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AMIODARONE HYDROCHLORIDE INJECTION

Rx ONLY.
DESCRIPTION

Amiodarone Hy ! In]e:lian. for use, comains HCI {CagHag!aNOy+HCI), 3
clus HI antiarrhythmic 6rug. A HCl is 2-Butyl-3: 42 inojeihoxy]-3,5-
ketone hy Ami HCI has the foltowing structural formula:

oMy

Amiodarone HCI Is a white to sfightty yellow crystalline powder, and Is very slightty sotuble in water, It has 3
molscular weight of 681,78 and contains 37.3% iodine by weight. Amiodarone HC Injection is a sterile clear,
pale-yellow solution visually tree from particulales. Each mL of the amiodarone LY, formulation contains 50 mp
of amiogarone HCI, 20.2 mg of benzyl alcohol, 100 my of polysorbats 80, and water for injection,

CLINICAL PHARMACOLOGY  §
Machanisms of Action
Amiodarone is generally actass Il ic drug, but it
characteristics of all four Vaughan Wilhams classes. Like class | drups, amiodarone blocks sodlum cmnnels
81 rapid pacing trequencies, and like ctass Il drugs, il exerts 8 noncampetitive antisympatheuc action. One of
Its main ettects, with prolonged adminisiration, is to lengthen the cardiac action potential, a class H) eftect.
The nepatlve chronotropic eftect of amiodarone in nodal Lissues is nmnlar 10 the efect of class IV drugs. In
addhtion to blocking somum channels, ami blocks my ium channels, which contridutes
to slowing of and ol iness. The Y ic action and the block of
calcium and potassium channeis are respoasible for the negalive dromotropic etfects on the sinus node and
or the slowing of conduction and prolongalion of retracloriness in ine atroventricular (AV) node. Its
vasodilatory action can decrease cardiac workioad and y oxygen

Amiodarone 1.V. agministration prolongs intranodal conduction (Airial-His, AH) and refractoriness of the
atrioventricular node (ERP AVN}, but has little or no etlect on sinus cycle Isnom (SCL) relractonness of the
right atrum and right ventricte {ERP RA and EAP RV), ization (QTc), i ion {QRS),
and (Hs: L HVY). A ol the etectrophysiologic eflects of amiodarone
LV. and oral amiodarone ss shown in the table below.

EFFECTS OF INTRAVENOUS AND ORAL AMIODARONE ON
ELECTROPHYSIOLOGIC PARAMETERS
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AL higher goses (>10 mg/kg) of amiodarons LV, profongaticn of the ERP RY and modest pro-jongation of the
QGRS have been seen. These ditterences delween oral and intravenous admin-istration suggest that the initial
aculs effects of 1.V, may be i focused on the AV node, causing an intranadal
conduction oehy and ln:veised ncuzl refracloringss due to slow channel blockade {class IV activity} and
{class It acuvaty).

Pharmacokinetics and Malabolism
Amiodarone exhions complex disposition characteristics afer intravenous agmmistration. Peak serum
concentrations afer single § mg/kg 15-minute intravenous tntusicns in healthy subjects range between 5 and
41 mg/L. Peak concentrations atter 10-minute infusions of 150 my amiodarone .V in patients with ventncutar
(VF) or i unstable i {VT) range between 7 and 26 mg/L., Due o
rapis distribution, serum cancenirations dechae 10 10% of aeak valugs wrthin 30 to 45 minutes aher the end of
the wlusion. In chinical trials, stier 48 hours of cantinued infusions (125, 500, or 1000 mg/day) plus
suppiemental {150 m) ntusions (for recurrent arrhythmias), amiodarone mean serum concentrations between
0.7 to 1.4 mg/L were observed (n « 260).

N-desethylamiodarone (DEA) is the major active melabolite of amiodarong in humans. DEA serum
concentrations above 0.05 mg/L are not usually seen until after several days of continuous infusion but wim
prolonged therapy reach app y the same ion as ami . The enzymes tor
the N-desthylation are believed to be the cytochrome P458 3A (CYP3A) sublamily, priscipally CYP3A4, This
isozyme is present in bath the hver and (testines. The highly variable systemic availabilty of oral amiodarone
may be atiributed potentially to large inlerindividual variability in CYPIA4 actwity.

Amiodarone Is eliminated primarily by hepatic metabolism and biliary excretion and lnere is negligidte
excretion of amiodarone or DEA In urine, Nether ami aor DEA is and DEA
€ross the ptacenta and both appear in breast mitk.

