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CITIZEN PETITION =

The undersigned submits this petition pursuant to section 505 (j) (2) (c) of the Federal
Food, Drug and Cosmetic Act and 21 CFR Parts 314.55 (d) (2) and 10.30 of the Food and
Drug Administration’s regulations, to request the Commissioner of Food and Drugs to
make a determination of ANDA suitability for Amiodarone Hydrochloride Tablets, 100

mg based on the reference-listed drug, Wyeth-Ayerst’s Cordarone Tablets, 200 mg
[Exhibit 1]. ' '

M A. Action Requested
The petitioner requests the Commissioner of the Food and Drug Administration for a
change to a listed drug to allow the undersigned to submit an Abbreviated New Drug
Application for Amiodarone HCl Tablets, 100 mg. The reference-listed drug is
Cordarone Tablets, 200 mg manufactured by Wyeth-Ayerst. The safety of the proposed
strengths is supported by the bioequivalence study conducted on our approved
Amiodarone HCI Tablets, 200 mg, Abbreviated New Drug Application (ANDA) # 75-
424. In that study, 1 x 200-mg tablet was dosed on healthy adult male subjects.

Furthermore, safety is supported by the fact that tablets of 200 mg are the routine oral
dosage strengths of this product. ' '

B. Statement of Grounds

Amiodarone HCI Tablet dosage should be adjusted to the needs of the individual patients.
Amiodarone HCI Tablets are approved for use at daily doses up to 1600 mg per day, with
a usual maintenance dose of 400 mg per day. Because of the unique pharmacokinetic
properties and potential severity of the side effects if patients are improperly monitored,
Amiodarone HCl tablets should be administered at the lowest effective dosage and should
be closely monitored by the physicians. The availability of 100 mg tablets will provide
the physicians with greater flexibility in prescribing the drug, as well as enabling the
patients to take dose appropriate tablets, which will improve patient compliance. It should
o~ be noted that Amiodarone HCI Tablets, 100 mg are also available as a prescription in UK

[Exhibit 2].
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The proposed Amiodarone HCI tablets; 100 mg will be the same as the reference-listed

product in respect of:

e Active ingredient, Amiodarone Hydrochloride

e Indications

¢ Dosing regimen

* Bioequivalence: the proposed strength, 100 mg will be dose proportional to Taro’s
approved 200 mg strength. A bioequivalence study was conducted comparing Taro’s
200 mg tablets to the reference-listed product, Cordarone Tablets, 200 mg.
Bioequivalence studies under both fast and fed conditions were conducted on Taro’s
Amiodarone HCI tablets, 200 mg approved on 03/03/2001, ANDA # 75-424. In-
Vitro dissolution profiles and assay will also be conducted on the 100 mg tablets by
comparing them to 200 mg tablets.

Copies of the approved labeling for Wyeth-Ayerst’s Cordarone Tablets, 200 mg and the
proposed labeling for Taro’s Amiodarone HCI Tablets 100 mg with highlighting of the
changes [Exhibit 1,3] are attached.

C. Environmental Impact

The undersigned, hereby requests a categorical exclusion under 21 CFR 25.24 (c) (1).
The proposed drug product will not be administered at higher dosage levels, for longer
duration, or for different indications than for the reference-listed product.

D. Economic Impact

This information will be submitted on request of the Commissioner.

E. Advantages

The proposed Amiodarone HCI Tablets, 100 mg will provide the physicians a greater
flexibility in prescribing the drug.

F. Certification

The undersigned certifies, that to the best knowledge and belief of the undersigned, this
petition includes all information and views on which the petition relies, and that it
includes representative data and information known to the petitioner, which are
unfavorable to the petition.

Respectfully submitted,

A ved—y

Avraham Yacobi, Ph.)/Y
President, Taro Rese itch Institute
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Cordarone®

(amiodarone HCl)
TABLETS

DESCRIPTION

Cordarone js a member of a new class of ati ruqo'

Chass 1} l('yauuhan Williams' classilication) BJ effects, avauab oral admmlsm
tion as pink, scored tablets containing 200 mg of amiodarone hydrochloride, The
inactive ingredients present are coliordal silicon dioxide, lactose, mannesvum
stearate, povitone, starch, and FD&C Red 40. Cordarone is a berrzofura

tive: 2- butyl -3-benzofuranyl 4-{2- {diethylamino)-ethoxy]-3,5- duudophenyl kelone
gydmchlonde Htis not chemlmlly refated to any other available anfiacrhythanie

The structural formula is as follaws:

Sasr
j—Q—u,ﬂf«:g,\ yomet

g0y =40 ' Mot WG S48
Amiodarane HCI is a white 1o cream-colored crystaltine powder. it is slightly solu-
?o’fi Ifn vgter %otuble in aleohol, and freely soluble in chioroform. it contains 37.3%
ne by we

CLIMICAL PHARMACOLOSY

Elechrophysiology/Meckanisms of Action

In animals, Cordarone is etfective in the prew or suppression of
tally-induced Thi d: may be due to
a least two major properties: 1) a prolongation of the myocardial cell-action

pcl?v’tulzi gum:m and refractory period and 2} noncompetitive a- and R-adrener-

gic inhibition

Cordarone protongs the duration of the action potential of al! ardac Ivbers while

caysing minimal reduction of dV/dt {maximal upsiroke velocity of the act

?otemul) The refractory period is grofonged in aif cardiac tissues. Cordamne
reases the cardiac refractory period without inﬂuencma testing membrane

parent compound ranging from 26 1o 107 days, with a maan of approximately 53
days and most patients in the 40- to §5-day range, In the zbsence of a loading-
dose , steady-state plasma concentrations, at constard ora! dosing, would
therefore be reached between 130 and 535 days, with an average of 265 days. For
the melabome. the mean plasma-efimination half-fe was appm:drmtew 61 days.
These dal robabl*lmltct an Initial efimination of well-perfused issue
(lhe 2.5- to 10-day hait-lite 2), followed by a term alpInse representing

extremely slow elimination from poorly perfused Hissue compartments such as fat.
The considerable Intersubject variation in both phases of elmlmtlm‘ aswellas
uncertainty as o what compartment is criical to drug effect, requ altemlan t
mdlwdual responses ence arrhythmia control is achleved loading

se the corect maintenance dose is uetem\ in part, by the efiminat] lon

ates, Dany maintenance doses of Condaro auid he basea on individual
patient requirements (see “DOSAGE AND ADMMI ON).
Cordarone and its metabolite have a limited tmsphw\m transter of approxi-
mauly loto 50%. The parent drug and its metabolite have been detected in

dearone is Yiighty protein-bound {approximately 96%).
Although el effects, such as profon o( QTe, can be seen
within after a parenteral dose of normat rhythms
are not seen hefore 2 o 3 days and usually requrre 1103 weeks even whena
foading dose & used. m{he a confinued increase in zftectiorl er peri-
ods stil. There is evidem:e'hﬂ ﬂmetocﬁedhshomrwhm:loadlm -dose
regimen is used.

Consistent with the siow rate of efimination, anliarchythmic effects persist for

weeks or months atter Cordasone is disconfinued, but the time of mwnme is
variable and uﬂpredmable In uenm' when the drug is resumed after
of the arrhythmia, control is established relativef compared to lhe Inmu

ly rap
esponse, presumably bemse fissue Stores were nM oty tepieted at the time
of recurrence.

Fﬁﬂmlmdyumm
There is no

rone should be used only by physicians famillar with and with access to
ly or through referral) the use of all available modalities for treating recur-
and who have access to appropriate

rnonnonng facllities, including al and ambulatory continuous electrocar-
diographic monnoring and electrophysioloulc tedm jues, Because of the life-
meatemgnqdnatum o‘l“ 1he arrhythmias gnl k’;};acug;\? h:mh prior

» and pol eacerbation of arrﬁythm initiation
Lov‘gryoneshnlﬂdbemiedomhmhos ey Wi
CONTRAINDICATID)

NS
Cordarong is contraindicated in severe sinus-node dysfunction, causing marked
sinus bradycardia; second- and third-degree atrioventricular block; and when

. episodes of braaycaldu have caused syncope {except when used ln con]uncmn

with a pacemakei

Cordarone is wnhlndwed in patients with a known hypersensitiviy to the drug.

WARNINGS

Cordarone [s nlendad for use only In pationis wiih the ingicaled fils-Throat-
ening amhythmias bocause s use is accompanisd by substantiai foxichy.
Cordarone has mmlxrolmlally fatal loxicities, the most important of
which is puimona ity (rypersemsitivity rnlnmull!x or latersiitial/atve-
ofar mumonum at has resuited in clinlcally manifasi disease st raies as
kighas G0t lunmuo o8 of patients -Hi veakicular mias
Bnetams s e "““‘.2',5.‘.',..“""’.“1'{“‘&“&‘“"":." oyl has.
ol patient onsry foxicily has
Heen falal about 10% of the tims. Liver Injury is common with Cordarone, but
8 wsuslty mitd and avidenced on hlhmﬂdﬁw anrymes. Ovest Hiver
dlmu Can ovctir, kowever, and has heen fatal in 3 few cases. Like other
antylimics, Cordarons cas sxacerbale the andythmia, ¢ .“ byﬁmaklng
mtmh tess wall loteratad of more Gifficult 16 reverse.
102 (0 5% of patients n various series, and significant heart block
ﬂmlﬁdﬁa a s boen seon i 2 10 5%, hlammm.umu

but & does appw that cnncemraﬁons muc beiow 1 w are nnen meﬂemlve
and that levels above 2.5 mg/l. are oeneralty not needed. Within individuals dose
ions and ensuing plasm 30 result in logs of
2rrhythmia control, Pbs:nafoncemmm measurements can be used tg i
patients whose leveis are unusually low, and who might beneft from a dase
increase, or unusualty hgh and who might have dosage
minimizing side etfects. Some observations have
fion, dose, or dose/duration ramkmsmp for side effects such as pulmmacy ﬁbm-
8is, !weanyme elevations, corneal dt efosds and facial pi T‘;:mlon. peripheral
and ce:

potential, except in automatic Is where the siope of the is reduced
nenmliy redycing avty ese tlectrophysiologic effects are retlecud m 3
decreased sinus rate of 15 to lr/- mmased and QT intervals of about IDV-.

the developmont of U-waves, and changes in T-wave contour. These

should not require discontinuation of Cordarone as they are mience of i ns

macological action, although Cordarone can cause marked sinus b

sinus arrest and heart block. On rare occasions, %spmlonoabvn has en assocl-
ated with worsmlnq of arhythmia {see "WAR!

Hemodynami
ln animal sludes and after intravenous aammmmﬂon in man, Cordarone refaxes

mustle, reduces an
silg#my mmscs cardiac index. After oral dosm?rm ever, Cordacone produces
no significant ¢l In left ventricular ejection on (LVEF evenin panenls
with sed LVEF, After anne infravenoys dosing in man, ‘ordarone e may have
a nﬂd neqahve mo(mvic efiect.

cokinelics
Fo!lowmu oral admlmsiraﬁon inman, Cordarone is slowly and vanab!y absorbed,
The bioavailability of Cordarone is approximately 50%, b ried between 35
an in various studies. Maximum plasma cnncenlraunns am atiained 3t
7 hours after a smole dose Despl!e lhiS the onset of action may occurin 2 to
3 days, bt more cx 10 3 weeks, even with loading doses, Plasma
concentrations wah chmmc dnsm 2100t 500 mg/day are J)pmx!maely dase
roportional, with a mean 0.5 muli increase (or each 100 mul These mearns,
owever, include considerable individual variabil ncreases the rate and
extent of ahsorption of Cordarone, The effects of uod upun the bioavailabili u(
Cordarone have been studied in 30 healthy sublects who received a single 6!
dose immediat aﬁer consumma 2 high fat meal and following an overnight hst
The arez under ISma concentration-time curve (AUG) and the peak plass
concetration (c,... oi amiodarone increased by 2.3 (range 1.7 t0 3. 6) and 3 B
(mge 2.7 19 4.4) times, respectively, in the wsence o! ood. Food alse increased
sate of moﬂmhd , decreasing the time to e1He;\kmasmawm:en-
:m’msed";y S Canie S84 m%’ﬁ)'" T390 (e 4 1y DA et
ncrea vanoe 0 2 b (ra o B4%), respectivefy,
but there was no change i the Trein the presenc ’y
Cordarone has a very targe but variable volume of tﬁsmbutlom averaging about
60 Uiag, because of extensive accurnulation in various sites, especiaily adipose
vissue and hmhiy genused omans such as the liver, lng, and spleen. One major
DEA), has been identified in man; it
acwmmms 10 an even ea!er extent in almost ai lssues. No data ace available
on the activity ot DEA in humans, but in animals, it has significant eleclmohysnc»
fogic and antiarrhiythmic effects generally similar to amiodarone fiself. DEA's pre-
cise role and contribution 1o the armarrhythmic activity of oral amiodarone are not
centain, The development of maxima) ventricular class 1) effects after oral
Cordarone administration in humans correlates more closely with DEA accumufa-
tion over time than with amiogarane accumulation.
Amiodarone is eliminated primariy by hepatic metabolism and bifi excretion
and there is D&hg:bie excretion of amiodarone or DEA in urine. Nefther amio-
darore nar le,
in chinical studies of 2to 7 d? c!umnce of amtodarone after intravenous
administration in patients with VT and VF ranged between 220 and 440 mUhr/kg.
Age, sex, renal disease, and hepatic disease (unhosks) 00 not have marked effects
on |he dlsilosmon of amiodarone or DEA. Renal impairment does nat influence the
pharmacokinetics of afmiodarans. After a smgle dose of intravenous amiodarone in
cirrhotic patients, significanMy Jower Cew 3N average concentration values are
seen for DEA, bul mean amiodarone levels are uncha ed Normal subjects over
65 years of age show lower clearances {about 100 m r/kg) than younger sub-
jects (about 150 mihrikg) and an increase in 1z trom about 20 to 47 days. In
gatients with severe left ventricular dysfunction, the pharmacokinetics of amio-
darone are not significantly altered but the terminal dispasition tuz of DEA is pro-
fonged. Although no dosage adjustment for patients with renal, hepatic, or cardiac
abnormalities has been defined during chronic freatment with Cordarone, close
clinical monitoring is prudent for elderly patients and those with Severe left ven-
tricular dystunction,
Following slnqle dose administration in 12 heatthy subjects, Cordarone exhibited
muttl-compartmental pharmacokinetics with 2 mean agparent plasma terminal
elimination haf- Me M 58 days (range 15 lo 142 daxs) {or amiodarone and 36 days
{range 14 10 75 days} for the active metabolite (DEi L In patients, lollmvmq d|s~
continuation of chonic oral therapy, Cordargne has been shown to have a b
sic elimination with an initial one-half reduction of plasma levels after 2.5t0 10
days. A mugh slower terminal plasma-efirnination phase shows a hatf-life of lhe

