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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

oy (HE)

i
emetogenic cancer chemotherapy (MEC).

« Fosapraptant for inecton has not been studied or the reatment f etablshed
navsen ond varting

2 DOSAGE AND ADMINISTRATION

vention of Nausea and Vomiting Associated with HEC and MEC in
Rduk Pationts

it for
T togonTor e prventanof ataes nd vomeng sssodte i mnwm
of HEC ot NEC ' I Tabe 1 or Tale 2, respacively. Adminster
Todareptant i ket 2 an ranous LS 1 Doy 1 v 20 fo 30 mtes

50 minutes, pror

Table 1Recommended Adult Dosing for the Provention of Nausea and
Vomiting Associatad with HEC

Day2 Day3 oaya
et for e mone  none  nane
iec

smgoraly 8 mgoraly

methasone” ora emg

Deramet 2mooraly o icedal  twee daly
See sekcted s
T, antaganit

5T, antaganistpreserbing mormaton none  none none
o tne recommendd
dosag

and
£ mormng o Deys 2 hrough & A odmistr examathason e mnmqs o
Days 330 4 A 0% dosage reduction of Gexametnasone on Days 1 a

Jecton [see
Cinica Pavmacoloay (12,

rablo 2 Recommended Adult Dosing for the Prevention of Nausea and
Vomking Associted wit MEC

Day 1

Fosapreprant for 150 mg Aravenously over 20 o 30 minutes

riecton

Dexamethasor 12 mg oraly

STTsantagonst  See seected 5 HT; antagonit prescrbing nformaton for the
Fecommented sosage

K o 1A

ey

22 and Vomiting MECin
Fedatric Patiants

‘Therecommended pedatri dosage regmens of fosaprepiant for necton t be
HT3 antagorist, it

rEiEon f s nd o ssacoted i iy oon of sl o oty

Erothaany regmen of HEC o VEC, are shawn  Tabi 3 nd 4 S0gi

R PR S S 1o o o dovs.
Eosaoreptont

e attswesing o kst 49 reccvng s oy HEC o M,
Tosaprepkant for recton may be samisterad

Cathcter on D3y 1. 3¢ shown i Tabk 3 o

35 on nirbvenous usion oG a Conralvenous catheteron Oay 1 310

ok
dmistr osspreptant for o on 0oy 1 aver 30 miutes (12 yers 17 )
Somtes b hemotraan:

Fosaprepitant for Injection Singie Dose Regimen for the Prevention of
Nausaa and Vomiing Asseciated with Sle- Doy Regimens of HEC or MEC in
fatric Patients 6 Months* to 17 Year

brug age Regimen
Fosspreptant for 12 ears to 17 Years 150 mg ntravencusly over
ecdon 30 mites.
2ewstplss a1z 4 ik (marimum dose 150 o)
Yeors Firavenously ove 60 miutes
6Monins tokess than 5 maikg (maximum dose 150 mg)
e travenously over 60 mutes

Dexsmanasonet 6 onirs o 17 Yers. 1o cortzotarc
mmm camntar 30% o e
recommended corcos i Days 1
s

SHTsanogenst Monts 01716 e sctes T rons s
formaton for he recammended dos

7 Dosig npeatc patnts s than 649 & not recommenced

Regmens

administer fosapreptant for njcton on Days 1. 2, and 3. Adinster Vosapvepﬂmnav

Spreptantcopuies o osapreptant o 73 suspensn on Doys S end a5 shownin
Tebie.

prep Jecton over years) or 60

IS prio 1o chemotheray.
T

S omking Aasachted weh Shgk or mum-ay Regmans of NEC or MEC
edintric Patients 6 Months" to 17 Year

age of
Pedatric Doyl Day2 oay3
Population

rossorepanc

for

ns
12 yers o
8 mvavmuw ey g0 oy
YRS oSG minates eotant  (aprepeant
S capaties)!

travenouy
& months to_over 50 mtes
5 2 makgoraly 2 maikg
2 imum dose (Fesapreptant or (Fosspreptant for
UM ol suspension) orel suspenson)®



