HIGHLIGHTS OF PRESCRIBING INFORMATION * HMG-CoA Reductase Inhibitors Primarily Metabolized through CYP3A4 (4.4, 7.3) 23 Dosing Regimen in Pediatric Patients (ages 2 to less than 18 years of age) 3 DOSAGE FORMS AND STRENGTHS 6 ADVERSE REACTIONS Table 8: Posaconazole Injection Study: Adverse Reactions in at Least 10% of Subjects Patient Information Posaconazole
These highlights do not include all the information needed to use POSACONAZOLE INJECTION « Ergot alkaloids (4.5, 7.4) The recommended dosing regimen of Posaconazole for pediatric patients 2 to less than P e iniecti The following serious and otherwise important adverse reactions are discussed in detail Treated with Posaconazole Injection 300 mg Daily Dose (Continued) DeV
safely and effectively. See full prescribing information for POSACONAZOLE INJECTION. « Venetoclax: in patients with chronic lymphocytic leukemia %CLL) orsmall lymphocytic lymphoma 18 years of age is shown in Table 2 [see Clinical Pharmacology (12.3)]. 5 I i Injection ial is availabl | " e liqui in another section of the labeling: — (poe sa KON a zole) injection
iniection. for i use (SLL) at initiation and during the ramp of phase (4.6, 5.10, 7.16) Tablle 2: jection Dosing for Pediatrc Patients (ages 2 1o less inogiﬁgglzzggsg‘vig}'[’" (300 mg per vial) is available as a clear, to yellow sterile liquid * Hypersensitivity [see Contraindications (4.1)] ! Injection Posacnnalule Inlecllon What is Posaconazole?
Hie " - ¥ a g « Arrhythmias and QT Prolongation /see Warnings and Precautions (5.2)] s TR L - . .
Initial U.S. Approval: 2006 WARNINGS AND PRECAUTIONS than 18 years of age) 4 CONTRAINDICATIONS « Hepatic Toxicily [see Wamings and Precautions (5.4)] Body System TR | No‘xahlfggal Susngggo,% Posaconazole (which refers to injection) is a prescription medicine used in adults and children to help prevent
RECENT MAJOR CHANGES * alcmeugn InglbnorfToxwll Posacoréazole inoreases concentrations of cyclo§ponneolrta(lgr$; Pediairic Dosage ad " o 61 Clinical Trials Experience T reatment Phiase =237 ()" ortreat fungal infections that can spread throughout your body (invasive fungal infections). These infections are
tacrolimus and monitor concentrations frequently . g p 1y R ) o ’ inical tri i i it i rvous System Disorders caused by fungi called Aspergillus or Candida. Posaconazole is used in people who have an increased chance
Indications and Usage (1 6/2021 , imus, reduce dose of cyclosporine an Because clinical trials are conducted under widely varying conditions, adverse reaction d Dy fungi 0 ASperg| { I peopl inc
Bosageand Adminsiaton ) 6/2021 aﬁij“ca“u"s‘?i:s”é’s T3P At wih CaUton 0 patants Wil pcionaly proatiioic Indication Age Injection Duration of therapy P ated In arsons with known hyparsensitvyto posacorazole rates observed in clinical trals of Posaconazole cannot be directly compared o rates in Headache _ [ s [ 9 [ ® [ e of getting these infections due to a weak immune system. These include peaple who have had a hematopoietic
Contraindications (4) 1/2022 conditions. Do not admmnster with drugs known to prolong QTc interval and metabolized - o the clinical trials of another drug and may not reflect the rates observed in practice. Respiratory, Thoracic and Disorders stem cell transplantation (bone marrow transplant) with graft versus host disease or those with a low white
Warnings and Precautions (5) 1/2022 | Lessthanorequalto | Loading dose: 4.2 Use with Sirolimus S . Cough 21 (9) 31 (13) blood cell count due to chemotherapy for blood cancers (hematologic malignancies).
. E}“’“ghl CV'?A“ lg - Monitor and ‘ally thoss involi um (K Prophylaxis | 40kg (2to less than | 6 mg/kg up to a maximum of Duration of therapy Posaconazole is contraindicated with sirolimus. Concomitant administration of Posacon- Clinical Trial Experience in Adults 1t due to ¢ :
INDICATIONS AND USAGE %‘Wﬂmgﬂml Soggf?r’eegr?g%ﬁri% { F%zz&‘:&;’a?&ﬁgﬁgss”;g"é) %), gfinvasie | 18 years of age) 300 mg twice daily onthe first day | is based on recovery azole with sirolimus increases the sirolimus blood concentrations by approximately 9-fold Clinical Trial Experience with F j and Noxafil® Delayed-Release Dyspnea 16 0 24 (19) Posaconazole injection is used for: )
Posaconazole is an azole antifungal indicated as follows: . egganc Toxmmg Elévations in liver tests may oceur, D el b o) e e e | Greaterthan40kg | Maintenance dose: from neutropenia or and can resultin sirolimus toxicity /see Drug Interactions (7. 1) and Clinical Pharmacology Tablets for the Treatment of Invasive Aspergillosis Epistaxis _ 34 (14) 40 (17) : {)revtentlotn ?fffungélll_lr;fe?lons_ln aéitiltts an((ji crrll_llléiren 123)'92“'3 of falge andd()ldlzr.
« Posaconazole injection is indicated for the treatment of invasive aspergillosis in adults and in patients who develop abnormal liver tests or monitor liver tests during treatment. (5.4) infections sz 1o less than 6mg/kguptoa of - (123)] The safety of Posaconazole injection and Noxafil® delayed-release tablet was assessed Skin and Tissug Disorders treatment of fungal infections In adults and children 13 years of age and older.
pediatric patients 13 years of age and older. (1.1) ) e « Renal Impairment: Posaconazole injection should be avoided in patients with moderate or severe 8 years of age) 300 mg once dally 43 QT Prolongation with Concomitant Use with CYP3A4 Substrates ina randomged, double-blind, active-controlled clinical study of Posaconazole injection Petechiae [ 20 [ © 24 [ (10) It is not known if Posaconazole is safe and effective in children under 2 years of age.
« Posaconazole is indicated for the prophylaxis of invasive Aspergillus and Candida infec- renal impairment (creatinine clearance <50 mL/min), unless an assessment of the benefit/ - Posaconazole is contraindicated with CYP3A4 substrates that prolong the QT interval. and Noxafil® delayed-release tablets versus voriconazole for treatment of invasive Rash I 3% s | 56 [ 24)
tions in patients who are at high risk of developing these infections due to being severely Loading dose: prolong aspergillosis (Aspergillosis Treatment Study). A total of 575 (288 in Posaconazole arm, . Who should not take Posaconazole?
h : b e ; risk to the patient justfies the use of Posaconazole injection. (5.5, 8.6) Concomitant administration of Posaconazole with the CYP3A4 substrates, pimozide and o IediAat : v
/ascular Disorders .
immunocompromised, such as hematopoietic stem cell transplant (HSCT) recipients with .G itant Use with Midazolam: P I Jong hypnotic/sedative effects. Monit 300 mg Posaconazole injection 287 in voriconazole arm) adult and pediatric patients 13 years of age and older with Do not take Posaconazole if you:
raft-versus-host disease (GVHD) or those with hematologic malignancies with prolonged foncormitant Sse Witll Vioazoiam: 0s2canazoié can proiong yprotis/seca |vee ects. onitor intravenously twice a day on quinidine may result n ncreased plasta concentrations of these crugs, leading to OTc proven, probable or possible invasive aspergillosis were included. The median duration Hypertension [ 20 [ ® ] % | (1) ] you: : onte i " o
g L ! Y Y prolong patients and benzodiazepine receptor antagonists should be available. (5.6, the first day. ) _ prolongation and cases of torsades de pointes /see Warnings and Precautions (5.2) f b 1@ N JLi : S— _ . 2 L « are allergic to posaconazole, any of the ingredients in Posaconazole, or other azole antifungal medicines.
neutropenia from chemotherapy as follows: (1.2) « Vincristine Toxicity: Concomitant administration of azole antifungals |nc|ud|ng Posaconazole Loading dose: and Drug Interactions (7.2)]. of treatment was 67 days for Posaconazole injection or Noxafil® delayed-release *Adverse reactions reported in patients with an onset during the Posaconazole intravenous dosing See the end of this leaflet fi lete list of dients in P I
o Posaconazole injection: adults and pediatric patients 2 years of age and older with vincristine has been associated with neurotoxicity and other serious adverse reactions: Maintenance dose: 1 day e tablet and 64 days for voriconazole, with 55% to 60% of subjects starting treatment phase of the study. £€ the end ot this learlet for a complete fist of Ingredients in Fosaconazole.
DOSAGE AND ADMINISTRATION reserve azole antifungals, including Posaconazole, for pafients receiving a vinca alkaloid, including Treatment 13to less than 300 mg Posaconazole injection 4.4 HMG-CoA ibitors Primarily ized Through CYP3A4 with the IV formulation of either drug The median duration of the first instance of *Adverse reactions reported with an onset at any time during the study in patients who were treated for e are taklng any of the following medicines:
b hrough Jine fil vincristine, who have no alternative antifungal treatment options. (5.7, 7.10) ng‘gésﬂ"voesis :ezgfglressgfoé}gvieigm Z]r:rtahveegggg%odnacye aday, starting gaimenancg dd01se1: | %Oadmﬁ%%?ﬂ (wnh the HMG-CoA reductase |ng||b|tors that are primarily metabolized {}'/e;qengéwﬁm ?(129503% S:’;E)Crhll)r:)gtht%ga:)ge%min; [grgése%?gtgliuIgrgseorrecgcr{]g:?s“?gp%ﬁ% up to 28 days of Posaconazole therapy. 0 SIrOlIm(ljJS
o F injection must be administered through an in-line filter. ) « Venetoclax Toxicity: Concomitant administration of Posaconazole with venetoclax may increase - - ecommended tota throug e.g., atorvastatin, | ) is contrai dsince nent) wi ys for bo U A Verse ! The most frequently reported adverse reactions with an onset during the Posaconazole 0 pimozide
. elgrglggség; Posaconazal  nf by infusion over approximately 90 minutes venetoclax toxicities, including the risk of tumor lysis syndrome, neutropenia, and serious S\{vik:hing betwde[ejnlthe ol ?g’:}g}(g‘“e’al’y is6to ;R?éf;ggg”gla}grgf acggcg[m[rgg/ogﬁgf/ gaecsglgrug(s’ gaar}llead to rhabdomyolysis [see Drug atan lnmdencg of 210% in either one of tﬁe grogps '"_ Aspergillosis Treatment Study. iniravenous phase of dosing with 300 mg once daily were diarrhea (32%), hypo- o quinidine - ) o .
infections; monitor for toxicity and reduce venetoclax dose. (4.6, 5.10, 7.16) intravenous and delayed-release 9y Adverse reactions leading to treatment discontinuation were reported for 33.9% of kalemia (22%), pyrexia (21%), and nausea (19%). These adverse reactions were consistent 0 certain statin medicines that lower cholesterol (atorvastatin, lovastatin, simvastatin
« Do NOT administer P nazole injection as intravenous bolus injection. (2.1 tablet table. A loadi ® g g
