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Description MONITORING EFFECTIVENESS )
Amiodsrone HCl is & mambov of & new class of -nlurrhythvmc drugs with predominantly Clnss n Predicting the ivor of any antiarrhyth agent in long-larm pvw-nlnnd recurrent vontricular
(Vaughan Williams® cl. Qﬂocll, ilabl as pink, scored tablots Y ia and fibrillation is ditficul and gh!y
ining 200 mg of amiod: ide. In sition. ..ch tablet also ins the 9 ding use ol bul y monitoring, p d with various
inaclive mgv.dlcnlt colioidal ulmn dloxndo, lactose y . g povi i ion of thess, 1o assess response. There is no present consensus on ,
HClis a b derivath butyl-3 h many upocu of ho\\v besl to assess effectiveness, bul therp is a reasonable consensus on comn-

oom starch, und FD&C Red 40.
1hy

;2

Y 4-
lly relaied to any

y)-3.5-diiodopheny! ketone, hy ide. It is not
olh-r available anlmnhwhrmc drug.
]
The structural formuls is as folows: o
* {
OCHCHN(CyHy )y HO

Oy

CogHagt MO HTH Molecular Weight: 681.8
Amiodarone HC! is & white to cream-colored crystalline powder. It is slightly soluble in water, soluble in
alcohol, and jresly soluble in chioroform. Il contains 37.3% iodine by weight.

Clinical Pharmacology

ELECTROPHVSIOLOGV/MECHANISMS OF ACTION

aspocts: :

1. t & patient with a history of cardiac arrest does not itost & ctynamically ythmia :,
during el 9 pries to tr . as of the oftecti of:
amiodarone HCI roqulvu some pi PP h, either is® or prog d electrical
stimutation (PES).

2. Whether provocation is also needed in patients who do iles! their life-th i hythm

spontaneously is not seitled, but there are wuons 'o consider PES or olher pmvocanon in luch
patients. In the fraction of pati whose PE: can be made noninducible by
amiodarone HCI (a fraction that hoa varied widely in vanoux sonies from lass than 10% to atmost 40%,
perhaps due to drmnnx irulation crileria), the prog has been almost uniformly excellent, vnlh
very low L hycardi or suddan deaih} rales. Mou :onxrovamal is lho meaning
of continued mdul:-blhry Thete has boon an mp that ibil MCI
patients may not foretel) a poor prognosis but, in fact, many observers have tound qm-lur recurrence
rates in patients who remam inducible than in those who do not. A number ol criteria have besn pro-
posed, however, lor identitying patients who remain inducible but who seem likely nonetheless to do

In animals, ami HCi is off in the p ion or supp jon of experi
thyth . The hmic effect of amiod: may be due lo at leasl two major properties:

well on ami HCl. These criteria include i d ditliculty of induction (more stimuli or more
rapid stimuli), which has been reportad o predici a lower rafe of recurrence, and ability to tolerats the

rol . dinl cell-action ial d and induced ventricular tachycardia without severs symptoms, a finding that has been reporied to correlalo
‘z; . o~ o n;’h:’:nd ‘beta-adi ic inhibitio duration and relractory pariod an with belter survival but not with lower recurrence rates. While these criteria require confirmation and -
T ;N turther study in general, easier ibility or poorer tol of the induced ia should
Amiod: ne prolorg the 0::"‘::"‘:’:"‘::"::' of all “’d,",;c fibers "‘i:.“"""q minimal suggest consideration of a need to ravise ireatment. g |
in all cardiac lissues. Amiodarons increasss the cardiac refractory period \mlhm’n influencing roslmy Several P”d":“":' of auccess nol based on PES have "‘0 bean sug d, includi % r;
P I, except in ic cells where the slope of ihe prep of a 4 g and very low .

i ic ofects are reflected in & do\:cnud sinus rale of 15 10
20%. mcr-nxad PR and QT intervals of about IO’L the dovolopmenl of U-waves, and changes in T-

premalure ventricular-basl rates (less than 1 VPB/1 000 normal beats).
While theso issuos remain unseltled for amiodarone HCI. as for other agents, the prascriber ol

wave contour. Thess changu 5hould not voqulm d. as they are evi . HCI should have access 1o (direct or through referral), and tamiliarity with, the full range of
ol its p logical action, atth can cause mnrkod llnus brndycardm or umu ."a;( evaluatory procedures used in the care of patients with lifa-threatening asthythmias.

2nd hean block. On rare i QT p gation has been g of y #t is difficult to describe the effecti rates of smiod HC), a3 these depand on the spscific
{see "Wamings?). arthythmis treated, the :uccun cntann used, the underlying cardiac disease of the patienl, the number .
HEMODYNAMICS of drugs tried belore HCL, the duration of follow-up, ths dose of amiodarone .
In animal studies and ofter i inis ion in man, di relaxes smooth HCI, the use of demonnl ammnhylhm'c aqant-. and many other lnclon As amiodgrone HC has been
muscle, reduces perip| i e ferioad), and uhoh"y increases cardiac index. After studiad pri with arrhy , in whom d'“?
oral dosing, iod; i change in left ventricular ejection traction therapy must be uloctod on the basis of ulponu and cannot be

