


TABLE 5. Overview of Efficacy Results in TNT

There was no significant difference between the treatment groups for the

a Atorvastatin 80 mg: atorvastatin 10 mg

b Component of other secondary endpoints

*Secondary endpoints not included in primary endpoint

HR=hazard ratio; CHD=coronary heart disease; Cl=confidence interval;
MI=myocardial infarction; CHF=congestive heart failure; CV=cardiovascular;
PVD=peripheral vascular disease; CABG=coronary artery bypass graft
Confidence intervals for the Secondary Endpoints were not adjusted for multi-
ple comparisons

Of the events that comprised the primary efficacy endpoint, treatment with
LIPITOR 80 mg/day significantly reduced the rate of non-fatal, non-procedure
related Ml and fatal and non-fatal stroke, but not CHD death or resusci-
tated cardiac arrest (Table 5). Of the predefined secondary endpoints, treat-
ment with LIPITOR 80 mg/day significantly reduced the rate of coronary
revascularization, angina, and hospitalization for heart failure, but not
peripheral vascular disease. The reduction in the rate of CHF with hospital-
ization was only observed in the 8% of patients with a prior history of CHF.

There was no significant difference between the treatment groups for all-
cause mortality (Table 5). The proportions of subjects who experienced
cardiovascular death, including the components of CHD death and fatal
stroke, were numerically smaller in the LIPITOR 80 mg group than in the
LIPITOR 10 mg treatment group. The proportions of subjects who experi-
enced noncardiovascular death were numerically larger in the LIPITOR 80 mg
group than in the LIPITOR 10 mg treatment group.

In the Incremental Decrease in Endpoints Through Aggressive Lipid Lower-
ing Study (IDEAL), treatment with LIPITOR 80 mg/day was compared to
treatment with simvastatin 20-40 mg/day in 8,888 subjects up to 80 years
of age with a history of CHD to assess whether reduction in CV risk could
be achieved. Patients were mainly male (81%), white (99%) with an aver-
age age of 61.7 years, and an average LDL-C of 121.5 mg/dL at random-
ization; 76% were on statin therapy. In this prospective, randomized,
open-label, blinded endpoint (PROBE) trial with no run-in period, subjects
were followed for a median duration of 4.8 years. The mean LDL-C, TC,
TG, HDL, and non-HDL cholesterol levels at Week 12 were 78, 145, 115,
45, and 100 mg/dL during treatment with 80 mg of LIPITOR and 105, 179,
142, 47, and 132 mg/dL during treatment with 20-40 mg of simvastatin.

Endpoint Atorvastatin | Atorvastatin primary endpoint, the rate of first major coronary event (fatal CHD, non-fatal
n a (Q50 MI, and resuscitated cardiac arrest): 411 (9.3%) in the LIPITOR 80 mg/day
10 mg 80 mg HR? (95%Cl) ; ; )
| — group vs. 463 (10.4%) in the simvastatin 20-40 mg/day group, HR 0.89,
(N=5006) (=4995) 95% Cl (0.78,1.01), p=0.07
PRIMARY ENDPOINT n (%) n (%) ° B P=" .

- - There were no significant differences between the treatment groups for
First major _ 548 [(10.9)| 434 | (8.7) [0.78 (0.69, 0.89) all-cause mortality: 366 (8.2%) in the LIPITOR 80 mg/day group vs. 374
cardiovascular endpoint (8.4%) in the simvastatin 20~40 mg/day group. The proportions of subjects
Components of the who experienced CV or non-CV death were similar for the LIPITOR 80 mg
Primary Endpoint group and the simvastatin 20—-40 mg group.

