higher oral deses. Mean bioavailability in bealthy male buibects, follremg
the oral sdministration of a singde § mig tablet, 1 approxmately 5916 6% Boaalehl sy £ z.
oral administration, is shightly enhanced by the presence of food but unaffected by stad, St o
healthy elderly volunteers have shown shight, but chincally msigrilicant, gpe-related moreses in bors
vral bicavailability 165%) and half-Jife (5 hours ) of endansetion
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of ondansetron following oral. i
Nmm‘ﬂ X : 5 £ - Intramuscular and mtravenouc
o worrinal halflife of about 3 hours and steady stare volume .r.:‘- enous dosing n adults is similar
o vt ExposiTe i e O s oF distnbution of about 140 |
S veacii and intravenous administration of
A 4 mg miravenous infusion of ondansety
. ISSTON given over 5 minutes i
of about 03 ng’ c i g
;H&w s rn: Foll m_mg intramuscular administration ofnndansu e e
o § 23 ald'!‘,_. mi are antained within 10 minutes of injection etron, peak plasma concentrations
ollowing administration of ondar .
Nsetron s ;
detectabl uppository, plasma on .
o table between 15 and 60 munutes afier r o o dfns_ctrf}n concentrations become
il peak concentravions of 20-30 ng'ml are an n S —— e
concentrations then fall, but ata 5| e anained, typically 6 hours afcr dosing. Plasma
ot o siower rate than observed following oral dosing due 10 continued
abapﬂpmp\nnmh wdﬂﬁﬂlmd‘-!_ L " absolute bioavailability of ondansetron from the suppository is
3 ¥ 60% 50 E .
: e S The half ife of the elimination phase following
M"'pp;’" i '5“‘ :u oqdme;ron absorption. not systemic clearance
- "F'Pm“im“"‘“!. : ically insignificant, increase in half-life in
= i _ _ -
O_ndmm 15 not highly progein™boud {70-76%).
circulation predominantly by Repatié rictabol{8n th
ormmsamm;sug@mm@mm ;
% ) AR

setron is cleared from the systemic
ultiple enzymatic pathways. Less than 5%
3 absence of the enzyme CYP2D6 (the

n's pharmacokmnetics. The pharmacokinetic

Gender
Gender differences were shown in the disposition of ondansetron, with females having a greater rate

and extent of absorption following an oral dose and reduced systemic clearance and volume of
distribution {adjusted for weight).
Children and Adolescents (aged | manth 1o 17 years)
In pacdiatnic patients aged 1 104 months (n = 19) undergoing surgery, weight normalised clearance was
approximately 30% slower than in patients aged 5 to 24 months (n = 22) but comparable (o the patients
aged 3 to 12 years. The half-life in the patient population aged I 1o 4 month was reported to average 6.7
hours compared 10 2.9 hours for patients in the 5 to 24 month and 3 to 12 year age range. The
differences in pharmacokinetic parameters in the 1 to 4 month patient population can be explamed in
part by the higher percentage of total body water in neonates and infants and a higher volume of
distribution for water soluble drugs like ondansetron.
In pacdiatric patents aged 3 10 12 years undergoing elective surgery with general anaesthesia, the
absolute values for both the clearance and volume of distribution of ondansetron were reduced in
comparison to values with adult patients. Both paramelers increased in a linear fashion with weight and
by 12 years of age, the values were approaching those of young adults, When clearance and volume of
distribution values were normalised by body weight, the values for these parameters Were similar
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between the different age group populations. Use of weight-based dosmg compensates for age- related

changes and is effective in normalising syslemic expasure in pacdiatric patients
Population pharmacokinetic analysts was performed on 428 subjects (cancer paticnis, SUrgery patients
and healthy volunteers) aged | month to 44 years following intravenous administration of ondansetron
Based on this analysis, systemic exposure (AUC) of ondansetron following oral or IV dosing 1n

ts. with the exception of infants aged | 1o 4 months

children and adolescents was comparable fo adul
Volume was related to age and was lower in adults than in infants and children. Clearance was related

to weight but not 1o age with the exception of infants aged 1 to 4 months. Itis difficult to conclude

whether there was an additional reduction in clearance related to age 1n infants 1 to 4 months or simply
inherent variability due 10 the low number of subjects studied in this age group. Since patients less than
& months of age will only receve @ single dose n PONV a decreased clearance 1s not likely to be
clinically relevant.
Elderly

Early Phase | studies in healthy eldes§ ¥ :
fe of ondansetrgn Hogev

slight age-related decrease in clearance,
er-subject variability resulted in
ung (< 635 years of age) and elderly

and an increase in half-li
; in safety or efficacy observed

considerable overlap in pharmacekinetic p

subjects (> 63 years of age) and there were noroverait dift
between young and elderly cancer patientsenrolled g CIF
recommendation for the elderly. it =
Based on more recent ondansetron plasma ¢ ; \posure-response modelling. a greater
effect on QTcF 15 predicted in paheni,bz 75 yearsef to young adults. Specific dosing
information is provided for patients oiu_i_i‘_\eis'ét d over 73 years of age for IV dosing

Renal Impairment
In patients with renal impairment (ereatinine clearance 15-60 ml/min). both systemc clearance and
ing IV administration of ondansetron, resulung in a stight. but

volume of distribution are reduced follow
clinically insignificant, ncrease in elimination half-life (5.4 hours). A study in patients with severe

renal impairment who requ ired regular haemodialysis (studied between dialyses) showed ondansetron's
pha.:mamkinuxics {0 be essentially unchanged following intravenous administration.

Hepatic Impairment

Following oral, intravenous or intramuscular dosing in patients with severe hepatic impairment,

ondansetron's systemic clearance s markedly reduced with prolon ged elimination half-hves (15 to 32
+ due 1o reduced pre-systemic metabolism. The

hours) and an oral bioavailability approaching 100%
pharmacokinetics of ondansetron following administration as a suppository have not been evaluated in

patients with hepatic impairment.

Pharmaceutical particulars

Incompatibilities
This medicinal product must not be mixed with other medicmnal products except those mentioned
below.
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