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P'Daptomycin for Inj ection

PART |: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Egrl:;ﬁigration [S)t(izz;llgfhlzorm/ All Nonmedicinal Ingredients
intravenous Lyophilized Powder | Sodium hydroxide

for Solution /

500 mg/vial

INDICATIONS AND CLINIC AL USE

Daptomycin for Injection is indicatedfor thefollowing infections inadults:

Complicated skin and skin structure infedions (cSSSI)causedby susceptiblestrains of
thefollowing Gram-positivemicroorganisms: Staphyl@occusaureus(including
methicilin- resistantstrains), Streptococcus pyogenasdStreptococcus agalactiae.

Combiretion therapy may beclinically indicatedif thedocumented or presumedpathogens
includeGram-negative and/oranaerobic organisms. Skinandsdt tisswesinfectionsare
consicered complicatedwhen they involve deeper skin structures, suchas fascia or muscle
layers, require significant sumjical intervention or arisein the presence of signifi cant co-
morbidity.

Staphylococcus aureus bloodstream infedions (bacteremia) including thosewith rig ht-
sided Staphylococcus aureusinfedive endocar ditis (native valve) causedby methicilli n-
suseptible and methicilin-resistantstrains.

Patientswith prosthetiovalves, menirgitis, knownostomyelitis, poymicrobial
bloodgream infectionsor with intravascular foreign matria not planned for removal
within 4 days of dosing(except vascular stentsin place for > 6 monthsor permanent
pacemakers) were not enrolled in clinicd trials.

Theefficacy of daptomycinin patientswith |eft-sidedinfective endocarditis dueto
Staphyl@occusaureus has not been demonsteted. Theclinical tria of daptomycin in
patientswith Staphyl@occusaureusbloodsteam infectionsincludedlimited datafrom
patientswith |eft-sidedinfective endocarditis; outcomesin thesepatientswere poa.
Combiretion therapy may beclinically indicatedif thedocumented or presumedpathogens
includeGram-negative and/oranaerobic organisms.

Daptomycin for Injections not indicatedfor thetreatment of pneumania.

Patientswith persistingor relapsing Staphyl@occusaureusinfection or poor clinical resporse
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shouldhave repea bloodcultures. Appropriate surgical intervention (e.g., debridement, removal
of prosthetic devices, valve replacementsurgery) and/orconsiceration of a change in antibiotic
regimen may berequired.

To reduce thedevelopment of drug-resistantbacteria and maintainthe effedivenessof
Daptomycinfor Injectionand otherantibaderial drugs, Daptomycin for Injectiorshould beused
only to treat infectionsthat are proven or strorgly suspeted to be causedby suseptible baderia.
When culture and suseptibility information are avail able, they shouldbe consicered in selecting
or modifying antibaderial therapy. Intheabsenceof suchdata,loca epidemiology and
suseptibility patternsmay contributeto theempiric sekction of therapy.

Pediatrics (<18yearsof age): Thesafety and efficacy of daptomycinin patientsunder theage
of 18 have notbeen establishel. Based onthevery limited pharmacokineticdata currently

avail able, no recommendation on a posolay can be made. Therefore, useof Daptomycin for
Injectionin this age groupis not recommended until furtherdata are avail able (see ACTION
AND CLINI CAL PHARMACOLOGY, Spedal Populations andComditions, Pediatrics,
DETAILED PHARMACOLOGY, Animal Pharmacology, Juwenile Animalsand
TOXICOLOGY).

CONTRAINDICATIONS

Daptomycin for Injection is contraindicatedin patientswith knownhypersensitivity to
daptomycin.

WARNINGS AND PRECAUTIONS
General

Daptomycin for Injectiorshoud bereconstitutedvith 0.9%sodiumchloridefor injection, USP
(seeReconstiution).

Daptomycin forlnjectionshouldnotbeused in conjurction with ReadyMED® elastoneric

infusionpumps. Stabilty studes of daptomycinsoluionsstored in ReadyMED® elastoneric
infusionpumpsidentified an impurity (2-mercaptobenzothiazole) leaching from this pump
systeminto thedaptomycinsoluion (see Reconditutio n).

Daptomycin for Injections inactive against Gram-negative baderia.

Becausedaptomycin adivity is inhibitedin the presence of pulmorery sufadant, Daptomycin for
Injectionis not indicaedfor usein pneumonia.

Thesdety and effi cacy of Daptomycin for Injectionhas not been establishedn patientswith
co-morbidities of meningitis, musculogthies, neuropathiesor severe renal impairment.

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS) and Tubulointerstitial
Nephritis (TIN)
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DRESS and TIN have been reported in poarketing experienceith daptomycin. Patients

who develop fever, skin rash, peripheral eosinophilia and/or new or worsening renal impairment
or other organ impairment while receivingmdomycinshould undergo medical evaluation. If
DRESS and/or TIN are suspect&ahptomycin for Injection should be discontinued promptly

and appropriate treatment instituted (Remal).

Im mune System

Hypersensitivity

Anaphylaxis andhypersensiivity reagions(including angioedema, drug rash with
eosinophiliaand systemc symptoms(DRESS) pruritus, hives, shortressof breah, difficulty
swallowing, truncd erythemaand pulmorary eosinophilia)have been reported with
daptomycinuse. If an alergic readion occurs, administration of Daptomycin forinjection
shouldbediscontinwed and apprapriate therapy should beinitiated.

Persistingor Relapsing Staghvlococaus aureus I nfedion

Patientswith persistingor relapsing Staphyl ococcus aureus infection or poorclinical resporse
shouldhave repea bloodcultures. If acultureis positive for Saphyl ococcus aureus, MIC
suseptibility testing of theisdate shoud be performed using a standardized procedure, aswell
asdiagnogic evauation to rule out sequestered foci of infection. Appropriate surgical
intervention (e.g., debridement,removalof prostletic devices, valve replacementsurgery)
and/orconsiceration of a changein antibioticregimenmay be required.

In the Stapghylocoacusaureusbaderemia/Staphybcoccusaureusinfedive endacarditis
(SAB/SAIE) trial, failure of treament dueto persisting or relapsingStaphylococcus aureus
infectionswas assessedn 19/120(15.8%) daptomycintreated patients[12 with methicilli n-
resistantStaphyl@occusaureus (MRSA) and 7 with methicilli n-sus@ptible Staphyl@occus
aureus (MSSA)] and 11/115(9.6%) comparator-treated patients (9 with MRSA treatedwith
vancomycin and2 with MSSA treatedwith anti-staghylococcal sem-synthetic penicillin).
Amongall failures, 6 daptomycintreated patientsandl vancomycin-treated patient developed
increasing M ICs (reduced sugeptibili ty) on or foll owingthergpy. Most patientswho failed dueto
persistingor relapsing Staphylococcus aureusfection had deep-seatedinfection and did not
receve necessay surgical intervention.

M usculoskeletal

Myopathy and Creatine Phosphokinase(CPK)

Myopathy [muscuér pains,weakness,and/orrhabdamyolysis (with or without acuterenal failure))
assocated with creaine phosphoknase(CPK) elevations has beenobserved with the useof
daptomycin in humanand animal studiesand during pog-marketing use(see ADVERSE
REACTION S, DETAILED PHARMA COLOGY and TOXICOL OGY).

Therefore, in patientsreceiving Daptomyecinfor Injection,it is recommended that:

1 Patientsshouldbe monitored regularly for any signsand symptomsthat might represent
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myopathy including musclepain or weakness,particularly in thedistal extremities.

1 Any patient who develops unexplained muscle pain, tenderness,weaknessor crampsshould
have CPKlevels monitored every 2 days.

1 PlasmaCPKIlevels shoud bemeasured at basline and at least onceweekly during therapy
in all patients.

1 Patientswhodevelop unexplained elevationsin CPK shouldbe monitared morefreguently
thanonce weekly.

1 Consiceration shouldbegiven prior to initiation of Daptomycinfor Injectiontherapy in
patientswith increased baseline CPK as thesepatientsmay be at increased risk of further
increases of CPK during Daptomycinfor Injectiontherapy. If Daptomycinfor Injectionis
given, these patients shouldbe monitared morefrequently thanonceweekly.

1 CPKshouldbe measured morefrequently than once weekly in patientswho are at higher risk
of developing myopathy. Thesepatientsincludebut are notlimited to thase with renal
imparment, and thosewho recently received or are currently taking other medcations
knownto beassocatedwith myopathy (e.g., HMG-CoA reductaseinhibitors).

Daptomycinfor Injectionshouldbediscontinued in patientswith unexplained signsand
symptomsof myopathy in conjurction with CPK elevation > 1000U/L (approximately 5 times
ULN), orin patientswithout reported symptomswho have marked elevationsin CPK (= 10
timesULN). In addition, consiceration shouldbe givento tempaarily suspendinggents
assocatedwith rhabdamyolysis,suchas HM G-CoA reductase inhibitors, in patientsreceiving
Daptomycin for Injection

In Phase 3 complicated skin andskin structureinfedion trials (cSSSI) of daptomycin at adose
of 4 mg/kg, elevationsin seum CPK were reported as clinicd adversesventsin 15/534(2.8%)
daptomycin-treated patients,compared to 10/558(1.8%) comparator-treated patients.

In the Staghylocoacusaureusbaderemia/Staphybcoccusaureusinfedive endacarditis
(SAB/SAIE) trial, at adoseof 6 mg/kg, elevationsin CPKwere reported as clinical adverse
eventsin 8/120(6.7%) of daptomycin- treated patients,compared to 1/116(< 1%) of the
compaator-treated patients. There wereatotal of 11 patientswho experienced CPK elevations
to above500U/L (2.5timesULN). Of thesel1 patients,5 had recent prior or concomitant
treatment with an HMG-CoA reductase inhibitor. Three (2.6%) daptomycin-treated patients,
including1 with traumaassocatedwith heroin overdose, 1 with spinalcord compressionand 1
with concomitantHM G-CoA reductase inhibitor, had an elevation in CPK > 500U/L with
assocatedmusculoskeletal symptoms. Noneof the patientsin the compaator grouphad an
elevation of CPK > 500U/L with as®ciated musculoskeletal symptoms.

In aPhasel study in healthy voluntea's examining doses up to 12 mg/kg q24h of daptomycinfor
14 days, no skektal muscleeffeds or CPK e evationswere observed.

Skeletal muscleeffeds assocatedwith daptomycinwere observed in animals (see DETAILED
PHARMACOLOGY, Animal Pharmacologyand TOXICOLO GY).

Neurologic

Neuropathy

Product Monograph of Daptomycin for Injection Page 6 of 60



Casesof peripheal neuropathyhave beenrepated during post-mariketingtherapy with daptomycin
(seeADVERSE REACTIONYS).

Patientsshouldbe monitored for signsand symptomsof neuropethy during therapy with
Daptomycinfor Injection
Direct effects onthe central nervoussystemhave not been investigated.

In asmallnumberof patientsin Phase 1 and Phase 2 studiesat dosesup to 6 mg/kg,
adminidgration of daptomycinwas assaiated with decreases in nerve conduction velocity and
with adwerseevents €.g., paresthesiasBel | asy) pgssilby refl ective of peripheral or cranial
neuropathy. Inthe Stapghylococcusaureusbaderemia/Staphyl@occusaureusinfective
endacaditis (SAB/SAIE) trial, atotal of 11/120(9.2%) daptomycintreaed patientshad
treatment-emergent adverseeventsrelated to theperipheral nervoussystean. All of theevents
were classified as mild to modeate in severity; mostwere of short duration and resolvedduring
continued treatment with daptomycinor were lik ely dueto analternative etiology.

In aPhasel study in healthy voluntea's examining doses up to 12 mg/kg gq24h of daptomycin
for 14 days, no evidence of peripheral nerve conduction defi cits or symptomsof peripheral
neuropathy were observed.

In adult animals, effeds of daptomycinon peripheral nerve were observed. In juveniledogs,
peripheral andspiral cord nerve effects were noted.

Pediatric patients younger than12 monthsshouldnot be given Daptomycinfor Injectiondue to
therisk of potentialeffeds on muscuér, neuromuscuér, and/ornervoussystemgeither
peripheral and/orcentral) thatwere observed in neonatal dogs (see INDICATIONS AND
CLINIC AL USE, Pediatrics, DETAILED PHARMACOLOGY, Animal Pharmacology and
TOXICOLO GY).

Renal

Thesdety and effi cacy of daptomycinin patientswith severe renal impairment(creatinine
clearance < 30 mL/min) have not been established.Daptomycinfor Injectionshouldonly be
consiceredfor usein patientswith severe renal impairment when theexpededclinica berefit
outweighsthepotential risk andthere are no further avail able therapeutic options.In these
patients,a dose adjusmentis required (seeDOSAGE AND ADMINISTR ATION, Patients
with Renal Impair ment). Responsdo treatment, renal function and creatine phosphokiase
(CPK)should beclosdy monitared.

No doseadjugmentis required in patientswith mild to modeate renal impairment(credinine

clemance = 30 mL/ mi n) . However, due to | imited cl
renal function and creainephosphokiase(CPK) shouldbeclosdy monitored in all patientswith

somedegree of rena impairment(credinine clearance < 80 mL/min).

Consiceraion shouldbegivento monitoringrenal function in patientdreated with Daptomycin
for Injection Rena impairmenthas been reported during treatment with daptomycinathough
therelationshipto daptomycin remainsunclear (see ADVERSE REACTION S).
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Cautionis advisedprior to commencing therapy with Daptomycinfor Injectionin patientswho
already have somedegree of renal impairment (creatinine clearance < 80 mL/min).

Regular monitaring of reral function is advisedduring the concomitantadministration of
potentialy nephrotoxic agents,regardless of thepatien t ’ wrlyingredal function.

In the Staghylocoacusaureus baderemia/Staphybcoccusaureusinfedive endacarditis
(SAB/SAIE) trial, at adoseof daptomyciné mg/kg/day, alower clinical successrate and an
increase in s@iousadwerseeventswereseen in patientswith moderately impared renal function
(creatinine clearance 30to < 50 mL/min).

If DRESS and/or TIN are suspect&jgptomycinfor Injectionshould be discontinued promptly
and appropriate treatment instituted.

Carcinogenesisand M utagenesis

Long-term carcinogenicity studesin animals havenotbeen condicted to evaluate the
cacinogenic potential of daptomycin. However, neither mutagenic nor clastogenic potential was
foundin abattery of genotoxicity tests(see TOXICOLO GY).

Gasftrointestinal

Clogridium difficile-Associded Disease

Clodgridiumdifficile-assocated disease (CDAD) has been reported with the useof many
antibaderial agents,includingdaptomycin CDAD may rangein severity from mild diarrheato
fatal colitis. It isimportant to consider this diagnosisin patientswho present with diarrhea, or
symptomsof colitis, pseudorembranouscolitis, toxic megaalon, or perforation of the colon
subsegent to theadminidration of any antibaderial agent. CDAD has been reported to occur
over 2 monthsafterthe adminigration of antibaderial agents.

Treament with antibaderia agentsmay alter the normdl flora of the colon and may permit
overgrowth of Clogridiumdifficile. Clogridiumdifficile producestoxins A and B, which
contributeto thedevelopmentof CDAD. CDAD may causesi gnifi cant morbidity and mortality.
CDAD can be refractory to antimiaobial therapy.

If thediagnosisof CDAD is susgededor confirmed,apprapriate therapeutic measures shouldbe
initiated.Mild cases of CDAD usually respondto discontination of antibaderial agentsnot
directedagainst Clogridiumdifficile. In moderate to sewere cases, consiceration shouldbegiven
to managementwith fluids and electrol ytes,protein supplenentation,andtreatment with an
antibaderial agent clinically effective against Clogridiumdifficile. Surgica evaluationshould
beingtitutedas clinicdly indicated,as surgical intervention may be required in certain severe
cases (see ADVERSE REACTION S).

Respiratory

Community -Acquir ed Pneumonia
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In Phase 3 studiesof communty-aaquired pneumonia, the deah rate and ratesof serious
cadiorespiratory adverseeventswere higher in daptomycintreated patients thanin compaator-
treated patients. Thesedifferences were dueto lack of therapeutic effectivenessof daptomycinn
thetreament of communty-acquired pneumoniain patientsexperiencing theseadverseevents
(see INDICATIONS AND CLINIC AL USE). Daptomycin’ sctivity in vitro is inhibitedby
thepresence of pulmonary sufactant.

Eosinophilic Pneumonia

Eosinophilicpneumoniahas been reported in paientsreceiving daptomycin In reported cases
assocatedwith daptomycin patientsdevelopedfever, dyspneawith hypoxic respiratory
insufficiency, and diffusepulmorary infil trates or organizing pneumonia. In generd, patients
developedeosinophilicpneumonia2 to 4 weeks after starting daptomycinand improved when
daptomycinwas discontinued and steroid therapy was initiated. Recurrence of eosinophilic
pneumoniauponre-exposurehas been reported. Patientswho develop thesesignsand symptoms
while receiving Daptomycinfor Injectionshauld undergo promptmedica evaluation,and
Daptomycinfor Injectionshouldbediscontinued immedaitely. Treatment with systemicsteroids
isrecommended.

Sugeptibility/ Resistance

Development of Drug-ResistantBacteria
Theuseof antibiotics may promotethe overgrowth of non-suseptible organisms. Should
supeinfection occur during therapy, appropriate measures shouldbetaken.

Prescribing Daptomycinfor Injectionin the absence of aproven or strongly suspeted baderial
infedion is unlikely to providebenefit to the patient andrisksthe development of drug- resistant
baderia

Spedal Populations

Pregnant Women: No clinical studieshave been performedin pregnant women. Daptomycin
for Injectionshouldnot be used during pregnancy unlessclealy necessay and thebenefits to
themotheroutweigh the potential risksto thefetus. Animal studieshave notdemonsteted
harmful eff edswith respect to pregnancy, embryonal/f etal development, parturition or postnadl
development.

Nursing Women: Datafrom asingle case indicated thatdaptomycin is present in humanmilk.
Daptomycin is pootly bioavail able orally. Dueto limited data, breastfeeding shouldbe
discontinwed during treamentwith Daptomycinfor Injection

Pediatrics (<18yearsof age): Thesafety and efficacy of daptomycinin patientsunder theage
of 18 have notbeen establishel. Based onthevery limited pharmacokineticdata currently

avail able, no recommendation ona posolay can bemade. Therefore, useof Daptomycinfor
Injectionin this age groupis notrecommended until furtherdataare avail able.

