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FULL PRESCRIBING INFORMATION
Daptomycin for Injectlon

1 INDICATIONS AND USAGE
Daptomyein for Injection Is Indicatad for the treatment of the Infectlons listed below.

1.1 Complicatsd Bkin and 8kin Structurs Infections

Complicated skin and skin structure infections {(cS88I1) caused by susceptible isolates of the following
Gram-positive bacteria: Staphyfococcus aureus (including methicillin-resistant isolates), Strepfococcus
pyogsnes, Streplococcus agalactise, Streplococcus dysgalactias subsp. equisimilis, and
Enferococcus faecalis (vancomycin-susceplible isolates only).

1.2 Staphylococcus sursus Bloodsiream Infections (Bacteremia), Inciuding Those with Right-Sided
Infective Endocarditls, Caused by Methlclllin-Susceptible and Methiclllin-Reslstant |solates

Staphylococeus aureus bloodstream Infections (bacteremla), including those with right-slded Infeclive
endocarditis, caused by methicillin-suscaptible and methicillin-resistant isolates.

1.3 Limitations of Use

Daptomycin for injection is not indicated for the treatment of pnreumonia.

Daptomycin for injection is not indicated for the freatment of lefi-sided infective endocarditis due to
S. aursus. The dinical trial of Daptomycin for injsction in patients with 8. aureus bloodstream
Infections Included limited data from patlents with lefi-sided Infective endocarditls; outcomes In these
patients were poor fses Clinical Trials (14.2)]. Daptomycin for injection has not been studied in
patients with prosthetic valve endocarditis.

1.4 Usage

Appropriate specimens for microblologlcal examination should be obtalned In order to leolate and
identify the causative pathogens and to detarmine their susceptibility to daptomycin,

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Daplomyein
for injection and other antibacterial drugs, Daptomycin for injection should be used only to treat
infections that are proven or sirongly suspected to be caused by susceptible bacleria.

Whaen culture and susceptibility information i available, it should be considered in selecting or
madlfving antlbacterial therapy. In the absence of such data, local epldemlclogy and susceptibliity
patterns may coniribute to the empiric selection of therapy. Empiric therapy may ba initiated while
awalting test resuits.

2 DOSAGE AND ADMINISTRATION
2.1 Administration Duration

Daptomyein for injection should be administered intravenously sither by injection over a two (2)
minute period or by Infuglon over a thirty (30) minute period.

2.2 Complicated 8kin and 8kin Structure Infections

Daptomycin for injection 4 mg/kg should bs administered intravenously in 0.8% sodium chloride
injaction once evary 24 hours for 7 to 14 days.

2.3 Staphyfococeus aurous Bloodstream Infections (Bacteremia), Including These with Right-Sided
Infective Endocarditis, Caused by Methicillin-Susceptible and Methicillin-Resistant lsolates

Daptomycin for injection 8 mg/kg should be administered intravenously in 0.9% sodium chloride
injection once 24 hours for 2 to 6 weeles. There ane limited safety data for the use of Daptoryein for
Injectlon for more than 28 days of therapy. In the Phase 3 irlal, there were a fotal of 14 patlenis who
wers treated with Daptomycin for injection for mors than 28 days.

2.4 Patlents with Renal Impairment

The recommendad dosage regimen for patients with creatinine clearance (CL,.,) lass than 30 mL/min,
Including patlents on hemodlalysis or continuous ambulatory perltoneal dlalysI%R(GAPD), Is 4 mgkg
{cSSSI1) or 6 mg/kg (S. aureus bloodstream infections) ance every 48 hours (Table 1)}. YWhen possible,
Daptomyein for Injection should be administered following the completion of hemodlalysls on hemo-
dialysie days fsee Wamings and Frecautions (5.2, 5.8), Uss in Specific Populations (8.6}, and Clinical
FPharmacology (12.3)].

Table 1: Recommended Dosage of Daptomyein for injection In Adult Patlents

Creatinine Clearance (CL__} Dosagje Reglmen
c888I 8. aursus Bloodstream
Infections
230 mL/min 4 mg/kg once every 24 hours & mgfkg once every 24 hours
<30 mLimin, including hemodialysis | 4 mg/kg once every 48 hours® | 6 mg/kg once every 48 hours™
and CAPD

* When possible, administer Daptomycin for injection following the complstion of hemodialysis on hemo-
dialysis days.
2.5 Preparation of Daptomycin for Injection for Administration

Reconstitution of Daptomycin for injection Vial

Daptomyeln for Injection Is supplled In single-dose vials, each containing 500 mg daptomycln as a
starils, lyophilized pewder. The contents of a Daptomycin for injection vial should be reconstituted,
using aseptic technique, to 50 mg/mL as follows:

1. To minimize foaming, AVOID vigorous agitafion or shaking of the vial during or after reconatitution.

2. Remove the polypropylene flip-off cap from the Daptomycin for injection vial to expose the central
portion of the rubber stopper.

3. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution and allow to
dry. After cleaning, do not touch the rubber stopper or allow It to touch any other surface.

4, Slowly transfer 10 mL of 0.9% sodiumn chloride injection through tha center of the rubber stopper
into the Daptomyein for injection vial, painting the transfer neadle toward the wall of the vial. it is
racommended that a beveled sterile fransfer needie that is 21 gauge or smaller in diameter, or a
needleless device is used, pointing the transfer needle tfoward the wall of the vial.

5.Ensure that all of the Daptomycin for Injection powder Is wetted by gently rotating the vial.

1. Allow the wetted product to stand undisturbed for 10 minutes.

2. Gently rotate or swir the vial contents for a few minutes, a8 needed, to obtaln a completely
reconstituted solution.

Administration Instructions
Parenteral drug products should be inspected visually for particulate matier prior to adminiatration.

Slowly remove reconstituted liquid (50 mg daptomycin/mL) from the vial using a beveled sterlle needle
that is 21 gauge or smaller in diameter. Administer as an intravenous injection or infusion as describsd
below:

infravenous Injection over a period of 2 minutes

For intravenous {IV) injection over a period of 2 minutes, administer the appropriate volume of the
raconstituted Daptomycin for injection {concentration of 50 mg/mL).

Infravenous Infusion over & period of 30 minules

For IV infusion over a period of 30 minutes, the appropriate voluma of the reconstituted Daptomycin
for injection {concentration of 50 mgfmL) should be further diluted, using aseptic techniqus, into a
50 mL IV infusion bag containing 0.8% sodium chloride injection.

No preservative or bacteriostatic agent is present in this product. Aseptic technique must be used in
the preparation of final IV solution. Do not exceed the In-Use storage conditions of the reconstituted
and diluted solutions of Daptomycin for injection described below. Discard unused portions of
Daptomyein for Injectian.

In-Use Storage Conditions for Daptormyein for injection Once Reconstituted in Acceptabls Intravenous
Stability studies have shown that the reconstituted solution is stable in the vial for 12 hours at room
temperature and up to 48 hours if stored under refrigeration at 2 to 8°C (36 to 46°F).

Tha diluted solution is stable in the infusion bag for 12 hours at room temperature and 48 hours if
stored under refrigeration. The combined storage time (reconstituted solution in vial and diluted
solution In Infusion bag) should not exceed 12 hours at room temperature or 48 hours under refrigeration.

2.6 Compatible Intravenous Solutions

Daptomycin for injection is compatible with 0.9% sodium chioride injection and lactated Ringer's injeciion.
2.7 Incompatiblities

Daptomycin for injection is not compatible with dextrose-containing diluents.

Daptomycin for Injection should not be used In conjuncion with ReadyMED® slastomeric Infusion
pumps. Stability studies of Daptomycin for injection solutions stored in ReadyMED® elastomeric
Infuslon pumps Identifled an Impurlty {2-mercaptobenzothlazole) leaching from this pump system Into
the Daptomycin for injection solution.

Because only limited data are available on the compatibility of Daptomycin for injection with other IV
substances, additives and other medications ehould not be added to Daptomycin for injection single-dose
vials or infusion bags, or infused simultaneously with Daptomycin for injection through the same [V
line. If the same IV line I¢ used for eequentlal Infuskon of different drugs, the ling should be flushed
with a compatible intravencus solution before and after infusion with Daptomycein for injection.

3 DOSAGE FORMS AND STRENGTHS

500 mg daptomycin as a sterile, pale yellow to light brown hrophilized powder for reconstitution in a
single-dose vial.

4 CONTRAINDICATIONS

Daptomyein for injection ke contraindicated in patients with known hypersansitivity to daptemyein.

5 WARNINGS AND PRECAUTIONS

5.1 AnaphylaxisiHypersensltivity Reactions

Anaphylaxds/hypersensitivity reactlons have been reported with the use of antlbacteral agents,
including Daptomycin for injaction, and may be lifa-threatening. if an allergic reaction to Daptomycin for
injection occurs, discontinue the drug and institute appropriate therapy fses Adverse Reactions (6.2}].

5.2 Myopathy and Rhabdomyolysis

Myopathy, defined as muscle aching or muscle weakness In conjunction with Increases |n creatine
phosphokinase (CPK) values to greater than 10 timea the upper limit of normal {ULN), has been
reported with the use of Daptomycin for injection. Rhabdomyolysis, with or without acute renal failure,
has been reporied fsee Adverse Reaclions (6.2)].

Patients receiving Daplomycin for injection should be monitored for the development of muscle pain

or weakness, parficularly of the distal extremities. In patients who recelve Daptomycin for Injection,
CPK levels should be monitored weekly, and more fraquently in patients who received recent prior or

concomitant therapy with an HMG-CoA reductase Inhiblior or In whom elevations in CPK occur during
treatment with Daptomycin for injection.

In patients with renal Impalrment, both renal function and CPK should be monltored more frequently
than once weelkdy [sae L/se in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

In Phase 1 studles and Phase 2 clinical tals, CPK elevations appeared to be more frequent when
Daptomycin for injection was dosed more than once daily. Therefore, Daptomycin for injection should
not be dosed more frequently than once a day.