ntral nervous system

Predmm !ne eflecmeness of any ammmrhmic agent In fong-term prevention of
uwnent ventricular tacl wma and ventr ular fibritation is dificuk and controver-
gial, with highly qualified ending vse of ambulatory monkor-
ing, programmed eiectrical sﬂmula!km wml mlous stimulation regimens, or a com-
bination of these, to assess response. There is a0 present consensus on many
aspms ow best to assess efi butthereis a

some

1.Ha pmm vnm a mstoty of cardiac arrest does not manifesta hernodynam

ty unstabl Thth rng prior lo reatment,

requires ol
%Ih roach, ei!hcr exercnse or pvowzmmed elec\rml stlmulahon PES’l
ether provocation Is aiso needed in patients who do manifest their life-

s other
PES mducible arrhythmia can be made noninducitle by amne (a fraction lha!
widely in various series from less than 10% to almost 4 I?ema
aue to different stimutation criterla), the pro%msls has been almost unitormly
excellent, with very low recurrence (ventri fachycardia or sudden death)
raies More oomroversh! is lhe meaning of continued inducibiiity. There has been
cibil ny in w'gmms may not foretella
poov pvoqnosls but in fact, many observers have fo ater recurrence rates
m&ns who mne&zih nducubl'a !hka’n h'1 ﬂ!ose p:‘m m A mmh:‘aoi m&'ﬁ
en owever, for identifying remain inducible
who seem ‘lkegy‘ ranetheless fo do well on Cordarane, These criterla include
lncmased difficulty of indumion {mare stimuli or more rapid shmgl? which has
orted to predict a lower rate of recurrence, and ahild the
induc ventriculdr lamcavd;a without severe symgloms afinding that has been
reported o correlate with better survival but not recirence rates,
While ihese criteria require confirmation and fucther study in f, ez easter
inducibikty or poorer tolerance of the induced arrhythmh should suggest consid-
eration of a need 1o revise treaiment.
Several predictors of success not based on PES have atso been supgested, in m]
complete elimination of ali nonsustained ventricular tachycardia on ambulatovy moni-
uﬂlgsn) and very low premature ventricular-beat rates (less than 1 VP@/1,000 normal

While these issues remain unsettled for Cordarone, as for other agents, the pre-

scriber of Cordarone should have access 1o (direct or through referral), and famif-
l\¥ the ful rangmol evaluatory procedures used in the care of patients with

ffe-! hrea(enlno arrhyt

Itis dnﬁ'k;un to describe the effectiveness rates of Cordarone, as these depend on

the spi mhymmia treated, the success criteria used, the underlying cardiac

msm of the patient, the number of drugs tried before moning lo Cordarone, the

mm ciinical safiing in mostcases, AHImP
rency of Such proahythruic events does wol appear tk Cordarone
28 with ma nlm agents usad in his popuiation, Me sifects are pro-
{onged whes they orewr.
Event ia pailonts at hiph risk of mﬁylmlc death, in whom the toxicity of
Cordarone is an accoptable risk, Corfarone pose: :mloumn ament prok-
lems lhl could be mn-llmluhl in 3 population ai risk of sudden death, so
that every effort should ba nrade 1o utitize aflermallve agets first. -
nu Imwlt' ol ulnu Cordarone efteciively and safay iisel! poses a sigaifi-
it risk lo s, Patients with thy indicaled mﬁyﬂmhs must be hospi-
ullmd -ﬁiln lu Ivadlu dose of Cordarons is given, nd 2 muous- geoner-
Tequicas 3l least ons week, usually two ot more. Because absoeption and
nllmlnaunn are varishle, maintenance-dose selection ls amm and it s not
unnml 1o require dosage decrwass or discontinuation of reatmoni. h aret
rospectivy uum of 192 patients with ventricutar tachyarhythmias, 84
mulw d dose reduction ald Il raquired at ln:t umpmmzdiscom{nﬂlu
bacause of adverse atfects, and several seri 20% over-
afl kequencies of dlmﬂlullm due (o adve mmc s al
which a previously costrolled {ife-Mhreateaing antythmia ulll rmn- aﬂn dis-
conliguation w lon adjusiment is enpradiciabls, ran, nmm weoks lo
ent is ohviously at greal sisk vm s and may need
ov?n nspllallnlm Atlempts to substituts other antianhythmic agents
ordarone must be slogpped will be made ditficult by the mdnally, but
uq rediciably, changing amiodarons burden, A simitar problem exists

whon Cordarons is not sffective; Ilsllll g0ses the risk of an inleraction with
whalever subsaguien! Is tried.

Wortality
In the National Heart Luna and Blood mﬂm- 's Cardise Ankythmia
Supgression Telal (CASH ,ﬂl {ong-term, -tontiered, andomized, dovble-
hlind study |l atieats wi mmplomau: lon-lllv mmalaulng veoisicular
arhytimias who had had myoumlal infarctions mm than six da Iul less
an tw nnrs proviously, an excessive mortallty or non-fatal mres
rale was sean in palienis raated with sncainitn or Rocsinee (ssmu) Wm~
ared with thal seen in patients assigned to matched placebo-traated gro
(uﬁﬁ) The 3verage duration of Weatment with encainide or Hacainide h ﬂ\h
ﬂudy was {er months,
arons therapy was evsluated In two multi-centersd, randumizad, douhls-
Imld. placebo-controllied kials iavolving 1202 (l:anﬁlu Amiodaron
Myocard lalu:ﬂun Ankythmia Trial; 1A 1486 (Evropean
Myocord arclion Amiodarons Trial; FMIA] pou -Mi patients hlland for
aplo? nm Puuem m CAMIAT quati fifiad wi vontdw ar archythmias, and
those randomized to amiodarone received wolght- & onse- adluslld
dosss of 208 o 400 mg/day. Patients in EMIAT (ualmad wl Ill ejaciion taction
<40%, aud those randomized lo amiodatons received fixed doses of 200
P’“" Both studies had weelks-long Ioadhg dose schedulws, Intant-fo-traat
#li-cause mostalily resulls were as lollows:

Placebo Amlodarons
] Deaths N_| ODsaths
EMIAT 743 102 43 103 993 | 8.76-1.31
CAMIAT 59 8 806 57 0.88 | 2.58-1.16
These data are consisient with the results of a paolad analysis of mafler,
controfied studies involving patients with strichiral heart dissase (lm:ludfng

Refative Risk

duration of tol!ow -up, « the dose of Cordarone, the use of addti
agents, and many other factors. As Cordarosia has bee: stud-ed

patients with refractory fife-threatening ventricular lnhythmlas. inwhom dnm ther-
apy must be selected on the basis of response and cannot beassluned arbitrary,
randomized comparisons with other agerts or placebo have not been possible.
Reports of series of ireated patients with a histo, of cm!lz: arrest and mean fol-
low-up of one year or mare have given gz 1o arrhythmia) rates that
were hmmy vanab(e, ranging from less than §% to over 30%, with most series in
the range of 10 to 15%, Overall amythmia-recurrence rates (fatal and nonfatal)
also were tighly variable (and, as noted above, depended on response to PES and
other measures), and depend on whether patients who do not seem to respond inj-
tially ars included. In most cases, considering only patients who 5
respond weil enough to be placed on fong-term fecurrence rates have
ranged from 20 to 40% in series with a mean follow-up of a year or more.
INDICATIONS AND USAGE

Pulmonary Toxicity
Cordarone mazycmse aclinicat syndrou';e of munh and orogresswe dyspmg

biopsy specimens. Phospholipidosis {foamy cells, foamy macrophages; 3
inhﬂ)hvon of phospholvpase will be present in most cases of Gordarone-i. .
pulmonasy wever, these changes also are presentin apmoxnma\eiy 50%
of alt panems on ordarone mmpy These cells should be used as markers of ther-
apy. but not as evidence of toxicity. A diagnasis of Cosdarone-induced
interstitialalveolar preumonitis should lead, at a minimum, to dose reduction or,
preferably, to withdrawal of the Cordarone 1o establish mversnbllly especlally if
other acceptable antiarrhythmic therapies are available. Where these measures have
been instituted, a reduction in sympioms of amiodarone-induced pukmonary toxicity
was usually noted within the first week, and a clinical improvement was greatest in
Ihe first two to three weeks.

Chest X ray chanpes usually
resolve within two to four
months. According fo some

or equivalent doses of olher
steroids have been given
and tapered over the course
ol severa) weeks depending
upon the condition of the
patient. In some cases
rechallenge with Cordarone
at 2 lower dose has not
vesulled In retum of toxici-
l{n ecent reports suggest

t the use of lawer foad-
e
o rone are ssoc iodart
with a decreased incidence gzﬁfa one HCY
of Cordarone-induted put- S
monary toxicity. C16036-2
n atient mervinq

Cordarone®

and evaluated.
A 15% decrease in dnﬂuslon
capacity has a high sensitiv-
ity but onry a rnodmle
spect uimonary
toxiclly, as me decrease in
ditfusion

approaches 30%, the sensi-
tivity decreases but the
specificity increases. A gal-
fium-scan also may be per-
formed as nr{m of the diag-
Rnostic wi
Fatafities, secomhvy 1o pul-
monaty toxicity, hay
occuered in appmxm\ae?
10% of cases. However, in
ignts with life-threaten-
ng asthythmias, discontin-
uanon of Cordarone therapy
due g:usqected dmnx-m \Y
s pul {0}
Shoud b uiakon W
caution, as the most com-
mon cause of death in these
patients is sudden cardiac
death, Therefore, every
effor should be made to
fule out other causes of
respiratory Impacrmunl (ie.,
gan failure wilh Swan- G ion it Y, 1espi
infection, ett.} before ing Cordarone in
these pahems In addmon, bronchoaiveolar [avage, Irznsbmnc!ual dung blapsy
and/or open lung blopsy may be necessary to confirm the diay ‘Lnosls especially in
those cases where no acoeplab!e alternalive therapy is avallabl
1 a diagnosis o Cardarone-induced hypersensitivity preumonis is made,
Cordarone should be discontinued, and treatment with steroids shou!d beinstituted.
if & diagnosis of Cordarone-induced interstitiaValveotar pneumenitls is made, steroid
therapy should be instituted and, preferably, Cordarane discontinued or, at a mini-
mum, reduced in dosage, Some cases of Cordarone-induced intersttiaValveolar
pneumonms mg resolve foliowing a reduction in Cordarone dosage in aomundlon
with the administration of steroids. n some patients, rechallenge at a lowes dose has
not resulted in return of inferstitial/alveotar preumonitis; , in some patients
(pema%z because of severs alveofar damage) the pmmonary tesions have not been
revars
Worsaned Arrhythmia
Cordarone, tike other antiarrhythmics, can cause serious exacerbation of the present-
mg armyihmla. arisk that may be enhanced by the presence of concomitant antiar-

Cordarone®
{amiodarone HCI)
Tablets
C!6036-2

accompanied
consistent with pulmonary toxicliy,l fre uency of wlm:h varies from 2% in
mast published reports, but is as high as 10 te 17% in some repms herefore,
when Cordarone is initiated, 2 basefne chest X ray and ry-func.
tion tests, including dirfusion mpaufy should pedormed me patlem shouid
veturn for a history, physical exam, and chest X ray every 3 to 6 months.
Preexisting puimonary diseass does not appear to increase the fisk ul devekzpmg
pulmenary lox-cﬂy fowever, these patients have a poorer prog:

has been reported in about 2 to 5% i in mos! series, and has
included u:w i incessant chycardia, increased

ar nrolorymon (Torsade de Pointes). in addition, cmdamne has caused symp!
matic rdia or sinus arrest with suppression of escape foc in 2 to 4% ol
patients,

le lnluly

\mdcny does develop.
v%wxlcny seeonuary to Gordarong seems to result from either ndirect or
dlvect toxicity as rep by

Because of #s life-threatening side effects and the diffi-
culties assoclated with its use (see “WARNINGS "below), Corﬁarone is mdicated
only for the lveatmem 01 the following documented, life-threatening recurrent ven-
ricular arstrythmias when these have not responded to documented ad k?um
doses of other avaltable amlamuhymics or when afternative agents coul

ed,
I Recumm ventrigutar fibriflation.
2, Recurrent unstable
Asis !hecase(oro(heramlmhym s, there I8 no evidence
from cﬁmmlled frials that the use of Curdarone favorably affects
survival

Hype ensivit meumonflls ysually appears earlier in the course of therapy, and
lechallenalnq these patients with Cordargne tesutts in a more capid recurredice of
S severity. Bronchoalveofar lavage is the procedure of choice to confirm this
Iagnosls which can be made when al sw ssov/&to(mdc {CD8-postive) lym-

5ts is noted. Sterold fnstitufed and Gordarone therapy
drsoonlmued inthese patlenls

Imelsﬂlial/alveolarpneumanms result from the
release of oxygen radicals and/ot :'thmhol idosis
and is characterized by findings of diffuse aiveolar
damage, interstitia! pneumontis or fibrasis in lung

of hepatic enzyme levels are seen frequently in patients exposed to
Cordarone and in most cases are asymptomatic. If the increase exceeds three times
normal, or doubles in a patient with an elevated basefine, discontinuation of
Cordarone os dosage reduction shoutd be considered. in a few tases in which biop-
has been done, the histology has resembled that of alcohofic hepatitis or Cirtfio-

sis. Hepatic Tailre has been a rare cause of death in patients treated with
Cordarone.
Loss of Vision
Cases of optic neumpaug and/or optic neuritis, usually resulting in visual fmpalr-
ment, have been reported in patients irealed with amiodarone. In some cases, visual
biindness. Optic neuropathy and/or neuri-
1is may occur a( any time followiny (Mlamm of lherapv A causal relationship ta the
dnéﬂ has not been clearly established, f symptoms of visual Impairment appear,
fuen as chanpes visuzl acuity and decreases In periphm! vision, pfom“% oph-

p: or




neumls calls for re-evaluation of Cordarone® therapy. The risks and complications
against its benefits in

thyroidism Is best ed by COrﬂamno dose redudlun and/or thyroid hor-
o et ’Jb‘é,‘,’&e el A

)

SUMMARY OF DRUG INTERAGTIONS WITH CORDARONE

Gastrolntestinal: Constipation, anorexia.
mehalmoloum Visual disturbances.
Hepatic: Abnarmal fiver-function fesis.