Pediatric patients younger than12 monthsshouldnotbe given Daptomycin for Injectiordue to
therisk of potentialeffeds on muscuér, neuromuscuér, and/ornervoussystemgeither
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peripheral and/orcentral) thatwere observed in neonatal dogs (e NDICATIONS AND
CLINIC AL USE, Pediatrics, ACTION AND CLINIC AL PHARMACOLOGY, Spedal
Populations and Conditions, Pediatrics, DETAILED PHARMACOLOGY , Animal
Phamacology, and TOXICOLOGY).

Geriatrics (= 65yearsof age): InthePhases clinica studies]ower clinical sucessrateswere
seen i n p a tydaw af @exomparedbtdtiose< 65 years ofage. In addition, treatment-
emeigent adverseeventswere more common inpatients>  gefrs old thanin patients< 65
yeasof age. Of the534 patientstreatedwith daptomycirin Phase3 controlled clinica trials of
complicatedskin and skin structureinfection (cSSSI), 27.0% were 65 years of age or older and
12.4%were 75 years or older. Of the120patientstreatedwith daptomycinin the Phase3
Staphyl@occusaureusbaderemial/Staphyl@occus aureusinfective endocarditis (SAB/SAIE)
controlled clinical trial, 25.0%were 65 years of ageor older and 15.8%were 75 years or older.

Monitoring and L aboratory Teds

Creatine Phosphokinase (CPK)

Patientsshouldbe monitored regularly for any signsand symptomsthat might represent myopathy
including musclepain or wegness,particularly in thedistal extremities. Any patient who develops
unexplained muscle pain, tenderness, weaknessor crampsshouldhaveCPK levels monitored every
2 days.

PlasmaCPK levels shodd bemeasured at basline and at least onceweekly during Daptomycin
for Injectiontherapy in all patiens. Patientswho develop unexplained elevationsn CPK should
bemonitared morefrequently thanonce weekly. Consideration should begiven prior to
initiation of Daptomycinfor Injectiontherapy in patients with increased baseline CPK asthese
patientsmay beat increased risk of furtherincreases of CPK during Daptomycinfor Injection
therapy. If Daptomycinfor Injectionis given, thesepatients shouldbemonitored more
frequently than once weekly.

CPK shouldbe measured morefrequently than once weekly in patientswho are at higher risk of
developingmyopathy. Thesepatientsincludebutare notlimited to thosewith renal impairment,
andthosewho recently receved or are currently takingother medicationsknownto beassocated
with myopathy (e.g., HMG-CoA reductaseinhibitors) [sse WARNINGS AND
PRECAUTIONS, Musculoskeletal, Myopathy and Creatine Phosphokinase(CPK)].

Renal
Consideration shouldbe givento monitoringrenal function in patientgreated with Daptomycinfor
Injection

In patientswith renal impairment (credinine clearance < 80 mL/min) responseto treatment,
renal function and creainephosphokiase(CPK) shouldbeclosdy monitored.

Thesdety and effi cacy of Daptomycin for Injectionn patientswith severe rena impairment
(creatinine clearance < 30 mL/min) have not been established.

Neur opathy
Patientsshouldbe monitored for signsand symptomsof neuropethy during therapy with
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Daptomycinfor Injection

Warfarin

As experience with the concomitantadminidration of daptomycinand warfarin is limited,
anticoagulantadivity in patienisrecaving daptomycinand warfarin shouldbe monitored for the
first sewveral days after initi ating therapy with Daptomycin for Injection

ADVERSE REACTIONS

AdverseDrug Reaction Overview

Clinica studiesenrolled 1,667 patientstreatedwith daptomycinand 1,319treatedwith
compaator. Overall, at least oneadverseevent was reported by 51.3%of daptomycintreated
subpdsandby 52.5%o0f compaator-treated subgctsin two Phase3, doubleblind, controlled
complicatedskin and skin structureinfection (cSSSI) trials. Intherandonized, compaative,
open-label Staphyl@occusaureushaderemia/Staphyl@occusaureusinfective endacarditis
(SAB/SAIE) trial, themgority of patientsexperienced at |east onetreatment emergent adverse
event during the study, including95.8%and 94 8% of patientsin the daptomycinand compaator
groups,respectively. The majarity of adverseeventsreported in thePhasel, 2 and 3 clinica
studeswere described as mild or moderate in intensty.

InthecSSSI trials, daptomycinwas discontinued in 15/534(2.8%) patientsdueto anadverse
event while comparator was discontinued in 17/558(3.0%) patients. In the SAB/SAIE trial,
daptomycinwas discontinued in 20/120(16.®%) patientsdueto anadverse event while
compaator was discontinued in 21/116(18.1%) patients.

Themostfrequent adverse eventsobserved in thecSSS trials were: constigtion, nauses,
injedion sitereadions,headacheand diarrhea In the SAB/SAIE trial, the mostfrequent adverse
eventswere: diarrheg vomiting, constipatiorandnause.

Thesatty datafor theadministration of daptomycin via 2-minuteintravenousinjection are
derived fromtwo pharmacokineticstudiesin hedthy volunteers. Based onthesestudy results,
bothmethodsof daptomycin adminidration, the 2-minuteintravenousinjectionand the 30-
minuteintravenousinfusion,had a simil ar safety and tolerability profile. There was no relevant
differencein local tolerability or in the nature and frequency of adverse reactions.

Clinical Trial AdverseDrug Reactions

Becauseclinical trials are condwctedunder very spedfic conditionstheadversereaction rates
observed in theclinical trials maynotrefled therates obsered in practice and shoulchotbe
compaed to theratesin theclinical trials of anotherdrug. Adversedrug reaction information
fromclinical trials is usefulfor identifying drug-related adverse eventsandfor appraximating
rates.

Complicated Skin and Skin Structure Infedion (cSSSI)Trials

Most CommonClinica Tria Adverse Drug Reactionsin Two Phase3 ¢cSSSI Studies

Theratesof themostcommontreatment emergent adverseeventsirrespective of causality,
organized by body system, observed in thecSSSI clinical trids are disgdayed in Table 1.
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Table 1. Incidence (%) of Treatment Emergent Adverse Events I rrespective of Causality
that Occurr ed in 2 2% of Patientsin Either daptomycin or Comparator
Treatment Groupsin the Phase3 cSSSIStudies' (Population: Safety?)

AdverseEvent Daptomycin 4 mg/kg | Comparator®
(N=534) (N=558)

Gadtr ointestinal Disorders

Constipation 6.2% 6.8%

Nausea 5.8% 9.5%

Diarrhea 5.2% 4.3%

Vomiting 3.2% 3.8%

Dyspepsia 0.9% 2.5%
General Disorders

Injectionsite reactbns 5.8% 7.7%

Fever 1.9% 2.5%
Nervous System Disorders

Headache 5.4% 5.4%

Insomnia 4.5% 5.4%

Dizziness 2.2% 2.0%
Skin/SubcutaneousDisorder s

Rash 4.3% 3.8%

Pruritus 2.8% 3.8%
Diagnostic I nvestigations

Abnormal liver function tests 3.0% 1.6%

ElevatedCPK 2.8% 1.8%
Infections

Fungal infections 2.6% 3.2%

Urinary tractinfections 2.4% 0.5%
Vascular Disorders

Hypotension 2.4% 1.4%

Hypertension 1.1% 2.0%
Renal/Urinary Disorders

Renal failure 2.2% 2.7%
Blood/Lymphatic Disorder s

Anemia 2.1% 2.3%
Respratory Disorders

Dyspnea 2.1% 1.6%
M usculoskeletal Disorders

Limb pain 1.5% 2.0%

Arthralgia 0.9% 2.2%

! Thistable includes AdverseEvents fom both cSSS Phase3 trials. Thefirsttrial wasconducted in theU.S. and South Africa, thesecondin
Europe, South Africa, Austalia and Isradl

2 Safety population indudes all subjeds who received at leastonedoseof daptomycinor comparator according to treatment actually received
during thetrials

8 Comparators induded vancomycin (1 g IV q12h), which wasused in patientswith known or susgeded penicilli n alergy or with methicillin-
resistant Saphylococcusaureusinfection, and anti-staghylococcal semi-synthetic penicillin (i.e. nafcillin, oxacillin, cloxacilin, fludoxacilin 4-
12 g/day IV), which were sdected based on the standard therapyin each country.
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Additional adwerseeventsthatoccurred in < 1 to 2% of patientsin either daptomycin(4 mg/kg)
or compaator treatment groupsin thecSSSI studes are as follows: edema, cdlulitis,
hypoglycemia, elevatedalkalinephosplatase, cough, back pain, abdomiral pain, hypokalemia,
hyperglycemia, deaeased appetite, anxiety, chest pain,sorethroat, cardiac failure, confusionand
Candidainfections. Theseevents occurred at ratesranging from0.2to 1.7% in daptomycin
treated patientsand at rates of 0.4to 1.8%in comparator-treated patients.

Themostcommonpossilhy or probably drug-rel atedtreament emergent adverseevents
organized by body system, observed in thecSSSI trials are dispayed in Table 2.

Table 2. Incidence (%) of Possbly or Probably Drug-Related Treatment Emergent
AdverseEvents Occurringin 2 1% of Patientsin Either daptomycin or
Comparator Treatment Groupsin the Phase3 cSSSIStudies
(Population: Safety)

AdverseEvent Daptomycin 4 Comparator
mg/kg (N=534) (N=558)
Gastr ointestinal Disorders
Nausea 2.2% 3.4%
I nvestigations
Blood creatine phosphokinase increased 2.1% 1.4%

LessCommonClinicd Trial AdverseDrug Readions(<1%)in Two Phase 3 cSSSI Studies

Additional drug-related adverseevents(possibly or probably related)thatoccurred in < 1% of
patientsreceiving daptomycirin the complicated skin andskin structureinfection (cSSSI) trials are
asfollows:

Bodyasa Whole: fatigue, weakness,rigors, discomfort, tremor, flushing, hypersensitivity
Blood/LymphaticSystem: leukacytos's,thrombaytopenia,thrombocytoss, eosinophilia,
increased international normalized ratio (INR)

CardiovascularSystan: supmaventricular arrhythmia

DermatologicSystem: eczema

Digestive System: abdominal distensionflatulence, stamatitis, jaundic, increased seum lactate
dehydrogenase

Metabolic/Nutitional Systam: hypomagnesemia, incressed seum bicarbonate, € ectrol yte
disturbance

Musculo&detal Sysem: myalgia, musle cramps, muscleweakness,osteomyelitis
NervousSystem: vertigo, mentl statuschange, paraesthesia

Spedal Senses:tagedisturbance eyeirritation

Reproductive Systemand BreastDisorders: vaginitis

Abnormal Hematobagic andClinicd Chemistry Findingsin Two Phase3 cSSSIStudies

In thetwo Phase3 comparator-controlled complicated skin and skin structure (cSSSI) studes,
therewas noclinically or statistcdly signifi cant dif ference (p<0.05)in theincidence of credine
phosphokiase(CPK) elevationsbetween patientstreatedwith daptomycinand thosetrested
with comparator. CPK elevationsin bothgroupswere generally related to medcd conditions,
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for example, skin and skin structureinfection, surgical procedures, or intramuscuér injedions;
and were not assaiated with musclesymptoms.

Table 3 sumnarizes the CPK shiftsfrom Baseli ne through Endof Treament in thecSSSI trials.

Table 3. Incidence (%) of Creatine Phosphokinase (CPK) Elevations From Baseline
Through End of Treatment in either daptomycin or Comparator Treatment
Groupsin Phase3 cSSSIStudies

All Patients Patients with Normal CPK at Baseline
Daptomycin Comparator Daptomycin Comparator
Change (N=430) (N=459) (N=374) (N=392
% N % N % N % N
No Increase 90.7% 390 | 91.1% 418 91.2% 341 911% 357
Maximum Value 9.3% 40 | 8.9% 41 8.8% 33 8.9% 35
>1x ULN*
>2x ULN 4.9% 21 | 4.8% 22 3.7% 14 3.1% 12
>4x ULN 1.4% 6 1.5% 7 1.1% 4 1.0%
>5x ULN 1.4% 6 0.4% 2 1.1% 4 0.0%
>10x ULN 0.5% 2 0.2% 1 0.2% 1 0.0%

* ULN (Upper Limit of Normd) is defined as200 U/L.

In the cSSSI studes, 0.2% of patientstreatedwith daptomycinhad symptomsof muscle pain or
weaknessassocatedwith CPK elevationsto greater than 4 timesthe upper limit of normal. The
symptomsresolvedwithin 3 days and CPK returned to normal within 7 to 10 days after
discontinuingreatment [see WARNINGS AND PRECAUTIONS, Musculoskeletal
Myopathy and Creatine Phosphokinase(CPK)].

Staphylococcus aureus Bacteremia/Staphylococcus aureus | nfedive Endocar ditis
(SAB/SAIE) Trial

Most CommonClinical Trial Adverse Drug Reactionsin the SAB/SAIE Tria

Theratesof themostcommontreatment emergent adverseeventsirrespective of causality and
organized by body system observed in the Staplylococcusaureushaderemia/Staphyl@occus
aureusinfective endocarditis (SAB/SAIE) trid aredisgayed in Table 4.
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Table 4.

Causality that Occurr ed

Incidence (%) of Treatment Emergent Adverse Events I rrespective of
I 5% ofCPatients in daptomycin or

Comparator Treatment Groupsin the SAB/SAIE Study (Population:

Safety?)
Daptomydin 6 mg/k Comparator”®
Adverse Events P (N); 120) Ik (Np: 116)
Infectionsand I nfestations 54.2% 48.3%
Urinary tractinfectionNOS’ 6.7% 9.5%
OgeomyelitisNOS 5.8% 6.0%
SegsisNOS 5.0% 2.6%
Bacterenia 5.0% 0%
Pneumonia NOS 3.3% 7.8%
Gastr ointestinal Disorders 50.0% 58.6%
DiarrheaNOS 11.7% 18.1%
Vomiting NOS 11.7% 12.9%
Constipation 10.8% 12.1%
Nausea 10.0% 19.8%
Abdaminal painNOS 5.8% 3.4%
Dyspepsia 4.2% 6.9%
Loaose stools 4.2% 5.2%
Gastpinteginal hemorrhage NOS 1.7% 5.2%
General Disorders and Administr ation Site 44.2% 59.5%
Conditions
Edemaperipheral 6.7% 13.8%
Pyrexia 6.7% 8.6%
Chestpain 6.7% 6.0%
EdemaNOS 6.7% 4.3%
Asthenia 5.0% 5.2%
Injectionsite erythema 2.5% 6.0%
Respratory, Thoracic and M ediastinal 31.7% 37.1%
Disorders
Pharyngolaryngealpain 8.3% 1.7%
Pleural eff usion 5.8% 6.9%
Cough 3.3% 6.0%
Dyspnea 3.3% 5.2%
Skin and Subcutaneous Tissue Disorders 30.0% 34.5%
RashNOS 6.7% 8.6%
Pruritus 5.8% 5.2%
Erythema 5.0% 5.2%
Sweatngincreased 5.0% 0%
M usculoskeletal and Connective Tissue 29.2% 36.2%
Disorders
Painin extremity 9.2% 9.5%
Backpain 6.7% 8.6%
Arthralgia 3.3% 11.2%
PsychiatricDisorders 29.2% 24.1%
Insomnia 9.2% 6.9%
Anxiety 5.0% 5.2%
Nervous System Disorder s 26.7% 27.6%
Headadhe 6.7% 10.3%
Dizziness 5.8% 6.0%
I nvestigations 25.0% 28.4%
Blood creatine phosphokinaseincreased 6.7% <1%
Blood and L ymphatic System Disorders 24.2% 20.7%
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Daptomycin 6 mg/k Comparator”®
Adverse Events P (N);120) 'Ky (Np:116)
AnemiaNOS 12.5% 15.5%
M etabolism and Nutrition Disorders 21.7% 32.8%
Hypokalemia 9.2% 12.9%
Hyperkalemia 5.0% 8.6%
Vascular Disorders 17.5% 17.2%
Hypertension NOS 5.8% 2.6%
Hypotension NOS 5.0% 7.8%
Injury, Poisoning and Procedur al 15.8% 155%
Complications
Renal and Urin ary Disorders 15.0% 22.4%
Renal failure NOS 3.3% 9.5%
Renal failure acute 3.3% 6.0%
Cardiac Disorders 11.7% 15.5%
Reproductive System and Breast Disord ers 5.0% 6.9%
EyeDisorders 4.2% 8.6%

a Safety population includes all subjectswho received atleastonedoseof daptomycinor comparator acarding to treatment actudly

received during thetrials

Compaator: vancomycin (1 g IV q12h), which wasused in patierts with known or suspected penicillin allergy or with methicillin-
resistant Saphylococcusaureus, or arti-staphylococcal semi-synthetic pericillins (.e., n&cillin, oxecillin, cloxacilin, flucloxacilin; 2 g IV
g4h), which were selected based on the standard therapy in each country, eachwith initial synergistic gertamicin.

°NOS Not Otherwise Specified

Note: p-values by body system were as bllows: infectionsp=0.435; gastointestinal p=0.194; general and administration site p=0.020;
respiratory, thoracic, mediaginal p=0.412; skin and subcutaneaustissue p=0.488; musculoskeletal andconnective tissuep=0.269;
psychiatric p=0.462; nervous ystem p=0.885; investigations p=0.560; blood ard lymphetic system p=0.537; metatolism and nutrition
p=0.059; vascular p>0.999; injury, poisoning p>0.999; renal ard urinary p=0.181; cardiac disorders p=0.449; reproductive system p=0.591;

eye disorders p=0.189

Themostcommonpossilhy or probably drug-rel atedtreament emergent adverseevents,
organized by body system, observed in the SAB/SAIE trial aredisdayed in Table 5.

