HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use POSACONAZOLE INJECTION safely and effectively. See full
prescribing information for POSACONAZOLE INJECTION.

POSACONAZOLE injection, for intravenous use
Initial U.S. Approval: 2006
RECENT MAJOR CHANGES

1/2026
112026

Indications and Usage (1.1, 1.2)
Dosage and Administration (2)

INDICATIONS AND USAGE
P le is an azole d as follows:
. Posaconazole injection is indicated for the treatment of invasive aspergillosis as follows: (1.1)

o Posaconazole injection: adults and pediatric patients 2 years of age and older who weigh 10 kg or greater.

. Posaconazole injection is indicated for the prophylaxis of invasive Aspergillus and Candida infections in patients who are at high risk of
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. Electrolyte Disturbances: Monitor and correct, especially those involving potassium (K'), magnesium (Mg"*), and calcium (Ca""), before and
during posaconazole therapy. (5.3)

. Pseudoaldosteronism: Manifested by the onset or worsening of hypertension, and abnormal laboratory findings. Monitor blood pressure and
potassium levels, and manage as necessary. (5.4)

. Hepatic Toxicity: Elevations in liver tests may occur. Discontinuation should be considered in patients who develop abnormal liver tests or
monitor liver tests during treatment. (5.5)

. Renal Impairment: Posaconazole injection should be avoided in patients with moderate or severe renal impairment (eGFR less than
50 mL/min/1.73 m’), unless an assessment of the benefit/risk to the patient justifies the use of posaconazole injection. (5.6, 8.6)

. Concomitant Use with Midazolam: P can prolong hypnotic/sedative effects. Monitor patients and benzodiazepine receptor
antagonists should be available. (5.7, 7.2)

. Vincristine Toxicity: C of azole antifungals, including with vincristine has been associated with
neurotoxicity and other serious adverse reserve azole including le, for patients receiving a vinca alkaloid,

including vincristine, who have no alternative antifungal treatment options. (5.8, 7.2)

° Venetoclax Toxicity: C | of le with may increase toxicities, including the risk of
tumor lysis syndrome, neutropenia, and serious infections; monitor for toxicity and reduce venetoclax dose. (4.6, 5.11, 7.2)

developing these infections due to being severely i such as ic stem cell transplant (HSCT) with
graft-versus-host disease (GVHD) or those with with prolonged neutropenia from chemotherapy as follows: (1.2)
o Posaconazole injection: adults and pediatric patients 2 years of age and older who weigh 10 kg or greater.

DOSAGE AND ADMINISTRATION
. Posaconazole formulations are supplied in different dose strengths of posaconazole, are approved for different indications, age groups, and
weights, have different dosages and duration of therapy; and have different preparation and administration instructions. (2.1)

. Posaconazole injection must be administered through an in-line filter. (2.6)

. Admini le injection by i infusion over appr ly 90 minutes via a central venous line. (2.1, 2.6)

. Do NOT administer posaconazole injection as an intravenous bolus injection. (2.1)

. See the full prescribing inf for important ion i ions and prep forp le injection (2.6,)
. For adult and pediatric patients aged 2 years of age and older, see the Full Prescribing Inf for dosing dations for

posaconazole injection, based on the indication, age, and weight associated with the dosage form (1.1, 1.2)

DOSAGE FORMS AND STRENGTHS
. Posaconazole injection: 300 mg per vial (18 mg per mL) in a single-dose vial (3)

CONTRAINDICATIONS
. Known hypersensitivity to posaconazole or other azole antifungal agents. (4.1)
. C inistration of le with the ing drugs is d; le i concentrations and toxicities of:

. Sirolimus (4.2, 7.2)

. CYP3A4 substrates (pimozide, quinidine): can result in QTc interval prolongation and cases of torsades de pointes (TdP) (4.3, 5.2,
72)

. HMG-CoA Reductase Inhibitors Primarily Metabolized through CYP3A4 (4.4, 7.2)

. Ergot alkaloids (4.5, 7.2)

. Venetoclax: In patients with chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL) at initiation and during the
ramp-up phase (4.6, 5.11,7.2)

WARNINGS AND PRECAUTIONS:

. Calcineurin-Inhibitor Toxicity: Posaconazole increases concentrations of cyclosporine or tacrolimus; reduce dose of cyclosporine and
tacrolimus and monitor concentrations frequently. (5.1)

. Arrhythmias and QTc Prolongation: Posaconazole has been shown to prolong the QTc interval and cause cases of TdP. Administer with
caution to patients with potentially proarrhythmic conditions. Do not administer with drugs known to prolong QTc interval and metabolized
through CYP3A4. (5.2, 7.2)

ADVERSE REACTIONS

. Adult Patients: Common adverse reactions in studies with posaconazole in adults are diarrhea, nausea, fever, vomiting, headache,
coughing, and hypokalemia. (6.1)

. Pediatric Patients: Common adverse reactions (incidence >20% receiving 6 mg/kg posaconazole injection in a study) in pediatric patients
are  pyrexia, febrile neutropenia, vomiting, mucosal inflammation, pruritus, hypertension, hypokalemia, and stomatitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Aspiro Pharma Limited at 1-866-495-1995, or the FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

POSACONAZOLE

torsades de pointes have been reported in patients taking posaconazole.

Results from a multiple time-matched ECG analysis in healthy volunteers did not show any increase in the mean of the QTc interval. Multiple, time-
matched ECGs collected over a 12-hour period were recorded at baseline and steady-state from 173 healthy male and female volunteers (18 to 85 years
of age) admini Noxafil oral 400 mg twice daily with a high-fat meal. In this pooled analysis, the mean QTc (Fridericia) interval change
from baseline was -5 msec foll of the led clinical dose. A decrease in the QTc(F) interval (-3 msec) was also observed in
a small number of subjects (n=16) placebo. The placebo-adjusted mean QTc(F)interval change from baseline was < 0 msec (-8
msec). No healthy subject administered posaconazole had a QTc(F)

interval =500 msec or anincrease = 60 msec in their QTc(F) interval from baseline.

Posaconazole should be administered with caution to patients with potentially proarrhythmic conditions. Do not administer with drugs that are known
to prolong the QTc interval and are metabolized through CYP3A4 [see Contraindications (4.3) and Drug Interactions (7.2)].

5.3 Electrolyte Disturbances
Electrolyte disturbances, especially those involving potassium, magnesium or calcium levels, should be monitored and corrected as necessary before
and during posaconazole therapy.

5.4 Pseudoaldosteronism
Pseudoaldosteronism, manifested by the onset of hypertension or worsening of hypertension, and abnormal laboratory findings (hypokalemia, low
serum renin and aldosterone, and elevated 11-deoxycortisol), has been reported with posaconazole use in the postmarket setting. Monitor blood

pressure and potassium levels and manage as necessary. M of Joald may include di of Noxafil,

with an appropriate antifungal drug that is not d with doalds , or use of ald receptor

5.5 Hepatic Toxicity

Hepatic reactions (e.g., mild to mod in alanine aminotr (ALT), aspartate aminotransferase (AST), alkaline phosphatase, total

bilirubin, and/or clinical hepatitis) have been reported in clinical trials. The elevations in liver tests were generally reversible on discontinuation of
therapy, and in some instances these tests normalized without drug interruption. Cases of more severe hepatic reactions including cholestasis or
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The safety of posaconazole injection, Noxafil delayed-release tablets, and Noxafil PowderMix for delayed-release oral for the of
invasive aspergillosis was in an open-label, clinical study in 31 pediatric patients 2 to less than 18 years of age with a
diagnosis of possible, probable, or proven invasive aspergillosis (Pediatric Study 2, NCT04218851). In this study, all 31 pediatric patients initially
received posaconazole injection (6 mg/kg twice daily on the first day and then 6 mg/kg once daily) for the treatment of invasive aspergillosis; 12 patients
were transitioned to Noxafil delayed-release tablets (300 mg once daily) if they weighed >40 kg, and 10 patients were transitioned to Noxafil
PowderMix (based on weight) if they weighed 10 to 40 kg /see Dosage and Administration (2.3)]. The mean overall treatment duration was 50 days
including 15 days (range 2 to 78 days) on posaconazole injection, 54 days (range: 6 to 80 days) on Noxafil delayed-release tablets, and 44 days (range 7
to 76 days) on Noxafil PowderMix. The reported adverse reaction profile of posaconazole injection, Noxafil delayed-release tablets, and Noxafil
PowderMix in pediatric patients was consistent with the known safety profile of posaconazole in adults. The most common adverse reactions that
occurred in greater than 20% of pediatric patients who received any of the three formulations of posaconazole were vomiting, pyrexia, abdominal pain,
liver test abnormalities, and hypertension.

6.2 Postmarketing Experience

The following adverse reaction has been identified during the post-approval use of posaconazole. Because these reactions are reported voluntarily from
apopulation of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Endocrine Disorders: Pseudoaldosteronism

7 DRUGINTERACTIONS

Table 15 and Table 17 include drugs with clinically important drug interactions when
for preventing or managing them.

These recommendations are based on either drug i studies or p
potential for serious adverse reactions or loss of efficacy /see Clinical Pharmacology (12.3)].

with and i

due to the expected magnitude of interaction and

The following information was derived from data with Noxafil oral or another p le tablet unless otherwise noted. All
clinically important drug interactions with Noxafil oral suspension, except for those that affect the absorption of posaconazole (via gastric pH and
motility), are considered relevant to clinically important drug interactions with posaconazole injection /Clinical Pharmacology (12.3)].