Daptomyein for injection should be discontinued in patients with unexplained signs and symptoms of
myopathy in conjunction with CPK elevations to levels >1,000 L/L (~5x ULN), and in patients without
reportad symptoms who have marked elevations in CPK, with levels >2,000 U/L (210% ULN). In
addition, consideration should be given to suspending agents associated with rhabdomyolysis, such
as HMG-CoA reduciase Inhibliors, temporarily In patlents recelving Daptomycin for Injection fsee Drug
Interaclions (7.1)].

5.3 Eosinophillc Pneumonia

Eosinophilic pneumonia has been reported in patients receiving Daptomycin for injection fsee Adverse
Reactions (6.2)]. In reported cases assoclated with Daptomydin for Injection, patients developed fever,
dyspnea with hypoxic respiratory insufficiency, and diffuse pulmonary infiliratas. in genaral, patients
devsloped eosinophilic pneumonia 2 to 4 weeks after starting Daptomycin for injection and improved
when Daptomycin for Injection was discontinued and sterold therapy was Inltlated. Recurrence of
eosinophilic pneumonia upon re-axposure has besen raported. Patients who develop these signs and
symptoms while recelving Daptemnyecin for Injection should underge prompt medical evaluation and
Daptomycig efgr injection should be discontinuad immediately. Treatment with systamic steroids is
recommendad.

5.4 Peripheral Neuropathy

Cases of peripheral neuropathy have been reported during the Daptomycin for injection postmarketing
experiance fsee Adverse Reactions (6.2)]. Therefore, physicians should be alert to signs and
symptoms of peripheral neuropathy in patients recsiving Daptomycin for injection.

5.5 Potential Nervous System and/or Muscular System Effecta In Pedlatric Patlents Younger
than 12 Months

Avold use of Daptomycin for Injection In pediatric patlents younger than 12 months due 1o the rigk of
potential effects on muscular, nauromuscular, andfor nervous systems (sither peripheral and/or
central) observed In neonatal dogs with Infravenous daptomyeln fsee Nonciinical Toxicofogy (13.2)1.

5.6 Clostridium difficlle-Assoclatad Diarrhea

Cloziridium difficlie—asgociated dlarmhea (CDAD) has been reporied with the use of nearly all systemile
antibacterial agents, including Daptomycin for injection, and may range in severity from mild diarrhea
to fatal colltls fsee Adverse Reactions (6.2)]. Treatment with antibacterial agents alters the normal
fiora of the eolon, leading to overgrowth of C. difficile.

C. difficile produces toxins A and B, which contribute to the development of CDAD. Hypertoxin-
producing strains of C. difficile cause increased morbidity and mortality, since these infections can be
refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in all
patlents who present with dlarrhea following antlbacteral use. Careful medical history |s necessary
because CDAD has been reported to occur mors than 2 months after the administration of
antibacterial agents.

i CDAD is suspeciad or confirmed, ongoing antibacterial use not directed against C. difffcile may
nesed to be discontinued. Appropriate fluid and slectrolyte management, protein supplementation,
antibacieral treatment of C. aifficls, and surglcal gvaluation should be Instituiad as clinlcally Indicated.

5.7 Persisting or Relapsing S. aureus Bacteremia/Endocarditis

Patiants with persisting or relapsing 5. aureus bacteremia/endocarditis or poor clinical response
should have repeat blood cultures. If a blood culturs is positive for 3. aureus, minimurm inhibitory
concentration (MIC) susceptibliity testing of the Isolate should be performed using a standandized
procedure, and diagnostic evaluation of the patient should be performed 1o rule out sequestered foci of
Infection. Appropriate surglcal Interventlon {e.g., debridement, removal of prosthetic devices, valve
replacement surgery) and/or consideration of a change in antibacterial regimen may be naquirad.

Fallure of treatment due to persisting or relapsing 8. aureis bacteremla‘endocarditis may be due to
reduced daptomycin suscaptibility (as evidencad by increaging MIC of the S. aursus isolata)
fsee Clinical Thials (14.2)].

5.8 Decreased Efficacy In Patlents with Modarate Basellne Renal Impalrment

Limited data are avallable from the two Phase 2 complicated skin and ekin structure Infection (¢SSS81)
trials regarding clinical efficacy of Daptomycin for injection treatment in patisnts with creatinine
clearance (CL.,) <50 mL/min; only 31/534 (6%) patients treated with Daptormycin for injection in

the Intent-to-treat {ITT) population had a baseline CL . <50 mL/min. Table 2 shows the number of
patients by renal function and treatment group who ware clinical successes in the Phase 3 c5S8I
trials.

Table 2: Clinlcal Success Ratos by Renal Function and Treatment Group In Phase 3 c88SI
Trials (Population: ITT)

Success Rate
n/N (%)
Cler Daptomyein for Injection Comparator
4mg/kg g24h
50-70 mL/min 25138 (66%) 30/48 {63%}
30—=50 mL/min 7115 (47%) 20735 (57%:}

In a subgroup anslysie of the ITT population In the Phase 3 S. sureus bacteremia/endocardiils trial,
clinical success rales, as determined by a treatment-blinded Adjudication Committes fsee Clinical
Trals (14.2})], In the Daptomycin for Injecton-treated patlents were lower In patients with baseline
CL,.x <50 mL/min (see Table 3). A decrease of the magnitude shown in Table 3 was not abserved in
comparator-treated patients.

Table 3: Adjudicatlon Committee Clinical Success Rates at Test of Cure by Baseline Creatinine
Clearance and Treatrnent Subgroup in the 8. 2ureus Bacteremia/Endocarditis Trial (Population:
ITT)

Success Rate
n/N (%)
Baseline L., Daptomyecin for Injectlon Comparator
& mglkg g24h
Right-Sided Right-Sided
Bacteremia infective Bacteremia Infective
Endocarditis Endocarditis
>80mbU/min | 30/50 (60%) | 7HM4(50%) | 19/42 (45%) | 5/11 (46%)
5080 mL/min | 12/26 {48%) 1/4 (25%) 13721 (42%) 1/2 {50%}
30—=<50 mL/min | 2/14 {14%) 01 {0%) TMT (41%) 111 (100%)

Consider these data when selecting antibacterial therapy for use in patients with baseline moderate to
severe renal Impalment.

5.9 Drug-Laboratory Test Inferactions

Clinically relevant plasma concentrationg of daptomyein have been observed to cause a significant
concantration-depandent falss prolongation of pmthmm in tima (PT) and slevation of Intemational
Nomallzed Ratlo {INR) when certaln recomblnant thromboplastin reagents are utllized for the assay
[see Drug inferaciions (7.2)].

5.10 Non-Busceptible Microorganisms

The use of antibacterials may premots the overgrowth of non-susceptlbla microorganisms. If super-
infaction occurs during therapy, appropriate meadsures should be take

Prasmblngto mycin for injection in the absenca of a nor strongly suspected bacterial infection
is unlikel provide benefit to the patient and increases the risk of the development of drug-resistant

6 ADVERSE REACTIONS

The followlng adverse reactions are described, or described In greater detall, In other sections:

- Anaphylaxisfhypersensitivity reactions fsee Wamings and Precautions (5.1)]

- Myopathy and rhabdomyolysls fsee Wamnings and Precautions (5.2)]

Eosinophilic pneumonia [see Wamings and Procautions (5.3)]

Peripheral neuropathy fsee Warnings and Precautions (5.4)f

Increased Intemational Normalized Ratlo (INRYprolonged prothrombin time fsse Wamings and
Procautions (5.9) and Drug Interactions (7.2)f

Because clinical trials are conducted under widsly varying conditions, adverse reaction rates
observed In the clinical trals of a drug cannot be directly compared with rates In the clinical trlals of
another drug and may not reflect the rates observed in practice.

8.1 Clinleal Trials Experience
Clinical trials enrolled 1,864 patients treated with Daptomycein for injection and 1,416 treated with
comparator.

Complicated Skin and Skin Structure Infection Trials

In Phase 3 complicated skin and skin structure Infection (¢SSSI) tralg, Daplomycin for Injection was
discontinued in 15/534 {2.8%) patients due 1o an advarse reaction, while comparator was discontinued
In 17/558 (3.0%) patients.

The rates of the most common adverse reactions, organized by body system, observed in c88SI
{4 mg'kg Daptomycin for injection) patients are displayed in Table 4.

Table 4: Incldence of Adverse Reactlons that Occurred In 22% of Patlents In the Daptomycin
for injection Treatment Group and 2 the Comparator Treatment Group in Phase 3 ¢858I Trials

Patients (%)
DAverss Redeton Daptemyein for injection Comparstor”
4 mgikg {N=558)
{N=534)

Gastrointestinal disorders

Dlarrhea 5.2 4.3
MNarvous system disorders

Headache 54 5.4

Dizzinezs 2.2 20
Skinfsubcutaneous digorders

Rash 43 a8
Diagnostic Investigations

Abnormal liver function tests 3.0 1.8

Elevated CPK 28 1.8
Infactions

Urinary tract infections 24 0.5
Vascular disorders

Hypolension 24 14
Raaplratory disorders

Dyspnea 2.1 1.6

*Comparator: vancomyein (1 g IV q12h) or an anti-staphylococeal semisynthatic peniclliin (l.e., nafelllin, oxacllin,
cloxacillin, or flucioxacilling 4 to 12 giday IV in divided doses).

Drug-related adverse reactions {possibly or probably drug-relatad) that occurred in <1% of patiants
recaiving Daptormycin for injaction in the cSSSI trials are as follows:

Body as a Whole: fatigus, weaknaess, rigors, flushing, hypsreensitivily

Biood/ ymphatlc System: leukocytosls, thrombocytopenla, thrombocytosls, eosinophllia, Increased
Intemational Normalized Ratio {INR)

Cardiovascular System: supraventricular amrhythmia

Dermalologic Systern: eczema

Digestive System: abdominal distension, stomatitis, jaundics, increased sarum lactate dehydrganasa
Metabolfe/Nulritional System: hypomagnesemis, Increased serum blcarbonate, electrolyte disturbance
Musculoskelotal Systern: myalgia, muscle cramps, muscle weakness, arthralgia

Nervous Syster. vertigo, mental status change, paresthesia

Speclal Senses: taste disturbance, eve |rritation

S. aureus Bacteremia/Endocanditis Trial

In the S. aureus bacteremia/endocarditls frial, Daptomyeln for Injection was discontinued In 20/120
{18.7%) patients due to an adverse reaction, while comparator was discontinued in 217116 {18.1%)
patients.