Table 5. Incidence (%) of Possbly or Probably Drug-Related Treatment Emergent
AdverseEvents Ocaurring in 2 1% of Patientsin Either daptomycin or
Comparator Treatment Groupsin the Phase 3SAB/SAIE Study
(Population: Safety)

AdverseEvents Daptomycin 6 mg/kg Comparator

(N=120) (N=116)

I nvestigations
Blood creatine phosphokinase(CPK) incressed 5.0% 0%
Blood phosphorusincreased 2.5% <1%
Blood alkaline phosphatase incressed 1.7% 0%
Intemational normalizedratioincreased 1.7% 0%
Liverfunction test abnormal 1.7% <1%
Blood creatnineincressed 0% 2.6%

Gadtr ointestinal Disorders
Loose stools 3.3% 1.7%
Dyspepsia 2.5% <1%
DiarrheaNOS 1.7% 9.5%
Nausea 1.7% 5.2%
Vomiting <1% 1.7%

Skin and Subcutaneous Tissue Disorders
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AdverseEvents Daptomycin 6 mg/kg Comparator
(N=120) (N=116)

RashNOS 2.5% 2.6%
Renal and Urin ary Disorders

Renal failure NOS 1.7% 6.0%

Renal impairment NOS <1% 1.7%

Renal failure aaute 0% 2.6%
Infectionsand I nfestations

Candidal infection NOS 1.7% 0%

Vaginal candidiasis 1.7% 0%
General Disorders and Administr ation Site
Conditions

Chestpain 1.7% 0%

Pyrexia 0% 2.6%
Blood and L ymphatic System Disorders

Eosinophilia 1.7% 0%
Nervous System Disorder s

Dysgeusia 0% 2.6%
Vascular Disorders

Hypotension NOS 0% 2.6%
M usculoskeletal and Connective Tisale Disorders

Arthralgia 0% 1.7%

Wedknessin extremity 1.7% 0%

LessCommonClinicd Trial AdverseDrug Readionsin the SAB/SAIE Trid (< 1%)

Thefollowing events,not includedabovein Table 5, were reported as possily or probably drug-
related in the Staphyl@occusaureusbacteremia/Staphyl@occusaureusinfedive endocarditis

(SAB/SAIE) daptomycintreatedgroup:

BloodandLymphaticSystemDisorders: lymphadenopathy, thrombaythemia,
thrombaytopena

CardiacDisorders: atria fibrill ation, atrial flutter, cardiac arrest

Ear andLabyrinth Disorders: tinnitus

Eye Disorders: vision blurred

GastrointestinaDisorders: dry mouth,epigastric discomfat, gingival pain, hypoesthesiaoral
Infectionsand Infestations: fungemia, oral candidiasis,urinary tract infedion fungal
Investigations: alanineaminotransferase increased, aspatateaminotransfeaseincreased,
prothrombintime prolonged

MetabolismandNutrition Disorders: appetite decreased NOS

Musculogdetal and Connedive TissueDisorders: myalgia

NervousSystemDisorda's: dyskinesiaparesthesia

Psychiatric Disorders: hallucination NOS

Renal andUrinary Disorders: proteinuia, renal imparmentNOS

in andSubcutaeousTissueDisorders: hed rash, pruritus gererali zed, rashvesicular
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Abnormal Hematobgic andClinicd Chemistry Findings in the SAB/SAIE Trial

In the Staghylococcusaureusbaderemia/Staphybcoccusaureusinfedive endacarditis
(SAB/SAIE) trial, atotal of 11 daptomycinpatients (9.2%) had treament-emergent elevationsin
creatine phosphoknase(CPK)to > 500U/L, including 4 patientswith elevations> 10X ULN.
Three of these11 patients hadCPK levels returnto thenormal range during continued
daptomycintreatment, 6 had valuesreturn to the normal range during follow-up, 1 had values
returning toward baseline at thelastassessmengnd 1 did not have follow-up valuesreported.
Six of the 11 patientswith trestment-emergent CPK elevations> 500U/L had medcd or
sumgical reasonsfor theelevated CPK. Three patientsdiscontinued daptomycindueto CPK
elevation. Table 6 presentstheincidence of CPK elevationsfrom baseline in all patientsandin

patientswith normal CPK levels through the end of treatment with daptomycinand compaator
in the SAB/SAIE trial.

Table 6. Incidence (%) of Creatine Phosphokinase (CPK) Elevations from Baselne
through End of Treatment in either daptomycin or Comparator
Treatment Groupsin the SAB/SAE Study

All Patients Patients with Normal CPK at
Baseline
Change Daptomycin Comparator Daptomycin Comparator
(N=116) (N=1112) (N=92) (N=96)

% N % N % N % N

No Increese 75.9 88 87.4 97 75.0 69 875 84
Maximum Value > 1X ULN* 24.1 28 12.6 14 25.0 23 125 12
>2X ULN 138 16 6.3 7 120 11 5.2 5

>4X ULN 8.6 10 0.9 1 7.6 7 0.0 0

>5X ULN 6.9 8 0.9 1 54 5 0.0 0

> 10X ULN 34 4 0.9 1 2.2 2 0.0 0

* ULN (Upper Limit of Normd) is laboratory specific.
Note: CPK evaluationsthrough 3 days post-treatment are induded in the ardlysis.

There was morerenal dysfunction in comparator-treated patientsthan in daptomycintreated
patients. Theincidenceof deaeased renal function, defined as the proportionof patientswith a
creatinine clearance level < 50 mL/min if baseline clearance was > 50 mL/min or with adeaease
of> MImin if baseline clearance was < 50 mL/min, is shown in @ble 7.

Table 7. In cidence of Decreased Renal Function Basedon Creatinine Clear ance
Levels
Daptomycin 6 mg/kg Comparator?
Study Interval (N=120) (N=116)
n/N (%) n/N (%)
Days 2 to 4 2/96 (2.1%) 6/90 (6.7%)
Days 2 to 7 6/115 (5.2%) 16/113 (14.2%)
Days 2 to End of Study 13/118 (11.0%) 30/114 (26.3%)

aComparator: vanomycin (1 g IV g12h)or anti-staphylococcal semi-synthetic penicillin (i.e. nécillin, oxacili n, cloxacilin,
fludoxacilin; 2 g IV g4h), each with initial low-dose gentamtin.
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Pod-Market Adverse Drug Reactions

Thefollowing adverse readions have been reported with daptomycinin worldwide pog- marketing
experience. Becaisetheseeventsare reported voluntarily from apopulationof unknownsize,
estimaies of frequency cannotbemadeand causalrelationshipcannotbe precisdy established.

ImmuneSystemDisorde's: anaphylaxis; hypersensitivity readions, including angioedema, drug
reactionwith eosinophiliaand systemicsymptoms(DRESS), pruritus, hives,shortnessof breath,
difficulty swallowing, truncd erythemaand pulmonary eosinophilia.

InfectionsandInfestations: Clogridiumdifficile-assocateddiarrhea

Investigations: platelet count deaeased.

Musculog&detal Disorders: myoglobin increased; rhabdamyolysis (somereportsinvolved
patientstreated concurrenty with daptomycinand HM G-CoA reductaseinhibitors). Neurologic
Disorders: onecaseof comapostanaesthesia/stgery; peripheral neuopathy. Renal andUrinary
Disorders:aautekidney injury; renal failure; renal insuffi ciency, tubulointerstitial nephritis (TIN)
Respiratory, Thoracc, andMediaginal Disorders:cough; eosinophilicpneumonia(see
WARNINGS AND PRECAUTIONS Respiratory, Eosinophilic Pneumonia); organizing
pneumoni.

Sin and Subcutaeous TissueDisorders: aaute generalized exanthenatous pustuosis; serious
skin reacions, including Stewens-Johnsonsyndrome and vesiculobullousrash (with or without
mucousmemiyaneinvolvement).

DRUG INTERACTIONS
Overview

Thereis limited experience regarding concomitantadminigration of Daptomycin for Injectionwith
other medicinal products that may trigger myopathy (e.g., HMG-CoA reductaseinhibitors).
However, same cases of marked risesin creatinephosphokiase(CPK)levels andcases of
rhabdomyolysisoccurred in paientstaking oneof thesemedcaionsat thesametime as
Daptomycin fornjection It is recommended thatothermedicaions assocatedwith myopathy
should,if possiblepbetemporarily discontirued duringtreament with Daptomycin for Injection
unlesgthe benefits of concomitantadminigration outweigh therisk. If co-adminigration cannot be
avoided,CPKlevels shouldbe measured more frequently thanonce weekly and patients shouldbe
closdy monitored for any signsor symptomsthatmight represent myopathy.

Daptomycin is primarily cleared by rendl filtr ation and, therefore, plasmalevels may be increased
during co-adminidration with medicina productsthat reduce rend filtr ation (e.g., NSAIDs and
COX-2 inhibitors). In addition, there is a potentialfor a pharmacodynamic interaction to occur
during co-adminidration dueto additive renal effects. Therefore, cautionis advisedwhen
Daptomycin for Injectioms co-adminigered with any other medicinal product knownto reduce
renal filtr ation.

Drug-Drug Int eractions

Drug-drug interadion studieswere performed with daptomycinand otherdrugsthatare likely to
either beco-adminidered or assocatedwith overlappingtoxicity asshownin Table 8.
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Table 8. Established or Potential Drug-Drug Int er actions with daptomycin
Drug Name Ref Effect Clinical comment
Aztreonam CT In astudy in which 15 healthyadult subjects | No dosage adjustmen of Daptomycin
receivedasingle dose of daptomyciné mg/kg | for Injectionis warranted when
IV and acombination dose of daptomyciné | Daptomycin for Injectioris co-
mg/kg IV and aztrenam 1 g 1V, the Cand | administeredwith aztreonam
AU C,., of daptomycin were not significantly
ateredby aztreonam.
HMG-CoA CT In 20 healthysubjectson a stable daily Inhibitors of HMG-CoA reductasemay
Reductase dose of oral simvastatin 40 mg, cause myopathy, which is manifested
Inhibitors administration of daptomycind mgkg IV asmuscle pain or weakness associated
g24h for 14 days (N=10) wasnot asociated | with elevatedlevels of CPK.
with a higherincidenceof adverse events Experiencewith co-administration of
than subjectsreceving placebo oncedaily HMG-CoA reductase nhibitors and
(N=10). daptomycirin patientsis limited,
therefore, consideration should be
given to temporarily suspending use of
HMG-CoA reductase nhibitorsin
patientsreceving Daptomycinfor
Injection (seeWARNINGSAND
PRECAUTIONS, M usculoskeletal).
Probenecid CT Concomitant administration of oral probeneciq No dosage adjustment of Daptomycin
(500 mg four times daily) and asingle dose of | for Injectionis warrantedwhen
daptomycird mg/kg IV did not significantly | Daptomycin for Injections co-
alterthe Cpaxand AU Cy.., of daptomycin. administeredwith probenecid.
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Drug Name Ref Effect Clinical comment
Tobramycin CT In astudy in which 6 heathy adult males | Theinteractionbetweendaptomycirend
recevedasingle dose of daptomycir tobramycin with aclinical dose of
mg/kg 1V, tobramycin 1 mg/kg IV, and daptomycinis unknown. Cautionis
bath in combination, the mean Coxand | warrantedwhenDaptomycin for
AUC,., of daptomycin incressed12.7% | Injectionis co-administeredwith
and 8.7%, respectiely, when tobramycin.
administeredwith tobramycin. The mean
Crax @and AUC,,, of tobramycin
decreaed10.7% and 6.6%, respectively,
when admi nisteredwith daptomycin
Thesedifferenceswere not statistically
significant.
Non- In rats,mild skeletalmuscle
clinical degeneration and/or regeneration was
observed with 20 mg/kg IV daptomycin
when administeredalone. During
concurrent administration with
tobramycin 10 mg/lkg SCh.i.d., mild
skeletl muscle changes were observed
with5 mgkg IV daptomycin
Tobramycin may have aweak
potentiating eff ect on muscle damage
causedby daptomycin
Warfarin CT In 16 healthysubjects, concomitant As experiencewith the concomitant
administration of daptomyciné mg/kg administration of daptomycinand
IV g24hfor 5 daysfollowedby asinde | warfarin islimited, anticoagul ant
oral dose of warfarin (25 mg) hadno actiity in patientsreceving
significant effecton the Daptomycin for Injectiorand
pharmacokinetics of eitherdrugand did | warfarin should be monitoredfor
not significantly alterthe INR the first several days afterinitiating
(Intemational NormalizedRatio). therapy with Daptomycin for
Injection
Gentamicin Non- An increase in nephrotoxicity was Concurrent admi nistration of
Clinical apparent upon combination treatment with | daptomycin and clinical levels of
daptomycin 30 mg/kg/daylV and ahigh | gentamicinisunlikely to alterthe
dose of gentamicin (30 mgkg/day IM) in | nephrotoxic potential of gentamicinin
dogs. No meaningful differencein humans. However, caution shauld be
nephrotoxicity wasobserved in animals usedwhen administering the
recaving daptomycin in combination with| combination to renally impaired patients.
amore clinicaly relevant dose of
gentamicin (9 mg/kg/day IM).
CT: Clinical Trial

Drug-Food Int eractions

Interactionswith food have notbeen established.

Drug-Herb Interactions

Interactionswith herba products havenot been established.
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Drug-Laboratory Interactions

Clinically relevant plasmalevels of daptomycin have been observed to causea signifi cant concentration-
dependent false prolongation of prathrombintime (PT) and elevation of International Normali zed Ratio
(INR) when certain recombinant thrombopastin reagentsare utili zed for theassay. The possibilty of an
erroneoudy elevated PT/INR resultdueto interadion with arecombinant thrombopkstin reagent may be
minimized by drawing specimensfor PT or INR testing near thetime of trough plasmaconcentrations of
daptomycin. However, suficient daptomycin levels may be present at trough to causeinteraction.

If confronted with anabnormally high PT/INR result in a patient beingtreatedwith Daptomycinfor
Injection, it is recommended that clinicians:

1. Repea theassessmertdf PT/INR, requestingthatthe specimen bedrawn just prior to the next
Daptomycinfor Injectiondase (i.e., at trough concentration). If thePT/INR value drawn at
trough remainssubsantially elevatedover what would othewisebe expeded,consicer
evaluating PT/INR utili zing an aternative method.

2. Evauatefor other causesof abnornelly elevated PT/INR results.

DOSAGE AND ADMINISTRATION

Complicated Skin and Skin Structure Infedions: Daptomycin for Injedion 4 mg/kg should be
adminigered intravenoudy once every 24 hoursfor 7 to 14 days, either by injedion over a2-minute

period or by infusionover a 30-minuteperiod.

Staphylococcus aureus Bloodstream Infedions (Bacteremia) including thosewith Right- Sided
Staphviococcus aureus | nfedive Endocarditis (Native Valve). Daptomycin forinjection6 mg/kg

shouldbe administered intravenoudy once every 24 hous, either by injedion over a 2-minuteperiod or
by infusionover a 30-minuteperiod. Duration of treament should be based on the teaing physician’s
working diagnosis. In theclinical trial, duration ranged from 10 cys to42 days with an optionfor an
additional 14 days

There are limited safety data for the use of Daptomycin for Injectiorior morethan28 days.

Clinica studiesn patientsempbyed infusionof daptomycin over 30 minutes. Thereis no clinical
experiencein paientswith theadminidration of daptomycin asaninjection over 2 minutesThis mode
of adminigration was only studed in hedthy suljeds. However, when compaed with thesamedoses
given as intravenousinfusionsover 30 minutes, there were no clinically important differencesin the
pharmacokinetics andsafety profile of daptomycin (see also ADVERSE REACTIONS, Adverse
Drug Reaction Overview and ACTION AND CLINIC AL PHARMACOLOGY,

Phar macokinetics).

Dosingand Administration Considerations

General
1 Daptomycin fornjectionshouldnotbedosed morefrequently than once aday. In Phasel and
2 clinica studieswith daptomycin credine phosphokiase(CPK) elevations appeaed to be
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more frequent when daptomycinwas dosedmore frequently thanonce daily.

1 Clinicd studieswith daptomycirhave shownthat dosingadjusmentsbased on agealone,
gender, race or obesity are notrequired (see ACTION AND CLINICAL
PHARMACOLOGY, Spedal Populations and Conditions).

1 Daptomycinfor Injectionshouldbereconstitutedwith a21 gauge or small er needle to prevent
conamination of broken rubber in theremnstitutedsolution.

Therecommended dosing schedulefor adult patientsincluding thosewith creatinine clearance
=30 mL/min is presentedin Table 9.

Table 9. Recommended Dosageof Daptomycin for Injection in Adult Patientsincluding
thosewith Creatinine Clearance2 30 mL/min
Creatinine L . .
Clearance Indication DosageRegimen Duration

ComplicatedSkin and %in
Structure Infedions
Staplylococaus aureus
Bloodstreaminfecions

2 30mL/min | (Baderemia) includingthose
with Right-Sided 6 mg/kg once @ery 24 hours
Staplylococaus aureus
Infective Endoerditis (Native
Valve)

4 mg/kg once &ery 24 hours 7 to 14days

10 to 42days with
an ogion for an
addtional 14 days

Patients with Renal Impair ment
Daptomycin is eliminated primarily by thekidney.

No doseadustmentis required in patientswhosecreatinine clearance is 2 30 mL/min (see Table 9).

Patientswith Creatinine Cleaance < 30 mL/min

Daptomycin for Injection should only be used in patients whose creatinine clearance is < 30
mL/min when it is considered that the expeded clinical benefit outweighs the potential risk and
for whomthere are no further therapeutic options.

Clinical effi cacy and safety of daptomycirhave not been establishedn patientswith severerena
impairment(creatinine cleaance < 30 mL/min).

Thedoseinterval adjugmentguidance presentedbelow in Table 10is based on pharmacokinetic
modelingdata.

Responsdo treatment, renal function and creatine phosphokiase(CPK) should beclosdy monitoed
in thesepatients.

Whenever possibé, Daptomycin fornjectionshouldbeadminigered following the completion of
diaysisondialysisdays. Theuse of high-flux dialysismembranes during 4 hous ofhemodial ysis may
increasethe percentage of doseremovedcompaed with low-flux memiyanes.
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Table 10. DosageAdjustment of Daptomycin for Injection in Adult* Patientswith Severe
Renal | mpairment (creatinine clearance < 30 mL/min)

Creatinine L , .
Clearance Indication DosageRegimen Duration
Complicated Sin and %in
Structure Infedions 4 mg/kg once @ery 48 hours 7 to 14days
Staplylococaus aureus
. Bloodstreaminfecions 10to 42days with
< 30mL/min N ) . ;
(Baderemia) including those with an ogion for an
Right-SidedStaplylococaus 6 mgkg once @ery 48 hours addtional 14 dgs
aureusinfective Enabcarditis
(Native Valve)

*The dosage regimen for Daptomycin for Injection in paediatric patients with renal impairment has resthigleshed

Patients with Hepatic Insufficiency

No doseadjugmentis necessay when adminigering Daptomycin forinjectionto patientswith mild
or moderate heptic insufficiency (Child-Pugh ClassB). No data are avail ablein patientswith
seere hepatic insufficiency (Child-Pugh ClassC).