{LVEF). even in pall ts with dopvuwd LVEF Aher acute intravenous dosing in man, amiodarone
may have a mild negative inotropic offect.
PHARMACOKINEHCS

g oral ion in is slowly and variably absorbed. The bicavailability of
nmodnmna is approximately 50% bu1 has varied between 35 and 65% in varous siudies. Maximum
plasma concentrations srs sttainsd 3 lo 7 hours after a single dosa. Despite this, the onset of action

comparisons with other agenls or placebo have not been possible. anons of sarios of trauted pannnll
with a history of cardiac arrest and mean follow-up of one year or more have given montality (due to
arrhythmia) rates that were highly variable, ranging from less than 5% 1o over 30%, with muel series in
the range of 10 to 15%. Overall arthythmia-recurrence rates (fatal and nonfalal) also ware highly |
varisblo (and. as noted above, depended on response to PES and other measures), and depend on
whethar patients who do nol seem 1o respond initially are included. tn most cases, consideting only

patients who sesmed 1o re3pond woll snough 10 be placed on long+t 14 rates

may occur in 2 10 3 days, but more commonly takes 1 10 3 weeks, even wilh loading dogu lPla-m- Mv. ranged from 20 to 40% in serios with a maan follow-up of & Y"" of More.
concentralions with chronic dosing st 100 10 600 mg/day are epp! dose p oportic vmh - and Usags
'”"h'!"?“" MY/ increasa for sach 100 mg/day. These means, . include Bocnuu of 3 life-threatening side effects and the substanti diffi iated with
varlabidy. fis use (soe W " below), HCI tablets are indicaled only for the ireatment of the
Amiodarone has a very large but variable volums of distribution, averaging about 60 Uky, b of ed life-threatening recurrent vantricular srrhylhmias when these have not
axisnsive accumulation in various sites, espmny adipose uuuo and hlthy pcrlund organs, such as p d doses of other available antiarrhylhmics or when aiternative
the liver, lung, -nd splaen. One major b ol h‘ . has blﬂ'" agenis could not be tolerated,

in man 10 an sven greater extent in aimost all tissues. The phlrmncoloq cal
activity of this malnboln-, however, is nol known, During chronic trsatment, the plasma ratio of . E'c""’"' veniricutar hb"‘}rm" - . N

to parenl P is Bpproxi ly one. 2

The main roule of efimination is via hepatic ucvdnon info bile, and some enterchepatic rocm:uhlnn

As is lhc case for o(har anlurvhythmu: agents, thers is no evidence from controlled irials that the use of
HCI ly atfects survivel.

may occur. However, its kinetics in patienis with hepatic Insulticiency have not been elucid
Amiodarone has a very low plasma with igible renal ion, so that if doos not appoear
necessary to. rnodny the do in pnllenll with renal failure. Inp mfh ronal imp , the
plasma of is not el d. Neither amiod HCI nor its metabolite is
dxalyznbla
in patierts, following discontinuation of chronic oral thatapy, amiodarone has been shown to have a
biphasic elimination with an initial one-hall reduction of plasma levels after 2.5 to 10 days. A much
siower lerminal plasma-elimination phase shows a hali-lije of the parent compound ranging from 26 to
107 days. wit a mean of approximatsly 53 days and most patients in the 40- to 55-day rangs. In the
absence of a loading-dose pariod, steady-siate plasms concentrations, al constant oral dosing, would
tharelore be reached between 130 and 535 days, with an average of 265 days. For the the

Amiodarons should be usod only by physicians familiar with and with access 10 (duacily of lhmugh
reforral) the use of all available modalities Tor tuahng recurront life-th

and who hlvo accoss to nppropnala monitoring lacilities, inc! he pital and but Y
g g and ysiologic tech 'w

[:] of the life-th g nature of the ythmi; lyan!od ial i i with prior -

therapy, and p i rbation of the arrhythmia, initiation of |hompy with amiodarone should be

carried out in the hospital. 1=
Contralndications :
Amlod.rono HCl is

d in severe si de dys marked sinus

mean plasma-slimination halt-lils was approximatsly 61 dsys. These daia probably reflect an mmnl

: second- and third-degres atrioveniricular block; and when episodes of bmaycnrdu\ have
caused syncops {excep! when used in conjunction with a pacemaker).

of drug trom well tissue (the 2.5- to 10-day hati-iife phase), foll by a | Amiod: HCtis indi in pationts with & known hypersensitivily to the drug.
phase 9 y slow el from poorty pettused lissue companments such as lat, Warnings
The iderable i i in both phases of efimi as well g3 y as t0 what
comparimaent is critical lo drug effact, req to Indivi p once ia control Amlodarone HC! Is intended for use only in patients with the d life-th ing srrhy
is achievad with loading doses b the comect mai doss is m part, by the itause is p d by toxicity.

rates. Daily maii doses of amiod: HCI should be based on mdmdual patient
requirements (see "Dosage and Administration”). Amiodarone HC) and iis metaboliie have s limited
transplacentai transfer of epproximately 10 10 S0%. The parent drug and its metabolile have besn
deteciad in broast milk
Amiodarone HC is highly protein-bound (approximately 96%).
Anhhough eloctrophysiologic eftects, such as prolongation ol QTc, can be seen within hours ahter &
parenteral dose of amiodarone HC), ofects on abnormat rhythms are not seen belore 2 to 3 days and
usually 7equird 1 to 3 wooks, even when s icading dose is used. There may be a continued increase in
eHect lor longer periods still. Thers is evidence that the lime 1o stiect is shorter when a loading-dose
ragimen is used.

Consistent with the slow rste ol elimination, antiarrhythmic sitects parsist lor weeks or months ahter
HCl is di d, but the time of recurrence is variable and urwodx:tnblo In qon.r.l

when the drug is d after of the arrhythmia, control is rapidly
P to the initial P Y b lissue stores were nol whoily daphl-d al the

time of recurtence.

PHARMACODYNAMICS

There is no of plasma b , but it does appear
that concentrations much below 1 mgl\. are ohen morloclw. and that lovels above 2.5 mo/L ars
genorally not needad. Within Iftdividuals dose red 9 decreased p
concenralions can result in loss of ythmia control. Pl L  can b
used to identity paliants whose levals are unusually jow, lnd who might benelii irom a dose incresss,
or unususlly high, and who mighi have dossge reduction in the hope of minimizing side etfects. Some
observalions have sugg » plasma dose, or doss/duration nlanomhlp for side
cnocll wch as pulmoouy hbnxu liver-enzyme slevations, comeal deposits and facial pigmentation,
inal and central nervous system effects.

peng pathy. ¢!