S (maximumdose  (maximum dose.
80mg) 50 ma)

examethasons! § months to I cortkasterai, such 3 dexamethasone, &
T7years | adminitered,adminster Sn'harmeremmmnueﬂ
Cortcostarou dose on Days 1 tho

17 years Tor the recommended aassoe

+Dosng i podaurc ptnts ks 5 ecommend
Farset 12 yers 01 yars ol sl ol capsdes ospretant o
o stigarsion i be e el on Doys

xcloshity G, S iy product ot Bbeted weh tha formaton

2.3 Preparation of Fosaprepitant for injection

Table 5

sl sty et s L 0% Sour Crosecton, U et the vl

TS he vl ik ardr 10 Brevnk fring: St L ety
Aok Shakng and fetg 0.9% Sodum Chorae njcton, US? o
thevai

s Asestcaly prepare sn mfuson bag fed wen 145 mL of
09% Sodum Criorde nictn, U5?.

steo3 Aseptcaly wilngraw the entre volume from the val and transter 1t
10 ne”bton 530 Connng 45 i o 055 Sodkn Chre
jection, USP to yad atotal vome of 150 miand 3
Concemtotionot 1 ma/mL .

s Genty mvert the bag 2 o 3 times

s e the vbme o be simitrd o 1 prepredfvsion
ag, based on the recommended dos 124 Acmiiraton
21,22
ke
The entre volume of the prepared nfusion bag (150 mL) should be.
admingtered
atatrcs
' pateris 12 years and oker, the volume to be admistered s
cakuioted a5 folows:
 Volameto sdminstr () auss e ecommendd dose ()
in & monins to less than 12 years, the voume (o be
aammmq et ax folows
o admester ()

ecommended dose (maka) x weght
"

Adminstraton 221
I pedatrc patients, the entee volume n the nfusion bag may not be.
requres.

i dose (see Dosage and

Swos i recessary. o vobmes s tan 150 i e coktedvome cn
se vrres o, an sporoprte see bap o Synge oer 1o
st oy i

1 Before_adminstraton, nspect the bag for_partcube
s Gicoraion. Deca e o0 £ peecine sher Sscoivanan
e ob

negnt

reconstru
ity

necton
& incompatie wih any sotions contaning dalent catons (€., a2+, Mg2+),
inclding Lactated Ringer's Sokicon and Hartmanns Sokton.

Storage

{3t or beow 25°C (77°F)) Decard unused porcon

3 DOSAGE FORMS AND STRENGTHS

Fossreptnt o ecen: 130 ospretan, e 0 ff e coke o powde
o o reconsttutor

4 CONTRAINDICATIONS
Fosapreptants contraind

jcatea
«who are hypersensiive o any xnmpo»enl st e prosuct oersrsay
have

< Canyponose A P oy

o 02 Gl whch s 5 CYo3sd st ool <ousn it o e

s e oo andPrekovions B

5 WARNINGS AND PRECAUTIONS

e o orepant iyt st e CIP 3 e may s
cresed Bbsma concenration of e Concomant
+ Use of pmozde wih fosaprer
& Confamkoted tue t e PEK o skanty cressed pasma Concentratons
o ez, sty ey orogrgton ot OT
rserescion of prorie e Contrandcatons (41
« useor

to fosaprepiant

e Table 7 and Table for a stg of patentaly Sgnfcant dug nteractons [see
rug interactions (7.1.7.2).

5.2 Hypersensitiviy Reactions

orsoon frisin b Toapesant et et Sympion: kg s
s [ see.

arythema, dys trenson and syncope have b
Reactons £
ot patents during and after nfusion.f nypersensiity reactons occur,

Cantrandicationt (]

5.3 Infusion Site Reactions

1)) e majrey o i

osarepnt o ncton nd 5o cses,eacions berssed for L woeks o

eventor
s musnn of fosapreptant for nection o smal veins o through a utterfly

meiter approprte medcalrestmen.

5.4 Dacrease in INR with Concomitant Warfarin

Hontor el i Dttrte o chron wata theapy b te
iy 7 10 ey folowh WeStBn o fosspreptant

Wi < chemotherepy e 1 D13 nteracions 7).

