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Wyeth Pharmaceuticals, Inc. 
Attention: Brian Schlag 
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Philadelphia, PA 19101-8299 
 
 
Dear Mr. Schlag: 
 
Please refer to your supplemental new drug application dated February 28, 2006, submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for Cordarone (amiodarone HCl) Intravenous, 50 mg/ml. 
 
This “Changes Being Effected” supplemental new drug application provides for labeling revised as follows: 
 
1. Under WARNINGS, the following new section has been added prior to the Neonatal Hypo- or 

Hyperthyroidism section: 
 

Thyrotoxicosis 
Cordarone-induced hyperthyroidism may result in thyrotoxicosis and/or the possibility of arrhythmia 
breakthrough or aggravation. There have been reports of death associated with amiodarone-induced 
thyrotoxicosis. IF ANY NEW SIGNS OF ARRHYTHMIA APPEAR, THE POSSIBILITY OF 
HYPERTHYROIDISM SHOULD BE CONSIDERED (see PRECAUTIONS, Thyroid Abnormalities). 

 
2. The following information has been added to the PRECAUTIONS section prior to the Surgery section: 
 

Thyroid Abnormalities 
Cordarone 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, Cordarone 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 Cordarone and its metabolites, high plasma iodide levels, altered thyroid function, 
and abnormal thyroid-function tests may persist for several weeks or even months following Cordarone 
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 managed by Cordarone dose reduction and/or thyroid hormone supplement. 
However, therapy must be individualized, and it may be necessary to discontinue Cordarone® Tablets in 
some patients. 
 
Hyperthyroidism occurs in about 2% of patients receiving Cordarone, but the incidence may be higher 
among patients with prior inadequate dietary iodine intake. Cordarone-induced hyperthyroidism usually 
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poses a greater hazard to the patient than hypothyroidism because of the possibility of thyrotoxicosis and/or 
arrhythmia breakthrough or aggravation, all of which may result in death. There have been reports of death 
associated with amiodarone-induced thyrotoxicosis. IF ANY NEW SIGNS OF ARRHYTHMIA APPEAR, 
THE POSSIBILITY OF HYPERTHYROIDISM SHOULD BE 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 Cordarone-induced hyperthyroidism, aggressive medical treatment is indicated, including, 
if possible, dose reduction or withdrawal of Cordarone. 
 
The institution of antithyroid drugs, β-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. There have been 
reports of death associated with amiodarone-induced thyrotoxicosis. Radioactive iodine therapy is 
contraindicated because of the low radioiodine uptake associated with amiodarone-induced 
hyperthyroidism. Cordarone-induced hyperthyroidism may be followed by a transient period of 
hypothyroidism (see WARNINGS, Thyrotoxicosis). 
 
When aggressive treatment of amiodarone-induced thyrotoxicosis has failed or amiodarone cannot be 
discontinued because it is the only drug effective against the resistant arrhythmia, surgical management may 
be an option. Experience with thyroidectomy as a treatment for amiodarone-induced thyrotoxicosis is 
limited, and this form of therapy could induce thyroid storm. Therefore, surgical and anesthetic management 
require careful planning. 
 
There have been postmarketing reports of thyroid nodules/thyroid cancer in patients treated with Cordarone. 
In some instances hyperthyroidism was also present (see WARNINGS and ADVERSE REACTIONS). 

 
3. The document number and revision date have been updated. 
 
We have completed our review of this application and it is approved, effective on the date of this letter, for use 
as recommended in the labeling submitted on February 28, 2006. 
 
If you issue a letter communicating important information about this drug product (i.e., a “Dear Health Care 
Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to the following 
address: 
 
   MEDWATCH 
   Food and Drug Administration 
   5515 Security Lane 
   HFD-001, Suite 5100 
   Rockville, MD 20857 
 
We remind you that you must comply with reporting requirements for an approved NDA (21 CFR 314.80 and 
314.81). 
 
If you have any questions, please contact: 
 

Mr. Russell Fortney 
Regulatory Health Project Manager 
(301) 796-1068 
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Sincerely, 
 
{See appended electronic signature page} 
 
Norman Stockbridge, M.D., Ph.D.  
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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