Serious Gram-negative infections {including bloodetream infections) were reported in 10/120 (8.3%})
Daptomycin for injection-treated patisnts and (/115 comparator-treated patients. Comparator-treated
patients recelved dual therapy that Included Initial gentamicin for 4 days. Infections were reported
during treatment and during early and late follow-up. Gram-negative infactions included cholangitis,
alcoholle pancreatitls, sternal osteomyelltis/medlastinitis, bowel Infarcion, recurrent Crohn's disease,
racurrent line sapsis, and recurrent urosapsis caused by a number of different Gram-negative
bacteria.

The rates of the most common adverse reactions, organized by Systern Organ Class (SOC),
observed in S. aureus bacteremia/endocarditis (6 mg/kg Daptomycin for injection) patients are
diaplayed In Table 5.

Table 5: Incldence of Adverse Reactlons that Occurred In 25% of Patlents In the Daptomycin

for injection Treatment Group and 2 the Comparator Treatment Greup In the §. aureus
Bacteremia/Endocarditis Trial

Patients
n (%}
Adverse Reaction” Daptomyein for injection | Comparator®
& mg'kg (N=118)
{N=120)

Infections: and infestations

Sepsis NOS 6 {5%) 3(E@%)

Bacteremla 6 {5%) 0 (0%)
Gastrointestinal disorders

Abdominal pain NOS 7 {B%) 4 (3%)
General disorders and administration site
conditions

Chest pain 8 {7%) 7 (6%)

Edema NOS 8 {7%) 5 (4%)
Raspiratory, thoracic and mediastinal disorders

Pharyngolaryngeal pain 10 (8%) 2 (2%)
Skin and subcutaneous tissue disorders

Pruritus 7 (6%) 6 (5%)

Sweating increased 6 {5%) 0 (0%)
Paychiatric digsorders

Insomnla 11 {9%) 8 (7%)
Investigations

Blood creafine phosphokinase increased 8 {7%) 1{1%)

Vascular disorders

Hypeartension NOS 7 {6%) 3 (E@3%)

* NOS, not atherwise spacified.
1 Comparator: vancomycin {1 g IV g12h) or an anti-staphylococeal semi-synthetic penicillin fi.e.,
nafelllin, oxacliiin, coxacilin, or flucloxacliling 2 g IV g4h), each with intal low-dose gentamicin,

Tha following reactions, net included above, were reported as possibly or probably drug-related in the
Daptomycin for Injection-treated group:

Blood arILd Lymphatic Systern Disorders: sosinophilia, lymphadenopathy, thrombocythemia, thrombo-
cytopen

Cardiac Disorders:. atrial fibrillation, atrial flutter, cardiac arrest

Ear and Labyrinth Disordsrs: tinnitus

Eys Disorders: vision blurred

Gastrointestinal Disorders: dry mouth, epigastric discomfort, gingival pain, hypoesthesia oral

infactions and infestations: candidal infection NOS, vaginal candidiasis, fungemia, oral candidiasis,
urinary tract infection fungal

investigations: blood phosphorous increased, blood alkaline phosphatase increased, INR increased,
liver function test abnormal, alanine aminotransferase increased, aspartate aminotransferase
Increased, prothrombin ime prolonged

Metabolisrm and Nutrition Disorders. appelite decreased NOS
Musculoskeletal and Conneciive Tissue Disorders: myalgia

Nervous System Disorders: dyskinesla, paresthesla

Psychiatric Disorders: hallucination NOS

Ranal and Urinary Disorders: proteinuria, renal impaiment NOS

Skin and Subcutanoous Tissue Disordars: pruritus generallzed, rash vesicular

Other Trials

In Phase 3 tdals of community-acquired pneumonla {CAP), the death rate and rates of serlous
cardiorespiratory adverse events were higher in Daptomycein for injection-treated patients than in
comparator-treated patients. These differences were due to lack of therapeutic effectiveness of
Daptomyein for injection in the treatment of CAP in patients axpsriencing these adverse avents
[soe indications and Usage {1.3}].

Laboratory Changes
Compflicated Skin and Skin Structure Infection Trials

In Phase 3 cSS85| trials of Daptomycin for injection at a dose of 4 mg/kg, elevations in CPK were
reported as dinical adverse events in 15/534 (2.8%) Daptomycin for injection-treated patients,
compared with 10/558 {1.8%) comparator-ireated patients. Of the 534 pafients treated with Daptormycin
for injection, 1 (0.2%) had symptoms of muscle pain or weakness associated with CPK elevations to
greater than 4 imes the upper limit of normal (ULN}. The sympioms resolved within 3 days and CPK
ratumed to normal within 7 to 10 days after treatment was discontinued fsee Wamings and Pracau-
tti:;lts (5.2}]. Table 6 summarizes the CPK shifls from Baseline through End of Therapy in the ¢S381

5.

Tabls §: Incidencs of CPK Elevations from Baseline during Therapy in Either the Daptomycin
for injection Treatment Group or the Comparator Treatment Group In Phase 3 cS58l Trials

All Patlenta Patlents with Normal CPK at
Basellne
Daptomycin for | Comparator® | Daptemycinfer | Comparator®
Change In CPK I:{?;j':: (N=459) m‘;‘&‘ (N=392)
(N=430) {N=374)
% ] % n % n % n
No Increase o0.7 380 a1.1 418 912 341 21.1 357
Maxdmum Value
»1x ULNT 93 40 8.9 41 88 33 89 35
=2% ULN 48 21 4.8 22 a7 14 31 12
=4x ULN 1.4 6 1.5 7 1.1 4 1.0 4
>5x ULN 14 & 0.4 2 1.1 4 0.0 1]
>10x ULN 05 2 0.2 1 0.2 1 0.0 0

Note: Elevations In CPK observed In patlents treated with Daptomyeln for Injection or comparator were not

clinically or statistically significantly different.

* Comparator: vancomyein (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin {i.e., nafcillin,
oxaclllin, cloxacillin, or flucioxacillin; 4 to 12 g/day [V In divided doses).

1 ULN (Upper Limit of Normal) is defined as 200 U/L.

8. aureus Bacteremia/Endocarditis Trial

In the S. aursus bacteremia/endocarditis trial, at a dose of 8 mgfkg, 11/120 (9.2%) Daptomyein for
injaction-treated patients, including two patients with bassline CPK levels >»500 U/L, had CPK
elevations fo levels >500 U/L, compared with 1/116 (0.9%) comparator-ireated patients. Of the

11 Daptomycin for injection-treated patients, 4 had prior or concomitant treatment with an HMG-CoA
reductase Inhibltor. Three of these 11 Daptomycln for Injection-treated patlents discontinued therapy
due to CPK elevation, while the cne comparator-treated patient did not discontinue therapy [see
Warnings and Precautions (5.2)].

6.2 Post-Marketing Experlence

The followlng adverse reactions have been ldentifled during post-approval use of Daptomycin for
injaction. Bacause these reactions ara reportad voluntarily from a population of uncertain siza, it is
not always possible to reliably estimate their frequency or establish a causal relationship to drug
eXposure.

Blood and lyrnphatic systern disorders: anemia

General and administration site conditions: pyrexia

immune Sysiem Disorders: anaphylaxis; hypersenshivity reactions, Inciuding angloedema drug rash

with ecsinophilia and systemic symptoms {DRESS), pruritus, hm, shortness of breath, difficulty

swallowing, truncal erythema, and pulmonary eosinophilia fsee Contraindications (4), Wammgs and

Pracautions (5.1)]

?qfe?rons and Infestations. Clostridium difficile—associated diamhea fsee Wamings and Precautions
5.6)]

Musculoskeletal Disorders: myoglobln Increased; rhabdomyolysls {(some reports Involved patients

treated concurrently with Daptomycin for injection and HMG-CoA reductase inhibitors) fsee Wamings

and Precautions (5.2), Drug Interactions (7.1), and Clinical Pharmacology (12.3)]

Respiratory, Thoracic, and Mediastinel Disondars: cough, eosinophilic pneumonia [see Wamings and
Precautions (5.3)]

Nervous System Disorders: peripheral neuropathy [ses Wamings end Precautfions (5.4)]

Skin and Subcutaneous Tissue Disordere: serlous skin reactions, Including Stevens-Johnson

syndrome and vesiculcbullous rash (with or without mucous membranae involvement), acute genera-
lized exanthematous pustulosis

Gastroinfestinal Disorders: nausea, vomiting
Renal and urinary disorders: acute kidney Injury, renal Insufficlency, and renal fallure
Epecial Senses; visual disturbances

7 DRUG INTERACTIONS

7.1 HWG-CoA Reductase Inhlbltors

In haealthy subjects, concomitant administration of Daptomycin for injection and simvastatin had no
effect on plasma trough concentrations of slmvastatin, and there were no reports of skeletal
myopathy fsee Glinicel Fharmacology (12.3)].

However, Inhibltors of HMG-CoA reductase may cause myopathy, which Is manlfested as muscle
pain or weakness asgociated with elevated lavels of creatine phosphokinase (CPK). In the Phasse 3

&. aureus bacteremia‘endocarditis trial, some patients who received prior or concomitant reatment
with an HMG-CoA reductase Inhibitor developed elevated CPK [see Adverse Reactions (6.1)].

Experience with the coadministration of HMG-CoA reductase inhibitors and Daptomyein for injection in
patients Is limited; therefore, consideration should be gliven fo suspending use of HMG-CoA
reduclase inhibitors temporarily in patients receiving Daptomycin for injaction.

7.2 Drug-Laboratory Teat Interactiona

Clinically relevant plasma concentrations of daptomycin have been observed to cause a significant
concentration-dependent falge prolongation of prothrombin ime (PT) and elevation of Internaticnal
Nomnalized Ratio {INR) whan certain recombinant thromboplastin reagents are utilizad for the assay.
The posslbliity of an erroneously elevated PT/INR result due to Interaction with a recomblnant
thromboplastin reagent may be minimized by drawing gpacimens for PT or INR testing near the time
of trough plasma concentrations of daptomycin. However, sufficient daptornycin concentrations may
be pregent at tfrough 1o cause Interaction.