Amiodarons has several pohn\l-lly hhl 1oxiciies, the most important o' which is pu\monlry‘
|toxlcity (hyper-sensitivity ) thst has Ited In
(clinically manifest disease st rates as hlgh 28 10 to 17% In some serles of pntlcnl- wnh ventricular
arrhythmias glven doses around 400 mgldly. nnd as sbnormal ditfusion capacity without]
symploms In & much higher pe! Y toxicity has been fatal about 10%.
o' the time. Liver Injury Is common \vllh -mbdnrnm but Is ususily mild and evidenced only by
livee Ovwert liver dis can oceur, has been fatal in a few cas
Like other -nl]nnhylhmlu. amiodarone can exscerbate the arrhythmia, e.g., by making t|
| nrrhythmll foss well tolerated or more difficult to reverss. This has occurved in 2 to 5% of patients|
in various series, and significant heart block or sinus bradycardia has besn ssen In 2 to 5%. Ali of
these events should be manspesble In the proper clinkcal sstting In most cases. Although the| - -
y of such evants doss not appear gresier with amiodarone than with many| -
other -g-nh used in this popuhtlon. the effacts sre prolonged when they occur.
Even in patisnts st high sk of arrhythmic death, in whom the toxicity of nmloduono s m
|acceplable risk, amiodarons poses major that could be lite-
wpuhﬂon st risk of sudden death, so that nv-ry sffort should be made to utilize aiternative ng.ntm ’

Tho difficulty of u-lng amiodarone tﬂocxlnry and aafely Haelt poses a significant sk to patients.|
Patients with the | while the joading dose of amiodarone] |
is glven, and a response q-nonlly nqulnl at least ono wnk, ulutlly two or more. Becausal
fabsorption and elimination are variabi lo is and it Is not|

unusual to require dosage d ot di ol treat; ina survey of|

192 path with y Y as, 84 required doss reduction snd T4 required at least

P y db b of oﬂ.cll. and nvonl series have reported 15 to 20%

overall fr las of di dus to The time st which a pnvloun'y |
olled life-th i hythmia will recur after d| lon or dose ad)

pi ranging from wnlu to months. The plllonl Is ubvbu-!y at great rsk during lhl- .

time and may need pi

when must be pped will be made dmlcull by the gr-dunlly b-n unprodlclnbly.
body burden. A simliar problem exists when

stilt pouu the risk of sn interaction with whahvcr subsequent treatment is Mod




MORTALITY
In the National Heart, Lung snd Blood Institute’s Cardise Arrhythmia Suppression Trial (CAST),
al L "k d.

essive mortality or non-fatal cardiac arrest r
(56/730) pared with that seen In patisnts

seen in patisnts treated with
Ig to d p treated groups (22/725). The 9 of with

encainide or Aecalnids In this study was ten months,

The applicabllity of these results to othar poputations (e.g., those without recent myocardial

| ) or to amlod HCl-treated patlents is uncertaln. Whils definitive controlisd trials

with smiod are In prog , pooled y of small lled studies in { whith

structural heart g post-my ) have not shown excess mortality

In the amiod treated pop

PULMONARY TOXICITY

Amiodarons may cause a clinical syndrome of cough and progressive dyspnea accompanisd by

functi , L ic, galli , Al gical data i with pul toxicity, the

fraquency of which varies from 2 to 7% in most published reports, bt is as high a3 10 to 17% in some

reporis. Therelors, when amiodarone therapy is iniliated, & baseline chest X-ray and pulmonary-

function lests, including diflusion capacity, should be performed. The patient should return lor a history,

physical exam, and chest X-ray every 3 to 6 months.

Preaxisting pulmonary diseass does not appeat lo increase the risk of developing pulmonary toxicily;

however, these patiems have a poorer prognosis if putmonary oxicity doas develop.

Pull y toxicity Y to ami seoms to resull from either indirect or direct toxicity as
P d by h Hivity p is o i i P fy.

Hyp Hiviy ftis ususlly earlier in the course of therapy, and rechallenging these

patisnis with amiodarone results in a more rapid recurrence of greater severity. Bronchoalveolar lavage

i3 the procedure of choice to confirm this diagnosis, which can bs made when a T suppressor/cyloloxic

{CDB8-positive) lymphocylosis is noted. Stercid therapy should be inslituied and amicdarone therapy

discontinued in these patients,

Interstitialalveolar pneumonitis may result from the release of xygen radicals and/or phospholipidosis

and is characlerized by findings of diéfuse alveolar dsmage, i it itis or fibrosis in lung
i Phospholipi my cells, foamy phages), due to inhibition of

biopsy sp Phospholip in (I
phospholipase, will be present in most of di p y loxi .
these changos also are prasent in approximately 50% of all patients on smiodaror orapy. These
calls should be used as markers of therapy, but nol s evidence of toxicity. A dis of amiodarone

HCFkind interstiti p itis should lead, at a minimum, 1o dose reduction or,
P . to with of the am HCI 1o j ibikty, especially # other acceptabl
inrrhy ic th ien a il . Wherte these havs been institiied, a reduction in

of 2 p y toxicily was usually noted within the first week, and &
clinical improvement was greatest in the lirst two to three weeks. Chast X-ray changes usually resolve
within tv o to tour months. According 1o some sxperts, sisroids may prove beneflicial,
Prednisone in doses of 40 1o 60 mp/day or equivalent doses of other steroids have besn given and
tapered over the course of several weeks depending upon the condition of the patieni. In somse cases
rechallenge with amiodarone al & lower doss has not resulted in relurn of toxicity. Recenl reports

suggest that the use of lower loading and i doses of i are with &
d d incid of amiod; induced pull Y loxicity, .

