
 
 

 

 
 
 

 

 
  

 
 

 

 
 

 
 

 
 

 
 

 

 

 
   

 
  

 
 

 
 

 
  

 
 

 

 
 

  

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 
Food and Drug Administration 
Rockville, MD  20857 

NDA 21-540/S-014 

Pfizer Global Pharmaceuticals, Inc. 
Attention: Ms. Denise F. Andrews 
235 East 42nd Street 
New York, NY 10017 

Dear Ms. Andrews: 

Please refer to your supplemental new drug application dated December 14, 2007, submitted under 
section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Caduet 
(amlodipine besylate/atorvastatin calcium) 5/10, 10/10, 5/20, 10/20, 5/40, 10/40, 5/80 and 10/80 mg 
Tablets. 

We acknowledge receipt of your submission dated March 25, 2008 

This “Changes Being Effected” supplemental new drug application provides for electronic labeling 
with the following revisions to the WARNINGS, PRECAUTIONS, and DOSAGE AND 
ADMINISTRATION sections of the labeling. 

1.	 Under the WARNINGS, Skeletal Muscle subsection, the following paragraph has been 
changed to read as follows: 

The risk of myopathy during treatment with drugs in the HMG-CoA reductase inhibitor class is 
increased with concurrent administration of cyclosporine, fibric acid derivatives, erythromycin, 
clarithromycin, combination of ritonavir plus saquinavir or lopinavir plus ritonavir, niacin, or 
azole antifungals. Physicians considering combined therapy with CADUET and fibric acid 
derivatives, erythromycin, clarithromycin, a combination of ritonavir plus saquinavir or 
lopinavir plus ritonavir, immunosuppressive drugs, azole antifungals, or lipid-modifying doses 
of niacin should carefully weigh the potential benefits and risks and should carefully monitor 
patients for any signs or symptoms of muscle pain, tenderness, or weakness, particularly during 
the initial months of therapy and during any periods of upward dosage titration of either drug. 
Lower starting and maintenance doses of atorvastatin should be considered when taken 
concomitantly with the aforementioned drugs (See DRUG INTERACTIONS). Periodic creatine 
phosphokinase (CPK) determinations may be considered in such situations, but there is no 
assurance that such monitoring will prevent the occurrence of severe myopathy.  

2.	 Under the PRECAUTIONS, Drug Interactions subsection, new information has been added 
and this section reads as follows: 

The risk of myopathy during treatment with HMG-CoA reductase inhibitors is increased with 
concurrent administration of fibric acid derivatives, lipid-modifying doses of niacin or 
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cytochrome P450 3A4 inhibitors (e.g. cyclosporine, erythromycin, clarithromycin, and azole 
antifungals) (see WARNINGS, Skeletal Muscle). 

Inhibitors of cytochrome P450 3A4:  Atorvastatin is metabolized by cytochrome P450 3A4.  
Concomitant administration of atorvastatin with inhibitors of cytochrome P450 3A4 can lead to 
increases in plasma concentrations of atorvastatin.  The extent of interaction and potentiation of 
effects depends on the variability of effect on cytochrome P450 3A4.  

Clarithromycin: Concomitant administration of atorvastatin 80 mg with clarithromycin 
(500 mg twice daily) resulted in a 4.4-fold increase in atorvastatin AUC (see 
WARNINGS, Skeletal Muscle, and DOSAGE AND ADMINISTRATION). 

Erythromycin: In healthy individuals, plasma concentrations of atorvastatin increased 
approximately 40% with co-administration of atorvastatin and erythromycin, a known 
inhibitor of cytochrome P450 3A4 (see WARNINGS, Skeletal Muscle). 

Combination of Protease Inhibitors: Concomitant administration of atorvastatin 40 mg 
with ritonavir plus saquinavir (400 mg twice daily) resulted in a 3-fold increase in 
atorvastatin AUC. Concomitant administration of atorvastatin 20 mg with lopinavir plus 
ritonavir (400 mg+100 mg twice daily) resulted in a 5.9-fold increase in atorvastatin 
AUC (see WARNINGS, Skeletal Muscle, and DOSAGE AND ADMINISTRATION). 

Itraconazole: Concomitant administration of atorvastatin (20 to 40 mg) and itraconazole 
(200 mg) was associated with a 2.5-3.3-fold increase in atorvastatin AUC. 

Diltiazem hydrochloride: Co-administration of atorvastatin (40 mg) with diltiazem (240 
mg) was associated with higher plasma concentrations of atorvastatin.   