Pediatrics

Thesafety and effi cacy of daptomycinin patientsunder the age of 18 have not been established.Use
of Daptomycin forinjectionin this age groupis notrecommended until furtherdata areavailable (see
ACTION AND CLINIC AL PHARMA COLOGY, Spedal

Populations and Conditions, Pediatrics, DETAILED PHARMA COLOGY, Animal

Phar macology, Juvenile Animalsand TOXIC OLO GY).

Reconstitution

Daptomycin fornjectionshouldbereconstitutedwith 0.9%sodiumchloride for injedion, USP(see
Reconstitution).

Daptomycin forinjectionis supplied in single-dase vials contaning 500 mg daptomycin as a sterile,
lyophilized powder. Thecontentsof aDaptomycin forinjection500mgvial shouldbe
reconstitutedwith 10 mL of 0.9% sodiumchloride for injedion to 50 mg/mL. Sinceno preservative
or bacteriostaticagent is present in the prodict, aseptic technique mustbeusedin preparation of the
product.

Procedure:

1. Priorto reconstitution,removethe Daptomycin forinjectionvials from refrigeration and alow
theproduct to sit at room tempeaature for afew minutes. Daptomycin forinjectionvials do not
need to bewarmed to room tempeatureprior to reconstitution.

2. Removethepadypropyleneflip-off cgo fromthe Daptomycin forinjectionvial to
exposethe central portionsof therubber stoppers. Gently tap vial twice on counterto
settle/loosen thelyophilized powder cake.

3. Usingasyringe, slowly transferthediluent through the centerof therubber stopper

Product Monograph of Daptomycin for Injection Page 24 of 60



ok

into the Daptomycin forlnjectionvial, pointingthetransfer needle towardthewall of
thevial to prevent excessive foaming. Ensue thatthecomplete daptomycin product is
wetted by gently rotating thevial.
Allow theproduct to sit undisturled for approximately 10 minutesat roomtemperature.
Gently swirl the Daptomycin forinjectionvial until aclear, fully reconstituted
solutionis obtaired. Thistypically takesfrom5 to 15 minutes.
AVOID VIGOROUS SHAKING TO PREVENT FOAMING OF THE PRCDUCT
DURING RECONSTITUTION.

Thereconstitutedsolution shouldbe chedked carefully to ensue thattheprodict is in solution
andvisually inspectedfor theabsence of particulatesprior to use. FresHy reconstitutedsolutions
of Daptomycin forinjectionrangein colour from pale yellow to light brown.

For 1V inj ection over a period of 2 minutes:
ReoonstituteDaptomycin forinjection as directed abowve, to a concentration of 50 mg/mL with
0.9%sodiumchloridefor injection.

For 1V infusion over a period of 30 minutes:
ReonstituteDaptomycin forinjection as directed abowve, to a concentration of 50 mg/mL with

0.9%sodiumchloridefor injection. Furtherdilute usingaseptic techniquewith additional 0.9%
sodiumchloridefor injection to afinal concentration in therange of 2.5to 20 mg/mL (typicaly

10 my/mL).

Appro ximate

Nominal Concentration | Available Volume of Volume of Total Volume Nominal
Vial Size of Remndtituted Remnstituted Additional of Solution for Concentration of
Solution Solution Diluent Infusion Solution for Infusion
500 mg 50 mg/mL 10 mL 15mL 25 mL 20 mg/mL
500 mg 50 mg/mL 10 mL 40 mL 50 mL 10 mg/mL
500 mg 50 mg/mL 10 mL 190 mL 200 mL 2.5mg/mL
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BecauseDaptomycin forinjectiondoes notcontainany preservative or bacteriostaic agent,
ageptic technique mustbe usedduringpreparation for adminigration and the product shouldbe
usedprompty. If reconstitutedDaptomycin for njectionwithin thevial or infusionbag is not
usedmmediately, it mustberefrigeratedat 2 to 8°C. It is recommended thatthe solutionbe
usedwithin 72 hous dueto the possibilty of microbial contaminatiorduringremnsitution (see
aso STORAGE AND STABILITY).

Daptomycin forlnjectionshouldnotbeused in conjurction with ReadyM ED® elastoneric
infusionpumps. Stabity studes of daptomycinsolutionsstored in ReadyM ED® elastorreric
infusionpumpsidentified an impurity (2-mercgptobenzothazole) leaching fromthis pump
systeminto the daptomycinsoluion.

Daptomycin fornjectionvials are for single-use only.

Compatible Intravenous Solutions

Daptomycin forinjectionis comgtible with 0.9%sodium chloide injection and lactated
Ringer’s injection. Thefollowing are competible at roomtemperature when co-administered
with Daptomycin forinjectionin 0.9%sodiumchloride through thesamelV line from se@rate
infusionbags: aztreonam, ceftazidime, ceftriaxone, gentamicin, fluconazole, levofloxaadn,
dopamineheparin, and lidocane.

Daptomycin fornjectionis NOT compatiblewith glucose(dextrose) containing diluents.
Other than theninedrugs listedabove, additivesand othermedcations shouldnotbeinfused
simultaneoudy with Daptomycin forlnjectionthrough the samelV line becauseonly limited
data areavail able on compatibility.

If thesamelV line is used for sequential infusionof sewera different drugs, theline shouldbe
flushed with acompatibe infusionsolutionbefore and after infusionwith Daptomycin for

Injection No other product than the approveddiluent shouldbe added to the Daptomycin for
Injectionvial or infusion bag.

OVERDOSAGE

For managementof a suspeteddrug overdos, contact your regional PoisonControlCentre. |

In theevent of overdosa@, supportivecare is advised with maintenance of glomerular filtr ation.
Daptomycin is slowly cleared fromthe body by hemodialysis (appraximately 15%recovered
over 4 hours) or peritoneal dialysis (approximately 11%recovered over 48 hous). Theuseof
high-flux memlranes during 4 hous of hemodialysis may increasethe percentage of dose
removed,as evidenad by thelarger deaease in the pre- to postdase concentrations (41%)
compaed with low-flux memlyanes (5 to 7%).

A 58-year old malewith ahistory of multiple sclerosis,diabetesand hypertensionwas
adminigered an acadenal single doseof daptomycin3 g (43 mg/kg). Twenty-four hours later
symptomsof orofadal movementsip smading and shoulder shrugging were observed and
diagnosed as dyskinesia. Daptomycinwas discontinuedand the patient was treaed with
benztropineand lorazepam. Theeventsresolved and therapy was restarted without further
incident.
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ACTION AND CLIN ICAL PHARMACOLOGY

Mechanism of Action

Daptomycin is acyclic lipopeptideantibaderia agent. Daptomycin bindsto Gram-positive
baderial membranesin a cdcium-dependant manner and causesarapid depolarization of
memlyanepotential. Thislossof membrane potential causesnhibition of protein, DNA, and
RNA synthesiswhichresutsin baderial cdl death. Activity of daptomycin is dependant onthe
presence of physiological levels of free calcium ions (50 pg/mL) (see MICROBIOLOGY).

Resistance

Cases of daptomycin resistarce have been reported in staghylocoaci in clinica trials and
during postmarketing use.

Phar macokinetics

Themean pharmacokinetic parameters of daptomycin at stealy-statefollowing 1V

adminigration of daptomycinover a 30-minuteperiod at 4 to 12 mg/kg q24hto healthy young
adultsare summarized in Table 12.

Table 12. Mean Daptomycin Phar macokinetic Parametersin
Healthy Volunteers at Steady-State

Phar macokinetic Par ameter s
M ean (Standar d Deviation)
Dose” °AUC .4 CL+r ‘C ‘C

(mg/kg) N (ug*h/mL) tiz2 (h) Vss (L/kg) | (mL/h/kg) (ug/mL) (ug/mL)
4 6 494 (75) 8.1(L0) (8'888) 83(13) | 57.8(30) | 5.9(16)

6 6 632(79) 7.9(L0) (8'38% 9.1(L5) | 939(60) | 6.7(L6)

8 6 858 (213) 8.3(2.2) (8'3%) 9.0(30) | 1233(16.0) | 10.3(5.5)

10 9 109(178) | 7.9(06) (8'83% 8.8(22) | 1411(240) | 129(2.9)
12 9 127(253) | 7.7(L.1) (8'8%) 9.0(28) | 1837(25.0) | 137(52)

2AUC,..4: area under theoncentratiortime curve from 0 to 24 hours;:tterminal elimination haffife ; Vss volume of distribution at steaestate;
CLr: plasma clearance;fa: maximum plasma concentration (total drug)

®Doses ofdaptomycinin excess of 6 mg/kg have not be@pved

“Values relate to total drug in plasma (free + protein bound)

Absorption: Daptomycin pharmacokineticswere generaly linear and time-independent at
doses of4 to 12 mg/kg q24h. Steady-statetrough concentrationswere achieved by thethird
dailly dos. Themean (standard deviation) steady-statetrough concentrationsattainedfollowing
adminidration of 4, 6, 8, 10 and 12 mg/kg q24hwere 5.9 (1.6), 6.7(1.6),10.3(5.5), 12.9(2.9)
and 13.7(5.2) yg/mL, respedively. Themean AUC and Cpin, (minimum plasmaconcentration)
of daptomycin during once-daily dosing with 6, 8, 10 and 12 mg/kg were dosepropational;
however, themean Cax (maximum plasmaconcentration) was slightly lessthan dose
proportional. Total clearance was unchanged across4 to 12 mg/kg g24h.
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Daptomycin adminigeredas a 2-minuteintravenousinjection also exhibited doseproportional
pharmacokinetics in theapproved therapeutic dose range of 4 to 6 mg/kg. Compaable exposure
(AUC and Crh«) was demonstetedin hedthy subjects following adminigration of daptomycin
as a30-minuteintravenousinfusionor as a 2-minuteintravenousinjection.

Following IV adminidration of daptomycirto healty voluntea's over a2-minuteperiod at
doseof 4 and 6 mg/kg, themean (SD) daptomycin steady-stateAUC., valueswere 475

(71)and 701(82) pg h/mL, respetively. Themean (SD) steady-state Crax Valueswere 63
(11) and 92(18) pg/mL, respectively.

Distribution: Daptomycin is reversibly boundto humanplasmaproteins,primarily to serum
albumin,in a concentration-independent manner. Theoverall mean bindingat dosefrom4 to
12 mg/kg ranged from 90 to 93%. Theapparent volumeof distribution(Vy) of daptomycin at
steady-statein healthy adult subpds was low, approximately 0.1 L/kg at dosesof 4 to 12 mg/kg,
consistentwvith distribution primarily within theextracdlular space.

Daptomycin penetratesinto skin blister fluid and reaches amean Cp,ax 0f 27.6 ng/mL (mean ty,=
17.3hr9).

In clinical studiesmean serum proteinbindingin subgds with creainine clearance (CLcg) = 30
mL/min was comparable to that obseved in hedthy subpdaswith normal reral function.
However, there was atrend toward decreasingserum protein bindingamong subpds with CLcr
< 30mL/min (87.68%), including hemodid ysis patients(85.9%) and continuousambulatory
peritoned dialysis patients (83.3%). Theprotein bindingof daptomycin in subpdswith
modeate hepatic impairment(Child-Pugh B) wassimilarto hedthy adult subpds.

Metabolism: In vitro studeswith humanhepatocytes indicae thatdaptomycin does notinhibit
or inducetheactivities of thefollowing humancytochromeP450(CYP) isoforms: 1A2, 2A6,
2C9,2C19,2D6,2E1, and 3A4. Inin vitro studes, daptomycin was not detectaldy metbolized
by humanliver microsomes. It is unlikely thatdaptomycin will inhibit or induce the metabolism
of drugs metabolzed by the CYP system.

In asepaate study, no metabolites were observed in plasmaon Day 1 following adminidration
of daptomycin at 6 mg/kg to healthy subgcts. Inactive metboliteshave been detected in urine,
asdeermined by thediff erencein total radioactivity concentrationsand microbiologically adive
concentrations. Minor amountf 3 oxidative metabolites andoneunidertified compoundwere
detectedin urine. Thesite of me@bolismhasnotbeen identified.

Excretion: Daptomycin is excretedprimarily by thekidney. In amassbalance study of 5
hedthy subjcts usingradiolabell ed daptomycin, appraximately 78%of the adminigered dose
was recovered from urine based ontotal radioactivity (approximately 52% of thedosebased on
microbiologically active concentrations)and 5.7% of thedosewas recovered from feces
(colleaedfor up to ninedays) based ontotal radioadivity.

Dueto limited clinical experience, response to treatment, renal function and creatine
phosphokiase(CPK) should beclosdy monitared in all patientswith same degreeof renal
impairment (CLcr < 80 mL/min) (seeDOSAGE AND ADMINISTR ATION).

Product Monograph of Daptomycin for Injection Page 28 of 60



Spedal Populations and Conditions

Pediatrics: Currently, there are very limited data on the pharmacokinetics of daptomycin in
pediatric patients. Multiple-dosepharmaakinei c studes have notbeen condwcted. Thesafety
and efficecy in pediatric patientshasnot been established. Therefore, useof daptomycinn
pediatric patientsis not recommended until furtherdata are avail able.

Pediatric patients younger than12 monthsshouldnot be given daptomycindue to therisk of
potentialeffeds on muscuér, neuromuscuér, and/ornervoussystemgeither peripheral and/or
central) thatwere observed in neonatal dogs (e INDICATIONS AND CLINIC AL USE,
Pediatrics, DETAILED PHARMACOLOGY, Animal Pharmacology, and TOXICOLO GY).

Thepharmacokineticsof daptomycin in pedatric patientswere assesad in aPhase | single-dose
trial. A single 4 mg/kg doseof daptomycinas a 30-minuteinfusionwas evaluated in three
groupsof pediatric patientswith proven or susgected Gram-positiveinfectionswho were
recaving stardard antibacterial therapy (2-6 years, 7-11 yearsand 12-17 years). Resultsfrom
thistrid indicated that in theyounger agegroups(2-6 years and 7-11 years), exposurg(AUC,
Cma) and elimination half-life (t1,) were reduced compaed to addescents (12-17 years) while
clearance was increased in the younger agegroups. Therefore, thesingle-dosedaa
demonsteteddifferences in thekineticsof daptomycin that are afunction of age (e.g., increased
clearance with decreasing age).

Another Phesel single-dosetrial was conductedto evaluatethe pharmacokineticsof daptomycin
after asingle 8 mg/kg or 10 mg/kg doseof daptomycinadminigered as a 1-hourinfusionin
pediatric subpds aged 2 to 6 years, inclusive, with proven or suspeted Gram-positiveinfections
whowere recaving standard antibaderial therapy. Themean exposurg(AUCy...) was429and
550 ug*hr/ml after the administration of 8 and 10 mg/kg single intravenousdosesyespectively.
Thepharmacokineticsof daptomycin appearsto belinear in theagegroupand doserange
studed. Thehalf-life, cleaance and volumeof distribution were generally similar at bothdose
levels tesed.

Geriatrics: Thepharmacokineticsof daptomycin were evaluated in 12 healthy elderly subjects
( = yé&arSof age) and 11 hedthy young matched controls (18 to 3@ears of age). Following
adminidration of asingle 4 mg/kg 1V doseof daptomycinthemean total cleaance of
daptomycin was reduced appraximatdy 35%and themean AUC,.., increased appraximately
58%in elderly subpds compaed to young hedthy subgds. There were no differencesin Cpa.
No dosaye adjugmentis warrantedfor elderly patientswith normal renal function based on age
alone.
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Gender: No clinicaly significant gende-related differences in daptomycin pharmacokinetics
have been observed. No dosaye adjusgmentis warrantedbased on gender when adminigering
Daptomycin for Injection

Hepatic Insufficiency: Thepharmacokineticsof daptomycin were evaluated in 10 subjects with
modeate hepatic impairment(Child-Pugh ClassB) and compaed with healthy volunteers (N=9)
matched for gender, age, and weight. The pharmacokineticsof daptomycin were notaltered in
subpedswith moderate hepatic impairment. No dosageadjugmentis warrantedwhen
adminigering Daptomycin for Injectiortio paientswith mild to moderate hepatic impairment
Thepharmacokineticsof Daptomycin for Injectionn patientswith severe hepatic insufficiency
have notbeen evaluated.