No oala are available on 1he activity of DEA in humans, but in animals, it has significant electrophyslologlc and
antiarrhythmic effects generally similar to amiodarone ntsell. DEA's precise role and contribution 1o the
andiarthythmuc aclivity of oral amloduon: are not cenain. The devetopment of maximal veniricular class 11l
eftects after oral ami ion ih humans more closely with DEA accumulation over
time than with amiodarone accumulation. On the olher hand (see Clinical Trials), after amiodarone V.
aaminisiration, there 1s evidance of activity well betore significant concentrations of DEA are stiained.

" Amlogarone HCI Injection is contraindicated In patients with known hyp

Noles: V, ang Vy denole the central and steady-siaie volumes of distribution from LV, Studies
'—* genoles not avaitable.
Desethylamiodarone ctearance and volume invoive an unknawn biolranstormation tacior,

The systemic availabiity of oral amiogarons in heatthy subjects ranges between 33% and 65%. From in vitro
sludigs, the protein binding of amlodarone is >96%.

In clmlcal studies of 2 to 7 days, clemnce ol

aner in patienis
with VT and VF ranged between 220 and 440 mUnh/kg.
Age, sex, renal disease, and hepatic disease (cirrhosis)
do ot have marked ettects on Lne disposition of
amiadarone or DEA. Renat impairment does not
influence the pharmacokinetics of amiodarone. Atier a
single dose of amiodarone LV. in cirsholic patiems,
signiticantly lower Cpp,, 300 average concentration
values are aeen for DEA, but mean amiodarone lavels
are unchanged. Normal subjects over 65 years ot age
show lower clearances (about 100 mi/mr/kg) than
younger subjects (about 150 m/he/kg) and an increase
in 1y from about 2010 47 days. In patlents with severs left veniricular dystunction, ihe pharmacokinetics of
amwodarone are nol signrficantly altered but the lerminal disposition Y, of DEA Is prolonged. Alihough no
dosage adjustment for patients with renal, hepatic, or cardiac abnormalities has been defined during chronic
treatment with oraf amiosarone, close clinlcal monitoring is prudens for eiderly patients and those with severe
leh ventricutar dystunction,

There is ro ip between drug and therapeutic response lor shon-term
(ntravenous vse. Steady-stale amiodarone concentrations of 1 1o 2.5 mg/L have been associaled with
antiarrhythmic effects and acceptable loxicity following chronic oral amiodarane therapy.

Pharmacodynamlics i
Amiodarone 1.V. has been rsported 1o produce negative inolropic and vasodilatory eftects in animals and t
humans, in clinical studies of palients with refractory VF or hemadynamically unstable VT, treaiment- '
emergent, drug-Telated hypotension occurred in 288 of 1836 patienis (16%) Irealed with amiodarons 1 V. L
No correlations were seen between the baseline ejection traclion and the occurience of clinically significant

hypotension guring infusion of amiodarone I.V. L% M
g
Chinlcal Trials W
Apan from studies in patients with VT or VF, described below, there are two olner sludies of amiodarone .
showing an antiarrhythmic etfect before significani levels of DEA could have accumulated. A placeba- tiv
controlled stugy of 1.V, amiodarone (300 mg over 2 hours lol!owea by 1200 mg/day) in post-coronary artery

bypass graft patients with icutar and 2- 10 3+ ythmias showed a
reduction in archythmias trom 12 hours on. A baseline-controiled smuy uslng a simifar V. repmen in patients
with recurcent, cefractory VIAVF atso showed raptd onset of antiarrhythmic activity, amiodarone therapy
reduced episodes o VT by 85% compared 10 baseline.

The acute i of ami V. in ¢ recurrent VF or y y unstable VT is
supponied by two randomized, parailel, dose-response studies of approximately 300 patients each, In these
studies, patients with al least two episodes of VF or hemodynamically unsiable VT in the preceding

24 hours were randomly assigned to receive doses of approximately 125 ot 1000 mg over the 1irs) 24 hours,
an 8-10ld difference. in one stugy, 3 middle dose of approximately 500 mg was evalualed. The dose regimen
consisted ol an initial rapia loading infusion, tollowed Dy a slower 6-hour lcading inlusion, and then an
18-hour Infusion, The mai infusion was up 10 hour 48. Additionat

10-minute infusions of 150 mg amiodarone 1.V, were given for "breakthrough’ VIAF mare frequently to the
125-mg dose group, theredy considerably reducing the planned 8-told difterences in Lotal dose 10 1.8- and
2.6-fold, respectively, (n the two studies.