If confronted with an abnormally high PT/INR result in a patient being treated with Daptomyein for
Injection, It Is recommended that ¢liniclans:

1. Repeat the assessment of PT/ANR, requesting that the specimen be drawn just prior to the next
Dapiomycin for Injection dose (l.e., at trough concentration). If the PT/INR value obtained at trough
remains substantially elevated above what would otherwise be expected, consider evaluating
PT/INR utilizing an alternative method.

2.Evaluate for other causes of abnormally elevated PT/INR results.
& USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects: Pragnancy Category B

There are no adequate and well-controlled trials of Daptomycin for injection in pregnant women.
Embryofetal development studies performed in rats and rabbits at dosss of up to 75 mgfkg

{2 and 4 times the 6 mg/kg human doss, respectively, on a body surface area basis) revealed no
evidence of harm to the fetus due to daptomycin. Because anlmal reproduction studles are not always
predictive of human responsa, Dapiomyein for injection should be used during pregnancy only if the
potential benefit outweighs the possible risk.

8.3 Nursing Mothers

Daptomycin Is present In human milk but Is poorly bloavallable orally. In a single case study, Daptomycln
for injection was administered daily for 28 days to a nursing mother at an IV dose of 8.7 mg/kg/day,
and samples of the patient's breast milk were collected over a 24-hour period on day 27. The highest
measured concentration of daptomycin in the breast milk was 0.045 meg/mL!. The calculated maxi-
mum daily Daptomycin for injection dose to the infant {assuming mean milk consumption of

150 mL/kg/day) was 0.1% of the matemal dose of 6.7 mg/kg/day fees Nonciinical Toxlcology (13.2)].
Caution should be exercised when Daptomycin for injection is administered to a nursing woman.

8.4 Pedlatric Use

Safely and effectiveness of Daplomycin for injection in pediatric patients have not been astablished.
Avold use of Daptomycin for Injecton In pediatric patlents younger than 12 months due to the risk of
petential effects on muscular, neuromuscular, and/or nervous systems (either peripheral and/or

central) observed in neonatal dogs [see Wamings and Precaulions (5.5) and Nonclinical Toxicology

(13.2)].
8.5 Geriatric Use

Of the 534 patients freated with Daptomycin for injection in Phase 3 controlled clinical trials of
complicated skin and skin structure infections {cS381), 27% were 65 years of age or older and 12%
wera 75 years of age or older. Of the 120 patients treated with Daptomycin for injection in the Phase 3
controlled clinical trial of 5. aursus bacteremia/endocanditis, 25% were 85 years of age or older and
16% were 75 years of age or older. In Phase 3 dlinlcal trials of cS88I and S. aureus bacteremlaf
endocarditis, clinical success rates were lower in patisnts 285 years of age than in patients <B5 years
of age. In addition, treatment-emergent adverse events were more common in patients 265 years of
age than In patlents <65 years of age.

The exposure of daptomycin was higher in healthy eldery subjects than in healthy young subjects.
Howaver, no adjustment of Daptomycin for injection dosage is wamrantad for elderly patients with
creatinine clearance (CL ..} 230 mL/min fsee Dosage and Administration (2.4) and Clinical

Pharmacology (12.3)].
8.6 Patlents with Renal Impalment

Daptomycin is eliminated primarily by the kidneys; therefore, a medification of Daptomycin for
injaction dosage interval is recommended for patients with CL . <30 mL{min, including patients recsiv-
Ing hemodialysls or continucus ambulatory perionesal dialysls (CAPD). In patlents with renal Impalr-
ment, both renal function and creatine phosphokinase (CPK) should be monitored more frequenty
than once weekly fsee Dosage and Administration (2.4), Wamings and Precautions (5.2, 5.8), and
Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In the event of overdosags, supportive care is advised with maintenance of glomerular filtration.
Daptomycin Is cleared slowly from the body by hemadialysis (approximately 15% of the administered
dose is removed over 4 hours) and by peritoneal dialysis {(approximately 11% of the administered
dose is removed over 48 hours). The use of high-flux dialysis membranes during 4 hours of hemo-
dialy!ﬂs may increasa the percantage of dose removed compared with that removed by low-flux
membranes.

11 DESCRIPTION
Daptomycin for injection contains daptomycin, a cyclic lipopeptide antibacterial agent derived from the
fermantation of Straptomyces ro s. The chemical name is N-decanoyl-L-ryptophyl-D-

asparaginyl-L-aspartyl-L-threonylglyceyl-L-omithyl-L-aspartyl-D-alanyl-L-as partylglyevl-D-serv-threo-3-
methyl-L-glutamyl-3-anthranlloyl-L-alanine ¢,dactone. The chemical structure Is:
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The empirical formula is C,)H,N,,O,;; the molecular weight is 1620.87. Daptomysin for injection is
supplied in a single-dose vial as a stenla, preservative-free, pale yellow fo light brown, lyophilized
cake containing approximately 500 mg of daptomycin for intravenous (V) usa fnllowmg reconstitution
with 0.8% sodium chlorde Inlection fsee and Administration (2.51] The only Inactlve Ingredient Is
sodium hydroxide, which is used for pH adjustment. Freshly reconstituted solutions of Daptomycin for
injection range in color from pale yellow to light brown.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Daptomyein Is an antibacteral drug fsee Microblofegy].

12.2 Pharmacodynamics

Basad on animal models of Infection, the antimicroblal activity of daptomycin appears to correlate with
the AUC/MIC (area under the concentration-time curve/minimum inhibitory concentration) ratio for
certaln pathogens, Including 8. aureus. The principal pharmacokinetlc/pharmacodynamic parameter
best associated with clinical and microbiclogical cure has not been elucidated in clinical trials with
Daptomyein for injection.

12.3 Pharmacokinetics

Tha mean and shndard de\naton (SD) pharmacolunellc parameters of daptomycin at steady-state
following intravenous (V) administration of Daptomyein for injaction over a 30-minute period at
4 to 12 mgfkg q24h to healthy young adulis are summarized In Table 7.



Table 7: Maan (8D) Daptomyecin Pharmacokinetic Parameters In Healthy Volunteers at Steady-State

Nagit Pharmacokinetic Parameters?
P AUG,,, LT Ve Cly Conem
{megeh/mlL} (h) {Likg) (mLM/Ag) (megiml)
4 (N=g) 494 (75) 8.1(1.0) | 0.086 (0.008) 8.3 (1.3) 57.8 (3.0)
8 (N=6) 832 (78) 7801.00 | 0.101 (0.007) 8.1 (1.5) 93.9 (6.0)
B8 (N=B) 858 (213) 8.3(22) | 0.101 (0.013) 8.0 (3.0) 123.3 (18.0)
10 (N=9) 1039 (178) 7.9(06) | 0.098 (0.017) 8.8 (22) 141.1 (24.0)
12 (N=0) 1277 (253) 7.7(1.1) | 0.097 (0.018) 8.0 (28) 189.7 (25.0)

* Daptomyein for Injection was adminlstered by [V Infusion over a 30-minute parod,

1 Doses of Deptomycin for injsclion in eccess of 6 mgfkg have not been approved.

i N.Icm arsa under the concantration-time curvs frem 0 to 24 hours; tw_. alimination haliHife; V_, voluma
of distribution at steady-alats; CL,, total plasma clearance; C__, miximum plasma concentnation.
Daptamycln phamacokinetica wana ganerally linear and Ume-Independent at Daptomycin for Injection
doses of 4 1o 12 mg/kg g24h administered by IV infusion over a 30-minute period for up to 14 days,
Steady-stato rough concentrations wers achleved by the third dally dose. The mean (S0} steady-

atate rough concentrations attalned fallowing the adminietration of 4, 8, 8, 10, and 12 mg'/kg q24h
were 5.9 (1 6}, 6.7 {1 ﬁ}. 10.3 (5 5), 12.9 (2.8), and 13.7 (5.2) meghml, respactively.

Follnwing 17 adm nlah'atlnn nf Daph:mydn fnr Injactlnn I:Mar a 2-minitte period to heakthy volunieers at
doses of 4 mg/kg (N=0) and 8 mg/kg (N=12}, tha maan (SD) steady-stata systamic axpoaura (AUC)
values were 475 (71) and 701 (82) megeh/mL, respoctively. Valuss for maxdmum plasmea concentmation
(C,a Bt tha end of the 2-minute pericd coukd not be detarmined adequately in this study. However, using
pharmacokinetic parameters from 14 healthy voluntears who recelved a single doss of Daptomycin for
injection & mp/kg IV adminisierad over & 30-minuls period in & separale study, sleady-staie

values were simulated for Daptornycin for injection 4 and & mp/kg IV administered over a
2-minute period. The simulated mean (SD) steady-state C_, values ware 77.7 (8.1) and
116.6 (12.2) megimL, respactively,

Distribution
Daptonyein |s reversibly bound to human plasma protaing, primarily to asrum albumin, In 2 concentration-
indepandent mannar. The overall mean binding ranges from 90 to 93%.

In clinical studles, mean sarum protein binding In subjacts with creatinine cearancs (| 230 ml/min
was comparable to that obasrved in healthy subjects with normal renal function. However, there was a
trand towary decraasing serum proteln binding among subjects with GL ..<30 mL/min (88%), Including
thase receiving hemodialysis (B86%) and continuous ambulatary peritoneal dialysis (CAPD) (84%).
The protsin binding of daptomycin in subjects with modarate hepatic Impalment (Child-Fugh Clazs B)
was simitar fo that in healthy adult subjscbs.

The voluma of distribulion at steady-atate (V) of daptomyein In healthy adult subjects was approximately
0.1 Likg and was Independent of dosa.