CHD death 127 | (2.5) | 101 | (2.0) |0.80 (061, 1.03) 14.2 Hyperlipidemia (Heterozygous Familial and Nonfamilial) and
Non-fatal, non- 308 | (6.2) | 243 0.78 (0.66, 0.93) Mixed Dyslipidemia (Fredrickson Types lla and Ilb)
procedure related Ml LIPITOR reduces total-C, LDL-C, VLDL-C, apo B, and TG, and increases
Resuscitated cardiac 2 (0.5) 25 (0.5) |0.96 (0.56, 1.67) HDL-C in patients Wlth hyperlipidemia and_mixed dySleIdemla Therapeutic
arrest re?]pons; is ieerllwnhll? 2 W;.eks, and n(]iaglmum rﬁsponser:] is usually
achieved within 4 weeks and maintaine ing chronic therapy.
Stroke 155 | (34) | 117 | (2.3) |0.75 (0.59, 0.96) 1oved within & Weeks and maintained curing chronic Merapy
(fatal and non-fatal) LIPITOR is effective in a wide variety of patient populations with hyper-
lipidemia, with and without hypertriglyceridemia, in men and women, and
SECONDARY ENDPOINTS® i the elderly. ypertngly
First CHF W.ith 164 | (3.3) | 122 | (2.4) |0.74 (0.59, 0.94) In two multicenter, placebo-controlled, dose-response studies in patients
hospitalization with hyperlipidemia, LIPITOR given as a single dose over 6 weeks, signifi-
First PVD endpoint 282 | (5.6) | 275 | (5.5) |0.97 (0.83,1.15) cantly reduced total-C, LDL-C, apo B, and TG. (Pooled results are provided
First CABG or other 904 [(18.1)] 667 [(13.4)[0.72 (065, 0.80) in Table 6.)
coronary revascularization TABLE 6. Dose Response in Patients With Primary Hyperlipidemia
procedureb (Adjusted Mean % Change From Baseline)?
First documented 615 |(12.3)| 545 |(10.9) [0.88 (0.79, 0.99) Dose N TC LDL-C ApoB TG  HDL-C Non-HDL-C/
angina endpointt HDL-C
All-cause mortality 282 | (5.6) | 284 | (5.7) |1.01(0.85,1.19) Placebo 21 4 4 3 10 -3 7
Components of 10 22 -29 -39 -32 -19 6 -34
All-Cause Mortality 20 20 33 -43 -35 26 9 -4
Cardiovascular death 155 | (3.1) | 126 | (2.5) |0.81 (0.64, 1.03) 40 21 -37 -50 -42 -29 6 -45
Noncardiovascular death 127 | (2.5) | 158 | (3.2) [1.25(0.99, 1.57) 80 23 -45 -60 -50 -37 5 -53
Cancer death 75 | (15) ) 8 | (1.7) [1.13(0.83,1.55) |  aRegults are pooled from 2 dose-response studies.
Other non-CV death 43 1(09) | 58 | (1.2) |1.35(0.91,2.00) In patients with Fredrickson Types Ila and Ilb hyperlipoproteinemia pooled
Suicide, homicide, 9 (0.2) | 15 | (0.3) |1.67(0.73, 3.82) from 24 controlled trials, the median (25th and 75t percentile) percent
and other traumatic changes from baseline in HDL-C for LIPITOR 10, 20, 40, and 80 mg were
non-CV death 6.4 (-1.4,14),8.7 (0,17),7.8 (0, 16), and 5.1 (-2.7, 15), respectively.

Additionally, analysis of the pooled data demonstrated consistent and sig-
nificant decreases in total-C, LDL-C, TG, total-C/HDL-C, and LDL-C/HDL-C.

In three multicenter, double-blind studies in patients with hyperlipidemia,
LIPITOR was compared to other statins. After randomization, patients were
treated for 16 weeks with either LIPITOR 10 mg per day or a fixed dose of
the comparative agent (Table 7).