The prospectively defined primary etticacy end point was the rate of VIAF episodes per hour, Fot bolh
siudles, the median rate was 0 02 episodes per hour In patients receving the nigh dose and 0.07 episodes per
hour in patients racelving the tow dose, or approximately 0.5 versus 1.7 episooes nev day (D = 0.07. 2 -sided,
In both studies). In one study, the ume to first episode of VIAF was signifi

Bradycardia and AV Block

Drug-retated bragycardia occurred in 90 (4.9%) of 1836 palients in clinicat tals while Iney were receiving
amiodarone LY. for We-threatening VIAF, it was not dose-retated, Bradycardia shoutd be treated by slowing
the infusion rate or disconlinuing smiogarane LV, In some patienls, inserung 3 pacemaker is required. Despie
such 5 Y was ang terminal n 1 patient during the controlied trials. Patents
with @ known predisposilion to bradycardia or AV block should be treated with amiocarone I.V. in a sefing
where 3 temporary pacemaker is available,

tong-lerm Use
See labeling for oral amiodarone. There has been limited experience in patients receving amiodarone 1.V, for
fonger than 3 weeks,

Naonalat Hypo- or Hyparihyroldism

Although ami use during Is there have been & small aumber of published
reparts of i and ialed with its oral i "
LV.is ini during pregi y, the nlnenl should be apprised ol Ihe gotential nazard to
the fetus.
PRECAUTIONS
Lv. snouln be i only by icians who are in the of lie-
who are familiar with the risks and benetds of amiodarane therapy. and

who have access 1o facilities adequate for monaorng the eftectiveness md‘sroe etiects of ireatment.

Livar Enzyme Elavations ‘

Elevations of blood hepatic enzyme values — alanine aminotransterase (ALT), aspanate aminotransterase
(AST). and pamma-glutamy) transterase (GGT) ~ are seen commonly in palients with immediately lite-
theeatening VI/VF, tnierpreting elevated AST activity can be difficuh because he vatues may be elevaled in
patients who have had recent myocard:al infarction, congestive heart tailure, or mulliple electrical
detivrillations. Approximately 54% of patients recsiving amiwodarone 1.V, in Clinical Studies had baseling liver
anzyme elevations, and 13% had clinically significant elavations. In 81% of patients with both baseline and
on-therapy dala available, the liver enzyme elevations either improved during (herapy of remained at
basetine levels. Baseling abnormalines tn hepatic enzymes are 00t a contraindication te treatment,

Two {2) cases of fatal hepatocellutar necrosis alter treatment with amiodarone 1.V, have been reported. The
patients, one 28 years of age and the other 60 years of aps, were treated for atrial arrhythmias with an inital
intusion of 1500 mg over 5 hours, a rate much higher than r Both patients hegatic
g renal faitre within 24 hours after the sian of amiodarone I.V. treatment and died on day 14 and day 4,
respecively, Becausa these episoces of hepatic necrosis may have been due to the rapid rate of infusion wuh
possibte rale-related hypolension, the initial rate of Infusion should ba monitored closaly and shouid nol
#xceed that prescribed in DOSAGE AND ADMINISTRATION.

In patients with Wife-threaiening arrhythmias, the potential risk of hepatic injury shoutd be weighed against the
potential benelit of amiodarone LV. therapy, but patients receiving amiodarons 1.V, should be monitored
:arelully tor zvldence ot nroqnmva hepatic Injury. Consideration should be given 1o reducing the rate of

or 9 LV, in such cases.

Proarrhylhmia
Like all antiarrhythmic agents, amiodarane LV. may cause a worsening of existing arrhythmias of

Qﬂe:ipilale a new arrhyihmia, Proarthythmia, primarily torsades de pointes, has besn associated with
P

rolongation by amiodarene LV. of the QTc interval 1o 500 ms or greater. Althauph GTc protongation

| | lnccurred frequently in patients receiving amrodarons |V., torsades de pointes or new-onset VF occurred

intrequently {lass 1han 2%). Pauenls should be monitored 1or QT¢ protongalion during infusion with
amiodarone LV,

Putmanary Disorders

ARDS

Two percent (2%) of patients were reported to have adult respiratory distress syndrome {ARDS) during
chinical studies. ARDS is a gisorder characterized by bitateral, ditfuse pulmonary Infillrates with pulmanary
edema and vzryinq degrees of respiralory isufticiency, The cliical and radiographic picture can arise atter
avanely oV lunu ln]uncs sucn & lnosz resulting from trauma, shock, protonged cardicpulmanary

