Pragrancy and Lactation:

Pregnancy
Influsanza

ssociated wah adwerse pregnancy and faetal outcames, with 3
risk al major cengenital malfarmations, including cangenital heart defeds, A
large amaunt of data on oseltamivie expasure of pregnant wamen Fram
past-marketing reparts and observatianal studies (more than 1000 expased
cutcames dirng the first trmestar) indicate na malformate nor fata/noana
tal tewcity by cueltarmivir.

Tha o Dmiir ray be consadered during pregrancy if recassary and sft
ransidering the available safty and benefit information and the pathageni
of the orculating influenza virus stran,

Breastfeeding

In ksctating rats, assltamiir and the actve metsholite are excreted in milk.
wery limited informatian is avallable o chidren breast-fed by mothers taking
oseltamivir and on excretion of oseltamivic in breast il Limited data
demenstrated that ozeliamivic and the active matabolite wene detected in
breast milk, however the levels were low, which wauld result in 2 subthers-
peutic dose to the infant. Conssdering this information, the pathogenicity of
the grcuisting influsnza virus strain and the underking condition of the
breastfeeding woman, administration of oseltamisir may be considered,
where thers are clear potential benedits to breastieeding mathers.

side Effects:

In adults/adolescents, the most cammenly reported adverse reactions [ARs]
were nausea and vamitng = the treatment studes, and nawsea m the
prevention studies. . The majority of these ARs were reparted on a single
cccazian an wither the fist or second treatment day ard resched
spentanegusly within 1-2 diys.

I children, the most commanly reporied adverse reaction was vomiting. In
the majority of patients, these ARs did nat Iead ta discantinuation of QSRANVIR

The fallowing serious adverse reactions hawe been rarely reported snce
cseltamivir has been marketed: Anaphylactic and anaphylactond reactions,
hepatic disorders {fulminant hepatits, hepatic funchan dsorder and
jaundice], angicneuratic cedema, Stevers-lohazon smdrome and tase
epidermal necrolyss, gastraintestinal  bleeding and  reuropsychiatric
disorders.
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Presentation:

Size "2' capsules with opague vellow colowred cap and opaque white
coloured bady containing white ta off white granule.

Cantent:

Each capsule contains Cseltamivic phasphate eguivalent to Osstamivir
F5mg

Pharmacelogical Information:

Oseftamivir is a prodrug of ossltameir carbosylate, an mbaiter of the
engyme neuraminidase (sialidasee) which has a role in the infectivity and
replication of influenza A and B viruses. |t s used for the treatment and
postexposure prophylaxts of influenza A and B, including pandemic strains.
Pharmacokinetics:

Absarption

Dseftarivir is readily absorbed from the gastrointesting tract after oral
administraticn of oseltamive phesphate (pro drug) and & estencively
ecorverted by predoeninantly hepatic esterases o the active metabalite
(oseltamive carbooylate ). A1 beass 75 % of an oral dose reaches the systemic
cirzulation & the active metabaolite, Exposure to the pre-drug ic less than 5 %
relative ta the actve metabolite. Plasma cancentratians af beth pre-drug and
active metaboke are proportional to dose and are unaffected by co-admnis-
tratian with food

Distribution

The mean volume of distribution at steady state of the aseftamivic
corbandate is approximately 23 litres in humarg, & volume eguivalent o
extracellular body fluid. Since neuraminidase activity is estracellular,
caeltamivir carbonylate datributes (o a8 sites of inflenza virus spread. The
binding of the asettamivir rarboeylate t¢ human plasma pratein is neglible
fapprosimately 3 %),

Biotransfarmation

Oetamivir & extensively converted 1o osefamivir carbosylate by esterasss
Iocated predomnaritly in the lver, In witro studses demenstrated that neither
R i & substrate for. or an inhibitar of, the

caeltarivif nor the active metabolit
majar cytechrame BASG isofarms, Na phase 2 conjugate of erther comprund
hiarve been ideritified in vive.

Eliminatian

Absorbed oseltamier is primarily = 90 % ) eliminated by corversion Lo
cseltamivir carbomylate, 1t is not further metabolised and is eliminated in the
wrine. Paak plasma concentration of ceeltamivir carbosylate decline with 8
half-life of 6 to 10 hours in most subjects. The active metabolite i eliminated
enitirely by renal excretion.
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Renal clearance (188 1/n exceeds glomenular filtration rate (7.5 LMl indicating
that tubular secretion acours in additian to glomerular filtration. Less than 30%
of an aral radi olabeded dase i eliminated in faaces.

