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Cordarone®
Intravenous
(amiodarone hydrochloride)
I} only

DESCRIPTION

Cordarone intravencus {Cordarona | V ) comains amiodarone HCI (CasHzeleNOy © HCn aclass Il anuar-
mylhmk: drug HClis {2-butyl-3-

HCI tm the following structural formula

Amiodarone HCI is a wite to -ngmy yeliow crystaine pawdar, and is very sightly spiuble in water t
has a moleculsr weight of 881 78 and corntams 37.3% lodine by weight Cordaronae | V is a sterile clear,
pale-yeliow soiution visually free rom particulates Each millilter of the Cordarone | V' formulation con-
tains 50 mg of amiodarone HCI, 20.2 mg of benzyl aloohol, 100 mg of polysorbate 80, and water for
injection

CLINICAL PHARMACOLOGY

Mechaniams of Action

050326

C15032-6
Cordarone®

Intravenous
(amiodarone hydrochloride)

Cordarone | V |bounbcusodIouulpmmmwthTNF'o'MmoalCmrdmhhmmwd but
who are unable t0 take oral medication During or aiter treatment with Cordarone { V', patisnts may be
transferred to oral Cordarone therapy (see DOSAGE AND ADMINISTRATION}

Cordarone 1 V should be usad for acute treatiment until the patient's ventricular athythiruas are stabi-
fized Most patients will require this therapy for 48 to 96 hours, but Cordarone | V may be sately admin-
Istered for longer pariods it nacessary

CONTRAINDICATIONS

Cordarone | V is contraindicated in patients with known to any of the of
Cordarone | V , or in patients with cardiogenic shock, marked sinus bradycardea, and second- or third-
dagree AV block unless a functoning pacemaker is available

WARNINGS
Hypotension
Hynotension lsmgmlwwmnmvmmmnmwm Cordarone | V In clinical thals, treatment-
emergent, drug-ratad hypotension was reporied as an adverse gtfect in 288 (16%)41336 pm-m

trested with Cotdmlv Clinically significant hypotenaion during infusiona was seen most often in
the hrst several hours of treatment and was not dose related, but appeared to ba related to the rate of
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is generally a csss i irug, but it

negatve
of claas IV drugs Inlddmmeouodtlngmdhmm.mmbhdamyowdldpm-

sium channels, which to slowing of and of The anti-
uwwcmmmmmud\m p«nﬂumo&mnﬂhnmmmﬂemmuﬂuw
dmcmmm«munmm-mammmmdmm-wmmmd -

wtovsmﬂcunr (AV) node Its vasodilstory action can decrease cardiac workioad and conse-
uuemtymyoe- il oxygen consumgption
Cordarone 1.V prolongs. (Amal-His, AH) and refractoriness of the
atrioventricular node (ERP AVN], but has fittie or no effect on sinus cycle length (SCLJ, refractoriness of
the right atrium and right ventricis (ERP FIA and ERP RV), repolarization (QTc), inraventricular conduc-
tlon(QRS) and A o th

ot Cordarone | V mwc«:rdmhlhwnhttunmbdow

s ONE ON
B.Ecmommoalcrmmm
ERP ERP ERP

Formulation SCL QRS Qle AH HV RA RV AWN
w . . - 1 - - - Y
Onsl t .- t t - t ' '
-- No change
AL higher doses {>10 mg/kg) of Cordarone |V, wdong-ﬂondlmERPRVnndmodulpmbngmlmo'
the QRS have been seen These differances between oral and intravenous administration suggest that
the inibal acute effects of Cordarone | V may be predominantly focused on the AV nade, causing an

delay and nodal due to siow channel blockade (class 1V
activity) and iciass |l activity)}
Pharmacokinetics and Metabolism
Amiodarone exhibits complex aftor Peak serum

concentrations maimsm/kgvs-mmlmwmmiomhmdmy sybjects range between
5 and 41 mg/L. Peak concentrations after 10-minute infusions of 160 mcaﬂllonllvlnmvdﬂ\
unstable

ventricular fibriliation (VF) or
distrittion, serum conoentrations dednewwiﬁdpnkvmm&)
mlSniruulﬂwhl\ddﬁhNudon In clinical tnais, after 48 hours of continued Infusions (125,

N-tessthylamiodarone (DEA) is the major active metabolite of amiodarone in humans. DEA serum con-
cantrations above 0.05 mg/L are not usually seen untl afier seversl days of conbinuous infusion but
with prolonged therapry reach approximataly the same concentration as amiod: The

be

responsi|
principaly CYPIA4 Thia 18cZyma ig present in both the ivar and Jntestines The sys-
umk: Ivlllubllty of oral amiodarone may be attributed potentially to large Im-dndmdml vnrlulillty In

A4 activity
wmmsu«immmmwwcmmumuwmmmuwm
excretion of amiodarone or OEA in urine. Neither
DEA cross the placenta ant both appeer in breast mik.

No data ere available on the activity of DEA in humans, but in animals, t has significant electrophysio-
Iomcmdlmllrrhy!hnicmmmlnynml. amiodarone itseif DEA‘s precise role and contribu-
to the antiarthythmic activi oral ameodarone are not certain  The develapment of maximat ven

uwd.nlllmmwﬂcudlmwnidmﬁmlnhmm closely with DEA
accumulation over time than with armsodarone sccumuiston. On the other hand (see Clinical Trisis),
after Cordarone |V administration, thers ks svidence of activity well before significant concentrations of
DEA are attaned

The following table summarizes the meen rangsa of of reported

Insingle dose | v {5 Mg/ over 15 min) studies of healthy subjects
PHARMACOKINETIC PROFII.E AFTER LV. AMIODARONE ADMINISTRATION

Ve Vgs tyz
Onug (mUMW) Uk (Uxg) (dlvll

Amiodarone 90-158 0.2 40-84 20-47

Dasethylamiodarone 197.200 - 68-168 2 AMityy

Notes: V. and Vg denote the central and steady-state volumes of distribution from i.v studies
*—* denctes not aveiiable

mmmuuumwmmhm.mmbmmmmfnm

The syatemic availabllity of oral amiodarone in healtity subjects ranges between 33% and 85% From
in vitro studies, tha protein binding of amiodarons i >96%
|nummm42m7mmdmwmm-nmmumhmm
mmwmwmmzzow«ommux.wuum‘-mm
(dnhodl)dono(hlvonlrkldmmh or DEA. Renal does

influence the m\iodelvlllmh mCuﬁmIVhdﬂhalc
pamm C._udwwmmmhn values are seen for DEA, but mean amio-
darone lavels are unchanged Nomal subjects over 85 yeers of age show lower clearances:
1oomwn<q)mWnbm(-bumsommm@.m-nmmmmmzuw
47 days In patents with severa the of
mmmwmmmlmmimmwuw prmow

ng
lowing drugs, positive Inotropic agents, and volume expansion The initial rate of infu-
alon shouwid be monitored closely and should not exceed that prescribed in DOSAGE AND
ADMINISTRATION
Bradycardia snd AV Biock
ted bra rdia occurred in 90 (4 9%) of 1838 patlents in clinical tnals wile they wers receiv-
ing Cordarone L.V, for iite-threatening VTAVF; it was not dose-related Brldywdn should be treated by

ummmmmwdlmumk\gc«dmlvlnmm ing & pacemnaker is
required Deepite such measures, bradycardia was progressive and terminal in 1 p-ﬁom during the
controtied trials. Patients with a known predisposition to bradycardia or AV block shouid be treated
with Cordarone |V In a setting where & temporary pacemaksr Is available,

Long-Term tUse

Sea labeling tor oral Cordarone Thers has been limited exparience in patients receiving Cordarone 1 V
for longer than 3 weeks.

Neonatsl Hypo- or Hyperthyroidism

Ahhouqh mundmmmﬂmhumm Mh-v-bmunullnmtmof;ubmad

reports of
H Coruarors 1V s administered during pmqnﬂ\cy mcpnmnmuuwmdunmum—
ard to the fet

CAUTIONS N
Corduu\o iV should be in the treatment of
L] who are familar with lho risks and bensfits of Cordarone thers-
py, and who have sccess to faciiiies adequats for monitonng the effectiveness and side stfects of
treatment

Liver Enzyms Elevations
Elavations of blood hepatic enzyme valuse—aianine aminotransterass (ALT), aspartate aminotrans-
fermsa (AST), and gamma-glutamyl transterase (GGT)—are seen commonly In patents with immediately

ing
remained at baseline levels Bassine abnormalities in hepatic snzymes sre not a contraindication to
treatment

R of fatal traatment with Cordarone | V. have been reported Two
patients, one 28 years of age and the other 60 ysars of ags, wers treatsd for strial arhythmias with an
Inktinl infusion of 1500 mg over 5 hours, & rate much higher than mcommended Both patients devei-
oped mmmenmzummmm-mmc«amlvu-wmm ched on
dnyumddlyl respectively Becausa these epiecdes of hepatic necrosis may have been due to the
rapid rate of infusion with possible rats-reiated hypotension, the initia! rate of infusion should be
mmmndm.ndlhoddmlmlhumﬂndh DOSAGE AND ADMINISTRATION
In patiertts with lite-threstening arrhythmias, the potential risk of hepatic inury should be weighed
against the potsntial benefit of Cordarone | V. therapy, but patients rceiving Cordarons |V should be
of progreesive hepatic injury Considerstion should be given to reduc-
ing the rate of adminiatration or withdrewing Cordarone LV In such casee.

mia
Like o) agents, Cord: may causa 8 of existing or pracipl-
tate a new srrhythmia. Proarrhythmia, mmymndopolm- ‘has been assocated with prolon-
wmnywu-mw of the QTc Interval to 500 me or greater Although QTc prolongation oocumred
frequently in patients receiving Cordarone | V , torsades de poirtes or naw-onset VF occurred infre-
qmmfy(\u:lmnzﬁ) atiorns mab.nmnmd for QTc prolongation during infusion with
Cordarone | V with oth: therapy that prolanga the QTc
mmwmmmm who are
W'Dl*w““

10 co-administer arniodarone with mmwmnmmmnhmumm
ancmlmdmwm benefits of doing so for sach patient.
Awmlumnummmuummmmnmmngc«d-mlv mustbumdo
in patients with thyrokd due
arrhythyria, which may reault in death, hmmm

by bl ditfuse puimonary infiltrates with

nwycdm-nommdmplmuywndm The dinical and radiographic picture
cmlﬂulmrnvnhtyolwmmu,mnmruulﬂmann‘nmk,wmmg-dw-

and present in many of the pal
sewolled in the clinical studies It is not possible to determine what role, nu\y.Cmumle phy-dh
causing o sxacerbating the pulmonary disorder in those patiants.
Ponnpouuvoly mdARDSh.vobnnnpomdm patients recsiving orad Cordarone therupy
Ammmmlmmwmpmdwdw
vlwun_dnwympy mnnnummmmmum . Urttil further studies have

that FIO, and doxyuon Y to the tissues
(-9 5a0,, Ploaudoldymm-dhpmavc«um

Puimonary Rbrosis
ovndnmnmwoop-mmmmmwhauwmwmw
fibrosls mwnmmwuuwamm-mwnmmmw.
during which time she recaived oraf Cordarone Pulmonary toxicity is a wall-recognized complication ot
long-term Cordarone use (see labaing tor orst Cardarone),

-qwmmmrpmm renal, hepatic, or cardiac w«ummwm Surgecy

treatmant with orasl Cordarone, ciose chinical I8 prudent for sidery patients and those with Close Is In pavents gonerat who ars on

savers left ventricular dysfunction amiodarons therapy as they may be more sensitrve to the and

‘There ia no drug reaponse for short- defects of halogenated inhalstonal anesthetics.

torm Intravencus use smm.mmmmmzsmmumum Drug Intersctiona

with snifarhytivnic effects and acceptebie toxscity following chvonic ars! Cordarone therapy. is by thi P460 [CYPA50) enzyme groun,

Phammacodynamics WYWPMW(CYPSM] mmm-mmmm.mwmm

oo mb"""‘,,,"m"“"“"‘"‘“ ey VF R B o T e mbunms«:uc::w oo, modu:r:nng:mm mmmu sngeor
oy ma) Inhibitors or Inducers of CYPAA e alimited number

om-m-m qu—ah hypm-lm::xnodh? mmmm(\e%)v-udwnnr w In vivo O with the the

the cocumence of clinically signif-
mhypmﬁmduﬂmhﬁmmdmlv

Clinical Triels.

Apart from studies in patients with VT or VF, described baiow, thers are two other studies of amio-
dnmdmhgmumvnwm betors significant levels of DEA could have accumulated A
s study of (v, (mmmzmmndbylzooway)hpo«
oamry-myhypnum patierts with and 2
mmumm.mnukomuhmnm Ab-dhmmolhd study using &
similar i v regimen in patients with recurrent, refractory VIAF aiso showsd rapki onset of antanhyth-
mic @ wmmmwmwmudwwa&%mmmmm

The acuta sftactveness of Comleh nomlm unatable VT
is supported by two randomized, lose-responss studies -ppmxlmndy patients each,
In these studies, wmwmnmmwdeFuMmmmlyMoWhmm
o.dnq24hounwmwm'yuiomdtnmdnduudwpmxlnﬂyﬁﬁmWNmmh

chiefiy
pamubrmmmmmndb.ww ﬂilbupldlllyl brdwlllocllud
Mm-bu-mudty such as other entiarhythrmics 1 such drugs e nm‘d-ﬂ Md should be

and, plasma hnomdvulmh
hait-ite of mm. for drug -ﬂﬂnmmwh
also with druge ot
lm.mn-mmcmu.uwwb-hmmwmmm
decrease the ind incrosse with the potential
for toxic effects. of this include the

Proteass inh
Pm-ulnhbhw-mknwnmmﬁtm‘mvwmdwm Inhibition of CYP3A4 by Indinavir
has been reportad to resutt for amio-
darone toxicity and serial serum during pro-
I-uhhbﬂmnmumdbomw

H,

firgt 24 hours, an 8-fold differsnce In one study, & middie doas of
#d The doss regimen consisted of an initial rapwd Joading infusion, lolowadby.mé—wlmdhg
infusion, and then an 18-hour

Clmwtidine inhibits CYP3A4 and can Increase serum amiodarons levela.
Other substances:

mnamuo-nimlmmousomwmm- VTNF
m-hqumuywﬁnizbmdouqm\mmemmmmwﬂddlﬂm
mmmmlu\ﬂ-md:,&-w respactively, in the two studies.

definadt prirnary efficacy enci pomnt was the rate of VT/VF episodes par hour For bath
ﬂudhﬂ’nmadllnrlhw-nmmtod-wmhmwﬂwmﬂmmwoo?
spisodes per hour in patients receiving the low dose, or approximately 0.5 versus 1 7 episodes per day
(p-0012—|ld:dlnb6&uhm|) In ona study, the time to first episcde of VTAVF was signiticantly

mataly 10 hours in patients reosiving the low doss and 14 hours In patients receiving
the high doss) In both studies, significantly fewer supplemental infusions wers piven to patients In the
wgh-dose group Mortality was not affected (n these studies, at the end of double-biind therapy or sfter
Aam-lmmommmmmmmwmmwnunlwm
desmed necossary

INDICATIONS AND USAGE
Cordarone | V. umwmmmdmwmthMMywmmw
fibrillation and unatable n patients refractory 10 other tharapy

Juice inubits CYP3A4-mediated retabolism of oral amiodarone in the intsetinal mucosa,

ucuan!nhauudpl-mbnhd-mod-m,Mm.unWtwboM not be taken dur-
ing treatment with This should be ing from intra-
meunlodm jarone 1o oral amiodarons (ses DOSAGE AND ADMINISTNAT'ION Intravenous to Orsl
ra

Amiodarons may suppress certain CYP4S0 snxymes (enzyme inhibition). This can resuk in unex-
Mmmmmulmmm sre metabolized by thoss CYP450 enzymes end

may lead to taxic effects. of this Include the

immunosuppressivas:

© n with oral has been report-
od to produce slevated piasma of resulting In slevated creati-
rne, despite reduction in dose of Cycloeporine

Cardiovasculars:

Cardiac glycosides: in psbents receiving digoxin theapy, administration of oml amsadarons reguiardy
results in an increase in serum digoxin concentration that may reach toxic levels with resuitant clirvcal



taxicity Amiodarone taken concomitantly with digoxin increasas the serum digoxin concentration by Digastive System
70% sfier one day On administration of oral amiodarone, the nesd for digitatis therapy should be Liver function tests shnonmal 35 (4 2%) 29 (28%) 84 {34%)
reviewed and the dase reduced by approxinatsly 50% or discontinued. if digitaks treatment is Nausea 29 (3 5%) 43 [4.2%) 72 (39%)
continued, seum levels should be closely monttored and patients observed for clinical svidence of tox-
icty These precautions probably should wmy to dlgnom adrunistration as well Other traatment-emergent possibly drug-related edverse events reported in jess than 2% of patients
Other drugs, s recsiving Cur(hmh:‘lnv " m:i\:“{:s o:lmilod and MALT d:d w;clsugTd Gdh)lkwﬂr\g
hrunbommedmwmwwnh.mbam Tmmobtmmeuponsdmud abnormal kedney hunction, ion, diarrhea, increased ALY, incroa ung edsma, nodal
;t:zr-:ma levels of uu-mdme dunng therapy with amio- Q7 lmu;:l o lor, shock sinus bradycardia, Stevens-Johnson
darone de; taken with quini- syndrome, thrombocytopenia, VF., and vomibng
dine. ncnum quinicine ssrum emesmmlnn by 33% after two days. taken Reports
with procainamide for less than seven days increases plasima concentrations of procainamide and n- n . Einus amest, corsbrl, toxic
acetyl procainamde by 55% and 33%, uspaﬂlvdy Quimidine and pracainamide doses should be acythama and anaphy-
reduced by one-third when erher is administarad with amicdarona. Plasma levels of flecainide have lactic shock also have been reported with amiodarons therapy
wwlmmmmmmlw::am bscluu:'ma mdmm:;ﬂecamde OVERDOSAGE
should be adjusted when dnugs are sdministersd concomtantly in penaral, -ny added aniar- ) ), of E o ov
ythenc crug should be Initisted =t lower than usual dose with careful of Ters hieve been cases, B ot Ol Ao a e o B e woraaroy

amiodarone with other mmnﬂythmk: therapy shoukd ba resarved for pabents with Jif ven-

tncular toa llnph uqenl or incompletety reaponsive to
amodarone During nmfarto the dose agents
ahouldhemducadwsﬂmso%mdlysmwmmdﬂmdwmm(u-DOWEAND
need for the other amtianhythimec

RATION,
agent should be reviewed after me .fhcn of

and shock should be treated byskymngthom!\mon rate or with standard
therapy vBsOpressor d , posiive inotropic igents, and volume expansion Bradycardia and AV
black may require tempomy pacing Hepatic snzyme conosntrationa should be monitored closely
Amiodarone is not diatyzable

and
ordinarity should be attempted wn-uwmmssemum lnmpeh.mllhou be
Mlynmhomd!a-admeeﬂects S ly

h treated

ythmiss,
my\hrmclhmy wmnmmmmmmam

of tnchyar-
who require ndditional antiar-
hait of the usuat

Ammyponumvu Arniociarone should be used with caution in patiants receiving B-receptor Nncklng
sgenta (e g , propanciot, a CYP3A4 mhibitor) or calchum chennel antagonists (e 9., verapamll, &

CYP3A4 mb‘mln. and dittiazem, 8 CYP3AM inhibitor) because of the possible potentlation of brady-
cardia, Binus armest, and AV block, if necessary, amiodarone can continue to ba used after insertion of a
pacemaker in patients with severe bradycardsia or sinus ammest,

Anticoaguiants Potentiation of warfarin-type (CYP2C9 and CYP3A4 substrate) anticoagulant response
18 almoet atwsys seen in patents receiving amiodarone and can result in serious or fatal bleeding Since
the concormitam administration of warfarin with amiodarone increases the prothrombn time by 100%
aher 3 to 4 days, the dose of the anticosgulant should be reduced by one-third to one-halt, snd

DOSAGE AND ADMINISTRATION

shows variation in response Thus, although a starting dose
adequate to suppress Ino-nr-llmng nrmymmlas is needed, close monitoring with adjustment of dose
ns needed iz essential The recom ammamofc«wdumulv is about 1000 mg ovar the
first 24 hours of therapy, a.wwmumwmm

cof

i.v. DOSE
— FIRST 24 HOURS —
Loading infusions First Rapid: 1wmwmnnsnomhm(wwmm
Add 3 mL of Cordarons | V {150 mgj to 100 ml DgW
lmnwm\bn-'..ﬁmglmu tafuss 100 ml. over

Foliowed by Slow: sﬂmgmrm.NEx‘l’ahoun( mg/min).
8 ml of Cordarone |V (300 mg) to 500 mL DeW
(mmﬂon-mnwl-)

540 myg over the REMAINING 12 hours (0.5 mg/min).
Decrease the mie of the slow loading infusion to
05 mg/min

Maintenance infusion

prothrombin times lmud bo monnnnd closely.
Some drugs/substances the by
the synthesis of |0VPQA4(u¢meucﬂon) mumlvhdwluw-mlodaromummhwh-nd
potential In efi includae the
Antiblotics:
Rifsmpin is a potent inducer of CYP3A4 of rifampin with oral amio-
darone has been shown to result in and desethyl-
amiodarona
Other substances, including herbs! prepa;
St. John's Wort (Hypericum pedovllum) Ir\ducu CVPJM amiodarons Is a substrate for
CYP3A4, there is the potantial that the use of St John's Wort in patients receiving amicdarone coukd
result i rad amiodarons
Other reparted inferactions with amiodarone;
Fentanyl (CYP3A4 ith may cause Y
decreasad cardic

w-wm-m-wm«nmwmuodmmmumm ﬂdoclfm(CVPW
Seizure, ‘with increased lidocaine concentration
been reported wnﬂ

t

Dextromethorphan is & substrate for both CYP2D6 and CYP3A4 Amiodarone inhibits CYP2D8
increasss and may reduce serum levels and ty,

Dhom-mwuulQTmmmvmtchmMcwumhmm

have aiso been obxerved atter concomitant adminis-

tration with. pmpnmlol diltiazem, and verapamil

Volathe Anasthetic Agents (see PRECAUTIONS, Surgery)

In addition w the imaeractions noted sbove, a-mzc (> 2 weeks) oral Cordirona adminstration impairs

Disturbances
Plllem:vmﬁ hypoksiemia or typomagnesenua should have the condition comectad whenever possible
before being trested with Cordarone |V , as thase disorders can e the degroe of QTc prolon-

exaggerni
guﬂmmmmmﬂmmmdcpdms Special attention shouid be given to elec-

ARer the first 24 hours, the mantenance infusion rate of 0 5 mg/min (720 mg/24 hours) should be
Cordarone LV concentrations grester than
In the svert of episodes
hemodynarmically infusions of Cordarone | V. muxed in
IDOerdD,WrmybonanM'ds iministered over 10 minutes to mini-
ential for hypatension. The rate of the maintenance Infusion may be increased to achieve

mﬂmzamdm-mybolndmdmludtum lom.hmm heomrdbddunlc-lmda,mun

daly dosss above 2100 mg were associated with an incressed risk of hypotension. The initial infumon
rate should not exceed 30 mg/min

Bunmm-mummuma-umw 2 maintenance infusion of up to

0§ my/min can be of the patient’s age, renal function,

ummhvﬂmmmmumwhpmmmwmc«dmwn

lmw\h-ns

The susface injectable
drop size may be reduced. This reduction may lesd to
dmmwmmmum Cordarons LY. must be delivered by a

lemw be administared through 8 central venous cathater dedicat-

od 10 thet purpose. Mmmﬁhmmmmmddmmwmm

Cordarone L.V nmmﬁmnmmanamo‘mLhu,thomvahaﬁmm

dmofpoﬂphlvll phiebitis, , conoentrations of 2.5 m/mL or less appear (o be less imi-

ing Therefore, hvwmbmlmoum-n\hou cwmlv cconcentrations should not exceed

imqlml.wn-nlewmdmmmh

Cudlmlv lmam!mmhmdﬂmlndﬂuumdhmmﬂn-

Ing D.W Use of svacuated gl ‘conmtainers for admixing Cordarons | V is not recommended aa

lrmmpﬁbillywnhnb\mvlnmwmmlymu

It s well known that amiodarone adsorbes to potyvinyl chioride (PVC) tubing and the clinical trial dose

acmnistration schedule was designed to sccount for this adsorphon Mmmdﬂulmmmm

mwmwcmqmnauuh #nd rates of infu-
sion provided in DOSAGE AND ADMIKISTRATION reflect doses identfied in these studias Rk is impor-

rescommendsd infusion regiman be followsd cloaaly
Co'dlmﬂnlv mmmmwmm;ﬁsﬂdm wmmDEHFpt-ammmmml
tubing gnckiding PYC tubing). The

trolyte and s8vars o diarthes or In patients.
reoenvimcwmﬁlﬁdhﬂnﬁu
afhmlny
ith Gordarons | V. However, oral Cordarons caused a sta-

(Is\u:alby --pnme-m doss-related increase in mehddonu of thyrold tumors (folticular adenoma and/or tant thet the
carc rats The incidence of thyrold tumors in rats was grester than the incidence in controls
omlmnbmdmbvdmtodla § mg/kgy/ ooaumu recom-
mendad human malntsnance dose’)

studies with HCIl (Amas, and lysogenic induction

tosts) were negative
No fertiity studiss were conducted with Cordarone LV, However, In a study in which amiodarone HCI

Oonummlv nmmmmmmmummpmmhnouoamn
ADMINISTRATION,
Cordarons L.V do-rmnndlnb.pmwhdmlthdu‘ngldnlnm

was oralty administerect 1o mals and female rats, beginning 8 weeks prior to mating, reduced fertiity HO SOLUTION STABILITY

was observed st a dose ievel of 80 mg/kg/day 1.4 times the . Conoentration

human maintenance dose’). }___Solution {mg/mL) Cortainer Comments

*600 mg In a 50 kg patient {dose compared on a body surtace area basis) 5% Dextross in Water (D,W) 10-60 PVC Physicalty compatible,

Pragnancy with

Catogory D. Sae WARNINGS, Neonatal Hypo- or I addition to causi losa

and has caused n varlety of adverse & <10% at 2 hours.

tfects in animais % Dextross In Water (DgW) 10-60 Polyclefn, Pryscaily compatible,

ina study In which as given o raboks t dowages o 5, 10, o Glass o S Toderone

25 mg/kg per day (about 0.1, 0.3, wn7mmmﬂmmmmnmndmwmn)m-

body surface area basis), mmldod-mmdlnulwwp-. Including controls.

mnm.:‘:,mgt;‘:mm;:dm r::’aednwpﬂon m:swdvmll Cordarone LV in DgW is incompatibie with the drugs shown below

and no terstogenicity wn observed at Y-8ITE INJECTION INCOMPATIBILITY

In & teratology study in Infusion to rets st /ohicie Amiodsrons Concentration

Comaoa o Tt 5005100 Tk por Gay (o 0.4, D, el 4 tmae s MALD wher ona Do w Comments
suriace ama ,mmwummmmwnmmm Aminophyliine DLW 4 mg/ml Precipitate

tion) and dchy (as d Ftter size, reduced body Cefemandoie Nafate OsW 4 mg/ml Precipitats

weights, and retarded stermum and Wm)mmhm1wmm hsadlum 3:“ :mglmL :ﬁphnn

Cordarone® LV {smiodarons HCI) should be used during pregnancy only i the potential benafit to the Maziocllin Sodhur ipitate

mother justifies the nsk to the fetus. ey Heparin Sodium DWW — Precipitate

Nursing Mothers Sodium Bicarbonate DWW 3mg/mi Precipitate

Amiodarone 1§ excreted in human milk, wmmnmxmwwu-poummmmnm
to & significant dose of the drug arone have Intravenous to Oral

Moﬂwnmnuadmmm

demonstrated body weight The risk of exposing the infant to amio-
dm‘hmld weighed against the poterttial benefit of arrhythmia suppression in the mather. The
or should be advised lodimui nursing.

Ld:or-ndwwry

It is not known whether the use of Cordarone during iabor or delivery has any Immediate or delayed
adverse effacts. Preclinical studies in rodents have not shown any effect on the duration of gestation or
on parturition

Pedistric Use

The satety and efficacy of Cordarons in the padiatnc population have not been established, thersfors,
Its use in pediatric patients is not recommended

Cordarone | V mmn-pvmw-mmnmmnascmmou).nmh-nmm
nﬂntal guping-yrmmc in neonatas (children less than ons month of age) following the administra-

the pr include a striking
on.stowum N and
Geriatric tss
Chnical studies of Cordarone | V, did not Include sufficlent numbers of subjects sged 85 and over to
detenmina they respond differently from younger Other reported clinical sxperience

weeks, and 1% received it for more than 3 weeks, without an Incroused rorse
reactons ThsMduﬁmdmwlnmmmﬁeaw.mwma7d-yu
‘The most important trestment-emergert adverse effects were hypotensi roiac

o heart failure,

{EMD),

test abnomalites, VT, and AV block. Gveral, mmmummmmwmmm

the patients because of adverse wifecta The most common adverse stfects leading to discontinua

of Cordarone LV therapy wers (16%), D (1.2%}, VT (1 1%).

cardiogenic shock (1%)

Tha following table hsts the most common §ncidencs = 2%) treatment wmmduﬂm)

Cordarona | V therapy considersd at jeast possibly drug-related These data were collected from

Wyeth-Ayerst cmua? tnals involving 1836 patierts with lite-threatening VT/VF. Data from ali lulg\sd
re pooled becau:

treatment groups ise none of the advere events appeared to be dose-relatsd
SUMMARY TABULATION OF TREATMENT-EMERGENT DRUG -RELATED STUDY EVENTS IN
RECEIVING LY. IN AND OPEN-LABEL STUDIES
{» 2% INCIDENCE)
Controlled Open-Labal
Studles Studies Total
Study Event {neB 14} (n=1022) {n=1836)
Body as s Whole
Feover 24(29%) 13{1.2%) 37 0%)
c-mm-uwl-r System
Bradycard 49 (6 0%) 41(40%) 90 (4 9%)
Oongulnto heart faire 18 22%) 21 {20%) 39{21%)
Heart amest 28 {35%) 26 (2.5%) 65 (2 9%)
Hypotension 165 (20 2%) 123 (12.0%) 288 (15 6%)
Ventncutar tachycardia 15 (1.8%) 30(29%) 45 2 4%)

dm\dmhdmdcokunlv us wall as the of orsl
Cordarone. When anlnmlwmmuwy clinical g is

for eiderly patients.

Since there are some the safety and efficacy profiaa of the intravenous and cral

difterences betweer:
formulations, the prescriber i advised to review the package insert for oral amiodarons when switching
from intravencus to oral amiodarone
Since qummuwmmmmuwmm
rasulting in plasma grapefruit

inastinal mucosa, levels of {uice should not be
during trestment with oral
The following table provides suggestad doees of oral Cordarone to be after durations
of Cordarone | V. These nade on the basis of & comparabie total
body amount of dekvared by the and oral routes, basad on 50% bioavailability
of oral amiodarons,
RECOMMENDATIONS FOR ORAL DOSAGE AFTER LV. INFUSION
Duration of Inetial Dally Dose of
Cortarone LV infusion® Oral Cordarone
<1 weak 800-1600 mg
1-3 weeks 600-800 mg
3 weeks” 400mg

# Aasuming & 720 mg/day irfusic 5 mg/min|
‘Cold.nn.?.v h"nglhhyndld?:'gﬂhmml

trostment

HOW SUPPUED

Cordarone® LV. (amiodarone HC) Is avallable in packages of 10 ampuls (2 cartons sach containing
5 srmpuds), 3 mL each, as follows.

60 mg per mL, NDC oooomu-m

Storw st controlied room tempersture 20° to 25°C {88° to 77°F).

Protect from light and excessive heat.

Use carton to protect contents from light untl used.

WAym L:bormmus
f oot ot
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