10 hours in patients receiving the low doss and 14 hours in palients receiving Ine high dose). Ia both studies,
significantty tewer supplemental infusions were given 10 patienls in the high-gase group, Monality was not
afiecied in these studies; al the end of doubls-blind therapy or atier 48 hours, alt patients were given open
access 10 whalever lreaiment (including amiodarone ).V.) was aeemed necessary,

INDICATIONS AND USAGE
Amiodarone HCI Injection is ingicated for iniiation of treatment and prophytaxis of frequenily recurring
ventricular tibrillation and hemogynamically unstable ventricular 1achycardia in patienls refractory 1o other
therapy. Amiodarone LV, also can be used to treat patients with VI/VF for whom orat amiodarone is indicaied,
but who are unable to take orat medication. Durng or after treatment with amiodarone LV, patieats may be
wransferred (o oral amiodarone therapy (ses DOSAGE AND ADMINISTRATIOR),

Amiodarane L.V, should be used tor acule treatmen until the patient's ventricular arthythmias are stabilized,
Most patients will require this therapy for 48 to 95 hours, bul amiodarone |.V. may be salely administered for
longer periods it necessary.

CONTRAINDICATIONS

ity 10 any of the of
amiogarone LY., of in patients with cardrogenic shock, marked sinus bradycardia, and second- or third-degree
AV block unless a functioning pacemaker |s available.

WARNINGS
Hypotenslon
Hypotension is the most common adverse ettecl Seen with amiodarons LV, In clinical tnats, treatment- -
emergent, drug-related hypotension was reported as an adverse ettect in 288 (16%) of 1836 patients treated
with amlodarone LV. Clinicatly signilicant hypotenslon during infusions was seen most often in the first
several hours of treatment and was nol dase related. but appeared 10 be refated 10 the rate of infusion.

The totlowing table summarizes the mean ranges of s of reported in
single dose 1 V. {5 mg/kg over 15 mun) studies of healthy subjects.
PHARMACOKINETIC PROFILE AFTER I.V. AMIODARONE ADMINISTRATION
Clearance Ve Vi i
Orug {mUn/g) (L) {LUno) (days)
Amiodarone 80- 158 0.2 40- 84 W-4a7

Desethylamiodarone 197 - 290 - 68 - 168 >AMI L

in ami LV, therapy was reported in 3% o!f patients, with
permanent discontinuation required in less than 2% of patisnts. Hypotension should be treated initially by
slowing the inluston; addiional standard therapy may be needed, including the lotlowing: vasopresser drugs,
posilive inatrapic agents, and volume expansion. The initial rate of intusion should de monilored closely
and should nol sxceed ihat prascribed in DOSAGE AND ADMINISTRATION,

present ia many of ihe patients enrolted in Ine clinical
studles Iis nul possmle 10 determing what role, il any, amiodarone L.V. played in causing or exacerbating
the pulmonary disorder in those patients,

Postoperativaly, occurrence of ARDS have been reporied in patients receiving oral amiodarane thecapy who
have undergone either cardiac or noncardiac surgery. Although patisnts usually tespond well fa vigorous
respiratory therapy, in rare Instances the outcome has been tatal, Until turther studiss bave been
pertosmed, it is recommended Fi0, and the uzmmmanls of oxygen delivery 10 the lissues {¢.0. Sal,,
Pa0,) be closely In patienls on

Pulmonary fibrosis
Only 1 of more than 1000 patients treated with amiodarona L.V, in clinical studies developed pyimonary
hibrosis. In that patient, the condition was diagnosed 3 moaths after treatment with :mnoa:vone LV.. during
which time she received oraf amiodarone. Pulmonary loxicity is a well- of long
amiodarone use {see labeling for oral amiodarons),

‘

Surgery ‘

Close perioperative monitoring Is in palients ing general ia who ars on
amiodarone therapy as they may be more sensitive to the myocardial depressant ang conduction deteets of
halogenated inhalational anesthetics.

Drug interaciions

can inhiblt ism mediated by P-450 enzymes, probably accounting tor Ihe
ettects of oral amil {ana t.V.} on tne pharmacokinelics of various
therapeutic agents including digoxin, quinidine, procainamide, warfarin (CYP1C9) dentromethorphan
(CYP2DB), and cy (CYP3A4). ynamic and y gic interactions have also been
observed afhes concomitant administration with propranolol, diltiazem, and veliplmll Conversely agenis
producing a significant eftect on ami i include pheny . and

tholestyramine. Because of the long halt-hie of amiodarone, drug interactions miy persist lcng atrer
disconlnuation of drug administranion. Few data are available on drug interactions wilh amiogarone L.V,
Except as noted, the foflowing 1ables summarize the important interaclions between oral amiodarane ang
olher therapeutic agents.,



SUMMARY OF DAUG INTERACTIONS WITH AMIODARONE
Drugs Whose Eltscts May Be Incransed by Amiodarone

Concomitant Drug interaction

Wartatia increases prothrombin time.