0 a ster Posaconazole injection as intravenous bolus injection. (2.1) ADVERSE REACTIONS daosz ?s‘ﬁ:tcr%z%i?ede\}vheia ing 45 Use with Ergot Alkaloids subjects. The most commonly reported adverse reactions H>2% of subjects) leading to with those seen in studies with Noxafil® oral suspension. o ergot alkaloids (ergotamine, dihydroergotamine)
Table 1: Dosage In Adult Patients « Adult Patients: Common adverse reactions in studies with Posaconazole in adults are diarrhea, switching between i EﬁﬁZﬁﬁ;ﬁfgéergwﬁ:."n%’)e@sﬁgﬂ ?n‘;'ﬁg;% ?g g?ggg:%o[nssegfge,rug; };}'ek,'f‘;‘g,'ﬂf,,s(e(r?%e}m'"e ggggpgfl?églgfno ?ﬁg‘g%tégmirzeo?ee gtrlg]sgzgksé'giglrsagggf;ngrgcstrédng;%?;golgm(rgr%?: % linical Trial Experience in Pediatri * have chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL) and you have just started
Dosage Form, Dose, and Duration of Therapy m’vommn ! . B _ o L th | Clinical Trial Experience in Pediatric Patients (2 to less than 18 Years of Age) taking venetoclax or your venetoclax dose is being slowly increased.
—= g, headache, coughing, and hypokalemia. (6.1 . e voriconazole arm. A - . . ;.
Pusaconazle nieton A I et M ol M a6 W")]g 6myhkgPosaconazole 24 :reparatmn, Intravenous Line Compatibility, and Administration of Posaconazole Injection 48 Use with Venetoctax o with venetoclax at intation and during Table 7: Invasive Study: lﬂgpse?]f;tgnoffofr’%srgggg;zx?lse njection :?gnggrﬂ;gitmdﬁgygeg :seslgggdr?rl]egﬁeogg Ask your healthcare provider or pharmacist if you are not sure if you are taking any of these medicines. Do
Loading dose: reparation: oadministration of Posaconzole with venetoclax at initiation and during the ramp-uj S : i icine wi i i i
lﬁﬁtﬂsﬁ(&ﬁ, 300 mg Posaconazole injection intravenously twice a day on the first day. :ﬂ'fffma{?oﬁ S,}H%dg %[eyd,;g}v?ecn2ﬁ)thenr:;pﬁﬁa?gr;ﬁ;Iaaggbg{fng]ﬁﬁ}goegn{? vomiting, mucosal -_g'l%ﬁai_liaér_gt_e the refrigerated vial of Posaconazole injection to room temperature. phase is contraindicated in patients with chronic lymphocytic leukemia %CLL) or s&na‘ﬁ Adverse Reactions in at Least 10% of Treated wilh label uncontrolled dose-ranging PK and safety study (Posaconazole injection/ Noxafil® not start taking a new medicing WIthOUt_talkmg LY your_healthcare provider or pharmaist.
Aspergillosis |aintenance dose: « To prepare the required dose, aseptically transfer one vial (16.7 mL) of lymphocytic lymphoma (SLL) due to the potential for increased risk of tumor lysis or Noxafil® Delayed-Release Tablets PowderMix for delayed-release oral suspension Pediatric Study 1, NCT02452034): What should | tell my healthcare provider before taking Posaconazole?
gon t'mg Pcf?ﬁconazpl% |In|e1c;_|0n mlyavzngusw once a day thereafter. Recommended total Toreport SUSPECTED ADVERSE REACTIONS, contact Fresenius Kabi USA, LLC at1-800-551-7176 Posaconazole injection (containing 300 mg of posaconazole in solution) to syndrome [see Warnings and Precautions (5.10) and Drug Interactions (7.16)]. Posaconazole injection or tablet | Voriconazole injection or oral hereinafter referred to as Posaconazole Pediatric Study) in 115 immunocompromised Before you take Posaconazole, tell your healthcare provider if you:
uration of therapy is 6 to 12 weeks. (2.2) or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch an intravenous bag (or bottle) of a compatible admixture diluent (as described System Organ Class N = n | (N'= 287), n (%) pediatric patients 2 to less than 1§<¥ears of age with known or expected neutropenia. « are taking certain medicines that lower your immune system like cyclosporine or tacrolimus
i Injection: in Table 5), to achieve a final concentration of posaconazole that is between 5 WARNINGS AND PRECAUTIONS 2 - Posaconazole injection and Noxafil® PowderMix for delayed-release oral suspension . . ; Y/ Y . Y/ . f y .
of invasive | Loading dose: 300 mg Posaconazole njection intravenously twice a day on the first day. DRUG INTERACTIONS 1 mg/mL and 2 mg/mL. Use of other diluents is not rgcommended because they may 51 Calcineurin-Inhibitor Toxicity Blood and lymphatic system disorders was administered at daily doses of up to 6 mg/kg (twice daily on day 1) in three dose « are taking certain drugs for HIV infection, such as ritonavir, atazanavir, efavirenz, or fosamprenavir.
|Aspergillus | Maintenance dose: 300 mg Posaconazole injection intravenously once a day thereafter Drug I resultin particulate formation. " Concomitantadministration of Posaconazole with cyclosporine ortacrolimus increases he Anemia 25 (8.7) 29 (10.1) cohorts. All 115 subjects initially received Posaconazole injection for at least 7 days, Efavirenz and fosamprenavir can cause a decrease in the Posaconazole levels in your body. Efavirenz and
FRESENIUS ﬁ:}g giaggda ?Zurahon of therapy is based on recovery from neutropenia or immunosuppression. b, phenylon, fauienz (4void coadministration unless the benefit . Posaconazdole mtjecufon is ?hsmglf -dose sterile solution without preservatives. Discard \(Nh%e b|%og /uoug? ’ggncentrat;ons 0f112r]%57 cﬁmmheunn |nh|bnorg {Seﬁ Drug mﬂeﬁamﬂs Febrile neutropenia 42 (14.6) 38 (13.2) §3§p§ﬁs.so”nb’-erﬁt§ n‘ive%rr? é;%?:lllnt(r)g;ﬂl é?] 1'?1?@{.'52 %?v;ﬁ?rrxlé J%L gleelgtyseg arglggsﬁed(;ryasl . ;(?g:i;nk[i)rqgn%\ggaszlg?:rw goﬁ;;nt;tli(ceg mtgefjgisg?ﬂgé?é?he
i 3 the risks (7.6, 7.7, 7.8) any unused portion from the via 7.1) and Clinical Pharmacology (12.3)]. Nephrotoxicity and leukoencephalopathy G: disorders d :
= - . ith 14.3 days (range: 1 to 28 days) on Posaconazolemwcuon and 11.6 days (range: 2 . i ineriat i i i ide” ici
« For pediatric patients, see the Full Prescribing Information for dosing recommendations for ) Consider dosage adjustment and monitor for Once admixed, the diluted solution of Posaconazole in the intravenous bag (or bottle) (including deaths) have been reported in clinical efflcacy studies in patients with —— wi are taking vincristine, vinblastine and other “vinca alkaloids” (medicines used to treat cancer).
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DOSAGE FORMS AND STRENGTHS Digon_ Monilor digoxin plasina ations (7.12) * Parenteral deQ products should be inspected visually for Pﬁftlﬁume matter prior to at discontinuation of Posaconazole treatment and the tacrolimus or cyclosporine dose Diarthea 52 (18.1) 52 (18.1) Table 15 presents adverse reactions observed in greater than or equal to 10% of pediatric : ngg g; Rgg m’(fr:eg/r%?:)etmasnﬁ s
— . NGTH , Fosamp Monitor for breakthrough fungal ini (7.6) administration, whenever solution and container permit. Once admixed, the solution adjusted accordingly. Nausea 65 (22.6) 51(17.8) patients treated with Posaconazole in the Posaconazole Pediatric Study. oh had b oot rat nvihm. heart probl blood circulati bl
« Posaconazole injection: 300 mg per vial (18 mg per mL) in a single dose vial (3) of Posaconazole ranges from colorless to yellow. Variations of color within this range . . X i N . X X ave or had an abnormal heart rate or rhythm, heart problems, or blood circulation problems.
Eosaconazole Injsclion: gp 9P g USE IN SPECIFIC POPULATIONS do not affect the quality of the product. 5.2 Is\rrhythmllas a.ndl(lgl PraPIungahun . e with oroloncaton of Vomiting 52 (18.1) 39 (13.6) Re%orhted afdverse ;elactlfog profile of T’osacgn?zolTehln pediatric patlentsdwas consistent « are pregnant or plan to become pregnant. It is not known if Posaconazole will harm your unborn baby.
CONTRAINDICATIONS . . i i e ome azoles, including Posaconazole, have been associated with prolongation of the General disorders and administration it i with the safety profile of Posaconazole in adults. The most common adverse reactions i f i ; ;
« Known h le or other azole antifungal 41 . %?Qtar—inccs;('SB;gted z:?r?dagflfne]tz;‘tli\l/jearﬁae'srsT]?‘r]y c:ﬁ:ﬁt;etaolm rg;.‘%g )2 ears of age have not been Intravenous Line Compatibility: ) - o QT interval on the electrocardiogram. In addition, cases of torsades de pointes have been E:;Zza /S;‘r :5;” I o 20T I ) (occurring in greater than 20% of pediatric patients receiving 6 mg/kg Posaconazole ° $re bregSﬁ%dr:”g“?]r plan to péeasﬁee?dg 'S.gotfknown.l'lf tPEs%ﬁonazole p?ssesb'mo %ﬁc'”é bYreaSthm'llkd-
: ngmmgggeogsgfwgy to DOSagin‘?vZI?hetﬁé other azol 3 ;Jlglslfggbawﬁ?ems 4.1) ) posaconazole P ooy 4))/ p young y g 'A'smtd}ll) |W§S condudcte? to Pavaluate pthS|caqu0{Tlpat|b|llty dof Poia%on.azolglnlfctngr\\( w!%h reported in patients taking Posaconazole. e perp | o (28' ) | — (25' 5 mJecnonfand Noxafil® PowderMix for delayed-release oral suspension daily dose) were n(())tu ;{;‘bé’&”r ealthcare provider should decide it you will take Posaconazole or breastieed. You shoul
X - 95 X . . " injectable drug products and commonly used intravenous diluents during simulated Y-site - L " yrexia 3 3 pyrexia, febrile neutropenia, vomiting, mucosal inflammation, pruritus, hypertension, .
isad- increases concentrations and toxicities of: « Severe Renal Impairment: Monitor closely for breakthrough fungal infections. (8.6) infusion. Compatibility w. rmined through visual rvations, measurement of Results from a multiple time-matched ECG analysis in healthy volunteers did not show p : . P : -
451561A /Revised: December 2023 « Sirolimus: (4.2, 5.1, 7.1 See 17 for PATIENT COUNSELING INFORMATION and FDA approved patient labeling paPtisc?Jlétgr?]atFe?%d‘t{Jrbﬁjsit\g%gmpa:i’gletdiI[:Jue%ts arﬁg%rgg;?odz‘c?s 2?6 IigtiijuineTagle‘sos any increase in the mean of the QTc interval. Multiple, time-matched ECGs collected over and ypoklernia, and stomaliis. " Do . Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
. CYFSAM %ubstrates ((;#(%(;zzld‘esqmgldme can result in QTc interval prolongation and cases of Revised 1'2/2023 and 6 below. Any diluents of drug products not listed in the tables below should not be ? 12-hour period W%rg rsecorded atfbasellne and steady-stat;‘: from 173 healthy nj%%and P | 36 (12.5) | 26 (9.1) b Table 15|. I}dyer‘s_e Reaglhnns :[:glPLeadsl 1Nl|l'/u'nf ll’Jedllalrhc ;a}mnts gre?lgd with rr{ﬁdlcmeg., vitamins, afrfld F?ﬁbal su;}))plements. F;OS’(l(:O‘?aZOItz1 can affect the way o_té]er fTe(%lcmes work, and
torsades de pointes 5 evised: co-administered through the same intravenous line (or cannula). emale volunteers (18-85 years of age) adm Noxafil® oral mg igati osaconazole Injection and Noxafil® PowderMix for Delayed-Release Oral Suspension other medicines can affect the way Posaconazole works, and can cause serious side effects.
Posacona20|e + Posaconazole injection can be infused at the same time through the same intravenous tcwhg:r? %?}ggmgg:ewnggmfgsTg%;gg}gI%e‘?i‘nedaadnr%'ilé?é?r;{;gr%??ﬂe%%gnﬂ%eef:%gél&ﬂggl Alanine adminotransferase 12(148) 37(129) Posaconazole njection and Posaconazole njestion and Ask your healthcare provider or pharmacist for a list of these medicines if you are not sure.