Matabolism
In i vitro studies, daptomyein was not metaboltzed by human [ver microsomes,

In § healthy adults after Infusion of radiclabeled “C-daptomycin, the plasma total redioastiv
glmlilar to the concantration determined by micrablologlcal assay. Inactive metabolltes wars

in urine, as determined by the diference between total redicactive concentrations and microbiologically
aciive concentrations. In & separate study, no metabollites were observed In plasma on Day 1 Tollow-
Ing the adminlstration of Daptomycin for Injection at 6 mg/kg to subjects. Minor amounts of threa
oxidative metabolites and one unidentified compound were delected in urine, The site of metabolism
hag not bean idantified,

Daptomycin is excrated primarily by the kidneys. In a mass balance study of 5 haealthy subjects using
radiolaboled da n, approxdmately 78% of the administered dose was recoverad from udne
bagad on total radioactvity { mataly 52% of tha dose based on microblologically active concen-
trations}), and 5.7% of tha sdministered dose was recoverad from feces (colle for up to 9 days)
basad on total radivactivity,

Specific Populations

Renal impafrment

Population-derdved pharmacoldnetic parameters ware determined for Infacted patlants (complicated
akin and skin structure infections [c8851] and §. sweus bacteremia) and noninfectad subjects with
various degrees of renal function (Tabla B), Total plasma clearance (CL.), ellmination half-iife (t, ),

and voluma of distribution at steady-state (V) In patlents with c5S51 were similar to those In nis
with 8. aureus bacteramia. Following administration of Daptomyedn for Injection 4 mpfkg q24h by IV
infusion over & 30-minute period, the mean CL was 8%, 22%, and 46% lower among subjects and
patients with mild (CL, $0-80 mLimin), moderate {CL.,, 30~<50 mL/min), and ssvere (CL,., <30 mLmin)
ranal Impalmeant, reapectively, than In those with normal renal function (CL ., =80 mL/min). The mean
steady-atate systemic expesurs (AUC), ., and V_ Increased with decreasing renal function, although
the mean AUC for patients with 3080 mlimin was not markadly diferent from the mean AUC
for patients with normal renal function. The mean AUC for patients with CL . <30 mL/min and for
patients on dialysis (CAPD and hemodialysis desed post-dialysis) was approximately 2 and 3 imes
higher, respactively, than for patients with normal renal function. The mean G, ranged from

80 o 70 megéml. In patients with CL., 230 mL/min, while the mean C. fnrpaﬂantawlm -caumLJ‘mln
ranged from 41 to 58 mog/mL After adminigtration of Daptomyein far Injection 8 ma/kg

IV Infusion over a 30-minute period, the mean mmmmmummmmmm
moderate renal impairment and was similar to thet of patients with normal renal function,

Tablo 8: Mean {snl Wm Population Pharmacokinetic Parameters Followlng Infusion of
on

mqlka orm to Infected Patlants and Moninfected Subjects
m:hrlm Dagrees of Ranal Function e
Phermacoldnetic Parameters®
Renal Function ' Vo' o' auc, | auclt | ot
L L}y | {muegpim
i {h) ‘ﬂ-ﬂ‘ﬂl {:\'-ﬂﬂw]' {Tﬂ"ﬁ“ ) tﬂ:ﬂ*ﬂm X L)
Normral 8.39(4.74) |c.13(0.06) | 108 (4.0) | 417 5‘1 65) | 645(298) | 6.9(3.5)
(CL,,, =80 mL/min) N=185 N=185 N=185 N=185 N=82 N=81
Mild Renal 10.?5&3&] 0.12¢0.05) | 9.9(4.0) | 466(177) | 637 (215) | 124 (5.6)
Impalment N N=64 N=64 N=64 N=29 N=29
(CL,y S0-B0 mifmin}
Modarate Ranal 14.70 {10.50) | 0.16(D.08) | B.5(3.4) | 560 (258) (349) | 18.0(B.0)
Impaiment N=24 N=24 N=24 N=24 MN=16 N=14
(CL, 30—<50 mLimin)
ESsvers Renal 27.03 (14.85) | 0.20{D.15) | 50(3.8) | 925(467) | 1050, 802 | 244,214
impaimant N=8 N=8 N=§ N=8§ N=2 N=2
J&E =30 mL/min)
Hemodlalysis 30.51(8.51) | 0180.04) | A8n(21)y | 1193 (388) N MA
N=18 N=18 N=18& N=18
CAPD 27.58 (4.53) | 0.11 (0.02) | 29(04) | 1408 (238} NA NA
N=6 N=6 N=6 N=5

MNoto: Daptomyein for injection wes administersd over m 30-minute poried.

® CL,, creatinine clearance satimatad using the Cockeroft-Gault squation with actual bady welght; CAPD,
continuous ambulatory peritoneal diatysis; AUG, , area under the concentration-time curve extrapolated
to Infinlty; AUC_, area under the concentration-time curve calculated over the 24-hour dosing interval at
steady-state; C__, trough concentration at steady-state; NA, not applicable.

1+ Paramaters obtained following a single dosa from patients with complicated skin and ekin structure
infectiona and heatthy sublects.

1 Parameters obtained at steady-state from patients with 5. auneus bacteramia.

Becausa renal excretion Is the primary route of elimination, adjustmant of Daptomycin for Injection
dosage intorval is necessary in patients with severs renal impairment (CL., <30 mL/min)
[see Dosage and Administration (2.4)].

Hepatic impairment

The pharmacoldnetics of daptomyein were evaluated In 10 subjects with moderate hepatic Impakmeant
(Child-Pugh Class B} and compared with thoss in healthy volurteers (N=0) metched fl:ar gonder, pa%ﬂ.
and welght. The pharmacokinetics of daptomycin wera not altered In subjects with modaerate he
Impalrment. No dosage adjustment ls wamanted when Daptomycin for Injection Is administenad to
partients with mild to moderate b impairmant. The pharmeacoidnetics of daptomysin in patients
with severs hepatic iImpalment (Child-Pugh Class C) have not been evaluated.

Gender

No dlinically significant gender-related differences In deptomycin phamacokinetics hava been
observed, No dosage adjustment is waranted based on gender when Daptomycin for injection is

administensd.

Gerfatric

Tha pharmacokdnatics of dapto In wara evaluated in 12 haalthy alderly sublects (75 years of age)
ard 11 healthy young controls {1 ﬁm of age). Following administration of a single 4 mgkyg
doss of Daptomyein for Injection hy IV Infugion over & 30-minute pariod, the mean total dearance of

daptomycin was approximately 35% lower and the mean AUG, , was approximately 58% higher In
aldm aubja&jaa}ﬂmn in healthy young subjects. There wers no differences in C_, [see Use in Specific
ffona ]

Obaslly

The pharmacoldnetics of daptomyeln ware evaluated In 8 moderataly obass (Body Maas Indax [BMI)
25 to 39.9 kg/m®) and 6 extremsly obese (BM| 240 kg/m?) subjects and controle metched for age,
gender, and renal function, Fallowing administration of Daptormeddn for Injection by IV Infusion cver a
30-minute perlod as a aingle 4 mg/kg dose basad on total body walght, the total plaama clearanca of
daptomyein normalized to tutal body weight was approximately 15% lowar in moderately obese
subjects and 23% lower in extremely obeso subjects than in nenobess conirols. Tha Aucu_ of
daptomyein was approximately 30% hlgher in moderately obese subjects and 31% higher in extremety
obese sublects than In nonobese controlg. The differences ware most lkely due to differencas In tha
renal clearance of daptomyscin. No adjuahtant of Daptomycin for Injection dozage I8 warranied in
obass patents.

Padiatriz

The pharmacoldnetics of daptomyein In podlﬂtl'h poputations (<18 yaars of age) have not been
extsbllshed fsee Nonclinical Toxicology (13.2)].

Drug-Diug Interactions
In Vitro Shudies

in vitro studies with humean hepalocytes indicate that daptormyein does nol inhibit or induce the
activitias of the following human cytochrome P450 leoforme: 1A2, 2A8, 2G4, 2C19, 2D8, ZE1, and
gﬁu Itis unil{aly that daptormycin will inhibit or induce the metabolism of drugs metabolized by the

Azireonam

In a study In which 15 haalthy adult sublacts recelved a single dose of Daptomyeln for Injection

& mg/kg IV and a combination dose of Daptomycin for Injection 6 mg/kg IV and aztreonam 1 g IV,
administered over a 30-minule period, the C__ and AUC,  of daptomysin were not significantly
altered by aztreonam.

Tobramycin

In & study In which 6 hsalthy adult males racalved & singls dose of Daptomyeln for Injection 2 mgikg
IV, tobramyein 1 mg/fkg 1V, and both in combination, administerad over a 30-minute period, the maan
C o 8nd AUC, _ of daptomycin were 12.7% and 8.7% higher, respactively, whan Daptomycin for
Injectlon was coadmhhtared with tobramyeln. The maan C and AUC_ _ of tobramycin were 10.7%
and 8.8% lower, respectively, when tobramycin was coadminletered with Daptomycin for Injaction.
These diffarances were not statistically significant. The Interaction between daptomyein and tobre-
mycin with a dlinical dose of Daplomycin for injection is unladem,

Waerfarin

In 16 healthy subjects, adminlstration of Daptomyein for Injection 8 mafkg g24h by IV Infuslon over a
30-minute period for B days, with coadministraion of & single oral dosa of warfarin (26 mg) on tha
5th dery, had no significant effect on the pharmecokinetics of aither drug and did not significantly alber
the INR (International Normaltzed Raﬂof

Simvasiatin

In 20 healthy aubjects on a stable dally dose of simvastatin 40 mg, administration of Daptomycin for
injection 4 mgikg q24h by IV infusion over a 30-minute pariod for 14 days (N="10) had no effect on
plasma rough concentrations of simvagtatin and was not assoclatad with a higher Incldence of
adverse events, Including skeletal myopathy, than In subjects recelving placebo once dally (N=10)
fsee Wamnings and Precautions (5.2) and Drug Inferactions (7.1,

Frobenecld

Concomitant administration of probenecid {500 mg 4 times dally) and a single dose of Daptomycin for
Injection 4 mg/kg by IV Infuslon over a 30-minute parlod did not significantly alter the C__ or AUC, _ of

daptonmycin,
12.4 Microblology

Daptomyein belongs to the cyclic ipopeptide class of antibacterials. Daptomyein has clinlcal utiiity In
tha traatment of Infections caused by asroblc, G itva bacterla. The ir wio spectrum of activity

of daptormysin encompasses most clinically relevant Gram-positive pathogenic bacteria,

Daplomytin exhibits rapsd, concentration-dapandent bactericidal activily against Gram-positive
bacteris in vitm. This haa been damonstrated both by ime-kill curves and hgr MEBCMIC (minkmum
bactericidel concentration/minimum inhibitory concentration) ratios using broth dilution mﬂndulﬁgd
Daptomycin malntained bactaricidal in wiiro against statiohary phase S, aurats In simul
aendocardlal vegetations. The clinlcal significance of this Iz not known.