Digoxin Increases serum concentration,

Quinidine Increases serum conceniration,

Procainamige Increases serum concentration, NAPA concentration.

Disopyramide increases QT profongation which could cause arrhythmia,

Fentanyl May cause hypotension, bradycardia, dzcmsep cardlac output.

Flecanide Reduces the dose of {lecainide needed to maimain therapeutic
plasma concentrations.

tigocaine Oral: Slnys bradycardia was observed In a palient feceivlna oral

amiooarone who was Qiven liocaine for local anesthesia,
1.V.; Seizure associaled with increased lidacaing concentrations

was opserved (n one patient.
Proguces persistently elevaled plasma concentrations of cyclosponine
resuhing in etevated creatinine, desphie reduction 1n doge of cyclosporine,

Cyciosporine

SUMMARY OF DAUG INTERACTIONS WITH AMIODARONE
Drugs INal May Inleriers with the Actions of Amiodsrons

Concomnant Drug Interaction

Chotestyramine Increases enterohepatic elimination of amiodarone and may reduce serum
Jevels 400 7.

Cimetiding Increases serum amiodarons levels.

Pnanytoin Decreases serum amiogarone levels,

Potential drug class iteractions with Amiogarona
Beta Blockers: Since amiodarone hag weak beta blacking activity, use with beta blocking agents could increase
sk of hypotension and bradycardia.

Calcium Channel Blockers: Amiodarong inhibits and contractillty,
increasing the risk of AV block with verapaml or ditiazem of of hypotension with any calcium channel biocker.

Volalile Anesthetic Agents: (see PRECAUTIONS, Surgery).

10 addition 1o the inleractions noted above, chronic (> 2 weeks) ora/ amiodarone administration impairs
of phenytain, dextr ana methotrexate.

Elactrolyte Disturdances

Patients with hypokalemia of hypomagnesem!s should have the condition corrected whenever possible before
being treated with armiodarone 1.V, as these disorders can exaggerate the degree of QT¢ proiongation and increase
e polential o¢ 10rsa0es e pointes. Special attention should be given to electrotyte and acid-base dalance in
patients experiencing severe or prolonged diarrhea or in patients receiving concomitant diuretics.

Carcinogenasis, Muiagenesis, impaleman) of Fertllity

No iclty studies were with amiodarone LV. However, ors/ amiodarone caused a
statisically signiticant, dose-reiated ingrease in the incidence of thyroid tumors (talllcular adenoma and/or
carcinoma) in rats. The incidence of thyroid adenomas in rats was grealer than the incloence in contrals sven
al the lowest dose level tested, i.e., 5 mg/kg/day (approximately 0.08 times the maximum recommended
human mantenance dose*).

Mutagenicity studies congucted with amicoarong HCI (Ames, micronucleus, ang fysogenic induction tests)
were negative.

No fertility studies were conducted with amiadarone LV However, in a study In which amiodarone
was orafty ini g 10 male and 1emate rais, beginning 8 weeks prior to mating, reduced
lemhry was observed a1 a dose level ol 90 mg/kp/day (approxi y 1.4 times the

Padiatdlc Use
The saiety and etticacy of In the pediatric
in pediatric patients is not recommended.

Amiodarone HC! Injection contains the preservative benzyl alcohol (see DESCRIPTION). There have been
vepom of uul 'gasping synarome” In neonates (children less than one month of age) tollowing the

1 solutions ing the pusuvallve benzyt aicohol. Symptoms include 2
striking ansel of gasping respi , Dy i ang i collapse.

have not been therstore, lts use

Gerlatric Use

Clinicai swdies of Amiodarone HCI Injection did not include suMicient numbers of subjecs aged 65 and over
to determine whether they respond difterently from younger subfects. Other reported clinical experience has
not (dentified difterences in responses between the elderty and younger patients. In general, dose seiection for
an elderly patient shoutd be cautious usually staning at the low end of the dosing range, reflecting the Qreater
trequency of decreased hepatic, renal, o cardiac function, and of concomitant disease or other drug therapy.