H : line (or cannula) with the following compatible diluents: . i : wing ! Increased ' Noxafil® PowderMix for Delayed- | Noxafil® PowderMix for Delayed- Know the medicines you take. Keep a list of them with you to show your healthcare provider or pharmacist
n]ec 10N Rx onl - dose. A decrease in the QTc(F) interval (-3 msec) was also observed in a small number Aspartate aminotransferase 38 (132 36125 Adverse Reaction Release Oral Suspension Release Oral Suspension P
Y FULL PRESCRIBING INFORMATION: CONTENTS* 7.6 Anti-HIV Drugs Table 5: Compatible Diluents of subjects (n=16) administered placebo. The placebo-adjusted mean maximum QTc(F) increased (132) (12.5) & mg/kg Dose thnn""=49 (%) All Dose Gohorts “2"5 ) when you get a new medicine.
77 Rifabutin - interval change from baseline was <0 msec (-8 msec). No healthy subject administered Blood alkaline phosphatase (73 29104 - How will | take Posaconazole?
1 |1"F|CAT|T?$ r#g?olﬁnl‘v(;give Asperaillosis 78 Phenyloin 0.45% sodium chioride Posaconazole had a QTc F) interval =500 msec or an increase 60 msec in their QTc(F) increased (73 (10.1) Pyrexia _ 16 (33) 50 (43)  Take Posaconazole exactly as your healthcare provider tells you to take it
12 Propyias ofInasve Aspergils and Cadica Ifctons T G o) Blockers Metabalized by CYP3Ad ST I:‘ewal fmm| baiehqz'b d 4 with h " T fﬂsmrg| 8 (265) I VTR \F/Zl::rmr;empema 2 Slﬁ ig IZE} * Your healthcare provider will tell you how much Posaconazole to take and when to take it
: osaconazole should be administered with caution to patients with potentially proar- ypokalemia . . « Take Posaconazole for as long as your healthcare provider tells you to take it.
712 Digoxin o i n : i oy p n - p - N .
2 gquGEléugrégyAgﬁﬁgﬁTal&u nstructons 1 G”% s 5% dextrose and 0.45% sodium chioride rhythmic conditions. Do not administer with drugs that are known to prolong the QTc H | 29 (10.1) [ 18 (6.3) Mucosal 11(22) 32 (28) « If you take too much Posaconazole, call your healthcare provider or go to the nearest hospital emergency
2 Dogmg R e Patones 716 Venetoclax 5% dextrose and 0.9% sodium chloride |,nterval and ?;ez )n]]etabollzed through CYP3A4 [see Contraindications (4.3) and Drug Nervous system disorders Pruritus 11(22) 18 (16) room right away.
2.3 Dosing Regimen in Pediatric Patients (ages 2 to less than 18 years of age) 8 USE IN SPECIFIC POPULATIONS 5% dextrose and 20 mEq ium chioride e Headache | 35(12.2) | 25 (8.7) Hypertension 10 (20) 20 (17) « Posaconazole Injection is usually given over 30 to 90 minutes through a plastic tube placed in your vein.
24 ﬁ_lrzyéixlgintlon, Intravenous Line Compatibility, and Administration of Posaconazole 8.1 Pregnancy » Posaconazole injection can be infused at the same time through the same intravenous 5.3 E:ggt‘rr;%ed?slﬁlrjt:gsggssespecially those involing potassium, magnesium or cacium Respiratory, thoracic and disorders k e i 10 (20) 16 (14) Follow the instruction from your healthcare provider on how much Posaconazole you should take and when
29 D(J)sage Adjustments in Patients with Renal Impairment g% Iﬁagta{lonu 'S"Q,%iﬁ’r[fcﬂgﬁ'j‘e) 5"522“8?23%2%%‘{%,5 'gfdé‘ﬁ}a E;%%igg 'S,g;‘;fe%x‘i[]"gfhg‘r‘g’ﬁﬁeeﬁ]?; levels, should be monitored and corrected as necessary before and during Posaconazole Cough [ 30(104) [ 24(84) Stomatiis 1020 13(11) to take it
. ediatric Use ( -9 . LO-admil ; i Diarrhea 9(18) 25 (22) ible si ?
Satri therapy. Epistaxis [ 32(11.1) [ 17(59) What are the possible side effects of Posaconazole?
3 DOSAGE FORMS AND STRENGTHS 85 Geriatric Use may result in particulate formation. f 0 i ]
4 CONTRAINDICATIONS 8.6  Renal Impairment Table 6: Compatible Drugs 54 Hepatic Toxicity The mos(tzfé%u%ntly rkellmnpd&%\éz)rse rgactions irzztgg/l)’osaconazoIe-treated group were gszse? — gggg ;g ﬂ s; Posaconazole may cause serious side effects, including:
il 8.7 Hepatic Impairment . Hepatic reactions (e.g., mild to moderate elevations in alanine aminotransferase (ALT), pyrexia ypokalemia and nausea (23% ominal pain_ « drug interactions with cyclosporine or tacrolimus. If you take Posaconazole with cyclosporine or
4:.12 Uggevr«?t?]nérrlgll%us 3-3 Ee"d” Amikacin sulfate aspartate aminotransferase (AST), alkaline phosphatase, total bilirubin, and/or clinical Clinical Trial Experience with F for Decreased appetite 7(14) 17 (15) tacrolimus, your blood levels of cyclosporine or tacrolimus may increase. Serious side effects can happen
43 QT Prolongation with Concomitant Use with CYP3A4 Subsrates 82 V\feﬁgm Caspofungin p:fearislﬂfllhoﬂryed gfé%':nf;rﬂ%fgﬁ mﬁglrga' “m theoenls?g?ﬁlggsn lcllsl‘lt%fetg;‘t:ggfsoﬂrmggz Muiple doses of Posaconazole injection administered via a peripheral venous catheter Rash 7(14) 18(16) in your kidney or brain if you have high levels of cyclosporine or tacrolimus in your blood. Your healthcare
4.4 HMG-CoA Reductase Inhibitors Primarily Metabolized Through CYP3A4 : Ciprofloxacin A ) ! Py, h o5 TSk ! were associated with thrombophlebitis (60% Therefore, in quent studies, Alanine aminotransferase 612 8(7 provider should do blood tests to check your levels of cyclosporine or tacrolimus if you are taking these
45 Use with Ergot Alkaloid 10 OVERDOSAGE without drug interruption. Cases of more severe hepatic reactions including cholestasis Posaconazole injection was administered via central venous catheter. increased (12) @) e t ; ¢ . . Hagi
. se got Alkaloids Daptomycin or hepatic failure including deaths have been reported in patients with serious underlying amint ’ o medicines while taking Posaconazole. Tell your healthcare provider right away if you have swelling in your
4.6 Use with Venetoclax 11 DESCRIPTION D hydrochioride medical conditions (e.g., hematologic malignancy) during treatment with Posaconazole. tTheI srgf?ty ;Jf PosaconaﬁOLe injection has bee? assessed n %ﬁBtpatler&ts na ctllnllca; Headache 6(12) 16(14) arm or leg or shortness of breath.
3 These severe hepatic reactions were seen primarily in subjects receiving the Noxafil® oral rial. Patients were enrolled in a non-comparative pharmacokinetic and safety trial o Aspartate aminotransferase . i i i i i ici
SR o bior Towcity 12 CLINICAL PHARMACOLOGY , e A A e A S Posaconazole Inecton when gen as antfungal prophylads (Posaconazols necion Aspartate 5(10) 8(7) problems with the electrical system of your heart (arrhythmias and QTc prolongation). Certain medicines
: 121 Mechanism of Action lgrasti : Study). P: d with underl di Judi - — - — used to treat fungus called azoles, including posaconazole, the active ingredient in Posaconazole, may cause
52 Arrhythmias and QT Prolongation 4 Filgrastim trials. tudy). Patients were immunocompromised with underlying conditions including Th ber of patient: P e in the P e Pediatric Study whi N N s A
: ynar G ] ematological malignancy, neutropenia post-chemotheray and post . " P B : .
53 Electrolyte Disturbances 122 Pharmacodynamics Suiae h logical malignancy, penia post-chemotherapy, gVHD, d post HSCT. h g”'ﬁ"‘ ero F’Iﬂ 'e”t”te"fe""”% Odsa%"qam 92'"t be "Isac{’"f’gog 39 ia 4”0 u VWt g heart rhythm problems. People who have certain heart problems or who take certain medicines have a higher
54 Hepatic Toxicity ]gg mg;mg%;ems ydromorahane hydroohiaTde tI.r:ver tesgstsht;uld#edevalluateg at the”starttoftarhd dungg the coursletﬂf Posachonalétﬂe This patient population was 55% male, had a mean age of 51 years (range 18-82 years, bl In lver tests from frade ©, 1, or & at baseling o urade o or 415 present chance for this problem. Tell your healthcare provider right away if your heartbeat becomes fast or irregular.
. . 3 erapy. Fatients wno develop abnormal livertests during Posaconazole therapy should be 19% of patients were =65 years of age), and were 95% white and 8% Hispanic. Ten . i i i
2 ?/ﬁdﬂ:‘zglgir)r?l{mltw 13 NONCLINICAL TOXICOLOGY Levofioxacin monitored for the development of more severe hepatic injury. Patient management should pations received a single dose 0f 200 %12, Posaconazole injecion, 21 pationts 1eoéived Table 16: Posaconazole Pediatric Study: Changes in Liver Tests from ° gl';ac'{'%?;ég \'mg sgl'} éfg‘ig‘kﬁg'vggga|gg:;%f‘e your blood. Your healthcare provider should check your
5.7 Vincristine Toxicity 13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility Lorazepam include laboratory evaluation of hepatic function (particularly liver tests and bilirubin). 200 mg daily dose for a median of 14 days, and 237 patients received 300 mg daily CTC Grade 0, 1, or 2 at Baseline to Grade 3 or 4 ! Y Y . . . _
510  Venetoclax Toxicity 132 Animal Toxicology and/or Pharmacology Meropenem Discontinuation of Posaconazole must be considered if clinical signs and symptoms dose for a median of 9 days. —— « liver problems. Some people who also have other serious medical problems may have severe liver
- consistent with liver disease develop that may be attributable to Posaconazole. " - . R Number (%) of Patients with Change* problems that may lead to death, especially if you take certain doses of Posaconazole. Your healthcare
6  ADVERSE REACTIONS 14 CLINICAL STUDIES Table 8 presents adverse reactions observed in patients treated with Posaconazole injection Pediatric Study 1 N ! " " A .
i ® 5.5  Renal Impairment 300 mg daily dose in the Posaconazole Injection Study. Each patient received a loading > - provider should do blood tests to check your liver while you are taking Posaconazole. Call your healthcare
6.1 Clinical Trials Experience . Treatment of Invasive Aspergillosis with Posaconazole Injection and Noxafil Morphine sulfate el N . . “ A 4 " Posaconazole Injection and Noxafil® PowderMix for Delayed: .
i i —————_ Posaconazole injection should be avoided in patients with moderate or severe renal dose, 300 mg twice on Day 1. Following Posaconazole intravenous therapy, patients provider right away if you have any of the following symptoms of liver problems:
6.2 Postmarketing Experience Delayed Release Tablets N hrine bitartrat 0 . : Laboratory Parameter Release Oral Suspensmn (6 mg/kg daily)
7 DRUG INTERACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING orepinephrine bitartrate |mp?|rme;]n (eGFRf<PSO mIJmln)I unless an alssessment oftr?e bedneflt/nskto the patlent| received Noxafil® oral suspension to complete 28 days of total Posaconazole therapy. n=49 (%) 0 itchy skin
. Potassium chloride justifies the use of Posaconazole injection. In patients with moderate or severe rena . - . A .
;; ::n;ggﬂgssupgrfssams Metabolized by CYP3A4 1 a'; Etow SuppllddH i Vancomycin hydrochloride "pprflfmem (eGFR <h50| mg/Bng , rEceiving ‘ge POS“OgaZD'e injection, alm‘lm”}]a“‘}g Toble & Pnsact}':gﬁm I»z':nf ‘.'a%"s3,}3ﬁ!;é‘.ﬁ".?.’ii‘étﬁ,‘?%};ﬂ";;"n“;i.Ly"Si'sl"% of seo 22 Zﬁ:g :5; 8 ;gﬁgsv?n%réomlrn gyes or skin
