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. . = 

The most effective antiarrhythmic 
. 

you can prescribe. 
The “C design” of the Cordarone® tablet is a registered trademark of Wyeth-Ayerst Laboratories. 

Cordarone® is intended for use only in patients with the indicated 
life-threatening arrhythmias because its use is accompanied by 

©1992, Wyeth-Ayerst Laboratories serious adverse reactions. Ww UABORATC NBISS 

61171 See adjacent page for brief summary of prescribing information. Philadelphia, PA 19101



® i X-ray, and pulmonary-function tests (with diffusion capacity). A 15% serum concentrations may increase by 33% within 2 days. 
Cordarone® (amiodarone HCl) Tablets decrease in diffusion capacity has a high sensitivity but only a Procainamide serum concentrations may increase by 55% (n-acely| 
BRIEF SUMMARY aia moderate specificity for pulmonary toxicity; as decreases in diffusion procainamide by 33%) in <7 days. In general, reserve such 
(See Package Circular for full prescribing information.) capacity approach 30%, sensitivity decreases but specificity increases. combinations for patients with life-threatening ventricular arrhythmias 
Indications and Usage: Because of life-threatening side effects and A diagnostic gallium scan may also be performed. incompletely responsive to a single agent, or incompletely responsive 
substantial management difficulties (See “Warnings” below) use only Fatalities from pulmonary toxicity occur in about 10% of cases. to Cordarone (amiodarone HCl), and start any added antiarrhythmic at a 
for treating documented, life-threatening recurrent ventricular However, when life-threatening arrhythmias exist, stop lower than usual dose with careful monitoring. During transfer to 
fibrillation or recurrent hemodynamically unstable ventricular Cordarone (amiodarone HCl) cautiously if drug-induced pulmonary Cordarone, reduce dose of previous agents 30-50% several days after 
tachycardia that are unresponsive to documented adequate doses of toxicity is suspected. As the most common cause of death in these ae Cordarone, when arrhythmia suppression should be starting. 
other antiarrhythmics or when alternative agents are not tolerated. patients is sudden cardiac death, first rule out other causes of After Cordarone effects are established, discontinue other _ 

Controlled trials show no evidence that Cordarone favorably affects Tespiratory impairment. Bronchoalveolar lavage or lung biopsy may be antiarrhythmics if possible. If treatment is maintained, continue 
survival. necessary to confirm the diagnosis, especially when there is no ‘monitoring carefully for adverse fae ree coco 

freon ays wih ndwihaesocty ornare ee ee 
via referral) all available modalities for treating recurrent life- It Hipsters pneumonitis is diagnosed, stop Cordarone and treat agents should be approximately 1/2 of the usual dose 
threatening ventricular arrhythmias, including access to appropriate with steroids. If Cordarone-induced interstitial/alveolar pneumonitis is 
‘Monitoring facilities and continuous electrocardiographic monitoring diagnosed, start steroids and, Dre stop Cordarone or, minimally, Fe ere eon as 
and electrophysiologic techniques. Due to the life-threatening nature of reduce the dose. Some cases may resolve after dose reduction and , 5 a ake 
the arrhythmias treated, potential interactions with prior therapy, and steroid use. Sometimes, rechallenge at lower doses did not result in necessary, Cordarone can continue after pacemaker insertion in 
potential arrhythmia exacerbation, start Cordarone in a hospital setting, relurn of interstitial/alveolar pneumonitis; however, pulmonary lesions Patients with severe bradycardia or sinus arrest. 
Contraindications: Severe sinus-node dystunction, with marked are irreversible in some. ELECTROLYTE DISTURBANCES: May be ineffective or arrhythmogenic 

sinus bradycardia; 2nd- and 3rd-degree atrioventricular (AV) block; WORSENED ARRHYTHMIA: Cordarone may cause serious it hypokalemia is present; correct any potassium or magnesium, 
episodes of bradycardia which cause syncope (except when used with a exacerbation of a presenting arrhythmia, possibly enhanced by deficiency before starting drug. 
pacemaker); known hypersensitivity to the drug. concomitant antiarrhythmic {neta Exacerbation (about 2-5% in most CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY: 

series), includes new ventricular fibrillation, incessant ventricular Fertility reduced in male and female rats at 8 x the highest 
Warnings: Cordarone is intended for use only In patients tachycardia, increased resistance to cardioversion, and Torsade de recommended human maintenance dose, Cordarone caused a 

with the indicated life-threatening ari tineee Leeaaee its Pointes. Cordarone has caused symptomatic bradycardia or sinus statistically significant, dose-related increase in thyroid tumors in rats. 
use is accompanied by substantial toxicity. arrest with suppression of escape foci in 2-4% of patients. Incidence greater than control even at lowest dose tested, i.e., about 1/2 

