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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do notincludeall the information needed to use
CINVANTI® safely and effectively. See full prescribing information for
CINVANTI.

CINVANTI® (aprepitant) injectable emulsion, for intravenous use
Initial U.S. Approval: 2003

CINVANTI is a substance P/neurokinin-1 (NK;) receptor antagonist,
indicated in adults, in combination with other antiemetic agents, for the
prevention of:

e acute and delayed nausea and vomiting associated with initial and repeat
courses of highly emetogenic cancer chemotherapy (HEC) including high-
dose cisplatin as a single-dose regimen. (1)

o delayed nausea and vomiting associated with initial and repeat courses of
moderately emetogenic cancer chemotherapy (MEC) as a single-dose
regimen. (1)

e nausea and vomiting associated with initial and repeat courses of MEC as
a 3-day regimen. (1)

Limitations of Use:

CINVANTI has not been studied for treatment of established nausea and

vomiting. (1)

Recommended Dosage (2.1):

e Administer CINVANTI intravenously as an injection over 2 minutes or an
infusion over 30 minutes; complete the injection or infusion approximately
30 minutes prior to chemotherapy.

e HEC and MEC (Single-Dose Regimen): The recommended dosage in
adults is 130 mg on Day 1.

e MEC (3-Day Regimen): The recommended dosage in adults is 100 mg on
Day 1. Aprepitant capsules (80 mg) are given orally on Days 2 and 3.

e CINVANTI is part of a regimen that includes a corticosteroid and a 5-HT;
antagonist.

Preparation:
o See the full prescribing information for instructions. (2.2)

Injectable emulsion: 130 mg/18 mL (7.2 mg/mL) aprepitant in single-dose vial

©)

----------------------------- CONTRAINDICATIONS----- - o emm e oo e e e oo
e Known hypersensitivity to any component of this drug. (4, 5.2)
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e Concurrent use with pimozide. (4)

o CYP3A4 Interactions: Aprepitant is a substrate, weak-to-moderate (dose-
dependent) inhibitorand an inducer of CYP3A4; see Full Prescribing
Information for recommendations regarding contraindications, risk of
adverse reactions, and dosage adjustment of CINVANTI and concomitant
drugs. (4, 5.1,7.1,7.2)

e Hypersensitivity Reactions (including anaphylaxis): May occur during or
soon after administration. If symptoms occur, discontinue CINVANTI and
do not reinitiate it. (4, 5.2)

o Warfarin (a CYP2C9 substrate): Risk of decreased INR of prothrombin
time; monitor INR in 2—week period, particularly at 7to 10 days,
following initiation of CINVANTI. (5.3, 7.1)

e Hormonal Contraceptives: Efficacy of contraceptives may be reduced
during and for 28 days following administration of aprepitant. Use
effective alternative or back-up methods of non-hormonal contraception.
(5.4,7.1,8.3)

Most common adverse reactions are:

o Single-dose fosaprepitant with MEC (>2%): fatigue, diarrhea, neutropenia,
asthenia, anemia, peripheral neuropathy, leukopenia, dyspepsia, urinary
tract infection, pain in extremity. (6.1)

e 3-day oral aprepitant with MEC (>1% and greater than standard therapy):
fatigue and eructation. (6.1)

e Single-dose fosaprepitant with HEC: generally similarto 3-day oral
aprepitant. In addition, infusion site reactions (3%) occurred. (6.1)

o Single-dose CINVANTI (>2%): headache and fatigue. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
Heron Therapeutics, Inc. at 1-844-437-6611 and www.CINVANTI.com or
FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

------------------------------ DRUG INTERACTIONS---mmmmmmmmmemem oo com e eme
See full prescribing information for a list of clinically significant drug
interactions. (4, 5.1,5.3,5.4,7.1,7.2)

------------------------ USE INSPECIFIC POPULAT IONS-------nnmmmmmmeene oon -
Pregnancy: May cause fetal harm. (8.1)

See 17 for PATIENT COUNSEL ING INFORMATION and
FDA-approved patient labeling.

Revised: 03/2022

8  USE INSPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.3 Females and Males of Reproductive Potential
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Hepatic Impairment
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
14.1 Prevention of Nausea and VVomiting Associated with HEC
14.2 Prevention of Nausea and VVomiting Associated with MEC

16 HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not
listed.




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

CINVANTI, in combination with otherantiemetic agents, is indicated in adults for the prevention of:

e acuteand delayed nausea and vomiting associated with initialand repeat courses of highly emetogenic cancer
chemotherapy (HEC) including high-dose cisplatin as a single-dose regimen.

e delayednauseaand vomitingassociated with initialand repeat courses of moderately emetogenic cancer
chemotherapy (MEC) as a single-dose regimen.

e nauseaandvomitingassociated with initialand repeat courses of MEC asa 3-day regimen.

Limitations of Use

e CINVANTI hasnotbeenstudied forthetreatment of established nausea and vomiting.
2 DOSAGE AND ADMINISTRATION

2.1 Prevention of Nauseaand Vomiting Associated with HEC and MEC

The recommended dosages in adults of CINVANTI, dexamethasone, and a 5-HT3antagonist for the prevention of
nausea and vomiting associated with administration of HEC or MEC are shown in Table 1, Table 2 and Table 3
respectively. Administer CINVANTI intravenously either by injection overa two (2) minute periodor by infusion
overa thirty (30) minute periodon Day 1, completingthe injection or infusion approximately 30 minutes prior to
chemotherapy.

Table 1. Recommended Dosage of CINVANT I for the Prevention of Nauseaand Vomiting Associated
with HEC (Single-Dose Regimen)
Agent Day 1 Day 2 Day 3 Day 4
CINVANTI 130 mgintravenously None None None
a 8 mgorally 8 mgorally
Dexamethasone 12 mgorally 8 mgorally twice daily twice daily
See selected 5-H T3 antagonist
5-HTsantagonist prescribing information for None None None
recommended dosage

& Administer dexamethasone 30 minutes prior to chemotherapy treatmenton Day 1 and in the morningon Days 2
through 4. Also administer dexamethasone in the evenings on Days3and4. A50% dosage reduction of
dexamethasoneon Days 1 and 2 isrecommendedto account fora drug interaction with aprepitant [ see Clinical
Pharmacology (12.3)].
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Table 2. Recommended Dosage of CINVANT I for the Prevention of Nauseaand Vomiting Associated
with MEC (Single-Dose Regimen)
Agent Day 1
CINVANTI 130 mgintravenously
Dexamethasone? 12 mgorally
5-HT:antagonist ggisggected 5-HTsantagonist prescribing information for recommended

& Administer dexamethasone 30 minutes prior to chemotherapy treatmenton Day 1. A50% dosage reduction of
dexamethasoneis recommended toaccountfora drug interaction with aprepitant [ see Clinical Pharmacology
(12.3)].

Table 3. Recommended Dosage of CINVANT I for the Prevention of Nauseaand Vomiting Associated
with MEC (3-Day Regimenwith Oral Aprepitanton Days 2 and 3)
Agent Day 1 Day 2 Day 3

CINVANTI 100 mgintravenously None None

Oral Aprepitant None 80 mgorally 80 mgorally

Dexamethasone? 12 mgorally None None
See selected 5-H T3 antagonist

5-HTszantagonist prescribing information for None None
recommended dosage

& Administer dexamethasone 30 minutes prior to chemotherapy treatmenton Day 1. A50% dosage reduction of
dexamethasoneis recommended toaccountfora drug interaction with aprepitant [ see Clinical Pharmacology
(12.3)].

2.2 Preparation of CINVANT I for Administration
Intravenous Injectionover a period of 2 minutes

For intravenous injection overa period of 2 minutes, administer 130 mgof CINVANTI aspartofa HECor MEC
regimen or 100 mgaspart of a MECregimen asa single dose on Day 1.

Aseptically withdraw 18 mL for the 130 mgdose or 14 mL forthe 100 mg dosefromthevial. Do notdilute.
The infusion line should be flushed with normal saline before and afteradministrationof CINVANTI.
Intravenous Infusionover a period of 30 minutes

Table 4 includes preparation instructions for CINVANTI forHEC or MEC asa 130 mgsingle-dose regimen, and
forMEC asa 100 mgsingle-dose followed by 2 days of oralaprepitantasa 3-day regimen. Differences in
preparation foreachdoseare displayed asboldedtext.
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Table4. Preparation Instructions for CINVANTI Intravenous Infusion

Step 1 Aseptically withdraw 18 mL for the 130 mgdose or 14 mL forthe 100 mg

dose from the vialand transfer it into aninfusion bag® filled with 100 mL of

0.9% Sodium Chloride Injection, USP or 5% Dextrose for Injection, USP.

Step 2 Gently invertthe bag4 to 5 times. Avoid shaking.

Step 3 Before administration, inspectthe bag for particulate matter and discoloration.

Discard the bagif particulateand/or discoloration are observed.

Note: The differences in preparation for each recommended dosageof CINVANTI are displayedin bolded text
(see Table 1 forHEC Regimenand Table 2 for MEC Regimen).

& Use only Non-DEHP tubing, non-PVC infusionbags

Caution: Do notmix CINVANT I with solutions for which physical and chemical compatibility have notbeen
established.

In-Use Storage Conditions for CINVANTI in Acceptable Intravenous Diluents

Diluted CINVANTI solution is stable atambient room temperature forupto 6 hoursin 0.9% Sodium Chloride
Injection, USP or 12 hours in 5% Dextrose Injection, USP orup to 72 hours if stored under refrigeration in 0.9%
Sodium Chloride Injection, USP orin 5% Dextrose I njection, USP.

2.3 Compatibilities
CINVANTI is compatible with 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP.

24 Incompatibilities

CINVANTI isincompatible with any solutions containing divalent cations (e.g. calcium, magnesium), including
Lactated Ringer’s Solution and Hartmann's Solution.

3 DOSAGE FORMS AND STRENGTHS

Injectable emulsion: 130 mg/18 mL (7.2 mg/mL) aprepitantas an opaque, off-white to amber emulsion, in single-
dose vial

4 CONTRAINDICATIONS

CINVANTI is contraindicated in patients:

o who are hypersensitiveto any component of the product [ see Description (11)]. Hypersensitivity
reactions includinganaphylaxis have been reported [see Warnings and Precautions (5.2), Adverse
Reactions (6.2)].

e takingpimozide. Inhibition of CYP3A4 by aprepitant could result in elevated plasma concentrations of
pimozide, whichisa CYP3A4 substrate, potentially causing serious or life-threatening reactions, such
asQT prolongation, a knownadverse reactionof pimozide [ see Warnings and Precautions (5.1)].
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5 WARNINGS AND PRECAUTIONS

5.1 Clinically Significant CYP3A4 Drug Interactions

Aprepitant isa substrate, weak-to-moderate (dose-dependent) inhibitor,and an inducer of CYP3A4.

o Use of CINVANTI with otherdrugs that are CYP3A4 substrates may result in increased plasma
concentration of the concomitant drug.

o Use of pimozide with CINVANTI is contraindicated dueto the risk of significantly increased
plasma concentrations of pimozide, potentially resultingin prolongation of the QT interval, a
known adversereaction of pimozide [ see Contraindications (4)].

e Use of CINVANTI with strong or moderate CYP3A4 inhibitors (e.g., ketoconazole, diltiazem) may
increase plasma concentrations of aprepitantandresult in an increased risk of adverse reactions related
to CINVANTI.

e Use of CINVANTI with strong CYP3A4inducers (e.g., rifampin) mayresult in a reductionin
aprepitantplasma concentrations and decreased efficacy of CINVANTI.

See Table 8 and Table 9 fora listing of potentially significant druginteractions [ see Drug Interactions (7.1, 7.2)].
5.2 Hypersensitivity Reactions

Serious hypersensitivity reactions, including anaphylaxis duringor soonafteradministration of CINVANTI have
occurred. Symptoms including dyspnea, eye swelling, flushing, pruritus and wheezing have beenreported [ see
Adverse Reactions (6.2)].

Monitor patients duringandafter administration. If hypersensitivity reactions occur, discontinue CINVANT Il and
administer appropriate medical therapy. Do not reinitiate CINVANT I in patients who experience these symptoms
with previous use.

5.3 Decrease in INRwith Concomitant Warfarin

Coadministrationof CINVANT I with warfarin,a CYP2C9 substrate, may result in a clinically significantdecrease
in the International Normalized Ratio (INR) of prothrombin time [see Clinical Pharmacology (12.3)]. Monitor the
INR in patients on chronic warfarin therapy in the 2-week period, particularly at 7 to 10 days, following initiation of
CINVANTI with eachchemotherapy cycle [see Drug Interactions (7.1)].

54 Risk of Reduced Efficacy of Hormonal Contraceptives

Upon coadministrationwith CINVANT], theefficacy of hormonal contraceptives may be reduced during
administration of and for 28 days following the last dose of CINVANTI [ see Clinical Pharmacology (12.3)]. Advise
patientsto use effectivealternative or back-up methods of non-hormonal contraception during treatment with
CINVANTI and for 1 month followingadministration of CINVANTI or oral aprepitant, whichever isadministered
last [ see Drug Interactions (7.1), Use in Specific Populations (8.3)].

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:
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e Hypersensitivity Reactions [ see Warnings and Precautions (5.2)]
6.1 Clinical Trials Experience

Because clinicaltrials are conducted underwidely varying conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly comparedto ratesin the clinical trials of another drugand may notreflectthe rates
observedin clinical practice.

The safety of CINVANTI was evaluated as a single-dose in healthy subjects and established from adequateand
well-controlled studies of intravenous fosaprepitant and/or oralaprepitant [ see Clinical Studies (14)]. Adverse
reactions observed in these adequate and well-controlled studies are described below.

Safetyof CINVANTI

Atotalof 200 healthy subjects received a single 130 mgdoseof CINVANTIas a 30-minute infusion. Adverse
reactionsreportedin at least 2% of subjects were headache (3%) and fatigue (2%). The safety profile of CINVANTI
in 50 healthy subjects whoreceiveda single 2-minute injection was similar to that seenwith a 30-minute infusion.

Single-Dose Intravenous Fosaprepitant-- HEC

Inan active-controlled clinical study in patients receivingHEC, safety was evaluated for 1143 patientsreceivinga
single intravenous dose of fosaprepitant, a prodrug of aprepitant, comparedto 1169 patients receivinga 3-day
regimen of oralaprepitant [ see Clinical Studies (14.1)]. Whenadministered intravenously, fosaprepitant is
convertedto aprepitantwithin 30 minutes. Thesafety profile was generally similarto that seenin prior HEC studies
with a 3-day regimen of oralaprepitant. However, infusion-site reactions occurred at a higher incidence in patients
in the intravenous fosaprepitant group (3%) compared to thosein the oralaprepitantgroup (0.5%). The reported
infusion-site reactions included: infusion-site erythema, infusion-site pruritus, infusion-site pain, infusion-site
induration and infusion-site thrombophlebitis.

Adverse reactions associated with oral aprepitant may alsobe expectedto occur with CINVANTI. See the full
prescribing information for oral aprepitant for complete safety information.

Single-Dose Intravenous Fosaprepitant-- MEC

In an active-controlled clinicaltrialin patients receiving MEC, safety was evaluated in 504 patients receivinga
single dose of intravenous fosaprepitantin combination with ondansetron and dexamethasone (intravenous
fosaprepitantregimen) comparedto 497 patients receiving ondansetron and dexamethasone alone (standard
therapy). The most common adverse reactions are listed in Table 5.
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Tableb. Most Common Adverse Reactions in Patients Receiving MEC*
Intravenous fosaprepitant
' Ondansetronand
ondansetron, and
dexamethasonet dexz?mfzga;s)onei
(N=504) -

Fatigue 15% 13%
Diarrhea 13% 11%
Neutropenia 8% 7%
Asthenia 4% 3%
Anemia 3% 2%
Peripheral Neuropathy 3% 2%
Leukopenia 2% 1%
Dyspepsia 2% 1%
Urinary TractInfection 2% 1%
Pain In Extremity 2% 1%

*Reported in >2% of patients treated with the intravenous fosaprepitant regimenand ata greater incidence than
standardtherapy.

tIntravenous fosaprepitant regimen

}Standard therapy

Infusion-site reactions were reported in 2.2% of patients treated with the intravenous fosaprepitant regimen
comparedto 0.6%of patients treated with standard therapy. The infusion-site reactions included: infusion-site pain
(1.2%, 0.4%), injection-siteirritation (0.2%, 0.0%), vessel puncture-site pain (0.2%, 0.0%), and 8 infusion-site
thrombophlebitis (0.6%, 0.0%), reported in the intravenous fosaprepitantregimen compared to standard therapy,
respectively.

3-Day Oral Aprepitant-- MEC

In 2 active-controlled clinical trials in patients receiving MEC, 868 patients were treated with a 3-day oral aprepitant
regimen during Cycle 1 of chemotherapy and 686 of these patients continued into extensions for up to4 cycles of
chemotherapy. In both studies, oral aprepitant was given in combination with ondansetron and dexamethasone (oral
aprepitantregimen) and was compared to ondansetron and dexamethasone alone (standard therapy) [ see Clinical
Studies (14.2)].

In the combinedanalysis of Cycle 1 data forthese 2 studies, adverse reactions were reported in approximately 14%
of patients treated with the aprepitant regimen compared with approximately 15% of patients treated with standard
therapy. Treatmentwas discontinued due to adverse reactions in 0.7% of patients treated with the aprepitant regimen
compared with 0.2% of patients treated with standard therapy.

The most common adverse reactions reported in patients treated with the oral aprepitant regimen with anincidence
of at least 1% and greater than standard therapy are listed in Table 6.
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Table6. Adverse Reactions (>1%o) in Patients Receiving MEC with a Greater Incidence in the Oral
3-Day Aprepitant Regimen Relativeto Standard Therapy
Oral Aprepitant Regimen Standard Therapy
(N=1868) (N =846)
Fatigue 14 0.9
Eructation 1.0 0.1

A listing of adversereactions reported in less than 1% in patients treated with the oral aprepitant regimenthat
occurred atanincidence greater than in patients treated with standard therapy are presented in the Less Common

Adverse Reactions subsection below.

Less Common Adverse Reactions

Adverse reactions reported in studies in patients treated with the 3-day oral aprepitantregimen with an incidence
< 1% and greaterthan standard therapy are listed in Table 7.

Table7.

Adverse Reactions (incidence<1%) in Patients Observed in Studies witha Greater

Incidence in the Oral Aprepitant Regimen Relative to Standard Therapy

Infection and infestations

candidiasis, staphylococcal infection

Blood and the lymphatic system
disorders

anemia, febrile neutropenia

Metabolismand nutritiondisorders

weight gain, polydipsia

Psychiatric disorders

disorientation, euphoria, anxiety

Nervoussystemdisorders

dizziness, dream abnormality, cognitive disorder, lethargy, somnolence

Eye disorders

conjunctivitis

Earand labyrinth disorders

tinnitus

Cardiacdisorders

bradycardia, cardiovascular disorder, palpitations

Vascular disorders

hot flush, flushing

Respiratory, thoracic and
mediastinal disorders

pharyngitis, sneezing, cough, postnasal drip, throat irritation

Gastrointestinal disorders

nausea, acid reflux, dysgeusia, epigastric discomfort, obstipation,
gastroesophageal reflux disease, perforating duodenal ulcer, vomiting,
abdominal pain, dry mouth, abdominal distension, feces hard, neutropenic
colitis, flatulence, stomatitis

Skin and subcutaneous tissue
disorders

rash,acne, photosensitivity, hyperhidrosis, oily skin, pruritus, skin lesion

Musculoskeletal and connective
tissue disorders

muscle cramp, myalgia, muscular weakness

Renal andurinary disorders

polyuria, dysuria, pollakiuria

General disordersand
administration sitecondition

edema, chest discomfort, malaise, thirst, chills, gait disturbance

Investigations

alkaline phosphatase increased, hyperglycemia, microscopic hematuria,
hyponatremia, weight decreased, neutrophil count decreased

In another chemotherapy-induced nausea and vomiting study, Stevens-Johnson syndromewas reported as a serious
adversereaction in a patientreceivingaprepitant with cancer chemotherapy.

The adverse experience profiles in the Multiple-Cycle extensions of HEC and MEC studies for up to 6 cycles of
chemotherapy were similarto that observedin Cycle 1.
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6.2 Postmarketing Experience

The followingadverse reactions have been identified during post-approval use of intravenous fosaprepitant and/or
intravenous or oralaprepitant. Because thesereactions are reported voluntarily from a population of uncertain size,
it is notalways possible to reliably estimatetheir frequency or establish a causal relationship to drugexposure.

Skin and subcutaneous tissuedisorders: pruritus, rash, urticaria, Stevens-Johnson syndrome/toxic epidermal
necrolysis [see Warningsand Precautions (5.2)].

Immune systemdisorders: hypersensitivity reactions including anaphylaxis and anaphylactic shock [ see
Contraindications (4), Warnings and Precautions (5.2)].

Nervous systemdisorders: ifosfamide-induced neurotoxicity reported after aprepitant and ifosfamide
coadministration.

7 DRUG INTERACTIONS

71 Effectof Aprepitanton the Pharmacokinetics of Other Drugs

Aprepitant isa substrate, weak-to-moderate (dose-dependent) inhibitor,and an inducer of CYP3A4. Aprepitant is
also an inducerof CYP2C9 [see Clinical Pharmacology (12.3)].

Some substrates of CYP3A4 are contraindicated with CINVANT [ see Contraindications (4)]. Dosage adjustment
of some CYP3A4and CYP2C9substrates may bewarranted, as shownin Table 8.

Table 8. Effects of Aprepitant on the Pharmacokinetics of Other Drugs
CYP3A4 Substrates
Pimozide
Clinical Impact Increased pimozide exposure.
Intervention CINVANTI is contraindicated [ see Contraindications (4)].

Benzodiazepines

Increased exposure to midazolam or other benzodiazepines metabolized via CYP3A4
Clinical Impact (alprazolam, triazolam) may increase the risk of adversereactions [ see Clinical

Pharmacology (12.3)].

Intervention Monitor for benzodiazepine-related adverse reactions.
Dexamethasone
Clinical Impact Increased dexamethasoneexposure [ see Clinical Pharmacology (12.3)].

Reduce the dose of oral dexamethasone by approximately 50% [ see Dosage and

Intervention Administration (2.1)].

Methylprednisolone

Clinical Impact Increased methylprednisoloneexposure [see Clinical Pharmacology (12.3)].

Reduce the dose of oral methylprednisolone by approximately 50% on Days 1 and 2 for

Intervention patients receivingHEC andon Day 1 for patients receiving MEC.




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Reduce the dose of intravenous methylprednisoloneby 25%on Days 1 and 2 for
patients receivingHEC andon Day 1 for patients receiving MEC.

Chemotherapeutic Agents that are Metabolized by CYP3A4

Increased exposure of thechemotherapeutic agentmay increase therisk of adverse
reactions [see Clinical Pharmacology (12.3)].

Clinical Impact

Vinblastine, vincristine, or ifosfamide or other chemotherapeutic agents
» Monitor for chemotherapeutic-related adverse reactions.

Etoposide, vinorelbine, paclitaxel, and docetaxel

 No dosage adjustment needed.

Intervention

Hormonal Contraceptives

Decreased hormonal exposure duringadministration ofandfor 28 days after
Clinical Impact administration of thelast dose of aprepitant [ see Warnings and Precautions (5.4),
Use in Specific Populations (8.3), and Clinical Pharmacology (12.3)].

Effective alternative or back-up methods of contraception (suchas condoms or
spermicides) should be used during treatmentwith CINVANTIand for 1 month

Intervention followingadministrationof CINVANTI or oralaprepitant, whichever isadministered

last.
Examples birth control pills, skin patches, implants, and certain lUDs
CYP2C9 Substrates
Warfarin

Decreased warfarin exposure and decreased prothrombin time (INR) [ see Warnings

ClinicalImpact and Precautions (5.3), Clinical Pharmacology (12.3)].

In patients onchronic warfarin therapy, monitor the prothrombin time (INR) in the
Intervention 2-week period, particularly at 7 to 10 days, followingadministration of CINVANTI
with each chemotherapy cycle.

Other Antiemetic Agents

5-HT3z Antagonists

Clinical Impact No change in the exposure of the5-H Tz antagonist [ see Clinical Pharmacology (12.3)].
Intervention No dosage adjustmentneeded.
Examples ondansetron, granisetron, dolasetron

7.2 Effectof Other Drugs on the Pharmacokinetics of Aprepitant

Aprepitantisa CYP3A4 substrate [ see Clinical Pharmacology (12.3)]. Co-administration of CINVANTI with drugs
thatare inhibitors orinducers of CYP3A4 mayresult in increased or decreased plasma concentrations of aprepitant,
respectively,asshownin Table 9.

10
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Table9. Effects of Other Drugs on Pharmacokinetics of Aprepitant

Moderate to Strong CYP3A4 Inhibitors

Clinical Impact

Significantly increased exposure of aprepitant may increase the risk of adverse reactions
associated with CINVANTI [ see Adverse Reactions (6.1) and Clinical Pharmacology

12.3)].

Intervention

Avoid concomitantuse of CINVANTI.

Examples

Moderate inhibitor:
diltiazem
Stronginhibitors:

ketoconazole, itraconazole, nefazodone, troleandomycin, clarithromycin, ritonavir,
nelfinavir

Strong CYP3A4 Induce

rs

Clinical Impact

Substantially decreased exposure of aprepitantin patients chronically taking a strong
CYP3A4 inducer may decreasethe efficacy of CINVANTI [ see Clinical Pharmacology
(12.3)].

Intervention

Avoid concomitantuse of CINVANTI.

Examples

rifampin, carbamazepine, phenytoin

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available dataon CINVANTI usein pregnantwomento inform a drug-associated risk of adverse
developmental outcomes. Avoid use of CINVANT I in pregnant women due to the alcohol content (see Clinical

Considerations). In anim

alreproduction studies, no adverse developmental effects were observedin rats or rabbits

exposedduringthe period of organogenesis to systemic drug concentrations (area under the plasma-concentration
time curve [AUC]) of aprepitant approximately equivalentto the exposure at therecommended humandose (RHD)
of CINVANTI 130mg (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated populations is unknown. All
pregnancies have a backgroundrisk of birth defect, loss, or otheradverse outcomes. Inthe U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnanciesis 2 to 4%
and 15 to 20%, respectively.

11
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Clinical Considerations
Fetal/Neonatal adverse reactions

CINVANTI containsalcohol. Published studies have demonstrated that alcohol is associated with fetal harm
including central nervous system abnormalities, behavioral disorders, and impaired intellectual development. There
is no safe level of alcoholexposurein pregnancy; therefore, avoid use of CINVANTI in pregnant women.

Data
Animal Data

In embryofetal development studies in rats and rabbits, a prepitant was administered during the period of
organogenesisat oral doses up to 1000 mg/kg twice daily (rats)and up to the maximum tolerated dose of

25 mg/kg/day (rabbits). No embryofetal lethality or malformations were observedatany dose levelin either
species. The exposures (AUC) in pregnant ratsat 1000 mg/kgtwice daily andin pregnant rabbits at 125 mg/kg/day
were approximately equivalent to theexposure at the RHD of CINVANTI 130 mg. Aprepitant crosses the placenta
in ratsand rabbits.

8.2 Lactation

Risk Summary

There are no data on the presence of aprepitant in human milk, the effects onthe breastfed infant, orthe effectson
milk production. Aprepitant is present in rat milk. The developmental and health benefits of breastfeeding should be
consideredalongwith the mother’sclinicalneed for CINVANTI and any potential adverse effects on the breastfed
infantfrom CINVANTI or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

Upon administrationof CINVANT], the efficacy of hormonal contraceptives may be reduced. Advise females of
reproductive potential using hormonal contraceptives to usean effective alternative or back-up non-hormonal
contraceptive (such as condoms or spermicides) during treatment with CINVANT I and for 1 month following the
last dose of CINVANTI ororalaprepitant, whichever isadministered last [ see Warnings and Precautions (5.4),
Drug Interactions (7.1), Clinical Pharmacology (12.3)].

8.4 Pediatric Use
The safety and effectiveness of CINVANTI have not been established in pediatric patients.
8.5 GeriatricUse

Of the 1649 adult cancer patients treated with intravenous fosaprepitant in HEC and MEC clinical studies, 27%
were aged 65 and over, while 5% were aged 75 and over. Other reported clinical experience with fosaprepitant
and/ororalaprepitant has not identified differences in responses betweenelderly andyounger patients. In general,
use cautionwhen dosingelderly patients asthey havea greater frequency of decreased hepatic, renalor cardiac
functionand concomitantdisease or other drugtherapy [see Clinical Pharmacology (12.3)].
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8.6 Hepatic Impairment

The phamacokinetics of aprepitantin patients with mild and moderate hepatic impairmentwere similar to those of
healthy subjects with normal hepatic function. No dosage adjustment is necessary for patients with mild to moderate
hepatic impairment (Child-Pugh score5 to 9). There are no clinical or pharmacokinetic data in patients with severe
hepatic impairment (Child-Pugh scoregreater than 9). Therefore, additional monitoring for adverse reactions in
these patients may be warranted when CINVANT I isadministered [ see Clinical Pharmacology (12.3)].

10 OVERDOSAGE
There is no specific information on the treatment of overdosage with aprepitant.

In the eventof overdose, CINVANTI should be discontinued and general supportive treatmentand monitoring
should be provided. Because of the antiemetic activity of CINVANTI, drug-induced emesis may notbe effectivein
cases of CINVANTI overdosage.

Aprepitant is not removed by hemodialysis.
11  DESCRIPTION

CINVANTI injectable emulsion contains theactiveingredient, aprepitant. Aprepitantisa substance P/neurokinin 1
(NKy) receptorantagonist, anantiemetic agent, chemically described as 5-[[(2R,3S)-2-[(1R)-1-[3,5-
bis(trifluoromethyl)phenyl]ethoxy]-3-(4-fluorophenyl)-4-morpholinylJmethyl]-1,2-dihydro-3H-1,2,4-triazol-3-one.

Itsempirical formula is C2sH21F7NsOs, and its structural formula is:

Aprepitant isa white to off-white crystalline solid, with a molecularweight of 534.43. It is practically insoluble in
water. Aprepitant is sparingly soluble in ethanol and isopropyl acetate and slightly soluble in acetonitrile.

CINVANTI (aprepitant) injectable emulsion is a sterile, opaque, off-white toamber liquid in a single-dose vialfor
intravenous use. Eachvial contains 130 mgaprepitantin 18 mL of emulsion. Theemulsionalso contains the
followinginactiveingredients: egg lecithin (2.61 g), dehydrated alcohol (0.52 g), sodium oleate (0.09 g), soybeanoil
(1.74 g), sucrose (0.97 g),andwater forinjection (12.18 g).
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12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Aprepitant isa selective high-affinity antagonist of human substance P/neurokinin 1 (NKy) receptors. Aprepitant has
little or no affinity for serotonin (5-HT3), dopamine, and corticosteroid receptors. Aprepitanthas beenshown in
animalmodels to inhibit emesis induced by cytotoxic chemotherapeutic agents, suchas cisplatin, via central actions.
Animaland human Positron Emission Tomography (PET) studies with aprepitant have shown thatit crosses the
blood brainbarrierand occupies brain NK; receptors. Animaland humanstudies show thataprepitantaugments the
antiemetic activity ofthe 5-HTs-receptor antagonist ondansetron and the corticosteroid dexamethasoneand inhibits
both the acuteand delayed phases of cisplatin-induced emesis.

122  Pharmacodynamics
Cardiac Electrophysiology

In a randomized, double-blind, positive-controlled, thorough QTc study, a single 200 mgintravenous dose of
fosaprepitant, a prodrug of aprepitant, had noeffect on the QTc interval. In a cross-study comparison, maximum
aprepitantconcentrations (Cmax) after a single 200mgdose of fosaprepitantwere 1.04-and 1.5-fold higher thanthat
achieved with CINVANTI 130mgdoseand 100 mgdose given asa 30-minute infusion, respectively.

123 Pharmacokinetics

Pharmacokinetic parameters following administration of a single intravenous 130 mgdose of CINVANTI
administered as a 2-minute injectionor 100mgor 130 mgdose of CINVANTladministered as a 30-minute infusion
to healthy subjects are summarized in Table 10.

Table 10. Aprepitant Pharmacokinetic Parameters (Mean (+ Standard Deviation)) After Single Dose

Intravenous Administration of CINVANTI

CINVANTI 130mg CINVANTI 130mg CINVANTI 100mg
2-minuteintravenous 30-minute intravenous 30-minute intravenous
injection infusion infusion
AUC.72n (Mcgehr/mL) 45,6 (x15.5) 439 (x12.7) 27.8(x6.5)
Cmax (Mmcg/mL) 13.9(x3.8) 6.1(x1.5) 43((1.2)
Distribution

Aprepitant is greater than 99% boundto plasmaproteins. Themean apparent volume of distribution at steady state
(Vdss) was approximately 70 L in humans.

Aprepitant crosses theblood brain barrier in humans [ see Clinical Pharmacology (12.1)].

Elimination

Metabolism




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Aprepitant undergoes extensive metabolism. In vitrostudies using human liver microsomes indicate that aprepitant
is metabolized primarily by CYP3A4with minor metabolism by CYP1A2and CYP2C19. Metabolism is largely via
oxidationatthe morpholine ringandits side chains. No metabolism by CYP2D6, CYP2C9, or CYP2E1 was
detected.

In healthy youngadults, aprepitant accounts for approximately 24% of the radioactivity in plasma over 72 hours
followinga single oral 300 mgdose of [**C]-aprepitant, indicating a substantial presence of metabolites in the
plasma. Seven metabolites of aprepitant, which are only weakly active, have beenidentified in human plasma.

Excretion
Aprepitant is eliminated primarily by metabolism;aprepitantis not renally excreted. The apparent terminal half-life
ranged from approximately 9 to 13 hours.

Specific Populations

Geriatric Patients

Following oraladministration of a single 125 mgdose ofaprepitanton Day 1 and 80 mgonce daily on Days 2
through 5, the AUC.24n OF aprepitant was 21%higheron Day 1 and 36% higheron Day5 in elderly (65 yearsand
older) relative to youngeradults. The CmaxWas 10%higheron Day 1 and 24%higheron Day5 in elderly relative to
youngeradults. These differences are notconsidered clinically meaningful [ see Use in SpecificPopulations (8.5)].

Male and Female Patients

Following oraladministration of a single dose of aprepitantranging from 40 mgto 375mg, the AUCo.-24nr aNd Crnax
are 14% and 22% higher in females as compared with males. The half-life of aprepitant is 25% lower in females as
compared with males and Tmax 0Ccurs at approximately the sametime. These differences are not considered
clinically meaningful.

Racial or Ethnic Groups

Following oraladministration of a single dose of aprepitant, ranging from 40 mgto 375 mg, the AUCo.24nr and Crnax
are approximately 27% and 19% higherin Hispanics as compared with Caucasians. The AUCo.-24nr and Cmax Were
74% and47%higherin Asiansas compared to Caucasians. There was no difference in AUCg.-24nr OF Criax between
Caucasiansand Blacks. These differences are not considered clinically meaningful.

Patients with Renal Impairment

Assingle 240 mgoraldose of aprepitantwas administered to patients with severe renalimpairment (creatinine
clearanceless than 30 mL/min/1.73m?as measured by 24-hour urinary creatinine clearance) andto patients with
end stage renal disease (ESRD) requiring hemodialysis.

In patients with severe renal impairment, the AUC,... of total aprepitant (unbound and protein bound) decreased by
21% and Cmax decreased by 32%, relativeto healthy subjects (creatinine clearance greater than 80 mL/min estimated
by Cockcroft-Gault method). In patients with ESRD undergoing hemodialysis, the AUC,... of total aprepitant
decreased by 42%and Ciax decreased by 32%. Due to modest decreases in protein binding of aprepitantin patients
with renal disease, the AUC of pharmacologically active unbound drugwas not significantly affected in patients
with renalimpairmentcompared with healthy subjects. Hemodialysis conducted 4 or 48 hours after dosing had no
significant effecton the phamacokinetics of aprepitant; less than 0.2% ofthedose was recovered in the dia lysate.
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Patients with Hepatic Impairment

Following administration of a single 125 mgoral dose of aprepitanton Day 1 and 80 mgonce daily on Days 2 and 3
to patients with mild hepatic impairment (Child-Pughscore 5 to 6), the AUCo.-24nr O aprepitant was 11% lower on
Day 1 and36% loweron Day 3, as comparedwith healthy subjects given the same regimen. In patients with
moderate hepatic impairment (Child-Pugh score 7 to 9), the AUCo..4nr OF aprepitantwas 10% higheron Day 1 and
18% higheron Day 3, as compared with healthy subjects given the same regimen. These differences in AUCg.24nr are
not considered clinically meaningful. There are noclinical or pharmacokinetic data in patients with severe hepatic
impairment (Child-Pugh score greater than 9) [ see Use in Specific Populations (8.6)].

Body Mass Index (BMI)
Forevery 5 kg/m?2increase in BM1 AUCo.24nr and Crax O aprepitant decrease by 9% and 10%. BMI of subjects in

the analysis ranged from 18 kg/m?to 36 kg/m?. This change is not considered clinically meaningful.

Drug Interactions Studies

Aprepitant isa substrate, and a weak-to-moderate (dose-dependent) inhibitor of CYP3A4. Aprepitantisalso an
inducerof CYP3A4,and CYP2C9. Aprepitantis unlikely to interactwith drugs that are substrates for the P-
glycoprotein transporter.

Effects of Fosaprepitant/Aprepitant on the Pharmacokinetics of Other Drugs
CYP3A4 Substrates:

Midazolam: Fosaprepitant 150 mg (correspondingto CINVANTI 130 mg) administered as a single
intravenous doseon Day 1 increased the AUC,.. of midazolamby approximately 1.8-foldon Day 1 and
had no effecton Day 4 when midazolam was coadministeredas a single oraldose of 2 mgon Days 1 and4.

Corticosteroids:
Dexamethasone: Fosaprepitantadministeredas a single 150 mg(correspondingto CINVANTI 130mg)
intravenous doseon Day 1 increased the AUCo.24n OF dexamethasone, administered as a single 8 mgoral
doseon Days1,2,and Day 3, by approximately 2-fold on Days 1 and 2 [ see Dosageand Administration
(2.1),Drug Interactions (7.1)].

Methylprednisolone: Whenoralaprepitant as a 3-day regimen (125 mg/80 mg/80 mg) was administered
with intravenous methylprednisolone 125mgon Day 1 and oral methylprednisolone40 mgon Days2 and
3, the AUC of methylprednisolonewas increased by 1.34-fold on Day 1 and by 2.5-fold on Day 3 [ see
Drug Interactions (7.1)].

Chemotherapeuticagents:

Docetaxel: Ina pharmacokinetic study, oral aprepitant administered as a 3-day regimen (125mg/80 mg/80
mg) did not influence the phamacokinetics of docetaxel [ see Drug Interactions (7.1)].