. ubstrates . orage and Handling - - of the intravenous vehicle. is expected to occur. Serum creatinine levels shoul ; )
7.3 HMG-CoA Reductase Inhibitors (Statins) Primarily Metabolized Through CYP3A4 17 PATIENT COUNSELING INFORMATION Incompatible Diluents: be closely monitored in these patients, and, if increases occur, consideration should be Posaconazole Injection Bilirubin 0/48 (0) o feeling very tired
7.4 Ergot Alkaloids Posaconazole injection must not be diluted with the following diluents: given to changing to oral Posaconazole therapy /see Dosage and Administration (2.9) Posaconazole Injection | .+ PSAIGIEE0E Tl ‘Akaline P /48 (0) 0 flu-like symptoms
75 Benzodiazepines Metabolized by CYP3A4 *Sections or subsections omitted from the full prescribing information are not listed. Lactated Ringer's solution and Use in Specific Populations (8.6)]. Body System Treatment Phase Noxafil® Oral Suspension . . . . .
! o ) n=237 (%)* n *Change from Grade 0 to 2 at baseline to Grade 3 or 4 during the study. These data are presented in « increased amounts of midazolam in your blood. If you take Posaconazole with midazolam, Posaconazole
&% dextrose wih Lactaed Ringer's solution | 56  Midazolam Toxicity i i Treatment Phase n=257 ()" the form X/Y; where X represents the number of patients who met the criterion as indicated, and Y increases the amount of midazolam in your blood. This can make your sleepiness last longer. Your
.2% sodium bicarbonate Concomitant administration of Posaconazole with midazolam increases the midazolam Fsl:g]cetlcot; Reporting any Adverse 220 | 93) 235 | 99) (rjebpsreefvear{}g’}he number of patients who had a baseline observation and at least one post-baseline healthcare provider should check you closely for side effects if you take midazolam with Posaconazole.
FULL PRESCRIBING INFORMATION « When muttiple dosing is required, the infusion should be done via a central venous line. % iniection must be administered throuch 2 0.22-micron nolvethersulfane Elja:?gg&r&cgg{;agltmzlgfn%pg;gﬁrngtgyg]gﬂg allrll%reszsdeﬁslgser}}gggdaégtlﬁzrntcsorr;]cuesr}trgé Blood and Lymphatic System Disorder CTC = Common Toxicity Criteria; AST= Aspartate Aminotransferase; The most common side effects of Posaconazole in adults include:
1 INDICATIONS AND USAGE * Do NOT administer Posaconazole injection s an intravenous bolus injection. Sy polyvnnlylldene diluoride (PVDF g poly monitored closely for adverse effects associated with high plasma concentrations of Anemia [ [ @ [ 23 T (g ALT= Alanine Aminotransferase + diarrhea
1.1 of Invasive Aspergi 22 Dosing Regimen in Adult Patients dminister via a central venous ||ne mc?udmg a central venous catheter or PICC by midazolam and benzodiazepine receptor antagonists must be available to reverse these Thrombocytopenia | T2 I - ) 6.2 Postmarketing Experience o ) * nausea
is indicated for the treatment of invasive aspergillosis in adults Table 1: Dosing Regimens in Adult Patients " Slow infusion over approximately S0 minutes. Posaconazole ijecton is no for bolus effects [see Drug Interactions (7.5) and Clinical Pharmacology (12.3)]. Disorders The following adverse reaction has been identified during the post-approval use of « fever
and pediatric patients 13 years of age and older. . administration. 57  Vincristine Toxicity Posaconazole. Because these reactions are reported voluntarily from a population of * vomiting
1.2 Prophylaxis of Invasive Aspergillus and Candida Infections Dose and Frequency Duration of Therapy + Ifacentral venous catheter is not available, Posaconazole injection may be administered ' Concomitant administration of azole antifungals, including Posaconazole, with vincristine inal Pain Upper 15 © 2% (1) uncertain size, it is not always possible to reliably estimate their frequency.  headache
Posaconazoleis indicated for the prophylaxis of invasive Aspergillus and Candida infections P“g““gm'e Injection: }_hrou?h a penqher?l Vgr_\gus tChalthete_r %ntliy asa snrl]gli dose "t] aldvance ofI central velnou(sj has been associated with neurotoxicity and other serious adverse reactions, i - Pain 30 (13) 4 (17) Endocrine Disorders: Pseudoaldosteronism « coughing )
in patients who are at high risk of developing these infections due to being severely %ﬁonazole injection ntravenously twice adayon | Loading dose: ol??spir?cuesz‘?gr g{hgr trréa?:\eni period during which a central venous line s replace seizures, peripheral neuropathy, syndrome of inappropriate antidiuretic hormone secretion, Ce 18 ®) 31 (13) 7 DRUG INTERACTIONS « low potassium levels in the blood
e e T 1) rocpirt st | et G Ty « When muliple dosing is required, the infusion should be done via a central venous ?cheI’mg'ya“SIr']'g:salEaﬁgleé"?nglz&'ﬁng"\‘,'f#c”ﬁ;'ﬁ]e'”&'ﬁ‘g'ﬂgvzf’rfgCa"l{‘ea‘rfg'telvef";n‘t’l?ﬂﬁgg Diarthea 75 32) 9 (39) Posaconazole s primarlly metabolized via UDP glucuronosyltransferase and is a substrate The most common side effects of Posaconazole in children include:
prologged neutropenia from chemotherapy [see Clinical S[ud/esg(M il gs Tollows: o?eiﬁvrg;% %%nten?:nce dose: e iniect | 4 | Maintenance dose: line. When administered through a peripheral venous catheter, the infusion should be treatment options (see Drug Interactions (7.10)]. Nausea 46 (19 70 (30) of p- glycoprotein (P-gp) efflux. Therefore, inhibitors or inducers of these clearance * fever
P penia fron / [SE€ I SIve | mg Posaconazole injection intravenously once a day, starting Recommended total administered over approximately 30 minutes. Note: In clinical trials, multiple peripheral Vomiting 29 (12) 45 (19) pathways may affect posaconazole plasma concentrations. Coadministration of drugs « fever with low white blood cell count (febrile neutropenia
Posaconazole injection: adults and pediatric patients 2 years of age and older Aspergillosis | on the second day. farsen f H S e : - p
' duration of therapy is infusions given through the same vein resulted in infusion site reactions [see Adverse 510  Venetoclax Toxicity General Disorders and Adminisiration Site Conditions thatcan the plasma ons of posaconazole should generally be avoided + vomiting
2 DOSAGE AND ADMINISTRATION itching between the and delayed-release tablets {610 12 weeks. Reactions (6.1)]. Concomitant administration of Posaconazole, a strong CYP3A4 inhibitor, with vene- - unless the benefit outweighs the risk. If such drugs are necessary, patients should be i - f i i
21 Important Administration Instructions is acceptable. A loading dose is not required when switching ) o ; . toclax may increase venetoclax toxicities, including the risk of tumor lysis syndrome Fatigue 19 @) 24 (10 monitored closely for breakthrough fungal infections. « redness and sores of the lining of the mouth, lips, throat, stomach, and genitals (mucositis or stomatitis)
nist between formulations. 29  Dosage Adjustments in Patients with Renal Impairment TLS), neutropenia, and serious infections. In patients with CLL/SLL, administration of Chills 28 (12) 38 (16) Posaconazole s also a strong inhibitor of CYP3A. Therefore, plasma concentrations of « itching
Posaconazole Injection » Posaconazole injection should be avoided in patients with moderate or severe renal n 0saconazole Is also a strong oro refore, plasma concentrations o
Posaconazole Injection A ) S el Loading dose: Posac ] b p ey osaconazole during initiation and the ramp-up phase of venetoclax is contraindicated Edema Peripheral 28 (12) 35 (15) drugs predominantly metabolized by CYP3A4 may be increased by posaconazole [see « high blood pressure
« Administer via a central venous line, including a central venous catheter or peripherally . osaconazole Injection: impairment (eGFR <50 mL/min), unless an assessment of the benefit/risk to the indicati i itori - . H i
! X -nous D 1da pairment S an ¢ [see Contraindications (4.6)]. Refer to the venetoclax labeling for safety monitoring and Cl low potassium levels in the blood
Prophylaxis  |Loading dose: y e ! ! ) ) Pyrexia 49 1) 73 (31) linical Pharmacology (12.3)]. p!
inserted central catheter (PICC), by slow intravenous infusion over approximately f 300 e ' ion int W d i patient justifies the use of Posaconazole injection. dose reduction in the steady daily dosing phase in CLL/SLL patients. — X X .
90 minutes [see Dosage and Administration (2.4)]. 2;”:,33‘;&95 e ﬂrrg?dgsaconam e injection intravenously twice a day on Maintenance dose: « In patients with moderate or severe renal impairment (estimated glomerular filtration and Nutrition Disorders The following information was derived from data with Noxafil® oral suspension or Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
+ Ifacentral venous catheteris not available, Posaconazole injection may be administered ang cg,,dida Maintenanlc’e dose: Duration of therapy rate (GFR) <50 mL/min), receiving the Posaconazole injection, accumulation of the For patients with acute myeloid leukemia (AML), dose reduction and safety monitoring Decreased appeie 23 (10) 29 (12) early tablet formulation unless otherwise noted. Al drug interactions with Noxafil® oral These are not all the possible side effects of Posaconazole. For more information, ask your healthcare
through a peripheral venous catheter by slow intravenous infusion over 30 minutes only infections |30 mg Posaconazole injection intravenously once a day ;S based to” recovery intravenous vehicle, Betadex Sulfobutyl Ether Sodium (SBECD), is expected to occur. are recommended across all dosing phases when coadministering Posaconazole with H 51 22) 57 28) suspension, except for those that affect the absorption of posaconazole (via gastric pH provider or pharmacist
as a single dose in advance of central venous line placement or to bridge the period thereafter. Lot Serum creatinine levels should be closely monitored in these patients, and, if increases venetoclax [see Drug Interactions (7.16)]. Referto the venetoclax prescribing information = andmotility), are considered relevantto Posaconazole injection, Noxafil® delayed-release Call d p d | advice about side eff v ide ff FDAat1 FDA-1
during which a central venous line is replaced or is in use for other intravenous PP : occur, consideration should be given to changing to oral Posaconazole therapy. for dosing instructions. ' 25 (1) 30 (3) tablet, and Noxafil® PowderMix for delayed-release oral suspension as well. all your doctor for medical advice about side effects. You may report side effects to at1-800-FDA-1088