DRUG INTERACTIONS. hepatic failure including deaths have been reported in patients with serious underlying medical (e.g., | y) during
" — with p These severe hepatic reactions were seen primarily in subjects receiving the Noxafil oral suspension 800 mg daily (400 Consult the labeling of concomitantly used drugs to obtain further i abouti withp I
Interaction Drug Interaction mg twice daily or 200 mg four times a day) in clinical trials. 7.1 Effects of Other Drugs on Posaconazole
Rifabutin, phenytoin, efavirenz, Cimetidine, prazole Avoid coadmini unless the benefit outweighs the risks (7.1, 7.2 Liver tests should be evaluated at t.he start of and during the course of pusacnnlaz?JIle therapy. Patients who develup. abnormal liver tests dur!ng Posaconazole is primarily bolized via UDP-gl yl ' and is a substrate of p-glycoprotein (P-gp) efflux. Therefore, inhibitors or
Other drugs metabolized by CYP3A4 Consider dosage adjustment and monitor for adverse effects and toxicity (7.2) posacanazole therapy should be monitored for the development of more severe hepatic injury. Patient management should include laboratory evaluation inducers of these clearance pathways may affect posaconazole plasma concentrations. Concomitant use of posaconazole with drugs that can decrease
— — - of hepatic function (particularly liver tests and bilirubin). D ofp le must be if clinical signs and symptoms consistent the plasma posaconazole concentrations should generally be avoided unless the benefit outweighs the risk. I such drugs are necessary, patients should
Digoxin Monitor digoxin plasma concentrations (7.2) with liver disease develop that may be attributable to posaconazole. be monitored closely for breakthrough fungal infections.
Fosamprenavir, Monitor for breakthrough fungal infections (7.1) 5.6 Renallmpairment Z Table 15: Drug Interactions Affecting P 16 When Administered C y with Other Drugs
Posaconazole injection should be avoided in patients with mod or severe renal i (eGFR <50 mL/min/1.73 m’), unless an of -
. Pregnancy: Based on animal data, may caustlajfse:nas:nﬂ(:y:ic POPULATIONS lhze benefit/risk to the patient justifies the use of posaconazole injection. In patients with moderate or severe renalimpairment (€GFR < 50 mL/min/1.73 UDP'GI'.":"'""'M_S? Inducers - -
HIegnancy: o e e . m’), receiving the le injection, of the i vehicle, SBECD, is expected to occur. Serum creatinine levels should be Mechanism and Clinical Effect(s) Posaconazole is a UDP-glucuronosyltransferase substrate. Concomitant
. Pediatrics: Safety ?nd effectlvgness in patients younger than 2 years of_age have not been established. (8.4) closely monitored in these patients, and, if increases occur, consideration should be given to changing to oral posaconazole therapy /see Dosage and use of Noxafil with UDP-glucuronidase inducers may decrease
. Severe Renal Impairment: Monitor closely for breakthrough fungal infections. (8.6) Administration (2.11) and Use in Specific Populations (8.6)]. le exp [see Clinical Ph logy (12.3)], which may
. . . . reduce the effectiveness of |
See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling. 5.7 Midazolam Toxicity Pravention or W " Favi hvoid - i o with efavi oss th
Revised: 0412026 - ] inistration of p e with the plasma concentrations by approximately 5-fold. Increased revention or Managemen: favirenz Voi .cuncom!lam use of posaconazole with efavirenz, unless the
plasma midazolam concentrations could potentiate and prolong hypnotic and sedative effects. Patients must be monitored closely for adverse effects benefit outweighs the risks.
associated with high plasma ions of mi and benzodiazepine receptor ists must be available to reverse these effects /see Drug Rifabutin Avoid concomitant use of posaconazole with rifabutin unless the benefit
Interactions (7.2) and Clinical Pharmacology (12.3)]. to the patient ighs the risk. If itant use is needed, monitor
5.8 Vincristine Toxicity closely for breakthrough fungal infections. See Table 17 for rifabutin
Ci i Jmini of azole antifungals, including ole, with vi has been d with icity and other serious CYP3A4 inhibiti when affects rifabutin via
adverse reactions, including seizures, peripheral neuropathy, syndrome of inappropriate antidiuretic hormone secretion, and paralytic ileus. Reserve — - " - -
azole antifungals, including posaconazole, for patients receiving a vinca alkaloid, including vincristine, who have no alternative antifungal treatment Phenytoin AVUId_ cuncomnan_l use of po_sacmazu_le with phenyl_om unles§ the
options /see Drug Interactions (7.2)]. benefit to the patient outweighs the risk. If concomitant use is needed,
5.1 Venstoclax Toxicity monitor for breakthrough fungal infections. See Table 17 for phenytoin
- jtorii jdle when le affects ph in via
Ci i dministration of ole, a strong CYP3A4 inhibitor, with lax may increase lax toxicities, including the risk of CYP3A4 inhibition. " o
tumor lysis syndrome (TLS), neutropenia, and serious infections. In patients with CLL/SLL, administration of posaconazole during initiation and the F -
. A o ) osamprenavir
ramp-up phase of is c [see Lt (4.6)]. Refer to the venetoclax labeling for safety and dose - — - — -
. ; . . ) Mechanism and Clinical Effect(s) Concomitant use of Noxafil with fosamprenavir may lead to decreased
8 USE IN SPECIFIC POPULATIONS in the steady daily dosing phase in CLL/SLL patients. e ol twations see Clinical Ph toay (12.3]]
8.1  Pregnancy For patients with acute myeloid leukemia (AML), dose reduction and safety monitoring are recommended across all dosing phases when pnhs.alt:lonazo E; asm?fco:cen a IU:S see IIIIL“l? armacology (137
8.2 lactation dministering le with lax /see Drug /i (7.2)]. Refer to the venetoclax prescribing information for dosing instructions. . whic maY reduce efiectiveness o pus.a\cunazo e. —
8.4  Pediatric Use Prevention or Management If ant use of p ole with fosamp is needed,
iatri 6  ADVERSEREACTIONS monitor closely for breakthrough fungal inf
8.5  Geriatric U§e The following serious and otherwise important adverse reactions are discussed in detail in another section of the labeling:
8.6 Renal!mpalrmenl o Arthytt and QT Prol [see Warnings and P 5.2 7.2 Effects ?f Posaconazole Dltl ﬂltlfer Drugs ) ) )
8.7  Hepatic Impairment . Electrolyte Disturbances [see Warnings and Precautions (5.3)] Posaconazole is a strong CYP3A4 inhibitor. Therefore, concomitant use of posaconazole may increase plasma concentrations of drugs that are CYP3A4
gg g:a Pseudoald: [see Warnings and Pr (5.4)] [see Clinical f (12.3)].
8.10 Weight Hepatic Toxicity /see Warnings and Precautions (5.5)] Table 17: Drug Interactions Affecting Drugs Admini iC ly with P |
10 OVERDOSAGE 6.1 CLINICALTRIALS EXPERIENCE Digoxin __ i _ :
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in clinical trials of posaconazole cannot be Clinical Effect(s) Increased digoxin plasma concentrations have been reported in patients who received
1" DESCRIPTION directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice. concomitant posaconazole and digoxin.
12 CLINICALPHARMACOLOGY Treatment of Invasive Aspergillosis in Adults and Adolescents ,Glipizide o Monitor digorin plasma during use of
12.1 Mechanism of Action The safety of posaconazole injection was assessed in a randomized, double-blind, active-controlled clinical study of posaconazole injection and Noxafil Clinical Effect(s) No dosage modification of glipizide is needed when used with T
12.2 Pharmacodynamics delayed-release tablets versus le for of invasive aspergillosis (Aspergillosis Treatment Study). A total of 575 adult and pediatric However, glucose concentrations decrease in some patients concomit;ntlv administered
12.3 Pharmacokinetics patients 14 years of age and older (288 in the le group, 287 in le group (vori le for injection or voriconazole tablets)) with e and glipizide
12.4  Microbiology proven, probable or possible invasive aspergillosis were included. The median duration of treatment was 67 days for posaconazole injection or Noxafil > ion or W Incr £l . centrations when used
13 NONCLINICALTOXICOLOGY delayed-release tablets and 64 days for voriconazole. In this study, 55% to 60% of patients started intravenous with le injection ,CVPSA Suhstr;tes crease 01 glucose concentrations when use
or vori le (vori le for injection). The median duration of the first instance of intravenous treatment (before ing to oral or
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*Sections or subsections omitted from the full prescribing information are not listed.

discontinuing or completing study treatment) was 9 days for both groups. Table 7 presents adverse reactions reported at an incidence of >10% in
either one of the treatment groups in the Aspergillosis Treatment Study.

FULLPRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1
Posaconazoleisindicated for the treatment of invasive aspergillosis as follows:

Treatment of Invasive Aspergillosis

Posaconazole injection: adults and pediatric patients 2 years of age and older who weigh 10 kg or greater.

1.2 Prophylaxis of Invasive Aspergillus and Candida Infections

Posaconazole is indicated for the prophylaxis of invasive A illus and Candida inf in patients who are at high risk of developing these
infections due to being severely immunocompromised, such as hematopoietic stem cell transplant (HSCT) recipients with graft-versus-host disease
(GVHD) or those with hematologic malignancies with prolonged neutropenia from chemotherapy as follows:

. Posaconazole injection: adults and pediatric patients 2 years of age and older who weigh 10 kg or greater.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

Posaconazole injection, Noxafil delayed-release tablets, Noxafil oral suspension and Noxafil PowderMix for delayed-release oral suspension are

supplied in different dose strengths of posaconazole, are approved for different indications, age groups and weights; have different dosages and

duration of therapy; and have different prep and administrationi i

Therefore, select the recommended dosage form based on the indication, age group, and weight and carefully follow the recommended dosage,

preparation and administration instructions described for each product /see Dosage and Administration (2.2 to 2.11)], and the following important
dministrationi described below.

Posaconazole injection

. Administer via a central venous line, including a central venous catheter or peripherally inserted central catheter (PICC), by slow intravenous
infusion over approximately 90 minutes /see Dosage and Administration (2.6)].

. Do NOT administer posaconazole injection as an intravenous bolus injection.

2.2 R jed Dosage of P in Adult Patients

The ded dosage of le injection in adult patients for the treatment of invasive illosis, prophylaxis of invasive 4 and
Candida infections in patients who are at high risk of developing these infections due to being severely immunocompromised, or for the treatment of
oropharyngeal candidiasis (OPC) is shown in Table 1/see Dosage and Administration (2.5, 2.6, 2.7,2.8, 2,9) and Clinical Pharmacology (12.3)].

Table 1:R

le Injection in Adult Patients

ded Dosage of P

Dosage |
Treatment of Invasive Aspergillosis*
Posaconazole Injection:
Loading dose:

Duration of Therapy

300 mg injection intr y twice a day on the first | Loading dose: 1 day

day.

Maintenance dose: Maintenance dose:

300 mg le injection intr ly once a day, startingon | Recommended total duration of therapy is 6 to 12 weeks.
the second day.

Prophylaxis of I ive Aspergillus and Candida

Posaconazole Injection:

Loading dose: 300 mg le injection intr y twice a Loading dose: 1 day
day on the first day.
Maintenance dose: 300 mg le injection i | Mai dose: Duration of therapy is based on recovery from

once a day thereafter. neutropenia or immunosuppression

* Switching between the le injection and delayed-rel tablets is ble. A loading dose is not required when switching
between dosage forms.
23 R led Dosage of P le Inj forthe T ofl Aspergillosis and Prophylaxis of Invasive

Aspergillus and Candida Infections in Pediatric Patients 2 Years of Age and Older
Posaconazole injection
Ther ded dosage of p injection in pediatric patients 2 years of age and older who weigh 10 kg or greater, for the treatment of
invasive aspergillosis and pr is of invasive Aspergillus and Candida inf is shown in Table 2 /see Dosage and Administration (2.5, 2.6, 2.7,
2.9) and Clinical Pharmacology (12.3)].

Table 2: Recommended Dosage of P\ for the T of |
Aspergillus and Candida Infections in Pediatric Patients (2 Years of Age and Older)

Aspergillosis* and Prophylaxis of Invasive

formation. The following diluents were d i to be i ible with
them:

. Lactated Ringer's Injection

. Lactated Ringer's and 5% Dextrose Injection

. 4.2% Sodium Bicarbonate Injection

ole injection; thus, do not dilute posaconazole injection with

2.6 A of Diluted P le Infusion

See Dosage and A (2.5)for the prep for the diluted p le solution.

Important Administration Instructions for the Diluted posaconazole Infusion Solution

. Must administer diluted posaconazole Infusion Solution through a 0.22-micron poly (PES) or polyvinyli difluoride (PVDF) filter.