ADVERSE REACTIONS
tn a total of 1836 patients In controlled and uncontrolled clinical trias, 14% of patients recefved amiodarone LV,
for at least 1 week, 5% recelved f for at least 2 weeks, 2% received t for at least 3 weeks, and 1% received it for
more than 3 weeks, withoul an increased incidence of severs adverse reactions. The mean duratioo of therapy in
these studies was 5 6 days; median exposure was 3.7 days,

The most imponant treatment-emergent adverse etiects were hypotension, asystole/cardlac
arresvelectromechanical dissaciation (EMD), cardiogenic shock, congestive hean faifure, bradycardia, liver
function test adbnormainles, VT, and AV block. Overall, treaiment was discontinued for about 9% of the patients
because of adverse eflects. The most common adverse etects leading to discontinuation of smiodarone 1.V,
herapy were hy ion (1.6%), asy AMD (1.2%), VT (1.1%}, and cardiogentc shock (1%).

The following tadle fists the most common {incldence 22%) treatment-emergent adverse events during
amiodarone LV. therapy considered at least possidly drug-related, These data were collecied from the Wysth-
Ayerst clinical trials [nvotving 1836 patients with life-Ihreatening VI/VF. Data from all assigned treatment
Qroups are pooled because none of the adverse events appeared 1o be dose-related.

SUMMARY TABULATION OF TREATMENT-EMERGENT QRUG-RELATED
STUDY EVENTS IN PATIENTS RECEIVING AMIODARONE 1.V,
IN CONTAOLLED ANO OPEN-LABEL STUDIES
{2 2% INCIDENCE)

The first 24-hour dase may be Individuatized for each patient; however, in controtled clinical triats, mean daily
Goaes above 2100 mg were associated with an increased risk of hypotension. The initial inlusion rate should
not exceed 30 mg/min,

Based on the experience trom clinicat studies of amiodarone LY., a mainienance intusion of up 10 0.5 mg/min
can be cauiously continued for 2 to 3 weeks regardiess of the patient's ags, renal function, or [eft ventricular
tunction. There has been limited experience in palients receiving amlodarone LV. for longer than 3 weeks.

The surface propariies of solutions contalning injactadle amiodarone ara allared such thal (ke drop slze
may be raduced. This reduction mey tead to underdosage of tha patieat by up to 30% Il grop counier
Intusion tals are used, V. musi bs by 2 vo! ic inluslon pump.

Amiodarone IV, should, whenever possible, be administered through a central venous catheter dedicated 10
that purpose. An intine filter should be used during agminisiration.

Amiodarone LV. concentrations greater than 3 mg/mL in DgW have been associated with a high inclaence ot
peripheral vein phiebitis; however, concentrations of 2.5 mo/mL or less appear to de less lrritating. Therefore,
tor intustons longer than 3 hour, amiodarone L.V, congenizations should not exceed 2 mg/mL unless a central
venous catheter is used.

Amiodarone LV. infusions exteeding 2 bours must be tn glass or palyolefin bottles ini
DyW. Uss of plast tor agmixng ami LV, is not 2l ibi
with a bufter in 1he container may cause precipitation.

It is well known that amiodarane adsorbs to poiyvinyl chioride (PVC) tubing and the clinlcal trial dose
administration schedule was designed to account for this adsorption, All of the clinical (rials were conducted
using PVC ubing 2nd its use is therefore recommended. The concentrations and raies of infusion provided in
DOSAGE AND ADMINISTRATION retiect doses igentified In these studies. il is important that ine
recommended infusion ragiman be tallowed closely.

Amlodarone HC| injection has been tound 10 leach out plasticlzers, Including DEHP [di-(2-ethylhexyt)phihatate]
from intravenous tubing {inctuding PVC tubing). The degree of leaching increases when infusing Amiodarone
HC Injection at higher concentrations and lower flow rates than provided In DOSAGE AND ADMINISTRATION.

Amiodarans 1.V. does not need to be protected from light during adminlstration.

AMIODARONE HCI SOLUTION STABILITY

Controtad Open-tabet
Swudies Studies Toisl

Study Event {n=B14) {n=1022) (ne1838)
Body 8¢ 8 Whole
Faver 24(2.9%) 13{1.2%) 37(2.0%)
Cardiovascular Syslam
Bradycarda 49(6.0%) 41{4.0%) 80{4.9%)
Cangestive heart tailure 18(2.2%) 21{2.0%) 39(2.1%)
Heart arrest 29(3.5%) 26(2.5%) 55{2.9%)
Hypotension 165(20.2%) 123(12.0%) 288(15.6%)
Ventricular tachycardia 15(1.8%) 30(2.9%) 45(2.4%)
Olgestive Syslem
Liver function tasts abnormal 35(4.2%) 29(2.8%) 64(3.4%)
Nausea 29(3.5%) 43(4.2%) 72(3.9%)

Concentration
Sotution (mg/mL} Container Comments
5% Dextrose in Water (DsW) 1.6 PVC Physically compatible,
with amlodarone loss
<10% at 2 hours.
§% Dextrose In Water (DgW) t-6 Polyolelin, Physically compalible,

Glass with no amiodarone
loss at 24 hours,

Admixture tncompatibility
Amiodarone LV, in DgW is incompatible with the drugs shown pelow.