Neurologic

cnromc adnunistration of oral smiodarone in rare instances may lead to 11¢ devel-
mrenphml neuropathy that may resolve when amiodarone Is discontin-

ued ut this resolution has been slow and incompiete.

P\ntmlﬁvlty

; in abom wx of pauems. S0me protec-
mnmz)beaﬂmdedbyﬂwusm(mw of protective
During fong-term treatment, a biue-| gray ﬁscowmlon of the exposed skin uﬂy
occur. The risk may be increased in patients of fair complexion or those with
g‘eeesswe sun exposure, and smay be related 1o cumutative dose and duration of

rapy.
Thyrold Absormaliies
inhibits \(T tomoaaﬂlymmne ,)
a0 may cause mhmsd wased fevels, and inCreased

increased

&is of inactive reverse 7: (rT;) In clinically euthyroid patients. It s also a potenlnal
source of large amounts of inorganic lodine. Because of s release of in
lodine, or pemaps for ather reasons, Cordarane can cause either
or hypemyro ism. Thyrold function should be monitored prior 1o treaiment and

periodically thereafter, pariiculariy in eldelty parems and in any patient with a his-
tory of mymd nodules, goiter, o other tyrokd nction. Because of th
elimination of Cordarone and its metabolites, higl nhsma iodid fevels, altered
thyroid function, and abnormal mgold mm:twn tests may persist for several
weeks or even months fo¥owing

othyroidism has been uponed in2 Ia 4% al paﬁems in most series, but in 8

1010% In some serles. Thi be identified by relevant clinical Symp-
toms and particularty by dcvale semm H levels. In some clinically hypothy-
roid amiodarone-treated patients, free thyroxine index values may be normal

Tal,
druasmumnmmdamwarunn usnaldosewth

y added an
careful monitoring.
In general, i Cord: with other rapy should be
reserved fOr patients threatening wmicuhrummmlas who are lnoom-
Bletw responsive (o a slngle agent or

uring transter m Cordarone the do: :x mmmd agents

mmosw.mmuays nhe n of Cordarong,

when am\ytumu suapnssm should be beginning. The continued need for the
other antiarchythmic agent should be reviewed dtor the effects of Cordarone

have
been established, andalscoralnuwon ordinariy srmkibemempted mhetmi-
mennscnntlnued mmmﬂm hould be harly carefully monitored for

adverse efiecls, especlally conduction smdmcerbwonnﬂach-

in Raw\
m’é« \amwminhmw,tl\ehhhlmdsu emsshouwbo
aparoxumﬁely haif of the usual reeormmded dose.

Cordaroae should be used with cautiol udlenh B blacking z{ien\s o
calcium antagonists beuuse of me poss potenluﬁon Dradycardia, s

arrest, and AV block; it ne a can continue to be used after inser-
tion of a pacemaker in natients or sinus a

XZI:#: 1nesﬂ!ehc Agents (See ! MECMITWIIS Surgary, Volatie Anesthetic

o :mlanmm therapy with Cordasone must be weighed uatized, and it may be neces- Racommended
patients whose lves are threatened by cardiac anhythmias. Regular saryto fnteracti Dose Reduction
st e e e g T
nCe May er pa inat ey gritude
Noowata! Hypo- or Hyperthyroldism Corgaons ‘"ﬂuﬂd h nyrok ‘Sm 'B P“Sm 0'“‘9‘ hm'd o the patient Watain  Stod  Incisases profhyombin tmp L%w 2
Cordarone can cause feta harm when administered 10 a pregnant wama than I’IWDW'MW breakthrough or by 100%
R e e during preanancy s uncommon, herehave| """“"“" s 'Fmvgilxlsmuma ousamm ypen &I‘Jm’i&“é" Ohods 1 bsssssumonnation 412
um
i pubishedrep cengend cimypo mndns:mu Cordarone ts best identified by felevant clinical symptoms and signs, :u:ompamex usual by Qulnidine 2 :”7“ ntration 113012
used during pregaancy, of abnormdly levels of serum Ta RIA, and further elmtm of senu br;r&ases serum conce A
ifthe pahemg:m and a subnormal serum TSH levd uslnn a sufﬁciemly sensitive TSH assay) Tho . 115
pregrant whie iy g ot Yo response Lo TRH I confimatory Of pertymidism and may ~ Procshamide <7 |nuasss plasms oncantatonty, {or discontinue)
ot N G T S ——— .
be of e X =
?«.o%du appmedmu\e u}ch'lgﬂmo it ggss\m adad reduw ogwmmﬂ wo; Cordarone. The lns\nmnn e
etus, of antithyroid drugs, el 615 porzry ! b
Ia genecal, Co et mducememo oosn povas l&mhnﬂal qumues of ::Ewl n gﬂfﬁm iy s s e i Shoidbe
;’,‘;’: M,?:X'f,s:d ﬁ‘{:{ﬂ" formed thyrokd hormong s}md inthe Mowive mdme thmpy s con- corrected “""‘ instituting Cordarane """‘W
oth al‘usnf l?mn . Fn?i'smd o rostedgm w hls setting Amiodarona HG! was associated with a stanstlmlly sig nmcant dose-related
umm;;,n mﬂ’g uf, Tetus, extremnely this form of me «\en\we\iu\ r&:d of md hgm mn\c'r:‘as% ml'o‘\'& is:dem‘e ‘gi thy;onlr:i fuinors ({oi\glmw ml:‘mngm gmnma)
ts - thyroid storm. camamne-lmmed hyperthyroidism may be followed by a transi s. The nce of thyvol mo:s was are er controf even
in p’rwllanl ramaﬂglrz:z . period of hypothyroid ﬂ gmemd ﬁman mjﬂ; nanca oximately 0.08 times the maximum
dosesm'ofmzas day o ity studies (Ames, cmnucleus - and lysogenic tests) with Cordarone
i womﬂry o‘)/aouheﬁ'l; ‘%"’gafbu i3 who ar d z were negative.
imes, respec y
518 myocardial de ssanl nduction ef mm lnnsludylnwiuch rone HCI was administered to male and female rats,
mnn;;‘ m:‘e'cnaar]nm' i“a%mmﬁ"mm' meesm{ol?; al depre and ! c\wn go 0 9 weeks prior to maln , reduced fertility was observed at 2 dose level
nance dose* )nad no Posthypass: Rare mulku/day (ao)pronnulely 4 imes the maximum recammended human
adverse onthe of cardio mn«afy dusin mm surpery in M\e
fetus. I lhe( nbm 75 oy l(:nniamn%pl have bei r::?hed Tgemhnanshn u?e z eventio Cordamm therapy '600 mg in @50 kg patient (dose ;amweu on a body surface area basis)
fday (approvimate S unknown. Pregasncy: Pragnaacy Categes
2. m e Adult Distres: {ARDS): P of Ses "WAI’!’I‘“IGE, Neouatal wo- of Hyperthyroidism.”
recomm uman ve been reports mpauen rone ve or aad Deliv
W hurmai m ARDS have bee: ed s receiving Cordal thempy who ha w oy
maintenancs dose”) undergone egther cardiac o noncardiac sum m:ou patients usually 1tis not known whether the use of Cordarone during tabor or dem%vhas any
Savesd boriane 1 e resmnd od well o vigorous m‘gmozmﬂ O 105 nsiancos the e e e immediat o deloyed adverss efecs. Precica studies n rodents e not
sther st i
animals. In the rat, doses and ms determinants of oxy, g:n deivzry tothe hssues (e g SaOz Pal) be close- shown ”zgm OfGordarane an the doration o gestaion or an parturion
%soz%ﬂw " monfored i mm‘ o bk excroted in human milk, suggesting that breast-feeding ouid
slight displacement of the Laboralory Tes expose me nursing infant to a significant gose o? the drup. Nursing offs
b s 0 Eb\mhonsmlmre (SGOTa\dSGﬂ)unoewr Lvey nzymes o Bt T tored o e b S B D O e
incidenca of incom, ients on relatively high maintenance doses should be monitored on a reguiar red b -weighlgalns, Terclor, when Cordarone therapy is indicated, the
osefiation of somae is. Pomsunt sloaificant elevations in the liver enzymes or hepatom mother should be advised & discontioue nursing,
dga e A 00 Soudzen e s Feduci the maienince dosé Pedlatic Usa
I " - " "
mqu aay or more Tetal Eé’,‘.,":,“}“‘.n‘ﬁi“w",“n m °r' mmmm quss, "?m anincrease mm 'ﬂw safely and effectiveness of Cordarone in pediatric patients have not beea
mduced, ] 200 ‘ » levels. Despite g atsic Use
MgAg/day. trarowasan  HOCHETI CHANDE, Mostpalents reman clnkaly euthyrod Chnc Suhesof Cordarona Talts dld ot ocudesuffcist umbers of st
fetal resorption. (These Although only a small number of drug-drug lnteractions with Cordarane Jects aged 65 and ver "mﬁ&w&w&m difierences
doses in the rat are bean eloedformaly, oS ofDca v Sownsich i iraio: T Boten- 145ponses berween the elderly and younger patients. ln general,doss sleon
approginately 08, 16 tiabfor other rcios shok e stz it 08 with poten- for an ekdery palln shouk be cautious, ustally starli 2 the ke end o he
mes the maxi- “"a Sarious foxicly, such a5 other arkiahyhnics. |t sech drugs e e, dosing range, reflecting the greater frequency of decreased hepatic, renal, of car-
h'““"‘ recng;nngended dose shoutd and, where plasma diac function, and of concomitant disease or other drug therapy.
dose.*) Adverse effects o viewaﬂhch and variable halt-lfe of Gordarone, potendial for drug intersc- ADVERSE REACTIONS
o fetal growth and su- tlns exiss nol oay with concomant medicaion buk a0 with dugs wmins- Adverse reactions have boen very common m’,’"',‘e“g;!ve Sl:rf;s o patients reated
Vil alsowers noted I tered atter disgantinualior of Cordarane {400 mg/day and above), occumng’ iabout et of i ptens and
oneof o sirang o fes L}'clasponna produce Gausid dacontiadation 710 18%. The most Setious 1e lnl “WM
aopioxiaiey DOLUMES  porsily evsied BRga Conpmmtiaiont o frdtodteeh resuing i glevated mss ecebalion of an i, i serous | """ ey (e A
i - 3 r adverse effects constitute lems. are oftan
b m%mmm mmul\:m , despite uaueum in dose of cyclosporine. :ﬂ vg:s dose red'gcbtg; or cessati'on of 'rdwaalr‘ane trmtdwm os’l‘ of the
* IS ar me more rqquen conti treatme
?&Fﬁ.’m *f ot Gordarane to pallents receiving digorin therapy s hmmws S o, aoogh vales appear to remain relatively constant beyond on
et od in an increase in the serum digoxin mcenmbn hat may rea ﬂ The lime and dose relationships of adverse etfects are under continued study
Baligr (doses compar FESutank il togchy. O lalistion o Eardarots; e s06d e sm!"'"' nun- Neurologic problems are exiremely Cormmon, occurring in 2010 40% of patierts
!s) #Y thould be raviewsd and the dose raducad by approximately and including malaise and fatigue, tremor and involuntary movements, poor coor-
PRecAUTaws i 20 s U G S vt iy MRelE e R
impimonttion probably shouid apply 1 Gghoxin sdminstratian a5 Wel 53,496 e respond o dose edctions or disconlinuation see
urapathy andor Anticoagutants sttmlnwsnnal comphaints, most ooy Rases, o consti
Cases ol“gl-c neuropathy andoﬂmnewms have been reported (see Pogcr:gmdmmdn type anticoagulant responsa is almost atways seen in anorexia, oectrlnab%?lﬁ% of pat 2 o uw wué'gn of
patients receivm?cordmmandunmsullnsedousnrmlhu . The dose . These w.urduinphloh—dose mstmwn(n Yoating dose)
. L‘umea! Microdeposils of the mlmgu ant tnuu e radoced by cas-lhird to oxe-Ralf, and prothrom- and usually respond o dosa reduction or divi
Corneal m:uodeposns r inthe ma_‘:“ny of aduks treated with Cordarone. bia Umes should be moni clossly. Ophifialmic abnormalities MWW optic uemwamv andior optic neurils, i
Vhey are u &mnﬂmu Duk give rise to symp- Antiarrtythmic Ageats Some cases ‘permanent biindness, papiledzma, comeal degenezs
o i m*:mrs:::‘::: i i AT, s i i, s R SOl G LA
8N U! condu egent ave been
Imlmenl microdeposits alone are nala reason 0 reduce dose o
dlscmmme treatm:m (sea “ADVEROSE REACHIANS Yhera have :&m case npons ?v'n increased steady-stale v%ds of quinidine, ugmm- Asymptomalic corneal microdeposits are present in vmualy all adult patlems who

have been mmuuvormalenunammhs Some patignls dove!
Ioms of lulos mmh and diy eyes. \ﬂsmn!srarewaﬂm Iﬂddfuﬂdﬁ

Dermataloaml adverse reactions occur in about 15% azz‘f*ratlems with photosen-

Pulmonary & of fibrosis.
Yhe following side effacts wers each m:orud in 115 3% of patieals;
Thysold: Hypathyroidism, hypenihyroldisi
Nexjm!omc Deo{r:eased !;‘Ilndgamsﬁmurg headache sleep dmg?ancesmw
iovase! oggest t{ailure, cardiac anhythimias, ian.
Gasirointestinal; Al inal
Hepatic: Nonspecific hepatic msofd
Other; Flushing, abnormat taste and smell edema, abnormal salivation, coagula-
tion abnormaliies,
The following sida effacls were sach reported in less ihan 1% o pallms
Blye skin discoloration, rash, alopecia, b
and cardiac conduction abormalities.
in surveys of almost 5,000 pationts treated in open LS. studies and in published
feports of treatment with Cordarons, the adverse reactions most frequent
requmnu i of G Included Infikrates or fi rosrs
wre, and elevation of live
enzymes. O'mers J)wms causing dnscomlnuauons less ofien included Vlsual
disturbances, sular lermaltitis, blue skin discoloration, hyperthyroidism, and
hypothyroidism,
DVEHDOSABE
There hm been a few reporied cases of Cordarone overdose in which 310 8
f were taken. There were no deaths of permanent sealcxslae The acute oral
Ds: of amiodarone HCH in mice and rats is greater than 3
In addition to genera) supportive measures, the patient’s cardiac him and
blood pressure should be momlw , and nd 1 mm:amu ensues, a B-adrenergic
I?omst 07 & pacemaker may be u sed, Hypotension with inadequate tissug perfu-
sion shauld be trealed with positive inotropic and/or vasopressor agents., Neither
Cordarone nor its metabolite is diatyzable.