. Administer diluted posaconazole infusion solution via a central venous line, including a central venous catheter (CVC) or peripherally inserted
central catheter (PICC), by slow intravenous infusion over approximately 90 minutes /see Adverse Reactions (6.1)]
. If a CVC or PICC are not available, may administer diluted posaconazole solution once through a peripheral venous catheter by intravenous
infusion over approximately 30 minutes to bridge the period during which a CVC or PICC are replaced, inserted, or unavailable for use (e.g., the
CVCis being used for intravenous treatment with another product). However, do not administer diluted posaconazole infusion solution more than
once via peripheral venous catheter because in clinical trials, multiple peripheral infusions given through the same vein resulted in infusion site
reactions /see Adverse Reactions (6.1)].
. When multiple dosingis required, the infusion should be done via a central venous line.
Additional Administration Instructions for the Diluted Posaconazole Infusion Solution
. Administer diluted posaconazole infusion solution intravenously through the same intravenous line (or cannula) with the following compatible
infusion solutions:
o 0.45% Sodium Chloride Injection
o 0.9% Sodium Chloride Injection
o 5% Dextrose Injection
o 5% Dextrose and 0.45% Sodium Chloride Injection
o 5% Dextrose and 0.9% Sodium Chloride Injection
o 5% Dextrose and 20 mEq potassium chloride Injection
. Administer diluted posaconazole infusion solution intravenously at the same time through the same intravenous line (or cannula) with the
following intravenous drug products preparedin 5% Dextrose Injection or 0.9% Sodium Chloride Injection:
o Amikacin Sulfate Injection
o Caspofungin Acetate for Injection
o Ciprofloxacin Injection
o Daptomycin for Injection
o Dobutamine Injection
o Famotidine Injection
o Filgrastim Injection
o Gentamicin Injection
o Hydromorphone Hydrochloride Injection
o Levofloxacin Injection
o Lorazepam Injection
o Meropenem for Injection
o Micafungin for Injection
o Morphine Sulfate Injection
o Norepinephrine Bitartrate Injection
o Potassium Chloride Injection
o Vancomycin Hydrochloride for Injection

2.11 Dosage Modifications in Patients with Renal Impairment

Avoid the use of posaconazole injection in patients with eGFR less than 50 mLiminute/1.73 m’, unless an assessment of the benefit/risk to the patient
justifies its use. If the decision is made to use posaconazole injection in patients with eGFR less than 50 mL/minute/1.73 m’, closely monitor serum
creatinine levels, and, if increases occur, consider changing to oral posaconazole therapy. The r led dosage of le injection in
patients with eGFR 50 to 90 mL/minute/1.73 m’is the same as those with normal renal function.

3 DOSAGE FORMS AND STRENGTHS

Posaconazole injection
300mg/16.7 mL (18 mg/mL) of posaconazole: clear, colorless to yellow sterile liquid in a single-dose vial.

4 CONTRAINDICATIONS

Duration of Therapy
Treatment of invasive aspergillosis: Ri
of therapy is 6 to 12 weeks

led Pediatric Dosage
P le Injection (pati ighing 10 kg or greater):
Loading dose:
6 mglkg up to a maximum of 300 mg twice daily on the first day
Maintenance dose: P
6 mglkg up to a maximum of 300 mg once daily, starting on the second
day.
* Switching between the intravenous and delayed-release tablets is acceptable. A loading dose is not required when switching between

d total duration

phylaxis of invasive Aspergillus and Candida inf
Duration of therapy is based on recovery from neutropenia or

ession.

25 Prep of P le Inj

Preparation of Posaconazole Injection:

. Remove the vial of posaconazole injection from the refrigerator and allow to equilibrate to room temperature prior to use.

. To prepare the required dose, aseptically transfer one vial of le injection 300 mg of lein 16.7 mL of solution)
to anintravenous bag or bottle of one of the following compatible diluents to achieve a final posaconazole concentration between 1 mg/mL and 2
mg/mL:

0.45% Sodium Chloride Injection

0.9% Sodium Chloride Injection

5% Dextrose Injection

5% Dextrose and 0.45% Sodium Chloride Injection

5% Dextrose and 0.9% Sodium Chloride Injection

5% Dextrose and 20 mEq Potassium Chloride Injection Use of other diluents is not recommended because they may result in particulate

formation.

. Discard any unused posaconazole injection from the vial.

. Parenteral drug products should be inspected visually for particulate matter prior to solution and permit.
Once admixed, the diluted posaconazole infusion solution ranges from colorless to yellow (variations of color within this range do not affect the
quality of the product).

) | diately use the diluted p le infusion solution, once admixed. If not used immediately, refrigerate (2 to 8°C (36 to 46°F)) the
diluted posaconazole infusion solution up to 24 hours. Discard any unused portion.

Incompatible Diluents
Co-administration of drug products besides the infusion solutions or products stated above are not recommended because this may result in particulate

O 0 O O 0 O

4.1 Hypersensitivity
P leis contraind {in persons with known hypersensitivity to posaconazole or other azole antifungal agents.
4.2 Usewith Sirolimus

Posaconazole is contraindicated with sirolimus. Concomitant administration of posaconazole with sirolimus increases the sirolimus blood
concentrations by approximately 9-fold and can result in sirolimus toxicity /see Orug Interactions (7.2) and Clinical Pharmacology (12.3)].

4.3 QT Prolongation with Concomitant Use with CYP3A4 Substrates

Posaconazole is contraindicated with CYP3A4 substrates that prolong the QT interval. C i inistration of le with the CYP3A4
substrates, pimozide and quinidine may result inincreased plasma concentrations of these drugs, leading to QTc prolongation and cases of torsades de
pointes /see Warnings and Precautions (5.2) and Drug Interactions (7.2)].

44 HMG-CoARed Inhibitors Primarily M i Through CYP3A4
Coadministration with the HMG-CoA reductase inhibitors that are primarily metabolized through CYP3A4 (e.g., atorvastatin, lovastatin, and
i d since i d plasma concentration of these drugs can lead to rf yolysis /see Drug (7.2) and

Is contr

Clinical Pharmacology (12.3)].

4.5 UsewithErgotAlkaloids
Posaconazole may increase the plasma concentrations of ergot alkaloids (ergotamine and dihydroergotamine) which may lead to ergotism /see Drug
Interactions (7.2)].

4.6 UsewithVenetoclax

Coadministration of with at initiation and during the ramp-up phase is contraindicated in patients with chronic lymphocytic
leukemia (CLL) or small lymphocytic lymphoma (SLL) due to the potential for increased risk of tumor lysis syndrome /see Warnings and Precautions
(5.11) and Drug Interactions (7.2)].

5 WARNINGS AND PRECAUTIONS

5.1  Calcineurin-Inhibitor Toxicity
C i inistration of p le with cyclosporine or the whole blood trough concentrations of these calcineurin-
inhibitors /see Drug Interactions (7.2) and Clinical Ph logy (12.3)]. Neph icity and leuk halopathy (including deaths) have been

reported in clinical efficacy studies in patients with elevated cyclosporine or tacrolimus Frequent itoring of i or
cyclosporine whole blood trough concentrations should be performed during and at discontinuation of posaconazole treatment and the tacrolimus or
cyclosporine dose adjusted accordingly.

5.2 Arrhythmias and QT Prolongation
Some azoles, including le, have been

d with p of the QT interval on the electrocardiogram. In addition, cases of

Immunosuppressants that are CYP3A4 Substrates
Mechanism and Clinical Effect(s) Posaconazole is a strong CYP3A4 inhibitor. Therefore, plasma concentrations of CYP3A4

Adverse leading to i were reported for 34% of patients. The most commonly reported adverse reactions (> 2% of - substrates may be d by le use /se Clinical Pharmacology (12.3).
patients) leading to treatment discontinuation were septic shock, respiratory failure, and bronchopul y illosis in the le group, Prevention or Management Sirolimus Posaconazole is contraindicated with sirolimus /see Clinical
and septic shock and acute myeloid leukemia in the voriconazole group. The most frequently reported adverse in the posac le-treated Ph logy (12.3)].
group were pyrexia (28%), hypokalemia (28%), and nausea (23%). Tacrolimus . At initiation of posaconazole treatment, reduce the
Table 7: Adverse Reactions in at least 10% of Adults and Adol Receiving P I for the T of lap(ullrlTlus doFage tdo approximately onethird of the
Aspergillosis . 2:‘9':*’":3":":1:::; ansfa?:l.:r limus whole blood trough
Adverse Reactions Posaconazole injection or Noxafil Vuricon_azole for injection or co:::eﬁtralizns shuﬂld be peurfnrmsed d:r?ng a‘:ld at 9
delayedrelease tablets Voriconazole tablets " inuation of p | and the
n =(n/3)88 n 7%2)87 tacrolimus dosage should be modified accordingly /see
Perceptage of Patients Reporting any Adverse 97.6 97.6 m&zxg;ﬁmﬂs (6.1) and Cinieal
:ileacfmln 785 77 Cyclosporine . At initiatign of posaconazole treatment reduce the
P’ exia 281 251 ycl dosage to appr ly three-fourths of the
Noven 226 178 originaldosage. .

- . Frequent monitoring of cyclosporine whole blood trough
Dlarrh.ea 1.1 18.1 concentrations should be performed during and at
Vomiting 18.1 138 discontinuation of posaconazole treatment and the
Alan.me nsferase d 14.6 129 cyclosporine dosage should be modified accordingly /see
Febrile neutro, penla 14.6 13.2 Warnings and Precautions (5.1) and Clinical Pharmacology
Aspartatg aminotransf d 13.2 12.5 (12.3)].

P 125 9.1 CYP3A4 Substrates that Prolong QTe Interval
Heada‘nhe‘ 122 8.7 Mech and Clinical Fffect(s) Concomitant use of posaconazole with CYP3A4 substrates such as pimozide and quinidine
C 1. 8.0 may result in increased plasma concentrations of the CYP3A4 substrates leading to QTc
Edfama !Jevipheral 11 8.4 interval p and torsades de pointes /see ings and Py (5.2)].
Epistaxis 1.1 5.9 P or M. Pimozide [ c use with p le is contraindicated
E‘:‘jgh — 104 8.4 Quinidine |
A pain_ 101 84 HMG-CoA Reductase Inhibitors (Statins) that are CYP3A4 Substrates
L 10.1 6.3 Mech and Clinical Effect(s) Concomitant use of posaconazole with simvastatin increased simvastatin plasma
Clinical Trial Experience with P leInj for Prophylaxis of I Aspergillus and Candida Infections _ cnncentral?uns which can lead to r y ,-' [see L‘/inical/‘.‘ gy (12.3)].
Administration of multiple doses of posaconazole injection via a peripheral venous catheter were | with thrombophlebitis (60% incid Prevention or Management Atnrvastgtm, ¢ use with p lois cont d
Therefore, in studies, leinjection was ed via central venous catheter /see Dosage and Administration (2.6)]. ;?::s;:tm'
The safety of posaconazole injection has been assessed in 268 patients in a clinical trial. Patients were enrolled in a parative ph ki r —
and safety trial of posaconazole injection when given as antifungal prophylaxis (P le Injection Study). Patients were i d - ,"?"t 2ro CYPIA4 Substrates - -
with underlying conditions including I logical malignancy, penia post-ch apy, GVHD, and post HSCT. This patient population was Mechanism and Clinical Effect(s) C nt use of p with increased n plasma »
55% male, had amean age of 51 years (range 18 to 82 years, 19% of patients were > 65 years of age), and were 95% white and 8% Hispanic. In this concentrations which could potentiate and prolong hypnotic and sedative effectysee Clinica
study, 10 patients received a single dose of 200 mg posaconazole injection, 21 patients received 200 mg daily dosage for a median of 14 days, and 237 Pharmacology (12.3)].
patients received 300 mg daily dosage for a median of 9 days (the 200 mg dosage is not a ded dosage for prophylaxis of invasive Aspergil P ion or Mz Midazolam, Closely monitor for adverse reactions associated with high

and Candida infections in adults /see Dosage and Administration (2.2)]. In the 300 mg daily dosage group each patient received a loading intravenous
dose of posaconazole injection 300 mg twice on Day 1, then intravenous posaconazole injection therapy, and finally Noxafil oral suspension to complete
28 days of total posaconazole therapy.