Machanlam of Action

Tha mechanism of sction of daptomycin is distinct from that of any other antibacterial. Daﬂnrrw‘n
binds to bactaral cell membranes and causes a rapid depolar;?on of membrane potential. This logs
of membrane potential causes Inhibiion of DNA, RNA, and proteln synthesls, which reaults In
bacterial call death,

Tha mechaniem(a) of daptomycin reslstance la not fully understood. Curmently, there are no known
transferable alements that confer resistance to duptamyuin

LHTIERICEEC

Tha emargenm nfdapwmwh nun-suanaptlhla leataa nowrrod in 2 infectad patients across the gat
d pivotal Phase 3 clinlcal trials of cS58l. In one cage, a non S. auraus was

iaulntud from a patient in a Phase 2 trial who received Daptomycin for injection at less than the
protocol-specifiad doss for the Inltlal 5 days of tharapy. In the second ease, a non-suscaptible
Emarococcus faacallz was laolated from a patient with an Infected chronlc decubltus ulcar who was

anrolled in a uahrnuu trial.

In suhmuant dlnlmal Irhln nm—wmpﬂhblaulatu m mwmrad $. auraug was lsolated from a
ent in & compassionate-usa rial and from 7 patients In the S. surews bacteramis/endocardits trial
WW“ {(14.2)]. An E. fescim was lsolated from a patiant in & vancomycin-rasistant
entarococe! trial.

Interactions with Other Antibacterdals

in vitro studies have investipated d in interactions with other antibecterials. ism, a9
detarmined by kil curve studies, has not been cbsarved. In viim synengistic Intaractions of daptomyeln
with aminoglycosldaes, f-lactam antibacterials, and rifampin have bean shown against some Isolates
of staphylococs (incuding some methicillin-resistant isolates) and erterococsi (including some
vancomycin-registant Isolatag).

Activity in Vitro and In Vivo
Daptomycin has baen shown to be active agalnst most laclatas of the following Gram-posithva
bacteria both i vitro and in dinical infections, as described in Indications and Usage (7).

Gram-Positive Bacterla

Enterococcus feecalis (vancomycin-susceptible isclates only)

aureus (Including methicllin-reslstant Isolates)
m& EQH‘E
Streplococous dysgalaciiae subap, squisimifis
mm:.-cus pyogenss

The following in vitro date are available, but thei clinical significance is unknown. At least B0% of the
folowing Gram-posltive hacterla exhigit an in vitro minimum Inhibitory concentration (MIC) less than
or equal to the susceptible breakpolrit for d n varsus the bacterial genus (Table $). However,
the efficacy of D in for injection in reating dinical infections dus to these bactenia haw not
bean eatablished In adequate and well-controlied clinlcal triaks.

Gram-Positive Bacteria

Corynebacterium
Elerococels leacalls ?ra n-resistant lsclates)
Staphocooous spidarics ncluding melhidin resistant ncietes)
Staphyiocoocus heamolyticis

]|

Susceptiblity Tasting Methods
When avallable, tha clinical microblology laboratory should provide the results of in vitno suscepliblity
tests for antimicrobial drug products used in resident hospitals to the physician as pariodic reports that

describa the susceplibiity profile of nosocomlal and communi Lired pathogens. Thess rapors
should ald the physlclan In salacting an antibacterdal drug product for treatment.
Dilution Techni

Cuantitetive methods are used to determine antimicrobial minimum inhibitory concantrations (MIGCs).

These MICs provida estimates of the susceptiblity of bacteria fo antimicrobial compounds. The Mi
should be determined ualng & etandardlzed broth test method®® with the broth adjusted to a calclum

content of 50 mqll. The use of the agar dilution method i not recommanded with daptomycin®, The
MICs ghould be Interpreted acconding to the critera listed In Table 9.
Table 9: Susceptibllity interprative Criteria for Daptormycin
Brath Dilution MIC*
Pathogen (megimL)
8 I R
aweus (mathicllin-susceptible and mathiclin- £1 M ("
resigtant)
Strepococous pyogenes, Streaplococous agelactis, and =t { Q]
Straplococcus dysgalaciios subsp. equikimili
Enterococous fascalis (vancomyeln-auscaptible only) 54 M "}

Nnto. 8, Susceptble; |, Intermed|abe; R, Reslstant.

* The MIG milrpmhvu Griterim for 8. aursus and E. fescaliy are applicable only o tests perivrmed by broth
diiution using Mueller-Hirton broth adjusked to a calclum content of 60 mg/L; the MIC Interpretive criteria
for spp. other than 8. pretmonias are applicakle only io tests performed by broth diution
uging Mualler-Hinton brath edusted to & calcium contsnt of 50 my/L, supplamarniad with 2 o 5% lysed
ht:bma2 - 24l!l':n::od. Inoculated with a direct colony suspsnsion and Incubated in amblent alr &t 35°C for

[+] hours.

T The curmant abesnce of data on dapﬂnym-rashtant Isolates praciudes duﬂnlng any' categorias uther
than “Susceptibls.” Isoiates vielding test reaults sug of & “Non-Susceptl ry should ba
mrahanladnh t',:“m:l if the result ke confimed. the leolate should be submitted tu 4 mfera reltnry far

or testing.

A report of “Susceptible® Indicates that the antimicroblal Is likely to Inhiblt the growth of the pathogen If
the antimicrobial compound reaches the concertretion at the infaction site necessary to inhibit growth
of the pathogan.

Diffusion Technlque

Quantitative methods that require maasurement of zone diameters have not been shown to provide

repruducible estimates of the susceplibilily of bacteria to daptormycin, The use of the disk diffusion
methed I8 not recommended with daptomygin®,

Quality Control

Standardized suacaptiblity teat procadures require the use of laboratory controla to monttor and
srsule the accurasy and pracision of supplies and reegants used in the assay, and the techniques of
the Individuals performing the teald. Standand daptomygin powdar should provide the ranges of MIC
values noted In Table 10.

Table 10: ble Quallty Comtrol Ranges for Daptormycin io Be Used In Valldation of
Busceptiblity Test Results
Quality Control Strain Broth Dilution MIC Range®
{mecg/ml)
Enmterococcus feecalle ATCGC 20212 1-4
Staphyiococous aureus ATCC 26213 Q121
Strapiocorcus pneumontas ATCC 496191 0.06-0.5

* The quallty control ranges for 5. aursus and E feecalis are applicable only to tests parformed by broth
divtion using Mueller-Hinton broth adjusted to a calclum cemtent of 5& mg/L; the quality control range for
Streptococous pneumonise ls applicabla only to tasts parformed by broth dilution uging Muslier-Hinton
broth adjusted to a calclum content of 50 mgil, supplemented with 2 to 6% lysed horse bivod, Inoculated
with & direct colony suspension and incubated in ambisnt air at 35°C for 20 to 24 hours,

t This airan may be ugad for valkiation of sugceptiblity test results when testing Steptococcus spp. other
than 5. preumonias.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesls, Mutagenesls, Impalrment of Fertllity

Long-teirm mruinugnﬂiaiz studies in animals have not been corductad to evaluate the carcinogenic
patential of Daptomyein for Injection. Howeaver, nelthar mutegenic nor clastegenic potentlal was found
In & batbary of genotoxicity teats, Including the Ames assay, 8 mammallan cell gene mutation assay, a
teat for chromosomal abarrations in Chiness hameter calls, an it vive micronuclous assay, an in
vifro DNA repalr aseay, and an in viw glster chromatid nge assay In Chinesze hamatars.

Daptonvyeln did not affect tha fartliity or reproductive parformance of male and female rats when
administered intravenously et doses up to 150 n'ngtkg.c'day. which is appradmetaly 9 times the estimated
human exposurs level based upon AUCs,

13.2 Animal Toxlcology andfor Pharmacology

Adult Anlmals
In animals, daptomycin administration has been associated with effects on skeletal muscle. Howevar,
thers were no changes In cardiac or smooth musele, Skeletal muscia effacts ware characlertzed by
microscoplc degenerative/regenerative changes and variable elavations In creatine phospholdnase
{CPK). No fibrosiz or rhabdomyo was avident in repeat-dose shudies up to the highest doses

In rats {150 mg/kg/day) and dogs (100 mg/kg/day). The degree of skeletal mwpathy showed
no increase when treatment wae extendad from 1 month to up to 8 months. Sevediy was dose-
dependent. All muscle effacts, including microscopic changes, ware fully revarsible within 30 deays
folowing the cassation of dosing.

In adult animala, effects on peripheral nerve (charactertzad by axonal degenaration and fraquently
accompanled by significant losses of patellar reflax, gag reflex, and pain n) wera obearved at
Wn doses h vgllrr than thoss associated with skelstal rnwpalhy Daficits In the dogs’ patallar
axas were seen within 2 weeks after the atart of treatmant at 40 mg/kg/day (9 times tha human
G, 8t the 8 mg/kg/day dose), with some clinical improvernent noted within 2 weeks after the cessa-

tion of dosin . Howewer, at 73 mgfkg/day for 1 month, 7 of & dogs falled to rageln full patellarraﬂn(
raspOnEes n a 3-month pariod. In a separate stdy In dogs receliving doses of
75 and 100 for 2 weelks, minimal residual histological changes were noted at 6 months after

the cessation of dosing. Hnwewr, racevery of parpheral nerve funcion was evidant.

Tissue distribution studies In rats showed that
panetrate the blood-braln bamiar only minimally fol

| il Artiml
Target organs of daptomyein-relatad effacts In T-week-old juvenlle dogs wers skeletal muscle and
nerve, the same target organs as In adult dogs. In juvenile , nerve effects were noted at lower
daptomyein blood concentrations than in adult dogs following 28 days of dosing. In contrast to adult
dogs, Juvenlie dogs also showed avidence of sffacts In nerves of the epinal cord as well as peripheral
nerves after 28 days of doslng. No nerve effects were noted In Juvenlis dogs following 14 days of
dosing at doses up to 75 mgkg/day.