Indication:

Treatment of influenza:

DEMIVIR is indicated far the treatmaent of influenza in chidren & to 12 months
ol age during o pandemic infleenza cutbreak, OSMIVIR is indcated for the
treatment of influenza in adults and chiléren > 1 year of age. Treatment should
commence as soon as possible but mo later than farty-eight haws after the
onset of the imitial symptoms of infectian,

Body Weight (kg) Aocommendod Racommanded
Dagd for 5 davs
10 - 15 30 mig twice daiy 30 mg twice dall
»15-23 A5 m twice daily 45 mg twice dally
=13 -40 G0 my twice daily &0 mg twice daily
> 40 75 mg twice daily 75 mg twice daily

Speciol Populations

Hepatic Impalrment

Mo dose adjustment is requined either for treatment ar for prevention =
patients with hepatic U\'!ruﬂ(lloﬂ No studies have been camied out in
paediatric patients with hepatic dsorder.

Treatment shauld be initiated as s00n a5 passile within the first twa diays of
onset of symptams of influenza.

Post-expasure prevention

m ded post-enp dose af O5MNVIR is:
Prevention af influenza:
CSMIVIR s indicated for pest expasure arevention in adults and children = 1 - T
year fallowing contact with a clinically diagnased mfluenta case w fl Body Weight [kg} wco COMm
virus i circulating in the community. 10-15 50 i once daily 30 g once daily
Daosage and Administration: »15-73 45 m once daily 45 mg once daily
Adults, adalesoents 13 years amd over 22340 &0 mi once daily 60 Mg ance daily

= 40 75 mg once daly 75 my once daily

m ne duri pidemic in the

The recommended oral dose is 73 mg aseRamivir twice daily for 5 days for
adolescents (13 10 17 years of age) and adults.
Tezo T

=l 5 i twi dhaiby

75 i twiie disly

Treatment, shauld be mitiated a5 scan as passble within the frst twe days of
onset af symptams of influenza.

Post-exposure prevention:
The recommentded dose for prevention of influenzs follwing case cantact
with an infected mdaidual & 75 g oseltamivie once daily for 10 days for
adalescents (13 to 17 years of age) and adults,

Therapy shauld begin as saon ai pasaible within two days of exposure Lo an
Infacted ndividual,

egidemic in th

The recommented dose for prevention of influanza during @ community
outbrest i 75 my eseltamivie arce daily far up 1 6 weeks (o0 up 19 12 weeks
In immunccomaremised patients).

The followng woght-adjusiod dosing regimens are recommandnd far
treatment of infamts and children 1 year of age or oider:

Treatment:
The followng weght-adjusted dosing regimens are rocommendad for
treatment of infars and children 1 year of age ar oider:

z
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Prevention during an influenza epidemic has not been studied in children
belaw 12 years of ags.

Infants 6-12 months of age

Treatment

The recammended treatment dase for infants 6- 12 manths of age is 3
kg twice daily. The following dosing regimen is recommensded for

Treatment of influenza

D adj B d for adul: ats (13 o 17 years of
age| with moderate or severe renal impairment Recommended doses are
detailed in the table below:

d adal

Seasanal prophylasis
Langer duration of seasanal praphylaxs up o 12 weeks has been evaluated in
immunocempremised patients.

Warning and Precautions :

Oseltamivir iz effectie only against illness caused by influenza viruses. There is na
avidence for efficacy of oseltamivie in any #ness caused by agents other than
influenza viruses,

CEMIVIR is not a substiute for influenza vacomation. Use of DSMIVIR must not
affact the evalation of individuals for anaual influenza vaccination, The protection
against influsnza lasts only 25 long as OSMIVIR is administered. SSMIVIR shauld be
used for the treatmant and prevention of influenza only whan reliable epidemioleg-
ical data indicate that influsnza virus is circulating in the community.

Thiz preparation contains Tartrazine / FD & C Yellow No.5 / MA Yellow
A2 / Aluminic Lake that may cause allergic reactions in certain

Croatining Clearance (mifmin] | Recommended dose for Treatement
=10 Hot recommended | no data avallabier
> 10 to 30 30 mg [suspension/ capsule] once daily
BT 30 m s v cxpee]Ewie g
=60 73 mg twice dally
odialysiz o 5 30 g suspension after each session
Fantonesl dialysis patients {30 mg {susaension/ capsule) single das=

Prevention of Influenza
Dose adjusts is rec far adults and 113 to 17 years of
age) with moderate oe severe ranal imgairment. Recommended deses are
detailed in the table below

ep

Sewere concomitant condition

Mo information is avaiiznle regarding the safety and efficacy of cseliamivic
enits with amy medical candition sufficiently severe or unstable (o be considered
at immanent risk of requiring hospitaksation.

in

Creatinine Clearance {ml/min) | Recommended dose for Treatement

d patients
The efficacy of cseltamivic in either dreabment or prophydaxis of influenza n
immunocompromised patients has nat been firmly established

Efficacy af ceeltamivr in the treatment of subjects with chrenic cardiac dissase

and/or respiratary disease has not been establshed.