in a patient iving ami . any new fespi Y symp should suggest the ibilty ot
pulmonary toxicity, and the history, physical exam, chest X-ray, and puimonary-function 1ests (with
ditfusi pacity) should be rep and . A 15% d in ditfusion capacity has s high

sensitivity but only a peacificity lor p y toxicity. as the decrease m ditfusion capacity
spproaches 30%, the sensilivity decreases but the speciticity increases. A gallium scan also may be
pertormed as pant of the diagnosiic workup.
Fataliti y to Y toxiclty, have occurred in approximately 10% of cases. Howsver, in
wilh lite-thi ing arthythmias, di i on of amiod. therapy due to suspected
drug-induced pulmonary toxicity should be undertaken with cation, as the mos! common cause of
desth in these patients is sudden cardiac death. Therelore, every effort should be made to rule out
other causes of i Yy impait {i.e., ive hoart Iailure with Swan-Ganz catheterization #
necessary, respiratory int . pul Y . fi y. otc.) belore discontinuing
amiodarons in these patisnts. In addition, b hoalveolar 1a hial lung biopsy and/or
open lung biopsy may be necessary to confirm the diagnosis, especislly in those cases where no
ive therapy s svai

It a di is of amiod: induced hypersensilivity pi itis is made, amk should be
discontinued, and treatment with steroids should be instiuted. If a d gnosis of smiod. induced
i itial/aiveolar p ilis is made, steroid thetspy should be instituted and, preferably,

i di o1, a1 & mini , feduced in dosage. Some cases ol amiodarone HCI-
induced i [ flis may resolve following 8 on in ami dosage in

j wilh the i jon of stercids. In some patients, rechalienge at a lower dose has not
rosufied in return of i it iis; b . in some patients (perhaps because of

sovere alvoolar damags) the pulmonary lesions have nol been reversible.

WORSENED ARRHYTHMIA
A , like other anti yihrmics, Can cause serious b of the pr 9 ythmia, a
risk that may be enh by the pi o i ythmics. € rbation has besn
roported in aboul 2 to 5% In most series, and has included new i fibrillation, i
L hy ia, i d 188 lo cardi ion, and phi .
d with QT prolongstion (Torsade de Pointes), In addition, amiodarons has caused

symplomatic bradycardia or sinus arrest with suppression of escape foci in 2 to 4% of patients.
LIVER INJURY

Elevations of hepatic enzryme levels ore seen ! y in patients exp 10 amiod: and in mosl
cases sro ic, it the i three times normal, or doubles in & patiert with an
basaline, di i of armi or dosage ion should be idered. In & lew

cases in which biopsy has been done, the hisiology has bled that of alcoholic h of
cirthosis. Hepatic lailure has been & rare cause of doath in patients irealed with amiodarone.
LOSS OF VISION
Cases of optic neuropathy and/or optic neuritis, usually tting in visual i i have bsen
reported in palienis realed with amiodstons. In some cases, visuat impairment has progressed 1o
[ blind Optic pathy and/or neuritis may occur atl sny fime following inifistion of
therapy. A causal elationship 10 1he drug has not been cloarly established. If symptoms of visual
impairment appear, such as changes in visual scuily and decreases in periphsral vision, prompl
h L ination is App optic opsihy and/or neuritis calls for re-
evaiuation of amiodarone therapy. The risks and complications ol sntiarrhythmic therapy with
smiodarone must be waeighed againsi its benefits in patients whote threatened by cardiac
arrhythmlas. Regular halmi ination, including fund py and slit-lamp examination, is
ded dusing inistration of ami . (See ADVERSE REACTIONS.)
PREGNANCY: PREGNANCY CATEGORY D
Amiodarone has bsen shown to be embryotoxic (increased fetal resorplion and growmth retardation) in
the rat when given orally st a dose of 200 mg/kg/dsy (18 times the msximum recommended
maintenance dose). Similar findings have beon noted In one strain of mice at s doss of 5 mg/g/day
is ly ¥ the i d h do and higher, but not in & second
sirain nor in the rabbit at dosos up 10 100 mg/kg/day (8 times the maximum recommendsd
maintenance doss),




N f hypo- or

Amiodarons can cause felal harm when i woman, h use

AMIODARONE
HYDROCHLORIDE

l

i

l

W|m R onty

Anm:onpulanls

during pregnancy is uncommon, thers Mvn bosn & :mnl'l number of published reports of congenital
and My is used during pregnancy, or if the patient

becomes pnpna.nl while 1aking smicdsrone, Ihu patient should be apprised of the potential hazard 1o

the letus.

In general, amiodarone should be used during pregnancy only i the potential benafit 10 the mother

justilies the unknown risk o the fetus.

Precautions

IMPAIRMENT OF VISION

Optic Neuropathy and/or Nauritis

Cases of oplic neuropathy and cptic neuritis have been reportad (see WARNINGS).

Cormeal Microdeposits

Corneal microdeposits eppear in the majority of adults treated with amiodarone. They are usually

of wartarin-type nnhcoagulnnl response is almost always seen in patienis receiving
moduom HC1 and can result in serious or fatal bleeding. The dose of the anticoagulant should be

reduced by one-third to one-hail, and prothrombin times should be monitored closely.

Antiarrhythmic Agents

Other antiarthythmic drugs, such as quinidine, procainamide, disopyramide, and phenyloin, have been

used concurrently with amiodarone HCI.