DDSMEE AND ADMIN(STRATION
CAUSE OF THE UNIQUE PHARMACOKINETIC PROPERTIES, DIFFICULT DOS-
ING SCHEDULE, AND SEVERITY OF THE SIDE EFFECTS IF PA'IIENTS ARE
IMPROPERLY MONITORED, CORDARONE SHOULD BE ADMINISTERED ONLY BY
PHYSICIANS WHO ARE 'ERIENCED IN THE TREATMENT OF LIFE- THREATEN
IN AR HYTHMIAS WHO ARE TH ROUGHLY FAMILIAR WITH THE RISKS
NEFTS OF CORDARONE THERAPY, AND WHO HAVE ACCESS TO LA RATO
RV FAC'L"F!FFECT AEL]@ AaEQUAIELV MONITORING YHE EFFECTIVENESS

In order to i msure that an antiarrhythmic effect will be observed without waiting
several months, loading doses are required. A untform, optimal do: e sclmuie
for admnMsinuon of Cordarone has ot been determined. Because

etfect on absorption, Cordarone should be administered consistently wnh mgard
10 meals {see “CLINICAL PHARMAC IACOLOGY™). Individual patient titration & sug-
aesled acnordlna 10 the following omdellnes
For lite-

imw
performed in a hospital setling. Loading doses of 800 to 1,600 mg/day are
required for 1 to 3 weeks “{ocusmmlly longer) until hmal therapeuuc Tesponse
occurs. (Administs i supgested
total daily doses of 1 000 myg or higher, or when nastmmasuml lmolemce
occurs.) if side effecls become excessive, the dose shouid be teduced.
of recurrence of ventricular fibrillation and mhyw ia usually
weeks, along with reduction in complex and tofal ventricular ectopic hells
Upon starting Cordarone lherwy an attempt should be made to qradumdlscon
tinue prior anuarrhym “?‘s {see section on "o'uu Intlaractions’
80 uate arhythmia control is achieved, of i m

rdarone dose snauld be reduced to 500 10 800 mg.dﬂ !arone momh and tben
tothe malmnanoc dose usually 400 mg/day (see “CLINICAL PHARMACOLO
GY-Monitori ggo cliveness”), Some patients ma) mquue lamu maxmemnce
doses, up ln mnlday and some can be contr loses. Cordarone
dose, or in pmems wrm sevm gastroln-
-In. eam patient, the chronic maintenance

effect as assessed
Holter i and/ electrical stimulation al
patient tolerance. Piasma concendrations may be helgu evaluzung nonrespon
siveness or unéxpectedly severe toxicity (see “CLINICAL PHARMAC

Istered as a Singls
Iesnnal mtolerance asab.i.d. dos
dose should be

The lowss! afiactive dose shoufd be used u e8] the occumeacy d
stiscly, in aif instances, e ply:lnu lm:l puldld by ke smmy of the
mmml pallent’s anhythmia and m’uid
en dosage adjusiments are necessuy \he ierd sho b; closely monitored

for an exmdzddm iod of time because of g‘ :Z
Cordarone and the difficulty in predicting me lime mquued ") amm anew steady-
state level of drup. Dosage Suggestions are summarized below:

Loadin:? Dose  Adjustment and Mainlenance Dose

D; (Dail
110 3 weeks -t month  usual

800101600 mg 60010800 mg 400 mg

HOW SUPPLIED
lets are available in botties of 60 tablets and in

sitivity being most comn?‘éahout 10%). Sunscreen and protection tram sun

xposure may be hi Eﬁ) a is not usually

rolonged ocusiona"y resuns na Nu&gny plamtma
fion. This 1 avdy of
drug but is of cosmetic importance only.
Cardiovascular adverse reactions, other than exacerbation of the
include the uncommon oocumnca of congestive heart falure (3%) and budyw
dia. Bradycardia us: uﬁrFr; to dosage reduction but may requice 3 pace-
maker for controi. I requires drug discontinuation, cardsac tonduction

abnormalities occur infrequently and are reversible on discontinuation of drug.
In postmarketing surveillance, hepatitls, cholestatic hepatitis, cirrhosis, epididymi-
tis, vascufills, pseudotumor cergbri, mrombocylopen angloedema, | bronchiolitis
u"”‘mu“ i e “?.?in """‘?2 bttt

ern sis, ic anem ap nc anom par

and neutropania ing Gox dam‘ew

Tha following side-gffect rates are based on a rmospewve audy of 241 patients
lreaudlarzm 515 days (mean 4413 days).

The following sida effects wera each reporied ln 10 1o 33% of patieats:
Gastrointestinal: Nausea and vomiting.

The followlug Eledu siiacts were each reporied in 4 to 9% of patieats:

ogl: Solar dermatiis/photosensitivity.
Neuroloplc Malaise and fatigue, tramorlzbnom\al lnvolumzry
movgni:rslitass lack of coordination, abnormal gait/alaxia, dizinass,
pare:

Redipak® cartons conwmng%o tablets {10 blister sirips of 10} as follows:
200 , NDG 0008-4188, round, convex-faced, pink tablets with 2 raiged *C* and
38 200" on ong sids, with reverss side scored and marked “WYETH* and

Knp tightly closed.

Pmln c.l.lm": smperature, 3pproximately 25°C (T7°F).
Dispenssinz ﬁ:m-mlslul tght contalnes.

Use carto Lo protect cortents krom Hight.

B only

Manufactured ior

‘A' e -l::l‘::’A 9101

by Sanofi anrop Industrie
1, rue de 2 Vierge
334 wAmbares France
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2. Qualitative and Quantitative Composition ™~~~ )
Cordarone X 100 contain 100mg of amiodarone hydrochloride FP. R

Cordarone X 200 contain 200mg of amiodarone hydrochloride FP.

3. Pharmaceutical Form o )
Tablet. B ‘
Clinical Particulars 'y

Treatment should be initiated and normally monitored only under hospital or
specialist supervision. Oral Cordarone X is indicated only for the treatment of
severe rhythm disorders not responding to other therapies or when other
treatments cannot be used.

4.1 Therapeutic Indications i
Tachyarrhythmias associated with Wolff-Parkinson-White Syndrome.

Atrial flutter and fibrillation when other drugs cannot be used.

All types of tachyarrhythmias of paroxysmal nature including: supraventricular,
nodal and ventricular tachycardias, ventricular fibrillation; when other drugs
cannot be used.

Tablets are used for stabilisation and long term treatment.

4.2 Posology and Method of Administration | {&]j

Adults

It is particularly important that the minimum effective dose be used. In all cases
the patient's management must be judged on the individual response and well
being. The following dosage regimen is generally effective.

Initial Stabilisation

Treatment should be started with 200mg, three times a day and may be
continued for 1 week. The dosage should then be reduced to 200mg, twice daily
for a further week.

Maintenance

After the initial period the dosage should be reduced to 200mg daily, or less if
appropriate. Rarely, the patient may require a higher maintenance dose. The
scored 100mg tablet should be used to titrate the minimum dosage required to
maintain control of the arrhythmia. The maintenance dose should be regularly
reviewed, especially where this exceeds 200mg daily.

0007
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~ Changeover from Intravenous to Oral Therapy

As soon as an adequate response has been obtained, oral therapy should be
initiated concomitantly at the usuaf loading dose (200mg three times a day).
Cordarone X Intravenous should then be phased out gradually.

General Considerations

Initial dosing

A high dose is needed in order to achieve adequate tissue levels rapidly.

Maintenance

Too high a dose during maintenance therapy can cause side effects which are
- believed to be related to high tissue levels of amiodarone and its metabolites.

Amiodarone is strongly protein bound and has an average plasma half life of 50
days (reported range 20-100 days). It follows that sufficient time must be
allowed for a new distribution equilibrium to be achieved between adjustments of
dosage.

It is particularly important that the minimum effective dosage is used and the
patient is monitored regularly to detect the clinical features of excess
Fa amiodarone dosage. Therapy may then be adjusted accordingly.

Dosage reduction/withdrawal

Side effects slowly disappear as tissue levels fall. Following drug withdrawal,
residual tissue bound amiodarone may protect the patient for up to a month.
However, the likelihood of recurrence of arrhythmia during this period should be
considered. In patients with potentially lethal arrhythmias the long half life is a
valuable safeguard as omission of occasional doses does not significantly
influence the overall therapeutic effect. ‘ '

Elderly

As with all patients it is important that the minimum effective dose is used.
Whilst there is no evidence that dosage requirements are different for this group
of patients they may be more susceptible to bradycardia and conduction defects
if too high a dose is employed. Particular attention should be paid to monitoring
thyroid function. See Contra-indications, Warnings etc.

Cordarone X is for oral administration.

4.3 Contra-indications | | o 3

£3 Sinus bradycardia and sino-atrial heart block. In patients with severe conduction
disturbances (high grade AV block, bifascicular or trifascicular block) or sinus
node disease, Cordarone X should be used only in conjunction with a pacemaker.
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Evidence or history of thyroid dysfunction. Thyroid function tests should be
performed prior to therapy in all patients.

Known hypersensitivity to iodine or to amiodarone. (One 100mg tablet contains
approximately 37.5mg iodine; one 200mg tablet contains approximately 75mg
iodine).

The combination of Cordarone X with drugs which may induce Torsades de
Pointes is contra-indicated (see Drug Interactions section).

4.4 Special Warnings and Special Precautions for Use
Too high a dosage may lead to severe bradycardia and to conduction

disturbances with the appearance of an idioventricular rhythm, particularly in
elderly patients or during digitalis therapy. In these circumstances, Cordarone X
treatment should be withdrawn. If necessary beta-adrenostimulants or glucagon
may be given. '

Oral Cordarone X is not contra-indicated in patients with latent or manifest heart
failure but caution should be exercised as, occasionally, existing heart failure
may be worsened. In such cases, Cordarone X may be used with other
appropriate therapies.

Amiodarone induces ECG changes: QT interval lengthening corresponding to
prolonged repolarisation with the possible development of U and deformed T
waves; these changes are evidence of its pharmacological action and do not
reflect toxicity.

Although there have been no literature reports on the potentiation of hepatic
adverse effects of alcohol, patients should be advised to moderate their alcohol
intake while taking Cordarone X.

4.5 Interaction with Other Medicaments and Other Forms of;
Interaction

Some of the more important drugs that interact with amiodarone include
warfarin, digoxin, phenytoin and any drug which prolongs the QT interval.

Amiodarone raises the plasma concentrations of highly protein bound drugs, for
example oral antiocoagulants and phenytoin. The dose of warfarin should be
reduced accordingly. More frequent monitoring of prothrombin time both during
and after amiodarone treatment is recommended. Phenytoin dosage should be
reduced if signs of overdosage appear, and plasma levels may be measured.

Administration of Cordarone X to a patient already receiving digoxin willbring
about an increase in the plasma digoxin concentration and thus precipitate
symptoms and signs associated with high digoxin levels. Monitoring is
recommended and digoxin dosage usually has to be reduced. A synergistic effect
on heart rate and atrioventricular conduction is also possible.

Combined therapy with the following drugs which prolong the QT interval is
contra-indicated (see Contra-Indications section) due to the increased risk of
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Torsades de Pointes; for exampie:

s Class Ia anti-arrhythmic drugs eg quinidine, procainamide, disopyramide
« Class III anti-arrhythmic drugs eg sotalol, bretylium

¢ intravenous erythromycin, co-trimoxazole or pentamidine injection

« anti-psychotics eg chlorpromazine, thioridazine, pimozide, haloperidol

e lithium and tricyclic anti-depressants eg doxepin, maprotiline, amitriptyline
e certain antihistamines eg terfenadine, astemizole

e anti-malarials eg guinine, mefloguine, chloroquine, halofantrine.

Combined therapy with the following drugs is not recommended:

« beta blockers and certain calcium channel inhibitors (diltiazem, verapamil);
potentiation of negative chronotropic properties and conduction slowing effects
may occur.

Caution should be exercised over combined therapy with the following drugs
which may cause hypokalaemia and/or hypomagnesaemia: diuretics, systemic
corticosteroids, tetracosactrin, intravenous amphotericin.

In cases of hypokalaemia, corrective action should be taken and QT interval
monitored. In case of Torsades de Pointes antiarrhythmic agents shouid not be
given; pacing may be instituted and IV magnesium may be used.

Caution is advised in patients undergoing general anaesthesia, or receiving high
dose oxygen therapy.

Potentially severe complications have been reported in patients taking
amiodarone undergoing general anaesthesia: bradycardia unresponsive to
atropine, hypotension, disturbances of conduction, decreased cardiac output.

A few cases of adult respiratory distress syndrome, most often in the period
immediately after surgery, have been observed. A possible interaction with a
high oxygen concentration may be implicated. The anaesthetist should be
informed that the patient is taking Cordarone X.

Amiodarone may increase the plasma levels of cyclosporin when used in
combination, due to a decrease in the clearance of this drug.

Pregnancy

Although no teratogenic effects have been observed in animals, there are
insufficient data on the use of amiodarone during pregnancy in humans to judge
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any possible toxicity. However, in view of the pharmacological properties of the
drug on the foetus and its effect on the foetal thyroid gland |ts admlmstratlon |n
pregnancy should be avouded

Lactation

Amiodarone is excreted into the breast milk in sngnlﬂcant quantltnes and breast-
feeding is contra- -indicated.

4.7 Effects on Ability to Drive and Use Machines i’
None stated. ' ‘

4.8 Undesirable Effects | 5]

Amiodarone can cause serious adverse reactions affecting the lung, liver, thyroid
gland, skin and peripheral nervous system (see below). Because these reactions
can be delayed, patients on long-term treatment should be carefully supervised.

Pulmonary: Cordarone X can cause pulmonary toxicity (hypersensitivity
pneumonitis, alveolar/interstitial pneumonitis or fibrosis, pleuritis, bronchiolitis
obliterans organising pneumonia). Sometimes this toxicity can be fatal.

Presenting features can include dyspnoea (which may be severe and unexplained
by the current cardiac status), non-productive cough and deterioration in general
health (fatigue, weight loss and fever). The onset is usually slow but may be
rapidly progressive. Whilst the majority of cases have been reported with long
term therapy, a few have occurred soon after starting treatment.

