waee,

1. NAME OF THE MEDICINAL PRODUCT
nApitant Aprepitant 80mg hard capsules
inApitant Aprepitant 125mg hard napsu\es

Each 125 mg capsule contais 125 M of aprepant.
ach 80 mg capsule contains 80 mg of aprepitant.
Excipent with known effec
Each 125 mo capsule contains 125 i of sutose and 000026 mmel 0006 mg)ofsodum.
and 605 mg-of sed urm-

For the full s of exciplents, see section 6.1,
3 PHAIMM[IJTKAL FORM
Hard ¢
158 mgI havd  capses ae presenid a5 apaque hard gkt No 1 capsles with  ink cap an white by, printed with “125mg” on the
body with bl
The 80 mg hard capsula are presented as opaque hard gelatin No 2 capsules with a white cap and white body, printed with “80mg-” on the
bodywith black
4 QUNICAL PAmcuLAns

4.1 The ations
AN mmbmalmn ‘with other antiemetic agents,is Indicated for the prevention of acute and delayed nausea and vomiting associated
with intial and repeat

+Hhly amtogen cancer chemterspy, mdudlng high-dose cisplatin

Moderately emetogenic cancer chemother

42 Posology ant method of admiistration
INABTANT g o1 3. tof a regimen that Includ
5125 mg orall 1 hour prior Day 1) an gy in Days2
for the co-administered 5-HT3 antagonist must be consulted prior o mmannn of treamentwih NARANT,
Recommended dosing for the prevention of nausea and vomiting

'd a 5-HT3 antagonist. The recommended dose of INAPITANT

Day 1 Day2 Day3 Day4
INAPITANT 125mg 80mg 80mg none
12 mg orally smgorally | smgorally | gmgoraly

5-HT, antagonist |See the package none none none

insert for the

selected 5-HT,

antagonist for

appropriate

dosing

information.
+*Dexamethasone should be administered 30 minutes prior reatment on Day 1 and in 0 01 Days 2 through 4.
The dose of dexamethasone accounts for drug nteractions.
Recommended dosing for the prevention of nausea and vomt ted with moderately eretogenic cancer

Day 1 Day 2 Day3

INAPITANT 125mg 80mg 80mg
Dexamethasone**| 12 mg orally none none
5-HT, antagonist | See the package none none

insert for the

selected S-HT,

antagonist for

sppropriate

otomaation.

“+Dexarmethasone should be administered 30 minutes prior to chemotherapy treatrent on Day 1. The dose of dexamethasone accounts for
drug interactions.

Sec 4.3 for atiional information o the adrinistration of INAPITANT with cortcosteroids
waer o the fll prscrbingnformaton o co-admestered antemeti agn

th or without foo

No Gosage oqstment § necessr bosed on s, gender, raceorBody Mass ndex B,
No dosage adjustment is necessary for p nal patients with end stage
renal disease undergoing hemodialysis.
o dasage asment s necessry forpatnts whh ik 0 moderate hepatic s ficncy (Ckdughscore 519, Trreare o chrcldita
iin patients with severe hepatic insufficiency (Child-Pugh score >9)
43 Contraindicatio
Fypersansiviy 10 he active substance o to any of the excpintssed n secton .1
Co-administration with pimozide, terfenadine, astemizole or ciszpride (see section 4.5).
4.4 Special warnings and precautions for use

There are imited data in patients with mpairment and no data in mpairment. INAPITANT should
be used with caution In these patients (see section 5.2).
YP3AZ interaction:

INAPITANT srould be used with caution In patlents recelving concomitant orally administered active substances that are metabolised primarlly
though CYP3A4 and with @ narow therapeutic range, such as cyclosporine, tacrolimus, siolimus, everolmus, alfentanil, ergot alkaloid
derathe, fentanyl, and quinidine see secion 4.5 Addonal, concomiani dministsion wih innotecan siou be apsroached vt
particulr Gaution ¢ the combinaton mightres.l i 1122526 toxciy:

Co-aminisiration with warfarin (a CYP2CO substrate

10 patients on chronic warfarin therapy, the Intenational Normal sed Ratio (INR) should be monitored closely during treatment with INAPITANT
and for 14 days following each 3-cay course of INAPITANT (see section 4.5).