How should | store Posaconazole?
Posaconazole injection

« Store Posaconazole Injection refrigerated at 36°F to 46°F (2°C to 8°C).

Safely throw away medicine that is out of date or no longer needed.
Keep Posaconazole and all medicines out of the reach of children.

General information about the safe and effective use of Posaconazole.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do

not use Posaconazole for a condition for which it was not prescribed. Do not give Posaconazole to other

people, even if they have the same symptoms that you have. It may harm them. You can ask your pharmacist
or healthcare provider for information about Posaconazole that is written for health professionals.

What are the ingredients in Posaconazole Injection? Active ingredient: posaconazole

Inactive ingredients:

Posaconazole injection: Betadex Sulfobutyl Ether Sodium (SBECD), edetate disodium, hydrochloric acid,

sodium hydroxide, and water for injection.
Manufactured by:

\\\ FRESENIUS

KABI
Lake Zurich, IL 60047

www.fresenius-kabi.com/us
451564A

This Patient Information has been approved by the U.S. Food and Drug Administration.

Revised: 12/2023
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by CYP3A4

Sirolimus: Concomitant administration of Posaconazole with sirolimus increases the
sirolimus blood concentrations by approximately 9-fold and can resultin sirolimus toxicity.
Therefore, posaconazole is contraindicated with sirolimus [see Contraindications (4.2)
and Clinical Pharmacology (12.3)]

Tacrolimus: Posaconazole has been shown to significantly increase the Crax and AUC
of tacrolimus. At initiation of posaconazole treatment, reduce the tacrolimus dose to
approximately one-third of the original dose. Frequent monitoring of tacrolimus whole
blood trough concentrations should be performed during and at discontinuation of
Posaconazole treatment and the tacrolimus dose adjusted accordingly [see Warnings
and Precautions (5.1) and Clinical Pharmacology (12.3)].

Cyclosporine: Posaconazole has been shown to increase cyclosporine whole blood
concentrations in heart transplant patients upon initiation of Posaconazole treatment. Itis
recommended to reduce cyclosporine dose to approximately three-fourths of the original
dose upon initiation of Posaconazole treatment. Frequent monitoring of cyclosporine
whole blood trough concentrations should be performed during and at discontinuation of
Posaconazole treatment and the cyclosporine dose adjusted accordingly [see Warnings
and Precautions (5.1) and Clinical Pharmacology (12.3)].

CYP3A4 Substrates

Concomitant administration of Posaconazole with CYP3A4 substrates such as pimozide
and quinidine may result in increased plasma concentrations of these drugs, leading to
QTc prolongation and cases of torsades de pointes. Therefore, Posaconazole is contraindi-
cated with these drugs [see C (4.3)and gsandf 5.2)].

HMG-CoA Reductase Inhibitors (Statins) Primarily Metabolized Through CYP3A4
Concomitant administration of Posaconazole with simvastatin increases the simvastatin
plasma concentrations by approximately 10-fold. Therefore, Posaconazole is contraindi-
cated with HMG-CoA reductase inhibitors primarily metabolized through CYP3A4 [see
Contraindications (4.4) and Clinical Pharmacology (12.3)].

Ergot Alkaloids

Most of the ergot alkaloids are substrates of CYP3A4. Posaconazole may increase the
plasma concentrations of ergot alkaloids (ergotamine and dihydroergotamine) which
may lead to ergotism. Therefore, Posaconazole is contraindicated with ergot alkaloids
[see Contraindications (4.5)].

Benzodiazepines Metabolized by CYP3A4

Concomitant administration of Posaconazole with midazolam increases the midazolam
plasma concentrations by approximately 5-fold. Increased plasma midazolam concentra-
tions could potentiate and prolong hypnotic and sedative effects. Concomitant use of
Posaconazole and other benzodiazepines metabolized by CYP3A4 (e.g., alprazolam,
triazolam) could result in increased plasma concentrations of these benzodlazepmes
Patients must be monitored closely for adverse effects associated with high plasma
concentrations of benzodiazepines metabolized by CYP3A4 and benzodiazepine receptor
antagonists must be available to reverse these effects [see Warnings and Precautions
(5.6) and Clinical Pharmacology (12.3)].

Anti-HIV Drugs

Efavirenz: Efavirenzinduces UDP-glucuronidase and significantly decreases posaconazole
plasma concentrations /See Clinical Pharmacology (12.3)]. Itis recommended to avoid
concomitant use of efavirenz with Posaconazole unless the benefit outweighs the risks.

Ritonavir and Atazanavir: Ritonavir and atazanavir are metabolized by CYP3A4 and
Posaconazole increases plasma concentrations of these drugs /see Clinical Pharmacology
(12.3)]. Frequent monitoring of adverse effects and toxicity of ritonavir and atazanavir
should be performed during coadministration with Posaconazole.

Fosamprenavir: Combining fosamprenavir with Posaconazole may lead to decreased posacon-
azole plasma concentrations. If concomitant administration is required, close monitoring for
breakthrough fungal infections is recommended [see Clinical Pharmacology (12.3)].

Rifabutin

Rifabutininduces UDP-glucuronidase and decreases posaconazole plasma concentrations.
Rifabutin is also metabolized by CYP3A4. Therefore, coadministration of rifabutin with
Posaconazole increases rifabutin plasma concentrations [see Clinical Pharmacology
(12.3)]. Concomitant use of Posaconazole and rifabutin should be avoided unless the
benefitto the patient outweighs the risk. However, if concomitant administration is required,
close monitoring for breakthrough fungal infections as well as frequent monitoring of full
blood counts and adverse reactions due to increased rifabutin plasma concentrations
(e.g., uveitis, leukopenia) are recommended.

Phenytoin
Phenytoin induces UDP-glucuronidase and decreases posaconazole plasma concentra-
tions. Phenytoin is also metabolized by CYP3A4. Therefore, coadministration of pheny10in
with Posaconazole increases phenytoin plasma c ions /see Clinical Pl

(12.3)]. Concomitant use of Posaconazole and phenytoin should be avoided unless
the benefit to the patient outweighs the risk. However, if concomitant administration is
required, close monitoring for breakthrough fungal infections is recommended andfrequent
monitoring of phenytoin concentrations should be performed while coadministered with
Posaconazole and dose reduction of phenytoin should be considered.

Vinca Alkaloids

Most of the vinca alkaloids (e.g., vincristine and vinblastine) are substrates of CYP3A4.
Concomitant administration of azole antifungals, including Posaconazole, with vincristine
has been associated with serious adverse reactions [see Warnings and Precautions
(5.7)]. Posaconazole may increase the plasma concentrations of vinca alkaloids which
may lead to neurotoxicity and other serious adverse reactions. Therefore, reserve azole
antifungals, including Posaconazole, for patients receiving a vinca alkaloid, including
vincristine, who have no alternative antifungal treatment options.

Calcium Channel Blockers Metabolized by CYP3A4

Posaconazole may increase the plasma concentrations of calcium channel blockers
metabolized by CYP3A4 (e.qg., verapamil, diltiazem, nifedipine, nicardipine, felodipine).
Frequent monitoringforadverse reactions and toxicity related to calcium channel blockers
is recommended during coadministration. Dose reduction of calcium channel blockers
may be needed.

Digoxin

Increased plasma concentrations of digoxin have been reported in patients receiving
digoxin and Posaconazole Therefore, monitoring of digoxin plasma concentrations is
recc d during coadr ation.