Patients should be carefully evaluated clinically and consideration given to chest
X-ray before starting therapy. During treatment, if pulmonary toxicity is
suspected, this should be repeated and associated with lung function testing
including where possible measurement of transfer factor. Initial radiological
changes may be difficult to distinguish from pulmonary venous congestion.
Pulmonary toxicity has usually been reversible following early withdrawal of
amiodarone therapy, with or without corticosteroid therapy. Clinical symptoms
often resolve within a few weeks followed by slower radiological and lung
function improvement.Some patients can deteriorate despite discontinuing
Cordarone X.

A few cases of adult respiratory distress syndrome, most often in the period after
surgery, have been observed, resulting sometimes in fatalities (see
Interactions).

Cardiac: Bradycardia which is generally moderate and dose dependent has been
reported. In some cases (sinus node disease, elderly patients) marked
bradycardia or more exceptionally sinus arrest has occurred. There have been
rare instances of conduction disturbances (sino-atrial block, various degrees of
AV block). Because of the long half life of amiodarone, if bradycardia is severe
and symptomatic the insertion of a pacemaker should be considered.

Amiodarone has a low proarrhythmic effect. However arrhythmia (new
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occurrence or aggravation), followed in some cases by cardiac arrest has been
reported; with current knowledge, it is not possible to differentiate a drug effect
from the underlying cardiac condition or lack of therapeutic efficacy. This has
usually occurred in combination with other precipitating factors particularly other
antiarrhythmic agents, hypokalaemia and digoxin.

Hepatic: Amiodarone may be associated with a variety of hepatic effects,
including cirrhosis, hepatitis and jaundice. Some fatalities have been reported,
mainly following long-term therapy, although rarely they have occurred soon
after starting treatment particularly after Cordarone X intravenous.It is advisable
to monitor liver function particularly transaminases before treatment and six
monthly thereafter.

At the beginning of therapy, elevation of serum transaminases which can be in
isolation (1.5 to 3 times normal) may occur. These may return to normal with
dose reduction, or sometimes spontaneously.

Isolated cases of acute liver disorders with elevated serum transaminases and/or
jaundice may occur;in such cases treatment should be discontinued.

There have been reports of chronic liver disease. Alteration of laboratory tests
which may be minimal (transaminases elevated 1.5 to 5 times normal) or clinical
signs (possible hepatomegaly) during treatment for longer than 6 months should
suggest this diagnosis. Routine monitoring of liver function tests is therefore
advised. Abnormal clinical and laboratory testresults usually regress upon
cessation of treatment. Histological findings may resemble pseudo-alcoholic
hepatitis, but they can be variable and include cirrhosis.

Thyroid: Both hyper and hypothyroidism have occurred during, or socon after,
amiodarone treatment. Simple monitoring of the usual biochemical tests is

confusing because some tests such as free T, and free T,may be altered where
the patient is euthyroid. Clinical monitoring is therefore recommended before
start of treatment;, then six monthly and should be continued for some months
after discontinuation of treatment. This is particularly important in the elderly. In
patients whose history indicates an increased risk of thyroid dysfunction, regular
assessment is recommended.

Hyperthyroidism: Clinical features such as weight loss, asthenia, restlessness,
increase in heart rate, recurrence of the cardiac dysrhythmia, angina or
congestive heart failure, shouid alert the clinician. The diagnosis may be

supported by an elevated serum tri-iodothyronine (T), a low level of thyroid

stimulating hormone (TSH) as measured by high sensitivity methods, and a
reduced TSH response to thyrotrophin releasing hormone (TRH). Elevation of

reverse T, (rT;) may also be found.

In the case of hyperthyroidism, therapy shouid be withdrawn. Clinical recovery
usually occurs within a few weeks,although severe cases, sometimes resulting in
fatalities, have been reported.

Courses of anti-thyroid drugs have been used for the treatment of severe thyroid
hyperactivity; large doses may be required initially. These may not always be
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effective and concomitant high dose corticosteroid therapy (eg 1mg/kg
prednisolone) may be required for several weeks.

Hypothyroidism: Clinical features such as weight gain, reduced activity or
excessive bradycardia should suggest the diagnosis. This may be supported by

an elevated serum TSH level and an exaggerated TSH response to TRH. T, and
T; levels may be low.

Thyroid hypofunction usually resolves within 3 months of cessation of therapy; it
may be treated cautiously with L-thyroxine. Concomitant use of Cordarone X
should be continued only in life threatening situations, when TSH levels may
provide a guide to L-thyroxine dosage.

Ophthalmological: Patients on continuous therapy almost always develop
microdeposits in the cornea. The deposits are usually only discernible by slit-
lamp examinations and may rarely cause subjective symptoms such as visual
haloes and blurring of vision. The deposits are considered essentially benign, do
not require discontinuation of amiodarone and regress following termination of
treatment. Rare cases of impaired visual acuity due to optic neuritis have been
reported, although at present, the relationship with amiodarone has not been
established. Unless blurred or decreased vision occurs, ophthalmological
examination is recommended annually.

Dermatological: Patients taking Cordarone X can become unduly sensitive to
sunlight and should be warned of this possibility. In most cases, symptoms are
limited to tingling, burning and erythema of sun exposed skin but severe
phototoxic reactions with blistering may be seen. Photosensitivity may persist for
several months after discontinuation of Cordarone X. Photosensitivity can be
minimised by limiting exposure to UV light, wearing suitable protective hats and
clothing and by using a broad spectrum sun screening preparation. Rarely, a
slate grey or bluish discoloration of light exposed skin, particularly on the face,
may occur. Resolution of this pigmentation may be very slow once the drug is
discontinued. Other types of skin rashes including isolated cases of exfoliative
dermatitis have also been reported. Cases of erythema have been reported
during radiotherapy.

Neurological: Peripheral neuropathy can be caused by Cordarone X, Myopathy
has occasionally been reported. Both these conditions may be severe although
they are usually reversible on drug withdrawal. Nightmares, vertigo, headaches,
sleeplessness and paraesthesia may also occur., Tremor and ataxia have also
infrequently been reported usually with complete regression after reduction of
dose or withdrawal of the drug. Benign intracranial hypertension (pseudo-tumour
cerebri) has been reported.

Other: Other unwanted effects occasionally reported include nausea, vomiting,
metallic taste (which usually occur with loading dosage and which regress on
dose reduction), fatigue, impotence,epididymo-orchitis and alopecia. Isolated
cases suggesting a hypersensitivity reaction involving vasculitis, renal
involvement with moderate elevation of creatinine levels or thrombocytopenia
have been observed. Haemolytic or aplastic anaemia have rarely been reported.
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4.9 Overdose

Animal studies indicate that amiodarone has a high LD, hence it is most
unlikely that a patient will ingest an acute toxic dose. In such an event gastric
lavage may be employed to reduce absorption in addition to general supportive
measures. The patient should be monitored; if bradycardia occurs beta-
adrenostimulants or glucagon may be given. Spontaneously resolving attacks of
ventricular tachycardia may also occur. Due to the pharmacokinetics of
amiodarone, adequate and prolonged surveillance of the patient, particularly
cardiac status, is recommended. Neither amiodarone nor its metabolites are
dialysable. S

Pharmacological Properties &)
5.1 Pharmacodynamic Properties | | )
Amiodarone hydrochloride is an antiarthythmic. = e ,
5.2 Pharmacokinetic Properties e |

Amiodarone is strongly protein bound and the plasma half life is usually of the
order of 50 days. However there may be considerable inter-patient variation; in
individual patients a half life of less than 20 days and a half life of more than 100
days has been reported. High doses of Cordarone X, for example 600mg/day,
should be given initially to achieve effective tissue levels as rapidly as possible.
Owing to the long half life of the drug, a maintenance dose of only 200mg/day,
or less is usually necessary. Sufficient time must be allowed for a new
distribution equilibrium to be achieved between adjustments of dose.

The long half life is a valuable safeguard for patients with potentially lethal
arrhythmias as omission of occasional doses does not significantly mﬂuence the
protection afforded by Cordarone X.

5.3 Preclinical Safety Data

There are no pre- ~clinical data of relevance to the prescrlber Wthh are addltlonal
to that already included in other sections of the SPC.

Pharmaceutical Particulars B ~ T

6.1 List of Excipients

Lactose, Maize starch, Polyvidone, Colloidal silicon dioxide, Magnesium stearate.

http:// emc.vhn.net/emc/assets/c/html/DisplayDoc.asp?DocumentID=7124

6.2 Incompatibilities S !
None stated. S e s
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6.4 Special Precautions for Storage . |
The tablets should be protected from light. R

6.5 Nature and Contents of Container o i&}]

Cordarone X 100 and 200 tablets are supplied in biister packs of 28 tablets
packed in cardboard cartons.

6.6 Instructions for Use/Handling . |
o - =

Administration Details

7. Marketing Authorlsatlon Holder A @JJ
Sanofi-Synthelabo o T S et S i
PO Box 597
Guildford
Surrey
8. Marketing Authorisation Number | ry

Cordarone X 100: PL 11723/0012.

Cordarone X 200: PL 11723/0013.

9. Date of First Authorisation/Renewal of Authorlsatlon ) | @j}
Cordarone X 100: 15th January 2001 B o

Cordarone X 200: 12 December 1995

10. Date of (Partlal) Revision of the Text A ' @jj
Cordarone X 100: January 2000 ' e e

Cordarone X 200: January 2000

Legal classification: POM
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Taro’s Amiodarone Hydrochloride Tablets
100 mg and 200 mg

Proposed Packaged Insert
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Aaniedarene HED
Amiodarone HCI Tablets

Rx only

Description

Cerdarene Amiodarone HCI is a member of a new class of antiarrhythmic drugs with
predominantly Class IIT (Vaughan Williams' classification) effects, available for oral
administration as light orange, scored tablets containing 200 mg of Amiodarone
hydrochloride and white scored tablets containing 100 mg of Amiodarone
hydrochloride. The inactive ingredients present are colloidal silicone dioxide, corn
starch, FD&C yellow #6 lake (200 mg only), FD&C yellow #10 lake (200 mg only),
anhydrous lactose, magnesium stearate and povidone. Cerdarerre Amiodarone HCl is a
benzofuran derivative: 2-butyl-3-benzofuranyl 4-[2-(diethylamino)-ethoxy]-3,5-
diiodophenyl ketone hydrochloride. It is not chemically related to any other available
antiarrhythmic drug.

The structural formula is as follows:

C25H2912N03‘HC1 Molecular Weight: 681.8
Amiodarone HCl is a white to cream-colored crystalline powder. It is slightly soluble in
water, soluble in alcohol, and freely soluble in chloroform. It contains 37.3% iodine by
weight.
Clinical Pharmacology
ELECTROPHYSIOLOGY/MECHANISMS OF ACTION
In animals, Cerdarene amiodarone HCl is effective in the prevention or suppression of
experimentally induced arrhythmias. The antiarrthythmic effect of Cerdarone
amiodarone HCI may be due to at least two major properties: 1) a prolongation of the
myocardial cell-action potential duration and refractory period and 2) noncompetitive
alpha- and beta-adrenergic inhibition.
Cordarenne Amiodarone HCI prolongs the duration of the action potential of all cardiac
fibers while causing minimal reduction of dV/dt (maximal upstroke velocity of the action
potential). The refractory period is prolonged in all cardiac tissues. Cordarene
Amiodarone HCI increases the cardiac refractory period without influencing resting
membrane potential, except in automatic cells where the slope of the prepotential is
reduced, generally reducing automaticity. These electrophysiologic effects are reflected
in a decreased sinus rate of 15 to 20%, increased PR and QT intervals of about 10%, the
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development of U-waves, and changes in T-wave contour. These changes should not
require discontinuation of Cerdarene amiodarone HCI as they are evidence of its
pharmacological action, although Amiodarone can cause marked sinus bradycardia or
sinus arrest and heart block. On rare occasions, QT prolongation has been associated
with worsening of arrhythmia (see “Warnings™).

HEMODYNAMICS

In animal studies and after intravenous administration in man, Gerdarene amiodarone
HCl relaxes vascular smooth muscle, reduces peripheral vascular resistance (afterload),
and slightly increases cardiac index. After oral dosing, however, amiodarone produces no
significant change in left ventricular ejection fraction (LVEF), even in patients with
depressed LVEF. After acute intravenous dosing in man, Cerdarerie amiodarone HCI
may have a mild negative inotropic effect.

PHARMACOKINETICS

Following oral administration in man, Cerdarene amiodarone HCl is slowly and
variably absorbed. The bioavailability of Cerdarene amiodarone HCI is approximately
50%, but has varied between 35 and 65% in various studies. Maximum plasma
concentrations are attained 3 to 7 hours after a single dose. Despite this, the onset of
action may occur in 2 to 3 days, but more commonly takes 1 to 3 weeks, even with
loading doses. Plasma concentrations with chronic dosing at 100 to 600 mg/day are
approximately dose proportional, with a mean 0.5 mg/L increase for each 100 mg/day.
These means, however, include considerable individual variability. Food increases the
rate and extent of absorption of Cerdarerre amiodarone HCI. The effects of food upon
the bioavailability of Cerdarene amiodarone HCI have been studied in 30 healthy
subjects who received a single 600 mg dose immediately after consuming a high fat meal
and following an overnight fast. The area under the plasma concentration-time curve
(AUC) and the peak plasma concentration (Cmax) of amiodarone increased by 2.3 (range
1.7 to 3.6) and 3.8 (range 2.7 to 4.4) times, respectively, in the presence of food. Food
also increased the rate of absorption of Amiodarone, decreasing the time to peak plasma
concentration (Tmax) by 37%. The mean AUC and mean Cmax of desethylamiodarone
increased by 55% (range 58 to 101%) and 32% (range 4 to 84%), respectively, but there
was no change in the Tmax in the presence of food.

Cordaronne Amiodarone HCI has a very large but variable volume of distribution,
averaging about 60 L/kg, because of extensive accumulation in various sites, especially
adipose tissue and highly perfused organs, such as the liver, lung, and spleen. One major
metabolite of Cerdarene amiodarone HCI, desethylamiodarone (DEA), has been
identified in man; it accumulates to an even greater extent in almost all tissues. No data
are available on the activity of DEA in humans, but in animals, it has significant
electrophysiologic and antiarrhythmic effects generally similar to amiodarone itself.
DEA’s precise role and contribution to the antiarrhythmic activity of oral amiodarone are
not certain. The development of maximal ventricular class III effects after oral
Cordarene amiodarone HCI administration in humans correlates more closely with DEA
accumulation over time than with amiodarone accumulation.