Renal Impairment in Complicated Skin and Skin Structure Infedions (cSSSI): Population
derived pharmacokinetic parameters were determined for patientswith cSSSI and hedthy non-
infected subgcts with varying degrees of renal function (N=282). Following the adminidration
of asingle 4 mg/kg IV doseof daptomycinthe plasmaclearance (CLt) was reduced and the
systemicexposurgAUC,...) was increased with decreasing rena function (see Table 13). The
mean AUC,.., was not markedly different for subjects andpatientswith creatinine clearance
(CLcR) 30-80 mL/min ascompaed to thosewith normal renal function (CLcr > 80 mL/min).
Themean AUC,.., for subjects andpatientswith CLcr < 30 mL/min was appraximately 2-times
higher than thatoberved in individualswith normal renal function. For subjects on
hemodialysis (dosedoog-diaysis)continuousambulatay peritoned diaysis, themean AUCy.
was 3-timeshigher than that obseved in individuals with normal renal function. Themean Cpax
ranged from 59.6t0 69.6 ug/mL in subgcts with CLcg = 30 mL/min, while thosewith CLcg < 30
mL/min ranged from41.1to 57.7ug/mL. In non-infectedadult subjcts undergoing dialysis,
appraximately 15%and 11%of theadminigered dosewas removedby 4 hoursof hemodialysis
and 48 hours of continuousambuktory peritoned dialysis,respedively. In patientswith renal
impairment, bothrenal function and creatine phasphokinas€ CPK) shouldbe monitored more
frequently. Daptomycin for injectiontsouldbe adminigered following the completion of
hemodialysison hemodialysisdays (seeDOSAGE AND ADMINISTR ATIO N).
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Table 13. Daptomycin Population Phar macokinetic Parameter s Following
a Single 30-Minute IV Infusion of 4 mg/kg of daptomycin to Pati ents with
Complicated Skin and Skin Structure Infedions (cSSSl)and Healthy
Volunteerswith Varying Degrees of Renal Function

Phar macokinetic Parameter s
Renal Functi N M ean (Standard Deviation)
€ unction AUCq.c0 ta2 Vss CL~
(ug*h/mL) (h) (L/kg) (mL/h/kg)
Normal 0.13
(CLor>80 mL/mir) 165 417 (155) | 9.39(4.74) (0.05) 10.9(4.0)
Mild Renal Impairment 10.75 0.12
(CL g 50-80 mL/min) 64 466 (177) | (g.36) (0.05) 9.9(40)
M oderateRenal | mpairment 14.70 0.15
(CLcgr 30-<50 mL/min) 24 560 (2%8) (10.50) (0.06) 8.5(34)
Severe Renal Impairment 27.83 0.20
(CLer <30 mL/min) 8 95(467) | (1485 | (015 5.9(3.9)
Hemodialysis and CAPD 21 124 372) | 2281 0.15 3.7(L9)
(6.13) (0.04) "TA

CLcr: creatinine clearance estimated usng the Codkcroft-Gaut equation with actualbody weight; Vss volumeof distribution at steady-stag;
CAPD: continuousambulatory peritoneal dialysis

Renal I mpairment in the Staphylococcus aureus bacter emia/Staphylococcus aureus infedive
endocar ditis (SAB/SAIE) Trial: A secondpopulationardlysiswas conductedto determine
pharmacokineticparameters at steady-state in SAB/SAIE patients(Table 14). Patients(N=108)
receved 6 mg/kg q24hof daptomycirand were stratifi ed by varying degrees of renal function.
Plasmaclearance (CL+) deaeased with decreasing renal function, whereas AUC and Cpyn
increased with decreasing renal function. Mean AUC increased 1.6-fold while mean Cpin
increased 2.8-fold in paientswith moderate renal impairment compared to thosewith CLcr > 80
mL/min. Inthetwo patientswith CLcr < 30 mL/min, pharmacokineticparameters were similar
to thosewith moderate renal impairment. Mean Cax valuesranged from 80 to 114 ug/mL in
patientswith moderate to mild renal impairmentand were similar to thoseof normal subgds. In
SAB/SAIE patients,the overall mean volumeof distribution at steady-stae (Vs9 was 0.16L/kg
and was greaerthan thatin non-infected subgcts (0.1 L/kg), but similar to cSSSI patients. In
norrinfectedadult subgcts undergoing dial ysis, approximately 15% and 11% of theadminisered
dosewas removedby 4 hoursof hemodia ysis (N=6) and 48 hous of continuousambulatory
peritoned dialysis[CAPD (N=5)], respedively. In patientswith renal impairment,bothrenal
function and CPK shouldbe monitared morefrequently. Daptomycin for injectionshouldbe
adminigered following thecompletion of hemodalysison hemodia ysisdays (see DOSAGE
AND ADMINISTR ATION).
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Table 14.

Daptomycin Population Phar macokinetic Parameter s at Steady-

Statein SAB/SAIE Patients Dosed with 6 mg/kg of daptomycin with Varying
Degr ees of Renal Function

Pharmacokinetic Parameters
Renal Function N Mean (Standard Deviation}
AUCO—24 t1/2 Vss CI—T Cmax Cmin

[ elymL] [h] [L/kg] [mL/h/kg] [ e/mglL] [ emL]
Normal
CLo 2 >80 L/min 62 545 (296) 9.0(2.86) | 0.15(0.07) | 132(5.0) |108(143) 6.9(3.5)
Mild Impairment
CL cr 50-80 mL/min 29 637 (215) 12.0(2.26) | 0.17(0.04) | 10.5(3.5) 80 (41) 12.4(5.6)
M oderatel mpairment
CLcg 30-<50 mL/min 15 868 (349) 16.1(3.62) | 0.17(0.05) | 8.2(3.6) 114 (124) | 19.0(9.0)
Severel mpairment
CL o <30 mL/min 2 105Q 892 25.8,16.0 | 0.20,0.15 5.7,6.7 97,83 254,214

!Mean (SD) values are presented except Severe Impairment where N=2;
2Creatinine clearance was estimated using the CockGrnitt equation with actual body weight.

A 41%reduction in daptomycin plasmaconcentrationwas achieved using high-flux dialysis
membranes,anda5 to 7% reduction was achieved usinglow-flux dialysismembranes.

Obesity: Thepharmacokineticsof daptomycin were evaluated in 6 moderately obese[Body
MasslIndex (BMI) 25to 39.9kg/m?] and 6 extremely obese(BM| = 40 kg/m?) subjeds and
controlsmatched for age, sex, and renal function. Following adminigration of asingle 4 mg/kg
IV doseof daptomycirbased ontotal body weight, the plasmaclearance of daptomycin

normali zed to total body weight was approximately 15%lower in moderately obesesuljedsand
23%lower in extremdy obesesubpds compared with non-obesecontrols. The AUCo-» of
daptomycin increased approximately 30% in moderatel y obese and 31%in extremdy obese
subjeds compared with non-obesecontrols. Inthe complicated skinand skin structureinfection
trials (cSSSI), 8 patients> 150kg recaved daptomycin 4 mg/kg. Thehighesttotal dose
exposureoccurred in onepatient weighing 238.6kg (total exposure20 900 mg daptomycin over
21days). No dosage adjusiment of daptomycins warrantedin obesepatientsbased solely on
weight.

STORAGE AND STABILITY

Storevials containinglyophilized powder at 2 to 8°C.

Chemicd andphysica in-usestability of thereconstituted solutionin thevial, or infusion
soluions, has been demonstatedfor 12 hours at 25°C and up to 10 daysif stored under
refrigeration (2 to 8°C), under normal lighting conditions.However, because Daptomycin for
Injectiondoes notcontain any preservative or baderiostaticagent, asgptic techniguemustbe
usedduring preparation for adminidration and the product should beused promptly. If the
reconstitutedoroduct is notusedimmedetely, it mustberefrigeratedat 2to 8°C. Itis
recommended thatthe soluion beused within 72 hous dueto the possibilty of microbial
conaminationduringreconstitution. Avoid excessiveheat.
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Thecombired time (vial and infusionbag) at room tempeature, upto 25°C, shouldnotexceeal
12 hous. Thecombired time (vial and infusionbag)at 2-8°C shouldnot exceead 10 days.

SPECIAL HANDLI NG INSTRUCTIONS

For information on reconstitution, see DOSAGE AND ADMINISTR ATION abowe.

DOSAGE FORMS,COMPOSITION AND PACKAGING
Daptomycin for injedion is suppliedas a pae yellow to light brown lyophilized ceke in a

single-usevial (500 mg/via). Available in padkage of 1 vial. Daptomycin for injectiormay
also containsodiumhydroxide used to adjustpH in trace amounts.
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PART II: SCIENTIFIC INFORMATI ON

PHARMACEUTICAL INFORMATION

Drug Substance
Commonname: daptomycin

Chemicd nane: N-decanoyl-L-tryptophyl-D-asparaginyl-L-aspartyl-L-threonyl gl ycyl-L-
ornithyl-L-aspatyl-D-alanyl-L-aspatyl glycyl-D-seryl-threo-3-methyl-
L-glutamyl-3- anthraniloyl-L-alaninee;-lactone

Moleaularformulas  C7H101N1702

Moleaular mass: 1620.67g/mol

Structura formula:
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Table 15. Physicochemical properties

Attribute Description
Appearace Clear, dark yellow to light brown solution (bulk drug substance;frozen
concentrate). Paleyell ow to light brown Iyophilized powder (Iyophilized drug
product).
Solubility (at25°C)
Water > 1000 mg/mL
Acebnitrile < 0.05 mg/mL
Methanol 34.9mg/mL
Ethanol 1.20 mg/mL
Isopropyl alcohol 0.11 mg/mL
Partition Coefficient
1-octanol/water -1.32
1-octanol/tris-buffer,pH 7.4 | -3.26
pKa (aqueous) 2.9,35,4.3,4.7,105
Melting Pant 215°C
Specfic Rotation (at25°C)
Water +17.8°
Methanol +11.2°
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CLINIC AL TRIALS

Complicated Skin and Skin Structure Infedions (cSSSI)

Study demographicsand trial design

Thepatient denographics andbasictrial desgn for thetwo pivotal cSSSI studiesare
summarized in Table 16. Patientswere included for skin and skin structureinfections
complicatedby factorsimplicating deeper sdt tissue signifi cant surgica intervention, co-
morbidities, hospitaization and/orother factors. Themaindiagnosesvere woundinfections,
majorabsasses andulcerinfections,57% of which were consicered severan accordance with
theSIRSrating sce. Children, pregnant or ladating women and, among otheas, patientssuch
asthosewith bacteremia, pneumong, osieomyelitis, primary muscledisorders or CPK > 50%
Upper Limit Normal, third degree burns,shack/hypotensionandsevere renal impairment
(calculated credinine clearance < 30 mL/min) were excluded. In themajority of patientswith
Gram-positivecSSSI, theinfectionswere paymicrobia eitherdueto Gram-positivebaderia,
Gram-negative bacteria or anaerobes and30% of patientsreceived adjunctive surgery.
Microbiological ardal yses were restricted to Gram-positiveorganisms.

For purposes of thecomparator arm, overall anal yses, andthe grouping of clinically similar
patients,all patientswere pre-randomized to eithervancomycin or anti-stgphylococcd sem-
syntheticpenicillins. VVancomycin was chosen in cases of known or suspecte®RSA or patient
intoleranceto pericillins. Theanti-staghylocoacd sem-syntheticpenicillin chosen was
dependent uponavail ability and standard of care in thestudy country. All patientswere then
randomized 1:1to either daptomycin or the comparator arm. Patientscouldbeswitched to oral
therapiesafter aminimumof fourdays of IV treatment if clinical improvementwas
demonstetedand if aswitch was required for other relevant reasons. Patientsinitially treaed
with pentillins could beswitched to vancomycin if MRSA was cultured after randomization had
occurred. Aztreonam and metonidazolecould be concurrently adminigeredfor thetreatment of
Gram-negative and anaerobic bacteriarespedively.

Overadl, thedaptomycin and compaator aamswere comparable. In study 9801thelarge
majarity of patientswere fromthe US whereasin study 9901the majority was from South
Africa. Intheformer relativeto thelatter, study patientstended to beslightly olderandincluded
slightly more Caucasians,diabetics, surgical interventions,and vancomycin usage.

Product Monograph of Daptomycin for Injection Page 350f 60



Table 16. Summary of Trial Design and Demographics

Antibiotic Number
Study . Primary Treatments of Mean Age Race
Number DBeiSilCn Efficacy Compared | Patients | in Years &e&d/ir) (% caucasan/
(location) 9 Parameter (doseand Treated (range) black/other)
duration) (ITT)*
DAP-SST- | Multicentre, | Clinical Daptomycin | 264 55.2 54.2/45.8 | 67.0/18.9/14.4
9801 randomized, | outcomein | (4mgkgg24hIv (18-91)
parallel MITT* and | * 7-14da&ys)
(USand group, CE*
Sauth investigator | patient VErsus
Africa) blinded populations
with cSSS| S;’nfl‘gﬂ a(‘?: 266 555 55.6/44.4 | 62.8/22.6/14.9
7-12 days (1gqgizh P\// X 7- (1999
after 14 days)
treament or
cesstion semi-
synthetic
penicilli ns**
(4-12gMd IV in
divided doses x
7-14 days)
DAP-SST- | Multicentre, | Clinical Daptomycin 270 47.9 55.6/44.4 | 50.4/35.2/14.4
9901 randomized, | outcomein | (4mgkg/g24hiv (18-87)
parallel MITT* and | X7-1408ys)
(Sauth group, CE*
Africa, investigator | patient Versus
Europe, blinded populations .
Australia with cSSSI \(/::nrggﬁ: aé?;— 292 48.6 54.8/45.2 | 50.0/31.2/18.8
and Israel) 7-12 days oo i?/’ . (17-85)
after 14days)
treadment or
cessation semi-
synthetic
penicilli ns***
(4-12gMdivin
divided doses x
7-14 days)

* andytical subpopulationsinduded: ITT: intent to treat population (patiens with cSSSI who received atleastone dose); M ITT: modified intert
to treat population (ITT patierts with proved Gram-positive bacterial cSSS| atbaseline); CE: clinically evaluae population (all ITT patiertsin
whom dinical outcomecould beinferred to reflect the eff ect of the study drug, met clinical criteria for study infection, received correct study
drugasrandomized for appropriateduration and intensity, hadrequired clinical evaluationsand did not receive confounding non-study
medications); ME: microbiologically evaluade population (CE patierts with a Gram-positive bacterium at baline); about 82% of ITT paients
met MITT criteriaand 81%of ITT patierts met CE criteria; 84% of CE patientsmet ME aiteria for microbiological evaluability at Test of Cure
visit

** arti-staphylococcal semi-synthetic pericilli n: nafcicillin, cloxacilin or oxacillin

*** ani-staphylococcalpericilli n: fludoxacilin, cloxacilin or oxacillin
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Study results

Overadl clinicd efficacy results are providedin Tables17 and 18in termsof the sponsordefined
primary clinica efficacy parameters at the Test Of Cure visit (7-12 days after cessation of
antibiotic treatment) for MITT and CE popuktions.

Table 17. Clinical efficacy outcome (MITT population)
DAP-SST-9801 DAP-SST-9901 Pooled Reallts
Daptomycin Comparator® | Daptomycin Comparator®| Daptomycin Comparator?®
(N=215) (N=216) (N=213) (N=255) (N=428) (N=471)
Clinical Response n (%) n (%) n (%) n (%) n (%) n (%)
Clinical Success 140 (65.1) 140 (648) | 179(840) | 212(831) | 319(745) | 352(74.7)
Cure 90 (41.9) 84 (38.9) 82 (38.5) 109 (427) | 172(402) | 193(41.0)
Clinical 50 (23.3) 56 (25.9) 97 (45.5) 103(404) | 147(343) | 159(33.8)
I mprovement
Clinical Faiure 75(34.9) 76 (35.2) 34 (16.0) 43(16.9) 109(255) | 119(25.3)
aVancomycin or anti-staphylococcal semi-synthetic pericillins
Table 18. Clinical efficacy outcome (CE population)
DAP-SST-9801 DAP-SST-9901 Poded Reallts
Daptomycin Comparator® | Daptomycin Comparator® | Daptomycin Comparator®
(N=208) (N=206) (N=238) (N=250) (N=446) (N=456)
Clinical Response n (%) n (%) n (%) n (%) n (%) n (%)
Clinical Success | 158 (76.0) 158 (76.7) 214(89.9) 226 (90.4) 372(834) 384 (84.2)
Cure 105 (50.5) 96 (46.6) 103 (43.3) 117 (46.8) 208 (46.6) 213 (46.7)
Clinical 53 (25.5) 62 (30.1) 111(46.6) 109 (436) 164(36.9) 171 (37.5)
I mprovement
Clinical Faiure 50 (24.0) 48(23.3) 24(10.1) 24 (9.6) 74 (16.6) 72 (15.8)

aVancomycin or anti-staphylococcal semi-synthetic pericillins

Thepooledclinica efficacy results, based on sponsa-defined clinical efficacy outcane
paramersfortheMITT populationin studiesDAP-SST-9801and DAP-SST9901,are provided

in Table 19in termsof infecting baderia and patient pre-randomization to either anti-

staphylococcd semi-synthetic penicillins or vancomycin. These two clinical groupings were

based uponthelikelihood of patientshaving MRSA or penicillin intolerance and the patients of
bothgroupings receved either daptomycinor the apprapriate compaator drug (vancomycin or
ananti-staghylocoacd semi-syntheticpenicillin).
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Table 19. Pooledclinical successrates by infeding pathogen and patient pre-

randomization (MITT population)

Pre-randomized to Pre-randomized to
Semi-synthetic Penkillins Vancomycin
Drug Receved Drug Receved
Semi-synthetic

Daptomycin Penicillins Daptomycin Vancomycin
Pathogen n/N(%) n/N (%) n/N (%) n/N (%)
Staphylococcusaureus 130161 (80.7) 128160 (80.0) 38/50(76.0) 56/79(70.9)
(MSSA)
Staphylococcusaureus 3/7 (42.9) 6/9 (66.7) 15/29(51.7) 20/38(52.6)
(MRSA)
Sreptococcuspyogenes 70/79(88.6) 74/88(84.1) 9/9 (100.0) 8/15(53.3)
Sreptococcusagal actiae 13/15(86.7) 15/27(55.6) 7/9 (77.8) 7/14(50.0)

Similarly, thepoded microbiologica efficacy results (eradication or presumederadication in the
ME population)for studes DAP-SST-9801and DAP-SST9901,are providedin Table 20.

Table 20. Pooled microbiological successrates (eradication or presumed eradication)
by infeding pathogen and patient pre-randomization (ME population)
Pre-randomization to Pre-randomization to
Semi-synthetic Penidllins Vancomycin
Drug Receved Drug Receved
Semi-synthetic
Daptomycin penicillins Daptomycin Vancomycin
Pathogen n/N (%) n/N (%) n/N (%) n/N (%)
Staphylococcusaureus 108144 (75.0) 108139 (77.7) 31/41(75.6) 49/68(72.1)
(MSSA)
Staphylococcusaureus 2/4 (50.0) 3/6 (50.0) 12/21(57.1) 18/30(60.0)
(MRSA)
Sreptococcuspyogenes 66/72(91.7) 65/79(82.3) 9/9 (100.0) 7/9 (77.8)
Sreptococcusagalactiae 12/14(85.7) 12/18(66.7) 6/7 (85.7) 7/11(63.6)

Starhvlococcus aureus Bacteremia/Staghviococcus aureus | nfedive Endocar ditis

(SAB/SAIE) Trial

Study Demographicsand Trial Design

Thetrial design and patient demayraphicsfor the Staphyl@occusaureusbaderemia/
Staphyl@occusaureusinfective endocarditis (SAB/SAIE) trial are sumnarized in Table 21 and
Table 22.

