Food and Drug Administration
Silver Spring MD 20993

NDA 021540/S-019 SUPPLEMENT APPROVAL

Pfizer, Inc.

Attention: MaryBeth Hartman, MSN

Director, World Regulatory Affairs & Quality Assurance
235 East 42™ Street

New York, NY 10017-5755

Dear Ms. Hartman:

Please refer to your supplemental new drug application dated July 31, 2009, received July 31, 2009,
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Caduet
(amlodipine besylate/atorvastatin calcium) 2.5/10 mg, 2.5/20 mg, 2.5/40 mg, 5/10 mg, 5/20 mg, 5/40 mg,
5/80 mg, 10/10 mg, 10/20 mg, 10/40 mg, 10/80 mg Tablets..

We acknowledge receipt of your submission dated August 7, 2009.

This “Prior Approval” supplemental new drug application provides for changes to the CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE, CONTRAINDICATIONS, WARNINGS,
PRECAUTIONS, ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION sections of
the label. The following changes were made:

1. In DESCRIPTION, the first and second paragraphs were changed from:

CADUET® (amlodipine besylate and atorvastatin calcium) tablets combine the long-
acting calcium channel blocker amlodipine besylate with the synthetic lipid-lowering
agent atorvastatin calcium.

The amlodipine besylate component of CADUET is chemically described as 3-Ethyl-5-
methyl ()-2-[(2-aminoethoxy)methyl]-4-(o-chlorophenyl)-1,4-dihydro-6-methyl-3,5-
pyridinedicarboxylate, monobenzenesulphonate. Its empirical formula is
C20H25C1N205'C6H603S.

To:

CADUET® (amlodipine besylate and atorvastatin calcium) tablets combine the calcium
channel blocker amlodipine besylate with the lipid-lowering agent atorvastatin calcium.

The amlodipine besylate component of CADUET is chemically described as 3-ethyl-5
methyl (£)-2-[(2-aminoethoxy)methyl]-4-(o-chlorophenyl)-1,4-dihydro-6-methyl-3,50]
pyridinedicarboxylate, monobenzenesulphonate. Its empirical formula is
C20H25C1N205°C6H603S.
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2. In CLINICAL PHARMACOLOGY/Mechanism of Action/CADUET the first paragraph was
changed from:

CADUET is a combination of two drugs, a dihydropyridine calcium antagonist (calcium
ion antagonist or slow-channel blocker) amlodipine (antihypertensive/antianginal agent)
and an HMG-CoA reductase inhibitor atorvastatin (cholesterol lowering agent). The
amlodipine component of CADUET inhibits the transmembrane influx of calcium ions
into vascular smooth muscle and cardiac muscle. The atorvastatin component of
CADUET is a selective, competitive inhibitor of HMG-CoA reductase, the rate-limiting
enzyme that converts 3-hydroxy-3-methylglutaryl-coenzyme A to mevalonate, a
precursor of sterols, including cholesterol.

To:

CADUET is a combination of two drugs, a dihydropyridine calcium channel blocker
amlodipine and an HMG-CoA reductase inhibitor atorvastatin. The amlodipine
component of CADUET inhibits the transmembrane influx of calcium ions into vascular
smooth muscle and cardiac muscle. The atorvastatin component of CADUET is a
selective, competitive inhibitor of HMG-CoA reductase (statin), the rate-limiting enzyme
that converts 3-hydroxy-3-methylglutaryl-coenzyme A to mevalonate, a precursor of
sterols, including cholesterol.

3. In CLINICAL PHARMACOLOGY/Mechanism of Action, the heading has been changed
from:

The Amlodipine Component of CADUET
To:
Amlodipine

4. In CLINICAL PHARMACOLOGY/Mechanism of Action/Amlodipine, the first paragraph has
been changed from:

Experimental data suggest that amlodipine binds to both dihydropyridine and
nondihydropyridine binding sites. The contractile processes of cardiac muscle and
vascular smooth muscle are dependent upon the movement of extracellular calcium ions
into these cells through specific ion channels. Amlodipine inhibits calcium ion influx
across cell membranes selectively, with a greater effect on vascular smooth muscle cells
than on cardiac muscle cells. Negative inotropic effects can be detected in vitro but such
effects have not been seen in intact animals at therapeutic doses. Serum calcium
concentration is not affected by amlodipine. Within the physiologic pH range, amlodipine
is an ionized compound (pKa=8.6), and its kinetic interaction with the calcium channel
receptor is characterized by a gradual rate of association and dissociation with the
receptor binding site, resulting in a gradual onset of effect.

To:

Experimental data suggest that amlodipine binds to both dihydropyridine and
nondihydropyridine binding sites. The contractile processes of cardiac muscle and
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vascular smooth muscle are dependent upon the movement of extracellular calcium ions
into these cells through specific ion channels. Amlodipine inhibits calcium ion influx
across cell membranes selectively, with a greater effect on vascular smooth muscle cells
than on cardiac muscle cells. Negative inotropic effects can be detected in vitro but such
effects have not been seen in intact animals at therapeutic doses. Serum calcium
concentration is not affected by amlodipine.

In CLINICAL PHARMACOLOGY/Mechanism of Action, the heading has been changed
from:

The Atorvastatin Component of CADUET
To:
Atorvastatin

In CLINICAL PHARMACOLOGY/Pharmacokinetics and Metabolism/Absorption, the first
and second paragraphs were changed from:

Studies with amlodipine: After oral administration of therapeutic doses of amlodipine
alone, absorption produces peak plasma concentrations between 6 and 12 hours. Absolute
bioavailability has been estimated to be between 64% and 90%. The bioavailability of
amlodipine when administered alone is not altered by the presence of food.

Studies with atorvastatin: After oral administration alone, atorvastatin is rapidly
absorbed; maximum plasma concentrations occur within 1 to 2 hours. Extent of
absorption increases in proportion to atorvastatin dose. The absolute bioavailability of
atorvastatin (parent drug) is approximately 14% and the systemic availability of HMG-
CoA reductase inhibitory activity is approximately 30%. The low systemic availability is
attributed to presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass
metabolism. Although food decreases the rate and extent of drug absorption by
approximately 25% and 9%, respectively, as assessed by Cmax and AUC, LDL-C
reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower (approximately 30% for Cmax and AUC) following
evening drug administration compared with morning. However, LDL-C reduction is the
same regardless of the time of day of drug administration (see DOSAGE AND
ADMINISTRATION).

To:

Studies with amlodipine: After oral administration of therapeutic doses of amlodipine
alone, absorption produces peak plasma concentrations between 6 and 12 hours. Absolute
bioavailability has been estimated to be between 64% and 90%.

Studies with atorvastatin: After oral administration alone, atorvastatin is rapidly
absorbed; maximum plasma concentrations occur within 1 to 2 hours. Extent of
absorption increases in proportion to atorvastatin dose. The absolute bioavailability of
atorvastatin (parent drug) is approximately 14% and the systemic availability of HMG-
CoA reductase inhibitory activity is approximately 30%. The low systemic availability is
attributed to presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass
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7.

10.

11.

metabolism. Plasma atorvastatin concentrations are lower (approximately 30% for Cmax
and AUC) following evening drug administration compared with morning. However,
LDL-C reduction is the same regardless of the time of day of drug administration (see
DOSAGE AND ADMINISTRATION).

In CLINICAL PHARMACOLOGY/Pharmacokinetics and Metabolism/Absorption, the word
“although” has been deleted from the second sentence of the fourth paragraph. The paragraph
now reads:

The bioavailability of amlodipine from CADUET was not affected by food. Food
decreases the rate and extent of absorption of atorvastatin from CADUET by
approximately 32% and 11%, respectively, as it does with atorvastatin when given alone.
LDL-C reduction is similar whether atorvastatin is given with or without food.

In CLINICAL PHARMACOLOGY/Specific Populations/Hemodialysis, the first paragraph
has been changed from:

While studies have not been conducted in patients with end-stage renal disease,
hemodialysis is not expected to significantly enhance clearance of atorvastatin and/or
amlodipine since both drugs are extensively bound to plasma proteins.