Amiodarone is eliminated primarily by hepatic metabolism and biliary excretion and
there is negligible excretion of amiodarone or DEA in urine. Neither amiodarone nor
DEA is dialyzable.
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In clinical studies of 2 to 7 days, clearance of amiodarone after intravenous
administration in patients with VT and VF ranged between 220 and 440 mL/hr/kg.

Age, sex, renal disease, and hepatic disease (cirrhosis) do not have marked effects on the
disposition of amiodarone or DEA. Renal impairment does not influence the
pharmacokinetics of Amiodarone. After a single dose of intravenous amiodarone in
cirrhotic patients, significantly lower Cmax and average concentration values are seen for
DEA, but mean amiodarone levels are unchanged. Normal subjects over 65 years of age
show lower clearances (about 100 mL/hr/kg) than younger subjects (about 150 mL/hr/kg)
and an increase in t1/2 from about 20 to 47 days. In patients with severe left ventricular
dysfunction, the pharmacokinetics of amiodarone are not significantly altered but the
terminal disposition t1/2 of DEA is prolonged. Although no dosage adjustment for
patients with renal, hepatic, or cardiac abnormalities has been defined during chronic
treatment with Cerdarene amiodarone HCI, close clinical monitoring is prudent for
elderly patients and those with severe left ventricular dysfunction.

Following single dose administration in 12 healthy subjects, Cerdarone amiodarone HCI
exhibited multi-compartmental pharmacokinetics with a mean apparent plasma terminal
elimination half-life of 58 days (range 15 to 142 days) for amiodarone and 36 days (range
14 to 75 days) for the active metabolite (DEA). In patients, following discontinuation of
chronic oral therapy, Cerdarerre amiodarone HCI has been shown to have a biphasic
elimination with an initial one-half reduction of plasma levels after 2.5 to 10 days. A
much slower terminal plasma-elimination phase shows a half-life of the parent compound
ranging from 26 to 107 days, with a mean of approximately 53 days and most patients in
the 40- to 55-day range. In the absence of a loading-dose period, steady-state plasma
concentrations, at constant oral dosing, would therefore be reached between 130 and 535
days, with an average of 265 days. For the metabolite, the mean plasma-elimination half-
life was approximately 61 days. These data probably reflect an initial elimination of drug
from well-perfused tissue (the 2.5- to 10-day half-life phase), followed by a terminal
phase representing extremely slow elimination from poorly perfused tissue compartments
such as fat.

The considerable intersubject variation in both phases of elimination, as well as
uncertainty as to what compartment is critical to drug effect, requires attention to
individual responses once arrhythmia control is achieved with loading doses because the
correct maintenance dose is determined, in part, by the elimination rates. Daily
maintenance doses of Cerdarene amiodarone HCI should be based on individual patient
requirements (see “Dosage and Administration”).

Ceordarene Amiodarone HCI and its metabolite have a limited transplacental transfer of
approximately 10 to 50%. The parent drug and its metabolite have been detected in
breast milk.

Ceordarone Amiodarene HCI is highly protein-bound (approximately 96%).

Although electrophysiologic effects, such as prolongation of QTc, can be seen within
hours after a parenteral dose of Cerdarene amiodarone HCI, effects on abnormal
rhythms are not seen before 2 to 3 days and usually require 1 to 3 weeks, even when a
loading dose is used. There may be a continued increase in effect for longer periods still.
There is evidence that the time to effect is shorter when a loading-dose regimen is used.

DH20



Consistent with the slow rate of elimination, antiarrhythmic effects persist for weeks or
months after Coerdarene amiodarone HCI is discontinued, but the time of recurrence is
variable and unpredictable. In general, when the drug is resumed after recurrence of the
arrhythmia, control is established relatively rapidly compared to the initial response,
presumably because tissue stores were not wholly depleted at the time of recurrence.
PHARMACODYNAMICS

There is no well-established relationship of plasma concentration to effectiveness, but it
does appear that concentrations much below 1 mg/L are often ineffective and that levels
above 2.5 mg/L are generally not needed. Within individuals dose reductions and
ensuing decreased plasma concentrations can result in loss of arrhythmia control.
Plasma-concentration measurements can be used to identify patients whose levels are
unusually low, and who might benefit from a dose increase, or unusually high, and who
might have dosage reduction in the hope of minimizing side effects. Some observations
have suggested a plasma concentration, dose, or dose/duration relationship for side
effects such as pulmonary fibrosis, liver-enzyme elevations, corneal deposits and facial
pigmentation, peripheral neuropathy, gastrointestinal and central nervous system effects.
MONITORING EFFECTIVENESS

Predicting the effectiveness of any antiarrhythmic agent in long-term prevention of
recurrent ventricular tachycardia and ventricular fibrillation is difficult and controversial,
with highly qualified investigators recommending use of ambulatory monitoring,
programmed electrical stimulation with various stimulation regimens, or a combination
of these, to assess response. There is no present consensus on many aspects of how best
to assess effectiveness, but there is a reasonable consensus on some aspects:

1. If a patient with a history of cardiac arrest does not manifest a hemodynamically
unstable arrhythmia during electrocardiographic monitoring prior to treatment,
assessment of the effectiveness of Cerdarene amiodarone HCI requires some
provocative approach, either exercise or programmed electrical stimulation (PES).

2. Whether provocation is also needed in patients who do manifest their life-threatening
arrhythmia spontaneously is not settled, but there are reasons to consider PES or other
provocation in such patients. In the fraction of patients whose PES-inducible arrhythmia
can be made noninducible by Cerdarerre amiodarone HCI (a fraction that has varied
widely in various series from less than 10% to almost 40%, perhaps due to different
stimulation criteria), the prognosis has been almost uniformly excellent, with very low
recurrence (ventricular tachycardia or sudden death) rates. More controversial is the
meaning of continued inducibility. There has been an impression that continued
inducibility in Cerdarone amiodarone HCI patients may not foretell a poor prognosis
but, in fact, many observers have found greater recurrence rates in patients who remain
inducible than in those who do not. A number of criteria have been proposed, however,
for identifying patients who remain inducible but who seem likely nonetheless to do well
on Cerdarene amiodarone HCI. These criteria include increased difficulty of induction
(more stimuli or more rapid stimuli), which has been reported to predict a lower rate of
recurrence, and ability to tolerate the induced ventricular tachycardia without severe
symptoms, a finding that has been reported to correlate with better survival but not with
lower recurrence rates. While these criteria require confirmation and further study in
general, easier inducibility or poorer tolerance of the induced arrhythmia should suggest
consideration of a need to revise treatment. B ‘
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Several predictors of success not based on PES have also been suggested, including
complete elimination of all nonsustained ventricular tachycardia on ambulatory
monitoring and very low premature ventricular-beat rates (less than 1 VPB/1,000 normal
beats).

While these issues remain unsettled for Cerdarene amiodarone HCI, as for other agents,
the prescriber of Cerdarene amiodarone HCI should have access to (direct or through
referral), and familiarity with, the full range of evaluatory procedures used in the care of
patients with life-threatening arrhythmias.

It is difficult to describe the effectiveness rates of Cordarene amiodarone HC, as these
depend on the specific arrhythmia treated, the success criteria used, the underlying
cardiac disease of the patient, the number of drugs tried before resorting to Cerdarene
amiodarone HCI, the duration of follow-up, the dose of Cerdarene amiodarone HCL,
the use of additional antiarrhythmic agents, and many other factors. As Cordarene
amiodarone HCI has been studied principally in patients with refractory life-threatening
ventricular arrhythmias, in whom drug therapy must be selected on the basis of response
and cannot be assigned arbitrarily, randomized comparisons with other agents or placebo
have not been possible. Reports of series of treated patlents with a history of cardiac
arrest and mean follow-up of one year or more have given mortality (due to arrhythmia)
rates that were highly variable, ranging from less than 5% to over 30%, with most series
in the range of 10 to 15%. Overall arrhythmia-recurrence rates (fatal and nonfatal) also
were highly variable (and, as noted above, depended on response to PES and other
measures), and depend on whether patients who do not seem to respond initially are
included. In most cases, considering only patients who seemed to respond well enough to
be placed on long-term treatment, recurrence rates have ranged from 20 to 40% in series
with a mean follow-up of a year or more.

Indications and Usage

Because of its life-threatening side effects and the substantial management difficulties
associated with its use (see “Warnings” below), Cerdarene amiodarone HCl is indicated
only for the treatment of the following documented, life-threatening recurrent ventricular
arrthythmias when these have not responded to documented adequate doses of other
available antiarrhythmics or when alternative agents could not be tolerated.

1. Recurrent ventricular fibrillation.

2. Recurrent hemodynamically unstable ventricular tachycardia.

As is the case for other antiarrhythmic agents, there is no evidence from controlled trials
that the use of amiodarone favorably affects survival.

Cerdarene Amiodarone HCI should be used only by physicians familiar with and with
access to (directly or through referral) the use of all available modalities for treating
recurrent life-threatening ventricular arrhythmias, and who have access to appropriate
monitoring facilities, including in-hospital and ambulatory continuous
electrocardiographic monitoring and electrophysiologic techniques. Because of the life-
threatening nature of the arrhythmias treated, potential interactions with prior therapy,
and potential exacerbation of the arrhythm1a initiation of therapy with Cerdarene
amiodarone HCI should be carried out in the hospital.

Contraindications

Cerdarone Amiodarone HCI is contraindicated in severe sinus-node dysfunction,

~ causing marked sinus bradycardia; second- and third-degree atrioventricular block; and
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when episodes of bradycardia have caused syncope (except when used in conjunction
with a pacemaker). J ‘

Cordarene Amiodarone HCl is contraindicated in patients with a known hypersensitivity
to the drug.

Warnings

Cerdarene Amiodarcone HCI is intended for use only in patients with the indicated life-
threatening arrhythmias because its use is accompanied by substantial toxicity.
Cerdarene amiodarone HCI has several potentially fatal toxicities, the most important of
which is pulmonary toxicity (hypersensitivity pneumonitis or interstitial/alveolar
pneumonitis) that has resulted in clinically manifest disease at rates as high as 10% to
17% in some series of patients with ventricular arrhythmias given doses around 400
mg/day, and as abnormal diffusion capacity without symptoms in a much higher
percentage of patients. Pulmonary toxicity has been fatal about 10% of the time. Liver
injury is common with Cerdarene amiodarone HCI, but is usually mild and evidenced
only by abnormal liver enzymes. Overt liver disease can occur, however, and has been
fatal in a few cases. Like other antiarrhythmics, Cerdarene amiodarone HCI can
exacerbate the arrhythmia, e.g., by making the arrhythmia less well tolerated or more
difficult to reverse. This has occurred in 2 to 5% of patients in various series, and
significant heart block or sinus bradycardia has been seen in 2 to 5%. All of these events
should be manageable in the proper clinical setting in most cases. Although the
frequency of such proarrhythmic events does not appear greater with Cerdarene
amiodarone HCI than with many other agents used in this population, the effects are
prolonged when they occur.

Even in patients at high risk of arrhythmic death, in whom the toxicity of Cerdarene
amiodarone HCl is an acceptable risk, Cerdarene amiodarone HCI poses major
management problems that could be life-threatening in a population at risk of sudden
death, so that every effort should be made to utilize alternative agents first.

The difficulty of using Cerdarene amiodarone HCI effectively and safely itself poses a
significant risk to patients. Patients with the indicated arrhythmias must be hospitalized
while the loading dose of Cerdarene amiodarone HCl is given, and a response generally
requires at least one week, usually two or more. Because absorption and elimination are
variable, maintenance-dose selection is difficult, and it is 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 18 required at least
temporary discontinuation because of adverse effects, and several series have reported 15
to 20% overall frequencies of discontinuation due to adverse reactions. The time at
which a previously controlled life-threatening arrhythmia will recur after discontinuation
or dose adjustment is unpredictable, ranging from weeks to months. The patient is
obviously at great risk during this time and may need prolonged hospitalization.
Attempts to substitute other antiarrhythmic agents when Eerdarene amiodarone HCI
must be stopped will be made difficult by the gradually, but unpredictably, changing
amiodarone HC1 body burden. A similar problem exists when Cerdarone amiodarone
HCl is not effective; it still poses the risk of an interaction with whatever subsequent
treatment is tried.




MORTALITY

In the National Heart, Lung and Blood Institute’s Cardiac Arrhythlma Suppression Trial
(CAST), a long-term, multi-centered, randomized, double-blind study in patients with
asymptomatic non-life-threatening ventricular arthythmias who had had myocardial
infarctions more than six days but less than two years previously, an excessive mortality
or non-fatal cardiac arrest rate was seen in patients treated with encainide or flecainide
(56/730) compared with that seen in patients assigned to matched placebo-treated groups
(22/725). The average duration of treatment with encainide or flecainide in this study
was ten months.

Cordarene Amiodarone HCI therapy was evaluated in two multi-centered, randomized
double-blind, placebo-controlled trials involving 1202 (Canadian Cerdarene
Amiodarone HCI Myocardial Infarction Arthythmia Trial; CAMIAT) and 1486
(European Myocardial Infarction Amiodarone Trial; EMIAT) post-MI patients followed
for up to 2 years. Patients in CAMIAT qualified with ventricular arrhythmias, and those
randomized to amiodarone received weight- and response-adjusted doses of 200 to 400
mg/day. Patients in EMIAT qualified with ejection fraction <40%, and those randomized
to amiodarone received fixed doses of 200 mg/day. Both studies had weeks-long loading
dose schedules. Intent-to-treat all-cause mortality results were as follows:

Placebo Amiodarone Relative Risk

N Deaths N Deaths 95% CI
EMIAT 743 102 743 103 0.99 0.76-1.31
CAMIAT 596 68 606 57 0.88 0.58-1.16

These data are consistent with the results of a pooled analysis of smaller, controlled
studies involving patients with structural heart disease (including myocardial infarction).
PULMONARY TOXICITY

Cerdarene Amiodarone HCI may cause a clinical syndrome of cough and progressive
dyspnea accompanied by functional, radiographic, gallium-scan, and pathological data
consistent with pulmonary toxicity, the frequency of which varies from 2 to 7% in most
published reports, but is as high as 10 to 17% in some reports. Therefore, when
Cerdarenie amiodarone HClI therapy is initiated, a baseline chest X-ray and pulmonary-
function tests, including diffusion capacity, should be performed. The patient should
return for a history, physical exam, and a chest X-ray every 3 to 6 months. Preexisting
pulmonary disease does not appear to increase the risk of developing pulmonary toxicity;
however, these patients have a poorer prognosis if pulmonary toxicity does develop.
Pulmonary toxicity secondary to Cerdarene amiodarone HCI seems to result from either
indirect or direct toxicity as represented by hypersensitivity pneumonitis or
interstitial/alveolar pneumonitis, respectively.