The efficacy of hormonal contraceptives may be reduced uring and for 28 days after administration of INAPITANT, Altenative non-hormonsl
back-up methods of contraception should be used during treatment with INAPITANT and for 2 months following the last dose of INAPITANT
(see section

IAPITANT copules contains suros, atiens with rre nerediany probles of fruciose intoleance, glcose-glaciose malssorpion o
sucrase-isomaltase insufficiency should not take this medicinal produc
WAFTTANT apsdes contan sodu.This mediinal prodct cantans s than 1 emol sodlu 23 ma) per capule, that s to sy essentoly

forms of interactio
et & ate s mdaina ot 3 5 ke af CYFSAL Aprepant s ds an nducer of CYP2CS. Duing estment wih
INAPITANT, CYP3A4 is inhibited. After the end of treatment, aprepitant cause a transient mild induction of CYP2C8, CYP3A4 and glucuronida-

f apre nwan
CYP3A4 inhibitior
s mrdrate IO of CYP3A4,apreptant can increase plasma concentrations of co-acinistered active substances that are metaboliset
roush CYPRAL The ol orpeu of ol scmriieted CYPSAL subtas oy ncese up o asproxmaily Siod suing e Sy

10 be smallr. NARTANT Tust 1ot be wead concurently wih pimosce, tefenacine, statizol, o Ciapride (e secton 4.3 hiion of
CYP3Ad by aprepitant could result in elevated plasma concentratians of these active substances, causing serious of lfe-threatening
reactons. Caon s adsed durng concomiant adminsiation of INAPTTANT and orally administered actie substance that s metabolsed
rimarly Urouh CYP3AL and wih 3 naron herapeatc range,such a5 lesporne, tscrolmus, srebmus, everolmus, alfentan, dergote-
mine, ergotamine, fentanyl, and Guinidine (see section 4.4).

Corticosteroids
pamethasone: T usual aal desametrssone dose oul be reduced by spproxmatly 50 % e o v AT
Aplepnam when given as a regimen of 125 mg a5 20 i, when given as

 wih decamethasone co- oA rly 5 8 o 52 Doyt 2 Troush & meesked 1 ALC of Geartiasone YA
Sukysm\e Z 2-fol
Methyprednisoone: The usual \nuavenous\y administered duced

25 %, and the usuel oral
reptnt when gien o ¢ egine
of 125 mg on Day 1 and 80 mg/day on Days S coeed e AUC of meyorean-clone. § CYPIAG oot on Day 1 and
by 2:-fokd on Day 3 when methypredrsolone was coradmintered ntavenously s 125 mg on Day 1 and orllyas 40 mg on Days 2 an
Durng continuaus teamert 1 ethylpredisolone may decrease at later time points within 2 weeks
following inftiation of the Gl To e dacr e of spreprant on CYRSAR, i, cfec may b cxpecied 1 b mere
pronounced for orally aum:mstemﬂ methylpledmso\ene
Chemotheraeutic medicin
prepnan, uhen given s regien of 125 mg on Day 1 and 80 mg/ay on Days 2 and 3, did ot nfluence the pharmacckinetics of docetasel
administered ntraverously on Day 1 or vinorelbine administered ntravenously on Day 1 or Day 8. Because the effect of aprepitant on the

rmacokinetics of orally administered CYP3AZ substrates s greater than the effect of aprepitant on the pharmacokineics of intravenously
sdmiltred CYP3A4substrtes, an nteracton wit oraly adinstered chemotherapeutc mediial producs metabolsed pimarly o party

. etoposide, vinorelbine) ca luded. Caution s advised and additional monitoring maybe appropriate in patien
le(elvmg medicial products metsbolzed piimarly o parly oy CPIAA (ee soction 4.4) Posemarketng events of neurotonry, & potental
reaction of ffosfamide, have been reported after aprepitant and Ifosfamide co-administration.
ost
Durngthe 3-day CRY reginen,a transnt mocerate nrase folondby 2
{e- rdosporne, tacolmus, everolmus and siolimus) s expeced. Gen the short duadon ol e 3-day regimen and te e

ot e changes In exposure, dose reduction of the ring the 3 days
it NAPTAN

e pmemm effects of increased olasa concentation of midazolam or athe benzodazepines metabolsed va CYP3AL (prazohm,
r these medicinalproducts with INAPITAN

Aprepitant increased the AUC of midazolam, a sensitive CYP3Ad substrate, 2. n Day 1 i3 340k on Day 5, when a single oral dose

of 2 mg midezolam was co-administered on Days 1 and 5 of a fegimen of aprep\lanl 125 on bay 1 and 80 myasy o Doys 210 5

Induction

As a mild inducer of CYP2C9, CYP3A4 and glucuronidation, aprepitant can decrease plasma concentrations of substrates elminated by these

foutes within two weeks following intation of treatment. This effect may becore apparent only after the end of a 3~y treatment with

INAPITANT. For CYP2C9 and CYP3AA substrates the nduction i transient with a maxi er 3-5 days after the end of the

INAPITANT 3-day treatment, The effect s maintained for a few days, there after slowly declines and is dinically Insignificant by two weeks after

the end of INAPITANT treatment. Mild induction of glucuronidation is alo seen with 80 mg oral aprepitant given for 7 days. Data are lacking

tegaring effects on CYP2CE and CYP2C19. Caion s acised when warltn, acenocoumarcl tolhuaric, phenyton or other active

sudstances that are know

metabolised by CYP2C e admiistere durng s ime period.