To:

While studies have not been conducted in patients with end-stage renal disease,
hemodialysis is not expected to clear atorvastatin or amlodipine since both drugs are
extensively bound to plasma proteins.

In CLINICAL PHARMACOLOGY/Specific Populations/Hepatic Impairment, the following
statement was added as the first paragraph:

Atorvastatin is contraindicated in patients with active liver disease.

In CLINICAL PHARMACOLOGY/Specific Populations/Hepatic Impairment, the text “and a
lower dose required” was deleted from the second paragraph. The paragraph now reads:

Studies with amlodipine: Elderly patients and patients with hepatic insufficiency have
decreased clearance of amlodipine with a resulting increase in AUC of approximately
40-60%.

In CLINICAL PHARMACOLOGY/Specific Populations/Heart Failure, the following text
and tables were added:

Pharmacokinetic Studies of Atorvastatin and Co-Administered Drugs

TABLE 2. Effect of Co-administered Drugs on the Pharmacokinetics of
Atorvastatin

Co-administered drug and Atorvastatin
dosing regimen
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Dose (mg) Change in Change in
Auc* Cmax*
"Cyclosporine 5.2 mg/kg/day, stable 10 mg QD for 28 days | T 8.7-fold 110.7-fold
dose
"Lopinavir 400 mg BID/ ritonavir 100 | 20 mg QD for 4 days | 1 5.9-fold T 4.7-fold
mg BID, 14 days
"Ritonavir 400 mg BID/ saquinavir 40 mg QD for 4 days | T 3.9-fold T 4.3-fold
400mg BID, 15 days
#Clarithromycin 500 mg BID, 9 days | 80 mg QD for 8 days | T 4.4-fold T 5.4-fold
"Itraconazole 200 mg QD, 4 days 40 mg SD T 3.3-fold T 20%
"Grapefruit Juice, 240 mL QD * 40 mg, SD 1 37% T 16%
Diltiazem 240 mg QD, 28 days 40 mg, SD 151% No change
Erythromycin 500 mg QID, 7 days 10 mg, SD 133% T 38%
Amlodipine 10 mg, single dose 80 mg, SD T 15% 3 12%
Cimetidine 300 mg QD, 4 weeks 10 mg QD for 2  Less 1 11%
weeks than 1%
Colestipol 10 mg BID, 28 weeks 40 mg QD for 28 Not 4 26%**
weeks determined
Maalox TC® 30 mL QD, 17 days 10 mg QD for 15 days | 4 33% J 34%
Efavirenz 600 mg QD, 14 days 10 mg for 3 days 1 41% 1%
"Rifampin 600 mg QD, 7 days (col 40 mg SD 1 30% 1 2.7-fold
administered) '
Rifampin 600 mg QD, 5 days (doses | 40 mg SD 4 80% 4 40%
separated) '
*Gemfibrozil 600mg BID, 7 days 40mg SD 135%  Less
than 1%
"Fenofibrate 160mg QD, 7 days 40mg SD 1 3% 1 2%

& Data given as x-fold change represent a simple ratio between co-administration

and atorvastatin alone (i.e., 1-fold = no change). Data given as % change
represent % difference relative to atorvastatin alone (i.e., 0% = no change).

" See WARNINGS, Skeletal Muscle and PRECAUTIONS, Drug Interactions for

clinical significance.

* QGreater increases in AUC (up to 2.5-fold) and/or Cmax (up to 71%) have been
reported with excessive grapefruit consumption (2 750 mL - 1.2 liters per day).

** Single sample taken 8-16 h post dose.

" Due to the dual interaction mechanism of rifampin, simultaneous col’
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.

TABLE 3. Effect of Atorvastatin on the Pharmacokinetics of Co-administered
Drugs
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Atorvastatin Co-administered drug and dosing regimen

Drug/Dose (mg) Change in AUC Change in Cmax

80 mg QD for 15 Antipyrine, 600 mg SD T 3% 1 11%

days

80 mg QD for 14 "Digoxin 0.25 mg QD, 20 T 15% 120 %

days days

40 mg QD for 22 Oral contraceptive QD, 2

days months T 28% 123%
- norethindrone 1mg 1 19% 1 30%
- ethinyl estradiol 35ug

" See PRECAUTIONS, Drug Interactions for clinical significance.

12. In CLINICAL PHARMACOLOGY/Clinical Studies, the text for Table 2 was changed from:

Table 2 below summarizes the significant clinical outcomes from the composites of the
primary endpoint.

To:

Table 4 below summarizes the significant composite endpoint and clinical outcomes from
the composites of the primary endpoint.

13. In INDICATIONS AND USAGE/Atorvastatin, the following text was added as the first
paragraph:

Therapy with lipid-altering agents should be only one component of multiple risk factor
intervention in individuals at significantly increased risk for atherosclerotic vascular
disease due to hypercholesterolemia. Drug therapy is recommended as an adjunct to diet
when the response to a diet restricted in saturated fat and cholesterol and other
nonpharmacologic measures alone has been inadequate. In patients with CHD or multiple
risk factors for CHD, the atorvastatin component of CADUET can be started
simultaneously with diet restriction.

14. In INDICATIONS AND USAGE/Atorvastatin, the following text and tables have been deleted:

Therapy with lipid-altering agents should be a component of multiple-risk-factor
intervention in individuals at increased risk for atherosclerotic vascular disease due to
hypercholesterolemia. Lipid-altering agents should be used, in addition to a diet restricted
in saturated fat and cholesterol, only when the response to diet and other
nonpharmacological measures has been inadequate (see National Cholesterol Education
Program (NCEP) Guidelines, summarized in Table 10).
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Table 10. NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for
Therapeutic Lifestyle Changes and Drug Therapy in Different Risk Categories

LDL-C Level at

LDL-C Which to Initiate
Goal Therapeutic

Risk (mg/dL) Lifestyle Changes = LDL-C Level at Which to
Category (mg/dL) Consider Drug Therapy (mg/dL)
CHD * or
CHD risk
equivalents <100 >100
(10-year risk
>20%) >130 (100-129: drug optional) °
2+ Risk <130 >130 10-year risk 10%-20%: (1130 100]
Factors (100 year risk <10%: [0 160
year risk
[120%)
0-1 Risk <160 >160 >190 (160-189: LDL-lowering
Factor © drug optional)

* CHD, coronary heart disease

® Some authorities recommend use of LDL-lowering drugs in this category if an LDL-C
level of < 100 mg/dL cannot be achieved by therapeutic lifestyle changes. Others prefer
use of drugs that primarily modify triglycerides and HDL-C, e.g., nicotinic acid or
fibrate. Clinical judgment also may call for deferring drug therapy in this subcategory.

¢ Almost all people with 0-1 risk factor have 10-year risk <10%; thus, 10-year risk
assessment in people with 0-1 risk factor is not necessary.

After the LDL-C goal has been achieved, if the TG is still > 200 mg/dL, non-HDL-C
(total- C minus HDL-C) becomes a secondary target of therapy. Non-HDL-C goals are
set 30 mg/dL higher than LDL-C goals for each risk category.

Prior to initiating therapy with atorvastatin, secondary causes for hypercholesterolemia
(e.g., poorly controlled diabetes mellitus, hypothyroidism, nephrotic syndrome,
dysproteinemias, obstructive liver disease, other drug therapy, and alcoholism) should be
excluded, and a lipid profile performed to measure total-C, LDL-C, HDL-C, and TG. For
patients with TG <400 mg/dL (<4.5 mmol/L), LDL-C can be estimated using the
following equation: LDL-C = total-C - (0.20 x [TG] + HDL-C). For TG levels >400
mg/dL (>4.5 mmol/L), this equation is less accurate and LDL-C concentrations should be
determined by ultracentrifugation.

The antidyslipidemic component of CADUET has not been studied in conditions where
the major lipoprotein abnormality is elevation of chylomicrons (Fredrickson Types I and
V).