Adult patients> 18 years of age with clinicdly documengd Staphyl@occus aureus baderemia
determined by at |east onepositiveblood culture for Staphyl@occusaureus obtaired within 2
cdendardays prior to thefirst doseof study drug and irrespedive of souce were enrolled. The
majorexclusion criteria were patientswith a prostheticheart valve, cardiac decompersation
and/orvave damage, shock or hypotensionseveraenal disease, increased AST or ALT, severe
neutropenia, or known osteamyelitis. Patientswho developedostomyelitis duringtreament
were permitted to remainonstudy. In addition, patientswith meningitis, pneumona,
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polymicrobial bloodstram infectionsor with intravascularforeign matria not planned for
removalwithin 4 days of dosing(except vascular stentsin place > 6 monts or permanent
pacenakers) were notto beenrolled.

Baseline charaderisticsin theIntent-to-Trea (ITT) populationwere well balanced between the
two treatment arms. Patientswere generally serioudy ill andincluded theelderly, thosewith
systemicinflammatory responsayndrame (SIRS), diabetesmellitus, injedion drug use,
extravascularforeign materials, intravascularforeign matrials, percutareousintravascular
devices, presence of acaheter at first positiveculture, prior endocarditis, pre-existing valvular
heat disease, abnomal chestx-ray, HIV positive,prior endocarditis and surgery, infection
and/ortraumawithin 30 days of onset of the Stgphylococcusaureusbaderemia. Eighty-nine
patients (38%) had baderemiacaused by methicillin-resistantStaphyl@occusaureus(MRSA).

Vancomycin was usedif the patient hadmethicilli n-resistantStaphyl@occusaureus.
Vancomycin was usedunlessor until suseptibility results proved to be methicilli n-suseptible
whereupontherapy was changed to ananti-staghyl ococcal sem-synthetic penicillin (SSP) unless
contraindicaed. Thechoice of anti-staghylococca sem-syntheticpenicillin wasbasd onthe
standrd therapy in each county.
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Table 21. Trial designin the pivotal SAB/SAIE Study
. , Number of
Study Number/ Design Primary Efficacy Treatment Regimen Patients
Country Parameter T
reated
DAP-1E-01-02 Multi-centre, Co-primary Dose
United Staes (40 randomized, open- | compositeefficacy | Daptomycin 120
sites) label,comparative | endpant was (6 mg/kg IV g24h)
Europe (8 sites) (norrinferiority) clinical and
microbiological versus
success atted-of-
curevisit (6 weeks | vancomycin® 115
afterlasttreament | (1glV ql2h)
dose), basedonan | or

Independent
Extemal
Adjudication
Committee
outcome, in the
ITT and PP
populations*

semi-syntheticpenicill in**
(2g1V g4h)

Gentamicin™ (1 mg/kg IV
g8h): givento all patientsin
comparator group and those
withleft-sidedinfedive
endocaditis in daptomycin
group for the first 4 days (or
until blood cultureswere
negative for 48 hours)

Duration

10-42 days

with an option to extend for
14 days.

The duration of treament
was to be basedon the
patient’ sdiagnosisas
determinedby the
Investigator and the
susceptibili ty of theS. aureus
isolate.

* |TT population induded all patierts who were rancomized and received at leastonedoseof study medication; PP population included thosein
thelTT population with documented adherenceto the protocol
** Anti-staphylococcal semi-synthetic pericillinsincluded nafcillin, oxacilin, cloxacilin or fludoxacili n basd on standard therapy in each

country

TVancomycin and gentamicin were to be adjusied based on renal function and plasma leve acardingto Investigator s standard practiceand

manufacturer s guidelines
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Table 22. Summary of Demographic Characteristics for the SAB/SAIE Study (ITT

Population)
Daptomycin Comparator Total

Characteristic (N=120) (N=115) (N=235)
Median Age (yeas) (range) 50.5(21, 87) 55.0(25,91) 53.0(21,91)
Age,yeargN (%)]

265 30 (25.0%) 37 (32.2%) 67 (28.5%)

2768 19 (15.8%) 15 (13.0%) 34 (14.5%)
Gender, N (%) Male 70 (58.3%) 71 (61.7%) 141 (60.0%)

Female 50 (41.7%) 44 (38.3%) 94 (40.0%)

Race,N (%) Caucasian 75 (62.5%) 81 (70.4%) 156 (66.4%)
BMI, kg/m? Median (range) 26.90(17.6,49.7) 25.67 (17.0,44.0) 26.47(17.0,49.7)
CLcr, mL/mind, Median (range) 86.44 (28.0, 246.9) 83.61(17.9,277.0) 84.56 (17.9, 277.0)
CLcr, N (%) <50 mL/minb 19 (15.8%) 22 (19.1%) 41 (17.4%)

aAgecaﬂagay 275yearsis asubset of thecategay 2 65 years.
® Caculated by the Sponsor using the Cockcroft-Gaut equation.

Uponentry, adult patients were classified for lik elihood of endocarditis usingthemodified Duke
criteria (PossibleDefinite, or Not Endacarditis). Echocardiography, including transesoplageal
echocardiogram (TEE), was perfamedwithin 5 days following study enrollment. Final
diagnosesand outcomeassessmenta Testof Cure were madeby atreatment-blinded
Independent External Adjudicaion CommittegIEAC), usingprotocol-specifiedclinical
definitions.

Of the 37 patientswith an entry diagnosisof Definite Endacarditis, all (100%) had afinal
diagnosisof infedive endocarditis; of the 144 patientswith an entry diagnosis ofPossible
Endccarditis, 15 (10%)had afinal diagnosisof infedive endocarditis; and,of the 54 patients
with anentry diagnosisof Not Endacarditis, 1 (2%) had afina diagnosisof infective
endocarditis. Therewere 182 patientswith bacteremiaincluding 121with complicatedand 61
with uncomplcaed Staphyl@occusaureusbaderemia; and,there were 53 patientswith

infective endocarditis, including35 with right-sided and 18 with | eft-sidedendacarditis.

A sumnary of theentry andfina diagnosticsubgroups(defined below) in the I TT popuktion are
presentedin Table 23.

Complicatedbacteremia was definedas Staphyl@occusaureusisolated from blood
culturesobtainedon at |least 2 different calendar days, and/or metasttic foci of infection
(deep tissueinvolvement), and classification of the patient asnot having endocarditis
acording to themodified Dukecriteria.

Uncomplicated bacteremiawas defined as Staphyococcusaureusisolatedfromblood
culture(s) obtaned on asingle calendarday, no metasttic foci of infection, noinfection
of prosthetic matrial, and classificaion of the patient asnot havingendocarditis
acwording to themodified Dukecriteria
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Right-sidedinfective endocarditis (RIE) was definite or possibleendocarditis acarding
to themodified Dukecriteria and no echocardiographic evidence of predisposing
pathology or adive involvementof either the mitral or aortic valve. Patients with afinal
diagnosisof RIE based on thesecriteriawerefurther classified as either complicatedor
uncomplicatedRIE as described below:

Complicated RIE included patientswho met any of thefollowing criteria: were
notintravenousdrug usersihada positiveblood culturefor MRSA; had a serum
creatinine> 2 m@dL; or had evidence of extrapulmorery sites of infedion.

UncomplicatedRIE included patientswho met all of thefollowing criteria: were
intravenousdrug users; had a postive bloodculture for MSSA; had a serum
creatinine <2.5mg/dL; and were without evidenceof extrapulmorary sites of
infection.

L eft-sidedinfective endocarditis (LIE) was definite or possibleendocarditis acwording to
modified Dukecriteria and echocardiographic evidence of involvement or predisposing
pathology of themitral or aortic valve.

Table 23. Summary of Entry and Final Diagnostic Subg oupsin the SAB/SAIE Trial
(ITT Population)

Daptomycin Comparator Total
Diagnostic Subgroup (N=120) (N=115) (N=235)
IEAC Entry Diagnostic Subgroup [N (%)]
N 120 115 235
Definite IE 17 (14.2%) 20 (17.4%) 37 (15.7%)
Possble IE 73 (60.8%) 71 (61.7%) 144 (61.3%)
Not |E 30 (25.0%) 24 (20.9%) 54 (23.0%)
IEAC Final Diagnostic Subgroup [N (%0)]
N 120 115 235
ComplicatedRIE 13 (10.8%) 12 (10.4%) 25 (10.6%)
UncomplicatedRIE 6 (5.0%) 4 (3.5%) 10 (4.3%)
Complicatedbacteemia 60 (50.0%) 61 (53.0%) 121 (51.5%)
Uncomplicatedbacterenia 32 (26.7%) 29 (25.2%) 61 (26.0%)
LIE 9 (7.5%) 9(7.8%) 18 (7.7%)
Study Results

Theoverall sucessratesat Testof Curein thelTT populationwere 44.2%(53/120)in patients
treatedwith daptomycinand 41.7%(48/115)in patientstreatedwith comparator [95%Cl 2.4% (-
10.2,15.7)]. Thesucassratesat Testof Curein thePer Praocol Populationwere 54.4% (43/79)
in patientdreated with daptomycinand 53.3%(32/60)with comparator [95%CI 1.1% (-15.6,

17.9).

Thesucessratesin thel TT populationare shownin Table 24.
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Table 24. SuccessRates* at Test of Cure in the pivotal SAB/SAIE Trial (ITT

Population)
. Difference:
_ Daptomycin Comparator?® o
Population kan/N (% o Daptomycini Comparator
6 mg/kg /N (%) N (%) (Confidencel nterval)
Overall 53/120 (44.2%) 48/115 (41.7%) 2.4%(-10.2, 15.1)°
Baselne Pathogen
MSSA 33/74(44.6%) 34/70(48.6%) -4.0% (-22.6, 14.6)°
MRSA 20/45(44.4%) 14/44(31.8%) 12.6% (-10.2, 35.5) ¢
Entry Diagnosis®
Definite or Posgble Infectve o o o d
Endocaitis 41/90(45.6%) 37/91(40.7%) 4.9% (-11.6,21.4)
Not Infecive Endocaditis 12/30(40.0%) 11/24(45.8%) -5.8% (—36.2, 24.5)°
Final Diagnosis
ComplicatedBacteemia 26/60(43.3%) 23/61(37.7%) 5.6% ( ¥7.3,286)°
UncomplicatedBacteemia 18/32(56.3%) 16/29(55.2%) 1.1% ( 31.7,33.9)°
(RF'{?Q)'S'ded' nfectve Endocarditis 8/19 (42.1%) 7116 (43.8%) ~1.6% (~44.9, 416)°
ComplicatedRIE 5/13(38.5%) 6/12(50.0%) -11.5% (-62.4, 39.4) ©
UncomplicatedRIE 3/6 (50.0%) 1/4 (25.0%) 25.0% (-51.6, 100.0) ©
Left-Sidedlnfective Endocarditis /9 (11.1%) 2/9 (22.2%) -11.1% (-55.9, 33.6) °

* Sucaess:if patiernt wasjudged ascured or improved by IEAC, hadaneggtive blood culture, did not receive potentiall y effective non-study
antibiotic that could have altered outcome, and received at leastthe minimum anount of study medication

aCompa\rator: vanomycin (1 g IV g12h)or anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin, oxacillin, cloxacilin, fludoxacilin; 2 g
IV g4h), eech with initial low-dosegertamicin According to themodified Duke criteria
According to themodified Dukecriteria
€ 95% Confidence Interval
d 97.5% Confiderce Interval (adusted for multiplicity)
€ 99% Confiderce Interval (adjusted for multiplicity)
" See definitionsabove

Table 25 presentsa sumnary of successrates at Test of Cure by duration of study treament in
thelTT popuktion. Acrossall patientsn thelTT population suaessrates increased with
increasing duration of treatment in boththe daptomycinand compaator groups.
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Table 25. Summary of SuccessRates at Testof Cure in the SAB/SAIE Trial by
Duration of Treatment and Final Diagnosis(ITT Population)

GDSS;ESgSE Comparator
n/N (%)

Group n/N (%)

1-14 1528 2942 | >42days 1-14 1528 2942 | >42days

days days days days days days
Overall ITT 2977 1529 7/11 2/3 14/52 2141 11/18 2/4

(37.7%) | (517%) | (63.6%) | (66.7%) | (26.9%) | (512%) | (611%) | (50.0%)

Complicated 14/36 6/14 417 2/3 5/30 10/18 7111 12
bacterenia (389%) | (429%) | (57.1%) | (66.7%) | (16.7%) | (55.6%) | (63.6%) | (50.0%)
Uncomplicated 12/25 6/7 0/0 0/0 9/16 5/11 11 11
bacterenia (48.0%) | (85.7%) (0%) (0%) (56.2%) | (455%) | (10(%) (100%)
Right-sided 3/9 3/7 2/3 0/0 0/4 4/6 3/5 0/1
endocarditis (33.3%) | (429%) | (66.7%) (0%) (0%) (66.7%) | (60.0%) (0%)
Left-sided o/7 0/1 vl 0/0 0/2 2/6 0/1 0/0
endocarditis (0%) (0%) (100%0) (0%) (0%) (33.3%) (0%) (0%)

Note: arti-staphylococcal semi-synthetic penicillin (SSB included nécillin, oxacilin, cloxacillin, and flucloxacilin.

Intheoverall ITT popuktion, there was no statisticdly signifi cant difference in timeto clearance
of Staphyl@occusaureus baderemia between daptomycinand compaator. Themedian timeto
clearancein patientswith MSSA was 4 days and in patientswith MRSA was 8 days.

Failure of treament due to pesistingor relapsing Staphyl@occusaureus infectionswas assessed
in 19/120(15.8%) daptomycintreated patients (12 with MRSA and 7 with MSSA)and 11/115
(9.6%) comparator-treated patients (9 with MRSA treatedwith vancomycin and 2 with MSSA
trestedwith anti-staphylococcal sem-synthetic penicillin). Amongall failures, 6 daptomycin
treatedpatientsand 1 vancomycin-treated patient developedincreasing M ICs (reduced
suseptibility onor following therapy). Most patientswho fail ed dueto persistingor relapsing
Staphyl@occusaureus infection had degp-seatedinfection and did not receive necessay surgicd
intervention (see WARNINGS AND PRECAUTIONYS).

DETAILED PHARMACOLOGY

Animal Phar macology

Adult Animals

In animals, daptomycin adminigration has been associeted with effeds on skeletal musclewith
no changesin cardiac or smoothmusck. Skeletal muscleeffeds were charaderized by
degenerative/regenerative changes andvariable el evationsin creatine phosphokiase(CPK). No
fibrosisor rhabdamyol ysis was evident in repeat dosestudiesup to the highestdoses testedn
rats (150mg/kg/day 1) anddogs (100mg/kg/day 1V). Thedegreeof skeletal myopathy shoved
no increase when treament was extended from 1 monthto up to 6 months. Severity was dose
dependent. All muscleeffeds, including microscopicchanges, were fully reversiblewithin 30
daysfollowing cessationof dosirg.
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In adult animals, effeds on peripheral nerve (charaderized by axonal degeneration and
frequently accompaned by signifi cant lossef patellar reflex, gag reflex and pain perception)
were observed at doseshigher than thoseassogdatedwith skeletal myopathy. Deficits in the
dogs patell ar refl exes wereseen within 2 weeks of the stat of treatment at40 mg/kg IV (9 times
thehuman Cax at the6 mg/kg IV g24hdo<e), with someclinica improvementnotedwithin 2
weeks of the cessationof dosirg. However, at 75 mg/kg/day IV for 1 month,7/8 dogs fail ed to
regain full patellar refl ex responsesvithin the duration of a 3-monthrecovery period. Ina
separate study in dogs receiving doses of 75 and 100 mg/kg/day IV for 2 weeks, minimal
residualhistdogica changes were notedat 6 mornthsafter cessationof dosng. However,
recovery of peripheral nerve function was evident.

Acute IV administration of daptomycin to male mice was as®ciated with doserelated effectson
thecentral nervoussystem that were minimal atdoselevels below100mg/kg but significant at
200mg/kg. Theseeffedsincludeddeaeased maotor adivity, leg weakness,tremors,grasping
loss,deaeased abdomiral tone, piloerection, decreased frequency of acetic add-induced
writhing, and increased hexobarbital-induced sleep time. Animal modelstudieshave
demonstetedthat there is anincreased penetration of dgptomycin into the cerebrospirel fluid
through inflamed meninges.

Daptomycin has been shownto penetrate into rabbit menirges (non-inflamed, 2%; inflamed 6%).

In anotherstudy of general phamacological propertiesat dosesupto 150mg/kg IV, daptomycin
causedno changesin grossbehavior of ratsat 15 mg/kg. Slight hypoadivity and abnormel
postuewere observed at 50 mg/kg. At 150mg/kg, changes includedhypoactivity, abnorme
postue and gait, ptosis,decreased limb tone, increased defecation, and decreased food
consumptiorand body weight. Most effects were transientandreversed within 24 hous pog-
dose. After pre-treament atthis dose daptomycin also potentiaed thiopentd-Na anesthesigby 4
to 8-fold and inhibited motorcoordiretion.

Tissuedistribution studiesin rats haveshownthat daptomycin is retained in thekidney.

Theeffed of concurrent adminigration of daptomycin and simvastatiron skektal muscle was
studed in arepeat dosestudy in CD rats. A total offour groupsof male rats (15 rats pergroup)
weretreaedas follows: Group1: vehicle, days 0-27; Group 2: daptomycin 20 mg/kg/day 1V,
days 14-27; Group 3: Simvastatin10 mg/kg/day Oral, days 0-27; and Group 4: Simvastatin10
mg/kg/day Oral, days 0-27 and daptomycin 20mg/kg/day 1V, days 14-27. Blood for serum
chemistry was obtainedon days 13 (prior to theinitiation of daptomycin treatment) and 27.
Following 14 days of treatment with 10 mg/kg/day of simvastatinin comhnation with 20
mg/kg/day of daptomycin, aslight, statisticdly signifi cant increasewas detectedin thelevels of
aspatateaminotransfeiase but not creatine phosfokinaseg(Table 26). However, it is notevorthy
thatfollowing thirteen days of treament with simvastatinalone (prior to theadminigration of
daptomycin), slight, statisticdly signifi cant elevationsin mean seumlevels of creatine
phosphokiaseand aspartateaminotransfelaseweredetectedin Group4 animals ascompaed to
Group3 animals (see Table 26). Because the magnitudeof thedifference in CPKand AST
between Group4 and Group 3 (10/20and10/0mg/kg/day simvastatin/dg@tomycin, respedively)
onday 27 (1.4and 1.4-fold respectivel y) was comparable to thatnotedon day 13, the difference
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is mostlikely related to the pre-existing (day 13) elevation and notdueto the addition of
daptomycin adminidration to simvastatin.