Thare have been case reports of incressed sisady-siate lavels of quinidine, procainamide, snd

phenyloin during concomitant therapy with amiodarone. In general, any added antiarthythmic drug

;hould be lnmalad at I Jower Ihan usual dose with carelu) monitoring.
al, of wﬂh other nnhnnhy‘hmu: lhompy should be reserved for
pahenlt with i k _ ' who are to & single agent

Dunng transter to amiodarone the dose levels of previousty
ldmmlsleyod ngaﬂll :hould bo reduced by 30 lo 50% several days aher the addition of amiodarone,

discernibls only by siit-lamp examination, but give rise lo symptoms such ns visual halos or bhared when should bes b 9. The need for the other u\mnhythm-:
vision in a3 many as 10% ol patients. Comonl rmcvodepoln: are roversible upon reduction of dose or agen! should be rw-swod after the effects ol amiod, have besn lished, and di
ermi of ils alone are notl a renson 10 reduce dose or dinarily should be if the is i these should be par icularky
d:xconhnua luuimom (soe ADVERSE REACTIONS) ] ", i for ad sfiacts, especially ducti i and ion of
NEUROLOGIC tachyarthythmias, as ami is conlinued. In ami treated patients who require additional
Chronic - ion of oral amiod in rare i may l8ad to the p of peripharal iarrhylh therapy. the initial dose of such agents should be approximately hall of the ususl
neuropathy that may resolve when amk is d, but this has been stow and recommended dose.
incomplete. Amiodarone should be used with uuhon in p i iving beta-blocking agents or
PHQTOSENS'T]V'TY 9 b of the p of b. . sinus arrest, and AV block; it |
d: has induced p in about 10% of pali : some p may be aliorded can i 10 be used after msemon ofa pacemaker in patienis with severe
hy the use of sun-barrier creams or protective clothing. During long- -term Ireatment, 8 blue-gray bde“"’“ of sinus arres!.
discoloration of the sxposed skin may occur. The risk may be increased in patients of fair complexion SUMMARY OF DRUG INTERACTIONS WITH AMIODARONE HCI
or those with excessive sun exposurs, and may be related o cumuialive dose and duration of therapy. Recommended
THVROID ABNORMALITIES Interaction Dose R i
inhibits paripheral conversion of thyroxine (T,) to and may cause Concomitant Onset of Concomitant
d ine lovels, d d Ty levels, and increased levels of inactive teverse T, {rTy) in Drug (days) Magnitude Drug
chn-caliy aumyvmd patients. Nl is also a potential source of large of inorg. iodine. - YY) Increases prothrombin time [ETATSTA
of its velclsu of movq.mc iodine, or perhaps for other reasons, lmmdnonl can cause oither by 100%
idism. Thyroid | ion should be i d prior to and . \ wrati Iy
penodcalby lh-vnnar pnmcululy in elderly patients, and in any patint wnh a history of thyroid Oigoxin 1 "c!;:;“ serum concentralion 2
nodules, goter, or other thyroid 8 of the slow eli ahd its | by 5
metaboliles, high plasma iodide lovels, ahered Ihyvotd funciion, and | 'L‘, id-function tests Quinidi 2 Increases serum concentration LiztoVy
may persist lor sevaral weeks or sven months di ithd! | by 33% {or discontinue)
Hypothyroidism has been reporied in 210 4% of pamnu in most series, but in 8 10 10% in soma series. Procainamide <7 Increases plasma concentration 1, X
This may be # by chmc.nl - sorum TSH by 55%; NAPA’® conceniration {or discontinue)
tevels. in some inically hypothyroid ami treated patients, trow !hyro:uno index values may be by 33%
narmal. Hypothyroidism is “bost 1 by o HC) dose reduction and/or thyrcid hosmonse *NAPA = n-acdtyl procainamide.
supplement. However, therapy musl be individualized, and il may be necessary lo discontinus ELECTROLYTE DISTURBANCES
amiodarone in some patients. Since antiarthythmic drugs may be i or may be arrthythmogenic in patisnts with hypokalemia,
Hyperthyroidism occurs in about 2% of patients v o bm the ., i _‘ may be higher any p ium or magnesi iciency should bs befors insti 9 tharapy.

among palients with prior inadequate dielary iodine |ntl|l. Ami
usunlly pase: a grenlel hnurd to the patient than h idi of h

ion, In lact, IF ANY NEW SIGNS OF ARRHYTHMIA APPEAR
THE POSSIEILITY OF HYPERTHYROID!SM SHOULD BE CONSIDERED. Hypenhyrmdum is best

Y
b il

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY
Amiodarone HC! reduced lertility of male and female rats a1 & dose level of 90 mg/kg/day (8 x highest

identified by relevant clinical symploms and signs, P usually by levels
of serum Ty RIA, and further elevations of serum T,, and a subnormal serum TSH level (usmg a

human mai dose).
Ami caused o I doso-related increass in the incidence of thyroid tumors
licul, and/or in rats. The incid of thyroid lumors was greater than control

sulliciently sensitive TSH assay). The linding of a llat TSH ¢ to TRH is fi oven at the lowes! d“: ':"" ol amiodarone HCI '”"du' e.. 5 mg/kg/day or approximatsly equal to 'y

hypnnhymldum and may be loughl in oqulvocal cases. Since anhy!hmll bvenklhroughs may "‘° highest r od human nce dose. 9 sludios (Ames, micronucleus, and
yp , agg mod-:ll ysog: tasis) with wore

it ponsblo dose reduction or wil | of amiod The i ion ot id drugs, beta- PREGNANCY: PREGNANCY CATEGORV o]

adrenergic blockers and/or temporary corlicosteroid theupy may bo necessary. Tho action of Ses "Warnings.”

antithyroid drugs may be aspecially delayed in b i of LABOR AND DELIVERY

thyroid hormones stored in the qlnnd Rldooadwc lodlna Ih.mpy is
coniraindicated bocausl ot the low radiciodine uplake with

hyperthyroidism. Experience with thyroid surgery in this setling is ntumoly hmllod and |h|s fonn of
therapy runs the thooretical risk of inducing thyroid storm, Ams may

be lollowed by a transient period of hypothyrodism. w 4
SURGERY

: Rare of hyp jon upon di i ion of Y
bypan duung open-heart surgery in i r iving iod have been reported. The
relationship of this eveni to ami lhornpy is unk

Adult i y Distress Syndi (ARDS): Postopetatively, rare of ARDS have been
reporied in palients receiving amiodarone lhouw who have und-rvono either cardisc or noncardiac
surgery. Ahhough patisnts usuaily respond well to vi Y therapy, in rare instances the
outcome has been lalal. Until jurther studies have bnn p-ﬂomnd # is recommended that FiO, and
the determinants of oxygen delivery to the tissu .. 5803, Pa0y) be clossly monitored in patients
on amiodarone.