. the highest recommended human maintenance dose. Mutagenicit 

Cordarone has several potentially fatal ois, the most | Lv idaunty Carcuardcanindon odie ells tiniese dies were eae Be 
Ampatea of Wpiens oeimanayy aay ne exceeds 3 times normal, or doubles in patient with elevated baseline PREGNANCY: PREGNANCY CATEGORY D — See Warnings. 

foealted la'clinically nanitest digests aliaies as High es Rarely, hepatic failure has been fatal : LABOR AND DELIVERY: Occurrence of adverse effects during labor or 
10 to 17% in some series of patients with ventricular PREGNANCY — PREGNANCY CATEGORY D: Cordarone is embryotoxic delivery is unknown. Preclinical studies in rodents have shown no 
arrhythmias given doses around 400 mg/day, and as (increased fetal resorption and growth retardation) in rats at 18 times effect on gestation duration or parturition. 

abnormal diffusion capacity without symptoms in a much the maximum recommended oral maintenance dose. Similar results are NURSING MOTHERS: Cordarone is excreted in human milk; breast- 
higher percentage of patients. Pulmonary toxicity has been seen in one mice strain at about 1/2 the maximum recommended feeding may expose nursing infants to a significant drug dose. Nursing 
fatal about 10% of the time. Liver fejury is common with ‘maintenance dose or higher, but not in a second strain nor rabbits at offspring of lactating rats given Cordarone were less viable and had 
Cordarone, but is usually mild and evidenced only by doses up to 9 times the maximum recommended maintenance dose. reduced body-weight gains. Advise mothers to discontinue nursing 
abnormal liver enzymes. Overt liver disease can occur, Neonatal hypo- or hyperthyroidism: \n utero exposure can cause before taking. 

However, andiias boenifatal in afew cases, Uikeother fetal harm, There are some reports of congenital goiter hypothyroidism PEDIATRIC USE: Safely and effectiveness have not been established 
antiarrhythmics, Cordarone can exacerbate the arrhythmia, and hyperthyroidism. lf used anytime during pregnancy apprise patient Ad eagiinneanvere giegs (about 3/4 of 
e.g., by making the arruytimis Jess well tolerated or more of potential fetal hazard. In general, use during pregnancy only if all Mee with ne 400 i ie None and cas 718% t ¥ difficult to reverse. This has occurred in 2-5% of patients in | potential benefit to the mother justifies unknown fetal risk. PT DO Oe eo aL cae 
Ree ee een eee Precautions eet ae srbus iver ny (oe Warhings) bt oer 
ae EE eee eee a over elinealcettag i mast | CORNEAL MICRODEPOSITS; PAIRMENT OF VISION: Corneal adverse effects constitute important problems, They are offen reversible 
cases. Although the frequency of such proarrhythmic Microdeposits appear in a majority of adults on Cordarone. Usually by reducing dose and virtually always reversible by stopping 
events does not appear greater with Cordarone than with discernible only by slit-lamp, up to 10% of patients have symptoms Cordarone. Most adverse effects appear more frequent with continued 
mary otherapents used in this population) the ettects/are lke visual halos or blurred vision, Microdeposits ae reversible if dose _ treatment beyond 6 months; rates appear relatively constant beyond 
prolonged when they occur. = reduced or treatment stopped; if asymptomatic, no need to reduce dose oe ee Neurologic problems, ic malaise a ee ra 

or stop drug. and involuntary movements, poor coordination and gait, and peripheral 
Even in patients at high risk of arrhythmic death, in whom PHOTOSENSITIVITY: Seen in about 10% of patients; sun-barrier neuropathy are common (20-40% of patients); these may respond to 
the toxicity of Cordarone is an acceptable risk, Cordarone creams or protective clothing may afford some protection. On long- dose reduction, rarely need to stop therapy. 

poses major management problems that could be life- term therapy, may have a blue-gray skin discoloration of exposed skin. Gastrointestinal (Gl) complaints, commonly seen with high doses 
threatening in a population at risk of sudden death, so that Fair complexion or excess sun exposure may increase risk; also may (ie,, loading dose), usually respond to dose reduction or divided 
een effort should be made to utilize alternative agents be related to cumulative dose and therapy duration, doses; rarely need to stop drug, 
a sia ier acing Cord naeivattane eh FRO Nt rorcaene inns conversion or Asymbtoratieamt microdeposits. See Precautions and full 