Glipizide

Although no dosage adjustment of glipizide is required, it is recommended to monitor
glucose concentrations when Posaconazole and glipizide are concomitantly used.
Venetoclax

Concomitantuse of venetoclax (a CYP3A4 substrate) with posaconazole increases venetoclax
(cmax and AUC o.ns Which may increase venetoclax toxicities /see Contraindications (4.6),
Warnings and Precautions (5.10)]. Refer to the venetoclax prescribing information for more
information on the dosing instructions and the extent of increase in venetoclax exposure.
USE IN SPECIFIC POPULATIONS

Pregnancy

Risk Summary

Based onfindings from animal data, Posaconazole may cause fetal harm when administered
to pregnant women. Available data for use of Posaconazole in pregnant women are insuf-
ficient to establish a drug-associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. In animal reproduction studies, skeletal malformations (cranial
malformations and missing ribs) and maternal toxicity (reduced food consumption and
reduced body weight gain) 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, increased resorptions,
reduced litter size, and reduced body weight gain of females were seen at doses 5 times
the exposure achieved with the 400 mg twice daily oral suspension regimen. Doses of
> 3 times the clinical exposure caused an increase in resorptions in these rabbits (see
Data). Based on animal data, advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background Tisk
of major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4%
and 15 to 20%, respectively.
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Data

Animal Data

Posaconazole resulted in maternal toxicity (reduced food consumption and
reduced body weight gain) and skeletal malformations (cranial malforma-
tions and missing ribs) when given orally to pregnant rats during organogen-
esis (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 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). Inthe rabbit, the
no-effect dose was 20 mg/kg, while high doses of 40 mg/kg and 80 mg/kg (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 a reduction in litter size were seen.

Lactation

Bisk 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

average posaconazole concentrations (Cavg) and prophylactic efficacy (Table 17).
A lower Cavg may be associated with an increased risk of treatment failure, defined as
treatment discontinuation, use of empiric systemic antifungal therapy (SAF), or occurrence
of breakthrough invasive fungal infections.

A summary of the drugs studied clinically, for which plasma concentrations were
affected by posaconazole, is provided in Table 28 [see Contraindications (4)
and Drug Interactions (7.1) including recommendations].

Table 29: Summary of Steady-State ic Mean Phar
(% Geometric CV) After Multiple Dosing with Posaconazole In|ect|on and Noxafil®
PowderMix for Delayed-Release Oral Suspension 6 mg/kg* in Pediatric Patients with

Table 28: Summary of the Effect of Posaconazole on Coadministered Drugs in

Neutropenia or Expected Neutropenia

present in human milk. The developmental and health benefits of ding 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.

Pediatric Use

The safety and effectiveness of Posaconazole injection for the prophylaxis of invasive
Aspergillus and Candida infections have been established in pediatric patients aged
2 and older who are at high risk of developing these infections due to being severely
immunocompromised, such as HSCT recipients with GVHD or those with hematologic
malignancies with prolonged neutropenia from chemotherapy.

The safety and effectiveness of Posaconazole injection for the treatment of invasive
aspergillosis have been established in pediatric patients aged 13 years and older.

Use of Posaconazole in these age groups is supported by evidence from adequate and
well-controlled studies of Posaconazole in adult and pediatric patients and additional
pharmacokinetic and safety data in pediatric patients 2 years of age and older [see
Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical Studies (14)].

The safety and effectiveness of Posaconazole have not been established in pediatric
patients younger than 2 years of age.

Geriatric Use

No overall differences in the safety of Posaconazole injection were observed between
geriatric patients and younger adult patients in the clinical trials; therefore, no dosage
adjustmentis recommended for any formulation of Posaconazole in geriatric patients. No
clinically meaningful differences in the pharmacokinetics of Posaconazole were observed
in geriatric patients compared to younger adult patients during clinical trials /see Clinical
Pharmacology (12.3)].

Of the 279 patients treated with F injection in the P ole Injection
Study, 52 (19%) were greater than 65 years of age. Of the 230 patients treated with
Noxafil® delayed-release tablets, 38 (17%) were greater than 65 years of age. Of the
288 patients randomized to Posaconazole injection/ Noxafil® delayed-release tablets
in the Aspergillosis Treatment Study, 85 (29%) were =65 years of age.

No overall differences in the pharmacokinetics and safety were observed between elderly
and young subjects during clinical trials, but greater sensitivity of some older individuals
cannot be ruled out.

Renal Impairment

Posaconazole Injection should be avoided in patients with moderate or severe renal
impairment (€GFR <50 mL/min), unless an assessment of the benefit/risk to the patient
justifies the use of Posaconazole injection. In patients with moderate or severe renal
impairment (eGFR <50 mL/min), receiving the Posaconazole injection, accumulation
of the intravenous vehicle, SBECD, is expected to occur. Serum creatinine levels should
be closely monitored in these patients, and, if increases occur, consideration should be
given to changing to oral Posaconazole therapy [see Dosage and Administration (2.9)
and Warnings and Precautions (5.5)].
Hepatic Impairment

Itis jed that no dose of Posaconazole injection is needed in patients
wnh mild to severe hepatlc impairment (Child-Pugh Class A, B, or C) [see Dosage and
(5.4)]. However a specific study has

and Pr
not been condumed wnh Posaconazole injection.

Gender
The pharmacokinetics of posaconazole are comparable in males and females. No
adjustment in the dosage of Posaconazole is necessary based on gender.

Race

The pharmacokinetic profile of posaconazole is not significantly affected by race. No
adjustment in the dosage of Posaconazole is necessary based on race.

Weight

Pharmacokinetic modeling suggests that patients weighing greater than 120 kg may
have lower posaconazole plasma drug exposure. It is, therefore, suggested to closely
monitor for breakthrough fungal infections.

OVERDOSAGE
There is no experience with overdosage of Posaconazole injection.

During the clinical trials, some patients received Noxafil® oral suspension up to 1600 mg/day
with no adverse reactions noted that were different from the lower doses. In addi-
tion, accidental overdose was noted in one patient who took 1200 mg twice daily
Noxafil® oral suspension for 3 days. No related adverse reactions were noted by the
investigator.

Posaconazole is not removed by hemodialysis.

DESCRIPTION

Posaconazole is an azole antifungal agent. Posaconazole is available as injection solution
1o be diluted before intravenous administration.

Posaconazole is designated chemically as 4-[4-[4-[4-[[ (3R,5R)-5- (2,4-difluorophenyl)
tetrahydro-5+ (1H-1,2,4-triazol-1 -ylmethyl)-3-furanyl]methoxy;iphenyl]-1 -piperazinyl]
phenyl]-2- [ﬁ15 ,25)-1-ethyl-2 «hydroxypropyl]-2,4-dihydro-3H-1,2,4-triazol-3-one with
an empirical formula of CyH.,F,N;0, and a molecular weight of 700.8. The chemical
structure is:

o
CH.
o OO
\“

HaC

N‘N

A

Posaconazole is a white powder with a low aqueous solubility.

Posaconazole Injection is available as a clear colorless to yellow, sterile liquid essentially
free of foreign matter. Each vial contains 300 mg of posaconazole and the following
inactive ingredients: 6.68 g Betadex Sulfobutyl Ether Sodium (SBECD), 0.0033 g edetate
disodium, hydrochloric acid and sodium hydroxide to adjust the pH to 2.6, and water for
injection.

CLINICAL PHARMACOLOGY

Mechanism of Action
Posaconazole is an azole antifungal agent /see Clinical Pharmacology (12.4)].

Pharmacodynamics

Exposure is: In clinical studies of neutropenic patients
who were receiving cytotoxic chemolherapy for acute myelogenous leukemia (AML) or
myelodysplastic syndromes (MDS) or hematopoietic stem cell transplant (HSCT) recipients
with Graft versus Host Disease (GVHD), a wide range of plasma exposures to posaconazole
was noted following administration of Noxafil® oral suspension. A pharmacokinetic-
pharmacodynamic analysis of patient data revealed an apparent association between

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 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 twice daily. The recommended initial
route of administration was IV; however, patients could begin oral therapy if clinically