Hypersensitivity pneumonitis usually appears earlier in the course of therapy, and
rechallenging these patients with Cerdarene amiodarone HCI results in a more rapid
recurrence of greater severity. Bronchoalveolar lavage is the procedure of choice to
confirm this diagnosis, which can be made when a T suppressor/cytotoxic (CD8-positive)
lymphocytosis is noted. Steroid therapy should be instituted and Cerdarere amiodarone
HCI therapy discontinued in these patients.

Interstitial/alveolar pneumonitis may result from the release of oxygen radicals and/or
phospholipidosis and is characterized by findings of diffuse alveolar damage, interstitial
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pneumonitis or fibrosis in lung biopsy specimens. Phosphohp1dos1s (foamy cells, foamy
macrophages), due to inhibition of phospholipase, will be present in most cases of
Cerdarone amiodarone HCl-induced pulmonary toxicity; however, these changes also
are present in approximately 50% of all patients on Cerdarene amiodarone HCI therapy.
These cells should be used as markers of therapy, but not as evidence of toxicity. A
diagnosis of Cerdaresnre amiodarone HCl-induced interstitial/alveolar pneumonitis
should lead, at a minimum, to dose reduction or, preferably, to withdrawal of the
Ceordarone amiodarone HCI to establish reversibility, especially if other acceptable
antiarrhythmic therapies are available. Where these measures have been instituted, a
reduction in symptoms of Amiodarone-induced pulmonary toxicity was usually noted
within the first week, and a clinical improvement was greatest in the first two to three
weeks. Chest X-ray changes usually resolve within two to four months. According to
some experts, steroids may prove beneficial. Prednisone in doses of 40 to 60 mg/day or
equivalent doses of other steroids have been given and tapered over the course of several
weeks depending upon the condition of the patient. In some cases rechallenge with
Cordarene amiodarone HCI at a lower dose has not resulted in return of toxicity. Recent
reports suggest that the use of lower loading and maintenance doses of Cerdarone
Amiodarone HCI are associated with a decreased incidence of Cerdarene Amiodarone
HCl-induced pulmonary toxicity.

In a patient receiving Cerdarene amiodarone HCl, any new respiratory symptoms
should suggest the possibility of pulmonary toxicity, and the history, physical exam,
chest X-ray, and pulmonary function tests (with diffusion capacity) should be repeated
and evaluated. A 15% decrease in diffusion capacity has a high sensitivity but only a
moderate specificity for pulmonary toxicity; as the decrease in diffusion capacity
approaches 30%, the sensitivity decreases but the specificity increases. A gallium-scan
also may be performed as part of the diagnostic workup.

Fatalities, secondary to pulmonary toxicity, have occurred in approximately 10% of
cases. However, in patients with life-threatening arrhythmias, discontinuation of
Ceordarene amiodarone HCI therapy due to suspected drug-induced pulmonary toxicity
should be undertaken with caution, as the most common cause of death in these patients
is sudden cardiac death. Therefore, every effort should be made to rule out other causes
of respiratory impairment (i.e., congestive heart failure with Swan-Ganz catheterization if
necessary, respiratory infection, pulmonary embolism, malignancy, etc.) before
discontinuing Cerdarerre amiodarone HCl in these patients. In addition,
bronchoalveolar lavage, transbronchial lung biopsy and/or open lung biopsy may be
necessary to confirm the diagnosis, especially in those cases where no acceptable
alternative therapy is available.

If a diagnosis of Cerdarene amiodarone HCl-induced hypersensitivity pneumonitis is
made, Cerdarene amiodarone HCI should be discontinued, and treatment with steroids
should be instituted. If a diagnosis of Eerdarene amiodarone HCl-induced
interstitial/alveolar pneumonitis is made, steroid therapy should be instituted and,
preferably, Cerdarerre amiodarone HCI discontinued or, at a minimum, reduced in
dosage. Some cases of Cerdarene amiodarone HCl-induced interstitial/alveolar
pneumonitis may resolve following a reduction in Cerdarene amiodarone HCI dosage in
conjunction with the administration of steroids. In some patients, rechallenge at a lower
dose has not resulted in return of interstitial/alveolar pneumonitis; however, in some
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patients (perhaps because of severe alveolar damage) the pulmonary lesions have not
been reversible.

WORSENED ARRHYTHMIA

Cerdarene Amiodarone HCI, like other antiarrhythmics, can cause serious exacerbation
of the presenting arrhythmia, a risk that may be enhanced by the presence of concomitant
antiarrhythmics. Exacerbation has been reported in about 2 to 5% in most series, and has
included new ventricular fibrillation, incessant ventricular tachycardia, increased
resistance to cardioversion, and polymorphic ventricular tachycardia associated with QT
prolongation (Torsade de Pointes). In addition, Cerdarene amiodarone HCI has caused
symptomatic bradycardia or sinus arrest with suppression of escape foci in 2 to 4% of
patients.

LIVER INJURY

Elevations of hepatic enzyme levels are seen frequently in patients exposed to Cerdarene
amiodarone HCI and in most cases are asymptomatic. If the increase exceeds three
times normal, or doubles in a patient with an elevated baseline, discontinuation of
Ceordarone amiodarone HCI or dosage reduction should be considered. In a few cases in
which biopsy has been done, the histology has resembled that of alcoholic hepatitis or
cirrhosis. Hepatic failure has been a rare cause of death in patients treated with
Ceordarene amiodarone HCI.

LOSS OF VISION

Cases of optic neuropathy and/or optic neuritis, usually resulting in visual impairment,
have been reported in patients treated with Amiodarone. In some cases, visual

_impairment has progressed to permanent blindness. Optic neuropathy and/or neuritis

may occur at any time following initiation of therapy. A causal relatlonshlp to the drug
has not been clearly established. If symptoms of visual impairment appear, such as
changes in visual acuity and decreases in peripheral vision, prompt ophthalmic
examination is recommended. Appearance of optic neuropathy and/or neuritis calls for
re-evaluation of Cerdarere amiodarone HCI therapy. The risks and complications of
antiarrhythmic therapy with Cerderene amiodarone HCI must be weighed against its
benefits in patients whose lives are threatened by cardiac arrhythmias. Regular
ophthalmic examination, including fundoscopy and slit-lamp examination, is
recommended during administration of Cerdarene amiodarone HCl. (See “Adverse
Reactions™.)

NEONATAL HYPO- OR HYPERTHYROIDISM

Cordarone Amiodarone HCI can cause fetal harm when administered to a pregnant
woman. Although Cerdarerre amiodarone HCI use during pregnancy is uncommon,
there have been a small number of published reports of congenital goiter/hypothyroidism
and hyperthyroidism. If Gerdarene amiodarone HCl is used during pregnancy, or if the
patient becomes pregnant while taking-Cerdarene amiodarone HC], the patient should
be apprised of the potential hazard to the fetus.

In general, Coerdarene amiodarone HCI should be used during pregnancy only if the
potential benefit to the mother justifies the unknown risk to the fetus.

In pregnant rats and rabbits, amiodarone HC1 in doses of 25 mg/kg/day (approximately
0.4 and 0.9 times, respectively, the maximum recommended human maintenance dose*)
had no adverse effects on the fetus. In the rabbit, 75 mg/kg/day (approximately 2.7 times
the maximum recommended human maintenance dose*) caused abortions in greater than
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90% of the animals. In the rat, doses of 50 mg/kg/day or more were associated with

slight d1sp1acement of the testes and an increased incidence of incomplete ossification of

some skull and digital bones; at 100 mg/kg/day or more, fetal body weights were
reduced; at 200 mg/kg/day, there was an increased incidence of fetal resorption. (These
doses in the rat are approximately 0.8, 1.6 and 3.2 times the maximum recommended
human maintenance dose.*) Adverse effects on fetal growth and survival also were noted
in one of two strains of mice at a dose of 5 mg/kg/day (approximately 0.04 times the
maximum recommended human maintenance dose*).

* 600 mg in a 50 kg patient (doses compared on a body surface area basis).

Precautions

IMPAIRMENT OF VISION

Optic Neuropathy and/or Neuritis

Cases of optic neuropathy and optic neuritis have been reported (see “Warnings™).
Corneal Microdeposits

Corneal microdeposits appear in the majority of adults treated with Amiodarone. They
are usually discernible only by slit-lamp examination, 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 termination of treatment. Asymptomatic
microdeposits alone are not a reason to reduce dose or discontinue treatment. (See
“Adverse Reactions™.)

NEUROLOGIC

Chronic administration of oral amiodarone in rare instances may lead to the development
of peripheral neuropathy that may resolve when amiodarone is discontinued, but this
resolution has been slow and incomplete.

PHOTOSENSITIVITY

Cordarone Amiodarone HCI has induced photosensitization in about 10% of patients;
some protection may be afforded by the use of sun-barrier creams or protective clothing.
During long-term treatment, a blue-gray discoloration of the exposed skin may occur.
The risk may be increased in patients of fair complexion or those with excessive sun
exposure, and may be related to cumulative dose and duration of therapy.

THYROID ABNORMALITIES

Cordarene Amiodarone HCI inhibits peripheral conversion of thyroxine (T4) to
triiodothyronine (T3) and may cause increased thyroxine levels, decreased T3 levels, and
increased levels of inactive reverse T3 (rT3) in clinically euthyroid patients. It is also a
potential source of large amounts of inorganic iodine. Because of its release of inorganic
iodine, or perhaps for other reasons, Cerdarenre amiodarone HCI can cause either
hypothyroidism or hyperthyroidism. Thyroid function should be monitored prior to
treatment and periodically thereafter, particularly in elderly patients, and in any patient
with a history of thyroid nodules, goiter, or other thyroid dysfunction. Because of the
slow elimination of Cerdarene amiodarone HCI and its metabolites, high plasma iodide
levels, altered thyroid function, and abnormal thyroid function tests may persist for
several weeks or even months following Gerdarene amiodarone HCI withdrawal.
Hypothyroidism has been reported in 2 to 4% of patients in most series, but in 8 to 10%
in some series. This condition may be identified by relevant clinical symptoms and
particularly by elevated serum TSH levels. In some clinically hypothyroid Amiodarone-

- treated patients, free thyroxine index values may be normal. Hypothyroidism is best
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managed by Gerdarene amiodarone HCI dose reduction and/or thyroid hormone
supplement. However, therapy must be individualized, and it may be necessary to
discontinue Cerdarenre amiodarone HCI in some patients.

Hyperthyroidism occurs in about 2% of patients receiving Gerdarene amiodarone HCI,
but the incidence may be higher among patients with prior inadequate dietary iodine
intake. Cordarene amiodarone HCl-induced hyperthyroidism usually poses a greater
hazard to the patient than hypothyroidism because of the possibility of arrhythmia
breakthrough or aggravation. In fact, IF ANY NEW SIGNS OF ARRHYTHMIA
APPEAR, THE POSSIBILITY OF HYPERTHYROIDISM SHOULDBE
CONSIDERED. Hyperthyroidism is best identified by relevant clinical symptoms and
signs, accompanied usually by abnormally elevated levels of serum T3 RIA, and further
elevations of serum T4, and a subnormal serum TSH level (using a sufficiently sensitive
TSH assay). The finding of a flat TSH response to TRH is confirmatory of
hyperthyroidism and may be sought in equivocal cases. Since arrhythmia breakthroughs
may accompany Cerdarene amiodarone HCl-induced hyperthyroidism, aggressive
medical treatment is indicated, including, if possible, dose reduction or withdrawal of
Cerdarone amiodarone HCI. The institution of antithyroid drugs, beta-adrenergic
blockers and/or temporary corticosteroid therapy may be necessary. The action of
antithyroid drugs may be especially delayed in Amiodarone-induced thyrotoxicosis
because of substantial quantities of preformed thyroid hormones stored in the gland.
Radioactive iodine therapy is contraindicated because of the low radioiodine uptake
associated with Amiodarone-induced hyperthyroidism. Experience with thyroid surgery
in this setting is extrermely limited, and this form of therapy runs the theoretical risk of
inducing thyroid storm. Eerdarene amiodarone HCl-induced hyperthyroidism may be
followed by a transient period of hypothyroidism.

SURGERY

Volatile Anesthetic Agents: Close perioperative monitoring is recommended in patients
undergoing general anesthesia who are on amiodarone therapy as they may be more
sensitive to the myocardial depressant and conduction effects of halogenated inhalational
anesthetics.

Hypotension Postbypass: Rare occurrences of hypotension upon discontinuation of
cardiopulmonary bypass during open-heart surgery in patients receiving Cerdarene
amiodarone HCI have been reported. The relationship of this event to Cerdarene
amiodarone HCI therapy is unknown.

Adult Respiratory Distress Syndrome (ARDS): Postoperatively, occurrences of ARDS
have been reported in patients receiving Eerdarene amiodarone HCI therapy who have
undergone either cardiac or noncardiac surgery. Although patients usually respond well
to vigorous respiratory therapy, in rare instances the outcome has been fatal. Until
further studies have been performed, it is recommended that FiO2 and the determinants
of oxygen delivery to the tissues (e.g., Sa02, Pa02) be closely monitored in patients on
Ceordarene amiodarone HCL.

LABORATORY TESTS

Elevations in liver enzymes (SGOT and SGPT) can occur. Liver enzymes in patients on
relatively high maintenance doses should be monitored on a regular basis. Persistent
significant elevations in the liver enzymes or hepatomegaly should alert the physician to

0028




y

consider reducing the maintenance dose of Eerdarene amiodarone HCI or discontinuing
therapy.

Cerdarone Amiodarone HCI alters the results of thyroid-function tests, causing an
increase in serum T4 and serum reverse T3, and a decline in serum T3 levels. Despite
these biochemical changes, most patients remain clinically euthyroid.

DRUG INTERACTIONS

Although only a small number of drug-drug interactions with Cerdarene amiodarone
HCI have been explored formally, most of these have shown such an interaction. The
potential for other interactions should be anticipated, particularly for drugs with
potentially serious toxicity, such as other antiarrhythmics. If such drugs are needed, their
dose should be reassessed and, where appropriate, plasma concentration measured.

In view of the long and variable half-life of Cerdarene amiodarone HCI, potential for
drug interactions exists not only with concomitant medication but also with drugs
administered after discontinuation of Cerdarene amiodarone HCI.