The NCEP classification of cholesterol levels in pediatric patients with a familial history

of hypercholesterolemia or premature cardiovascular disease is summarized below:

Table 11. NCEP Classification of Cholesterol Levels in Pediatric Patients



NDA 021540/S-019

Page 8

Category Total-C (mg/dL) LDL-C (mg/dL)
Acceptable <170 <110
Borderline 170-199 110-129
High >200 =130

15. In CONTRAINDICATIONS, the first paragraph was changed from:

CADUET contains atorvastatin and is therefore contraindicated in patients with active
liver disease or unexplained persistent elevations of serum transaminases.

To:
CADUET contains atorvastatin and is therefore contraindicated in patients with active

liver disease, which may include unexplained persistent elevations in hepatic
transaminase levels.

16. In CONTRAINDICATIONS/Pregnancy and Lactation, was changed from:

Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outcome of long-term therapy of primary
hypercholesterolemia. Cholesterol and other products of cholesterol biosynthesis are
essential components for fetal development (including synthesis of steroids and cell
membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and
possibly the synthesis of other biologically active substances derived from cholesterol,
they may cause fetal harm when administered to pregnant women. Therefore, HMG-CoA
reductase inhibitors are contraindicated during pregnancy and in nursing mothers.
CADUET, WHICH INCLUDES ATORVASTATIN, SHOULD BE ADMINISTERED
TO WOMEN OF CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE
HIGHLY UNLIKELY TO CONCEIVE AND HAVE BEEN INFORMED OF THE
POTENTIALHAZARDS. If the patient becomes pregnant while taking this drug, therapy
should be discontinued and the patient apprised of the potential hazard to the fetus.

To:

CADUET contains atorvastatin and is therefore contraindicated in women who are
pregnant or may become pregnant. The atorvastatin component of CADUET may cause
fetal harm when administered to a pregnant woman. Serum cholesterol and triglycerides
increase during normal pregnancy, and cholesterol or cholesterol derivatives are essential
for fetal development. Atherosclerosis is a chronic process and discontinuation of lipid-
lowering drugs during pregnancy should have little impact on the outcome of long-term
therapy of primary hypercholesterolemia.

There are no adequate and well-controlled studies of atorvastatin use during pregnancy;
however in rare reports congenital anomalies were observed following intrauterine
exposure to statins. In rat and rabbit animal reproduction studies, atorvastatin revealed no
evidence of teratogenicity. CADUET, WHICH INCLUDES ATORVASTATIN,
SHOULD BE ADMINISTERED TO WOMEN OF CHILDBEARING AGE ONLY
WHEN SUCH PATIENTS ARE HIGHLY UNLIKELY TO CONCEIVE AND HAVE
BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient becomes pregnant
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while taking this drug, therapy should be discontinued immediately and the patient
apprised of the potential hazard to the fetus (see PRECAUTIONS, Pregnancy).

It is not known whether atorvastatin or amlodipine are excreted into human milk;
however a small amount of another statin does pass into breast milk. Because statins have
the potential for serious adverse reactions in nursing infants, women taking CADUET
should not breastfeed their infants (see PRECAUTIONS, Nursing Mothers).

17. In WARNINGS, the following text was deleted:

Increased Angina and/or Myocardial Infarction

Rarely, patients, particularly those with severe obstructive coronary artery disease, have
developed documented increased frequency, duration and/or severity of angina or acute
myocardial infarction on starting calcium channel blocker therapy or at the time of
dosage increase. The mechanism of this effect has not been elucidated.

Liver Dysfunction

HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been
associated with biochemical abnormalities of liver function. Persistent elevations (>3
times the upper limit of normal [ULN] occurring on 2 or more occasions) in serum
transaminases occurred in 0.7% of patients who received atorvastatin in clinical
trials. The incidence of these abnormalities was 0.2%, 0.2%, 0.6%, and 2.3% for 10,
20, 40, and 80 mg, respectively.

In clinical trials in patients taking atorvastatin the following has been observed. One
patient in clinical trials developed jaundice. Increases in liver function tests (LFT) in
other patients were not associated with jaundice or other clinical signs or symptoms.
Upon dose reduction, drug interruption, or discontinuation, transaminase levels returned
to or near pretreatment levels without sequelae. Eighteen of 30 patients, with persistent
LFT elevations continued treatment with a reduced dose of atorvastatin.

It is recommended that liver function tests be performed prior to and at 12 weeks
following both the initiation of therapy and any elevation of dose, and periodically
(e.g., semiannually) thereafter. Liver enzyme changes generally occur in the first 3
months of treatment with atorvastatin. Patients who develop increased transaminase
levels should be monitored until the abnormalities resolve. Should an increase in ALT or
AST of >3 times ULN persist, reduction of dose or withdrawal of CADUET is
recommended.

CADUET should be used with caution in patients who consume substantial quantities of
alcohol and/or have a history of liver disease. Active liver disease or unexplained
persistent transaminase elevations are contraindications to the use of CADUET (see
CONTRAINDICATIONS).

18. In WARNINGS/Skeletal Muscle, the section was changed from:

Rare cases of rhabdomyolysis with acute renal failure secondary to myoglobinuria
have been reported with the atorvastatin component of CADUET and with other
drugs in the HMG-CoA reductase inhibitor class.
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Uncomplicated myalgia has been reported in atorvastatin-treated patients (see
ADVERSE REACTIONS). Myopathy, defined as muscle aches or muscle weakness in
conjunction with increases in creatine phosphokinase (CPK) values >10 times ULN,
should be considered in any patient with diffuse myalgias, muscle tenderness or
weakness, and/or marked elevation of CPK. Patients should be advised to report promptly
unexplained muscle pain, tenderness or weakness, particularly if accompanied by malaise
or fever. CADUET therapy should be discontinued if markedly elevated CPK levels
occur or myopathy is diagnosed or suspected.

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.

In patients taking CADUET, therapy should be temporarily withheld or
discontinued in any patient with an acute, serious condition suggestive of a
myopathy or having a risk factor predisposing to the development of renal failure
secondary to rhabdomyolysis (e.g., severe acute infection, hypotension, major
surgery, trauma, severe metabolic, endocrine and electrolyte disorders, and
uncontrolled seizures).

To:

Rare cases of rhabdomyolysis with acute renal failure secondary to myoglobinuria
have been reported with the atorvastatin component of CADUET and with other
statins. A history of renal impairment may be a risk factor for the development of
rhabdomyolysis. Such patients merit closer monitoring for skeletal muscle effects.

The atorvastatin component of CADUET, like other statins, occasionally causes
myopathy, defined as muscle aches or muscle weakness in conjunction with increases in
creatine phosphokinase (CPK) values >10 times ULN. The concomitant use of higher
doses of atorvastatin with certain drugs such as cyclosporine and strong CYP3A4
inhibitors (e.g., clarithromycin, itraconazole and HIV protease inhibitors) increases the
risk of myopathy/rhabdomyolysis.

Myopathy should be considered in any patient with diffuse myalgias, muscle tenderness
or weakness, or marked elevation of CPK. Patients should be advised to report promptly
unexplained muscle pain, tenderness or weakness, particularly if accompanied by malaise
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or fever. CADUET therapy should be discontinued if markedly elevated CPK levels
occur or myopathy is diagnosed or suspected.

The risk of myopathy during treatment with statins 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 PRECAUTIONS, 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.

Prescribing recommendations for atorvastatin, a component of CADUET, and interacting
agents are summarized in Table 12 (see DOSAGE AND ADMINISTRATION,
PRECAUTIONS, Drug Interactions, and CLINICAL PHARMACOLOGY).

TABLE 12
Atorvastatin Drug Interactions Associated with Increased
Risk of Myopathy/Rhabdomyolysis

Interacting Agents Prescribing
Recommendations
Cyclosporine Do not exceed 10 mg
atorvastatin daily
Clarithromyein, Caution when exceeding
Itraconazole, doses > 20mg atorvastatin
HIV protease inhibitors daily. The lowest dose
(rlt(')nav.lr plus saquinavir or | pecessary should be used.
lopinavir plus
ritonavir,)

19. In WARNINGS/Liver Dysfunction, the following text was added:

Statins, like the atorvastatin component of CADUET and like some other lipid-lowering
therapies, have been associated with biochemical abnormalities of liver function.
Persistent elevations (>3 times the upper limit of normal [ULN] occurring on 2 or
more occasions) in serum transaminases occurred in 0.7% of patients who received
atorvastatin in clinical trials. The incidence of these abnormalities was 0.2%o, 0.2%o,
0.6%0, and 2.3% for 10, 20, 40, and 80 mg, respectively.