H is nol known whether the use of amiodarone dwiing Iabor or delivery has eny immedisle or delayed
adverse effects. Preclinical studies in rodents have not shown any effect of amiodarone on the duration
of gestation or on pariurition.

NURSING MOTHERS
Amiodarone is excreted in human milk, suggesting that bvaas! Iaadmg ‘could oxpose lhl nunlnq intand
10 a significant doae of the drug. Nursing ottspring of ) g rats have been

shown to be less viable and hove reduced body- wmghﬂ gnms Thorsfore, when amiodarone thempy is
indicated, the mother should be advised to discontinue nursing.

PEDIATRIC USE

The safety and effectt of ami HClinp
Adverse Reactions

Adverse reactions have been vary common in virtually all sesies of pationts treated with amiodarone
HCl for X ively large doses of drug (400 mg/day and above), occurring in
abou itues-fourths of sl plﬂln'l nnd uunng discontinuation in 7 10 18%. The mosi serious reactions

ic patiants have nol been established.

sre pul toxictly, rb. ot arthythmia, and rare serious liver injury (ses "Wamings™), but
LABORATORY TESTS other ady offecis i P probl They are often reversible with dose reduction and
Elevations in liver enzymes (SGOT and SGPT) can occur. Liver enzymes in patienis on valnlwoiy high """‘W atways ible with on of amiod; Most of tha adverse effects appear
maintenance doses should be monitored on a ragular basis, P'mshm significant olnynﬂona in the liver more freqy with inued beyond six months, although rates appear to remalin
enzymes ot hepatomegaly should slert the phy o ducing the dose of ly beyond one ysar. The time and dose relationships of adverse sliects are under

HClor g Iherapy. conlinuod sludy.

Amiodarone HC aliers the results of thyroid-tunction lesls, causing an increase in serum T, and serum are y g in 20 10 40% of pationts and including malaise
taverse Ty, and a decline in serum Ty lovels. Despite thess biochemical changes, most patients remain and hllguo lumov and invol , poor di and gait, and peripheral neuropathy;
clinically euthyroid. they aro mro){ & reason 10 stop lhempy and may respond to don reductions.
DRUG INTERACTIONS G i most y nausea, ipation, and is, occur in

Although only s small number of druy-dmg interactions with amiodarone HCI have been explored
formatly, most of thase have shown such sn . The px ial tor other & L should be
anticipated, particularly lor drugs with potentially serious toxicity, such as other antiarmhythmics. If such
drugs are needed, their dose should be reassessed snd, whote appropriste, plasma concentsation
measured.

In view of the long snd variabte hall-life of ama HCI, p i) for drug i L exists not
only with concomitant medicalion bul alsc with drugs admini od after di i ion of
amiodarone HCI.

about 25% of pah-nll but rarely require disconlinuation of dvug These commonly occur during high-
dose adrmmsuahon (| ... Ioaqu dose) and usually respond to dose reduction or divided doses.

O ing optic pathy lnd/or opﬂc neumls in some coses progressing
to p blindn illed corneal deg
|am opacities, and macular ion have been (uoa WAHNINGS)

ic corneal microd are present in viually ali adull pationts who have been on drug

tar more than 6 monihs. Somse patients develop sys symptoms of halos, photophobia, and dry eyes.
Vision is rarely l!locltd and drug discontinuation is rnuly needed.

Cyclosporine
C i use of amiod and cyclosporine has boen uponod to p i y d
plasma i of cyclospori Ring in daspnc di in dose ol
cyclosporine.

-
Digitahis

Administiation of amiodarone HCI to patienis receiving digoxin therapy regularly results in an increass
in the serum digoxin concentration that may reach loxic tevels with resultant clinical toxicity. On
tnitiation of smiodarone HCI, the need for py should bo d snd the dose
reduced by approximstely 50% or d! { d. Il digitalis inued, serum levels

D ical occur in about 15% of patients, with phatosensitivity being mosi
common (nboul 10%) Sunscreen and pwlocllon trom sun ©Xposure may be helplul, and dvug
discontinuation is not usually P to jonally sesults in o

blue-gray pigmentation. This is slowly lnd i ily i on d of-

drug but is of cosmetic importance only.

Cardi lar adverse L other than oO tho anhymmu includs the uncommon
occurrence of conqulw- heart failure (3%) and brad usual ds to dossge
nduc\lon hul may roqu:vn a pacmk-r for control. CHF uloly roqunu drug discontinuation. Cardiac

should be closely monitored and patisnis observed for clinical evidence of onlcny These p
probably should apply 10 digitoxin administration as well.

occur ly and are on discor of drug.

Hepalitis, chol tc hepatitis, l:l"holll epididymitis, vasculitis, pn-udolumor covobll

h b d b obliterans org 9 y iataf),

pleuritis, pn»cvoamu loxu: .pldemml lysis, pencylop ., and P nho Mvn been
P in palients L .

Lt

.

-
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The tollowing side-sitect mies are based on a refrospective study of 241 patients treated lor 2 to 1,515
days (mean 441.3 days).

The following side effects wers each reported In 10 to 3% of patients:

Gasirointestinal: Nauses and vomiling.

gha lellowlng side etfects were ench upon-d In 4 to 9% of patlients:

gic: Solar )4
Nsurologu: Mnlalsa and lnhgu. tr I i 12 Iack of di
3 Laant i
e P
Ophthalmologic: Visual disturb
Hepatic: Abnormal liver-funclion tests.
Respi y: Pulmonary i ion or librosis.

