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2 DOSAGE AND ADMINISTRATION

2.1 Prevention of Nausea and Vomiting Associated with HEC and MEC in
Aduk Patients
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Table 1Recommanded Adult Dosing for the revention

o2 and
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Day 1 Day2 Day3 baya
150 mg nrovenousy
Fosapreptant for
Fosapre over 2010 30 mnies none none none.
Demethasone”  12mgoraly 579 Sragal  Smocnl
See soctad 5.
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Table 2 Recommended Adult Dosing for the Prevention of Nausea and
Vomiting Associated with MEC

bay 1
Fosapreprant for 150 mg ntravenously over 20 to 30 minutes
riecton
Dexamethasans 12 mg oraly
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2.3 Preparation of Fosaprepitant for Injection
Table 5
Preparation Instructions for Fosaprepitant for Injection (150 mg)
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3 DOSAGE FORMS AND STRENGTHS
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4 CONTRAINDICATIONS
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o have
(52)
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5 WARNINGS AND PRECAUTIONS
5.1 Clinicaly Significant CYP3A4 Drug Interacti
Sapreptant, 3 prodrug of sorepant, = 3 weak ihtor of CYP3A4, and spreptant &
2 S bt ang ece o Cirses
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= Useof fosapreptant
WEh St79ng CYP3AB Inducers (.9, rfampin) may result i areducton in sreptant plasma,
Concentratons and decressed ifkacy of fossmmepeant

See Ttk 7ond T or g ofpatenay srdcnt g erctons see
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5.2 Hypersensitivity Reactions
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Monitor patents durng and aftr nfusion If hypersenskity rexc
oo he e ad admiste 3ropTate madkal eray. Do ok enite

Contranalcationt (4).

5.3 Infusion Site Reactions
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6 ADVERSE REACTIONS
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6.1 Clmical Triaks Experience
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7 DRUG INTERACTIONS
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Drugs
o & converted
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Some Substates of CYP3A4 are contrandated wi fosapreptant  see
P304 and OV
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Table 7
Effects of Fosaprepitant/Aprepitant on the Pharmacokinetics of Other Drugs

cYP3Adsubstrates

Pimozie

Clteaimpact  Increasea pimozide exposure

Interventon _ Fosapreptant & contrandcate [see Contraidications (4.

Benzodazephes

Ginkaimpact ncrssed expesure o i or v bemsodszepnes
etaboces v CYP3A4 (aprzolm o) may bcress te
of sdverse reactons [see Cnical Pharmacobogy (123

Interventon  Viontor for enzodzepine-related adverse resctions.

Dexametha

Cloicalimpact | Increased  dexamethasone  exposure sce Cinial Pharmacology
1251

Interventon Récace the dose of ol dexamethasane by approximately 50% (see
Dosage and Adminiraton (2.1

ethyprednisobne
Cimealimpact - Increased methybredrisolone exposure [sce Cial Phormacology
123),

Intervention  Reduce the dose of oral methylredisolone by approximatey 5
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Of adverse reactons see Cincal Pharmacoigy (123
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Mantor for chemotherapeuticreated adversereactons.
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Hormonal Contraceptives

Ginkaimpact  Decressed hormoral xpesre durng samnstrtn of and o 28
daye afer imisiratan of the Bet dose of fosspreptant (see
Hamngeand »mum; (5.5 Use n Specic Popultions (8.3, and
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Exompies G Contol s, sk patchs, mplant, and certa 1UDs

€YP2co substrates
Wartarn

Cimialmpact
[see Warnings and Precautons (5.9, Cincal Pharmacology (12 3.

eenton it ook vy et or e o
e ) the -wek i, oot 010 s o
adminstraton of fosapreptant wEh each chemotherapy

H »m Atogonsts
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Interventon o dosage adjstment needed
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7.2 Effect of Other Drugs on the Pharmacokinetics of
Fosaprepitant/Aprepitant
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Thereare insufficent data o use of fosapreptant
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8.2 Lactation
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Lactation

8.3 Females and Males of Reproductive Potential
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Pediatric Use
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10 OVERDOSAGE.
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12 CLINICAL PHARMACOLOGY.