In clinical trials in patients taking the atorvastatin component of CADUET, the following
has been observed. One patient in clinical trials developed jaundice. Increases in liver
function tests (LFT) in other patients were not associated with jaundice or other clinical
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signs or symptoms. Upon dose reduction, drug interruption, or discontinuation,
transaminase levels returned to or near pretreatment levels without sequelae. Eighteen of
30 patients, with persistent LFT elevations continued treatment with a reduced dose of
atorvastatin.,

It is recommended that liver function tests be performed prior to and at 12 weeks
following both the initiation of therapy and any elevation of dose, and periodically (e.g.,
semiannually) thereafter. Liver enzyme changes generally occur in the first 3 months of
treatment with the atorvastatin component of CADUET. Patients who develop increased
transaminase levels should be monitored until the abnormalities resolve. Should an
increase in ALT or AST of >3 times ULN persist, reduction of dose or withdrawal of
CADUET is recommended.

Active liver disease or unexplained persistent transaminase elevations are
contraindications to the use of CADUET (see CONTRAINDICATIONS).

20. In WARNINGS, the following text was added:

Increased Angina and/or Myocardial Infarction

Worsening angina and acute myocardial infarction can develop after starting or
increasing the dose of amlodipine, particularly in patients with severe obstructive
coronary artery disease.

21. In PRECAUTIONS, the following text was deleted:

General

Since the vasodilation induced by the amlodipine component of CADUET is gradual in
onset, acute hypotension has rarely been reported after oral administration of amlodipine.
Nonetheless, caution should be exercised when administering CADUET as with any
other peripheral vasodilator particularly in patients with severe aortic stenosis.

Before instituting therapy with CADUET, an attempt should be made to control
hypercholesterolemia with appropriate diet, exercise, and weight reduction in obese
patients, and to treat other underlying medical problems (see INDICATIONS AND
USAGE).

Use in Patients with Congestive Heart Failure

In general, calcium channel blockers should be used with caution in patients with heart
failure. The amlodipine component of CADUET (5-10 mg per day) has been studied in a
placebo-controlled trial of 1153 patients with NYHA Class III or IV heart failure (see
CLINICAL PHARMACOLOGY) on stable doses of ACE inhibitor, digoxin, and
diuretics. Follow-up was at least 6 months, with a mean of about 14 months. There was
no overall adverse effect on survival or cardiac morbidity (as defined by life-threatening
arrhythmia, acute myocardial infarction, or hospitalization for worsened heart failure).
Amlodipine has been compared to placebo in four 8-12 week studies of patients with
NYHA class II/IIT heart failure, involving a total of 697 patients. In these studies, there
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was no evidence of worsened heart failure based on measures of exercise tolerance,
NYHA classification, symptoms, or LVEF

22. In PRECAUTIONS/Hypotension, the following text was added:

Symptomatic hypotension is possible, particularly in patients with severe aortic stenosis.
Because of the gradual onset of action, acute hypotension is unlikely.

23. In PRECAUTIONS/Endocrine Function, the passive voice was converted to active voice. The
first paragraph now reads:

Statins, such as the atorvastatin component of CADUET interfere with cholesterol
synthesis and theoretically might blunt adrenal and/or gonadal steroid production.
Clinical studies have shown that atorvastatin does not reduce basal plasma cortisol
concentration or impair adrenal reserve. The effects of statins on male fertility have not
been studied in adequate numbers of patients. The effects, if any, on the pituitary-gonadal
axis in premenopausal women are unknown. Use caution when administering a statin
with drugs that may decrease the levels or activity of endogenous steroid hormones, such
as ketoconazole, spironolactone, and cimetidine.

24. In PRECAUTIONS, the following text has been added:

Use in Patients with Recent Stroke or TIA

Studies with atorvastatin: In a post-hoc analysis of the Stroke Prevention by Aggressive
Reduction in Cholesterol Levels (SPARCL) study where atorvastatin 80 mg vs. placebo
was administered in 4,731 subjects without CHD who had a stroke or TIA within the
preceding 6 months, a higher incidence of hemorrhagic stroke was seen in the
atorvastatin 80 mg group compared to placebo (55, 2.3% atorvastatin vs. 33, 1.4%
placebo; HR: 1.68, 95% CI: 1.09, 2.59; p=0.0168). The incidence of fatal hemorrhagic
stroke was similar across treatment groups (17 vs. 18 for the atorvastatin and placebo
groups, respectively). The incidence of nonfatal hemorrhagic stroke was significantly
higher in the atorvastatin group (38, 1.6%) as compared to the placebo group (16, 0.7%).
Some baseline characteristics, including hemorrhagic and lacunar stroke on study entry,
were associated with a higher incidence of hemorrhagic stroke in the atorvastatin group
(see ADVERSE REACTIONS, The Atorvastatin Component of CADUET).

25. In PRECAUTIONS/Information for Patients, the first paragraph was changed from:

Due to the risk of myopathy with drugs of the HMG-CoA reductase class, to which the
atorvastatin component of CADUET belongs, patients should be advised to report
promptly unexplained muscle pain, tenderness, or weakness, particularly if accompanied
by malaise or fever.

To:
Because of the risk of myopathy with statins, the drug class to which the atorvastatin

component of CADUET belongs, advise patients to promptly report unexplained muscle
pain, tenderness, or weakness, particularly if accompanied by malaise or fever.
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26. In PRECAUTIONS/Drug Interactions, the sentence “, which was not clinically meaningful.”
was added to the last sentence of the first paragraph. The paragraph now reads:

Data from a drug-drug interaction study involving 10 mg of amlodipine and 80 mg of
atorvastatin in healthy subjects indicate that the pharmacokinetics of amlodipine are not
altered when the drugs are coadministered. The effect of amlodipine on the
pharmacokinetics of atorvastatin showed no effect on the Cmax: 91% (90% confidence
interval: 80 to 103%), but the AUC of atorvastatin increased by 18% (90% confidence
interval: 109 to 127%) in the presence of amlodipine, which was not clinically
meaningful.

27. In PRECAUTIONS/Studies with Atorvastatin, the section was changed from:

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 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).



NDA 021540/S-019

Page 15

Cyclosporine: Atorvastatin and atorvastatin-metabolites are substrates of the OATP1B1
transporter. Inhibitors of the OATP1BI (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 coadministration 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.

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,
steadystate 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

To:

The risk of myopathy during treatment with statins is increased with concurrent
administration of fibric acid derivatives, lipid-modifying doses of niacin, cyclosporine, or
strong CYP 3A4 inhibitors (e.g., clarithromycin, HIV protease inhibitors, and
itraconazole) (see WARNINGS, Skeletal Muscle, and CLINICAL
PHARMACOLOGY).
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Strong Inhibitors of CYP 3A4: Atorvastatin is metabolized by cytochrome P450 3A4.
Concomitant administration of atorvastatin with strong inhibitors of CYP 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 CYP 3A4.

Clarithromycin: Atorvastatin AUC was significantly increased with concomitant
administration of atorvastatin 80 mg with clarithromycin (500 mg twice daily) compared
to that of atorvastatin alone (see CLINICAL PHARMACOLOGY). Therefore, in
patients taking clarithromycin, use caution when administering atorvastatin doses >20 mg
(see WARNINGS, Skeletal Muscle, and DOSAGE AND ADMINISTRATION).

Combination of Protease Inhibitors: Atorvastatin AUC was significantly increased
with concomitant administration of atorvastatin 40 mg with ritonavir plus saquinavir (400
mg twice daily) or atorvastatin 20 mg with lopinavir plus ritonavir (400 mg + 100 mg
twice daily) compared to that of atorvastatin alone (see CLINICAL
PHARMACOLOGY). Therefore, in patients taking HIV protease inhibitors, use caution
when administering atorvastatin doses >20 mg (see WARNINGS, Skeletal Muscle, and
DOSAGE AND ADMINISTRATION).