Table 17: Noxafil® Oral Suspension Exposure Analysis Healthy Adult Volunteers and Patients Age | Dose AUCo.24 1 Cavt Crax Crin Tar CL/FS stable and able to tolerate oral dosing. The transition from IV to oral therapy occurred
(Cavg) in Prupll.wlans Tnapls v Y Grop | Type | N | nghe/ml) | ng/mb) | ng/ml) | (no/mt) (hr) (L/hr) when the patient was clinically stable. The protocol recommended duration of therapy
— — Coadministered Effect on Bioavailability of 31100 1300 3060 626 175 307 was 84 days with a maximum allowed duration of 98 days. Median treatment duration
F in AML/MDS* Propl in GVHD! oadministere Coadministered Drugs so<r | V7] sy @89) | (544) | (1048) | (1.571.83) | (49.3) was 67 days for Posaconazole patients and 64 days for voriconazole patients. Overall,
T T Drug (Postulated - 0 < 55% to 60% of patients began treatment with the IV formulation with a median duration
CavgRange Treatment Failure CavgRange Treatment Failure Change in Mean years 23000 960 1510 542 2,00 460 of 9 days for the inftial IV dosing
(ng/mL) (%) (ng/mL) (%) of Interaction DrugDose/ | pocr'e hedule “c Change in Mean AUC PES | 7 (47.3) (47.3) (43.4) (68.8) | (2.17-7.92) | (35.2) " ) . .
Quartile 1 90-322 54.7 22-557 444 is Inhibition Schedule ratio estimate*: (ratio estimate*; 7017 44200 1820 3340 1160 177 476 The Intent to Treat (ITT) population included all patients randomized and receiving at
Quartie? 309.490 370 557915 206 of CYP3A4 by 90% Cl of the ratio | 90% Cl of the ratio e‘grs W2 | s @5 | @04 | 04 | (135600 | G least one dose of study treatment. All-cause mortality through Day 42 in the overall
- - estimate) estimate) ¥ ' : : : 9970 : population (ITT) was 15.3% for Posaconazole patients compared to 20.6% for voriconazole
Quartile 3 490-734 46.8 915-1563 17.5 prs | 12 | 25000 1040 1370 713 278 8.39 patlents for an adjusted treatment difference of -5.3% with a 95% confidence interval of
Quartile 4 734-2200 278 1553 3650 17.5 ) 400 mg (oral (1843) | (184.3) | (1785 | (300.6) | (0.00-4.00) | (190.3) 1.6t0 1.0%. Consistent results were seen in patients with proven or probable invasive
Cavg = the average when t steady state Sirolimus 2-mg single oral | suspension) 1572% 1788% IV= Posaconazole injection; PFS= Noxafil® PowderMix for delayed-release oral suspension; AUCo.24 aSPerg"'US'S per EORTC criteria (see Table 30).
* Neutropenic patients who were receiving cytotoxic Chemolherapyfur AML or MDS dose twice daily x (6.72;5.62-8.03) (8.88,7.26-10.9) = Area under the plasma concentration-time curve from time zero to 24 hr; C,,, = maximum observed Table 30: Posaconazole Injection and Noxafil® Delayed-Release Tablets Invasive
THSCT recipients with GVHD 16 days concentration; Cmin = minimum observed plasma concentration; T = time of maximum observed A. illosis T I Study: All-C M Y lity Th h Day 42
* Defined as trefatment dlscommuatlonfuse olf empiric systemic antifungal therapy (SAF), or b concentration: spergillosis Treatment Study: All-Cause Mortality Through Day
of invasive fungal i CL /F = apparent total body clearance T
9 g - — ) maintenance | 200 mg (tablets) Tcyclospgggm?falgobr:gud trough e o e Posaconazole Injectionand [y
Exposure of Invasive Aspergillosis: Cyclosporing [ dose nheart  { once dailyx Cyclosporine dose reductions of up to 29% tCav = time-averaged cuncemrauons (i.e., AUCo.2¢1/24hr) Delayed- Release Tablets
Across a range of posaconazole plasma minimum concentrations (Cmin, range: “a“SP'a{'T 10 days were required + Median (minimum-maximum) - Difference™
244 to 5663 ng/mL) following administration of Posaconazole injection and recipients § Clearance (CL for IV and CUFfur PFS Population N n (%) N n (%) (95% Ci)
Noxafil’ delayed-release tablets in patients treated for invasive aspergillosis in 400 mg (oral Based on a population pharmacokinetic model evaluating posaconazole pharmacokinetics m 50 53
Aspergillosis Treatment Study, there was no association between posaconazole Tacrolimus 0.05-mg/kg suspension) 1121% 1358% and predicting exposures in pediatric patients, the exposure of steady-state posaconazole Intent to Treat 288 153 287 | 006 11610
sz‘f ;md tsreatlment efficacy [see Clmflcal Pllvarmacorfogy (12k3) and C//g/?al Séud/ea single oral dose | twice daily x (2.21;2.01-2.42) | (4.584.03-5.19) average concentration greater than or equal to 700 ng/mL in app y 90% of (15.3) (20.6) | (-11.6,1.0)
(74.1)]. Similarly, across a range of population pharmacokinetic model-predicte 7 days patients is attained with the recommended dose of Posaconazole injection and Noxafi® Proven/Probable 31 32 0.3
steady-state plasma average concentrations (Cavg, range: 589 to 6315 ng/mL), i : g 163 1 u
N N N " PowderMix for delayed-release oral suspension. Invasive Aspergillosis (19.0) (18.7) (-8.2,8.8)
there was no association between posaconazole Cavg and treatment efficacy. Simvastatin Simvastatin . o . . o e - — — —
100 mg (oral 1 t The population pharmacokinetic analysis of posaconazole in pediatric patients suggests Adjusted treatment difference based on Miettinen and Nurminen’s method stratified by
123 Pharmacokinetics suspension) (9.41,7.13-12.44) | (10.31, 8.40-12.67) that age, sex, renal impairment and ethnicity have no clinically meaningful effect on the randomization factor (risk for mortality/poor outcome), using Cochran-Mantel-Haenszel
General Pharmacokinetic Characteristics ?gcfagg"yx SimyastapAcid | - Simastal Acd pharmacokinetics of posaconazols. ) | weighting scheme.
Inject - ) o _ ) ) 40-mg single (9.17,7.36-11.43) |  (7.34,5.82-9.25) A total of 12 panents@la to 17 years of age received 600 mg/day (200 mg three Global clinical response at Week 6 was assessed by a blinded, independent adjudication
Posaconazole injection exhibits dose proportional pharmacokinetics after single doses Simvastatin oral dose Simvastai Simvastati times a day) of Noxafil® oral suspension for prophylaxis of invasive fungal infections. committee based upon prespecified clinical, radiologic, and mycologic criteria. In the
between 200 and 300 mg in healthy volunteers and patients. The mean pharmacokinetic 200 mg (oral Imvastatin imvastatin Based on pharmacokinetic data in 10 of these pedialric patients, the mean steady-state subgroup of patients with proven or probable invasive aspergillosis per EORTC criteria, the
parameters after single doses with Posaconazole injection in healthy volunteers and susper?sion) ™ 41T 79916.29) | (10 6018 63-13.02) Cav was similar between these patients and adults (>18 years of age). In a study of global clinical response of success (complete or partial response) at Week 6 was seen
patients are shown in Table 18. once daily X Simvastatin Acid Simvastatin Acid 136 neutropenic pediatric patients 11 months to less than 18 years treated with Noxafil® in 44.8% for Posaconazole-treated patients compared to 45.6% for voriconazole-treated
3 days 1851% 1748% oBaOI sa/spensmn the GXD%S%rg ta;get of steady-state posaconazole %avgfbetween patients (see Table 31).
Table 18: Summary of Mean Pharmacokinetic Parameters (%CV) in Healthy Volunteers (9.51,8.15-11.10) | (8.48,7.04-10.23) 500 ng/mL and less than 2500 ng/mL was attained in approximately 50% of patients ®
(30-minute infusion via peripheral venous line) and Patients (90 minute infusion via instead of the pre-specified 90% of patients. Table 31: Pasaconazole Ig{ﬁzhun and N°xafgIDE;'%‘{;‘L?;’E::;J:T“:‘I"A';':esl:vg
central venous line) after Dosing with Posaconazole Injection on Day 1 0.4-mg single gsgp’gﬁs}gr’s‘ 124 Microbiology i v
Dose AUC, 1 oL INrQyenous | twie daily x 13; 3% 48) (4_521;%;6_(2];/"_5_3) Mechanism of Action: Posaconazole Voriconazole
(mg) | " (ng~hr/"r'ﬁL) (ng- hr/",‘,ﬁ_) ("g;"r;;l_) (,‘Iﬁ) (L/hr) 7 days Posagonazo{e] blocrl](st hthe ?]ygtthemsfof yerg?]sterol Pa4k5ea/ component of the fungal cell Population N Success N Success | Differencet (95% CI)
4 | membrane, through the inhibition of cytochrome P-
Healthy 200 | 9 | 35400(50) | 8840(20) | 2250(29) | 236(23) | 65(32) 0.4-mg single ngpr:r?slg?) 162% 1524% 14a-demethylase responsible for the conversion of lanosterol to ergosterol in the fungal m’veﬂ/ PAOba?I?" i 163 | 73 (44.8) | 171 | 78(45.6) | -0.6(-11.2,10.1)
Volunteers 300 | 9 | 46400 (26) | 13000 (13) 2840 (30) | 24.6 (20) 6.9 (27) intravenous twice daily X (1.62;1.41-1.86) (6.24;5.43-7.16) cell membrane. This results in an accumulation of sterol p and a asive ASpErgIlosis — . - - -
200 | 30 ND 5570 (32) 954 (44) ND N/D doset 7 days depletion of ergosterol within the cell membrane thus weakening the structure and * Successful Global Clinical Response was defined as survival with a partial or complete
Patients function of the fungal cell membrane. This may be responsible for the antifungal activity response
300 | 22 ND 8240(26) | 1590(62) N/D ND ESSangs.gﬁa)‘ 1169% 1470% of posaconazole. T Adjusted treatment difference based on Miettinen and Nurminen’s method stratified by
AUC,... = Area under the plasma concentration-time curve from time zero to infinity; AUC,.., = Area under 2-mg single oral | once daily x (2.69; 2.46-2.93) (5.70; 4.82-6.74) Resistance: randomization factor (risk for mortality/poor outcome), using Cochran-Mantel-Haenszel
the plasma concentration-time curve from time zero to 12 hr after the first dose on Day 1; dose* 7 days g : . : " P weighting scheme.
Coax = Maximum observed concentration; t,, = terminal phase half-ife; CL = total body clearance; Clinical isolates of Candida albicans and Candida glabrata with decreased ptibility
N/D = Not D\ 400 mg (oral to posaconazole were observed in oral swish samples taken during prophylaxis with 16 HOW SUPPLIED/STORAGE AND HANDLING
9-ma single oral | SUsPension) 1138% 1397% posaconazole and fluconazole, suggesting a potential for development of resistance. These .
Table 19 displays the pharmacokinetic parameters of posaconazole in patients following dosegts e oral | twice daily x (2.38;213-2.66) | (4.97,4.46-5.54) isolates also showed reduced susceptibility to other azoles, suggesting cross-resistance 16.1  How Supplied
administration of Posaconazole injection 300 mg taken once a day for 10 or 14 days 7 days between azoles. The clinical significance of this finding is not known. Injection
following twice daily dosing on Day 1. 200 mg (tablets) Antimicrobial Activity: Ptosaconazglellnjection is ?vailable in Type | glass vials closed with chlorobutyl rubber
ieob i 300 mg once i 31% 72% Posaconazole has been shown to be active against most isolates of the followin: stopper and aluminum seal.
Table 19: Arithmetic Mean (%CV) of PK Parameters in Serial PK-Evaluable Patients Rifabutin daily X7 days | 0% dally x (1.31:11-10-1-57) (1.72111 51-1.95) microorganisms, both in vitro and in clinical infecgtions [see Indications and Usage (1)]g. i
Following Dosing of Posaconazole Injection (300 mg)* ays ) ) Product Unitof Sale Strength Each
lllllﬂlcmog/gamsms: § Candid Code g
Conax T AUC,. Cav Cmin . 200 mg once 200 mg (tablets) spergillus spp. and Candida spp. 300 16.7mL
P | V| gy ) | ogthimy | ogmy | (g/mb) Prenyon | dalyPOx  |omcecalyx | (1 16/05 157 | (116004150 Suscepibilty Testing: 685017 | iy paciaged |2 Souton 18 maar | $0mgper 167 mL (18mgperm)
10/14 49 | 3280(74) | 1.5(0.98-4.0) | 36100 (35) 1500 (35) 1090 (44) ays ays For specific information regarding susceptibility test interpretive criteria and d packag perml) 9
AUC,.,; = area under the concentration-time curve over the dosing interval (i.e. 24 hours); 400 mg (oral Legt methods 'adnd quahst¥l%ontrol standards recognized by FDA for this drug, please see: 16.2  Storage and Handling
B s 1(7' ez, d the dose of POS on the day specified Ritonavir 100mgance | suspension) 16%% 1o ps:/nen.fda govSTIC Posaconazole Injection
= POS trough evel immediately before a subject received the dose of POS on the day specifie i ice dai -1.04- :1.39- ~jection | )
mmtﬂe protocol; r,gm,‘ = observed 5 plasi J of va¥|ati|)on dailyx 14 days ‘7“’333;’ alyx (1:49:1.04-2.15) (1:8:1.39-231) 13 NONFLINICAL_ TOXICOLOGY_ . . Posaconazole injection vial should be stored refrigerated at 2°to 8°C (36° to 46°F). Storage
expressed as a percent (%); Day = study day on treatment Toax = . time of observed maximum Dlasma 13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility c?ndmons f([Jr th%dlluted Sodllﬁlz?n are preser}tzecj‘)l]n another section of the prescribing
concentration. i i information [see Dosage and Administration (2.4)].
* 400 mg (oral rcin _ _ _
r’ﬁggamg dose administered over 90 minutes oncea day following twice daily dosing on Day 1 300 mg once suspens}an) 1155% 1268% No drug-related neoplasms were recorded in rats or mice treated with posaconazole 17 PATIENT COUNSELING INFORMATION
daily x 14 days | twice daily x (2.55;1.89-3.45) (3.68;2.89-4.70) for 2 years at doses higher than the clinical dose. In a 2-year carcinogenicity study, X X . . X .
Distribution: 7 days rats were given posaconazole orally at doses up to 20 mg/kg (females), or 30 mg/kg Advise the patient to read the FDA-approved patient labeling (Patient Information).
The mean volume of distribution of posaconazole after intravenous solution administration (males). These doses are equivalent to 3.9- or 3.5-times the exposure achieved with a Drug Interactions
was 261 L and ranged from 226-295 L between studies and dose levels. Aazanavit/ 300mgioo | 400ma (oral 400-myg twice daily oral suspension regimen, respectively, based on steady-state AUC Advise patients to inform their physician immediately if they:
ritonavir boosted | mg Onge daily x ts\kllspe(r;silon) (153 11513;62 on e 461 1%63%3 1 in healthy \lroll;]meers admmldstered a high-fat mezl (400- In:jg twice dallye%ral s;fp/gnsmn « develop severe diarrhea or vomiting
; i ice daily x 53;1.13-2. 46;1.93-3. regimen). In the mouse study, mice were treated at oral doses up to 60 m ay or . i \ i i
;%?Jarﬁ%nazole is highly bound to human plasma proteins (>98%), predominantly to regimen 14 days 7days 4%_“"19)8 ihe exposure a hicued v 2 400 o twice daily oral spuspensior? re%imeyn. ?g?ofjllgrgeg%giﬁg drugs thatare known o prolong the QTc interval and are metabolized
. . " Mutagenesis « are currently taking a cyclosporine or tacrolimus, or they notice swelling in an arm or
Metabolism: ) E,?‘E’mfff,'r”}ﬁ}%'s the ratio of drugplus P o drug alone Posaconazole was not genotoxic or clastogenic when evaluated in bacterial mutagenicity leg or shoriness of breath. o ]
Posaconazole primarily circulates as the parent compound in plasma. Of the circulating *The tablet refers to a non-commercial tablet formulation without polymer. g\mes), a chromosome aberration study in human peripheral blood lymphocytes, a + are taking other drugs or before they begin taking other drugs as certain drugs can
metabolites, the majority are glucuronide conjugates formed via UDP glucuronidation #The mean terminal half-life of midazolam was increased from 3 hours to 7 to 11 hours during hinese hamster ovary cell mutagenicity study, and a mouse bone marrow micronucleus decrease or increase the plasma concentrations of posaconazole.
(phase 2 enzymes). Posaconazole does not have any major circulating oxidative (CYP450 coadministration with Posaconazole. study. Serious and Potentially Serious Adverse Reactions
mediated) metabolites. The excreted metabolites in urine and feces account for ~17% Impairment of Fertility Advise patients to inform their physician immediately if they:
of the administered radiolabeled dose. Additional clinical studies demonstrated that no clinically significant effects on zidovudine, Posaconazole had no effect on fertility of male rats at a dose up to 180 mg/kg « notice a change in heart rate or heart rhythm or have a heart condition or circulatory
lamivudine, indinavir, or caffeine were observed when administered with Posaconazole (1.7 x the 400-mg twice daily oral suspension regimen based on steady-state disease. Posaconazole can be administered with caution to patients with potentially
P e is primarily via UDP glucuronidation (phase 2 enzymes) and 200 mg once daily; 1herefore no dose adjustments are required for these coadministered plasma concentrations in healthy volunteers) or female rats at a dose up to 45 mg/kg proarrhythmic conditions.
is a subsirate for p-glycoprotein (P-gp) eflux. Therefore, inhibitors or inducers of these drugs when coadministered with Posaconazole 200 mg once daily. (2.2 x the 400-mg twice daily oral suspension regimen). * are pregnant, plan to become pregnant, or are nursing. ,
clearance pathways may affect posaconazole plasma concentrations. A summary of 5 132 Animal Toxicology and/or Pharmacology = have liver disease or develop itching, nausea or vomiting, their eyes or skin turn yellow,
drugs studied clinically with the oral suspension or an early tablet formulation, which Excretion: ) . , . In a nonclinical study using intravenous administration of posaconazole in very young they feel more tired than usual or feel like they have the flu.
affect posaconazole concentrations, is provided in Table 27. Following administration of Noxafil® oral suspension, posaconazole is predominantly « have ever had an allergic reaction to other antifungal medicines such as ketoconazole,
A 5 dogs (dosed from 2 to 8 weeks of age), an increase in the incidence of brain ventricle ¢ X
eliminated in the feces (71% of the radiolabeled dose up to 120 hours) with the major fluconazole, itraconazole, or voriconazole.
ji d d 66% of the radiolabeled d Renal cl enlargement was observed in treated animals as compared with concurrent control
Table 27: Summary of the Effect of Coadministered Drugs component eliminated as parent drug (66% of the radiolabeled dose). Renal clearance animals. No difference in the incidence of brain ventricle enlargement between control and The container closure is not made with natural rubber latex.
onF in Healthy is a minor elimination pathway, with 13% of the radiolabeled dose excreted in urine up treated animals was observed following the subsequent 5-month treatment-free period.
— to 120 hours (<0.2% of the radiolabeled dose is parent drug). There were no neurologic, behavioral or developmental abnormalities in the dogs with this
Effect on Bioavailability of finding, and a similar brain finding was not seen with oral posaconazole administration
- F Posaconazole injection is ellmmated with a mean terminal half-life (t.) of 27 hours and to juvenile dogs (4 days to 9 months of age). There were no drug-related increases
Drug (Postulated c ini F Change in Mean | Change in Mean atotal body clearance (CL) of 7.3 L/h. in the incidence of brain ventricle enlargement when treated and control animals were
Mechanism of Drug Dose/ Dose/Schedule max Al compared in a separate study of 10-week old dogs dosed with intravenous posaconazole
Interaction) Schedule (ratio estimate*; | (ratio estimate*; ific Population for 13 weeks with a 9-week recovery period or a follow-up study of 31-week old dogs
90% Cl of the 90% Cl of the No clinically significant differences in the pharmacokinetics of posaconazole were dosed for 3 months.
e ratio estimate) | ratio estimate) observed based on age, sex, renal impairment, and indication (prophylaxis or treatment). 14 CLINICAL STUDIES
400 mg once mg foral L 141 Treatment of Invasive Aspergillosis with Posaconazole Injection and Noxafil®
(Elfl[;l'l’ andUCUDN) dally x 10and g:ﬁ\;/)e:s%na)r%wce (055}0%3%55) (0-50?l05-%1'0-50) ﬁaaceéfﬁllla%g’nlyharmacoklnetlc analysis of posaconazole, AUC was found to be 25% higher Delayed-Release Tablets e l
20 days 20 days pop p ySisorp oNig Aspergillosis Treatment Study (NCT01782131) was a randomized, double-blind,
200 ma once dal on in Chinese patients relative to patients from other races/ethnlcltles This higher exposure controlled trial which evaluated the safety and efficacy of Posaconazole injection and
Fosamprenavir ) ihe 1930y 200 g LS "g; eépected to be clinically relevant given the expected variabilty in posaconazole Noxafil® delayed-release tablets versus voriconazole for primary treatment of invasive
(unknown 700 mgtwice | yice daily on the 121% 123% xposul fungal disease caused by Aspergillus species. Eligible patients had proven, probable,
mechanism) dailyx 10 days | ong day, then 400 mg 0.79(0.71-0.89) | 0.7 (0.68-0.87) or possible invasive fungal infections per the European Organization for Research
twice daily x 8 Days G;’ggﬁ{sh?:’g"c'ﬂ% ﬁﬁ;esrgmlgazgtlgffect on posaconazole clearance. Relative to and ?egtg]em EffCancer/l\flycoses Study Group, EOF{Tr?/wsekcmelnelx1 sau?]ms weref
pP— stratified by risk for mortality or poor outcome where high risk included a history o
RJS:}”&’} ducti go-? oo EO? mg%‘g'e‘s) et 57.%“%“0 7 | 051 -lDAg;SU 7 70 kg patients, the Cavg is decreased by 25% in patients greater than 120 kg. Patients allogeneic }ll)one marrow tranysplarqt liver transplant, or regljapsed leukemia undergglng
(UDP-G Induction) | daily x17 days _ | daily x 10 days (0.57;0.43-0.75) | (0.51;0.37-0.71) administered Posaconazole weighing more than 120 kg may be at higher risk for lower salvage chemotherapy. The median age of patients was 57 years (range 14-91 years),
Phenytoin 200mgonce | 200mg (tablets) once 141% 150% posaconazole plasma concentrations compared to lower weight patients [see Use in with 27.8% of patients aged =65 years; 5 patients were pediatric patients
(UDP-G Induction) | dailyx 10 days | daily x 10 days' (0.59; 0.44-0.79) | (0.50;0.36-0.71) Specific Populations (8.10)]. 14- 16 years of age, of whom 3 were treated with Posaconazole and 2 with voriconazole. Manufactured by:

* Ratio Estimate is the ratio of

or AUC.
* The tablet refers to a non-commercial tablet formulation without polymer.

drug plus F to P alone for Crmac

In vitro studies with human hepatic microsomes and clinical studies indicate that
posaconazole is an inhibitor primarily of CYP3A4. A clinical study in healthy volun-
teers also indicates that posaconazole is a strong CYP3A4 inhibitor as evidenced
by a >5-fold increase in midazolam AUC. Therefore, plasma concentrations of
drugs predominantly metabolized by CYP3A4 may be increased by posaconazole.

Pediatric Patients

The mean pharmacokinetic parameters after multiple-dose administration of Posaconazole
injection and Noxafil® PowderMix for delayed-release oral suspension in neutropenic
pediatric patients 2 to less than 18 years of age are shown in Table 29. Patients were
enrolled into 2 age groups and received Posaconazole injection and Noxafil® PowderMix
for delayed-release oral suspension doses at 6 mg/kg (0.6 to 1 times the recommended
dose) with a maximum 300 mg dose once daily (twice daily on Day 1) [see Adverse
Reactions (6.1)].

The majority of patients were male (59.8%) and white (67.1%). With regard to risk factors
for invasive aspergillosis, approximately two- thirds of the patients in the study had a
recent history of neutropenia, while approximately 20% with a history of an allogeneic
stem cell transplant. Over 80% of subjects in each treatment group had infection
limited to the lower respiratory tract (primarily lung), while approximately 11% to 13%
also had infection in another organ. Invaswe aspergillosis was proven or probable in
58.1% of patients as db ors blinded to study treatment
assignment. At least one Aspergillus species was identified in 21% of the patients;
A. fumigatus and A. flavus were the most common pathogens identified.
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