5.5 Risk of Reduced Efficacy of Hormonal Contraceptives

Upon preotant,the efficacy of
aton of and or 20

ot or back up methods of Contraceplon durng reatment whn fosapreptant
30 for 1 monih Tolowng aaminraton of fosapreptant(se¢

Drug interactons 7.,

se inSpecitc Popuitions (8.3

6 ADVERSE REACTIONS

Juiis
< ypersenstiyReactons e Warnngs and Pecautions (5]
& I ision See Reacrons (¢ warmngs snd Precastons (5]
6.1 Clnical Trias Experiance

Because cincal tiss are conducted under wldly vrying condtons, adverse

ates n the cinkal e
of snather drug and may not reflect th rates observed ncical practce
Jection

20k and peditrc patenis.
Advers

the revention o
MEC
o7 e
most cammon sduerse reactons are Isted n Took o
Mech
Fosaprepitant Ondansetron and
njection, Ml(m, deamathone’
‘and dexamethaso
N-308)
atue 15 5%
Garthes 1% fitd
nestzopenia % 23
ey % 3%
ol e
meﬂn\ neuropatny 3% e
e e %
e % 0
UPnary e pfectin 2% %
pan i extremky £ %
3 oreatr ncaence than standrd terapy.
? osapreptant smegumine regmen
#5tandard therapy
fuson s .
(02% 0.0%) o
06%, 00%)
therapy.respociuey
A

HEC
i an actie-control clncal tudy i patients receiving HEC, safety was evaliated for
Tieg

ora apreptant s 1), e
i

s G
apreptant group (0.5%). The folowng aodtona nfusion ste resctions sccurrad nthe
HEC sty and were not reported i the MEC study described above: mfushr-ste
eryihema (0.5%,0.1%). fuslon-5t prurtus (0.3% 0,0%), nd nfus k-5t nduration
{02%, 015

respectiey.

‘o tausen and Vomilng Axsacoteq wER HEC or MEC.
Singk Dose fosapreptant fo Inecton Regman

w017 e

e
il detomethasone T asurse escion rofevas Sl o it T oty
s

et "The most
1ol

it dimeghumine Regime
o pones 13117 o, me samvm tne 3y o tsareptan

12 yems
o5, i oty of e 3-d /oraoraosaprpkant nepmn regman was ho
gk dose o fosapreptan

Tof the 3

ing 012 years
o 350 who receied a regmen of i HEC or MEC

wihout
Gexameshasone. e aderse reacton profle n pedrE patents was S to the

Jocton Sea he
regaraing studs performed wh or3 3preptant
excissiy rights, S drug product s not beled wih tha formation.
6.2 Postmarketing Experience
Tosapreptant
‘Causal reaionsh o crug exgosure.
4w

o Fostami cassmineiratin.



7 DRUG INTERACTIONS

7.1 Effect of Fosaprepitant/Aprepitant on the Pharmacokinetics of Other
Drugs

fosaprepkant for acton ae el o Occur WEN Grugs tht Pteract WD oral preptant.

acoloay (1
‘Some Subetates of CYP3A4 are contrainicated with fosssrea

Contrandeaons () Dosogeaosiment of some PR PR subsrtes moy
o7

Effocts 05

CYP3As substrates

Firon
Cirial Impact  Increased pinczid exposure

interventon Fospreptant s conrandeatd e Contandcstons 41

Ben

oy mpact incesse exposre o mdozomor ovr evzodazepres

aboced vo CP3A4 Sprazoam. razoam) may cress he 15k

ST stvrsa rentions fee kol ramacobgy 133

Interventon  Wotorfo benzoezepie reiced sovrse reacions

Dexam

Clcal mpact | Increased dexamethasone  exposure [see Cinial Pharmacology
123

Interventon Reduce the dose of oral dexameshasane by approximely 50% see
Dosage and Adminsiration (2.3

ettypreanisobne

Clcalimpact " Increasea methypredrisaione exposure (see Cinial Pharmacoboay
123

Itervention  Redoce the dose of oral methylprechisolone by approximately 50%
o Days 1.and 2 for patiens recening HEC and on ay 1 fo patents
recoing MEC