Administration of daplomysin to T-weak-old juvanile dogs for 28 days at doses of 50 mpflgiday
produced minimal degenerative effects on the peripheral nerve and apinal cond In several animals,
with no ing clinical signs. A dose of 150 gy for 28 days produced minimal degens-
ration In the paripheral nerve and spinal cond as wall 85 minimal to mild degenaration of the skeletal
muscia In a8 majority of animals, accompanled by alight to severe muscle wealmeas evident In most
dogs. Following 8 28-day recovery phassa, microscopic examination revealed of the skelatal
museia and the uinar marve sffacts, but narve dageneration In the scletic nerve and spinal cord wae
atlll obaarved In all 150 mgﬂ:g!daydogs

Following once-dally administration of daptomyein to jJuvenile dogs for 28 days, microscoplc effects In
nerve tissus were noted ata C__ value of 417 meg/mL, which is approximetaly 3-fold lass than the
G v8lue associated with nerve effects in adult dogs treated once daily with daptomycin for 28 days
{1308 meg/mL).

n I3 retalned In the kidney but appears 1o
single and multipla dosas.

Neonatal Anlmele

MNeonatal dogs (4 to 31 days old) were more sensitive to daptomycin-related adverse nervous system
andfor muscular system effects than alther juvanlle or adult doge. In neonatal dogs, adverse nenous
system and/or muscular system sffects ware assoclated with a C__ valus approximately 3-old less
than the C___ in Juvenila dogs, and 9-fold less thanthe C___in ad"wdugs following 268 days of dosing.

At a dose of 25 mg/kg/day with assoclated C___ and AUG,  values of 147 meg/mL and 717 meg-h/mL,
respectively (1.6 and 1.0-fold the adult humen C__, and AUC, respectively, st the § mg/kgidey dm}.
mild clinical signs of twitching and one Incidence of muscha rigidity wers obsarved with no

effact on body welght. Thesa effacts wara found o be reversible within 28 days afier treatment had
stopped.

At higher dosa levels of 60 and 76 mg/kg/day with assoclated C__ and AUC, values of 2321 mog/mL
and 21470 moeg-hml, respactively, markad clinlcal signe of ng, muscle rigldity In the limbs, and
impaired usa of Imbs were ohsarved. Resulting decraasss In body walghts and overall body condition
et doses 250 mp/kg/day necessiated sady discontinuation by PND16.

Histopathologlcal assessment did not reveal any daptomycin-related changes In the perpheral and
cantral nervous syetem Bssue, as well as In the skeletal muscle or other tissues asaessad, &t any
dose level,

Mo adverse effects were obsarvad In the doge that recelved daptomycin at 10 mgiag/day, the
with associated C__ and values of 82 meg/ml and 247 meg-h/mL, reapactively (or 0.6 and
0.4- fold the adutl humen C < 2nd AUC, respectively at the & ma'kg dose).

14 CLINICAL TRIALS
14.1 Complicatad Skin and 8kin Structure Infections

Adult patienta with dinlcally documented complicated skin and skin structure Infections (cSSS8I) (Table
11) were enrollad in two rardomized, multinational, multicenter, mvac”ah:r—blmdad frials compasing
Daptomycin for Injaction (4 mg/lqg V th) alﬂ'larm 1 g IV g12h) or an antl-ataphyiococeal
sami-syrthetic peniclliin (Le., nafclllin, oxaclllin, cloxacllin, or fluckoxaciliing 4 to 12 g IV par day).
Patignts could switch to oral tharapy afler & minimum of 4 days of [V treatment if clinical improvement
was demonstrated. Patients lmown in have bacteremia at baseline ware axcluded. Patlents with
u‘unhmnadnnmm( ) batween 30 and 70 mL/min were to receive a lower dose of Daptormycin

ﬁ entry, patlents were classiflad for likellhood of endocardltls using the modifiad Duke criteria

bla, Definlte, or Not Endocarditis). Echocardlography, Including a trensesophageal echo-
urdlnﬂram (TEE), was parformed within 5 deys following study enraliment, The choice of comparator
agent was bagad on the oxaclliin susceptiblity of the 5. sureus lsalate. The duration of study treat-
mant was besad on the investigator's clinical diagnosis. Final disgnoses and oulcoms assessments at
Teet of Cure (B waslks after the las freatment dose) were made by a treatment-blinded Adjudication
Commities, using protocolepecified clinical definilons and a composite primary efficacy andpalnt
{clinical and microbiological success) at the Test of Cure visit.

Atotal of 246 patients 218 years of age (124 Daplomycin for injection, 122 comparator} with 5. aureus
bacteremia were randomized from 48 centars In the US and Eurcpe. In the ITT population,
120 patlents recalved Daptomycin for Injectlon and 115 recelved comparator (82 racetved an ant-
staphylococeal semi-synthetic penicillin and 53 recoived vancomycin), Thirty-five petients treated with
an ant-etaphylococeal semi-synthetic peniciliin recelved vancomycin Initially for 1 to 3 days, pending
final susceptibliity resulis for the S. aureus Isclates. The medlan age among the 236 patients In the
ITT populaion was 53 {range; 21 to 91 years); 30120 {25%} in the D 2{?“ for injection
group and 37/115 (32%) In the comparator group were 265 years of age. Of ITT patlents,
there were 141 {80%) males and 158 (88%) Caucaslans across the two treatment groups. In addition,
5‘§%of the ITT population had systemic inflammatory respones n%ndmma (SIRS) al basaline
%) had surglcal procadures within 30 days prior to onset of the 5. aunsus bactammla
Elghty-nlna patients (38%) had bacteremla caused by methicllin-reslstant 5. aursus (MR3A)
diagnrosls was based on the modifad Duke critera and comprised 37 (16%) D aﬂnltn 1 Dea 1%)
Poaslble, and 54 (23%) Not Endocarditls. Of the 37 patlents with an entry
Endocarditis, all (100%) had a final diagnosis of infective endocarditis, and uftha 144 patients with an
ontry dﬁnuﬂs of Possbla Endocandits, 15 (10%) had a final dlaunuﬂs of Infective sndocanditle as
by the Adjudication Commilttes. Of tha 54 patlents with an entry dlagnosls of Not Endocarnd|-
tis, 1 (2%) had a final disgnosis of infective endocarditis as assessed by the Adjudication Committes.

In the ITT population, thers were 182 pationts with becteremia and 53 patients with infective endo-
canditle as assessed by the Adludication Commiites, Induding 35 with Aght-sided andocarditls and 18
with left-slded endocarditls. The 182 patienis with bacteremla comprisad 121 with complicated

8. aureus bacteramia and 61 with uncomplicated 5. avrous bacteromia.

Complicated hactensimin was definad as 5. airats Isolated from blood cultures obtained on at [sast

2 different calendar days, and/or metastatle focl of Infaction (desp lssue Invelvament), and classifica-
fion of the patient as not having endocarditia according to the modified Duke criteria. Uncomplicated
bactaremia was defined a6 5. atreus [solated from bood culturais) obtained on A single calendar day,
no metastsiic foc! of Infecton, no Infaction of prosthatic matarial, and classification of the patient as
not having endocarditis aueordmg fo tha modified Duke critaria. The definition of right-sided infective
endocarditis {RIE) used In the clinical trial was Definite or Possible Endocarditis according to the modl-
flad Duka criterla and no echocardiographic evidance of prediaposing pathology or aciive ivolvemant
of either tha mitral or aoric valve. Complicated RIE comprised patients who were not intravenous drug
users, had a positive blood culture for MRSA, serum creatinine 22.5 mg/dL., or avidence of extra-
pulmonary shtas of Infection. Patlents who wera Infravenous drug users, had a posiive biood culture
for methicillin-suscaptible S. auwsus (MSSA), had serum creatinine <2.5 mg/dL, and were withoul
evidence of extrapulmonary sites of infection ware congidared to have uncomplicated RIE.

The coprimary efficacy endpoints In the trial wara the Adjudication Commiites success rates at tha
Test of Cure vislt {8 woeks aftar the last treatment dose} In the ITT and Per Protocol (PP} populations.
The overall Adjudication Commities success rates in the ITT population were 44.2% (53120) in
patients tremted with Daptomycin for Injection and 41.7% (48/115) In patients treated with comparator
{differance = 2.4% [95% C1 -10.2, 15.1]). The success rates in tha PP wulahn were 54.4% (43/79)
in patients reated with Daptomyein for Injection and 53.3% (32/60) In patients treated with comparator
(diffarence = 1.1% [#56% Gl -15.8, 17.8]).

Adjudication Commties success rates are shown In Table 13.