Cyclosporine

Concomitant use of amiodarone and cyclosporine has been reported to produce
persistently elevated plasma concentrations of cyclosporine resulting in elevated
creatinine, despite reduction in dose of cyclosporine.

Digitalis

Administration of Cerdarene amiodarone HCI to patients receiving digoxin therapy
regularly results in an increase in the serum digoxin concentration that may reach toxic
levels with resultant clinical toxicity. On initiation of Cerdaresre amiodarone HCI, the
need for digitalis therapy should be reviewed and the dose reduced by approximately

'50% or discontinued. If digitalis treatment is continued, serum levels should be closely

monitored and patients observed for clinical evidence of toxicity. These precautions
probably should apply to digitoxin administration as well.

Anticoagulants

Potentiation of warfarin-type anticoagulant response is almost always seen in patients
receiving Cerdarene amiodarone HCl and can result in serious or fatal bleeding. The
dose of the anticoagulant should be reduced by one-third to one-half, and prothrombin
times should be monitored closely.

Antiarrhythmic Agents

Other antiarrthythmic drugs, such as quinidine, procainamide, disopyramide, and
phenytoin, have been used concurrently with Cerdarene amiodarone HCI.

There have been case reports of increased steady-state levels of quinidine, procainamide,
and phenytoin during concomitant therapy with Cerdarene amiodarone HCIL. In general,
any added antiarrhythmic drug should be initiated at a lower than usual dose with careful
monitoring.

In general, combination of Cerdarene amiodarone HCI with other antiarrhythmic
therapy should be reserved for patients with life-threatening ventricular arrhythmias who
are incompletely responsive to a single agent or incompletely responsive to Cerdarene
amiodarone HC1. During transfer to Cerdarene amiodarone HCI the dose levels of
previously administered agents should be reduced by 30 to 50% several days after the
addition of Gerdarerne amiodarone HCI, when arrhythmia suppression should be
beginning. The continued need for the other antiarthythmic agent should be reviewed

after the effects of Cordarene amiodarone HCI have been established, and
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discontinuation ordinarily should be attempted. If the treatment is continued, these
patients should be particularly carefully monitored for adverse effects, especially
conduction disturbances and exacerbation of tachyarrhythmias, as Cerdarene
amiodarone HCl is continued. In Cordarone amiodarone HCl-treated patients who
require additional antiarrhythmic therapy, the initial dose of such agents should be
approximately half of the usual recommended dose.

Cerdarene Amiodarone HCI should be used with caution in patients receiving beta-
blocking agents or calcium antagonists because of the possible potentiation of
bradycardia, sinus arrest, and AV block; if necessary, Cerdarone amiodarone HCI can
continue to be used after insertion of a pacemaker in patients with severe bradycardia or
sinus arrest.

Volatile Anesthetic Agents (See “Precautions, SURGERY, Volatile Anesthetic Agents.”)

SUMMARY OF DRUG INTERACTIONS WITH €CORDARONE-AMIODARONE

Interaction Recommended
Concomitant Onset -~ Dose Reduction of
Drug (days) Magnitude ' Concomitant Drug
Warfarin 3to 4 Increases prothrombin time by 100% V173 t0 1/2
Digoxin 1 Increases serum concentration by 70% 1172
Quinidine 2 Increases serum concentration by 33% 1173 t0 1/2
(or discontinue)

Procainamide <7  Increases plasma concentration by 55%; 3173

NAPA* concentration by 33% (or discontinue)

*NAPA = n-acetyl procainamide.
ELECTROLYTE DISTURBANCES
Since antiarrhythmic drugs may be ineffective or may be arrhythmogenic in patients with
hypokalemia, any potassium or magnesium deficiency should be corrected before
instituting Cerdarene amiodarone HCI therapy. ,
CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY
Amiodarone was associated with a statistically significant, dose-related increase in the
incidence of thyroid tumors (follicular adenoma and/or carcinoma) in rats. The incidence
of thyroid tumors was greater than control even at the lowest dose level tested, i.e., 5
mg/kg/day (approximately 0.08 times the maximum recommended human maintenance
dose*).
Mutagenicity studies (Ames, micronucleus, and lysogenic tests) with amiodarone were
negative. ;
In a study in which amiodarone was administered to male and female rats, beginning 9
weeks prior to mating, reduced fertility was observed at a dose level of 90 mg/kg/day
(approximately 1.4 times the maximum recommended human maintenance dose*).
* 600 mg in a 50 kg patient (dose compared on a body surface area basis).
PREGNANCY: PREGNANCY CATEGORYD
See “Warnings, Neonatal Hypo- or Hyperthyroidism”.
LABOR AND DELIVERY

It is not known whether the use of Cerdarorre amiodarone HCI during labor or delivery
 has any immediate or delayed adverse effects. Preclinical studies in rodents have not
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shown any effect of Cerdarene amiodarone HCI on the duration of gestation or on
parturition. '

NURSING MOTHERS

Eerdarone Amiodarone HCl is excreted in human milk, suggesting that breast-feeding
could expose the nursing infant to a significant dose of the drug. Nursing offspring of
lactating rats administered Cerdarone amiodarone HC] have been shown to be less
viable and have reduced body-weight gains. Therefore, when amiodarone therapy is
indicated, the mother should be advised to discontinue nursing.

PEDIATRIC USE ‘

The safety and effectiveness of Cerdarene amiodarone HCI in pediatric patients have
not been established.

GERIATRIC USE

Clinical studies of amiodarone tablets did not include sufficient numbers of subjects aged
65 and over to determine whether they respond differently from younger subjects. Other
reported clinical experience has not identified differences in responses between the
elderly and younger patients. In general, dose selection for an elderly patient should be
cautious, usually starting at the low end of the dosing range, reflecting the greater
frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or
other drug therapy.

Adverse Reactions

Adverse reactions have been very common in virtually all series of patients treated with
Cerdarene amiodarone HCI for ventricular arrhythmias, with relatively large doses of
drug (400 mg/day and above) occurring in about three-fourths of all patients and causing
discontinuation in 7 to 18%. The most serious reactions are pulmonary toxicity,
exacerbation of arrhythmia, and rare serious liver injury (see “Warnings”), but other
adverse effects constitute important problems. They are often reversible with dose
reduction or cessation of Cerdarene amiodarone HCI treatment. Most of the adverse
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.

Neurologic problems are extremely common, occurring in 20 to 40% of patients and
including malaise and fatigue, tremor and involuntary movements, poor coordination and
gait, and peripheral neuropathy; they are rarely a reason to stop therapy and may respond
to dose reductions or discontinuation (see “Precautions”).

Gastrointestinal complaints, most commonly nausea, vomiting, constipation, and
anorexia, occur in about 25% of patients but rarely require discontinuation of drug.
These commonly occur during high-dose administration (i.e., loading dose) and usually
respond to dose reduction or divided doses. ,

Ophthalmic abnormalities including optic neuropathy and/or optic neuritis, in some cases
progressing to permanent blindness, papilledema, corneal degeneration, photosensitivity,
eye discomfort, scotoma, lens opacities, and macular degeneration have been reported
(see “Warnings”). '

Asymptomatic corneal microdeposits are present in virtually all adult patients who have
been on the drug for more than 6 months. Some patients develop eye symptoms of halos,
photophobia, and dry eyes. Vision is rarely affected and drug discontinuation is rarely

‘needed.
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Dermatological adverse reactions occur in about 15% of patients, with photosensitivity
being most common (about 10%). Sunscreen and protection from sun exposure may be
helpful, and drug discontinuation is not usually necessary. Prolonged exposure to
Cerdarene amiodarone HCI occasionally results in a blue-gray pigmentation. This is
slowly and occasionally incompletely reversible on discontinuation of drug but is of
cosmetic importance only.

Cardiovascular adverse reactions, other than exacerbation of the arrhythmias, include the
uncommon occurrence of congestive heart failure (3%) and bradycardia. Bradycardia
usually responds to dosage reduction but may require a pacemaker for control. CHF
rarely requires drug discontinuation. Cardiac conduction abnormalities occur
infrequently and are reversible on discontinuation of drug.

In postmarketing surveillance, hepatitis, cholestatic hepatitis, cirrhosis, epididymitis,
vasculitis, pseudotumor cerebri, thrombocytopenia, angioedema, bronchiolitis obliterans
organizing pneumonia (possibly fatal), pleuritis, pancreatitis, toxic epidermal necrolysis,
myopathy, hemolytic anemia, aplastic anemia, pancytopenia, and neutropenia also have
been reported in patients receiving Cerdarene amiodarone HCl.

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

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

Gastrointestinal: Nausea and vomiting.

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

Dermatologic: Solar dermatitis/photosensitivity.

‘Neurologic: Malaise and fatigue, tremor/abnormal involuntary movements, lack of

coordination, abnormal gait/ataxia, dizziness, paresthesias.

Gastrointestinal: Constipation, anorexia.

Ophthalmologic: Visual disturbances.

Hepatic: Abnormal liver-function tests.

Respiratory: Pulmonary inflammation or fibrosis.

The following side effects were each reported in 1 to 3% of patients:

Thyroid: Hypothyroidism, hyperthyroidism.

Neurologic: Decreased libido, insomnia, headache, sleep disturbances.
Cardiovascular: Congestive heart failure, cardiac arrhythmias, SA node dysfunction.
Gastrointestinal: Abdominal pain.

Hepatic: Nonspecific hepatic disorders.

Other: Flushing, abnormal taste and smell, edema, abnormal salivation, 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.

In surveys of almost 5,000 patients treated in open U.S:. studies and in published reports
of treatment with amiodarone, the adverse reactions most frequently requiring
discontinuation of Cerdarene amiodarone HCI included pulmonary infiltrates or
fibrosis, paroxysmal ventricular tachycardia, congestive heart failure, and elevation of
liver enzymes. Other symptoms causing discontinuations less often included visual
disturbances, solar dermatitis, blue skin discoloration, hyperthyroidism and
hypothyroidism.
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~ Overdosage

There have been a few reported cases of Cerdarene amiodarone HCI overdose in which
3 to 8 grams were taken. There were no deaths or permanent sequelae. The acute oral
LDs of amiodarone hydrochloride in mice and rats is greater than 3,000 mg/kg.

In addition to general supportive measures, the patient's cardiac rhythm and blood
pressure should be monitored, and if bradycardia ensues, a b-adrenergic agonist or a
pacemaker may be used. Hypotension with inadequate tissue perfusion should be treated
with positive inotropic and/or vasopressor agents. Neither Cordarone amiodarone HCI
nor its metabolite is dialyzable.

Dosage and Administration

BECAUSE OF THE UNIQUE PHARMACOKINETIC PROPERTIES, DIFFICULT |
DOSING SCHEDULE, AND SEVERITY OF THE SIDE EFFECTS IF PATIENTS ARE
IMPROPERLY MONITORED, €ORBARONE AMIODARONE HCL 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 ,
(CORPARONEY AMIODARONE HCL 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 antiarrthythmic effect will be observed without waiting several
months, loading doses are required. A uniform, optimal dosage schedule for
administration of Cerdarenre amiodarone HCI has not been determined. Because of the
food effect on absorption, Gerdarere amiodarone HCI should be administered
con51stent1y with regard to meals (see “Clinical Pharmacology ”). Individual patient
titration is suggested according to the following guidelines.

For life-threatening ventricular arrhythmias, such as ventricular fibrillation or
hemodynamically unstable ventricular tachycardia: Close monitoring of the patients is
indicated during the loading phase, particularly until risk of recurrent ventricular
tachycardia or fibrillation has abated. Because of the serious nature of the arrhythmia and
the lack of predictable time course of effect, loading should be performed in a hospital
setting. Loading doses of 800 to 1,600 mg/day are required for 1 to 3 weeks (occasionally
longer) until initial therapeutic response occurs. (Administration of Cerdarene
amiodarone HCI in divided doses with meals is suggested for total daily doses of 1,000
mg or higher, or when gastrointestinal intolerance occurs.) If side effects become
excessive, the dose should be reduced. Elimination of recurrence of ventricular
fibrillation and tachycardia usually occurs within 1 to 3 weeks, along with reduction in
complex and total ventricular ectopic beats.

Upon starting Cerdarene amiodarone HCI therapy, an attempt should be made to
gradually discontinue prior antiarrhythmic drugs (see section on "Drug Interactions”).
When adequate arrhythmia control is achieved, or if side effects become prominent,
Cerdarone amiodarone HCI dose should be reduced to 600 to 800 mg/day for one month
and then to the maintenance dose, usually 400 mg/day (see “Clinical Pharmacology” -
“Monitoring Effectiveness”). Some patients may require larger maintenance doses, up to
600 mg/day, and some can be controlled on lower doses. Cerdarerre amiodarone HCI
may be administered as a single daily dose, or in patients with severe gastrointestinal

" intolerance, as a b.i.d. dose. In each patient, the chronic maintenance dose should be
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determined according to antiarrhythmic effect as assessed by symptoms, Holter
recordings, and/or programmed electrical stimulation and by patient tolerance. Plasma
concentrations may be helpful in evaluating nonresponsiveness or unexpectedly severe
toxicity (see “Clinical Pharmacology™).

The lowest effective dose should be used to prevent the occurrence of side effects. In
all instances, the physician must be guided by the severity of the individual patient's
arrhythmia and response to therapy.

When dosage adjustments are necessary, the patient should be closely monitored for an
extended period of time because of the long and variable half-life of Cerdarone
amiodarone HCI and the difficulty in predicting the time required to attain a new steady-
state level of drug. Dosage suggestions are summarized below:

Loading Dose Adjustment and Maintenance Dose
, (Daily) (Daily)
Ventricular Arrhythmias 1 to 3 weeks ~1 month usual maintenance

800 to 1,600 mg 600to 800 mg 400 mg

How Supplied

Amiodarone HCI Tablets, 200 mg are available in bottles of 60 tablets as follows:
200 mg, light orange, round flat beveled edge, tablets; one side plain, the second side
scored and engraved “TARO” above the score line and “56” below the score line.

Amiodarone HCI Tablets, 100 mg are available in bottles of 30, 100 and 100 tablets
“and in cartons containing 100 tablets (10 blister strips of 10) as follows:

100 mg, white, round flat beveled scored tablets, debossed with “Taro over 55” on

the scored side, plain on the other side.

Keep tightly closed - Store at room temperature, approx. 25°C (77°F) - Protect from light.
Dispense in a light-resistant, tight container.
Use carton to protect contents from light.

Manufactured by:
Taro Pharmaceutical Industries Ltd.
Haifa Bay, Israel 26110

Made in Israel
Issued: September, 2001
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