Y-SITE INJECTION INCOMPATIBIITY

Othar treatment-emerpent possibly drug-related adverse pvents reponed in (25s than 2% of patients receiving
amiodarone L.V, in Wyeth-Ayerst controlled and uncontrotled stugies inCluded the tollowing: abnormal kidney
function, atrial librillation, dlarrhea, increased ALT, increased AST, lung edema, nodal arrhythmia, prolonged
QT interval, respiratory disorder, shack, sinus dradycardia, Stevens-Johnson syndrome, thrombotytopenia,
VF, ang vomuting.

human maintenance dose”).
* 600 mQ in a 50 kg patient (doses compares on a body surtace area basis)

Pregnancy: Teraloganic Elfecls; Pragnancy Calegory D,
See WARNINGS, Neonalal Hype- or Hyperthyroldism.

In adgiion to causing nfrequent con yroidism and hyperthyroidism, ami has
caused a variety of agverse eftects in animals,

in a reproductive study In which m‘noda'one was given intravenously to rabbils at gosages o} 5, 10, or~
25 mgrkg per day {about 0.1, 0.3, apd 0.7 Limes the maximum recommended human dose [MAKD] on 8 body
surtace drea basis), maternal deaths occurred in all groupy, including controls. Embryotoxicity (as

in oaslmarkennq surveillance, toxic neulropenta, ang
shock also have been reponed with amiogarone lhmpy
OVERDOSAGE
The mos! likely etiects ot an | overdose of LV. are [ genic shock,

bradycardia, AV biock, and icity. My and ic shock should be Ireated by siowing
the infusion rate or with standard therapy: vasopressor drugs, positive inotropic apents, and volume
expansion, Bradycardia and AV block may require temporary pacing. Hepatic enzyme concentrations should
be monitored closely.

Amiodarane is not dulyzable

' DOSAGE AND ADMINISTRATION

by fewer tull-term fetuses and increased resorplions with concomitantly lower liner weights) occurred at
dosages of 10 m/kg and above. No evidence of embryotoxicity was observed at § mg/kg and no
teratogenicity was observed at any dosages.

in 2 \eratology sludy In which was by 1.V. infusion 1o rats at dosages of
25, 50, of 100 mo/kp per 0ay (aboul 0.4, 0.7, and 1.4 times the MRHD when compared on a body surface
area basis), maternal loncity (as Muencm by reduceu weight gain anc food consumption) and
embryotoxicity (as evil by i live linter size, reduced body weights, and
tetaroed siernum and melacarpal ossdication) were observed in the 100 mg/kg group.

Amiodarone 1.V. Shauld be ysed during pregnancy only it the potential benetit to the mother |ustifies the risk
10 the tetus,

Nursing Mathers
Amiogarane is éxcreted in human milk, suggesting that breast-faeding could expose the aursing infant to 2

shows i i variation in response, Thus, although a starting dose adequate
10 suppress life-threatening arrhythmias Is needed, close monitoring with adjustment of dose as needed is
essential. The recommended stanting dose of amiodarone LV, is abaut 1000 mg over the tirst 24 hours of
therapy, defivered by the tollowing infusion regimen:

AMIODARGONE HCI DOSE RECOMMENDATIONS
~ FIRST 24 HOURS —

Amlodarane
Drug Vehicle Concentration Comments
Aminophylline Dyw 4 mg/mL Pracipitate
Cefamandole Natate Dsw 4 mg/mL Precipitate
Cefazolin Sodlum Dyw 4 mglmL Preciphate
Mezlocillin Sodium LAY 4 mymt Precipitate
Heparin Sodium DWW Precipitate
Sodium Bicarbonate A 3 mo/mL Precipitate

Intravancus 1o Ora) Transition

Patients whase aryinmlas have been suppressed by amiodarone ).V, may be switched 10 oral amlodarone,
The optimal gose lor changing from i to oral admi ol will depend on the dose
of ami V. already . as well as the biavailabiity of oral , When changing to
aral amioarone Inerapy, clinical monioring is recommended, particularty for eiderly patients,

The lollowlna uble provnm suggesied doses of oral amiodarone to be inttiated atter varylng duratlons of

ion. These 1 ions are made on the basis of 8 comparable total body
amount of amioaamne delivered by the intravengus and oral routes, based on 50% bioavailabitity of
oral amiodarone.