00 o ot rcaing HEC a1 o Day 1 o ptens v

Guemterpoe St tho are metabotasd by CYP3A¢

Cineatim
rik of adversereactons see Cincal Pharmacongy (12 3]
Intervention Veibbstis, vacratng. or tostamide o7 oiner” chemotherapeste
‘agents
Wontor for chemotherapeutc.related sdverse reactons.
= Ho dosage adustment needed
Hormonal Contraceptives

Cinica impact  Decreases hormonalexposture durng admnstraton of and for 28
=t scminGtraton of the st doce of (o3aprephant (<22

Cincapamacosy (23]

Intervention Effectue ahermaie ar back-up methads of contraception (such a2
condamsond oarmeides) shouk b v durng e
{osprotan an o § ot oowng st

Exampies ol A, sk pches, I, and crtn 1UD5
€YP2Co substrates

Wartarn

il Impact  Decreased warfarn exposure and decreased prothrombin e (INR)
InterventonIn patknts on chronk warfarn hersoy. monkor the rothromain

e INR) i the 2 week period, partcuirlyat 7 o 10 Gays, folowing
dminstraton of fosapreplant Wih each chermotherapy cyce.

Cinialimpact | No change in the exposure of the S-HTs antagonist [sce Cinca

neebon, ranceon, dogseron

7.2 Effect of Other Drugs on the Pharmacokinetics of
osapropiant/Apropiant

s 2 23).
et win s e e vtrs o e of PSR4 oy st
creased or decrassed piam
Cancentratons of Sreptan respectuey, s shown i Tabe .
Table 8 Effects of Other Drugs on Pharmacokinetics of
Fosaprepkant/Aprepitant
Moderate to Strong CYP3A4 Inhibitors
Sanficanty ncreased exposure of apreptant may rcrease.
(il Impact  the ik of averce eactions associted win fosapreptant cee
Adverse Reoctions (6.1), Ciical Pharmacology (12.3).
Intervention Avoid concomtant use of fosapreptant
atacem
Examples
orazoe rsconag, neazodone. tokandomycn
U . v
Strong CYP3A4 Inducers.
antly decressed exposure of apreptant in patints
Clnica Impact  chronkaly 3king a strong CaP3AL Puce My decriass the
effcacy of fosapreptant (sce inical Pharmacobgy (12.3) )
Intervention Avoid concomkant use of osapreptant.

Exampls  rfampin, carbamazepie, phenyton

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

There are nsufficent data on use o fosapreptant

bkl orommogense o temc crg v ) oy et
5 the exposure 5 he recommended human dose (RHO) af 150 m (see Dot

o et i ek of ot b s a7 e

Dan
animaioata

In embryofetal develogment stuies inrats and rabbi, apreptant s acminstered
durng e

Goseo
Observes

s
pregnant rabbis
R RH10 0 150 . Apreptant Crosses the iacenta i ot and TabDES.

8.2 Laceation

Lactaton aprept

mothers

8.3 Females and Males of Reproductive Potential
Contracepton
Upon agminstratr
of fosapreptant, mmzxymmmnmmzms may be reduced. Advise
females of reproductve potental usng hormonalcontraccpte (0 use an effectve
ket rbock novTarmona! Contacepe ch o congoms a0
permeides) durng restment wih fosspreptant an for |

.

Pedintric Use

o o of acute.
. FECna
VEC,
Use
fosaprepkant for pons Sifcacy.
17 years.
17 years.

Flormaton for

patiens [see Dosage and Adminstraton (22), Adverse Reactions (6.1), Chcal
Phamacobgy (125

fosaprep o of nausea
i

han'® months of age.

ot functon. or larning and mamory were observed  rat.

numan)-

hypertrophy of

y wss 350

) devclopment.
1000

Postnatal Day S8 (approximaely &quvaent t 3 15 yea o human Shght changes
the onset of Sexual maturation were observed i feole and mole ot however, here

Tinctin, mator functon. and aning and mermory.

e LLC's EMEND
1T merketn
xclusiy rGhe, S ar product  not beted weh tha formaton.

8.5 Gerlatric Use
O the 1645 agutt concer patints treaed whh ntravenous fosaprepkant 1 HEC and
7 75 and over

n general,
Tor cardoc

023

8.6 Patients with Hopatic Impairment

mpaitment were

simior 10 those of for
Fesctons

{hesepotent oy e worranted when fsapratanc
& adminstercd [sce Cincal Pharmocoiay (123) ]

10 OvERDOSAGE.

Thereis
apreprant

fosapreptant, drug-nduced emesis may ot be effectie n cases of fosapreptant
overdoinge
Apreptant & not removed by hemadlys.

11 DESCRIPTION

sapreptant fornecton s  serie. ophized ormulation containing fosasreprant
dmagambes podtogof e Yoo P/nmvnkmn T receor
SR (28,351 211135 belribbrametyIonery nanyL3. (4 Fuarapneny -

€21) 5ot
1t molecuar formu s 73 Haz Fr Ny O P » 2(C7 Hiz O3 ) and s structural
Tormu &

Fosapreptant dimeghumine i 2 whte whie powder
OO 1004 T3 ey ok n vt 3900k RN oowe s

Contans 2453 g of oot ameduine st o 30t

mg)-lactose anhydrous (375 mg), paysorbate 80 (75 m), sodkum
aronos sndloy Ryaiocnere ack ot o saRBEen)

12 CLINICAL PHARMACOLOGY.

12.1 Mechanism of Action

apreprant

Apreptant s a selectue igh-

)
Itk of 10 ity for serctonn (5-HT3), doparmine, and cortcostera



receptors, thtrges of existng theapes. for chemoiheropy duced. nouseo

9 (CINV). Aprepant as been ot to it
e b e chamoe e SIS, S0k 2 Copn v
Conral actions Anal and human Poskion Emesion Tormogiaphy (PET)

Siudies Wih spreptant Have Sfown that It crosses the Bood brain Larrer
e bran A Tacetar:, Aramat it hman Shehes hav gnowr at Sprepta.

Cplatin-nouced emess.

12.2 Pharmacodynamics

m ¥

12.3 Pharmacokinetics

Apcetant after fosapreptant Admostratin

Folowng adminiraion of  sng izavenous 150.mg dose of osapreptant,

O of spreptan aminere 2 .20 e s o et St e
o U o eont s 57412113 g e e e el

completn of nfuson

Aprepan s reser tnan 9% bound t psmaprteln. Th mean oppren vohme of
St ot steady sate (Vdse) was approximatey 101 i

Eimton

Fosareptant s onveted o spretant i iro ncubations v uman s

daney,
Drg o T, R appcas S e comuesin o (osae ot orephan can
occur n mulie extiahepatic isties  addfion 1 the ver.

et indersos erse s I o s g s e
mcrosomes ot aoreptnt S meabaed rmary by P3G i i

rorahain 1 ad £ S chans. o ks by EYR206. CIP2CH,or CYP2EL was
e,

the radoactity
i pasima over 72 hours folawng a sngle oral 00-mg dose o 14Ckapreptant.

apreptant, which are nly weakly acthe, have been dentiied in human plasime.
Excreeon

heatiy SUbjects 57% of the radoacty was ecovered n urine and 4%  feces.
™

‘opparent termnal hall e ranged from approximately 3t 13 nours.
i bopuiton:

Age: Gertne: Poputaton

125 20mg
nce iy Baye 3 rou . o AUy s o rep e Lk e 1 Oy 3
arasegperon 'S esr (5 yrs an i el younge: ke The
e iher on Doy 1 and 24% higher on Day 5 eery reaie (o yourger

Fopuitions 8.5
ge: pedistrc Popultion

12
i3 ook 5,

the end o Day 1 (C2o), D2y 2 (Ca) 3 Day 3 (Cr3)
Table 9
Systemic Exposures of Aprepitant for Single Dose Fosaprepitant for Injection
Regimen in Podiatrc Pationts
Popuston gk Dose. Geometric ean
o
sapreptar

my m}e(lwm AUC g0 Cu o Cw G
e (negHHmL (B (megimt) (il (megimt)