Table 13: Adjudication Commiiliies Success Raten st Test of Cure In the 5. swreus Becteremia/
Endocarditis Trial (Population: ITT)

ara h the protacol; howewver, the majority of patients In this subpopulation did not Differancea:
hava tha dnaa Daptnn'rycln for In]anﬂnn adjustad. Succeas Rate Daptomycin for
Table 11: Investigator's Primary Diagnosis In the c8881 Trials (Population: Intent-to-Treat) s N (%) '&m';'mll;
Patients (Daptomysin for Injection / Comparator®) Daptosnyeln far Comparatar®
Trimeny R Stucy 9801 Study 0001 Pooled Injectlan "
Nw264 | N=268 N=270 / N=292 N=334 f N=558 6 mp/kg
Wound Infection 90 (30%) / 116 (44%) | 102 (36%)/ 108 (37%) | 201 (38%) / 224 (40%) Overall 53120 {44%) 48115 (42%) 24% (-10.2, 15.1)"
Malor Abscess 55 (21%) / 43 (18%) 58 (22%) 1 85 (22%) 114 (21%) 1 108 (19%) Basellne Pathogen
Ulcer Infection 71 (27%) { 75 (28%) 53 (20%) / 88 (23%) 124 (23%) / 143 (26%) gﬂdﬂmmmb J3/74 (46%) 34/70 (49%) -4.0% (-22.0, 14,07
u 39 {15%) / 32 {12% 56 (21%) /51 (18% a5 (18%) / 83 (15%
*Omsrlnfamlun {15%) 1 32 (12%) (21%) /51 (16%) (18%) /83 (15%) Metivcalimreiert 20045 (44%) 1444 (32%) PR
Comparator: vancomycin (1 g IV q12h} or an anti-staphyletoceal semi-synthetic panicliiin {1.e., nafclliin, S, aursus
oxacilling cloxacillin, ar fluckomcilling 4 to 12 g/day IV in divided dosas), Entry Dlagnosls!
t The majority of cases wera subsequently categorized as complicated cellullils, major abacesses, or
traumatic wound Infectons. Defintia or Possibla 41130 (48%) aria (41%) 4.8% (-11.8, 21 Ay
One trial was conducted primarily in the United Btatas and South Africa (stucy 9801), and the second [IRwstivm Erviovardin
was conducted at non-US shes only (study 9901). The two trials were similar In design but differad In Not Infective 12730 (40%) 11724 (48%) ~5.8% (~36.2, 24.5)¢
patient characterlstics, Including history of diabetes and peripharal vascular disease. There were a Endocarditis
total of 534 patients treated with Daptomytin for injection and 558 treatad with companator in the two Final Diagnosis
irials. The majority (89.7%) of patlents recelved IV medication exclusively. — Py oy
o L e s o B = el
On and In e Ginl avaiuanie on. In , Clinical success In =
population were 62.5% (165/264) |{n pm treatad with Deptomycin for Injection and §0.9% Camplicatad 26/80 (43%) 2361 (38%) 5.6% (-17.3, 28.6)1
(182/268) In patlents freated with comparator druge. Clinlcal success rates In the CE populatlon were Bacterwmia
76.0% (158/208) in patients reated with Daptamyein for injection and 76.7% (158/206) in patients Right-Sided infective 8119 (42%) THB (44%) ~1,6% (=44.9, 41.6)"
freated with comparater drugs. In study 9801, clinical success rates In the ITT lation were B0.4% Endocardits
ﬂgfi?ﬂ} In p&ﬂ:nh h‘a&tad m:ldlh Daplaungm forﬂ!lr:g]aé:gnn anii Eg 5% (; ik “) In1pallanh tmatadh r—
with com rugs. Clinical success in ulation were 4/238) in patien plicatad
traated mmmgun for Injection and 80.4% (225;25%% patiants treated ME mmpa}ratowmgs. E’ﬂﬁm'm‘m 36 (50%) 174 (25%) 25.0% (-51.6, 100.01
The success rates by pathogen for microblologlcaly evaluable patients are preaented In Table 12. . m
n
Succesa Rabe Left-Sided Infective 119 (11%) 219 (22%) ~11.1% (-55.8, 33.8)7
_— N (%) Endocardits
n'mm v Comparator* * Comparator: vancomyeln (1 g IV q12h) or an ant-staphylococeal seml-gynthedic panicllin (l.e., nafellin,
oocacliiing claxacllin, or fluclexaciling 2 g IV qdh), each with intdal low-dose gentamicin.
Mathicllin-suscaptible Stapiiococtus BIrBUS 170/198 (88%) 180/207 (B7%) + 85% Confldonce Interval
(MSSAY t 87.5% Confidenca Intsrval {adjueiad for multiplicity)
Methicllin-resistant Staphdococeus aumaus (MREA) 21728 (75%) 25/36 (89%) § According o the modied Duke criteria®
Straplococcts pyogenss 79/84. (94%) BO/BS (81%) 11 29% Confidence Interval (ad|uated for multipliclty)
Sirapfococeus sgalectise 23/27 (85%) 22/29 (76%) Elqhtoan 18/120) patients In the Daptomycin for Injaction arm and 18/116 patients In the comparator
uring the trial. These comprise 3/28 Dapto n for Injaction-treated patients and 8726
Strepfococcus dysgelacties subsp. equisimiis /8 (100%) 911 (82%) uumpnrah:r—tmaﬂtnd patients with umﬂuurdiﬁs. as wﬁ-ﬂw Djaptomyun for |nﬂun—h‘nﬂind patients
Enterococtus feecalls (vancomycin-suscaptible only) 27137 (Ta%) 40/63 (T8%) and 11/80 comparator-ireated patients with bactsramla. Among patients with persieting or relapsing
5. aureus Infections, 818 Daptomyzin for Infection-ireated patients and 7/11 comparatortreated patients

* Comparator; vancomyddn (1 g IV q12h) or an ant-staphyviocaccal seml-synthetic penillin (.., nafcllin,
oxaciling cloxacllin, or fiuciaxacilin; 4 to 12 giday IV In dvided dosea).
T As determined by the central laboratory.

14.2 8. survus BactorvmieEndocarditis

The sfficacy of Daptomycin for Injection In the treatmant of patients with S. auraus bacteramia was
demonstratad In a randomizad, controlled, multinational, mulicentar, opan-label trial. In this tral, adult
patients with at least ona positive blood culture for 3. aursus obtained within 2 calendar days prior to
the first dosea of study d and l'rthlve of gourca were enrollad and randomizad to elther
Daptomycin for Injacﬂn q24h) or standard of care [an anti-staphylococcsl saml-synthetic
penicillin 2 g IV g4h (nufullln. oxacillin, cloxacilin, or flucloxacillin) or vancomycein 1 g IV q12h, esch
with Inital gentamicin 1 mg/kg IV every 8 hours for first 4 days]. Of the patients In the comparator
group, 93% recelved Initlal gentamicin for a median of 4 daye, companed with 1 patlant (<1%) In the
Daptomycin for injection group. Patiarts with it heart valves, intravascular foreign meterial
that wae not planned for removal within 4 days after the first dose of study medication, sevara

neu la, known oateomyellis, polymicroblal bloodstream Infections, creatinine clasrance

<30 mUmin, and pneumonia wene excciuded.

died.

Ovarall, thers was no differencs in time to clearance of S, e bacteremia batween Daptomyein for
Injaction and comparator. The median time to clearance In patiants with MSSA was 4 days and In
patlants with MRSA was 8 days.

Fallure of treatment due to parsisting or relapaing S. aureus Infections was assessed by the
Adjudicetion Commities In 18/120 (16%) Daptomycin for Injsction-ireated patisnts (12 with MRBA and
T with MSSA) and 111115 (10%) comparator-treated patlents {9 with MRSA treated with vancomyeln
and 2 with MSSA treated wlth an nnt-nrtaphylummnl sami-mynthetic penicillin}. Among all failures,
Isalates from 6 Daptomycin Tor Injection-trsated patients and 1 vancomycin<reatsd patient developed
Increasing MICa (raduced susceptibliliy) by central laboratory teating during or following therapy. Moat
patients who failed due to persisting or relapsing 5. aursus infection had deep-seated infection and
did not recsive necessary surglical intsrvention (see Wamnings and Freceutions (5.7)].

15 REFERENCES

1. Bultrago Mi, Croim JAI,Berlulamls North D8, Nathan RA. Extremely low excretion of
daptonyein Into braast milk of a nursing mother with maﬂ1lc:lllln—mnlaiant Staphylococous auneus
palvic ifflammatory diseasa. Pharmacotherapy 2000,29(3).347-351.

2.Clinical and Laboratory Standards Institute (CLSI). Methods for dilution antimicrobial susceptibili
tosts forﬁhict;hr'la that grow asrobically; approved standard—rninth edition. CLSI Docyumant MO7:
Wayna, g

3.Clinical and Laboratory Standards Institute (CLSI). Parformance standards for antimicrobial
mﬂp}lglllw testing; twenty-second informational supplement, CLSI Document M100-522; Wayne,

4._Clinical and Laboratory Standards Institute {CL31). Performance standards for antimicrobial disk
;gﬁ;epﬂhlllw tasts; approved standard—ealeventh adition. CL3I Document MO2-A11; Weayne, PA.

6.L1JS, Saxton DJ, Mick N, Netles R, Fowlar VG Jr, Ryan T, Bashore T, Coray GR. Proposad
2m’:)rxain'rﬁh.’tlzatiunn to the Duke criteria for the disgnosis of infactive endocarditia. Clin Infect Dis

16 HOW SUPPLIED/STORAGE AND HANDLING

Daptomycin for Injection s supplled as a sterlle pale yellow to light brown lyophlikzed cake In a
single-doss 15 ml vial containing 500 myg of daptomycin: Package of 1 (NDC 63323-871-15).

Store original mmmmu tamperetures, 2°C to 8°C (36"F to 46°F); avold excesslve heal
[zea Dosage and A {2.5)].

17 PATIENT COUNSELING INFORMATION

Patlents should ba advised that allerglc reactions, Including serous allerglc reactlons, could ocour and

thet sedous reactions requira immediate treatment. Patienls should report any previous allergic
reactions to daptomycin. [See Wamings and Precaisfons (5.1).]

Patlents should be advisad to report muscle paln or wesknasa, especially In the forearms and lower
legs, as well as fingling or numbness. [See Warnings and Precautions (5.2, 5.4).]

Pationts should be advised to report any symptoms of cough, breathlesstoss, or fover, [See Warnings
and Praceutions (5.3).]

Diarrhea I a common problem caugad by antlbacterals that usually ends when the antihacteral Iz
discontinued. Somatimea after starting treatmeant with antibacterials, patients can develop watery and

hioody stools (with or without stomach cramps and Tever), even as lats as 2 or more montie after
having recalvad the last dose of the anﬂhac:tsrial If this occurs, patients should contact thelr physlclan

as s00n as possible. [See Wamings and Precautions (5.6).]

Patients should be counsseled that antibacterial drugs, including Daptomycin for injection, should be
used to treat bactarial Infections. They do not treat viral Infections (8.0., the common cold). When
Daptomycin for Injection |s prescribed to treat a bacterial Infection, patlents should be told that
although it is common to feel batter early in the courss of therapy, the madication should be
adminksterad exactly as directad. Skipping doses or not complating tha full course of therapy maH {1)
decreasa the effeciivensas of the Immed|ate treatment and (2) Increasa the likellhood that bacterla will
g\evm resistance and will not be treatable by Daptomyein for injection  or other antibacterial drugs in
-] re.
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