RECOMMENDATIONS FOR ORAL DOSAGE AFTER 1.V, INFUSION

Loading inlusions

First Rapig; 150 mg ovar the FIRST 10 mlnulnhi mg/min}, Add 3 mt of amiodarons .V,

(150 mQ) to 100 mL DyW (concentration=1.5 m/mL], Intuss 100 mL over 10 minutes.

Followed by Slow: 360 mq over the NEXT & hours (1 mg/min). Add 18 mL of amlodarons 1Y, (800 mq)

10 500 mL D4W {concentration = 1.8 mg/mL).

intuglon  $40 mg over the REMAINING 18 hours (0.5 mg/min). Decrazse the rate o( the siow

significant cose ¢f the drug. Nursing ofispring of factating rats have

reguced viability and reduced hody weight gains. The risk of exposing 1he infant to amiodarone should be
weighed against the potential benefit of arrnytnmila suppression in the mother, The mother Should be advised
to discontinue nursing.

Labor and Dallvery
itis no* 1 whether the use of ammaarone uurlno fabor ov aellvery nas :ny Immeame or delayed adverse

sttertr 8l etidine in sndanee e

1oading Infusion to 0.5 mg/min,

Duration of Iniat Daily Dose of
Amlogarone LV, Infusion’ Oral amipdarone
<! week 800-1600 mg
1-3 weeks 600-800 mg
>3 weeks” 400 mp

Aftar tha lirs) 24 hours, the maintenance infusion rate of 0.5 ma/min (720 mg/24 hours) should be continusd

utlizing 3 ion of 1 t0 6 mg/mL (ami (A2 greater than 2 mg/mL should be

administered via a central venous catheter). (n the evenl of breakthrough episodes of VF or hemodynamically

unstable VT 150-mg supplemenla! lnvuslons ol lmwmrone 1 V mixed in 100 mL of D4W may be adminisiered.
an e

Quomm dane

*Assuming a 720 mg/day intusion (9.5 mo/min).
*Amiodarone L.V, is aot intended tor maintenance treatment.

Parenteral drug products should be inspected visually for particulate matier, whenever solution and contalner permdt.
HOW SUPPLIED '

Amiodarene Hydrochtoride Injection, 50 mg/mL, Is available as tollows:
NDC $5390-057-10, 150 mo/3 mL, Single Use Vial, carton of 10,

Store at room temperature 15 to 25°C (59* to 77°F). Proteci trom (Igh! and excessive heal. Retain in carton
unth time of use,
Manufaclured by:

Ben Venus Lavoratories, Inc.

Manutactured for:

Benlara | aknsapaciasiv



i II‘I ENEL w/Buw 05

‘AINO XY

ATINO 3SN Al HOA +

NOILLO3IrNI IDH INOHVYAOINV

S[elA 8sn 9jBuls Jwi € X Q1

01-250-06€5S OAN

Usual Dosage: See package insert for complete information on
dilution, dosage, and administration.

i AMIODARON
HCI INJECTIOM

Each mL contains 50 mg amiodarone HCI, 100 mg polysorbate 80, !
and 20.2 mg benzyl alcohol in water for injection.
Store at room temperature 15° to 25°C (59° to 77°F).
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MUST BE DILUTED. .
Protect from light and excessive heat. Retain in carton until time : 1 50 mg/3 m

i
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Manufactured by ‘ Manufactured for:

Ben Venue Labs, Inc. m N Bedford Laboratories™
Bedford, OH 44146 SEVEGSYY  Bedford, OH 44146
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Rx ONLY,
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Store at reom temperature 157 to 25°C
9° 1a 77°F). Retain in carton until

éuh.pe. ‘.?rg-‘

for: ' Mg by:
Bedtord Laboratories™  Ben Venue Labs, Inc,
Bedford, OH 44146 Bediord, OH 44146

Note: Keyline does not print.

LT

ANI-V00

Electronic Art Hard Copy

Date: 06/03/02

reno: DD N

[ PAgEile: 17752

Format: B9Y0 dootdl U

/ Isikd  o0m8757x25

TPC Proofread:

Colors:
B PMS Black
W PMS 208 Wine

Customer Approval:

EREIE

Customer Approval:

Date:

Date:




