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CAUTION Federal law prohibits dispensing without prescription

DESCRIPTIOUN

CORDARONF® 1s a member of a new class of antiarrhythmic drugs
with predominantly Class Il (Vaughan Wil ams' classification) effect:
avansble for ordl admimstration as white scor2d tabets containing
200 mqg ot amwodarone hydrochlorige  The inactive ingt edients present
a~e colloidal silicone dioxide, lactose, nagnesium stearate, povidone and
starch CORDAROCNE 1s a benzofuran der vatwe 2-butyl-3 benzofuranyl
4-[2-(diethv1ammo)-ethoxy}—3,5-dnodophenyl ketone, hyarocnioride te
s not chemucally related o any ather avatllable anticrrhythauc drug

The strv ~tural furmule 1s as follons
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Amiodarone HC! 15 a white to cream-colored crystalline powder It Y
1s siightly »oluble 17 water, soluble /n alcohol and freely soluble in

chloroform It contains 37 3% :odine by weight

CLINICAL PHARMACGLOGY

Electrophysiology /Mechanisms of Action

in animais, CORDARONE s effective ir the prevention or suppression
of experimentally induced ar~~hythmias  The antiarrhvthmic effect of
CORDARONE may be due to at least two major properties 1) a prolongation
of the myocaraial cell action potentiat duration and refiactory peried,
and 2) noncompetitive aiphe- and beta-adrenergic inhibitior

CORDARONE piolorgs the duration of the action pctentiat of all
cardiac fibers while caus'ng minimal reduction of dV,dt (mavimael upstroke
velocity of tne action potennal)  The refractory period is prolonged n
all cardiac Ussues CORDAPONE ircreases the _ard ac refractory
period without i1nfluencing resting memb) ane potintial, except n automatic
ceils where the siope of the prepotentiai s reduced, gererally reducing
au omaticity  These electrophysioiogic effects are reflected 1in a decreased
sinus rate ot 15-20% increased PR and QT intervals of abott '0%, the
development of U-waves, ard changes n T-wave cortour These changes
should not require discont nuaticn ¢t CCRDARCNE as the are evidence
of its pharmacolegical action dlthough CORDARONE can cause marre?
sinus bradycardia o sipus arrest ani hiart block On rare CCCIS13 >

QT prowunjal (n < been sourate 1o with warsenirg of arrhythmia (seec

WARNI N )
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Hemodynamics »

In ammal studies and after intravenous administ ation 1In man
CORDARCNE relaxes vascular smooth muscle, reduces peripheral vascular
resistance (afterload), ar shghtiy increases cardiac incex  After oral
dos.ng, however, CORDARCNE produces no significant change in left
ventr cular ejection fraction (LVEF), even in patients wi.h depressed
1 JEF  After acute intravenous dosing 1n man, CORDARONE may have

a miid negative irotrop:c effect

Prarmacckinetics

Following oral administration in man, CCRDARONE 1s slowly ang
variakly absorbed The biozvatlability ot CORDARONE 1s approximately
509, but has varied petwern 35 and 65% in virious studies  Mavimum
plasma corcentrations are attainea 3 to 7 hours after 3 single dose
Despite this, he cnset of action may occwur n 2-3 days, but more
commonly ta es 1-3 weels, even with loadirg doses Plasma concentrabions
with chronic desing ot 100-600 mg day ar. epproxunately dose preportionst
with a meon 0 5 mg L increese tor each 100 mgsday  Tnese means
however, 1nctude considerabie individual var:abilily

CORDARONE Y33 a very large, ou. var oble volume ) distribution,
averaging «bout 30 L,ng, becruse of extensive accumulaticn: In various
sites, especC:atly ad pose ussue and bighly pertused Irgans sucn 35 the
liver lung and scieen One major merapohite of CURDAPONE, desathyvi-
amiodarore Fas beer dertif eg 1n mar it accumnutates tc on ever
q-er.er <= en In almcs' atl U sces 1he pharmacotoyizal actnnty of

this metabohite hosever s ~.t knosr During rhror  Lveatrent the

plisma ra* v of metypo' te 1o pater t compound S agr owmat Ivoor o
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The main route of ehimination 1s via bepatic excretion into bile ard
sn ne =nt-rohepatic recircufation may occur  However, its Kinetics in
~an.ents with hepatic insufficiency have not been elucidated CORDARONE
has a very low plasma clearance with negligible reral excretios, so that
it does not appear necessary to modify the dose in patrents with renal
ratfuce  In p tients with renal impairment, the plasma concentration of
CORL ARONE 1s not elevated  Neither CORDARGNE nor its metabolite 15
dialyzabie

In pahents, following discontinuation of chronic oral therapv,
CORDARONT has been shcwn to have a biphasic ehimination with an
init ai one half reduction of plasma levels after 2 5 to 10 days A much
fower terminal plasma elimination phase shows a ha t-' fe of the parent
comsound ranging from 26 to 107 days, with a mean of ap - imately
23 1ays and most patients tn the 40-55 day range in the absence ot 2
Izading dese pericd, steady state plasma concentrations, at constant
oral dosing would therefore be reached between 130 and 535 days, w.*h
an average o° 265 days For the metabolite the mean plasma elim nation
hatf- itc was approximately 61 days  These data probably reflect an
initial ahmination of drug from well-perfused tissue (the 2 5 to 10 day
«all 1 fe phase) foliowed by a terminal phase represenling extremely
s'ow ¢l mination from poorly perfused tissue comrpartments such as fat

The consideran'e intersubject varistion 1n bolth phases of elimination,
as ve'l as uncertamnty as to what compai tment I1s crmitical to drug crred?
requit es atten 1on to individual responses ence arrhythmia control 1
achinved wilh 10ading gdoses because the correct ma ntenance gdose )s
determined 1 part by he elummration rates Dally ma ntenance deses

ot WCRDARNE houtd b= baseo or n-ivicua! patient reguirements (see

DOSALE AN T ADAMINISTRATION)
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CORDARONE and its metabolite have a limited transplacental transfer
of approximately 10 to 50% The parent drug and its metabolite have
heen detected in breast milk

CORDARONE s highly protein-bound (approximatety 96%)

Although electrophysiologic effects, such as prolongation of QTc,
can be seen within hours after a parenteral dose of CORDARONE,
effects on abnormal rhythms are not seen befcre 2-3 days and usually
require 1-3 weexs, even when a loading dose is used There may be a
continued increase in effect for longer periods still  There s evidence
that the time to effect is sharter when a loading do<e regimen 1s used

Consistent with the slow rate of eliminatic s, antiarrnythmic effects
persist for weeks or mcnths after CORDAXONFE 1s discontinued but the
time of recurrence 15 var.able and urpredictable In general, when the
drug 15 resumed after recurrence of .he arrhythmia, control 1s established
relatively rapidly compared to the mmtial response, p esumably because

lissue stures were not wholly depleted at the time of recurrence

Pharmacody namics

There 1s no well-estabiished refjatiecnship of plasma concentrat.on to
effectiveness, but it does appear that con.entraucns mucn below 1 mg,L
are often ineffective and that levels above ¢ 5 mg/L are generally s ot
neaded  Within individuals do~  reduct ons ard ensuing decreased
pla-ma concentrations can reswit 1IN loss of arrhythmia control  ©lasma
concentrat cn measurcments can be uvsed to i1dentify patients whose
levels a4 e unusually fow ar g who might benel t trom 3 dose increise

ot urustahy hgh ar1 who might btave dosage reauction 1in the hepe ot

T rumizing side etled me obset 31 1ie 5 ave cugges d 3 plasm
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concentration, dose, or dose/duration relationship for side effect. such
as pulmona~y fibrosis, liver enzyme elevations, corne i deposits and
facial pigmeritation, peripheral neuropathy, gastrointestinal and central

nervous system effects

Monitoring Effectiveness

Predicting the effectiveness of any anti-arrhythmic agent in leng-term
preverition of recurrent ventricular tachycardia and ventricular fibrillaton
1s difficult and controversial, with highly qualified investigators recommending
use of ambulatory monitarirg, programmed electrical stinulation with
various stimulation regimens, or combination of these to asses: response
There I1s no presert consensus on many aspects of hcw best to assess
effectiveness, but there i1s a reasonable consensus on some aspects

1 if & pattent with a history of cardiac arrest dues not manifest

a hemodynamically unstable arrhythmia during aw»ctrocardiographic
momitoring p=lor to treatment, assessment of the affectiveness

of CORDARONE require some provocative appruach either
exercise or progresmmed electrica’ stimulation (PES)

2 whether provocation i1s also needed in patients who do manitest

their hfe-threatening ar:rhythmla spontaneously i1s not settled
biLt there are reasons to consider PES or other provocation in
such patients In the fraction of pat entz whose PES-incuc dle
arrhythm a can be made non-inducible by CORDARONE (3
fraction that has varied widely n various sertes from less

«han 10% o almost 40%, perhaps due tc different stimulat on
writeria) the prognosis has been almost umiformly excebier t,

with vary fow recurrence (ventriculir tachycardia or sudden
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death) rates More controversial 1s the rizaning of coniinued
inducibility  There has been on impressions that continved
wnducibility in CORDARONE ratients may not foretell a poor
prognosis, but, in fact, many observers have found greater
recurrence rates .n patients who remain inducible than n
those who do not A number of criteria have been proposed,
ho'vever, for identifying patients who remain raucible but
who seem likely nonetheless to dc weill on CORDARONE
These criteria iInciude increased difficulty of induction (more
stimuli or more rapid stimuti), which has been reported to
predict a lower rate of recurrence, and abili y to tolerate the
1 iduced ventricular tachycardia without severe svmptoms, a
finding that has been reported to correlate with tetter survival
lowae rotes
butl not wnthArecurrenci while these criter a require confirmation
«rd further study in genera', easier nducibility cr poorer
*olerance of the induced ar~hythm a s*ould suggest consideration
of a neea to revise treatment
Several predictors of success not based on PLS have alsa been
suggested, including ccmpiete elimination of all non-sustained ventricular
tachycardia on ambulatory morntoring and very fow premature ventricular
beat rates (less than 1 VPB/1000 normal beats)
while these i1ssues remain unsettleag for CORDARONE, as for other
agents, the prescriber of CORDARONE shouid have access to (direct or
through referral), ana famiharity with the full range of evatuatory
procecures used n tt e care of patients w th life-threatening arrhythmias
i1t 1s difficult to describe the effectiveness rawes of CORDARGNE

as these depend cn the specitic ar~=,thria treated tte suc ess cmter
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used, the underlying cardiac disease of the patien* the number of

drugs tried before resorting to CORDARONE, the duration cf follow-up,
the dose of CORDARONE, the use of acaditional anti-arrhythmic agents,
and many other factors As CORDARONE has been studied principally

in patients with refractory In‘e-tlhreatemng ventricular arrhythm s, In
whom drug therapy must be sefected on the basis of response and

cannot he assigned arbitrarly, randomized comparisons with other

agents or placebc have not been possibie Reports of series of treated
patients with a history of cardiac arrest and mean follow-up of cne year
or more have gjiven mortality (due to arrhythmia) rates that were highly
variable, ranging from less than 5% to over 30%, with most series ir the
range of 10-15% Overal! hythmia recurrence rates (fa*al and non-fatal)
also were highly veriuble .anu as noted above, depended on response

to PES and other measures) and depend on whether patients who do

not seem to respond init ally are incluaed in most cases, considering
only patients who seemed to respond well enocugn to be placed on long-term
treatment, recurrence rates have ranged from 20-40% n series with a

mean follcw-up ot a year or mo-e

'ND CATIONS AVD USAGE

Secause of 1ts fife-threatening side effects and the substantial
management di ficulties dassoc a ed with its use (See Warnings below)
CORDARONE 1s indicatec onl, fnor the treatment of ti e fellowing adocumented,
hfe-threatening recurre”t ventricular arth,ihmias, when these have not

responded 10 docunented aaeq.ate doses of other avalable antiarrhythm os

or wnen a'ternat ve agent. co\ Id not be tolerated
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1 Recurrent ventrmicular fibmiliation %

xh‘

2 Recurrent hemodynamically unstable ventricular tachycardia
) As 1s the case for other arti~arrhythmic agents, there is no evidence

from controlied trials that the use of CORDARONE favorabiy affects

v
g - - 1

survival

CORDARONE should be used only by nhysicians familiar with and
with access to (directly or thiough referral) the use of all available
modalities 1or treating recurrent life-threateming ventricular arrhythmias,
and who have access to apptopriate monitoring facihities including I1n
hospital and ambulatory continuous electrocardingraphic monitoring and
electrophy siologic techniques  Because of hife-threstening natu e of the
ar hythmas treated potertial interact.c~s5 with prior therapy, and
potential exacerbatron of the arrhytnmia, imitiation or Lherapy with

3 t ORDARONE should be carried out in hospitat

CONTRAINDICATIONS

CCRDARONE 1c contraindicated in severe sinas node dysfunction,
! causing marked sinus bradycardia, second and third degree atrioventricular

olock, and when episodes of oradycarcia have caused syncope (except

ae—— e —————r e et

when used 1n conjunction with a pacemaker)

N
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WARNINGS

CORDARONE 15 intended for use only in patients with the indicated
life-threatening arrhythmeas because its use 1s accompanied by substantial
to .tcity

CORD# YONE has several potentially fatal toxicities, the most
important ol wh ¢! s pulmonary toxicity (interstitial pneumonitis/alveolitis)
that has resut er n chinically manifecst o 5e3s2 3t rates as high as
10-15° 1+ some series of patients with ventricular arrhythmias given
doses arsund 400 mg/damand as abnormal diffucion capacity without
symptoms (n a wuch higher percentage of patients Pulmonary toxicity
has been fatal about 103 of the time Liver injury is common with
CORDARONE, but is usually mld and evidenced only by abnormal ‘iver
eNZYyMes Overt Yhver disesse can occur, however, and has beer fatal
in a few Lases Like other antiarrbythmics, CORDARONT can evacerbhate
the arrhythma e g , by making the ar~hythma less well tolerated or
more difficult to reverse This has occurred 1n 2-5% of patients in
various series and sigreficant heart block or sirus bradycardia has been
seen 1n 2-5% Al of these events should be mana:jeable 1n the proper
chnical setting 1n most cases Aithough the frequ:ncy of such proarrhythmec
events does rot appear greater w th CORDARONT *1131 vi % leny cotner
agents used in this population the effects are prolonged when they
occur

Even in patients at gk risk of arrt vthrre deatn, in whem the
tox ciy of CORCAROME s an acceptable rick CORDARGNE poses maicr
management prablems thace ould be life-threaten ng m o population ot

r _k of sudden death <o t*at every effor. st » id be made to utilize

alternative agents fir ¢

— ——

e et Gt S e s =
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The difficulty of using CORDARONE effectively and safety itself
poses a significant risk to patients Patients with the indicated
arrhythmtas must be hospitalized while the loading dose of CORDARONE
is given and a response generally requires at least one week, usually
two or more Because absorpton and eiimination are variable, maintenance
dose selection s difficuit and 1t 1s not unusual to require dosage decrease
or discontinuation of treatment In a retrospective survey of 192
patients with ventricular tachyarrhythmias, 84 required dose reduction
and 19 required at least temporary discontinuation because of adverse
effects, and several series have reported 15-20% overall frequencies of
disconuinuation due to adverse reactions The t me aut which 2 previously
cortrolied hfe-threatening rrhythmia wili recur af =r discontinuation or

dose adjustment i1s unpredictable, ranging from weeks to months The

patient is obviously at great risk during this time and may reed prolonged |

hospitalhization  Attempts to substitute other an*tiarrhythmic agents

when CORDARGONE must be stopped will be made difficult by the graduaily, '

but unp-edictably, changing amiodaione body burden A similar problem [

ex)sts when CCRDARCNE s not eftfective, it still poses the risk of an

interaction w th whatever subsequent treatment i1s tried

Pulmonary Tox city

CORDARONE causes 3 chmca! syndrome of progressive dyspnea
and cough accompanied by functicnal, radiograptic gallium scar, and
pathological data snowing a pulmonary interstitial process, sometimes
calied alveolits The t equency of pulmonary toxicity has generally

been low wvarying from 2 7% .n most publhished reocorts but recent

prebminarv reports bave tound rates of 11 to 157 1n patients treated tor
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more than a year on average and there is evidence of increas’ng frequency &
with time and/or daily or cumulative dose  Although the syndrome is
usually reversible when CORDARONE s discontinued, with or without
steroid therapy, fatahties have occurred in about 10% of cases
Any new respiratory symptom in a patient receiving CORDARONE
should suggest the possibility of pulmonary toxicity ana lead to chinical
and radiographic evaluation, with gallium scan and pulmorary functional
evaluation if needed Particular care should be taken not to presume

that such symptoms are related to cardiac failure  Agamin, diffusion

capacity appears to pe the pulmonary function test most likely to show
abnormality Evidence of toxicity shouid lead at a minimum, to dose

reduction, and preferably o withdrawal of the drug to establish reversibility

v rer————

in some cases rechallenge at a lower dose has not resulted in retur- of

toxicity

Periodic chest x-rays and chinical evaluation (every 3-6 months)

are recommended and baseline pulmonary function tests, sncluding

diffusion capacity should be ob ained

Worsened Arrhythmia

CORDARONE, hke other antiarrhythmics, can cause serious exacerbation
of the presenting arirhythmia, a rmisk that may be enhanced by the
presence of concomitant antiarrhythmics Exacerbation has been reported
in about 2-5% 1n most series and has ncluded new vertri~ular fibrillation,
incessant ventricular tachycarcla, increased resistance to ca~dioversion

anc polymorphic ventricular tachycardia assoc ated with QT prolonga*tion

{Torsace de Pointes)
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In addition, CORCARONE has caused symptomatic bradycardia or

sinus arrest with supp-ession of escape foci .n 2-4% of patients

Liver injury

Elevations of hepatic enzyme leveis are seen frequently in patients
exposed to CORDARONE and in most cases are asymptomatic  If the increare
exceeds three times normal, or doubles in a patient with an elevated
baseling discontinuation of CORDARONE or dosage ~eduction should be
considered In a few cases in which biopsy has been done, the histology
has resembled that of alcoholic hepatitis or cir~hosis Hepatic failure

has been a rare cause of death in patients treated with CORDARCNE

PRECAUTIONS

Corneal Microdeposits, Impairment of Vision

Corneal microdeposiis appear in the majority of adults treated wirh
CORDARONE They are usuatly discernible only by shit-iamp examinaticn,
but give rise to symptoms such as visual halos or blurred vision in as
many as 10% of patients Corneal microdeposits are reversible upon
reduction of dose or terminatien of treatment Asymptomatic nicrodeposits

are not a reason to reduce dose or discontinue treatmert

Photosensitivity

CORDARONE has induced photosensitization tn about 1C% of patients,
some pro.ection may be afforded by the use of sun-barrier creams or
protective clothing During fong-term treatment, a blue-gray disioloration
of the exposed skin may occur The risk may be increased !n patients
of fair complexion or those » in exgessive sun exposure, and may be

related tu cumuialive dcse ons Guration of tnerapy
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Thyroid Abnormalities % '

CORDARONE inhibits peripheral conversion of thyroxine (T,) to
tri-todothyronine (T3) tending to cause somewhat increased thyroxine

levels and increesed levels of inactive reverse T;, and somewhat decreased

- 2D

levels of T3 It 1s also a potential source of large amounts of inorganic
iodine  Because of 1ts release of inorganic 10aine, or perhaps for other
reasons, CORDARONE can cause both hypothyroidism or hyperthyroidism
Thyrowd function should be monitared at baseline and periodically,
particularly in any patient with a tastory of thyroid nodules, goiter or
other dysfunction

dypothyroid sm r.as been reported in 2-4% of patients in most
series but 1in 8-10% 1n others and 1s probably best 1dentified by a i
finding ot elevated TSH  Careful supplementation with thyroid hormone
can eliminate th's problem

A more difficuit problem i1s hyperthyroidism, best ident.fied by a

serum T3 of more than 200 mg/dl, presumably resulting from an increased

supply of iodine to an gutonomous nodule or gland, occurring 1in 1-3% of

patierws and potentially a reason for discor f1inuing drug

Hypotension Post-Bypass

Rare occurrences of "\ potension upon discontinuation cf cardropuimonary
bypass durirg open-heart surgery in patients recewwving CORDARONE
have been reported The relationship cf this event to COCRDARONE

therapy Is unkrcwn

Laboratory Tests

Elevaticns in hver~ enzymes (SGCT and SGPT) can occue Liver

enzymes in patients on elastively high maintenance duses shouid be k
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monitored on a regular basis  Persistent significant elevations in the ¥ J
liver enzymes or hepatomegaly should alert the physician to consider
reducing the maintenance dose of CORDARONE cr discontinuing therapy

CORDARONE alters the resuits of thyroid function tests causing an

— «£28

increase In serum T4 and serum reverse T3, and a decline In se*um T,
levels Despite these biochemical changes, most patients rema:n ~hnic:lly

euthy~otd

Drug Interactions

P ————

Although only a small number of drug-d-ug interactions with
CORDARONE have been explored formally, most of these havse skFown
such an interaction The poten©ial for other interactior sho. 2 be
anticipated, particularly for drugs with potent.aliy seric.s t. '¢'ty,
such as other ant arrhythmics if such drugs are neraged, the r dose
should be reassessed and, where ap ropriate, plasma c ncer - aticn
measured

ir view of the long and variable half-life of COTDARCHE, pctential
for drug interactions exizts not odly with concomitant me i ation but
also with d~ugs administered after discontinuation of amicgdarone

Digitalts

Administration of CORDARONE to patients recewir g cigoxin therapy
reguiarly resuits in an increase 1n the serum digoxin coacentration that
may reach toxic levels with -esultant chmical toxicity  On _initiation of

CORDARONE, the need for digitalis therapy should re )eviewved, and

the dose reducea by approximately 50% ot discontin red 1f digritahis
.reatment 1s continued serum levels should be closely, monttored and

pat . ity observes for chiri_si evidence of toxicity Fese precautiens

Plag |

probably shouid aLply to dig toxin admiristration a. well
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Anticoagulants &

Potentiation of warfarin-type anticoagulant response is almost
always seen in patients receiving CORDARONE and can resuit in serious

or fatal bleeding The dose cf the anticoagulant should be reduced by

one-third to one-half, and prothrombin times shouid be monitored closely

Antiarrhythmic_Agents

Other antiar-hythmic drugs, such as quinidine, procainamde,

disopyramide and phenytoin kave been used concurrently with CORDARCNE

" ee— ———————— ——

There have been case reports of increased steaa) state levels ot
quinidine, procainamide and phenytoin during concomitant therapy with
CORDARONE in general, any added anuiarrhythmic drug should be
tnitiated at a fower than usual dose with careful monitorirg

in general, combination of CORDARONE with other antiarrhythmic
therapy should be reserved for patients with life-threatening ventricu ar
arrhythm ac who are incompietely respon.ive to a single agent or incomp'etely
responsive to CORDARONE During transfer to CORDARONE the dose
levels of previousiy administered agents should be reduced by 30-503
several days after the addition of CORDAPONE, when arrhythmia suppression
should be begtnn ng The continued need for th. other antiarrhythmic
agent should be reviewed after the effects of CORDARONE have been
established and discontinuation ordinarily should be attempted ¥ the
treatment 1s cortinuad  these patierts should be paruicularty carefully
monitored for adverse effects, especially conduction disturbances and
exacerbation of tachyarrhythmias, as CORDARONE s continued In
CORDARONE treated patients who require additional antiarrhythmic

therapy tte initial dose of such agents should be approximately haif of

the usual recommended dose
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CORDARONE should be u.ed with caution in patients receiving &

beta-blocking agents or calcium aitagonists because of the possible

potentiation of bradycardia, sinus ar est ard AV block, if necessary,

CORDARONE can continue to be used ‘ter insertion of a pacemaker in

patients with severe bradycardia or sinus arrest

Summary of Drug Interact ons with CORDARONE

Recommendad
Interaction Dose Reduction
Concomitant Onset of Concomitant
Drug (days) Magnitude Drug
warfarin 3-4 Increases prothromotn ¢ 1/3 to 1/2
time by 100% !
Digoxin 1 Increases serum v 1/2
concentration by 70%
Quintdine 2 Increases serum + 1/3 to 1/2
concentration by 33% (or discontinue)
Procainamide <7 Increases plisma + /2 (or discontinue)

concentration by 55%,
NAPA* ccncentration
by 33%

*NAPA = n-acetyl procainamde

Electrolyte Disturbances

Since antiarrhythmic drugs may be ineffective or may be arrhythmogenic

in patiants with hypokalemia, any potassium or magnesium def.ciency

shoutld be corrected before instituting CORDARONE therapy

Carcinogenesis, Mutagenesis, Impairment of Fertility

CORDARONE reduced fert: .ty of male and female rats at a dose

level of 90 mg/kg‘day (8 x h ghest recommended human mainterance

dose)
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CQRDARONE caused a statistically significant, dose-related increase
in the inciderce of thyroid tumors (follicular adenoma and/or carciroma)
in rats  The incidence of thyroid tumors was gieater than cortiu even
at the lowest dose level of CORDARONE tested, | e , £ mg/kg/day or
approximately equal to the highest recommended human maintenance
cdose Mutagenicity studies (Ames, microrucieus and lysogenic tests)

with CORDARONE were negative

Pregnancy Pregnancy Category C

CORDARONE has been shown to be embryotoxic (increased fetal
resorptiornn and growth retardation) 1n the rat when given orahy at a
dose of 200 mg/kg/cay (18 times the maximum recommended mainienance
dose) Similar findings have been noted n one strain of mice at a dose
of 5 mg/kg/day (approximately 1/2 the ma>amum recommended maintenance
dose) and bigher but not in a second strain nor in the rabbit at doses
uy to 100 mg/kg/day (9 times the maximum recommended maintenance
dose)

in general, CORDARONE should be used during pregnancy oniv f
the potential benefit to the mother justifies the unknown risk to the

fetus

Labor and Delivery

1t 1s not krown whether the use of CORDARONE during iabor or
denvery has any ymmediate or delayed adveirse etfects Prechinicas
studies 11 rodgents have rot shown any effect of CORDAROUNE on the

duraticn cof gestation cr 1 parrtur tion
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Nursing Mcthers &
CORDARONE 1s excrated in human milk, saggesting that breast
feeding could expose the nur;nng infant to a significant dose of the
drug Nursing offspring of lactating rats administered CORDARONE

have been shown to be less viable and have reduced body weight gains

Therefore, when CORDARONE therapy s indicated, the motter shouid

be advised to discontinue riursing
Pediatric Use
The sdafety and effectiveness of CORDARONE in children have not

been established

ADVERSE REACTIONS

Adverse reactions have been very common in virtually all series of
patients treated with CORDARONE for ventricutar arrhythmias with
relatively large doses of drug (400 mg/day and above) occurring in
about three fourths of all patients and causing discontinuation n 7-18%
The most serious reactions are pu.monary toxicity, exacerbation of
arrhythmia, and rare serious ‘iver injury, (See Warnings), but other
adverse effects constitute 1mportant problems  They are often reversible
w th dase reduction and virtually always reversible with cessation of
CORDARONE t-eatment Most of the adve-se effects appear to become
more frequent with continued treatment beyond six months although
rates appear to remain relatively constant beyond one year The time
and dose relationships of adverse effects are under continued study

Neurclngic prob ems are extremely common occur=ing in 20-40% of

patients and includ ng malaise una tatigue tremor and anvo untary
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movements, poor coordination and gait, and peripheral neuropdathy, they

N, &

are rarely a reason to stop therapy and may respond to dose reducticrs
Gastrointestinal complaints, most commonly nausea, vomiting,

constipation, and anocrexia, occur in about ?5% of patients but rarely

- 2D

require discontinuation of drug These commoniy occur during high
dose admirustration (1 e loading dose) and usually respond to dose
reauction or divided doses

Asymptomatic cornear microdeposits are present in virtually ali

adult patients wno have been on drug for more than 6 months Some

patients develop eye symptoms of halos, photophobia, and dry eyes
Vision 1s rarely affected and drug discontinuation 1s rarely needed
Dermatological adverse reactions occur in about 15% of patierts
with photosensitivity being most common (about 10%) Sunscreen and
protecr n frem sun exposure may be helpfu!, and drug discontinuation
Is not usually necessary Prolonged e~posure to CORDARONE occasianally
results in a blue-gray mgmentation This 1s slowly and occasionaiy
incompletely revers bie on discontinuatior of drug but s of cosmetic
importance only
Cardiovascular adverse reactions, other than exacerbation of the
arrhythmias, nciude the uncommon occurrence of congestive heart
farlure (3%) and bradycardia Bradycardia usually responds to dosage
reauction out may require a pacemaker for control CHF rarely requires
drug discontinuation Cardiac conduction abnormalities occur infrequently
and are reversible on discentinuation of drug

The foilowing side eftect rates are based on a retrospective study

of 241 patients .reated for 2 te 1515 days (mean 4+ 3 cays)
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The following side effects were each reparted in 10-33% of patients

Gastromntestinal

Nausea and vomiting

The following side effects were each reported in 4-9% of patients

Dermatologic

Neurologic

Gacstrointestina,

Opt thalmolcgic
Hepatic

Respiratory

Soiai~ dermatitis/photosensitivity
Mataise and fatigue
Tremor/abnormal invoiuntary mo.ements
Lack of coordination

Abnormal gait/ataxia

Dizziness

Paresthesias

Constipation

Anorexia

Visual disturbances

Abnormal Iiver func ions tests

Pulmonary nfltammation or fibrosis

The follow'ng side erfects were each repcrted in 1-33 of patients

Thyroid

Neurologic

Cardigvasscular

Gasttointesunal

Hercalu

Hypothvroidism
Hywerthyroidism
Decreased libido
insomnia

Hearlache

Sieep disturbances
Congestive heart failure
Cardiac arrhythmias

SA node dysfunction

Abdomingl pain

Nonispacif ¢ hepa 1c disorder s
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Abnormal taste and smell
Edem2

Abnormal salivation

. . - 3

Coagulation abnormalities
The following side effects were each reported in less than 1% of patients
Blue skin discoloration, rash, spontaneous ecchymosis,” alopecia,
hypotension, and cardiac conduction abnormalities
Rare cccurrences of nepatitis and cirrhosis have been reported 1n
patients receiving CORDARONE  The relationship of these events to
CORDARONE therapy has not been definitively established

In surveys of almost S000 patients treated in open U} § studies

and 1n published reports of treatment with CORDARONF, the adverse

reactions most frequertly requiring discontinuation of CORDARCNE

mnciuded puimonary infiltrates or fibrosis, paroxysmal ventricular tachycardia, !
congestive heart failure, and elevation of liver enzymes Other symptoms

causing discortinuations fess often included wvisual disturbances, solar

dermatitss, blue skin discoloration, hyperthyrotdism and hypothyroiaisia

OVERDOSAGE
There have been 3 reported cases of CORDARONE overdose Iin
which 3-8 grams were taken  There were no deaths or permane: t
sequelae Ammal studies indicate that CORDARONE has a4 high oral
LD:J (>3000 mg/kqg)
In addition to general suppo-tive measures the patient's caragiac

rhythm and biooa pressure should be momtore ano f bradycard:a

ensues a3 B-adrenerg c agonist or a pacemaker may be used Hypotension
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with inadequate tissue perfusion should be treated with positive inotropic l* 1

and/or vasopressor agents Neither CORDARONE nor its metabolite is

dialyzable

RDOSAGE _AND ADMINISTRATION

BECAUSE OF THE UNIQUE PHARMACOKINETIC PROPERTIES,

DIFFICULT DOSING SCHEDULE, AND SEVER'TY OF THE S\DE EFFECTS

] IF PATIENTS ARE IMPROPERLY MONITCRLCD, CORDARCNE SHOULD BE
ACMiNISTERED ONLY BY PHYSICIANS WHO ARE EXPERIENCED IN THE
TREATMENT OF LIFE-THREATENING ARRHYTHMIAS WHO ARS ThHOROUGHLY
FAMILIAR WITH THE RISKS AND BENEFITS OF CORDARONE THERAPY,
AND WHO HAVE ACCESS TO LABORATCRY FACILITIES CAPABLE OF
ADZQUATELY MONITORING THE EFFECTIVENESS AND SIDE EFFECTS
OF TREATMENT

In order to insure that an antiarrhythmic effect will be observed
without waiting several months, icading doses are requited A uniform,
optimu dosage schedule fi administration of CORDARONE has not been
determined Individual patient uitration 1s suggested according to the
foliowing guidelines

For life-threatening ventricular arrhythmias such as ventricular

fibrillation_or hemodvnamically unstable ventricular tachycardia

Close momtoring of the patients 1s indicated during the loading
phase, particulariy untii rmisk of recurrent vent icular tachycardia
or fibmllation has abated Because of the serious nature of the
arrhythmia, and the lock of predictable time course of e.fect,

loading should be perrcrmed n a hospital sett ng Loading doses

of 800-1600 mg,day ar:> required for 7-3 weeks (occasional'y longer)
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ur_ml initial therapeutic response occurs (Adminmistration of CORDARONE &5 j
in divided doses with meals 1s suggested for total daily doses of
1000 mg or higher, or when gastrointestinal intolerance occurs )

If side effects become excessive, the docse should be reduced q
Ehmination of recurrence of ventricular fibrillation and tachycardia

1
usually occurs within 1-3 weeks, along with reduction in complex l‘
)
and total ventricular ectopic beats l
|

Upcn starting CORDARONE therapy, ar attempt showd ve

——

made to gradually discontinue prior antiarrhythmic arugs (see
section on Drug Interactions) When adequate arrhythmia control
1s achieved, or if side effects become prominent, CORDARONE dose
should be reduced to 600-800 mqg/day for one month and then to
(See. Unenld Phaimalogy Menctoring Efectwvercrs)
the maintenance dose, usuaily 400 mg/dag\ Some patients may
~equire larger maintenanze doses, up to 600 mg/day, ard some can
ke controiled on lower doses CORDARONE may be administered
as a single daily dose, or in patients with severe gastrointestinal
intolerance, as a B:D dose in 2ach patient the chronic maintenance
dose should be determined according to antiarrhythmic effect as
assessed by svmptoms, Holter recordings, and/or programmed
electrical stimulation and by pauent tolerance Plasma concentrations
may be helpful in evaluating n n-responsiveness or unexpectedly

severe toxicity (See Chimcal harmacology)

Thea lowest effective dose should be used to prevent the occurrence of

side eifects {in_ali irstances, the physician must bz guidad by the

sever:ty of the individual par e1t's arrhythmia and respense tu therapy

when dosiagye ad,uswmenls are necessary the patient snould be

closely monttored for an eatended period of time because of the
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long and variable haif-life of CORDARONE and the difficulty in
predicting the t me required to attain a new steady state level of

drug Dosage suggestions are summarized below

Lo~ding Dose Adjustment and Maintenance Dose
(Daily) (Daily)
Ventricuiar
Arrhythmias 1-3 weeks ~1 month

usual maintenance

800-1600 mg 600-600 mg 400 mg

-\Q.%'M
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] HOW SUPPLIED % -
CORDARONE® (amiodarone HC!) Tablets are suppited in the following -
dosage strength in bottles of 60 tabiets and in Rechpaks Strip Pack
cartons (6 strips of 10)

200 mg, NDC 0008-4188, round, cnnvex, white to shghtly cream-colored
tablets, scored on one side and marked "lves" and "4188" on the reverse
side

Protect from light

Manufactured for Wyetn Laboratories Inc , Philadelphia, PA , 19101

By Sanofi, S A, Paris, France, by arrangement with Sanofi Pharmaceuticals,
inc

CODE NO DATE OF SSUE

PRINVED IN U S A




IVES ABORATORIES INC Eiricel Pharmaceut cals

- 2658 THIRD AVENUE NEW YORK M ¥ ODf7 4073 X5

Executive Cffices @12 878 82CT

December 23, 1985

Cotcarone
NDA 18-9272

Center for Drugs & Brologics

Office of Drug Research & Reviev
Division of Cardio-Renal Drug Products
HFN-110, R 168-30

5600 Fishers Lane

Rockviile, Narvla~d 20357

Attention  Raymongc o Lipicksy [1 8 , Acting Carector
Oear Dr Lipichy

Reference 1s made to our pending nev drug spplication far Cordarcne”
{amicdarone hydrochloride) tablets znd to tre meeting of December 19, 1985
betueen lves laboratories ana tre Agency at which time the pachage insert for
Cordarone vas discussed

Submitecd herewith, 1n tr.plicate, 1s z pacxage iiser® revised in accords ce
wvith the agreements made at that meetinc  This document 1s cc wsidered final
labeling and final printed labeling 411l te 1dentical .n context

Thank vou for ycur cooperat.on

4

e — " man el
YRR { /’lw’ vy - - -

, / Popert b Hsrris, TH D
8 Director, ‘egulatory AF aare