Vinorelbine: In a phamacokinetic study, oral aprepitant administered as a 3-day regimen (125 mg/80
mg/80 mg) did not influence the phammacokinetics of vinorelbineto a clinically significantdegree [see
Drug Interactions (7.1)].
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CYP2C9 substrates (Warfarin, Tolbutamide):
Warfarin: Asingle 125 mgdose of oral aprepitantwas administered on Day 1 and 80 mg/day on Days 2
and 3 to subjects whowere stabilized on chronic warfarin therapy. Although there was no effect of oral
aprepitanton the plasma AUC of R(+) or S(-) warfarin determined on Day 3, there was a 34% decrease in
S(-) warfarin trough concentrationaccompanied by a 14% decrease in the prothrombin time (reported as
International Normalized Ratio or INR) 5 days after completion of dosing with oralaprepitant [ see Drug
Interactions (7.1)].

Tolbutamide: Oralaprepitant, whengiven as 125 mgon Day 1 and 80 mg/day on Days 2 and 3, decreased
the AUC of tolbutamide by 23% on Day 4,28%on Day 8,and 15%on Day 15, when a single dose of
tolbutamide 500 mgwasadministered prior to the administration of the 3-day regimen of oralaprepitant
and on Days4,8,and 15. This effectwas notconsidered clinically important.

Other Drugs:
Oral contraceptives: Whenoral aprepitant was administered asa 3-day regimen (125 mg/80 mg/80 mg)
with ondansetron and dexamethasone, and coadministered with anoral contraceptive containing ethinyl
estradioland norethindrone, the trough concentrations of both ethinyl estradiol and norethindrone were
reduced byas much as 64%for 3 weeks post-treatment [ see Drug Interactions (7.1)].

P-glycoproteinsubstrates: Aprepitant is unlikely to interact with drugs that are substrates for the P-
glycoprotein transporter, as demonstrated by the lack of interaction of oral aprepitant with digoxin in a
clinicaldruginteraction study.

5-HTs antagonists: Inclinicaldruginteractionstudies, aprepitant did nothave clinically importanteffects
on the pharmacokinetics of ondansetron, granisetron, or hydrodolasetron (the active metabolite of
dolasetron).

Effect of Other Drugs onthe Pharmacokinetics of Fosaprepitant/Aprepitant

Rifampin: Whena single 375 mgdose of oral aprepitant was administered on Day 9 of a 14-day regimen of
600 mg/day of rifampin, a strong CYP3A4 inducer, the AUC of aprepitant decreased approximately 11-
fold andthe meanterminal half-life decreased approximately 3-fold [see Drug Interactions (7.2)].

Ketoconazole: Whena single 125 mgdose of oral aprepitantwas administered on Day5 of a 10-day
regimen of 400 mg/day of ketoconazole, a strong CYP3A4 inhibitor, the AUC of aprepitant increased
approximately 5-fold and the mean terminal half-life of aprepitant increased approximately 3-fold [ see
Drug Interactions (7.2)].

Diltiazem: Ina studyin 10 patients with mild to moderate hypertension, administration of 100 mgof
fosaprepitantas an intravenous infusionwith 120 mg of diltiazem, a moderate CYP3A4 inhibitor
administered three times daily, resultedin a 1.5-fold increase in the aprepitant AUC and a 1.4-fold increase
in the diltiazem AUC.
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When fosaprepitantwas administered with diltiazem, the mean maximum decrease in diastolic blood pressure was
significantly greater thanthat observed with diltiazem alone[24.3 £ 10.2 mm Hg with fosaprepitantversus

15.6 +4.1 mm Hgwithoutfosaprepitant]. The mean maximum decrease in systolic blood pressure was also greater
after co-administration of diltiazem with fosaprepitantthan administration of diltiazemalone [29.5+7.9 mmHg
with fosaprepitant versus 23.8 £ 4.8 mm Hgwithout fosaprepitant]. Co-administration of fosaprepitantand
diltiazem; however, did not result in any additional clinically significantchanges in heartrateor PR interval, beyond
those changes observed with diltiazem alone [ see Drug Interactions (7.2)].

Paroxetine: Coadministration of oncedaily doses of oralaprepitant 170 mg, with paroxetine 20 mgoncedaily,
resulted in a decreasein AUC by approximately 25% and Crmax by approximately 20% of bothaprepitantand
paroxetine. This effect was not considered clinically important.

13 NONCLINICAL TOXICOLOGY

131  Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

Carcinogenicity studies were conducted in Sprague-Dawley ratsandin CD-1 mice for 2 years. Inthe rat
carcinogenicity studies, animals were treated with oral dosesranging from 0.05to 1000 mg/kg twice daily. The
highest dose produced systemic exposures to aprepitant approximately equivalentto (female rats) or less than (male
rats) the humanexposure atthe CINVANTIRHD of 130 mg. Treatment with aprepitantatdoses of 5to 1000 mg/kg
twice daily causedanincreasein the incidences of thyroid follicular celladenomas and carcinomas in male rats. In
female rats, it produced hepatocellular adenomas at5 t01000 mg/kg twice daily and hepatocellular carcinomas and
thyroid follicular celladenomas at 125to 1000 mg/kg twice daily. Inthe mouse carcinogenicity studies, theanimals
were treated with oral doses ranging from 2.5 to 2000 mg/kg/day. The highestdose produced a systemic exposure
approximately 2 timesthehumanexposure at theRHD of CINVANTI 130 mg. Treatmentwith aprepitant produced
skin fibrosarcomas at 125and 500 mg/kg/day doses in male mice.

Mutagenesis

Aprepitant was notgenotoxic in the Ames test, the human lymphoblastoid cell (TK6) mutagenesis test, the rat
hepatocyte DNA strand breaktest, the Chinese hamster ovary (CHO) cell chromosomeaberration test and the mouse
micronucleus test.

Impairmentof Fertility

Oralaprepitantdid not affectthe fertility or general reproductive performance of male or female ratsatdosesup to
the maximum feasible dose of 1000 mg/kg twice daily (providingexposurein male rats lower thantheexposure at
the RHD of CINVANTI 130 mgandexposure in female rats approximately equivalent to the humanexposure).

14  CLINICAL STUDIES

The safety and efficacy of CINVANT I have been established based onadequate and well-controlled adult studies of
a single-dose of intravenous fosaprepitant, a prodrug of aprepitant, and a 3-day regimen of oral aprepitant in
chemotherapy-induced nausea and vomiting associated with HEC and MEC, respectively. Belowis a description of
the results of these adequate and well-controlled studies of fosaprepitant/aprepitant in these conditions.
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141  Preventionof Nauseaand Vomiting Associated with HEC

Ina randomized, parallel, double-blind, active-controlled study, 150 mg fosaprepitant as a single intravenous
infusion (N=1147)was compared to a 3-day oral aprepitant regimen (N=1175) in patients receivinga HEC
regimen that included cisplatin (>70 mg/m?). All patients in both groups received dexamethasone and ondansetron
(see Table 11) Patientdemographics were similar between the two treatmentgroups. Of the total 2322 patients, 63%
were men, 56% White, 26% Asian, 3% American Indian/Alaska Native, 2% Black, 13% Multi-Racial,and 33%
Hispanic/Latino ethnicity. Patientages ranged from 19 to 86 years of age, with a meanage of 56 years. Other
concomitant chemotherapy agents commonly administered were fluorouracil (17%), gemcitabine (16%), paclitaxel
(15%), and etoposide (12%).

Table 11. TreatmentRegimensin HEC Trial*
Day 1 Day 2 Day 3 Day 4
Intravenous Fosaprepitant Regimen
Fosaprepitant 150 mgintravenously over
20to 30 minutes N N N
approximately 30 minutes one one one
priorto chemotherapy
Oraldexamethasone’ 12mg 8mg 8 mg twice daily |8 mg twice daily
Ondansetron Ondansetront None None None
Oral Aprepitant Regimen
Aprepitant capsules 125mg 80mg 80mg None
Oraldexamethasone3 12mg 8mg 8mg 8 mg
Ondansetron Ondansetron® None None None

“Fosaprepitant placebo, aprepitant placebo and dexamethasone placebo (in the evenings on Days 3 and 4) were used
to maintain blinding.