Cimetidine: Atorvastatin plasma concentrations and LDL-C reduction were not altered 
by co-administration of cimetidine. 

Grapefruit juice:  Contains one or more components that inhibit CYP 3A4 and can 
increase plasma concentrations of atorvastatin, especially with excessive grapefruit 
juice consumption (>1.2 liters per day).   

Cyclosporine: Atorvastatin and atorvastatin-metabolites are substrates of the OATP1B1 
transporter. Inhibitors of the OATP1B1 (e.g. cyclosporine) can increase the bioavailability of 
atorvastatin. Concomitant administration of atorvastatin 10 mg and cyclosporine 5.2 mg/kg/day 
resulted in an 8.7-fold increase in atorvastatin AUC. In cases where co-administration of 
atorvastatin with cyclosporine is necessary, the dose of atorvastatin should not exceed 10 mg 
(see WARNINGS, Skeletal Muscle).  

Inducers of cytochrome P450 3A4: Concomitant administration of atorvastatin with inducers of 
cytochrome P450 3A4 (eg efavirenz, rifampin) can lead to variable reductions in plasma 
concentrations of atorvastatin. Due to the dual interaction mechanism of rifampin, simultaneous 
co-administration of atorvastatin with rifampin is recommended, as delayed administration of 
atorvastatin after administration of rifampin has been associated with a significant reduction in 
atorvastatin plasma concentrations. 
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Antacid: When atorvastatin and Maalox TC suspension were coadministered, plasma 
concentrations of atorvastatin decreased approximately 35%. However, LDL-C reduction was 
not altered. 

Antipyrine: Because atorvastatin does not affect the pharmacokinetics of antipyrine, 
interactions with other drugs metabolized via the same cytochrome isozymes are not expected. 

Colestipol: Plasma concentrations of atorvastatin decreased approximately 25% when 
colestipol and atorvastatin were coadministered. However, LDL-C reduction was greater when 
atorvastatin and colestipol were coadministered than when either drug was given alone. 

Digoxin: When multiple doses of atorvastatin and digoxin were coadministered, steady-state 
plasma digoxin concentrations increased by approximately 20%. Patients taking digoxin should 
be monitored appropriately. 

Oral Contraceptives: Coadministration of atorvastatin and an oral contraceptive increased AUC 
values for norethindrone and ethinyl estradiol by approximately 30% and 20%. These increases 
should be considered when selecting an oral contraceptive for a woman taking CADUET. 

Warfarin: Atorvastatin had no clinically significant effect on prothrombin time when 
administered to patients receiving chronic warfarin treatment. 

Amlodipine: In a drug-drug interaction study in healthy subjects, co-administration of 
atorvastatin 80 mg and amlodipine 10 mg resulted in an 18% increase in exposure to 
atorvastatin which was not clinically meaningful. 

3.	 Under the DOSAGE AND ADMINISTRATION section, Concomitant Therapy subsection 
has been changed to read “Concomitant Lipid Lowering Therapy.” 

4.	 Under the DOSAGE AND ADMINISTRATION section, a new subsection has been added: 

Dosage in Patients Taking Cyclosporine, Clarithromycin or A Combination of Ritonavir 
plus Saquinavir or Lopinavir plus Ritonavir 

In patients taking cyclosporine, therapy should be limited to LIPITOR 10 mg once daily. In 
patients taking clarithromycin or in patients with HIV taking a combination of  ritonavir plus 
saquinavir or lopinavir plus ritonavir, for doses of atorvastatin exceeding 20 mg appropriate 
clinical assessment is recommended to ensure that the lowest dose necessary of atorvastatin is 
employed (see WARNINGS, Skeletal Muscle, and PRECAUTIONS, Drug Interactions). 

We also note the last revised labeling date has been updated to December 2007. 

We have completed our review of this supplemental new drug application, as amended and it is 
approved, effective on the date of this letter, for use as recommended in the final printed labeling 
(FPL) submitted on March 25, 2008.  
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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 20852 


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 call: 

   Alisea Crowley, Pharm.D. 

   Senior Regulatory Project Manager 


(301) 796-1144 

Sincerely, 

{See appended electronic signature page} 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Drug 
Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 



---------------------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------------------

---------------------

This is a representation of an electronic record that was signed electronically and 
this page is the manifestation of the electronic signature. 

/s/
 

Norman Stockbridge
 
5/29/2008 05:37:11 PM
 