Alprazolam, Triazolam plasma concentrations of benzodiazepines that are CYP3A4
substrates during use, and a benzodi receptgr
antagonist should be available to reverse effects /see Warnings

and Precautions (5.7)].

Table 8 presents adverse reactions observed in patients treated with the posaconazole injection 300 mg daily dosage group in the
Injection Study.
The most frequently reported adverse reactions with an onset during the intravenous posaconazole injection phase of dosing with 300 mg once daily

Calcium Channel Blockers that are CYP3A4 Substrates
Mechanism and Clinical Effect(s) Posaconazole may increase the plasma concentrations of calcium channel blockers that are

were diarrhea (32%), hypokalemia (22%), pyrexia (21%), and nausea (19%). These adverse reactions were consistent with those seen in studies with substrates of CYP3A4.
Noxafil oral suspension. Prevention or Management Verapamil, Diltiazem, Monitor frequently for adverse reactions and toxicity with
Nifedipine, concomitant use of posaconazole with calcium channel blockers
Table 8: Adverse Reactions in at least 10% of Adults R g P le | for the Prophylaxis of Invasive Aspergillus and Nicardipine, that are CYP3A4 substrates. Dosage reduction of the calcium
Candidainfections Felodipine channel blocker may be needed.
Adverse Reactions P e | T P le Injection Treatment Anti-HIV Drugs that are CYP3A4 Substrates
Phase Phase or Subsequent Noxafil Oral Mechanism and Clinical Effect(s) Ritonavir and atazanavir are CYP3A4 substrates and posaconazole increased plasma
n=237* Suspension Treatment Phase concentrations of these drugs /see Clinical Ph logy (12.3)].
(%) n=237 Prevention or Management Ritonavir and Monitor frequently for adverse reactions and toxicity of ritonavi
%) Atazanavir and atazanavir during use.
Percentage of Patients Reporting any Adverse 93 99 Antineoplastic Drugs that are CYP3A4 Substrates
Reaction Mechanism and Clinical Effect(s) Posaconazole may increase plasma concentrations of oncology drugs that are CYP3A4
Diarrhea 32 39 substrates, which may increase the risk of serious adverse reactions.
Hypokalemi 2 28 Prevention or Management Venetoclax CLL/SLL patients: Concomitant use of posaconazole with
Pyrexia 21 31 venetoclax during initiation and ramp-up phase is contraindicated.
Nausea 19 0 AML patients: With concomitant use, venetoclax dosage
reduction and safety monitoring is recommended across all dosirlg
Rash 15 2 phases /see Warnings and P (5.11)].
Headache 14 21 Vinca alkaloids (e.g., Reserve concomitant use for patients with no alternative
Epistaxis 14 17 vincristine, antifungal treatment options /see Warnings and Precautions
Abd | Pain 13 17 inblasti (5.8)].
Chills 12 16 Ergot Alkaloid
Edema Peripheral 12 15 Mechanism and Clinical Effect(s) Most of the ergot alkaloids are CYP3A4 substrates. Posaconazole may increase the plasma
Vomiting 12 19 concentrations of ergot alkaloids (ergotamine and dihydroergotamine) which may lead to
Hy I 11 13 ergotism.
Decreased appetite 10 12 Prevention or Management Ergotamine, C use with ole is contraindicated
Cough 9 13 Dihydroer
Constipati 8 13 Phenytaii
Fatigue F 10 Mechanism and Clinical Effect(s) Phenytoin is a CYP3A4 substrate. C use of le with phenytoin i pd
Hypertension 3 n phenytoin plasma concentrations /see Clinical Ph logy (12.3)].
Petechiae 3 10 Prevention or Management Avoid concomitant use of posaconazde with phenytoin unless the benefit outweighs the risk.
Anemia 7 10 frequently monitor phenytoin concentrations and consider a dosage reduction of phenytain.
Dysprea 7 0 See Table 15 for additional monitorii i jons when phenytoin affects p ]
- via UDP-gluc Yl inhibiti
IrllrJnmhoclyluPenla 7 11 Rifabutin
Pain _UWE' - - - - 8 - L " Mech and Clinical Effect(s) Rifabutin is a CYP3A4 substrate. Concomitant use of posaconazole with rifabutin increased
* Adverse react.mns reported |n_ patients with an un_set dun.ng the pusanu_namln_a intravenous dosing phase of the study. rifabutin plasma concentrations /see Clinical Pharmacology (12.3)].
Adverse reactions reported with an onset at any time during the study in patients who were treated for up to 28 days of posaconazole Prevention or Management ‘Avoid concomitant use of posaconazole with rifabutin unless the benefit outweighs the risk
therapy. Frequent monitoring of full blood counts and adverse reactions due to increased rifabutin

Additional Adverse Reactions Reported in Less Than 5% of Posaconazole-Treated Patients in Clinical Trials

Other clinically significant adverse reactions reported in less than 5% of patients in clinical trials of posaconazole are listed below:

. Blood and lymphatic system disorders: hemolytic uremic syndrome, thrombotic thrombocytopenic purpura, neutropenia aggravated
. Endocrine disorders: adrenal insufficiency

. Nervous system disorders: paresthesia

. Immune system disorders: allergic reaction [see Contraindications (4.1)]

. Cardiac dis 2 torsades de pointes [see jngs and P 5.2)]

. Vascular disorders: pulmonary embolism

. Gastrointestinal disorders: pancreatitis

. Liver and Biliary System Disorders: hepatic enzymes increased, hepatic function abnormal, hepatitis, hepatomegaly, jaundice
. Renal & Urinary System Disorders: renal failure acute

Clinical Trials in Pediatric Patients 2 Years of Age and Older

The safety of posaconazole injection and Noxafil PowderMix (for delayed-rell oral for pr is of invasive fungal infections was
evaluated in an open-label uncontrolled dose-ranging pharmacokinetic and safety study of posaconazole injection and Noxafil PowderMix (Pediatric
Study 1, NCT02452034). In this study, 115 immunocompromised pediatric patients 2 to less than 18 years of age with known or expected neutropenia
initially received posaconazole injection (up to 6 mg/kg twice daily for the first day and then up to 6 mg/kg for at least 7 days), and then 63 patients were
transitioned to Noxafil PowderMix(up to 6 mg/kg once daily). The mean overall treatment duration was 21 days including a mean duration of 14 days
(range: 1 to 28 days) on posaconazole injection and a mean duration of 12 days (range: 2 to 18 days) on Noxafil PowderMix /see Clinical Pharmacology
(12.3)]. In this study, the reported adverse reaction profile of posaconazole injection and Noxafil PowderMix in pediatric patients was consistent with
the safety profile of posaconazole in adults. The most common adverse reactions that occurred in greater than 20% of pediatric patients who received
posaconazole injection and Noxafil PowderMix were pyrexia, febrile neutropenia, vomiting, mucosal inflammation, pruritus, hypertension, hypokalemia,
and stomatitis.

plasma concentrations (e.g., uveitis, leukopenia) during concomitant use are recommended
See Table 15 for additional monitoring considerations when rifabutin affects posaconazole
via UDP-glucuronosyltransferase inhibition.

7.3 Absence of Clinically Important Interaction with Posaconazole

Additional clinical studies demonstrated that no clinically important effects on zidovudine, lamivudine, indinavir, or caffeine were observed when
administered with posaconazole 200 mg once daily; therefore, no dose adjustments are required for these drugs when coadministered with
posaconazole 200 mg once daily.

8  USEINSPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal data, posaconazole may cause fetal harm when administered to pregnant women. Available data for use of posaconazole
in pregnant women are insufficient to establish a drug-associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. In
animal reproduction studies, skeletal malformations were observed when posaconazole was dosed orally to pregnant rats during organogenesis at
doses = 1.4 times the 400 mg twice daily oral suspension regimen based on steady-state plasma concentrations of posaconazole in healthy volunteers.
In pregnant rabbits dosed orally during organogenesis, doses of = 3 times the clinical exposure caused an increase in resorptions (see Jata). Based on
animal data, advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and
of birth defect, loss, or other adverse outcomes. In the U.S. general
clinically recognized pregnancies s 2 to 4% and 15 to 20%, respectively.

Data

Animal Data: Posaconazole resulted in maternal toxicity (reduced food consumption and reduced body weight gain) and skeletal malformations (cranial
malformations and missing ribs) when given orally to pregnant rats during organogenesis (Gestational Days 6 through 15) at doses =27 mg/kg (= 1.4
times the 400 mg twice daily oral suspension regimen based on steady-state plasma concentrations of drug in healthy volunteers). The no-effect dose

for the indicated populations is unk All
the estimated backg

p haveat ] risk
d risk of major birth defects and miscarriage in

prevention of fungal infections in adults and children 2 years of age and older who weigh 22 Ibs (10 kg) or
treatment of fungal infections in adults and children 2 years of age and older who weigh 22 Ibs (10 kg) or
are allergic to posaconazole, any of the ingredients in posaconazole or other azole antifungal medicines. See the

Posaconazole is a prescription medicine used in adults and children to help prevent or treat fungal infections that can
spread throughout your body (invasive fungal infections). These infections are caused by fungi called Aspergillus or

Candida. Posaconazole injection is used in people who have an increased chance of getting these infections due to a
transplant) with graft versus host disease or those with a low white blood cell count due to chemotherapy for blood

weak immune system. These include people who have had a hematopoietic stem cell transplantation (bone marrow
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certain statin medicines that lower cholesterol (atorvastatin, lovastatin, simvastatin)

ergot alkaloids (ergotamine, dihydroergotamine)
have chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL) and you have just started taking

venetoclax or your venetoclax dose is being slowly increased.
and fosamprenavir can cause a decrease in the posaconazole levels in your body. Efavirenz and fosamprenavir

should not be taken with posaconazole.
are breastfeeding or plan to breastfeed. It is not known if posaconazole passes into your breast milk. You and

are taking certain drugs for HIV infection, such as ritonavir, atazanavir, efavirenz, or fosamprenavir. Efavirenz
are pregnant or plan to become pregnant. It is not known if posaconazole will harm your unborn baby.
your healthcare provider should decide if you will take posaconazole or breastfeed. You should not do both.

are taking vincristine, vinblastine and other “vinca alkaloids” (medicines used to treat cancer).

are taking venetoclax, a medicine used to treat cancer.

are taking certain medicines that lower your immune system like cyclosporine or tacrolimus.
have or had liver problems.

have or had an abnormal heart rate or rhythm, heart problems, or blood circulation problems.

are taking midazolam, a hypnotic and sedative medicine.