The tollowing side sflects wers each reported in 1 to 3% of patlents:
Thyroid: Hypothyroidi: b idi

Y 3

togic: D fibido, i in, headache, sleep disturbances.
Cardiovascular: Congestive heart tailure, cardiac arhythmias, SA node dy
Gastrointestinal: Abdominal pain.
Hepatic: Nonspecific hepatic disorders.
Other: Flushing, abnormal taste and smell, edema, abnormal
The lollowlng sids eftects were sach reported in lass than 1% al pnllontl-

rati Paati b

Blue skin df , tash, sp y P . hyp and cardiac conduction
abnormalities.

In surveys of almos! 5,000 pnhamn trented in open ! us. uludlas and in pubhshod repons of treatment

with HCI, the most freq ly reqg ] of o

included pidmonary infiltrates or hbm:u. [ Y tri hycardia, congesiive heart lailure,

and olevation of liver anzymes. Other symp causing di inuati less often ir d visual

solar d itis, blue skin di ion, hyperthyroidism, and hypolhyroidi
Overdosage

Thera have boen a few reported cases of amiodarone HCl overdose in which 3 10 8 grams were taken.

Thore were no deaths or permanent sequsias, Animal studies indicals that amiodarone HC) has a high
oral LDgs (>3,000 mp'kg).

In addmon to general supportive measures, the paliont's cardiac rhythm and blood pressure should be
m d, and il bradycardia ensues, a B-adrenergic agonist or a pacemakes may bo used.

Hy ion with i tissue perfusion should be treated with positive inotropic and/or
vnxopvauor agents. Neithor e nor its file Is dislyzabl

Dosagse and Administration

BECAUSE OF THE UNIQUE PHARMACOKINETIC PROPERTIES, DIFFICULT DOSING SCHEDULE,
AND SEVERITY OF THE SIDE EFFECTS IF PATIENTS ARE IMPROPERLY MONITORED,
AMIODARONE HCI SHOULD BE ADMINISTERED ONLY BY PHYSICIANS WHO ARE EXPERIENCED
IN THE TREATMENT OF LIFE-THREATENING ARRHYTHMIAS WHO ARE THOROUGHLY FAMILIAR
WITH THE RISKS AND BENEFITS OF AMIODARONE THERAPY, AND WHO HAVE ACCESS TO
LABORATORY FACILITIES CAPABLE OF ADEQUATELY MONITORING THE EFFECTIVENESS AND
SIDE EFFECTS OF TREATMENT.

In order 1o insure that an antiarrhythmic effect will be observed without wamng several months, loading

doses are roquired. A uniform optimal dusago hedule for of d! HCI has not

been dolumnod Indmdual patien! tilration is supg: d ing to the lofl 9 guideli

For ife-th 9 mhythmias, such as icular fibrillation or % icall bl
) : Close itoring of the p i is indicaled during the loading phase,

Y
particularly until risk of ‘recurrent ot fibrill has abaled. Becauss of the
enrious nafure of the arrhythmia snd the lack of produchbb time course ol effect, loading should ba
perfonmed in 8 hospital setting. Loading doses of 800 to 1,600 mg/day are required lol 1 to 3 wenks
{occasionally fonger) until inifial th occurs, {Admini of HCI in
divided doses with mesls is nupgaued for tota! daily doses of 1,000 mg or higher, or when
gallmm'asnnll intolerance occurl) it side aflm: become excessive, 1he dose should be reduced.

of il and is usually occurs within 1 to 3 weeks,

: of
along with reduction in tox and total icul ac'opccbe-lt

Upon sterting amiadarone therspy, an lnempl lhould be made to pradually dnsconhnue pnov
antiarrhythmic drugs (su section on 'Drug ). When yth control is
achioved, or it side effacts b . HCI dou showid be uducod to 600 to 800
mnlday lov ons monlh and Ihon 10 the maintanance dose. usually 400 mg/day (see “Clinical
Pl "). Some patienls may require larger masintenance doses, up

". 10 600 mglday, and some can be controlled on lower doses. Arr\uodmom may be sdministered as a

* single daily dose, or in with severe g . as @ b.i.d. dose. In each

pationt, Iho chronic mainienance dose should be g to inrrhy ic effect as
Honov ings, and/or g tectrica) sti ion and by patient

! Plasma may be helpful in i or dh

severe toxicity {see “Clinical Pharmacology”).

The lowsest sifective dose should be used to prevent the occurrence of side stfects. In all

the physician must be gulded by the severity of the | patient’s

and response to therapy.

When dauga adjusiments are necessary, lhs patient uhould bc closely monnmnd for an exlanded

' period of time because of the long and varinble hati-tie of and the y in p

the llmn required (o allain & new steady-state level of drug. Dosage suggestions sre summanzed
below:

Loading Dose Adjustment and Maintenance Dose
(Daity) (Daily)
Ventricular Arrhythmias 110 3 wooks ~1 month usual
maintenance
800 to 1,600 mg 600 to 800 mg 400 mg

How Supplled

Amiodarons HC| Tablets 200 mg ere available in bottles of:

60's - NDC 38245-133-68, 100's - NDC 38245-133-10, 250's - NDC 28245-133.25,

Each round pink tablet is scored and debosaed with “Copley 133" on one side, and plain and unscored
on the other side.

Keep tightly closed.

Store at room temperaturs, approximately 25°C (77°F).

Protect from light.

Disp In & tight, light 3

Uss carton to protect contents from light.

Copley Pharmaceutical, Inc,
Canton, MA 02021

Revised; September 1998
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~ lo 600 rnglday, snd some uun be controlled on Iowcr do:u Armodmona may be adminis’

The following side-effect rates are based on a retrospective study of 241 patients treated for 2 10 1 515
days (mean 441.3 days).

The following side effects were each reported in 10 to 33% of patients:

Gastrointestinal: Nausea and vomiting.