Yol 150mg 294 34 07w N0
6 vears to ks »2 36 o7 02 oos
Bhan12Yesrs 4 mglkg

2 vears to ks w2 31 os o1 o
than

B Yeurs

GMonnsto Smgkg 327 33 o4

fess han 2 N o

parameter value of terest

below theimtaton of auantsaton
Day VA

Tale 10, mcudng AU
ltmny By T concantanons ko and of Oy 3 oy Do 3 (e 5oy 3

Systemi Exposures of Aprepkant for 3-Day IV/OralOral Regimen in Podtrc
Patients

Popuition 30m Dose Geometrc tean

someptant AUC 300, Cras
TOTSRSaR, (R B (B () (migimt)

Ly lsssome 180 30 04 02 Nl
17 Years

Bersto 37 27 o5 03 03
sstn 322 makg

i Day 1, Oralan Day 2 and Oralon Day 3

wz ok Estmaed. The geometic mean cou notbe estmated due (o vakes beng
low the imtaton o GusALF<ate

Pocma concantiatons ot fssprepian re negioble wihin 15 - 30 mintesafter the

Compltion of the mfusin b pedir patknts

sex
Foloung i 375
ma,the AU 17% hgher

ana

{feprarmasakinrcs of et

Racereun
Folowng ora 75
o he Ao Gt S SOty 395 155 ERGT P Spancs 5

e AUCo 24 and Coac i Asins
55 Compared To Cacasans. Ther was 1o Erence » ALUCo 1 Of Cr DEtWEEN

v

e
Renatm

shwbhomﬂora\auseo! apreptant was admnstered to patents wih severe renal
Simen cresiins ceance s tan 0 m 73 md s masred b 2 e

requihg hemodohsk.

i, the AUC.. of tota s
it f

nce areate e by
method). I patents Wi ESRD undergaing nemodiyse, the AUCy - of ot apreptant
32

the AUC

Wih ety sUbjecs Hemoclas conducted 4 or 43 hours aftr Gy ho no
SianFicant St on the pharmacoknes of prepran, ess than 025 of the Gose was
Tetovered

Hepati Impatment

Tond 80 mg

nce daty on :
£0.6), e AUUCy s of apreptant was 11% lwe on Day 1 and 36% lwer on Day 3. 32

Repatic mparment (Chi-Pugh core 7 0 0, the AUy O Soreprant was 1
Haner on by 1% rghron Doy . comgred i sty ibect S e

uaaymmmusw,
For svery &

anaT0% B o st thenayse ared 1o 18 kg (6 36 kg T
hande’s ot consina cnealy meann

Fosoreptan guen 352 sl 150w dose s wesk By of CP3Ad, wih o
vence of mhibkon o Adueton of CYPIAs abserved o sk hbEon of
P orias o3 s s o itk of ottt
Apreptnt s a substrate,an nbtor, and an nducer of CYP3A4. Apraptant & also an
e o1 CYPacs

P-dycoproten tansportr.
Efetss of Fosapeeaitant Apreptant on the Pharmacanetics of Other On
P37 Subsirates

dazoom Fosapreptant 150 mo adminster a5 sngle ntravenous dose on Day 1
increased the AUCo - of mdazolam by approx mately 180kl on Day 1 and had no

Doys T 4 s D icvctons /.3

oy hcresci e XU s of devametnasone, aimnicterod oo st o
1Dy 1, 2. and 3. by 3pproximataly 210 on Days 1 and 2 fsce Dos
Singvanin (21 D htarsars 0201
cgime
Was adminstered WA niravenous methypednsoin 125 mg on Day 1 5nd oral
creasea by 1,34 10K on Doy 1 and by 2.5 1ok on Day 3 (566 Drug Interacions (7.,
emoiherapeitic gents:

Docetaxer Ina pha istered a5 2 3-day reginen
25 ngo gl a0k o Aieice e rarTmaC oG o docorg

5-day regimen
ncan Srcant segte.

Concentratons of both iyl etradil and norelhindrone werereduced by as much as
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