TABLE 7. Mean Percentage Change From Baseline at Endpoint
(Double-Blind, Randomized, Active-Controlled Trials)

Treatment Non-HDL-C/
(Daily Dose) N Tota-C  LDL-C Apo B TG HDL-C  HDL-C
Study 1
LIPITOR10mg 707 -27° -36% -282 -17° +7 -372
Lovastatin20mg 191 -19 -27 -20 -6 +7 -28
95% Cl for Diff1 -9.2,-65 -10.7,-7.1 -10.0,-65 -15.2,-7.1 -1.7,2.0 -11.1,-7.1
Study 2
LIPITOR10mg 222 -25° -35° 270 -17° +6 -36°
Pravastatin 20 mg 77 -17 -23 -17 -9 +8 -28
95% Cl for Diff! -10.8, 6.1 -14.5,-8.2 -134,-74 -141,-0.7 -49,1.6 -11.5,-4.1
Study 3
LIPITOR10mg 132 -29° -37° -34¢ -23° +7 -39¢
Simvastatin 10mg 45  -24 -30 -30 -15 +7 -33

95% Cl for Diff? -8.7,-2.7 -101,-26 -8.0,-1.1 -151,-0.7 -4.3,39 -9.6,-1.9

1 A negative value for the 95% CI for the difference between treatments favors
LIPITOR for all except HDL-C, for which a positive value favors LIPITOR. If
the range does not include 0, this indicates a statistically significant difference.

2 Significantly different from lovastatin, ANCOVA, p <0.05

b Significantly different from pravastatin, ANCOVA, p <0.05

¢ Significantly different from simvastatin, ANCOVA, p <0.05

The impact on clinical outcomes of the differences in lipid-altering effects
between treatments shown in Table 7 is not known. Table 7 does not con-
tain data comparing the effects of LIPITOR 10 mg and higher doses of
lovastatin, pravastatin, and simvastatin. The drugs compared in the studies
summarized in the table are not necessarily interchangeable.




14.3 Hypertriglyceridemia (Fredrickson Type IV)

The response to LIPITOR in 64 patients with isolated hypertriglyceridemia

treated across several clinical trials is shown in the table below (Table 8).

For the LIPITOR-treated patients, median (min, max) baseline TG level was

565 (267-1502).

TABLE 8. Combined Patients With Isolated Elevated TG: Median (min, max)

Percentage Change From Baseline

Placebo LIPITOR10mg  LIPITOR 20 mg

N=12) N=37) N=13) N=14)

LIPITOR 80 mg

( (
Triglycerides -12.4 (-36.6, 82.7) -41.0 (-76.2, 49.4) -38.7 (-62.7, 29.5) -51.8 (

82.8, 41.3)

( (
: ) 410( R -
Total-C 2.3 (-155,24.4) -282 (-44.9,-6.8) -34.9 (-49.6,-15.2) -44.4 (-635,-3.8)
LDL-C 3.6 (-31.3,316) -265 (57.7,9.8) -30.4(-53.9,0.3) -40.5(-60.6,-13.8)
HDL-C 3.8(-186,134) 138(97,615) 11.0(-32,252) 7.5(-10.8,37.2)
VLDL-C 1.0 (-319, 53.2) -48.8 (-85.8, 57.3) -44.6 (-62.2, -10.8) -62.0 (-88.2, 37.6)
non-HDL-C  -2.8 (-17.6, 30.0) -33.0 (-52.1, -13.3) -42.7 (-563.7, -17.4) 515 (-72.9, -4.3)

14.4 Dyshetalipoproteinemia (Fredrickson Type Ill)

The results of an open-label crossover study of 16 patients (genotypes:
14 apo E2/E2 and 2 apo E3/E2) with dysbetalipoproteinemia (Fredrickson
Type I11) are shown in the table below (Table 9).

TABLE 9. Open-Label Crossover Study of 16 Patients With
Dyshetalipoproteinemia (Fredrickson Type IlI)

Median % Change (min, max)

Median (min, max) at LIPITOR LIPITOR
Baseline (mg/dL) 10 mg 80 mg
Total-C 442 (225, 1320) -37 (-85, 17) -58 (-90, -31)
Triglycerides 678 (273, 5990) -39 (-92, -8) -53 (-95, -30)
IDL-C + VLDL-C 215 (111, 613) -32 (-76,9) -63 (-90, -8)
non-HDL-C 411 (218, 1272) -43 (-87,-19) -64 (-92, -36)

LIPITOR

14.5 Homozygous Familial Hypercholesterolemia

In a study without a concurrent control group, 29 patients ages 6 to 37
years with homozygous FH received maximum daily doses of 20 to 80 mg
of LIPITOR. The mean LDL-C reduction in this study was 18%. Twenty-five
patients with a reduction in LDL-C had a mean response of 20% (range of
7% t0 53%, median of 24%); the remaining 4 patients had 7% to 24%
increases in LDL-C. Five of the 29 patients had absent LDL-receptor func-
tion. Of these, 2 patients also had a portacaval shunt and had no signifi-
cant reduction in LDL-C. The remaining 3 receptor-negative patients had a
mean LDL-C reduction of 22%.