Itraconazole: Atorvastatin AUC was significantly increased with concomitant
administration of atorvastatin 40 mg and itraconazole 200 mg (see CLINICAL
PHARMACOLOGY). Therefore, in patients taking itraconazole, use caution when
administering atorvastatin doses >20 mg (see WARNINGS, Skeletal Muscle, and
DOSAGE AND ADMINISTRATION).

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 OATP1BI1 (e.g., cyclosporine) can increase the
bioavailability of atorvastatin. Atorvastatin AUC was significantly increased with
concomitant administration of atorvastatin 10 mg and cyclosporine 5.2 mg/kg/day
compared to that of atorvastatin alone (see CLINICAL PHARMACOLOGY). In cases
where coadministration of atorvastatin with cyclosporine is necessary, the dose of
atorvastatin should not exceed 10 mg (see WARNINGS, Skeletal Muscle).

Rifampin or other Inducers of Cytochrome P450 3A4: Concomitant administration of
atorvastatin with inducers of cytochrome P450 3A4 (e.g., 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.

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.
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Oral Contraceptives: Coadministration of atorvastatin and an oral contraceptive
increased AUC values for norethindrone and ethinyl estradiol (see CLINICAL
PHARMACOLOGY). 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.

28. In PRECAUTIONS/Pregnancy, the first paragraph was changed from:

Safety in pregnant women has not been established with CADUET. CADUET should be
administered to women of child-bearing potential only when such patients are highly
unlikely to conceive and have been informed of the potential hazards. If the woman
becomes pregnant while taking CADUET, it should be discontinued and the patient
advised again as to the potential hazards to the fetus.

To:

CADUET contains atorvastatin and is therefore contraindicated in women who are
pregnant or may become pregnant. The atorvastatin component of CADUET may cause
fetal harm when administered to a pregnant woman. CADUET should be administered to
women of child-bearing potential only when such patients are highly unlikely to conceive
and have been informed of the potential hazards. If the woman becomes pregnant while
taking CADUET, it should be discontinued immediately and the patient advised again as
to the potential hazards to the fetus, and the lack of known clinical benefit with continued
use during pregnancy.

Serum cholesterol and triglycerides increase during normal pregnancy. Serum
cholesterol and triglycerides increase during normal pregnancy, and cholesterol
products are essential for fetal development. Atherosclerosis is a chronic process, and
discontinuation of lipid-lowering drugs during pregnancy should have little impact on
long-term outcomes of primary hypercholesterolemia therapy.

29. In PRECAUTIONS/Pregnancy/Studies with atorvastatin, the following text was added as the

first paragraph:

There are no adequate and well-controlled studies of atorvastatin use during pregnancy.
There have been rare reports of congenital anomalies following intrauterine exposure to
statins. In a review of about 100 prospectively followed pregnancies in women exposed
to other statins, the incidences of congenital anomalies, spontaneous abortions, and fetal
deaths/stillbirths did not exceed the rate expected in the general population. However,
this study was only able to exclude a three-to-four-fold increased risk of congenital
anomalies over background incidence. In 89% of these cases, drug treatment started
before pregnancy and stopped during the first trimester when pregnancy was identified.

30. In PRECAUTIONS/Nursing Mothers, the section was changed from:

It is not known whether the amlodipine component of CADUET is excreted in human
milk.
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Nursing rat pups taking atorvastatin had plasma and liver drug levels of 50% and 40%,
respectively, of that in their mother’s milk. Because of the potential for adverse reactions
in nursing infants, women taking CADUET should not breast-feed (see
CONTRAINDICATIONS).

To:

Studies with amlodipine: It is not known whether the amlodipine component of CADUET
is excreted in human milk.

Studies with atorvastatin: It is not known whether the atorvastatin component of
CADUET is excreted in human milk, but a small amount of another drug in this class
does pass into breast milk. Nursing rat pups taking atorvastatin had plasma and liver drug
levels of 50% and 40%, respectively, of that in their mother’s milk. Animal breast milk
drug levels may not accurately reflect human breast milk levels. Because another drug in
this class passes into human milk and because statins have a potential to cause serious
adverse reactions in nursing infants, women taking CADUET, which includes
atorvastatin, should be advised not to nurse their infants (see
CONTRAINDICATIONS).

31. In PRECAUTIONS/Pediatric Use, the word “significant” replaces the word “detectable” in the

fourth sentence of the third paragraph.

32. In PRECAUTIONS/Geriatric Use/In studies with Atorvastatin, the section was changed from:

In studies with atorvastatin: The safety and efficacy of atorvastatin (10-80 mg) in the
geriatric population (>65 years of age) was evaluated in the ACCESS study. In this 54-
week open-label trial 1,958 patients initiated therapy with atorvastatin calcium 10 mg. Of
these, 835 were elderly (>65 years) and 1,123 were non-elderly. The mean change in
LDLC from baseline after 6 weeks of treatment with atorvastatin calcium 10 mg was —
38.2% in the elderly patients versus —34.6% in the non-elderly group.

The rates of discontinuation in patients on atorvastatin due to adverse events were similar
between the two age groups. There were no differences in clinically relevant laboratory
abnormalities between the age groups.

Use in Patients with Recent Stroke or TIA

In a post-hoc analysis of the Stroke Prevention by Aggressive Reduction in Cholesterol
Levels (SPARCL) study where LIPITOR 80 mg vs placebo was administered in 4,731
subjects without CHD who had a stroke or TIA within the preceding 6 months, a higher
incidence of hemorrhagic stroke was seen in the LIPITOR 80 mg group compared to
placebo. Subjects with hemorrhagic stroke on study entry appeared to be at increased risk
for hemorrhagic stroke.

To:

In studies with atorvastatin: Of the 39,828 patients who received LIPITOR in clinical
studies, 15,813 (40%) were 265 years old and 2,800 (7%) were 275 years old. No overall

differences in safety or effectiveness were observed between these subjects and younger
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subjects, and other reported clinical experience has not identified differences in responses
between the elderly and younger patients, but greater sensitivity of some older adults
cannot be ruled out. Advanced age (265 years) is a predisposing factor for myopathy.

33. In ADVERSE REACTIONS/The Atorvastatin Component of CADUET, the section was
changed from:

Atorvastatin is generally well-tolerated. Adverse reactions have usually been mild and
transient. In controlled clinical studies of 2502 patients, <2% of patients were
discontinued due to adverse experiences attributable to atorvastatin calcium. The most
frequent adverse events thought to be related to atorvastatin calcium were constipation,
flatulence, dyspepsia, and abdominal pain.

Clinical Adverse Experiences

Adverse experiences reported in 22% of patients in placebo-controlled clinical studies of
atorvastatin, regardless of causality assessment, are shown in Table 12.

Table 12. Adverse Events in Placebo-Controlled Studies

(% of Patients)
atorvastatin
Body System/ Placebo 10 mg 20 mg 40 mg 80 mg
Adverse Event N=270 N=863 N=36 N=79 N=94
BODY AS A WHOLE
Infection 10.0 10.3 2.8 10.1 7.4
Headache 7.0 54 16.7 2.5 6.4
Accidental Injury 3.7 4.2 0.0 1.3 3.2
Flu Syndrome 1.9 2.2 0.0 2.5 3.2
Abdominal Pain 0.7 2.8 0.0 3.8 2.1
Back Pain 3.0 2.8 0.0 3.8 1.1
Allergic Reaction 2.6 0.9 2.8 1.3 0.0
Asthenia 1.9 2.2 0.0 3.8 0.0

DIGESTIVE SYSTEM

Constipation 1.8 2.1 0.0 2.5 1.1
Diarrhea 1.5 2.7 0.0 3.8 5.3

Dyspepsia 4.1 23 2.8 1.3 2.1
Flatulence 33 2.1 2.8 1.3 1.1

RESPIRATORY SYSTEM
Sinusitis 2.6 2.8 0.0 2.5 6.4
Pharyngitis 1.5 2.5 0.0 1.3 2.1

SKIN AND APPENDAGES
Rash 0.7 3.9 2.8 3.8 1.1
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MUSCULOSKELETAL SYSTEM
Arthralgia 1.5 2.0 0.0 5.1 0.0
Myalgia 1.1 3.2 5.6 1.3 0.0

Anglo-Scandinavian Cardiac Outcomes Trial (ASCOT)

In ASCOT (see CLINICAL PHARMACOLOGY, Clinical Studies, Clinical Studies
with Atorvastatin) involving 10,305 participants treated with atorvastatin 10 mg daily
(n=5,168) or placebo (n=5,137), the safety and tolerability profile of the group treated
with atorvastatin was comparable to that of the group treated with placebo during a
median of 3.3 years of follow-up.

Collaborative Atorvastatin Diabetes Study (CARDS)

In CARDS (see CLINICAL PHARMACOLOGY, Clinical Studies, Clinical Studies
with Atorvastatin) involving 2838 subjects with type 2 diabetes treated with LIPITOR 10
mg daily (n=1428) or placebo (n=1410), there was no difference in the overall frequency
of adverse events or serious adverse events between the treatment groups during a
median follow-up of 3.9 years. No cases of rhabdomyolysis were reported.

Treating to New Targets Study (TNT)

In TNT (see CLINICAL PHARMACOLOGY, Clinical Studies) involving 10,001
subjects with clinically evident CHD treated with LIPITOR 10 mg daily (n=5006) or
LIPITOR 80 mg daily (n=4995), there were more serious adverse events and
discontinuations due to adverse events in the high-dose atorvastatin group (92, 1.8%;
497, 9.9%, respectively) as compared to the low-dose group (69, 1.4%; 404, 8.1%,
respectively) during a median follow-up of 4.9 years. Persistent transaminase elevations
(>3 x ULN twice within 4-10 days) occurred in 62 (1.3%) individuals with atorvastatin
80 mg and in nine (0.2%) individuals with atorvastatin 10 mg. Elevations of CK (> 10 x
ULN) were low overall, but were higher in the high-dose atorvastatin treatment group
(13, 0.3%) compared to the low-dose atorvastatin group (6, 0.1%).

Incremental Decrease in Endpoints Through Aggressive Lipid Lowering Study (IDEAL)
In IDEAL (see CLINICAL PHARMACOLOGY, Clinical Studies) involving 8,888
subjects treated with LIPITOR 80 mg/day (n=4439) or simvastatin 20-40 mg daily
(n=4449), there was no difference in the overall frequency of adverse events or serious
adverse events between the treatment groups during a median follow-up of 4.8 years.

The following adverse events were reported, regardless of causality assessment, in
patients treated with atorvastatin in clinical trials. The events in italics occurred in >2%
of patients and the events in plain type occurred in <2% of patients.

Body as a Whole: Chest pain, face edema, fever, neck rigidity, malaise, photosensitivity
reaction, generalized edema.

Digestive System: Nausea, gastroenteritis, liver function tests abnormal, colitis,
vomiting, gastritis, dry mouth, rectal hemorrhage, esophagitis, eructation, glossitis, mouth
ulceration, anorexia, increased appetite, stomatitis, biliary pain, cheilitis, duodenal ulcer,
dysphagia, enteritis, melena, gum hemorrhage, stomach ulcer, tenesmus, ulcerative
stomatitis, hepatitis, pancreatitis, cholestatic jaundice.
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Respiratory System: Bronchitis, rhinitis, pneumonia, dyspnea, asthma, epistaxis.

Nervous System: Insomnia, dizziness, paresthesia, somnolence, amnesia, abnormal
dreams, libido decreased, emotional lability, incoordination, peripheral neuropathy,
torticollis, facial paralysis, hyperkinesia, depression, hypesthesia, hypertonia.

Musculoskeletal System: Arthritis, leg cramps, bursitis, tenosynovitis, myasthenia,
tendinous contracture, myositis.

Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin, sweating, acne,
urticaria, eczema, seborrhea, skin ulcer.

Urogenital System: Urinary tract infection, hematuria, albuminuria, urinary frequency,
cystitis, impotence, dysuria, kidney calculus, nocturia, epididymitis, fibrocystic breast,
vaginal hemorrhage, breast enlargement, metrorrhagia, nephritis, urinary incontinence,
urinary retention, urinary urgency, abnormal ejaculation, uterine hemorrhage.

Special Senses: Amblyopia, tinnitus, dry eyes, refraction disorder, eye hemorrhage,
deafness, glaucoma, parosmia, taste loss, taste perversion.

Cardiovascular System: Palpitation, vasodilatation, syncope, migraine, postural
hypotension, phlebitis, arrhythmia, angina pectoris, hypertension.

Metabolic and Nutritional Disorders: Peripheral edema, hyperglycemia, creatine
phosphokinase increased, gout, weight gain, hypoglycemia.

Hemic and Lymphatic System: Ecchymosis, anemia, lymphadenopathy,
thrombocytopenia, petechia.

Postintroduction Reports with Atorvastatin

Adverse events associated with atorvastatin therapy reported since market introduction,
that are not listed above, regardless of causality assessment, include the following:
anaphylaxis, angioneurotic edema, bullous rashes (including erythema multiforme,
Stevens-Johnson syndrome, and toxic epidermal necrolysis), rhabdomyolysis, fatigue,
tendon rupture, and hepatic failure.

Pediatric Patients (ages 10-17 years)

In a 26-week controlled study in boys and postmenarchal girls (n=140), the safety and
tolerability profile of atorvastatin 10 to 20 mg daily was generally similar to that of
placebo (see CLINICAL PHARMACOLOGY, Clinical Studies section and
PRECAUTIONS, Pediatric Use).

To:

The following serious adverse reactions are discussed in greater detail in other sections of
the label:

Rhabdomyolysis and myopathy (see WARNINGS, Skeletal Muscle)

Liver enzyme abnormalities (see WARNINGS, Liver Dysfunction)
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Clinical Adverse Experiences

Because clinical trials are conducted under widely varying conditions, the adverse
reaction rates observed in the clinical studies of a drug cannot be directly compared to
rates in the clinical trials of another drug and may not reflect the rates observed in clinical
practice.

In the LIPITOR placebo-controlled clinical trial database of 16,066 patients (8755
LIPITOR vs. 7311 placebo; age range 10-93 years, 39% women, 91% Caucasians, 3%
Blacks, 2% Asians, 4% other) with a median treatment duration of 53 weeks, 9.7% of
patients on LIPITOR and 9.5% of the patients on placebo discontinued due to adverse
reactions regardless of causality. The five most common adverse reactions in patients
treated with LIPITOR that led to treatment discontinuation and occurred at a rate greater
than placebo were: myalgia (0.7%), diarrhea (0.5%), nausea (0.4%), alanine
aminotransferase increase (0.4%), and hepatic enzyme increase (0.4%).

The most commonly reported adverse reactions (incidence > 2% and greater than
placebo) regardless of causality, in patients treated with LIPITOR in placebo controlled
trials (n=8755) were: nasopharyngitis (8.3%), arthralgia (6.9%), diarrhea (6.8%), pain in
extremity (6.0%), and urinary tract infection (5.7%).

Table 13 summarizes the frequency of clinical adverse reactions, regardless of causality,
reported in > 2% and at a rate greater than placebo in patients treated with LIPITOR
(n=8755), from seventeen placebo-controlled trials.
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Table 13. Clinical adverse reactions occurring in > 2% in patents treated with any
dose of LIPITOR and at an incidence greater than placebo regardless of causality
(% of patients).