Before you take posaconazole, tell your healthcare provider about all of your medical conditions,
have or had kidney problems.

Ask your healthcare provider or pharmacist if you are not sure if you are taking any of these medicines.
Do not start taking a new medicine without talking to your healthcare provider or pharmacist.
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Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. Posaconazole can affect the way other medicines work, and other
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cause heart rhythm problems. People who have certain heart problems or who take certain medicines have a
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Dimensions: 450 x 700 mm
Color: Black




for malformations and maternal toxicity in rats was 9 mg/kg, which is 0.7 times the exposure achieved with the 400 mg twice daily oral suspension
regimen. No malformations were seen in rabbits dosed during organogenesis (Gestational Days 7 through 19) at doses up to 80 mg/kg (5 times the
exposure achieved with the 400 mg twice daily oral suspension regimen). In the rabbit, the no-effect dose was 20 mg/kg, while high doses of 40 mg/kg
and 80 mglkg (3 or 5 times the clinical exposure) caused an increase in resorptions. In rabbits dosed at 80 mg/kg, a reduction in body weight gain of
females and areductioniin litter size were seen.

8.2 Lactation

Risk Summary

There are no data on the presence of posaconazole in human milk, the effects on the breastfed infant, or the effects on milk production. Posaconazole is
excreted in the milk of lactating rats. When a drug is present in animal milk, it is likely that the drug will be present in human milk. The developmental and
health benefits of breastfeeding should be considered along with the mother's clinical need for posaconazole and any potential adverse effects on the
breastfed child from posaconazole or from the underlying maternal condition.

8.4 Pediatric Use

Treatment of Invasive Aspergillosis
The safety and effectiveness of posaconazole injection have been established for the treatment of invasive aspergillosis in pediatric patients 2 years of

Race/Ethnicity:
In a population ph kinetic analysis of p AUC was found to be 25% higher in Chinese patients relative to patients from other
races/ethnicities. This higher exposure is not expected to be clinically relevant given the expected variability in posaconazole exposure /see Use in
Specific Populations (8.9)].

Patients Weighing More Than 120 kg:

Weight has a clinically significant effect on posaconazole clearance. Relative to 70 kg patients, the Cavg is decreased by 25% in patients greater than
120 kg. Patients administered posaconazole weighing more than 120 kg may be at higher risk for lower posaconazole plasma concentrations compared
to lower weight patients /see Use in Specific Populations (8. 10)].

Pediatric Patients:
Prophylaxis of invasive Aspergillus and Candida i in pediatric patients 2 years of age and older: A total of 12 patients 13 to 17 years of age
received 600 mg/day (200 mg three times a day) of Noxafil oral suspension for prophylaxis of invasive fungal infections. Based on pk kinetic data
in 10 of these pediatric patients, the mean steady-state Cav was similar between these patients and adults (= 18 years of age). In a study of 136
neutropenic pediatric patients 11 months to less than 18 years treated with Noxafil oral suspension, the exposure target of steady-state posaconazole

Cavg between 500 ng/mL and less than 2500 ng/mL was attained in approximately 50% of patients instead of the pre-specified 90% of patients.
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13 NONCLINICALTOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Inpairment of Fertility

Carcinogenesis

No drug-related neoplasms were recorded in rats or mice treated with posaconazole for 2 years at doses higher than the clinical dose. In a 2 year
carcinogenicity study, rats were given posaconazole orally at doses up to 20 mg/kg (females), or 30 mg/kg (males). These doses are equivalent to 3.9- or
3.5 times the exposure achieved with a 400 mg twice daily oral ion regimen, i based on steady-state AUC in healthy volunteers
administered a high-fat meal (400 mg twice daily oral suspension regimen). In the mouse study, mice were treated at oral doses up to 60 mg/kg/day or
4.8 times the exposure achieved with a 400 mg twice daily oral suspension regimen.

Mutagenesis
P le was not g ic or ic when d in bacterial icity (Ames), a
blood lymphocytes, a Chinese hamster ovary cell mutagenicity study, and a mouse bone marrow micronucleus study.

Impairment of Fertility

Posaconazole had no effect on fertility of male rats at a dose up to 180 mg/kg (1.7 x the 400 mg twice daily oral suspension regimen based on steady-
state plasma concentrations in healthy volunteers) or female rats at a dose up to 45 mg/kg (2.2 x the 400 mg twice daily oral suspension regimen).

study in human peripheral

Drug Interactions

Advise patients to inform their physicianimmediately if they:

. develop severe diarrhea or vomiting.

are currently taking drugs that are known to prolong the QTc interval and are metabolized through CYP3A4.

are currently taking a cyclosporine or tacrolimus, or they notice swellingin an arm or leg or shortness of breath.

are taking other drugs or before they begin taking other drugs as certain drugs can decrease or increase the plasma concentrations of
posaconazole.

Serious and Potentially Serious Adverse Reactions

Advise patients to inform their physicianimmediately if they:

. notice a change in heart rate or heart rhythm or have a heart condition or circulatory disease. Posaconazole can be administered with caution to
patients with potentially proarrhythmic conditions.

. are pregnant, plan to become pregnant, or are nursing.

. have liver disease or develop itching, nausea or vomiting, their eyes or skin turn yellow, they feel more tired than usual or feel like they have the
flu.