Themicroscopic examination of skektal muscle attheend of study revealed minimal

degenerative and/orregenerative changes in animals from all groups. Although theincidence

was slightly higher for daptamycin (with or without simvastatin)gs compared to vehicle or
simvastatinalonetreaedgroups,there was noincreasein theincidence or severity of musle
effectsin thedaptomycin alonegroupas compaed to daptonycin in combination with

simvastatin.

Together, thesedata sugport the conclusion thatno effect of drug interadion on skeletal muscle
was obseved uponco-administration of daptomycin andsimvastatinto rats atclinically relevant

doses.
Table 26. Summary of Creatine Phosphokinase(CPK) and Aspartate
Aminotranderase(AST) Levelsin Rats Following Administration of Oral
Simvastain With and Without IntravenousDaptomycin
Contr ol Vehicle Daptomycin Simvastatin Simvastatin
+ Vehicle 20mg/kg/day + 10 mg/kg/day 10mg/kg/day +
Daily Dosg® Vehicle +Vehicle Daptomycin
20 mg/kg/day
Group 1 Group 2 Group 3 Group 4
CPK (IU/L)
Day13 3314 4357 3525 5902°
Day27 509.1(54%)° 5685 (30%)° 777.0 (121%)° 1083 (84%)°
AST (U/L)
Day13" 99.2 99.3 97.7 1217°
Day27 1045 (5%)° 107.1(8%)° 121.3(24%)° 1695% (39%)°

2 Doseadministration of simvastatin wasinitiated 14 days prior to addition of daptomycin treatment. Simvastatin wasadministered from
Treatment Days Oto 27; Daptomycin wasadministered from Treatment Days 14-27.
Values for Day 13 preceded initiation of dgptomycin treatment.
¢ Significantly different from Groups1 ard 3 but not Group 2 by Duncan’ s test (p<0.05)
d Significartly different from Groups1, 2 and 3 by Duncan’s test (p<0.05)
®Numbersin parentheses represent the percentage increasein CPK or AST values from Day 13to 27

Theeffed of concurrent adminigration of daptomycin and tobramycin with respect to
nephrotaicity and neuromuscuér toxicity was studed in rats. Daptomycin doselevels were 1,
5,and 20 mg/kg IV g24h. Thetobramycin dosewas 10 mg/kg SCb.i.d. Tobramycin treatment
alonewas as®ciated with mild nephropathy. In compaisonto the control group,absoluteand
relative kidney weightswere increased in all groupsreceving tobramycin. In addition,an
increased incidence and severity of cortica tubularregeneration was observed in all tobramycin-
treatedgroups. Conarrent administation of daptomycin hadno effea onthetobramycin-
induced nephrapathy. Mild skeletal muscledegeneration and/orregeneration were observed in
thehigh dosedaptomycin groupwhen given aone. When daptomycin wasadministeed
concurrently with tobramycin, skeletal muscle degeneration and/or regeneration were observed
atdose évels of daptomyci n >g/kgs Annncreasein theincidence of the muscledamagein
relation to tobramycin dosesuggeststhatdaptomycin-induced myopathy may be potentiaed by
co-adminidration of tobramycin. Thisincreaseis mostlikely related to the nephrotoic effeds
of tobramycin, which may have resulted in reduced renal clearance of daptomycin and higher
systemicexposue. No microscopic damageto thesciatic nerve was apparent.
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Theeffed of concurrent adminigration of daptomycin and gentamicinwith respect to
nephrotaicity was investigatedin dogs. Gentamicin doselevels were 9 or 30 mg/kg/day IM (3
or 10mg/kg q8h). The daptomycin dosewas 30 mg/kg/day IV (10 mg/kg.q8h). When
daptomycin was administeed with high dosegentamicin, bloodurea nitrogen and credinine
levels were 2-fold greaer and potassiumevels were slightly deaeased (approximately 17%) as
compaed to thevauesobseved with gentamicinalone. High dosegentamicin alone produced
slight to minimal rena tubularnecrosisand tubular epithelial regeneration. In animals receiving
high dosegentamicinin combinationwith daptomycin, theseverity of theselesionswas graded
as minimal to modeate. Thus,when a high doseof gentamicinwas given in combination with
daptomycin, the severity of the nephrotaxic lesionswas increased and changes in clinical
chemistry parametersindicative of renal effects were observed. In contrast, theadminigration of
daptomycin with alow doseof gentamicindid not produce a functionally meaningful difference
in the se\erity of nephrotoxicity. Daptomycin, given aloneat 30 mg/kg/day did notinduce
nephrotaicity.

Juvenile Animals

Target organsof daptomycin-related effectsin 7-week-old juvenile dogs were skeletal muscle
and nerve, the sametarget organsasin adultdogs. In juveniledogs, nerve effeds were noted at
lower daptomycin blood concentrationsthan in adult dogs following 28 days of dosing. In
contrastto adult dogs, juvenile dogs shonved evidence of effedsin nerves of the spinalcord as
well as peiphera nerves after 28 days of doshg. No nerve eff eds were notedin juveniledogs
following 14 days of dosingat doses up to 75 mg/kg/day.

Administration of daptomycin to 7-week-old juvenile dogs for 28 days at dosesof 50 mg/kg/day
produced minimal degenerative effects onthe periphera nerve and spiral cord in severa
animals. A doseof 150mg/kg/day for 28 days produced minimal degeneration in the peripheral
nerve and spinal cord as well asminimal to mild degeneration of the skeletal musle in a
majarity of animals, accompaned by slight to severe musclewegnessevidentin mostdogs.
Following a 28-day recovery phase, microscopic examination reveded apparent recovery of the
skektal mustle and the ulnar nerve effects, but nerve degeneration in thesciatic nerve and spirdl
cord was still obseved in al 150mg/kg/day dogs (see TOXICOLO GY).

Following once-daily administration of daptomycin to juveniledogs for 28 days, microscopic
effectsin nerve tissuewere notedat a Crax vValue of 417 ug/mL, which is approximately 3-fold
lessthanthe Cax value associtedwith nerve eff ectsin adult dogs trested once daily with
daptomycin for 28 days (1308ug/mL).

Neonatal Animals

Administration of daptomycin to postratal day (PND) 4 neonatal dogs at 50 and 75 mg/kg/day
(Chaxand AUCis vduesof = 3 ud/mL and=> 170 uge ImL, respectively) produced marked
clinicd signsof twitching, mu<le rigidity in thelimbs, impaired useof limbs, and adecrease in
body weightsand overall body condition necessitating early discontinuation by PND 19. A dose
of 25 mg/kg/day from PND 4 to PND 31 (Crax andAUCiys valuesof 147 ug/mL and

717uge ImL, respectively) produced mild reversible clinica signsof twitchingand one
incidence of muscle rigidity with no eff eds on body weight. No histopathological effed related
to daptomycin was obsened (including periphera and central nervoussystem and skektal
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musck) at any dose. No effects were observed in dogs adminigered daptomycin at 10
mg/kg/day, the NOAEL, following 28 days of treatment with assaiated Caxand AUCiys values
of 6 2 g/mL and 247ugeh/mL, respedively.

Human Phar macolo

Phar macodynamics

In aplacebo-controlled study in healthy volunteers, there was no evidencethat exposureto
daptomycinat 6 mg/kg IV g24hx 14dcausedany meaningful changesin cardiac repolarization
asmeasured by QTcB. In nerve motorfunction studiesdaptomycinadminigration did not
causeany signifi cant chargesin the set of objective measuresindicative of neuropathy or
myopathy. Daptomyciadministration was assaiated with a significant increase in thenumber
of affirmative responseso theneurologica questonraire designed to assess symptomsand

defi cits assaiated with smallfiber sensay function. During the 14-day follow-up period more
subpdsin thedaptomycingroup (8) compared to the normal saline group (5) reported
symptomsof tingling, numbnessand weakness.

In an ascending dosestudy, daptomycinwas well-tolerated at dosesup to 12 mg/kg for upto 14
days. No significant adverseeffects, including eff eds on skektal muscle and peripheral nerves,
were observed during the study period in any dose group.

Phar macokinetics

Thepharmacokineticprofile of daptomycinin humansis highly predictable following
intravenousadminigration. Single and multiple doses of daptomycinupto 12 mg/kg/day for up
to 14 congcutive days have been studiedin hedthy subgpds (see Table 9, ACTION AND
CLINIC AL PHARMACOLOGY).

Thepharmacokineticsand concentrationsof daptomycin in canthaidesinduced skin blistersand
in plasmawere determined over a 24-hourperiod following asingle IV infusionof 4 mg/kg of
daptomycinin healthy volunteas. Daptomycin penetratedthe inflammeatory exudate moderately
rapidly, with mean 1- and 2- hourconcentrationsof 9.4 ug/mL and 14.5ug/mL, respedively.
Tmaxin theinflammatay fluid occurred appraximately 3 hours later than in plasma(3.7 housvs.
1.5 hour¥with a Cpax 0f 27.6ug/mL. The mean Cpacin theplasmawas 77.5ug/mL. The
elimination half-life of daptomycin from theinflammatory exudate was highly variable, ranging
from 6.3 hoursto 30.9hours,with amean of 17.3 hours.Themean AUCg.oan in the
inflammatory exudate was 318.2ugthr/mL. Mean plasmaglimination haf-life was 7.74hours
with mean plasmaAUCg o4, 0f 468.0ugthr/mL, representing appraximately 88%of themean
AU Co.. (5297 pugthr/mL). Thepenetration of daptomycin into inflammatay exudate, calculated
as AUC.24n exudate/AUC. 41 plasima, was 68.4%.

A study was conductedto evaluatethe pharmacokineticsof daptomycin over aperiod of 3 weeks
in subjects with End StageRenal Disease (ESRD) on hemodial ysisthree timesweekly using
bothhigh-flux (Baxter CT190G) and low-flux (Fresenius F8) dialysismembranes. Daptomycin
was administeed as an 8 mg/kg loading dosefollowed by 6 mg/kg 3 timesper week.
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The AUC vauesonDay 17 appea higher in thelow-flux groupat 2586ng x h/mL compared
with the high-flux groupat 1716ng x h/mL (Table 27). However, examination of theindividual
AUC ' dd the4 subjectsin thelow-flux groupand 3subgdsin thehigh-flux groupindicaed
that the lowflux cohorts AUCs were consistenity higher acrossall time points than thosef the
subedsin thehigh-flux cohort. Thus,there wasllittle evidence of excessiveaccumulation in the
low flux groupcompaed with the high flux group.

Dueto high variability in daptomycin pharmacokinetics betveen suljeds under hemodialysis
usinglow-flux and high-flux memlranes, no statisticdly signifi cant diff erences were detectable.
However, the pre- to postdialysisdecreasein dapgomycin levels was greater onthe high-flux
memlrane (41%) compared to thelow-flux memiyane (5 to 7%).

Table 27. Phar macokinetic Parameters of Daptomycin Following Single (Day 1) and
Repeat (3 timesiveek) Dosing ofdaptomycin in Subjects with ESRD

M em- Phar macokinetic Parameters

brane Mean (CV%)

Type Cmax Cmin Auc? Tl/2 CL Vss
Day | N (mgy/mL) (my/mL) (mg x h/mL) (h) (mL/h/kg) L/kg

Low- 1 6 91 (31) - 1697 (33) 385 (21.3) 2.8(40.7) 0.14 (17.8)

Flux 8 5 86 (33 17 (9) 1916 (45) 42.3(26.9) 3.5(54.4) 0.18 (28.3)
17 | 4 103 (26) 29 (11) 2586 (35) 559 (36.1) 2.2(35.4) 0.16 (21.0)

Hidh 1 7 107 (39) - 1945 (34) 357 (113) 2.8(51.6) 0.14 (54.2)

Flll?x ) 8 | 6 81 (39 14(6) 1672 (36) 381 (16.6) 3.7 (50.0) 0.19 (54.6)
17 | 3 94 (17) 22 (3) 1716 (27) 453 (37.8) 3.6(44.1) 0.27 (85.1)

Subjects received 8 mg/kg on Day 1, followed by 6 mg/kg 3 times per week.
2AUC (0-t): Area under theconcentration versustime curve from 0to erd of dosinginterval

MICROBIOLOGY

Daptomycin hasclinicd utility in thetreatment of infectionscausedby aerobic Gram-positive
baderiaonly. Daptomycininsatsdirectly into the cytoplasmic menbrane of bothgrowing and
statiorary phase Gram-positive bacteria resulting in dissigation of the membrane potentialand
efflux of potassiumons,which causesnhibition of protein, DNA and RNA synthesisand
baderial cdl deah with nedigible lysis. Theantibaderial adivity of daptomycin requiresthe
presence of free cdcium, therefore, the determination of in vitro suseptibility of bacteria to
daptomycin requires thatbroth mediabesuppkementedwith physiologicd levels of free (ionized)
cdcium ataconcentration of 50 ug/mL. Daptomycin retainsactivity againstGram-positive
baderia including methilli n-resistantStaphyl@occusaureus(see INDICATIONS AND
CLINIC AL USE). Daptomycin is notadive againstGram-negative badera.

Daptomycin exhibitsrapid, concentration-dependent bactericidal adivity against Gram-positive
organismsin vitro. This hasbeen demonstatedboth by time-kill curves andby MBC/MIC
ratios (minimumbadericidal concentration/minimuminhibitory concentration) usingbroth
dilution methodolog.

Daptomycin’ adivity in vitro is inhibitedin the presence of pulmorary sufadant. In mouse
and hamder models of broncho-alveolar pneumania (BAP), daptomycin lacked efficacy.
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In vitro studes haveinvestigateddaptomycin interadionswith otherantibiotics. Antagoniam, as
determined by kill curve studes, hasnotbeen observed. In vitro synergistic interadionsof
daptomycin occurred with aminoglycosides 3-lactamantibioticsand rifampin aganst some
isdatesof staphylococd includingsomemethcillin -resistantsolates.

Daptomycin has been shown to beadive against mostisolatesof thefollowing bacteria bothin

vitro andin clinicd infections.

Table 28.

Gram- Positive Bacteria in vitro and in Clinical I nfedions

Daptomycin M1Csp and M1 Cqy for Susceptible Aerobic and Facultative

MIC ( emlL)
Microorganism # of clinical isolates M1Csq M1Cg Range
Saphylococcusaureus (including 3848 0.25 05 <0.06-2
methicill in-red stant strans)
Streptococcusagalactiae 187 0.12 0.25 <0.06-0.5
Streptococcuspyogenes 170 <0.06 <0.06 <0.06-0.12

Thefollowing in vitro data are avail able (Table 29), buttheirclinica significance is unknown.
Gredaer than 90% of thefollowing microorganisms demonstate an in vitro MIC lessthanor
equal to thesuseptible breakpointfor daptomycin versusthe bacterial genus. Theefficacy of
daptomycin in treating clinicd infectionsdueto thesebaderia has not been establishedn
adequate and well-controll ed clinicd trials.

Table 29.

Gram- Positive Microor ganismsin vitro

Daptomycin M1 Csp and M1Cgy for Susceptible Aerobic and Facultative

MIC ( ermglL)

Microor ganism # of clinical isolates MICsq MICgyg Range
Corynebacteriumjeikeium 68 0.25 0.5 0.06—1
Enterococcusfaealis
(vancomycin-regstant strans) 34 0.5 2 0.25-2
Enterocmccusfaealis _ 917 05 1 <0.06-4
(vancomycin-susceptible strains) —
Enterococcusfaecium
(including vancomycin-resistant 398 2 4 0.25-4
strains)

Saphylococcusepidermidis

(including methicilli n-resistant 164 0.5 0.5 012-1
strains)

Saphylococcushaemolyticus 102 0.25 0.5 0.03-1
S‘qﬁ‘gmgws dysglactiae absp. 102 <0.03 0.06 <0.03-0.12

Resistance

At thistime,no mecdhanism of resistarce to daptomycin has been identified. There have been
reportsof Staphyl@occus aureusisol atesexhibiting decreased or intermediate vancomycin
suse@ptibility demonsteting decreased daptomycin suseptibility.
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Non-suse&ptible isolatesof Staphyl@occusaureus have been recovered from patientsin clinicd
trials. Theseincludeone patient errolled in a Phase2 study, onewho receved daptomycinin a
compassionatasestudy, and seven fromthe SAB/SAIE trial.

Cases of daptomycin resistarce have been reported in staghylocoaci during pog-marketing.

Sugeptibility Testing Methods

Suseptibility testing by dilution methodsequires the useof daptomycin susceptibility powder.
Thetestingalso requires the presence of physiological levels of freecdcium i o n g/mL(ob O
cdcium, usingcadcium chloride) in Muell er-Hinton broth.

Dilution Tednigue

Quantitative methodsare usedto deermineantimicrobial MICs. TheseMICs provideest maies
of thesugeptibility of bacteria to antimicrobia compounds.TheMICsshould be determined
usingastardardized procedurebased on abroth dilution methodor equivalent using
standardizethoculumand concentrationsof daptomycin. Theuse of theagar dilution methodis
notrecommended with daptomycin. The MICsshouldbeinterpretedaccordingto thecriteriain
Table 30.

Table 30. Sugeptibility Interpretive Criteria for Daptomycin

Broth Dilution MIC
Pathogen (ny/mL)?
S | R
Saphylococcusaureus ¢1 (b) (b)
(methicill in-susceptible and meticil lin-reg stant)
Streptococcus pyogenesand Streptococcus agadactiae ¢1 (b) (b)

& TheMIC interpretive criteria for S aureus are applicable only to testsperformed by broth dilution usng Mueller-Hinton broth adjusted to a
cdcium content of 50 pg/mL; theMIC interpretive criteria for Streptococcus spp. other than S. pneumoniae are applicable only to testsperformed
by broth dilution usng Mueller-Hinton broth adjusted to a calcium content of 50 pg/mL, supplemented with 2 to 5% lysed horseblood,
inoculated with adirect colony susgnsion and incubated in ambiert air at 35°C for 20to 24 hours.

b Limited dataon daptomycin resistant strains precludes defining anycatgories other than“Susceptible” .Strainsyielding test resuts suggestive
of a“Non-Suseeptible” categay should beretested, and if theresut is cnfirmed, theisolateshould be submitted to a referencelaboratory for
confirmation of resutsusng CLSI referencebroth microd lution method.