Tm lnllowlng side effects were each upcnod in 4 to 9% of patlents:

gic: Solar ity .
Nnurologlc Mnlanu and t gu- ti bnormal invol Yy lack of di
dllzme". p hesk
- C
Ophihalmologi Visual di

Hepatic: Abnormal tiver-tunction lests.

R y: Pulmonary i or fibrosis.

The 1ollowln9 side oﬂoc!- were o-ch reported in 1 to 3% of patients:

Thyroid: F Y , y

Neurofogic: D 4 libido, i in, headache, steep di cos.
Cardiovascular: Congestive hear tailure, cardiac ahythmias, SA node dyslunction,
Gastrointestinal: Abdominal pain.

Hepatic: Nonspecific hepatic disorders.

Other: Flushing, abnormal taste and smell, edemsa, { salivati lati
The Vollowlng nldl  olfects were each reported Inless lhan 1% ol p:llonh

Blue skin d , rash
abnormalities.

In survays of almosi 5,000 patients ncnlad in open U.S. studies nnd in publ:shed reports of Iwntmanl
with amiodarone MCI, the adverss of

and cardiac conduction

. 8P Y P bhyp

included pulmonary infifrates or fibrosis, p Y i ‘, i ive heart failure,
and elevation of liver onzymes. Other symp ing di i i Iess otlen included visual
solar d . blue skin discoloration, hyp y . and hypothy 3

Ovardosage

There have been a law reporied cases of amiodarons HC overdosa in which 3 to 8 grams were laken.
There were no deaths or permanent soquelae. Animal studies indicate that amiodarons HC! has a high
oral LDsg {>3,000 mg/kg).

In addition 1o general supponive measures, the patient’s cardiac rhythm and blood pressure should be
munnolod and if bradycardia ensues, a p-adrensrgic agonist or 8 pacemaker may be used.
Hyp ion with inad ue perfusion should be lvulod with positive inolropic and/or
vasopressor agents. Neither nor its b is di b

Dosage and Administration

BECAUSE OF THE UNIQUE PHARMACOKINETIC PROPERTIES, DIFFICULT DOSING SCHEDULE,
AND SEVERITY OF THE SIDE EFFECTS IF PATIENTS ARE IMPROPERLY MONITORED,
AMIODARONE HCI SHOULD BE ADMINISTERED ONLY BY PHYSICIANS WHO ARE EXPERIENCED
N THE TREATMENT OF LIFE-THREATENING ARRHYTHMIAS WHO ARE THOROUGHLY FAMILIAR
WITH THE RISKS AND BENEFITS OF AMIODARONE THERAPY, AND WHO HAVE ACCESS TO
LABORATORY FACILITIES CAPABLE OF ADEQUATELY MONITORING THE EFFECTIVENESS AND
SIDE EFFECTS OF TREATMENT.

In order to insure that an antiarrhythmic effect will be obnrv.d wuhoul wmlmq uvnml months, loading

doses are required. A unitorm optimal dosage sched te lor of HC! has not
been doiurmmod Indmdunl palllnl titralion is sugg d g to the foll 9 guidel
For lita-th hmias, such as icular fibnillation or 1y h

ventricular lachycardia: Closa momlannn ol the patients is indicated during the loading phase,
panticularly until risk of recurrent ventricular lachycardia or fibrillation has abated. Because of the
serious nature of the -nhylhmm and the tack of predictable time course of efect, loading should be
porformed in & hospial setting. Loading doln of BOO to 1,600 mplday ate roqvnad for 1 1o 3 weeks
(occasionally longer) until initial occurs, (Ad| of amiodarone HCI in
divided doses with m s (quollcd for total daily doses ol 1,000 mg or higher, or when
gasiroiniestinal intolorance occurs.) octs become excessive, Ihe dose should be reduced.
Elimination of recurr ol L iltation and rdia usually occurs within 1 1o 3 weeks,

along with reduction in plex and tola! ' oc!opic’benln
Upon siarting amiodarons |herapy, an anampl lhauld ba made 10 qrndualty dlscommua prior
antiarrthythmic drugs (su section on “Drug Inte ). When ad t y control is

achisved, or it side eflacts b HC) dose should be roducod 1o 600 10 8OO
mqldny lor one monlh nnd then lo the mamlonanc. dose, uuually 400 mgl/day (s0e *Clinical
). Some patients may require larget mainienance doses, up
‘etod as a

* single daily dose, of in i with severs g as a b.i.d. dose, In each
patient, lho chronic maintenance doss should be determined nccovdmg to anhauhylhmvc offect as
Y Holter dings, and/or prog . and by pallenl

i Plasma ' may be helpiul in fuating ponsi or P

severe toxicity (see “Clinical Pharmecology”).

The lowest effective dose should bs used to prevent the occurrance of slds stlects. In alt
Instances, the physician must be guided by the severlly of the Individual patient’s arrhythmia
and response to therapy.

When dossge adjusimenis sfe necessary, the patient should be closely monitored for an extended
period of fime bacauss of the long snd variable halt-Ite of amiodarone and the difliculty in pradicting
the time required to atlain & new steady-siate level of drug. Dosage suggestions sre summarized
balow:

Loading Dose Adjustment and Mainienance Dose
_(Daity) (Dsity)
Ventriculas Arrhythmias 110 3 weeks -1 month usual
800 to 1,600 mg 600 to BOO mg 400 mg

How Supplisd

Amiodarons HCI Tablsts 200 mg are availablo in bottles of:

60's - NDC 38245-133-68, 100's - NDC 28245-133-10, 250's - NOC 38245-133.25,

Each round pink Iablel is scored and debossed with “Copley 1337 on one side, and plain and unscored
on the othor aide.

Keap tightly closed.

Store at room temperature, spproximately 25°C (77°F).

Prolect from light.

Disp In s tight, light { Il

Usas carton to protect contents from light.

Copley Pharmaceutical, inc.
Canton, MA 02021

Aevised: September 1998
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MG #12114