Adverse Any dose 10 mg 20 mg 40 mg Iiozznogs Placebo
Reaction* N=8755 N=3908 N=188  N=604 5 N=7311
Nasopharyngitis 8.3 12.9 53 7.0 4.2 8.2
Arthralgia 6.9 8.9 11.7 10.6 43 6.5
Diarrhea 6.8 7.3 6.4 14.1 52 6.3
Pain in extremity 6.0 8.5 3.7 9.3 3.1 5.9
Urinary tract 5.7 6.9 6.4 8.0 4.1 5.6
infection
Dyspepsia 4.7 5.9 3.2 6.0 33 4.3
Nausea 4.0 3.7 3.7 7.1 3.8 3.5

Musculoskeletal 5 o 52 32 5.1 23 3.6

t pain

hMuscle Spasms 3.6 4.6 4.8 5.1 2.4 3.0

eMyalgia 3.5 3.6 5.9 8.4 2.7 3.1

rInsomnia 3.0 2.8 1.1 53 2.8 2.9
Pharyngolaryngea ) 5 3.9 1.6 28 07 2.

al pain

d* Adverse Reaction > 2% in any dose greater than placebo

v

Other adverse reactions reported in placebo-controlled studies include:

Body as a whole: malaise, pyrexia; Digestive system: abdominal discomfort, eructation,
flatulence, hepatitis, cholestasis; Musculoskeletal system: musculoskeletal pain, muscle
fatigue, neck pain, joint swelling; Metabolic and nutritional system: transaminases
increase, liver function test abnormal, blood alkaline phosphatase increase, creatine
phosphokinase increase, hyperglycemia; Nervous system: nightmare; Respiratory system:
epistaxis; Skin and appendages: urticaria; Special senses: vision blurred, tinnitus;
Urogenital system: white blood cells urine positive.

Anglo-Scandinavian Cardiac Outcomes Trial (ASCOT)

In ASCOT (see CLINICAL PHARMACOLOGY, Clinical Studies, Clinical Studies
with Atorvastatin) involving 10,305 participants (age range 40—80 years, 19% women;
94.6% Caucasians, 2.6% Africans, 1.5% South Asians, 1.3% mixed/other) treated with
atorvastatin 10 mg daily (n=5,168) or placebo (n=5,137), the safety and tolerability
profile of the group treated with atorvastatin was comparable to that of the group treated
with placebo during a median of 3.3 years of follow-up.

Collaborative Atorvastatin Diabetes Study (CARDS)

In CARDS (see CLINICAL PHARMACOLOGY, Clinical Studies, Clinical Studies
with Atorvastatin) involving 2838 subjects (age range 39-77 years, 32% women; 94.3%
Caucasians, 2.4% South Asians, 2.3% Afro-Caribbean, 1.0% other)with type 2 diabetes
treated with LIPITOR 10 mg daily (n=1428) or placebo (n=1410), there was no
difference in the overall frequency of adverse reactions or serious adverse reactions
between the treatment groups during a median follow-up of 3.9 years. No cases of
rhabdomyolysis were reported.

Treating to New Targets Study (TNT)
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In TNT (see CLINICAL PHARMACOLOGY, Clinical Studies) involving 10,001
subjects (age range 29-78 years, 19% women; 94.1% Caucasians, 2.9% Blacks, 1.0%
Asians, 2.0% other) with clinically evident CHD treated with LIPITOR 10 mg daily
(n=5006) or LIPITOR 80 mg daily (n=4995), there were more serious adverse reactions
and discontinuations due to adverse reactions in the high-dose atorvastatin group (92,
1.8%; 497, 9.9%, respectively) as compared to the low-dose group (69, 1.4%; 404, 8.1%,
respectively) during a median follow-up of 4.9 years. Persistent transaminase elevations
(>3 x ULN twice within 4-10 days) occurred in 62 (1.3%) individuals with atorvastatin
80 mg and in nine (0.2%) individuals with atorvastatin 10 mg. Elevations of CK (> 10 x
ULN) were low overall, but were higher in the high-dose atorvastatin treatment group
(13, 0.3%) compared to the low-dose atorvastatin group (6, 0.1%).

Incremental Decrease in Endpoints Through Aggressive Lipid Lowering Study (IDEAL)
In IDEAL (see CLINICAL PHARMACOLOGY, Clinical Studies) involving 8,888
subjects (age range 26—80 years, 19% women; 99.3% Caucasians, 0.4% Asians, 0.3%
Blacks, 0.04% other) treated with LIPITOR 80 mg/day (n=4439) or simvastatin 20-40
mg daily (n=4449), there was no difference in the overall frequency of adverse reactions
or serious adverse reactions between the treatment groups during a median follow-up of
4.8 years.

Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)

In SPARCL involving 4731 subjects (age range 21-92 years, 40% women; 93.3%
Caucasians, 3.0% Blacks, 0.6% Asians, 3.1% other) without clinically evident CHD but
with a stroke or transient ischemic attack (TIA) within the previous 6 months treated with
LIPITOR 80 mg (n=2365) or placebo (n=2366) for a median follow-up of 4.9 years, there
was a higher incidence of persistent hepatic transaminase elevations (> 3 x ULN twice
within 4-10 days) in the atorvastatin group (0.9%) compared to placebo (0.1%).
Elevations of CK (>10 x ULN) were rare, but were higher in the atorvastatin group
(0.1%) compared to placebo (0.0%). Diabetes was reported as an adverse reaction in 144
subjects (6.1%) in the atorvastatin group and 89 subjects (3.8%) in the placebo group (see
PRECAUTIONS).

In a post-hoc analysis, LIPITOR 80 mg reduced the incidence of ischemic stroke
(218/2365, 9.2% vs. 274/2366, 11.6%) and increased the incidence of hemorrhagic stroke
(55/2365, 2.3% vs. 33/2366, 1.4%) compared to placebo. The incidence of fatal
hemorrhagic stroke was similar between groups (17 LIPITOR vs. 18 placebo). The
incidence of non-fatal hemorrhagic strokes was significantly greater in the atorvastatin
group (38 non-fatal hemorrhagic strokes) as compared to the placebo group (16 non-fatal
hemorrhagic strokes). Subjects who entered the study with a hemorrhagic stroke appeared
to be at increased risk for hemorrhagic stroke [7 (16%) LIPITOR vs. 2 (4%) placebo].

There were no significant differences between the treatment groups for all-cause
mortality: 216 (9.1%) in the LIPITOR 80 mg/day group vs. 211 (8.9%) in the placebo
group. The proportions of subjects who experienced cardiovascular death were
numerically smaller in the LIPITOR 80 mg group (3.3%) than in the placebo group
(4.1%). The proportions of subjects who experienced non-cardiovascular death were
numerically larger in the LIPITOR 80 mg group (5.0%) than in the placebo group (4.0%).
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Postintroduction Reports with Atorvastatin

The following adverse reactions have been identified during postapproval use of the
atorvastatin component of CADUET. Because these reactions are reported voluntarily
from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

Adverse reactions associated with atorvastatin therapy reported since market
introduction, that are not listed above, regardless of causality assessment, include the
following: anaphylaxis, angioneurotic edema, bullous rashes (including erythema
multiforme, Stevens-Johnson syndrome, and toxic epidermal necrolysis),
rhabdomyolysis, fatigue, tendon rupture, hepatic failure, dizziness, memory impairment,
depression, and peripheral neuropathy.

Pediatric Patients (ages 10-17 years)

In a 26-week controlled study in boys and postmenarchal girls (n=140, 31% female; 92%
Caucasians, 1.6% Blacks, 1.6% Asians, 4.8% other), the safety and tolerability profile of
atorvastatin 10 to 20 mg daily was generally similar to that of placebo (see CLINICAL
PHARMACOLOGY, Clinical Studies section and PRECAUTIONS, Pediatric Use).

34. In OVERDOSAGE, the passive voice in the second paragraph was changed to active voice. The

paragraph now reads:

If overdose should occur, begin active cardiac and respiratory monitoring. Perform
frequent blood pressure measurements. Should hypotension occur, initiate cardiovascular
support including elevation of the extremities and administration of fluids. If hypotension
remains unresponsive to these conservative measures, consider administration of
vasopressors (such as phenylephrine) with specific attention to circulating volume and
urine output. As amlodipine is highly protein bound, hemodialysis is not likely to be of
benefit.