difficulty of using Cordarone effectively and safely yroxine (T,) to triiodothyronine (T,) and may cause increase prescribing information. 
itself poses a Slomilicant risk to patients. Patients with the thyroxine, decreased T3, and increased levels of inactive reverse T3 Photosensitivity. See Precautions and full prescribing information. 
indicated arrhythmias must be hospitalized while the (r13) in clinically euthyroid patients. Due to its release of inorganic Caitiovascular adverse reactions, other th fayth Rata 
loading dose of Cordarone is given, and a response iodine, or perhaps other reasons, Cordarone can cause either hypo- or a ds ular adverse reactions, re aly ite iL Me fe aay, A 

generally requires at least one week, usually two or more. hyperthyroidism. Monitor thyroid function before treatment and Ee eT re Cleese eat ate G ( ) an 
jecause absorption and elimination are variable, periodically thereafter, particularly in the cay and those with history ia a ae a CHE rel ie a ie 4 Me ca diac may 

maintenance-dose selection is difficult, and it is not of thyroid nodules, goiter, or other thyroid dysfunction, Due to slow a aa ti Di ia if ti EN) eat end ig drug. ‘a a 
unusual to require dosage decrease or discontinuation of elimination of Cordarone and its metabolites, high plasma iodide oe is ne Mal Mes cca ee Na cei 
treatment. In a retrospective survey of 192 patients with levels, altered thyroid function, and abnormal thyroid-function tests OPPO CNG 
ventricular tachyarrhythmias, 84 required dose reduction may persist for weeks or months after withdrawal. The following side-effect rates are based on a retrospective study of 
and 18 required at least temporary discontinuation because Hypothyroidism occurred in 2-4% of patients in most series, but in 8- 241 patients treated for 2 to 1,515 days (mean 441.3 days). 

of adverse effects, and several series have reported 15 to 10% in some. To treat, reduce Cordarone dose and/or give thyroid Each reported in 10-33% of patients: Gl-Nausea and vomiting 
eae cera rene oe eae usta adverse pons supplement. Individualize therapy; may need to stop Each reported in 4-9% of patients: Dermatologic-Solar 

io re H arcane ‘ordarone. dermatitis/photosensitivity; Neurologic—Malaise and fatigue, 
Hae at tuedieeble.tanalen rar neele Hyperthyroidism occurs in about 2% of patients; incidence may be tremor/abnormal involuntary movements lack of coordination, 
Mahe Tie phieti le abvicnsty a great rik during this higher with prior inadequate dietary iodine intake, Cordarone-induced abnormal galaaxa, dzness, areshesias; GE Constipation, 
time and may need prolonged hospitalization. Attempts to hyperthyroidism is usually a greater hazard than hypothyroidism due to anorexia; Ophthalmologic—Visual disturbances; Hepatic—Abnormal 
substitute other antiarrhythmic agents when Cordarone possible arrhythmia breakthrough or aggre IF ANY NEW SIGNS liver-function tests; Respiratory-Pulmonary inflammation or fibrosis. 
must be stopped will be made difficult by the gradually, but | Of ARRHYTHMIA APPEAR, THE POSSIBILITY OF HYPERTHYROIDISM Each reported in 1-3% of patients: Thyroid-Hypo- or 
unpredictably, changing amiodarone body burden. A ‘SHOULD BE CONSIDERED. Flat TSH response to TRH is confirmatory. hyperthyroidism; Neurologic—Decreased libido, insomnia, headache, 
similar problem exists when Cordarone is not effective; it Us ag) pe eem Os ay an Nay ee sleep disturbances, Cardiovascular—CHF, cardiac arrhythmias, SA. alli ueses the “lek of on Iniaraction with whatever hyperthyroidism, aggressive medical treatment is indicated, including, ‘node dysfunction; Gl-Abdominal pain; Hepatic-Nonspecific hepatic 
subsequent treatment is tried if possible, dose reduction or Cordarone withdrawal. Antithyroid drugs, disorders; Other-Flushing, abnormal taste and smell, edema, abnormal 

"3 B-blockers and/or temporary steroid therapy may be needed. (See full salivation, coagulation abnormalities. 
prescribing information for additional information regarding treatment). Each ramuriad Ine 156 oll eabtarss GIS-ldn clecole alan ea 

ee eel Rane eee SURGERY: Hypotension Postbypass: Rarely, hypotension is seen on Sree ecchymosis, Aes hypotension, and cardiac | 
and pattiological data consistent with pulmonary toxicity; frequency cessation of cardiopulmonary bypass during open-heart surgery in Conduction abnormalities. Rarely hepatitis, cholestatic hepatitis, 
usually vais rom 27%, bul can eas igh a 10-17% Thus.atsiat___ Cordon pans eonship Pa SRe EDS hee Gihesis, openers, epcdymis, vac, pseudoumar ee, 
of therapy, perform baseline chest x-ray and pulmonary-function tests, jult Respiratory Distress Syndrome (ARDS): Rarely, and thrombocytopenia. 
including diffusion capacity. Repeat history, physical exam (PE), and occurs in Cordarone patients after surgery. Paton, usually respond to Adverse reactions most frequently requiring Cordarone discontinuation 
chest x-ray every 3-6 months. uo ay fea ay the pe al The include pulmonary infiltrates or fibrosis, parol ventricular 