12.1 Machanism of Action
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12.2 Pharmacodynamics
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12.3 Pharmacokinetics

Apceoont after Fosapreptant admokraton
Folowng aaminraton of  snge intravenous 150-mo dose of fosapreptant, 3
prodrig

can AUCo . of apreptant was 37,4 (+14 8cg-nrimi and the mean masimal

L) et
Compltn of mfusin
Dtzhuon

dstribution ¢ Steady state (Vd..) was approximately 70 L n humans.

n
Eiminaton.
Tctaolm
wer
e
accurn mmu oo tesies nsddtiono e ver
Apreptant extensive metabolsm. n utro sud i

erprome g and s S chars. o mekabaim by CiF2D6, CYF2CH, o CP2E1 was
e

i pasma over 72 hours Tolowig a snie ral 300-mg dose of 14C} apreptart.
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesi, Impairment of Fertiy
o



Tmeefor 2
iy
rats) or ks than (male Fats) the

azsto The hghest

1509 s
Gose prod
e Do 150 g Tt vt et ctucad s Teossiars

iy

ta

mutageness est. on
{CHO) cel chromosome. sberraton 15t and the mouse mironucios (et

impatment of Fectity
Fosapreptant, when admistered ftravenousl, s rapily converted to prepiant Inthe fetity
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14 CLNICAL STUDIES
16,1 Provention of Nausea and Vomiting Associated with HEC in Adults
Inarandomid. porse coubiein,sctve:

o ortsoreptnt reamen e 175 i e 5 HEC repmen s
ocludes Copury 70 mome) At paets i bth roups receies
examethasone and ondanseiron (see Tabe
w iy

il and 33 56 years.

‘Tabla 11 Treatment Regimens in Adul HEC Triat*
bayl  Dayz Day3  Days

Fosapreptant Regimen

150mg
ntrovenously
over 201
30 minutes
Fosapraprant
sapreptan spproimatey none  none  none
for mctor g4
minutes prir
to
chemotherany
8 mo
oral 8 mg twce.
Goxomethasonet 12 M0 8mg wee ° TG
aaiy
Ondanseon  Ondansetont none  none  none
OralApreptant. Regimen
Apreptant apsues 125 mg 80 mg  80mg  rone
8mo
Oralderametnasondt 12 mg  mg 8 mo
Ondansevon  Ondansetront none  none rone
hroua
S and the s mg

EOndansetron 33 mg niravenous was used 1 the cinkalt7a af fozepreprant
e & no bnoy

recommended doce

4 he 12 mg dos
e 8 g hee By B o Dape roui e s dosage LA
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Tabe 12 ercen o Aduk patents Recebing C
Responding by Treatment Group and Phass — Cycle 1
ENDPOINTS  Fosaprepitant  Oral Apropiant  Difference’
foriniection " Regimen 1" (95% i)
[oEs ety
w? ua-r %

PRINARY ENDPOINT

Complete Responset

04
Overals e 723 4135
SECONDARY ENDPOINTS.
Complete Response!
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Overalt 28 e 53201
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et Nuriner uﬂnslm Tor Gender

Com o e esue oy

S e T30 s Bk s o creotn
250 120 hours

14.2 Prevention of Nausea and Vomiting Associated with MEC in Aduls
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Trestmant Regimans in Aduk MEC Triah

oay1 oayz pay3
Fosapreptant Regimen
Foserepan o it 150 mg oy none none.

201 30 m

aanrayimaxs, 30 mmm

o e
OralDexamethasane! none none.
OralOndansetront o mator Sdoses Hone none.
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OralDexomethacone 20mg rone none
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