35. In DOSAGE AND ADMINISTRATION/Atorvastatin (Hyperlipidemia), the section was

changed from:

The patient should be placed on a standard cholesterol-lowering diet before receiving
atorvastatin and should continue on this diet during treatment with atorvastatin.

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed
Dyslipidemia (Fredrickson Types lla and 11b)

The recommended starting dose of atorvastatin is 10 or 20 mg once daily. Patients who
require a large reduction in LDL-C (more than 45%) may be started at 40 mg once daily.
The dosage range of atorvastatin is 10 to 80 mg once daily. Atorvastatin can be
administered as a single dose at any time of the day, with or without food. The starting
dose and maintenance doses of atorvastatin should be individualized according to patient
characteristics such as goal of therapy and response (see NCEP Guidelines, summarized
in Table 9). After initiation and/or upon titration of atorvastatin, lipid levels should be
analyzed within 2 to 4 weeks and dosage adjusted accordingly.
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Since the goal of treatment is to lower LDL-C, the NCEP recommends that LDL-C levels
be used to initiate and assess treatment response. Only if LDL-C levels are not available,
should total-C be used to monitor therapy.

Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10-17 years of age)
The recommended starting dose of atorvastatin is 10 mg/day; the maximum
recommended dose is 20 mg/day (doses greater than 20 mg have not been studied in this
patient population). Doses should be individualized according to the recommended goal
of therapy (see NCEP Pediatric Panel Guidelines1, CLINICAL PHARMACOLOGY,
and INDICATIONS AND USAGE). Adjustments should be made at intervals of 4
weeks or more.

Homozygous Familial Hypercholesterolemia

The dosage of atorvastatin in patients with homozygous FH is 10 to 80 mg daily.
Atorvastatin should be used as an adjunct to other lipid-lowering treatments (e.g., LDL
apheresis) in these patients or if such treatments are unavailable. Note: a 2.5/80 mg
CADUET tablet is not available. Management of patients needing a 2.5/80 mg
combination requires individual assessments of dyslipidemia and therapy with the
individual components as a 2.5/80 mg CADUET tablet is not available.

Concomitant Lipid Lowering Therapy

Atorvastatin may be used with bile acid resins. Monitor for signs of myopathy in patients
receving the combination of statins and fibrates. (see WARNINGS, Skeletal Muscle,
and PRECAUTIONS, Drug Interactions).

Dosage in Patients With Renal Insufficiency

Renal disease does not affect the plasma concentrations nor LDL-C reduction of
atorvastatin; thus, dosage adjustment in patients with renal dysfunction is not necessary
(see CLINICAL PHARMACOLOGY, Pharmacokinetics).

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).

To:

Hyperlipidemia (Heterozygous Familial and Nonfamilial) and Mixed

Dyslipidemia (Fredrickson Types lla and 11b)

The recommended starting dose of atorvastatin is 10 or 20 mg once daily. Patients who
require a large reduction in LDL-C (more than 45%) may be started at 40 mg once daily.
The dosage range of atorvastatin is 10 to 80 mg once daily. Atorvastatin can be
administered as a single dose at any time of the day, with or without food. The starting
dose and maintenance doses of atorvastatin should be individualized according to patient
characteristics such as goal of therapy and response (see current NCEP Guidelines). After
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initiation and/or upon titration of atorvastatin, lipid levels should be analyzed within 2 to
4 weeks and dosage adjusted accordingly.

Heterozygous Familial Hypercholesterolemia in Pediatric Patients (10-17 years of age)
The recommended starting dose of atorvastatin is 10 mg/day; the maximum
recommended dose is 20 mg/day (doses greater than 20 mg have not been studied in this
patient population). Doses should be individualized according to the recommended goal
of therapy (see current NCEP Pediatric Panel Guidelines, CLINICAL
PHARMACOLOGY, and INDICATIONS AND USAGE). Adjustments should be
made at intervals of 4 weeks or more.

Homozygous Familial Hypercholesterolemia

The dosage of atorvastatin in patients with homozygous FH is 10 to 80 mg daily.
Atorvastatin should be used as an adjunct to other lipid-lowering treatments (e.g., LDL
apheresis) in these patients or if such treatments are unavailable. Note: a 2.5/80 mg
CADUET tablet is not available. Management of patients needing a 2.5/80 mg
combination requires individual assessments of dyslipidemia and therapy with the
individual components as a 2.5/80 mg CADUET tablet is not available.

Concomitant Lipid Lowering Therapy

Atorvastatin may be used with bile acid resins. Monitor for signs of myopathy in patients
receving the combination of statins and fibrates. (sce WARNINGS, Skeletal Muscle,
and PRECAUTIONS, Drug Interactions).

Dosage in Patients With Renal Impairment

Renal disease does not affect the plasma concentrations nor LDL-C reduction of
atorvastatin; thus, dosage adjustment in patients with renal dysfunction is not necessary
(see WARNINGS, Skeletal Muscle, and CLINICAL PHARMACOLOGY, Specific
Populations).

Dosage in Patients Taking Cyclosporine, Clarithromycin, Itraconazole, 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, itraconazole 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).

36. In the Patient Package Insert/What is CADUET?, the fifth paragraph was changed from:

Lipitor is also used to lower the risk for heart attack or stroke in patients who have risk factors
for heart disease such as: age, smoking, high blood pressure, low HDL-C, heart disease in the
family or diabetes with risk factors such as eye problems, kidney problems, smoking, or high

blood pressure

To:
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37.

38.

39.

40.

41.

42.

We have completed our review of this application, as amended, and it is approved, effective on the date of

Lipitor is also used to lower the risk for heart attack, stroke, certain types of heart surgery, and
chest pain in patients who have heart disease of risk factors for heart disease such as:

age, smoking, high blood pressure, low HDL-C, heart disease in the family.

Lipitor can lower the risk for heart attack or stroke in patients with diabetes and risk factors such
as: diabetic eye or kidney problems, smoking, or high blood pressure.

In the Patient Package Insert/ What are possible side effects of CADUET?/Call your doctor
right away if, the following text was added as the second bullet:

« allergic reactions including swelling of the face, lips, tongue, and/or throat that may

cause difficulty in breathing or swallowing which may require treatment right away.

In the Patient Package Insert/ What are possible side effects of CADUET?/Call your doctor
right away if, the following text was added as the seventh bullet:

« allergic skin reactions.

In the Patient Package Insert/Common side effects of CADUET include, the side effects “gas”,
“rash”, and “constipation” were deleted.

In the Patient Package Insert/Common side effects of CADUET include, the following were
added to the list:

*  Upset stomach
» alterations in some laboratory blood tests

Additional side effects have been reported: tendon problems.
There are numerous editorial changes noted throughout the label i.e. the addition of commas and
hyphens; the renumbering of tables; the word “statin” replaces the words “HMG-CoA reductase”;
the word “hyperlipidemia” replaces the word “hypercholesterolemia”; the word “impairment”

replaces the word “insufficiency” and reformatting of tables.

The revision date and version number have been updated.

this letter, for use as recommended in the enclosed, agreed-upon labeling text.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, please submit the content of
labeling [21 CFR 314.50(1)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/oc/datacouncil/spl.html that is identical to the enclosed labeling (text for the package

insert, text for the patient package insert). For administrative purposes, please designate this submission,
“SPL for approved NDA 021540/S-019.

LETTERS TO HEALTH CARE PROFESSIONALS
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If you issue a letter communicating important safety related information about this drug product (i.e., a
“Dear Health Care Professional” letter), we request that you submit an electronic copy of the letter to both
this NDA and to the following address:

MedWatch

Food and Drug Administration
5600 Fishers Lane, Room 12B05
Rockville, MD 20857

REPORTING REQUIREMENTS

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:

Lori Anne Wachter, RN, BSN
Regulatory Project Manager
(301) 796-3975

Sincerely,
{See appended electronic signature page}

Mary Ross Southworth

Deputy Director for Safety

Division of Cardiovascular and Renal Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

Enclosure:
Agreed-upon Labeling Text
Agreed-upon Text for Patient Package Insert
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