te K of mechanism may be generation of superoxide radicals during tachycardia, CHF, and elevated liver enzymes. Symptoms causing 
Te OT TeAOac Tacos Suiecnay cay deteops oxygenation; therefore, keep operative FiO, as close to room air as discontinuation less often include visual disturbances, solar dermatitis, 
Cordarone-induced pulmonary toxicity seems to result from indirect bse blue skin discoloration, hyper- or hypothyroidism. 

(hypersensitivity sreunt) oedien (interstitial/alveolar LABORATORY TESTS: Elevated liver enzymes (SGOT and SGPT) can Overdosage: The few reports of Cordarone overdose, in which 3 to 8 
pneumonitis) toxicity occur: monitor closely if high maintenance doses used, Consider dose ‘grams were taken, resulted in no deaths or permanent Sequelae. Animal 

TH PareSTE itt PERO ay one a ER feduaion ar stopping therapy if significant elevations persist or Studies indicate that Cordarone has a high oral LDsq (>3,000 mg/kg) 
° d Se os ‘Along with general supportive measures, monitor patient's cardiac ieee ess Hporeeenid an ee ae Thyroid-function tests (increased T, and reverse T, and decreased T) ryt ad blo0d ores; if bradycardia Here may use a 

made when aT Bie vA oe (CD8 - positive) niiscvie ‘may be altered; despite these changes, most patients remain clinically B-adrenergic agonist or pacemaker. Use positive inotropic and/or 
poled Tetwi sells aidier Corea: euthyroid, vasopressor agents to treat hypotension with inadequate tissue 
Interstitial/alveolar pneumonitis, characterized by diffuse alveolar De Oe a ores ae ee Der On Niet Goi calope a ts eaeote deans : : wale : formally but most have shown an interaction. Thus, anticipate other Dosage and Administration: See full prescribing information. 
damage, interstitial pneumonitis or fibrosis in lung biopsies. ira, espdaly drugs wth poi seriis oxy, ke oer HY ee Phospholipidosis (foamy cells, foamy macrophages) is present in most antiarthythmics. With its long, variable half-life, a potential for 
cases of Cordarone-induced pulmonary toxicity; however, this also interaction also exists with drugs given after stopping Cordarone. 
occurs in approximately 50% of all Cordarone patients. Use these cells igitalis: Se to 70%) and h 
as therapy markers, not evidence of toxicity. If interstitial/alveolar pia ie sell aban Increases (oh bie 0! ra ey tee 
pneumonitis is diagnosed, reduce dose or, preferably, withdraw toxic levels; ee a ate aired re ay ce Ee abit 0% 
Cordarone, especially if other acceptable antiarrhythmics are available. review it for fee a in and ret ae a a in i oy i 
Where these measures were instituted, symptoms usually decreased in or stop it. If digitalis continued, monitor serum levels closely an Manufactured for Yate 
the first week; most clinical improvement was in first 2-3 weeks. Chest observe for toxicity. Precautions probably also apply to digitoxin. Wyeth Laboratories Inc., Philadelphia, PA 19101 
X-ray ately aa in ee so eet a ' eas eeu of es cL le fesponse ea Senet Sa faneg by arrangement with 
steroids may be helpful. Prednisone (40-60 mg/day) or equivalent is almost always seen and can result in serious or fatal bleeding. Inc. 
doses of other steroids have been used and tapered over several weeks. Prothrombin time rey increase by 100%; onset is 3 to 4 days. 
At times rechallenge at a lower dose will not result in return of toxicity. Reduce anticoagulant dose by 1/3 to 1/2, and monitor Vy 7, WYETH-AYERST 
Reports suggest lower loading and maintenance doses are associated prothrombin times closely. = LABORATORIES 
with a lower incidence of pulmonary toxicity Antiarrhythmic Agents: Although they have been used concurrently Pilladelpia. EANBIOL 
In Cordarone patients, any new respiratory symptoms suggest a with Cordarone, steady-state levels of quinidine, procainamide, and 
possibility of pulmonary toxicity; repeat and evaluate history, PE, chest phenytoin may increase during such ‘combined therapy. Quinidine 4008-2 Revised October 18, 1990
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