In ptients o chrarc warfar thrapy. the prothvombintime (NR) shwld be moniored closely duting restment with NARITANT and for 2
ek flloning each -y course of NAFTANT fo cherrothrapyinduced nacses nd vartng e secion 4.
Tolbutar
Torepin shen given as 125 mg on Day 1 and 80 mgiday on Days 2 and 3, decreased the AUC of tolbutamide (2 CYP2C9 substrate) by 23
% on Day 4, 28 % on Day 8, and 15 % on Day 15, when a single dose of tolbutamide 500 mg was administered oraly prior to the administra-
ton of the 3-day regimen of aprepitant and on Days 4, 8, &nd 15.
rmonal contraceptives
The efficacy of hormonal contraceptives may be reduced during and for 28 days after administration of INAPITANT. Altenative non-hormonal
back-up methods of contraception shoukl be used during treatment with INAPITANT and for 2 months following the last dose of INAPITANT.
HT3 anta
Aprepitant did not have dlinically important effects on the pharmacokinetics of ondansetron, granisetran, or hydrodolasetron (the active
metabolite of dolasetron)

Effect of orher medicinal products on the pharmzcokinerics of aprepitant

Concomitant agrministration of INAPITANT with active substances that Inhibit CYP3A4 activty (e.0.ketoconazole, traconazole, voriconezole,

possconazle, atiromycin, elitvomyc, nfazodone and protease o) shouls be approaches cautoush. a the combaration i
expected to result in severakfold increased plasma concentrations of aprepitant (see section

Concomitant aﬁmm\walmn ST NAFTAT Wi acte SubSanees i 1ona o CYFIAY Rty e fampicn, pheryton, carbamaze

pine, phencoartal)oulbe voidd o e comtination resus i recuctions ofthe plesma concentaions of preatant s moy resuf n

decreased efficacy o A

Concomiant o evsraton af KAPTANT it hrbol

Ketoc:

Wihen a ngle 125 g doseof preptant was adminisered on Day  of & 10-Gy regimen of 400 gy of ketoconazole,  trong CYP3A

inhibitor, the AUC of aprepitant increased approximately S-fold and the mean terminal hal-ife of aprepitant increased approximately 3-fold.

st. John's Wort s not

ton. Apregitant docs ot seem o Interactwi the -glcoprten tansparter, 5 suggested b the ack ofnerecton of speplant wthcigoun.
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Fifampicin
When a single 375 mg dose of aprepitant was administered on Day 9 of a 14-day regimen of 600 mg/day of rifampicin, a strong CYP3AG
inducer, the AUC of aprepitant decreased 91 % and the mean terminal halflife cecreased 68%.
Pacdiatric population
Interaction stucies have only been performed in adults.
4.6 Pregnancy and lactation
Contraception in males and fern:
The eficacy of hormonel contregepties may b reduced during an for 28 days ster APITANT.
back-up methods of contraception should be used during treatment with INAPTANT and for 2 onine iuuuwmg et o o AT
(see seetons . a4 5).
Preg
T borentialfor reproclctive oty of spreptant o not been fully charactrzed. The patetial effects o reproduction of alteratins in
neurokinin regulation are unknown. INAPTANT should not be used during pregnancy unless clearly necessary.
reast-feediin
It s not known whether aprepitant is excreted in human milk; therefore, brezst-feeding is not recommended cluring treatment with INAPITANT.
rilty

e potenia o fects of apreptanton ey s nt ben fulcharactres.
ty to

drive a
TARTANT, may e o s o e i ity to diive,eyce and use machines, Dizziness and fatiu may oceur following adminitraton
of INAPITA