A report of“Susep t i b | ca€’s that timedathogen is likdy to be inhibied if the antimicrobial
compoundn thebloodreades the concentrations usually achievable.

Diffusion Tednique

Quantitative methodsthatrequiremeasurementsof zonediameters have not been shownto
providereproducible estimates of the sus@ptibility of baderia to daptomycin. Theuseof adisk
diffusionmethodis not recommended with daptomycin.
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Quality Control

Stanardized suseptibility testprocedures require the useof qudity control microorganismsto
controlthetechnical aspects of the procedures. Standard daptomycin powder shouldprovidethe
range of valuesnotedin Table 31. Quality control microorganisms are specific strains of
organisms with intrinsic biological propertiesrelating to resistancanechanisms andtheir genetic
expressionwithin baderia; thespecific strains used for microbiologicd quality controlarenot
clinicaly significant.

Table 31. Acceptable Quality Control Rangesfor Daptomycin to be used in Validation
of Susceptibility Test Results

Acceptable Quality Contr ol Ranges
QC Strain Broth DilutionMIC
(g/mL)®
Saphylococcusaureus ATCC 29213 0.12-1
Streptococcus pneumoniae ATCC 49619° 0.06-0.5

4 Thequality control ranges for S.aureusare applicable only to testsperformed by broth dilution using Mueller-Hinton broth adjusted to a
cdcium content of 50 pg/mL; thequality control ranges for S.pneumoniaeare applicable only to testsperformed by broth dilution usng Mueller-
Hinton broth adjustd to a calcium contert of 50 pg/mL, supplemented with 2 to 5% lysed horseblood, inoculated with adirect colony
suspnsion and incubated in ambiert air a 35°Cfor 20 to 24 hours.

This organism may beused for validation of susceptibility test resuts when testing Sreptococcus spp. other than S. pneumoniae.

TOXICOLO GY

Single-DoseToxicity Studies

Acutetoxicity testing identifi ed theneuromusular system(nervoussystemand/orskeletal
musck) as thetarget organ of dgptomycin toxicity, and uncovered potental differencesin
sensitivity amongthe speciestested(i.e., mous, rat, dog,and monkey). Studiesperformed are
listedin Table 32 below.
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Table 32. Results of Single-DoseToxicity Studies

Species/ Route DoselLevels Max. Non-L ethal Noteworthy Findings

Strains (mg/kg) Dose (mg/kg)

Mouse/ICR v 0, 700, 900, <700 0: Trandent generalizedleg wegkness
1100 1400 700 1M and 5F died

=700 Generalizedlegweakness
hypoacivity, ataia, tremors, ptosis, and

death
Rat/Fischer v 0, 110, 140, 110 0: Trandgent generalizedleg wegkness
180,225 110G Trandent generalizedleg weakness
hypoacivity

140 4M and 1F died

2140 Legweakness, ataxia, hindlimb
paralysis, tremors, clonic conwulsions,
and death

Dog/ Beale v 25, 200 200 >25: Slight (2-3X) increasesin serum
creatie phosphokinase(CPK) within 24
h post-dose and generally returnedto
normal within 48 h after dosing

200: 10% decrease in body weight in 1 of
4 dogs, and slight reduction in appetitein

2 of 4 dogs
Monkey/ v 25, 200 25 25: Slight, trangent lethargy and paleness
Rhesus of the facialskinin 2 of 4 animals, CPK

increased>10-fold at 3 h post-dose and
returnedto normal within 48 h

200 1M and 2F died. Deathprecadedby
extremelethargy, ataxia, and severe
muscle weakness slight axonal
degeneration of the sciatic nerve in one of
the deatts, CPK increased>10-fold at3 h
post-dose and did not return to normal
until Day 7 afterdosing

Rat/Fischer SC 0, 350, 700 700 0: Trangdent generalizedleg wegkness
> 350 Trandent generalizedleg
weakness; soresgcabs atinjectionsites

IV intravenous, SC: subcutareaus, M: mde; F: femae; h: hour.

Repeat-Dose Toxicity Studies

Theresults of repea-dose and investiggtive studes consistenty demonsteted daptomycin’ s
primary target organ to be skektal musle in adult rats anddogs, with effects observed in
peripheral nerve at higher doselevels in bothspecies(Table 33). Skeletal myopathy was usualy
acompaned by seum creatine phosphokiase(CPK) elevationsin adult dogs, which preceded
clinicd effedsandcorrelated with theseverty of microscopiclesions. Nephrotxicity and
gastrointestinal effects obseved in rats appear to bespeies-spedfic becausetheseeffects were
notevident in either dogs or monkeys up to the highestdosestested75 mg/kg/day and 10
mg/kg/day in dogs andmonkeys, respectively). Reaovery from skeletal myopathy was more
rapid than recovery from daptomycin-related periphera neuropathy. Recovery of peripreral
nerve function was evident within 3 to 6 monthspog-dosirg, athough very minimal histdogica
changes were observed 6 monthsafter dosingcessation.
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In contrastto adult dogs, juvenile dogs shoved evidence of effedsin nerves of thespiral cord as
well as peiphera nerves after 28 days ofdosng (Table 33andsee DETAILED
PHARMACOLOGY, Animal Pharmacology, Juvenile Animals). Theeffedswere noted at
lower daptomycin doses and at lower daptomycin bloodconcentrationsthan in adultdogs. The
data suggeststhatas compared to adultpopuktions, juvenile populationgnay be moresenstitive

to daptanycin-related nerve effects.

Table 33.

Summary of Findingson Repeat-DoseToxicity and Inv estigative Studies*

Specied
Strain

Study
Duration

DoseRange
(mg/kg/day)

Noteworthy Findings
(Doselevelsaffeded)

Rat/Fischer

2 weeks;
1,3,and
6 months

1to 150

A SkeletalMuscle(= 5 mg/kg): Mild myofiberdegeneation/regeneation (e g.,
diaphragm, quadiceps pectaal, bicepsfemoris); electon microscopyreveded
intracellularedenaof erdothelial cellsandinfiltr ation of maaophajesand
monacytes.Both Typel andTypell fibers aff ected Eff ectswererevasible

_ within 30 days following cesstion of dosng.
A NervousSystem (= 100mg/kg): Peipheral neuropahy suchasdight axonal
_ degeneation of thesciaticnerve.

A Kidney (= 10 mg/kg): Increasedkidney weight; vacuolardegeneration/

regeneation of renalcortical tubularepithelium; cytoplasmicbodiesobseved
_ upon electonmicroscoypy. Effectswererevesible.

A Gl Tract(=> 20 mgkq): Cecal charges(dilatation and increasedveight)
attributable to changesin enteobacteial floratypical of prolongedantbiotic
treatment.Eff ectswere reversible afteran8-weekrecovery phase.

Dog/ Beagle

2 weeks;
1,3,and
6 months

1to 100

A SkeletalMuscle(= 10 mg/kg): Reversible myofiber degeneation/regeneation
(degenaative eff ectslimited to < 0.1%of fibers). CPK/AST/ALT elevations.
Skeletalmuscleeff ectsareindependat of C,, andappeaprimarily relatedto

_ dosing frequency(time betweendosespnd/or AUC.

A NervousSystem (= 40 mg/kg; basedupon 6 monthsof dosng): Abnormal
patellarreflex, deaeasedsensoy andmotor nerve conducton velocities,
minimal microscopicaxonaldegeneation obsevedfollowing 6 months of
dosing (at40 mgkg/day). In shaterterm studies(14 days to 3 months duration),
nerve eff ectswere obsevedatdoses> 75 mgkg. Moderateto severe clinical
signs(abnaomal pogture/gait, impairedcoardination, inability to stand, stenal
recumbercy) andfuncional(electrophysiology) deficits were evident.
Microscopiceffectswere detectedn peripheral nerves,dorsalganglia, nerve
roots(including left and right vental and dorsalroots)and spinal nerves. C,
appeaedthe key deteminantfor peripheral nerve eff ects.Remvery of
peripheral nerve function wasevidentwithin 3 to 6 monthspost-dosing
(consistat with the lack of effect upon the neuwronal cell body), although
histological changes(dorsalroots, vental rootsand spnal nerves)were evident6
months afterdosng. In all butonecasethe axonaldegeneation obsevedin
thesetissuesvasgradedasvery minimal and describedasrare, scatteed
vacuoles.

Jwenile
Dog/ Beayle

2 weeks
andl
month

1to 150

A SkeletalMuscle(= 150mg/kq): Reversible degeneation of skeletalmuscle.In
_ contastto adult dogs, CPK levelswere notincreasedn juvenie dogs.

A NervousSystem (= 50 mg/kg): Minimal to slight axonaldegeneation of
peripheral nervefiber (sciatic,ulnar) andspinal cord (cervical, thoracic,lumbar,
dorsalnerveroot) obseved.Peipheral nerve (sciatic)andspind cord (cervical,
thoracic,lumbar) eff ectswere not reversedfollowing a4-weekrecovery phase.

Monkey/
Rhesis

1 month

1to 10

No effectswere obsavedupto 10 mg/kg, the highestdosetested.

* Dapbobmycinwasadministered by bolus IV injection in all studies; onestudy alsoinvestigated administration via 30-minute [V infusion. For

most studies, daptomycin wasadministered oncedaily (g24h), except for select investigaive studies in which it wasalsoadministered on athree
timesdaily (g8h) regmen.

Gl: gastointestinal; CPK: creatine phasplokinas; ALT: alanineaminotransferase; AST: aspatateaminotranderase; AUC: area under thecurve;
Cmax. Maximum serum ancertration following dosing.
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Genotoxicity

Daptomycin was not mutagenic or clasbgenic in a battery of genotaxicity tests,includingthe
Ames assy, amammalian cdl genemutation assay, atestfor chromosomabberrationsin
Chinesenamger ovary cells, anin vivo micronucleusassy, an in vitro DNA repair assay, and an
in vivo sisterchromatidexchange assay in Chinesehamdgers.

Carcinogenicity studes have notbeen conducted.

Reproduction and Development T oxicity

Reproductive and developmentl toxicity studes of daptomycin were conductedin rats (upto
150mg/kg) and rabbits (up to 75 mg/kg) by once-daily boluslV injection. Studieswere
condwtedat daptomycin doselevels up to andincludingthosethat caused parental toxicity (see
Repeat-Dose Toxicity Studies).

Daptomycin adminidration to the Fo generation was not assocatedwith any reproductive
toxicity, suchas adverse effects on mating, fertility, parturition, andladaton. Further, there
were no findings to suggest that daptomycin treagmentof the Fy generation resulted in any
developmental toxicitiesin the F; generation. No testarticle-related mortality, teratogenic
potential dterationsin growth, or functional toxiciti es was noted in any of thestudies. Effects
on progeny werelimited to aslight (~10%), trangent decreasein body weight atadose level of
150mg/kg in rats; this effect was reversiblewithin 14 days post@rtum. No othereffeds onthe
growth, behavior, or reproductive performance of the offspring werenoted.
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SUPPORTING PRODUCT MONOGRAPHS

1. P'CUBICIN®/CUBICIN® RF (Daptomycin for Injection00mg/vial Lyophilized Powder
for Solution Control no 235553 Product Monograpt§unovion Pharmaceuticals Canada
Inc. (May 15, 2020.
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READ THIS FOR SAFE AND EFFECTIVE USE OF YOUR MEDICINE
PATIENT MEDICATION INFORMATION

P'Daptomycin for Injection
500mg/via

Read this carefully before you stat taking Daptomycin for Injectiorand each tmeyou geta rfill . This
leaflet isa siImmary and wil | not tell you everything about this drug. Talk to your healthcare
professonal about your medical condition and treatment and ask if there is anynew information about
Daptomycin for Injection

What is Daptomycin for Injection usedfor?
Daptomycin for Injections used in aduts (18 years and older) to treat bacterial infections:
1 of theskin and oft tissues(e.g. fasda ormusde layers)
1 inthe bood, induding certain hert valve infections (native valve, right-sided infective
endocardtis)

Antibacteral drugs like Daptomycin for Injectiorreat only infections caused bybacteria. They do rot
treat viral infections. Although you mayfeel better early in treatment,

Daptomycin for Injectiorshould beused &actly as direted. Misuse ooveruseof

Daptomycin for Injectiorcould leadto growth of bacteriathat will not bekill edby

Daptomycin for Injectiorfresistance). This means thet Daptomycin for Injectioimaynot work for you
in thefuture.

How doesDaptomycin for Injection work?
Daptomycin for Injectiorareantibiotics. They work by killi ng certain bacteria that causeyour infection.

What are the ingredientsin Daptomycin for Injection?
Medicinal ingredients: Daptomycin
Non-medicina ingredients: Sodium hydroxide

Daptomycin for Injection comesin the following dosageforms:
Lyophilized mpwder for solution avail able as500 mg/20 mL

Do not use Daptomycin for Injection if:
9 you aredlergic to daptomycin.

To help avoid side effects and ensure proper use, talk to your healthcare professional before
you take Daptomycin for Injection. Talk about any health conditions or problems you may
have,including if you:

1 bhavekidney or severeliver problens.

1 have high bood levels of cregtine hogphokinase(CPK).

9 arepregnant, or planning on kecoming pregnant.

9 arebreastfeeding or planto breastfeed. Breastfeeding should be stopped during treatment with
Daptomycin for Injection

areallergic to anyantibioticsor other drugs.

aretaking oher medications (seeT he fdlowing may interact with Daptomycin for Injection).
have anyquestions about your treatment, both before and during treatment.

= =4 =4
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Other warnings you should know about:

Stop taking Daptomycin for Injectiorand contact your doctor right away if you:
1 have severeor lasting darrhea (bloody or watery) with orwithout
o fever.
0 storrech pan or tenderness.

You mayhave Qostidiumdifficile cditis (bowel inflammation).

Tell your healthcare professional about all the medicinesyou take, including any drugs, vitamins,
minerals, natural supplements or alternative medicines.

The following may interact with Daptomycin for Injection:

9 Drugsthat lower cholegerol HMG-CoA reductase inhibitorsalsoknown as" statins’ such as
atowvastain, fluvasttin, lovastdin, pravastdin, roswastdin, and simvasgtin)

9 Tobramycin (another antibiotic)

9 Blood thinners(warfarin)

How to take Daptomycin for Injection:
Daptomycin for Injectiomwill be givenintravenoudy (injectedinto avein) by a doctoror nursein a
hosptal or clinical seting.

Usual dose:

Serious skin infections: The usuabdult dose is4 mg for every kg of body weight. Your dose will begiven
eitherasan injectionover a2-minute period oby infusion over 80-minutepeliod every 24 hours for 7 to
14 days

Bacteral infections in the blood, induding certain heart valve infections The usualadult dose is 6mg
for every kg of body weight. Your dose will begiveneither as an injectioaver a 2-minute period orby
infusion over a 3@ninute period every 24 hours for 10 to 56 days

Usein children:Daptomycin for Injections not recommended for usein patients under theage of 18
years.

Overdose:
If you think you have taken too much Daptomycin for Injection contact your healthcare
professonal, hosptal emeagency department or regional poison control centre immediatdy,
evenif there are nosymptomns.

What are possible side effects from using Daptomycin for Injection?

Thesearenot all thepossible ste effectsyou may feel when taking Daptomycin for Injectionlf you
experience anyside effectsnot listedhere, contactyour heathcareprofessonal.

Common side effects may indude:
headache ordizziness.
diarrhea or constipation.
nausea orvomiting.

rashor itching.

difficulty sleeping.
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Serious side effects and what to do about them
Talk to your healthcare professonal Stop taking drug
Symptom/ effect Only if severe In dl cags anorlnge%ti ggm:ldpl)ate
UNCOMMON
A serious dlergic reactionwith
symptomssuchas:
T shortness of breath,
difficulty swall owing. X
9 hives,itching, drug ras,
bli sterlike sores.
1 swelling of themouith,
throat, lips andimbs
(angioedema).
Pain in the fands and feet with
symptomssuchas:
1 burning, "pins and X
needles”,numbness.
T musde pan, weakness or
tiredness(myopathy).
Irregular heartbeat X
Kidney prodemswith symptoms
such &
9 reduced kidneyfunction,
kidneyfailure.
T increasedrination, X
bloody urine.
1 lowerback pain, pressure
inthe Badder.
i fatigue and nausea
9 Fever or rash
VERY RARE
Regiratoryprodemswith
symptomssuchas:
9 fever, cough, shortnessof
breath or difficulty X
breathing (eosinophilic
pneumonia).
1 Inflammation of the
lungs (organizing
pneumonia)
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If you have atroublesome symptom or sideeffect that is not listed tere or becomeshad enaugh to

interfere with your daily activities,talk to your healthcare professonal.

Reporting Side Effects

You canreport any sugected gleeffects asociatedwith theuseof health praducts
to Health Canada by:

1 Visiting theWeb page on AdverseReaction Reporting:
https://www.canada.ca/en/heatthnada/services/drudpealth
products/medeffeatanada/adverseactiorreporting.htmi

1 Cdlingtoll-freeat 1-866-234-2345.

NOTE: Contactyour health professonal if you reedinformation about how to manage
your side efects. The Canada Vigilance Progam doesnot provide medical advice.

Storage:
Daptomycin for Injectiovials containing lyophilized pwder should be stredat 2°C to 8°C.

Reoonstituedsdutionsareto beused immediately or refrigerated (2°C to 8C) and usedwithin

72 hours, then dscarded. Health Care professonals should refer to the Product Monograph for
moredetail s.

Keep outof reach and sight of children.

If youwant more information about Daptomycin for Injection:
9 Talkto your healthcare professonal

9 Findthis document plusthefull product monograph, preparedfor health professonals by visiting
the Health Canadawebsite &: https://healthproducts.canada.ca/disdipp/indexeng.jspor by

calling the sponsor Accord Healthcare Inc. ®&66-296-0354.

This leaflet was prgared by
Accord Healthcare Inc.

3535 boul. St. Charles Suite 704
Kirkland, QC, H9H 5B9

Canada
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