14.6 Heterozygous Familial Hypercholesterolemia in Pediatric Patients
In a double-blind, placebo-controlled study followed by an open-label
phase, 187 boys and postmenarchal girls 10-17 years of age (mean age
14.1 years) with heterozygous familial hypercholesterolemia (FH) or severe
hypercholesterolemia, were randomized to LIPITOR (n=140) or placebo
(n=47) for 26 weeks and then all received LIPITOR for 26 weeks. Inclusion
in the study required 1) a baseline LDL-C level = 190 mg/dL or 2) a base-
line LDL-C level = 160 mg/dL and positive family history of FH or docu-
mented premature cardiovascular disease in a first or second-degree
relative. The mean baseline LDL-C value was 218.6 mg/dL (range:
138.5-385.0 mg/dL) in the LIPITOR group compared to 230.0 mg/dL
(range: 160.0-324.5 mg/dL) in the placebo group. The dosage of LIPITOR
(once daily) was 10 mg for the first 4 weeks and uptitrated to 20 mg if the
LDL-C level was > 130 mg/dL. The number of LIPITOR-treated patients
who required uptitration to 20 mg after Week 4 during the double-blind
phase was 80 (57.1%).

LIPITOR significantly decreased plasma levels of total-C, LDL-C, triglyc-
erides, and apolipoprotein B during the 26-week double-blind phase (see
Table 10).

TABLE 10. Lipid-altering Effects of LIPITOR in Adolescent Boys

and Girls with Heterozygous Familial Hypercholesterolemia or
Severe Hypercholesterolemia (Mean Percentage Change From
Baseline at Endpoint in Intention-to-Treat Population)

DOSAGE N Total-C  LDL-C  HDL-C TG Apolipoprotein B
Placebo 47 -1.5 -04 -1.9 1.0 0.7
140 -314 -39.6 2.8 -12.0 -34.0

The mean achieved LDL-C value was 130.7 mg/dL (range: 70.0-242.0 mg/dL)
in the LIPITOR group compared to 228.5 mg/dL (range: 152.0-385.0 mg/dL)
in the placebo group during the 26-week double-blind phase.

The safety and efficacy of doses above 20 mg have not been studied in
controlled trials in children. The long-term efficacy of LIPITOR therapy in

childhood to reduce morbidity and mortality in adulthood has not been
established.
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HOW SUPPLIED/STORAGE AND HANDLING

10 mg tablets: coded “PD 155” on one side and “10” on the other.
NDC 0071-0155-23 bottles of 90

NDC 0071-0155-34 bottles of 5000

NDC 0071-0155-40 10 x 10 unit dose blisters

20 mg tablets: coded “PD 156” on one side and “20” on the other.
NDC 0071-0156-23 hottles of 90

NDC 0071-0156-40 10 x 10 unit dose blisters

NDC 0071-0156-94 hottles of 5000

40 mg tablets: coded “PD 157” on one side and “40” on the other.
NDC 0071-0157-23 bottles of 90

NDC 0071-0157-73 bottles of 500

NDC 0071-0157-88 bottles of 2500

NDC 0071-0157-40 10 x 10 unit dose blisters

80 mg tablets: coded “PD 158” on one side and “80” on the other.
NDC 0071-0158-23 hottles of 90

NDC 0071-0158-73 bottles of 500

NDC 0071-0158-88 hottles of 2500

NDC 0071-0158-92 8 x 8 unit dose blisters

Storage
Store at controlled room temperature 20 - 25°C (68 - 77°F) [see USP].