ageand older The mean pharmacokinetic parameters after multiple-dose administration of le injection in penic pediatric patients 2 to less than 18 . have ever had an allergic reaction to other suchask o fl e, itr le, or vori |
Useof pnsac;:mazole for these pediatrc indications is supported by evidence from ad and well led studies of le n adults and years of age (Pediatric Study 1) are shown in Table 26. Patients were enrolled into 2 age groups and received posaconazole injection doses at 6 mg/kg 14  CLINICALSTUDIES
o i .6 to 1 ti h ded ith il i ily on Day 1 A Reacti L)), TN @
safety and pharmacokinetic (PK) data from two pediatric studies /see Adverse Reactions (6.7) and Clinical Pharmacology (12.3)]. The safety of 0.5t0 1 times ther dose witha 300mg dose once daily(twice daily on Day 1) see Adverse Reactions (6.1 14.1 Treatment of Invasive Aspergillosis with P le Injection and Noxafil Delayed-Rel Tablets CAMB“EB’)
posaconazole in pediatric patients for these pediatric indications was consistent with the known safety profile of posaconazole in adults /see Adverse Table 26: Summary of Steady-State Geometric Mean Pharmacokinetic Parameters (% Geometric CV) After Multiple Dosing with Aspergillosis Treatment Study (NCT01782131) was a randomized, double-blind, controlled trial which evaluated the safety and efficacy of
Reactions (6.1)]. Posaconazole Injection 6 mg/kg* in Pediatric Patients with Neutropenia or Expected Neutropenia posaconazole injection and Noxafil delayed-release tablets versus voriconazole for primary treatment of invasive fungal disease caused by Aspergillus Manufactured for: .
The safety and effecti of have not been in pediatric patients less than 2 years of age. Age Dose N AUCozemr Cav' Covae Con T’ oL’ species. Eligible patients had proven, probable, or possible invasive fungal infections per the European Organization for Research and Treatment of C_amber Pharmaceuticals, Inc.
Prophylaxis of Invasive Aspergillus and Candida Infections Group Type (ng-hrjmL) (nglmL) (ngimL) (nglmL) (hr) (Llhr) Cannel/Mvcuses Study Group, EORTC/MSG criteria. Patients were Stla.tlfled by r|§k for mortality or poor outcome whgre high risk |r‘|cluded ahistory of Piscataway, NJ 08854.
The safety and effectiveness of posaconazole injection has been established for the prophylaxis of invasive Aspergillus and Candida infections in allogeneic bone marrow transplant, Ilver_tvansplant, or relapsed Ieuker_ma undergulng_sal\_/age c_hemolherapy. The median age of patients was 57 years
pediatric patients 2 years of age and older who are at highrisk of developing these infections due to being severely immunocompromised. 2t0 <7 v 17 31100 1300 3060 626 1.75 3.27 (range 1491 years), W!lh 27'”’ of patients ageld = 65 years; 5 patients were pediatric patients 141 E years of age, of Wh?m 3 were "eat,Ed W.Ith Manufactured by:
Use of posaconazole for these pediatric indications is supported by adequate and well controlled studies of posaconazole in adults and pediatric patients years (48.9) (48.9) (54.1) (104.8) (1.57 t0 1.83) (49.3) posacu_nazgle and 2.wnh VTIEDT.ZTEJ?:em:i?;:t‘; ?nf ":12“;:‘: ::r;ea Tilsnﬁi'j:/:) 2?::5:‘:;9:%'I‘N?i'lemgth[;i?:];dtéo rzl[s]l;nf:vcl;[ll:r: hfil;u':vz?':s Aspi
aged 13 years of age and older and additional PK and safety data in pediatric patients 2 years of age and older /see Clinical Pharmacology (12.3) and PETSTESS, SR patients v 'Story of neutropenia, ppro; v L yora j\ PlfO
Clinical studies (14 Tt017 W 2% 14200 1840 3340 1160 177 276 allogeneic stem cell transplant. Over 80% of subjects in each treatment group had infection limited to the lower respiratory tract (primarily lung), while Asniro Ph Limited
- " . A A years 415 415) (39.4) 60.4) (1.33 t0 6.00) (55.7) approximately 11% to 13% also had infection in another organ. Invasive aspergillosis was proven or probable in 58.1% of patients as classified by stm N 33"2": Bl'm“eh Park. Ph n
The safety and ef of p has not been in pediatric patients less than 2 years of age. independent adjudicators blinded to study treatment At least one Aspergillus species was identified in 21% of the patients; 4. fumigatus K:nli::aﬂ: V'IIalge “]Nllzcrkooil(l;ﬂan;:)_
- Hont Il illage,
8.5 GeriatricUse IV= Posaconazole injection; AUCo2s = Area under the plasma concentration-time curve from time zero to 24 hr; Crax = maximum observed and A, flavus were the most common pathogens identified. Siddipet, Telangana-502281, India.
No overall differences in the safety or effectiveness of posaconazole injection has been observed between geriatric patients and younger adult patients concentration; Crin = minimum observed plasma concentration; Tmax = time of maximum observed concentration; CL/F = apparent total Patients randomized to receive posaconazole were given a dose of 300 mg once daily (twice daily on Day 1) IV or tablet. Patients randomized to receive
in the clinical trials; therefore, the recommended dosage in geriatric patients is the same as that for younger adult patients. No clinically meaningful body clearance voriconazole were given a dose of 6 mg/kg twice daily Day 1 followed by 4 mg/kg twice daily IV, or oral 300 mg twice daily Day 1 followed by 200 mg Revised: 042026
differences in posaconazole pharmacokinetics were observed in posaconazole-treated geriatric patients compared to posaconazole-treated younger 0.6 to 1 times the recommended dose twice daily. The recommended initial route of administration was IV; however, patients could begin oral therapy if clinically stable and able to tolerate ’
adult patients during clinical trials /see Clinical Pharmacology (12.3)]. Cav = time-averaged concentrations (i.e., AUCo2a w/24hr) oral dosing. The transition from IV to oral therapy occurred when the patient was clinically stable. The protocol recommended duration of therapy was 2109621
. 0f the 279 patients treated with posaconazole injection in the Posaconazole Injection Study (prophylaxis of invasive Aspergillus and Candida * Median (minimum-maximum) 84 days with a maximum allowed duration of 98 days. Median treatment duration was 67 days for posaconazole patients and 64 days for voriconazole
infections in those at high risk of developing these infections due to being severely immunocompromised), 52 (19%) patients were > 65 years of §  Clearance (CL for IV) patients. Overall, 55% to 60% of patients began treatment with the IV formulation with a median duration of 9 days for the initial IV dosing.
age. Based ona lation ot kinetic model evaluati ole ot kinetics and predicting exposures in pediatric patients, the exposure The Intent to Treat (ITT) populationincluded all patients randomized and receiving at least one dose of study treatment. All-cause mortality through Day
. 0Of the 288 patients treated with posaconazole injection in the Aspergillosis Treatment Study, 85 (29%) patients were = 65 years of age. of steady-stat le average g"mme, than or equal to 700 nglmL inr appruxi:nalelv 90% of patients is attained with the 42 in the overall population (ITT) was 15.3% for posaconazole patients compared to 20.6% for voriconazole patients for an adjusted treatment
8.6 Renal Impairment recommended dose of posaconazole injection. The phar ic analysis of le in pediatric patients suggests that age, sex, difference of -5.3% with a 95% confidence interval of -11.6 to 1.0%. Consistent results were seen in patients with proven or probable invasive
: i i ini inaful I Kineti I aspergillosis per EORTC criteria (see Table 32).
Avoid use of posaconazole injection in patients with eGFR less than 50 mLiminute/1.73 m’ unless the benefitlrisk to the patient justifies its use. The venal impairment and ethnicity have no clnically gfuleffect on the of perd P
inactive ingredient in posaconazole injection, Betadex Sulfobutyl Ether Sodium (SBECD) is expected to accumulate in patients with reduced renal Treatment of invasive aspergillosis in pediatric patients 2 years of age and older: A total of 31 patients 2 to less than 18 years of age (body weight of Table 32: Posaconazole Injection and Noxafil Delayed-Release Tablets Invasive Aspergillosis Treatment Study: All-Cause Mortality
function. Safety and effectiveness of posaconazole injection have not been established in patients with less than 50 mLiminute/1.73m". = 12kg) received pediatric dosing based on body weight posaconazole Injection, /see Dosage and Administration (2.3]. Through Day 42
If with ole injectionis idable in patients with eGFR less than 50 mL/minute/1.73 m’, monitor serum creatinine levels. If serum The mean population pharmacokinetic model parameters after multiple dose administration of posaconazole Injection, in pediatric patients 2 to less Posaconazole Injection and Voriconazole
creatinine increases, consider changing to oral posaconazole therapy. than 18 years of age for the treatment of invasive aspergillosis (Pediatric Study 2) are shownin Table 27. /see Adverse Reactions (6.1)]. Delayed-Release Tablets
8.7 Hepatic Impairment Table 27: Summary of Steady-State Geometric Mean Pharmacokinetic Parameters*(% Geometric CV) After Multiple Dosing with Population N n (%) N n (%) Difference” (95% CI)
No dosage adj ist fed for le injection in patients with mild, moderate, or severe hepatic impairment (Child-Pugh Class A, B, P"s_“""“‘f'e Injection, N“““'_ P""""e'M_i" "_" Delayed-Rel Oral § and Noxafil Delayed-Release Tablets in Pediatric Intent to Treat 288 44 (15.3) 287 59 (20.6) 5.3(-11.6, 1.0)
orC, ly)/see Clinical Ph logy (12.3)]. Patients being Treated for Invasive Aspergillosis
However, a specific hepatic impairment study has not been conducted with the posaconazole injection. Age Dose N' | AUCoze s | Cav’ Crax Crin (ng/mL) | Tmas® (hr) CLIF PWVE_"/PTUhBW ) 163 31(19.0) m 32(18.7) 0.3(-8.2,8.8)
Group Type (ng-hr/mL) (ng/mL) (ng/mL) (L/hr) Invasive Aspergillosis
8.8 Sex ) ) 2t0 <12 v 9 61900 2580 (49.8) 3630 (30.8) 1710(82.2) 1.50(1.25-1.77) 2.56 " Adjusted treatment difference based on Miettinen and Nurminen’s method stratified by randomization factor (risk for mortality /poor
No adj in the dosage of is necessary based on sex. years (49.8) (47.8) outcome), using Cochran-Mantel-Haenszel weighting scheme.
8.9 Race PFS 6 45200 (30.2) 1880 (30.2) 2220 (26.5) 1370 (41.8) 7.00 (6.40-7.20) 3.25 . N _ o N . o
No adi in the dosage of oleis necessary based on race (34.6) Global clinical response at Week 6 was assessed by a blinded, independent adjudication committee based upon prespecified clinical, radiologic, and
! o ! v race. 7t W 73 50800 (35.6) 2530 (35.6) 3510 (26.8) 1740 (48.5) 150 (1.30-1.63) vy ycologic criteria. In the subgroup of patients with proven or probable invasive aspergillosis per EORTC criteria, the global clinical response of success
8.10 Weight <18 : ’ : i R (4'1 8) (complete or partial response) at Week 6 was seen in 44.8% for posaconazole -treated patients compared to 45.6% for voriconazole-treated patients
Z;armacorlnet;;zm;;elmg suggests that patients who weigh greater than 120 kg may have lower posaconazole plasma drug exposure. /see Clinical years PFS 10 47800 (52.7) 1990 52.7) 2250 (48.3) 1580 62.6) 7.156.70.7.30) 6.27 (see Table 33).
armacology (1.3 (52.7) Table 33: Posaconazole Injection and Noxafil Delayed-Release Tablets Invasive Aspergillosis Treatment Study: Successful Global
10 OVERDOSAGE IV= Posaconazole injection; PFS= Noxafil PowderMix for delayedrelease oral suspension, Tablet= Noxafil delayedrelease tablets; AUCo-24 hours Clinical Response at Week 6
Thereis no with geof leinjection. =hArea l;lm:er the plasm:i m:pcen]t_ratiun-tllime cfurve !rom tir:e zerndm 24 hrl; C:‘m =CTIT:ximum obsetrvler: tiohm::mrlalion; Crin = minimum Posaconazole Voriconazole