"Dexamethasone was administered 30 minutes prior to chemotherapy treatmenton Day 1 andin the morningon
Days 2 through 4. Dexamethasone was also administered in the eveningson Days 3and4. The 12 mgdose of
dexamethasoneon Day 1 andthe 8 mgonce daily dose on Day 2 reflects a dosage adjustmentto accountfora drug
interaction with thefosaprepitant regimen [ see Clinical Pharmacology (12.3)].

*Ondansetron 32 mg intravenous was used in the clinical trial. Although this dose wasused in the clinical trial, this
is no longerthe currently recommended dose. Refer to the ondansetron prescribing information for the current
recommended dose.

SDexamethasone was administered 30 minutes prior to chemotherapy treatmenton Day 1 and in the morningon
Days 2 through4. The 12 mgdose of dexamethasone on Day 1 and the8 mgoncedaily dose on Days 2 through 4
reflectsa dosage adjustmentto accountfora drug interaction with the oral aprepitant regimen [see Clinical
Pharmacology (12.3)].

The efficacy ofa single-dose of intravenous fosaprepitant was evaluated based onthe primary and secondary
endpoints listed in Table 12 andwas shown to be non-inferior to that of the 3-day oral aprepitant regimen with
regard to complete response in each of theevaluated phases. The pre-specified non-inferiority margin for complete
response in the overall phase was 7%. The pre-specified non-inferiority margin for complete response in the delayed
phase was 7.3%. The pre-specified non-inferiority margin for no vomiting in the overall phase was 8.2%.
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Table12. Percentof Patients Receiving HEC Responding by Treatment Group and Phase — Cycle 1
Intravenous Oral aprepitant
ENDPOINTS Fosap(r[\?[::ntflrggiglmen (NRig 1| r1n3e4r)1* D(g;%/roeg?SJ
% %
PRIMARY ENDPOINT
Complete Re$onsefF
Overall® 71.9 72.3 -0.4(-4.1,3.3)
SECONDARY ENDPOINTS
Complete Responseic
Delayed phase' 74.3 74.2 0.1(-3.5,3.7)
No Vomiting
overall8 72.9 74.6 -1.7(-5.3,2.0)

“N: Number of patients included in the primary analysis of complete response.
"Difference and Confidence interval (Cl)were calculated using the method proposed by Miettinen and Nurminen

and adjustedfor gender.

fComplete Response =no vomitingand no useof rescue therapy.
SOverall=0to 120 hours post-initiation of cisplatin chemotherapy.
"Delayed phase =25 to 120 hours post-initiation of cisplatin chemotherapy.

142  Preventionof Nausea and Vomiting Associated with MEC

Single-Dose Intravenous Fosaprepitant— MEC

Ina randomized, parallel, double-blind, active comparator-controlled study, 150 mg fosaprepitant as a single
intravenous infusion (N=502) in combinationwith ondansetron and dexamethasone (intravenous fosaprepitant
regimen)was compared with ondansetron and dexamethasone alone (standard therapy) (N=498) (see Table 13) in
patients receivinga MEC regimen. Patient demographics were similar between thetwo treatmentgroups. Of the
total 1,000 patients included in the efficacy analysis, 41% were men, 84% White, 4% Asian, 1% American
Indian/Alaska Native, 2% Black, 10% Multi-Racial, and 19% Hispanic/Latino ethnicity. Patient ages ranged from
23t0 88 years of age, with a meanage of 60 years. The mostcommonly administered MEC chemotherapeutic
agents were carboplatin (51%), oxaliplatin (24%), and cyclophosphamide (12%).
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Table 13. TreatmentRegimensin MEC Trial®

Day 1 Day 2 Day 3

Intravenous Fosaprepitant Regimen

150 mgintravenously over20to
Fosaprepitant 30 minutes approximately 30 None None
minutes prior to chemotherapy

Oral Dexamethasonef 12mg None None

OralOndansetront 8mgfor2 doses None None
Standard Therapy

Oral Dexamethasone 20mg None None

OralOndansetront 8 mgfor2 doses 8 mgtwice daily | 8mgtwice daily

*Fosaprepitant placebo and dexamethasone placebo (on Day 1) were used to maintain blinding.

tDexamethasonewas administered 30 minutes prior to chemotherapy treatmenton Day 1. The 12 mgdose reflectsa
dosage adjustment to account fora drug interaction with the fosaprepitant regimen [see Clinical Pharmacology
(12.3)].

1 The first ondansetron dosewas administered 30to 60 minutes prior to chemotherapy treatment on Day 1 andthe

second dose was administered 8 hours after first ondansetron dose.

The primary endpointwas complete response (defined as novomitingand norescue therapy) in the delayed phase
(25t0 120 hours) of chemotherapy-induced nausea and vomiting. The results by treatment group areshownin
Table 14.

Table 14. Percentof Patients Receiving MEC Responding by Treatment Group
ENDPOINTS Intravenous Standard Therapy
Fosaprepitant Regimen Regimen I '[I')r?fatment
— * - * p-Value Irrerence
(N=502) (N=498) (95% Cl)
% %
PRIMARY ENDPOINT
Complete Responset
Delayed phaset 789 68.5 <0.001 10.4(5.1,15.9)

*N: Number of patients included in the intentionto treat population.
TComplete Response =no vomitingandno use of rescuetherapy.
}Delayedphase =25 to 120 hours post-initiation of chemotherapy.

3-Day Oral Aprepitant--MEC

In a multicenter, randomized, double-blind, parallel-group, clinical study in breast cancer patients, a 3-dayoral
aprepitantregimenwas compared with a standard of care therapy in patients receivinga MEC regimenthat included
cyclophosphamide 750 t01500 mg/m?; or cyclophosphamide 500 to1500 mg/m?and doxorubicin (<60 mg/m?) or
epirubicin (€100 mg/m?). Patients (N = 866) were randomizedto either the aprepitantregimen (N = 438) or
standardtherapy (N =428). The treatment regimens are defined in Table 15.
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In this study, themost common chemotherapy combinations were cyclophosphamide plus doxorubicin (61%); and
cyclophosphamide plus epirubicin and fluorouracil (22%).

Of the 438 patients whowere randomized to receive the oral aprepitant regimen, 99.5% were women. Of these,
approximately 80%were White, 8% Black, 8% Asian, 4% Hispanic, and <1% Other. The aprepitant-treated patients
in this clinical study ranged from 25to 78 years of age, with a mean age of 53 years; 70 patients were 65 years or
older, with 12 patients beingover 74 years.

Table 15. TreatmentRegimensin MEC Trial?
Day 1 Day 2 Day 3
Oral Aprepitant Regimen
Aprepitant 125 mgorally® 80 mgorally 80 mgorally
Dexamethasone 12 mgorally® None None
Ondansetron 8 mgorally x 2 doses® None None
Standard Therapy
Dexamethasone 20 mgorally None None
Ondansetron 8 mgorally x 2 doses 8mgora_||ytwice 8mgora_||ytwice
daily daily

& Aprepitant placebo and dexamethasone placebowere used to maintain binding.

® 1 hour priorto chemotherapy.

¢ Dexamethasone was administered 30 minutes prior to chemotherapy treatment on Day 1.

d- Ondansetronwas administered 30 to 60 minutes prior to chemotherapy treatment on Day 1 and 8 hours after
firstondansetrondose.

The antiemetic activity of oral aprepitant was evaluated based onthe following endpoints in which emetic episodes
included vomiting, retching, ordry heaves:

Primary endpoint:
o complete response (defined as no emetic episodes and no use of rescue therapy as recorded in patient
diaries) in the overallphase (0 to 120 hours post-chemotherapy)

Other prespecified endpoints:
e noemesis (defined as no emetic episodes regardless of use of rescue therapy)
e nonausea (maximum nausea visual analogue scale [VAS] score <5 mm on a 0 to 100 mm scale)
e nosignificant nausea (maximum VAS score <25 mm ona 0 to 100 mm scale)

o complete protection (defined as no emetic episodes, no use of rescuetherapy, anda maximum VAS
score<25mm ona 0to 100 mmscale)

e complete response duringthe acuteand delayed phases.