PATIENT COUNSELING INFORMATION

Patients taking LIPITOR should be advised that cholesterol is a chronic
condition and they should adhere to their medication along with their
National Cholesterol Education Program (NCEP)-recommended diet, a reg-
ular exercise program as appropriate, and periodic testing of a fasting lipid
panel to determine goal attainment.

Patients should be advised about substances they should not take con-
comitantly with atorvastatin [see Warnings and Precautions (5.1)].
Patients should also be advised to inform other healthcare professionals
prescribing a new medication that they are taking LIPITOR.

17.1 Muscle Pain

All patients starting therapy with LIPITOR should be advised of the risk of
myopathy and told to report promptly any unexplained muscle pain, ten-
derness, or weakness. The risk of this occurring is increased when taking
certain types of medication or consuming larger quantities (>1 liter) of
grapefruit juice. They should discuss all medication, both prescription and
over the counter, with their healthcare professional.

17.2 Liver Enzymes

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.

17.3 Pregnancy

Women of childbearing age should be advised to use an effective method
of birth control to prevent pregnancy while using LIPITOR. Discuss future
pregnancy plans with your patients, and discuss when to stop LIPITOR

if they are trying to conceive. Patients should be advised that if they
become pregnant, they should stop taking LIPITOR and call their health-
care professional.

17.4 Breastfeeding

Women who are breastfeeding should be advised to not use LIPITOR.
Patients who have a lipid disorder and are breastfeeding, should be
advised to discuss the options with their healthcare professional.
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PATIENT INFORMATION

LIPITOR® (LIP-ih-tore) (atorvastatin calcium) Tablets

Read the Patient Information that comes with LIPITOR before
you start taking it and each time you get a refill. There may be
new information. This leaflet does not take the place of talking
with your doctor about your condition or treatment.

If you have any questions about LIPITOR, ask your doctor or
pharmacist.

What is LIPITOR?

LIPITOR is a prescription medicine that lowers cholesterol in
your blood. It lowers the LDL-C (“bad” cholesterol) and triglyc-
erides in your blood. It can raise your HDL-C (“good” choles-
terol) as well. LIPITOR is for adults and children over 10
whose cholesterol does not come down enough with exercise
and a low-fat diet alone.

LIPITOR can lower the risk for heart attack, stroke, certain
types of heart surgery, and chest pain in patients who have
heart disease or 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:
* eye problems, kidney problems, smoking, or high blood
pressure.

LIPITOR starts to work in about 2 weeks.

What is Cholesterol?

Cholesterol and triglycerides are fats that are made in your
body. They are also found in foods. You need some cholesterol
for good health, but too much is not good for you. Cholesterol
and triglycerides can clog your blood vessels. It is especially
important to lower your cholesterol if you have heart disease,
smoke, have diabetes or high blood pressure, are older, or if
heart disease starts early in your family.

Who Should Not Take LIPITOR?

Do not take LIPITOR if you:

« are pregnant or think you may be pregnant, or are planning
to become pregnant. Lipitor may harm your unborn baby. If
you get pregnant, stop taking LIPITOR and call your doctor
right away.

* are breast feeding. LIPITOR can pass into your breast milk
and may harm your baby.

* have liver problems.

« are allergic to LIPITOR or any of its ingredients. The active
ingredient is atorvastatin. See the end of this leaflet for a
complete list of ingredients in LIPITOR.

LIPITOR has not been studied in children under 10 years of
age.

Before You Start LIPITOR

Tell your doctor if you:

* have muscle aches or weakness

* drink more than 2 glasses of alcohol daily
* have diabetes

* have a thyroid problem

* have kidney problems

Some medicines should not be taken with LIPITOR. Tell your
doctor about all the medicines you take, including prescription
and non-prescription medicines, vitamins, and herbal supple-
ments. LIPITOR and certain other medicines can interact caus-
ing serious side effects. Especially tell your doctor if you take
medicines for:

* your immune system

* cholesterol

* infections

* hirth control

* heart failure

e HIV or AIDS

Know all the medicines you take. Keep a list of them with you
to show your doctor and pharmacist.