. L . ; . . . . . observed plasma concentration; Tmax = time of maximum observed concentration; = apparent total body clearance " - n
?hur:ng thedcllnmz-lll m:rtnsume p.;:j"e:tT rEl:E';\IEﬂ Nuxaflllnr:! SUSPEHS‘IP" :]p :10 II,BIIJ(C:rI;%Igay ‘Tﬁ.l nudanlilve’;se I't:.TctlﬂlnS nmedlthafl waer; dlm:“mml'rf"; Parameter estimates reported only for N > 2 (excludes a single patient =2 to <12 receiving tablet and 2 patients >12 to <18 years Population N Success N Success Difference’ (35% Cl)
rje ower as:s. nal ||o:1,:ct:)mt;n_a ovf_r ntsewasna ed in one patient who took 1,200 mg twice daily Noxafil oral suspension for 3 days. No relate receiving PFS) Proven/Probable 163 73 (44.8) m 78 (45.6) -0.6(-11.2,10.1)
2 verse 'eaﬂl fons were no Zh Yh e";YEIS gator. ' Some patients had 2 values (1 for IV dosing and 1 for oral dosing) Invasive Aspergillosis
osaconazoleis not removed by hemodialysis. ; Cav = time-averaged concentrations i.e., AUCo24 s/ 24hr) * Successful Global Clinical Response was defined as survival with a partial or complete response.
11 DESCRIPTION ; Median {minimum-maximum T Adjusted treatment difference based on Miettinen and Nurminen's method stratified by randomization factor (risk for mortality/poor
Posaconazole injection contain posaconazole, an azole antifungal agent. Clearance (CL for IV and CLIF for PFS or Tablet) outcome), using Cochran-Mantel-Haenszel weighting scheme.
Posaconazole is designated chemically as 4-[4-[4-[4-[[(38, 5R)-5-(2,4-difluoro phenyl) tetrahydro-5-(14-1,2,4-triazol-1-ylmethyl)-3- The population ph kinetic analysis of le in pediatric patients, including Pediatric Study 2, suggests that age, sex, ethnicity, and 18.2 Prophylaxis of A s and Candida nfecti ith Noxafil Oral S .
furanyllmethoxylphenyl]-1-piperazinyllphenyl] -2-[(15,25)-1-ethyl-2-hydroxypropyl]-2,4-dihydro-3#-1,2,4-triazol-3-one with an molecular formula of disease status have no clinically meaningful effect on the pharmacokinetics of posaconazole T - rdnp 4y :X's" ;”:’g’df’”" anattaln ect.mnswn oxafil Ora usp(len:mnh fon of invasive fungal infections (Fls)
€, H..FN,0, and amolecular weight of 700.79. The chemical structure s: . . wo randomized, controlled studies were | using le as prophy or the prevention of invasive fungal infections (IFls) among
e PD"'“ I'"‘"al'“_'““ S.tud_lles. balzed via UDP hase 2 . bstrate for ol ein (P-ao) affux. Theref patients at high sk due to severely compromised immune systems.
N | ‘/CHa rosaconazae Is primartly ‘"a. ? (phase N enzymes) and is a substrate for p-glycopro eln‘( '9?‘? Ux. ThEretore, The first study (Noxafil Oral Suspension Study 1) was a randomized, double-blind trial that compared Noxafil oral suspension (200 mg three times a day)
N inhibitors or inducers of these clearance may affect plasma A summary of drugs studied clinically with the oral X . X T AP . .
« M_CH suspension or another tablet formulation, which affect le concentrations, is provided in Table 28 with fluconazole capsules (400 mg once daily) as prophylaxis against invasive fungal in stem cell (HSCT)
N'N\’(_i:>—\ /_\N N P ISP . recipients with Graft versus Host Disease (GVHD). Efficacy of prophylaxis was evaluated using a endpoint of proven/probable IFls, death, or
3 0 N , N\; N OH: Effects of Other Drugs on Posaconazole: treatment with systemic antifungal therapy (patients may have met more than one of these criteria). This assessed all patients while on study therapy
13 Table 28: Summary of the Effects of C i Drugs on P lein Healthy Vol s plus 7 days and at 16 weeks post-randomization. The mean duration of therapy was ble between the 2 groups (80 days, Noxafil oral
- — 77 days, fl le). Table 34 contains the results from Noxafil Oral Suspension Study 1.
Effect on Bioavailability of
Posaconazole is an off-white to white powder, slightly soluble in methanol and sparingly soluble in dimethyl sulfoxide. P I Table 34: Results from Blinded Cllnn;'al Studyin Prophylm.us of IFlin Al . Patients with Stem Cell Transp
oo ; X X ) o . . Change in Mean Change in Mean (HSCT) and Graft-vs.-Host Disease (GVHD): Noxafil Oral Suspension Study 1
Posaconazole injection, for intravenous use, is a clear colorless to yellow, without preservatives sterile liquid essentially free of foreign matter. Each . 9 N g .
vial contains 300 mg of posaconazole and the following inactive ingredients: 6.68 g betadex sulfobutyl ether sodium (SBECD), 0.0033 g edetate Coadministered Drug _EMix!ratlu _AUBA(""“O Posaconazole ‘ Fluconazole
disodium, hydrachloric acid and sodium hydroxide to adjust the pH to 2.6, and water for injection. (Postulated estimate ; 90% CI estimate ; 90% CI n=301 n=299
Mechanism of Coadmini: | Dru P I of the ratio of the ratio th lus 7
12 CLINICALPHARMACOLOGY : ereredfiug o psasnaza 8 o o On therapy plus 7 days
Interaction) Dose/S Dose/S — rr— 7
) ) - - Clinical Failure [ 50 (17%) | 55 (18%)
12.1 Mechanism of Action Efavirenz (UDP-G 400 mg once daily x 10 400 mg (oral 145% (0.55; 0.47- 1 50% (0.50; 0.43- _
Posaconazoleis an azole antifungal agent /see Clinical Pharmacology (12.4)]. Induction) and 20 days suspension) twice daily 0.66) 0.60) Failure due to:
12.2 Pharmacodynamics x 10 and 20 days Proven/Probable IFI 7(2%) 22 (7%)
Exposure Response Relationship: Prophylaxis of invasive Aspergillus and Candida Infections in Adults Who Are at High Risk of Developing These Fosamprenavir ) 70_0 mg twice 200 Tg once daily on 121%0.79 (0.71- 123%0.77 (0.68- (Aspergillus) 3(1%) 17 (6%)
Infections Due to Being Severely Immunocompromised (unknown mechanism) daily x 10 days the 1% day, 0.89) 0.87) (Candida) T(<1%) 301%)
In clinical studies of neutropenic patients who were receiving cytotoxic ch herapy for acute myel leukemia (AML) or myelodysplastic
syndromes (MDS) or | ic stem cell lant (HSCT) recipi with Graft versus Host Disease (GVHD), a wide range of plasma 200 mg twice daily on (Other) 3(1%) 2(1%)
posaconazole exposures was nluted following administration of Noxafil oral i ki .' pha dynamic analysis of patient data the 2" day, All Deaths 22 (7%) 24 (8%)
revealed an apparent association between average le conc (Cavg) and prophyl: efficacy (Table 18). A lower Cavg may be P bable fungal infecti 2(< 1% 6 (2%
d with an i d risk of failure, defined as treatment discontinuation, use of empiric systemic antifungal therapy (SAF), or then 400 mg twice rpven/pm able fungal infection (<%l (2%)
occurrence of breakthrough invasive fungal infections. daily x 8 Days prior to death
yr5 SAF 27 (9%) 25 (8%)
Table 18: Noxafil Oral S Exposure Analysis (Cavg) in Prophylaxis Trials Rifabutin (UDP-G 300 mg once daily x 17 200 mg (tablets) 143% 148%
Prophylaxis in AMLIMDS” Prophylaxis in GVHD' Induction) days once daily  10days' | (0.57,0430.75) | (051;0.37:0.71)
Ph in (UDP- 2 2 I 4
Cavg Range (ng/mL) Treatment Failure’ (%) Cavg Range (ng/mL) Treatment Failure’ I deny:mr; (UDP-6 dU? mg] E"ge 00 r;g.l(ta)l: ?;)d 4 (lU 5;{"0 440.79) 3055%%0 360.71) Through 16 welers
(%) hduction) | faly x 2 days ance Caty ays 9% DA%, Al Clinical Failure™* 99 (33%) 110(37%)
Quartie 1 9010322 547 22 10557 244 Ratio Estimate is the ratio of ed drug plus P le to P ole alone for Cmax or AUC. Failre d -
- - . ' The tablet refers to a non-commercial tablet formulation without polymer. ailure due to:
Quartile 2 322 t0 490 37 557 t0 915 20.6 Proven/Probable IFI 16 (5%) 27 (9%)
Quartile 3 290 0 734 768 915 10 1.563 175 Effects of Posaconazole and Noxafil PowderMix on Other Drugs:
Quartile 4 734 10 2,200 27.8 1,563 to 3,650 175 Table 31: Summary of the Effects of Posaconazole on Coadministered Drugs in Healthy Adult Volunteers and Patients Wspergillus) 7(2%) 21(7%)
7 0
Cavg = the average posaconazole concentration when measured at steady state Ci inistered Ci Posaconazole Dose/ Effect on Bioavailability of (Candide) 4 (%) 4 (1%
Neutropenic patients who were receiving cytotoxic chemotherapy for AML or MDS Drug Drug Dose/Schedule Schedule Coadministered (Other) 5(2%) 2(1%)
t HSCT recipients with GVHD 3 o o (Postulated Mechanism Drugs - - All Deaths 58 (19%) 59 (20%)
¥ Defined as treatment discontinuation, use of empiric systemic antifungal therapy (SAF), or occurrence of breakthrough invasive fungal of Interaction is Change in Mean Cmax Change in Mean AUC
Jetine L e s Proven/probable fungal 10 (3%) 16 (5%)
Inhibition of CYP3A4 by (ratio estimate*; 90% (ratio estimate*; 90% infection prior to death
Exposure Response Relationship: Treatment of Invasive Aspergillosis in Adult and Adolescent Patients: p(l)sa.cunaznle) _ Cl of the ratio estimate) | Cl of the ratio ) SAF' 26 (9%) 30 (10%)
Across a range of posaconazole plasma minimum concentrations (C,,,, range: 244 to 5663 ng/mL) following administration of posaconazole injection Sirolimus 2:mg single oral 400 mg.(nral . 1572% 1788% q
and Noxafil delayed-release tablets in adult and pediatric patients aged 14 years and older treated for invasive aspergillosis in Aspergillosis Treatment dose SU_SPE"S"J") twice (6.72;5.62-8.03) (8.88;7.26-10.9) Event free lost to follow-up 24(8%) 30 (10%)
Study, there was no between le C,,, and efficacy /see Clinical Pharmacology (12.3) and Clinical Studies (14.1)]. , _ daily x 16 days _ " Patients may have met more than one criterion defining failure.
Similarly, across a range of population pharmacokinetic model-predicted steady-state plasma average concentrations (C,,,, range: 589 to 6315 ng/mL), Cyclosporine Stable Maintenance dose 200 mg (Mhlﬁs) once T Cyclosporine whole blood trough " Use of systemic antifungal therapy (SAF) criterion is based on protocol definitions | usage >4 days).
there was no iation between p leC,,and efficacy. in h.e‘art transplant daily x 10 days concentrations +95Y% interval ( ) le) = (-11.5%, +3.7%).
12.3 Pharmacokinetics recipients Cyclosporine dose reductions of up * Patients who are lost to follow-up (not observed for 112 days), and who did not meet another clinical failure endpoint. These patients
General Pharmacokinetic Characteristics to 29% were required were considered failures.
General Pharmacokinetic Characteristics of Posaconazole Injection Tacrolimus 0.05-mg/kg single 400 mg (oral suspension) T121% 1 368% The second study (Noxafil Oral Suspension Study 2) wasar 1, open-label study that d Noxafil oral suspension (200 mg 3 times a day)
Posaconazole injection exhibits dose proportional pharmacokinetics after single doses between 200 and 300 mg in healthy volunteers and patients. The oral dose twice (2.21; 2.01-2.42) (4.58; 4.03-5.19) with fluconazole suspension (400 mg once daily) or itraconazole oral solution (200 mg twice a day) as prophylaxis against IFls in neutropenic patients
mean pharmacokinetic parameters after single doses with posaconazole injection in healthy volunteers and patients are shownin Table 19. daily x 7 days who were receiving cytotoxic chemotherapy for AML or MDS. As in Noxafil Oral Suspension Study 1, efficacy of prophylaxis was evaluated using a
Table 19: Summary of Mean Pharmacokinetic Parameters (%CV) in Healthy Volunteers (30 minute infusion via peripheral venous line) Simvastatin 40-mg single oral 100 mg (oral Simvastatin Simvastatin composite endpoint of proven/probable IFls, death, or treatment with systemic antifungal therapy (Patients might have met more than one of these
and Patit;nls (30 minute infusion via central venous line) after Dosing with Posaconazole Injection on Day 1 dose suspension) once 1841% 1931% criteria). This study assessed patients while on treatment plus 7 days and 100 days post-randomization. The mean duration of therapy was comparable