A summary of the key results from this study is shown in Table 16.
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Table 16. Percent of Patients Receiving MEC Responding by Treatment Group and Phase— Cycle 1
Oraég}:ﬁg;tam Standard Therapy
ENDPOINTS e (N=424) p-Value
(N=433)» %
%
PRIMARY ENDPOINT®
Complete Response 51 42 0.015
OTHER PRESPECIFIED ENDPOINTS’
No Emesis 76 59 NS°
No Nausea 33 33 NS
No Significant Nausea 61 56 NS
No Rescue Therapy 59 56 NS
Complete Protection 43 37 NS

& N: Number of patients included in the primary analysis of completeresponse.
> Qverall: 0 to 120 hours post-chemotherapy treatment.
“ NS when adjusted for prespecified multiple comparisons rule; unadjusted p-value <0.001.

In thisstudy, a statistically significantly (p =0.015) higher proportion of patients receiving the oral aprepitant
regimen in Cycle 1 had a completeresponse (primary endpoint) duringthe overall phase compared with patients
receivingstandardtherapy. Thedifference betweentreatmentgroups was primarily driven by the “No Emesis
Endpoint”,a principal component of this composite primary endpoint. In addition, a higher proportion of patients
receivingthe oralaprepitant regimen in Cycle 1 hada complete response during the acute (0 to 24 hours) and
delayed (25 to 120 hours) phases compared with patients receiving standard therapy; however, the treatment group
differences failed to reach statistical significance, after multiplicity adjustments.

Additional Patient-Reported Outcomes: In this study, in patients receiving MEC, the impact of nausea and vomiting
on patients’ daily liveswas assessed in Cycle 1 usingthe FLIE. Ahigher proportion of patients receiving the oral
aprepitantregimenreported minimal or no impact on daily life (64% versus 56%). This difference between
treatmentgroups was primarily driven by the “No Vomiting Domain” of this composite endpoint.

Multiple-Cycle Extension: Patients receiving MEC were permitted to continue intothe Multiple-Cycle extension of
the study forup to 3 additional cycles of chemotherapy. Antiemetic effect for patients receiving the aprepitant
regimen is maintained duringallcycles.

Oral Aprepitant Postmarketing Trial: In another multicenter, randomized, double-blind, parallel-group, clinical
study in 848 cancer patients, the 3-day oral aprepitantregimen (N =430) was compared with a standard of care
therapy (N=418)in patientsreceivinga MECregimen thatincluded any intravenous dose of oxaliplatin,
carboplatin, epirubicin, idarubicin, ifosfamide, irinotecan, daunorubicin, doxorubicin; intravenous
cyclophosphamide (less than 1500 mg/m?); or intravenous cytarabine (greater than1 g/m?).

Of the 430 patients whowere randomized to receive the oralaprepitant regimen, 76%were womenand 24% were
men. The distribution by race was 67% White, 6% Black or African American, 11% Asian, and 12% multiracial.
Classified by ethnicity, 36% were Hispanic and 64% were non-Hispanic. The aprepitant-treated patients in this
clinicalstudy rangedfrom 22to 85 years of age, with a mean age of 57 years; approximately 59% ofthe patients
were 55 yearsorolderwith 32 patients beingover 74 years. Patients receiving the aprepitantregimenwere receiving
chemotherapy fora variety of tumor types including 50% with breast cancer, 21% with gastrointestinal cancers
including colorectal cancer, 13% with lung cancer and 6% with gynecological cancers.
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The antiemetic activity of aprepitant was evaluated based on novomiting (with or without rescue therapy) in the
overallperiod (0 to 120 hours post-chemotherapy) and complete response (defined as no vomitingandno use of
rescue therapy) in the overall period.

A summary ofthe key results from this study is shown in Table 17.

Table 17. Percentof Patients Receiving MEC Responding by Treatment Group for Study 2—-Cycle 1
Oral Aprepitant
Regimen Standaid Thearapy
ENDPOINTS (N = 430)° (N=418) p-Value
o %
0
No Vomiting Overall 76 62 <0.0001
Complete Response Overnall 69 56 0.0003

% N = Number of patients who received chemotherapy treatment, study drug, andhadatleastone post-treatment
efficacy evaluation.

Inthisstudy, a statistically significantly higher proportion of patients receiving the oral aprepitant regimen (76%) in
Cycle 1 had novomitingduring the overall phase compared with patients receiving standard therapy (62%). In
addition, a higher proportion of patients receiving theaprepitant regimen (69%) in Cycle 1 had a completeresponse
in the overall phase (0 to 120 hours) compared with patients receiving standard therapy (56%). Inthe acute phase

(0 to 24 hours following initiation of chemotherapy), a higher proportion of patients receivingaprepitant compared
to patients receiving standard therapy were observed to have novomiting (92% and 84%, respectively) and complete
response (89%and 80%, respectively). In the delayed phase (25to 120 hours following initiation of chemotherapy),
a higher proportion of patients receiving aprepitant compared to patients receiving standard therapy were observed
to have novomiting (78% and 6 7%, respectively) and complete response (71% and 6 1%, respectively).

In a subgroup analysis by tumortype, a numerically higher proportion of patients receiving a prepitantwere observed
to have novomitingand complete response compared to patients receiving standard therapy. For gender, the
difference in complete responserates betweentheaprepitantand standard regimen groups was 14% in females
(64.5% and 50.3%, respectively) and 4% in males (82.2% and 78.2%, respectively) during the overall phase. A
similardifference for genderwas observed fortheno vomiting endpoint.

16 HOW SUPPLIED/STORAGE AND HANDLING

CINVANTI injectable emulsionis supplied as an opaque, off-white toamber emulsion in a single-dose glass vial
containing 130 mg/18 mL (7.2 mg/mL) aprepitant:

NDC 47426-201-01 1single-dose vial percarton

Storage

CINVANTI injectable emulsionvials mustbe refrigerated, store at2°C-8°C (36 °F46°F).
CINVANTI injectable emulsion vials canremain atroom temperature upto 60 days.

Do not freeze.
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17  PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Hypersensitivity

Advise patients thathypersensitivity reactions, including anaphylaxis, have been reported [ see Warnings and
Precautions (5.2)]. Advise patients to stoptaking CINVANT | and seekimmediate medical attention if they
experiencesigns or symptoms of a hypersensitivity reaction, such as hives, rashanditching, skin peelingor sores, or
difficulty in breathing or swallowing, or dizziness, rapid or weak heartbeat or feeling faint.

Drug Interactions

Advise patients todiscuss all medications they are taking, including other prescription, non- prescription medication
or herbal products [ see Contraindications (4), Warnings and Precautions (5.1)].

Warfarin: Instruct patients on chronic warfarin therapy to follow instructions from their healthcare provider
regardingblood draws to monitor their INR during the 2-week period, particularly at 7 to 10 days, following
initiation of CINVANT I with each chemotherapy cycle [see Warnings and Precautions (5.3)].

Hormonal Contraceptives: Advise patients thatadministration of CINVANTI may reduce the efficacy of hormonal
contraceptives. Instruct patients to use effectivealternative or back-up methodsof non-hormonal contraception
(such as condoms or spermicides) during treatment with CINVANT I and for 1 month followingadministration of
CINVANTI ororalaprepitant, whichever is administered last [ see Warnings and Precautions (5.4), Use in Specific
Populations (8.3)].

Pregnancy

Advise pregnantwomen of the potential risk to a fetusandto avoid use of CINVANTI during pregnancy [see Use in
Specific Populations (8.1)].

Manufactured for: Heron Therapeutics, Inc., San Diego, CA, 92121, USA
Patent: https://herontx.com/patents/

CINVANTI®isa registered trademark of Heron Therapeutics, Inc.
Copyright © 2017-2022 Heron Therapeutics, Inc. All rights reserved.
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