How Should | Take LIPITOR?

« Take LIPITOR exactly as prescribed by your doctor. Do not
change your dose or stop LIPITOR without talking to your
doctor. Your doctor may do blood tests to check your choles-
terol levels during your treatment with LIPITOR. Your dose of
LIPITOR may be changed based on these blood test results.

« Take LIPITOR each day at any time of day at about the same
time each day. LIPITOR can be taken with or without food.

Don’t break LIPITOR tablets before taking.

* Your doctor should start you on a low-fat diet before giving
you LIPITOR. Stay on this low-fat diet when you take LIPITOR.

* |f you miss a dose of LIPITOR, take it as soon as you
remember. Do not take LIPITOR if it has been more than 12
hours since you missed your last dose. Wait and take the
next dose at your regular time. Do not take 2 doses of LIPITOR
at the same time.

* If you take too much LIPITOR or overdose, call your doctor
or Poison Control Genter right away. Or go to the nearest
emergency room.

What Should I Avoid While Taking LIPITOR?

* Talk to your doctor before you start any new medicines. This
includes prescription and non-prescription medicines, vita-
mins, and herbal supplements. LIPITOR and certain other
medicines can interact causing serious side effects.

* Do not get pregnant. If you get pregnant, stop taking LIPITOR
right away and call your doctor.

What are the Possible Side Effects of LIPITOR?

LIPITOR can cause serious side effects. These side effects
have happened only to a small number of people. Your doc-
tor can monitor you for them. These side effects usually go
away if your dose is lowered or LIPITOR is stopped. These
serious side effects include:

* Muscle problems. LIPITOR can cause serious muscle prob-
lems that can lead to kidney problems, including kidney fail-
ure. You have a higher chance for muscle problems if you
are taking certain other medicines with LIPITOR.

* Liver problems. LIPITOR can cause liver problems. Your
doctor may do blood tests to check your liver before you
start taking LIPITOR, and while you take it.



Call your doctor right away if you have:

* muscle problems like weakness, tenderness, or pain that
happen without a good reason, especially if you also have a
fever or feel more tired than usual.

« 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.

* nausea and vomiting.

e passing brown or dark-colored urine.

« you feel more tired than usual

* your skin and whites of your eyes get yellow.

* stomach pain.

* allergic skin reactions.

In clinical studies, patients reported the following common
side effects while taking LIPITOR: diarrhea, upset stomach,
muscle and joint pain, and alterations in some laboratory blood
tests.

The following additional side effects have been reported with
LIPITOR: tiredness, and tendon problems.

Talk to your doctor or pharmacist if you have side effects that
bother you or that will not go away.

These are not all the side effects of LIPITOR. Ask your doctor
or pharmacist for a complete list.

How do | store LIPITOR

« Store LIPITOR at room temperature, 68 to 77°F (20 to 25°C).

* Do not keep medicine that is out of date or that you no
longer need.

* Keep LIPITOR and all medicines out of the reach of children.
Be sure that if you throw medicine away, it is out of the
reach of children.

General Information About LIPITOR

Medicines are sometimes prescribed for conditions that are
not mentioned in patient information leaflets. Do not use
LIPITOR for a condition for which it was not prescribed. Do
not give LIPITOR to other people, even if they have the same
problem you have. It may harm them.

This leaflet summarizes the most important information about
LIPITOR. If you would like more information, talk with your
doctor. You can ask your doctor or pharmacist for information
about LIPITOR that is written for health professionals. Or you
can go to the LIPITOR website at www.lipitor.com.

What are the Ingredients in LIPITOR?

Active Ingredient: atorvastatin calcium

Inactive Ingredients: calcium carbonate, USP; candelilla wax,
FCC; croscarmellose sodium, NF; hydroxypropyl cellulose, NF;
lactose monohydrate, NF; magnesium stearate, NF; microcrys-
talline cellulose, NF; Opadry White YS-1-7040 (hypromellose,
polyethylene glycol, talc, titanium dioxide); polysorbate 80, NF;
simethicone emulsion.
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