9 ) ¥ daily x 13 days (9.41,7.13-12.44) (10.31, 8.40-12.67) between the 2 treatment groups (29 days, le; 25 days, fl le or itr le). Table 35 contains the results from Noxafil Oral
Dose n AUC,, AUC,,, Cmax tiz CL Suspension Study 2.
- - Si tatin Acid Si tatin Acid
(mg) (nghrjm) (ng hriml) (ngiml) thr) (Libr) T'E’;:/na At TI[;?;‘Z/S.. atn Ack Table 35: Results from Open-Label Clinical Study 2 in Prophylaxis of IFl in All Randomized Patients with Hematologic Malignancy and
Healthy 200 9 35400 (50) 8840 (20) 2250 (29) 23.6(23) 6.5(32) (917, 7.36-11.43) (7.34, 5.82:9.25) Prolonged Neutropenia: Noxafil Oral Suspension Study 2
Volunteers 300 9 46400 (26) 13000 (13) 2840 (30) 24620 | 69(27) [ P I [ Fl lel I
. 200 mg (oral Simvastatin Simvastatin | n=304 | n=298
Patient: 200 30 N/D 5570 (32, 954 (44] N/ID N/D .
- : - - : I zu'slpen?gnr: N 2:214110? 99-16.29 ’qg?ﬂ%ﬁ 63-13.02 On therapy plus 7 days
300 22 NID 8240 (26) 1590 (62) N/D NID aily x 13 days (11.41,7.9916.29) (10.60, 8.6313.02) Clinical Failure I 82 (27%) I 126 (42%)
AUC, ., = Area under the plasma concentration-time curve from time zero to infinity; AUC,,, = Area under the plasma concentration-time curve ) o y o Failure due to:
from time zero to 12 hr after the first dose on Day 1; C,, = maximum observed concentration; t, = terminal phase half-life; CL = total body Simvastatin Acid Simvastatin Acid
) . 851% 748% Proven/Probable IFI 7(2%) 25 (8%)
clearance; N/D = Not Determined i T ~
(9.61, 8.15-11.10) (8.48, 7.04-10.23) (Aspergillus) 2 (1%) 20 (7%)
Table 20 displays the pharmacokinetic parameters of posaconazole in patients following administration of posaconazole injection 300 mg taken once a Midazolam 0.4-mg single 200 mg (oral suspension) 130% 1362% (Candida) 3(1%) 2 (1%)
day for 10 or 14 days following twice daily dosing on Day 1. intravenous dose’ twice (1.3; 1.13-1.48) (4.62; 4.02:5.3) (Other) 2 (1%) 3(1%)
Table 20: Arithmetic Mean (%CV) of PK Parameters in Serial PK-Evaluable Patients Following Dosing of Posaconazole Injection daily x 7 days All Deaths 17 (8%) 25 (8%)
Proven/probable fungal 1<1% 2(1%
(300mg)* 0.4-mg single 400 mg (oral 162% 1524% infect Ip “or o d gth { ) (%)
intravenous dose’ suspension) twice (1.62; 1.41-1.86) (6.24; 5.43-7.16) nfection prior 1o dea
Day N Cimax Trax' AUCozs Cav Crin daily x 7 days ! ! SAF 67 (22%) 98 (33%)
it hr) (ng*hrlmL) (ngimL) (ngImL) vy
10/14 49 3280}74). 1.5 (0.98t9 4.‘[]) . 36100 (35) i 1500 (35) 1 1090 (44) 2-mg single oral 200 mg (oral suspension) 1169% 1 470% Through 100 days post-rand
AUC,,, = area under the concentration-time curve over the dosing interval (i.e. 24 hours); Cav= time-averaged concentrations (i.e., AUC,,,,/24hr); dose’ once daily x 7 days (2.69; 2.46-2.93) (5.70; 4.82-6.74) Clinical Failure' 158 (52%) 191 (64%)
Crin = POS trough level immediately before a subject received the dose of POS on the day specified in the protocol; Cmax = observed . 400 "‘9.(“’3| . Failure due to:
maximum plasma concentration; CV = coefficient of variation, expressed as a percent (%); Day = study day on treatment; Tmax 2-mu‘smule oral suspension) twice 1138% 1397% Proven/Probable IFI 14 (5%) 33(11%)
= time of observed maximum plasma concentration. dose daily x7 days (2.38; 2.13.2.66) 4.97; 4.465.54) (Aspergillus) 2 (1%) 26 (9%)
. o . o twice daily dosi Rifabuti 300 dail 200 mg (tablets) 31% 72% Doy
300 mg dose administered over 90 minutes once a day following twice daily dosing on Day 1 ifabutin mg once daily ) mg (tablets) once 1 1 Candid: 10 3% (1%
174 daily x 10 days' 1.31; 1.10-1.57 1.72,151-1.95 (Candida) (3%) (1%}
! Median (minimum-maximum) X7 days 2 = CoS (131 1.10-1.67 (1.72.1.511.85) Oth 2 (1%, 3(1%
Phenytoin 200 mg once daily 200 mg (tablets) once 1 16% 116% (Other) (1%) (1%)
Distribution: PO x 10 days daily x 10 days' (1.16; 0.85-1.57) (1.16; 0.84-1.59) All Deaths 44.(14%) 64 (21%)
The mean volume of distribution of le after i solution admini: was 261 L and ranged from 226 to 295 L between studies . - . _Provel_1/pruh_ahle fungal (1%l 16 (5%)
and dose levels. Ritonavir 100 mg once daily 400 mg (oral 1 49% 180% infection prior to death
- ) . . x 14 days suspension) (1.49; 1.04-2.15) (1.8;1.39-2.31) SAF 98 (32%) 125 (42%)
Posaconazoleis highly bound to human plasma proteins (> 98%), predominantly to albumin. S
zoleishigny bou umanp protens il predominantly to alburi twice daily x 7 days Event free lost to follow-up® 34 (11%) 24 (8%)
Metabolism: o ) ) ) ) o ) ) ) Atazanavir 300 mg once daily 400 mg (oral 1 155% 1268% * 95% confidence interval le-fl lei le) = (-22.9%, -7.8%).
Posaconazole primarily circulates as the‘ pf\rent compound in plasma. Of the clrl_:ulat_lng me_tahullttes,_the majority are g_lucuronlde v:un!ugates formed via Atazan'avir/ x 14 days su:spensiun) twice (2.55; 1.89-3.45) (3.68; 2.89-4.70) " Patients may have met more than ane criterion defining failure.
upp glucuronidat (phase 2 F : due§ nlnt havle aEylrr:a|?rIC|rcuIat|ng nmdatnlle‘(CYPé‘lSU mediated) metahullltes. The excreted mu_naVIr boosted daily x 7 days * Use of systemic antifungal therapy (SAF) criterion is based on protocol definitions empiric/IFl usage >3 days).
metabolites in urine and feces account for ~ 17% of the edr dose. P isa for p-glycoprotein (P-gp) efflux. regimen 300 mgUUU mg 400 mg_(ural ) T 53'}-6 1 146.% $ Patients who are lost to follow-up (not observed for 100 days), and who did not meet another clinical failure endpoint. These patients
In vitro studies with human hepatic microsomes and clinical studies indicate that posaconazole is an inhibitor primarily of CYP3A4. once daily x suspension) twice 1.83;1.13-2.07) (2.46;1.93-3.13) were considered failures,
14 days daily x 7 days -
Excretion: " Ratio Estimate is the ratio of T drug plus leto — d drug alone for Crer or AUC. In summary, 2 clinical studies of prophylaxis were conducted with the Noxafil oral suspension. As seen in the accompanying tables (Table 34 and
Following ;dminislration of Noxafil oral oleis p Iy elimi 1in the feces (71% of the radiolabeled dose up to 120 * The tablet refers to a non-commercial tablet formulation without polymer. Table 3_5), clinical failure represented a.nflmpum.le endpoint of breakthrough IFI, mnllallty z.md use of systemic amlfungalntherapy. In Nm.(afll Oral
hours with themajor companent eliminated asparent dhug (36% f theradinlabeled tasel, Renal e aminor elim athway, with 13% of + The mean terminal half-life of midazolam was i 1 from 3 hours to 7 to 11 hours during coadministration with | SuspensmnIStudy 1 (Table 34?‘, the cllrlcal fallyre rate.ol posaconaque (33%) was similar to‘ﬂ'ucuna‘zule (37%), (95% CI fur the dlfferenlce
the radiolabeled dose excreted in urine up to 120 hours ( < 0.2% of the radiolabeled dose s parent dru). 12.4 MICROBIOLOGY i} -11.5% t0 3.7 /'f) while in NDXﬂ.fI| Oral Suspensn?n Study 2 (Table 35) clinical fallurel was lower for patients treated with
T i - i o ; le (27%) when compared to patients treated with fluconazole or itraconazole (42%), (35% Cl for the difference posaconazole-comparator -
Posaconazole injection s eliminated with a mean terminal half-life (t'%2) of 27 hours and a total body clearance (CL) of 7.3 L/h. Mechanism of Action 22.9% t0-7.8%).
P le blocks th thesis of terol, ak t of the fungal cell brane, through the inhibition of cytochs P-450 dependent N - . " .
Specific Populations: E:ZS::;"?;:;‘;; SM N S.Vn E.SI.S o' ergos Er’-J. .a fsz ?ﬁ;ﬂpunen ¢ sf L.mga e En::le:;::terurlu?: lheefll:]ngllall |g2"u n::m(:)ia:]emeThis resuTrseriIn E:n All-cause mortality was similar at 16 weeks for both treatment arms in Noxafil Oral Suspension Study 1[P0S 58/301 (19%) vs. FLU 59/299 (20%)]; all-
No clinically significant differences in the pharmacokinetics of posaconazole were observed based on age, sex, renal impairment, and indication . . — e . . . cause mortality was lower at 100 days for posaconazole-treated patients in Noxafil Oral Suspension Study 2 [POS 44/304 (14%) vs. FLU/ITZ 64/298
N of y sterol pl and a depl of ergosterol within the cell membrane thus weakening the structure and function of the . . . . o . L .
(prophylaxis or treatment). . . P | (21%)]. Both studies demonstrated fewer breakthrough infections caused by Aspergillus species in patients receiving posaconazole prophylaxis when
fungal cell membrane. This may be for the activity of
Patients with Renal Impairment: . compared to patients receiving fluconazole or itraconazole.
After posaconazole oral administration, there were no significant differences in the posaconazole pharmacokinetics in patients with eGFR 20 m . i " o . . . . .
. 5 . R . ; Clinical isolates of Candida albicans and Candida glabrata with to were observed in oral swish samples taken 16 HOW SUPPLIED/STORAGE AND HANDLING
mL/minute/1.73 m" or higher compared to those with eGFR >80 mL/minute/1.73 m". Although the mean posaconazole plasma exposure (AUC) was duri is with e and i | i tenti I; 4 ! I 1 of resist These isolates also showed reduced .
similar in patients with eGFR less than 20 mL/minute/1.73 m’ treated with Noxafil oral suspension to those with eGFR > 80 mLiminute/1.73 m’ treated uring ;“blrt N th' I . an ot szgtges ing a ru e.lr_:m l_o_r Iev_e U_';_me" 0 frlehs_lsfar;t_:e. ) es‘eklso ates also showed reduce 16.1 How Supplied
with Noxafil oral suspension, the range of the AUC estimates was highly variable (CV=96%) in patients with eGFR less than 20 mL/minute/1.73 m’ susceptibility to otherazoles, suggesting cross-resistance between azoles. The clinical significance of this finding is not known. Posaconazole Injection
compared to those with eGFR > 80 mL/minute/1.73 m’ (CV < 40%).Similar posaconazole pharmacokinetic results are expected after administration of Antimicrobial Activity Posaconazole injection is a clear, colorless to yellow sterile liquid in single-dose Type | glass vials closed with serum rubber stopper and flip off seal
Noxafil delayed-release tablets /see Use in Specific Populations (8.6)). Posaconazole has been shown to be active against most isolates of the following microorganisms, both /in vitro and in clinical infections /see Indications (NDC 31722-370-31) containing 300 mg of posaconazole in 16.7 mL of solution (18 mg of posaconazole per mL).
Patients with Hepatic Impairment: an.dllsage (.w' 16.2 Storage and Handling
After a single oral dose of Noxafil oral suspension 400 mg, the mean AUC was 43%, 27%, and 21% higher in subjects with mild (Child-Pugh Class A, Mﬂm ) Posaconazole Injection
N=6), moderate (Child-Pugh Class B, N=6), or severe (Child-Pugh Class C, N=6) hepatic impairment, respectively, compared to subjects with normal Aspergillus spp. and Candida spp. Store posaconazole injection vial refrigerated at 2 to 8°C (36 to 46°F). Storage conditions for the diluted posaconazole infusion solution are presented
hepatic function (N=18). Compared to subjects with normal hepatic function, the mean C,,, was 1% higher, 40% higher, and 34% lower in subjects Susceptibility Testing inanother section of the prescribing information /see Dosage and Administration (2.5)).
with mild, moderate, or severe hepatic impairment, respectively /see Use in Specific Populations (8.7)]. :ortshpezific inflormatiun-r:garqing suscfedptihilit\éthizl interpretive criteria and associated test methods and quality control standards recognized by FDA 17 PATIENT COUNSELING INFORMATION
or this drug, please see: https://www.fda. gov/STIC. Advise the patient to read the FDA-approved patient labeling (Patient Information).
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