5 S Etfects
Adverse Reactions
dass
Common Uncommon Rare Not known
Infection and candidiasis,
i i staphylococcal
infection
Blood and the anemia, febrile
ymphatic ystem a.
Immune system Hypersensitivit
disorders reactions induding
anaphylacti
reactions
Metabolism and decreased appetite polydipsia
nutrition disorders
Psychiatric disorders anxiety disorientation,
euphoric mood
Nervous system disorders | headache dizziness, cognitive disorder,
somnolence argy, dysgeusia
Eye disorders conjunctivitis
Ear and labyrinth tinnitus
disorders
Cardiac disorders palpitations bradycardia,
cardiovascular
disorder
Vascular disorders hot flush/ flushing
Respiratory, thoracic and | hiccups cropharyngeal pin.
mediastinal disorders sneezing,
Somas dr
throat iritation
inal dis constipat ctati 3. foces hard.duodenal
lyspepsia troesophageal | ulcer perforation,
Beu disease; neuttonenk colitls,
vomiting+, s,
abdomina pain, bdominal
iy mouth,fatuence| dstension
Skin and subcutaneous rash, acne photosensiivity | prurtus, urticaria
tissue disorders
seygerhvdmsls
fesion, rash prurii
johnson
toxic
epidermal necrolysis
Musculoskeletal and pasms,
connective tissue muscular weakness
disorders
Renal and urinary dysuria pollakiuria
disorders

General disordersand | fatigue asthenia, malaise | oedema, chest
administration discomfort,
site conditions gait disturbance

Investigations AT ASTincroased, urine outy
increased blood alkaline’ crsaaed. v plood
phosphatase ellsurine positve,
increased blood sodi
decreased,
‘weight decreased,
gl
neu
decreased
+ Nausea an P the first 5 days of reactions only
ereter
I+l v of overdose, INAPIANT snould b treatment and 9 be provided. Because of
e antemetic acily of preptant emests iduced by > e oot oy et e heche
Apreplant cannct b removed by Haemodlalys.
L PHARMAC

Aoreptant s 2 eecthe high ity antagonit at human sustance P neurckin 1 (NK1) receptors, Counter-scrsening assas showed that
spreptant wes g esst 300010l selective cptor over other enzyme, transporter, ion channel and receptor stes including the
doparmine and serotonin receptors that are largets for existing chemotherapy induced nausea and vomiting (CINV) and postoperative nausea
Colvoming PO ey

max) of aprepitant
Ceeumed s appronmately & outs (st O smincinuon of e Camte i Sondard s dinically meannoful effect on
the boavalabilty of sprepant,

macokinetics of apreprtant are noninear across the clinical dose range. In healthy young aduls, the increase in AUCO-e was 26%
greater man dose proportional between 80 mg and 125 mg single doses administered In the fed state.
Distriutior
‘Aprepfant s greate than 95% bound to plasma protels. The.
mately 66 L in humans.
Metaboism
Aprepitant unds bolsm. In i 24% of the radioactivty in plasma
over 72 hours folowing a sngle o1l 300 g o of [|4<1-apremam indicating a substantial presence of metabolites n the plasma. Seven

ftes of aprepita, which are only weakly active, have been identified in human plasra. s of aprepitant occurs largely via

oxidation at the marpholine ring and ts side chains, Asprepitant Is metabolized primarlly by CYP3Ad with minor metabolism by CYP1A2 and
€YP2C19, and no metabolism by CYP2D6, CYP2CS, or CYP2ET.

lume of distribution at 3

Elimination
Apreptant s cminted pmanly by metabols apreatant s 1t el excrete.
The appare aprepitant ranged mLimin. The apparent tife ranged from approx-

mateh'310 13 hous.
Characteristcs in Patients

ender
No dosage acjustment for aprepitant s necessary based on gender,
Elderly

No dosage adjustment for aprepitant is necessary in elderly patients.

scdlati
The pharmacokinetics o aprepitant hve not been eveluated n patients below 18 years of age.
Face

No dosage adjustment for aprepitant is necessary based on race.

Booy Mass Index (BMI)

Body Mass Index (BMI) had o clinically meaningful effect on the pharmacokinetics of aprepitant,

Hepatic Insufficiency

Aprepitant was well tolerated in patients with mild to moderate hepatic insufficiency. No dosage adjustrent for aprepitant is necessary in

patents with mild to moderate hepatic insufficiency.

There are no clincal or pharmacokinetic data in patients with severe hepatic insufficiency (Child-Pugh score 9).

Renal Insufficient

No dosage adustment for apepiant s ncessryfo patents withseere renal nsufcency o fo paents with ESRD undergoing hemodatt.
IARMACEUTICAL PARTICULARS

Hypremellnse 370, Foloamer 407, Purfied Water,Sucrose, Celblos (nicrocrysialng), Gelatn, Sodium lurlulfte, Thanium dioxde (171,
€177891) and Black Printing Ink

e 125mg capsules also contaln Iron oxide Red (£172, C1 77491)

2 shelf-fife

fefr Lo outer caron
3 Spedal recautions for storage
Sre o
ure and contents of continer
INAPITANT is packaged as a tri-pack containing 1 capsule of inApitant Aprepitant 125mg hard capsules and 2 capsules of inpitant Aprepitarnt
E0mo hard capses.
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