Na data allowing a dose recommendatan for premature children (< 36 weeks
past-conceptual age| are currenitly availabie,

Dose adjustment |5 recommeanded far both treatment and prevention i
3t 17 years of age) and adults with sewers renal imaairment. There
s insufficient dinical data avaiiable in infants and children {1 vear of age or older|
with renal impsirment to be absle to make any dosing recommendation.

treatment of infants & - 12 manths of age: <10 Kot recommended | no data avadable)
Body mums%g? Dose for 10 Hays*® z101a30 mm“"iﬁ:ﬂuu'ff;ﬁfrmmw Cardiac / respiratory disease
k] 9 mg twioe dally 9 mg bwics cady =30 ta 60 mg (suspensicn/ capsule] once daily
4 12 mg twice daly 12 mg twice daily
5 15 M twice 0oy 15 mg twice dally >0 5 mg enee dady .
[ 18 mig twice dady 18 mg twice dally Haemadiakysis patkents 30 mp aftar every sacand sassian
T 21 mg twice daily 21 mg twice dalty Pariteneal diakysis patients 30 my (suspansica capsules) ance
3 34 mg twice daily 74 mg twice daiy weekly z s
9 27 mg twice daily 27 mg twice daily “ata derived friem shedies o costiveces ambslalory perileseal dakus (CAPD) pabents the deariree ol
10 30 mg twice daly 30} mg twice dalty i PN adaleseents {1
bl i = Elderly
— gty No dase adjustent Is required, unless there is evidence of moderate o severe
i praTited Fatents. renal impairment:

10a

This dazing recommendatan s not Intended for premature infants, Le. thase
with & post-coneeptual age less than 36 weeks. Insufficient data sre available
for these patients, In whom different dosing may b2 required due to the
imenaturity of prsiclogicsl funetias.

3

Immunocempramised patients

Treatment

The recommerded duratian for immunccompromesed patients 5 10 days . Mo
dose sdjustment i necessary, Trestrent should be initiated as soan a1 poasible
within thi first twn days of onset af sympeomes of influsnea,

a

Neuropsyehiatric evants
Neuropsychiatric events have been reported during adminsstration of QSMIVIR in
patients with influenza, especially in children and adolescents. These svents are
Al experiencec by patients with influenza without gseltamiir administration.
Patients should be dasely monitored for behaviaural changes, and the benefits and
risks of continuing treatment should be carefully evaluated for each patent.

H

Interactions with other medicaments :

Dsminir may have patentally inhibit replication of the influenza virus in ive
nfiuenza virus veccines. Therefore, US licensed product information states
that live influenza virus vactines should not ke given untd 48 hours after
stapping Qsmivir and that Ssmivir shauld not be given far 2 weeks after e
nfluenza virus vaccines have been given, Inactivated [split wirian or surface
antigen| waccines are not expected to be affected by Osrnivir.

Antivirol Action
Oseltamhdr has antiviral activity similar to that of zanamivir Its active
metstiolite, cesltamivis carbiowylate, sslectvely blocks the viral surface
@nzyme neuraminidase, thereby preventing the release of vins particles
froem infected colls. Osslismadr is sctive against influsnza A and B vira
neuraminidage.

Pharmacokinetic propertes of aseftamivin, such as low pratein binding and
mmetabolism independent of the CYP4S0 and glucuranidase systerns, suggest
that chnically significant drug interactions wa these mechanisms are unlikely,

Frobenectd
No dose adjustment is required when co-administering with probenecid in
patlents with normal renad functicn. Co-admenistratien of probereckd, 3
potent inhibitar of the anionic pathway of renal tubular secretion, results in
an appeovimate 2-fold Increase in exposure to the active metabolite of
avsllamivir.

Amedcillin

Oseltambir has no kinetic interaction with dl“OﬂC""", which & eliminated via
the same pathway, suggesting that aseftarivir interaction with this pathway
s weak.

Renal elimination

Clirically impartant drug interactians imolving competition for renal tubular
secration are unlikely, due to the known safety mangin for mast of these
substances, the elimination characteristics of the active metabolite
{glomendar filtraton and anionic tubular secretion) and the escretion
capacity of thess pathways. However, care should be taken when prescribing
aseltamadr in subjects when taking co-excreted agents with 3 narrow
therapeutic margin {e.g. chiorpropamide, methotresate, phenylbutazone).

Additional information.

Mo pharmacokingtic interactions Detween aseftamedr or its majer
metsholite have been abserved when co-administering oseltamivie with
paracetamol, acetylsalicylic acd, cimeddine, antacids {magnesium and
ahuminium hydroxides and calcum carbonates), rimantadine o warfarin {in
subjects stable on warfarin and without influenza).
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