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Food and Drug Administration
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TRANSMITTED VIA FACSIMILE

Rita A. Wittich

Vice President, Worldwide Regulatory Strategy
Regulatory Affairs

Pfizer Inc

235 East 42" Street

New York, NY 10017

RE: NDA #20-702
Lipitor (atorvastatin calcium) Tablets
MACMIS ID# 9607

Dear Ms. Wittich:

This letter concerns a journal advertisement (BC121A00) for Lipitor (atorvastatin
‘calcium) tablets disseminated by Pfizer Inc. As part of its routine monitoring program,
the Division of Drug Marketing, Advertising, and Communications (DDMAC) has
reviewed this journal advertisement and concluded it is false or misleading, in violation
of the Federal Food, Drug, and Cosmetic Act (Act) and its implementing regulations.
Our specific objections follow:

Promotion of Unapproved Use

The first 6 pages of this 8-page journal advertisement (ad) contain pictures of
different patients who are apparent “candidates for Lipitor” with the following
“name tags” and additional information:

» HELLO | have hyperlipidemia plus...A CHD risk factor
=  HELLO | have hyperlipidemia plus...A family history of early CHD

A family history of hypercholesterolemia can triple the risk of CHD prior to age 60
» HELLO | have hyperlipidemia pius...Hypertension

Controlled hypertension is still a risk for CHD
* HELLO I have hyperlipidemia plus...I'm over 45

CHD risk in men aged 45 is about 2 times greater than in men aged 35
= HELLO | have hyperlipidemia plus...Diabetes Mellitus

Diabetes can increase the risk of CHD by 300%
= HELLOQ | have hyperlipidemia plus...| smoke

Smoking can approximately double the risk of developing CHD
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In addition, the following claims are presented on page 7:

» Recognize their risk factors and you've just met another candidate for
- LIPITOR :
* Elevated LDL-C combined with even one risk factor increases the threat of
CHD (along with the CHD risk factor table)
» Confident LDL-C reduction for patients at risk

As a result of presenting such claims, the journal ad creates an overwheiming
impression that Lipitor is indicated to reduce the risk of developing coronary heart
disease (CHD). However, the effect of Lipitor on cardiovascular morbidity and
mortality has not been established, and Lipitor is not indicated to reduce the risk
of developing CHD. As provided in the approved product labeling (PI), Lipitor is
indicated “as an adjunct to diet to reduce elevated total-C, LDL-C, apo B, and TG
levels and to increase HDL-C in patients with primary hypercholesterolemia and
mixed dyslipidemia.” Your presentation of the indication on the bottom of page 6
in paragraph format and in small font size, and the disclaimer that “the effect of
LIPITOR on cardiovascular morbidity and mortality has not been determined” on
page 7, also in small font size, are inadequate to overcome the overall
misleading promotional message created by the ad (i.e., that Lipitor is indicated
to reduce the risk of developing CHD). Therefore, the journal ad is misleading
because it promotes Lipitor for an unapproved use.

Lack of Fair Balance

The journal ad is misleading because it fails to present important information
concerning the risks associated with Lipitor with a prominence and readability
reasonably comparable to the presentation relating to the effectiveness of the
drug. For example, you present efficacy claims such as “Lipitor provides
impressive LDL-C reductions,” “72% of patients reached their NCEP LDL-C goal
at 10 mg,” and “Powerful effect on lipid parameters” as large headers that are
bolded for further emphasis. You also present specific reductions in LDL-C, TG,
and HDL-C very prominently by the use of bolding and large type size. In
contrast, important risk information is presented in small type size on the bottom
of page 6 and is further de-emphasized by its presentation in paragraph form
without any header or signal to alert readers to its importance. Therefore, the
journal ad lacks fair balance taking into account implementing factors such as
layout, paragraphing, white space, and other techniques apt to achieve
emphasis.

Broadening of Indication

The Indications and Usage section of the Pl states, “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
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inadequate.” Your advertisement contains prominent claims about Lipitor's
usefulness, such as “Lipitor provides impressive LDL-C reduction.” However,
you have minimized important information regarding the approved indication for
Lipitor. Specifically, the indication statement is presented at the bottom of page 6
in paragraph format and a 'small font size, making it difficult to read. Moreover,
the disclaimer “when diet and exercise fail” is also presented in a much smaller
font size than the claims describing Lipitor's use. As a result, the advertisement
suggests that all patients, including those with high cholesterol who have not
tried to lower cholesterol using diet and exercise, are candidates for Lipitor.
Therefore, the ad is misleading because it broadens the approved indication by
minimizing information about the correct use of Lipitor. '

In order to address these objections, you should immediately cease distribution of this
journal ad immediately and all other promotional materials for Lipitor that contain the
same or similar claims or presentations. You should respond in writing by July 26,
2001, with your intent and plans to comply with this request. Your response should
include a list of materials discontinued, and the date on which these materials were
discontinued.

If you have any further questions, please direct them to me by facsimile at 301-594-
6771 or at the Food and Drug Administration, Division of Drug Marketing, Advertising,
and Communications, HFD-42, Rm 17B-20, 5600 Fishers Lane, Rockville, MD 20857.
We remind you that only written communications are considered official. In ali future

correspondence regarding this particular matter please refer to MACMIS ID #9607 in
addition to the NDA number.

Sincerely,

{See appended electronic signature page}

Andrew 3.T. Haffer, Pharm.D.

Regulatory Review Officer

Division of Drug Marketing,
Advertising, and Communications




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

Andrew Haffer
7/12/01 01:34:15 PM
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LIPTTOR is indicated as an adjunct to diet to reduce elevated
total-C, LDL-C, apoB, and TG levels and to increase HDL-C in
patients with primary hypercholesterolemia (heterozyaous
familial and nonfamilial) and mixed dysfipidemia.

In clinical trials, the most common adverse events viere
constipation, flatulence, dyspepsia, and abdominal pain.

Itis recommended that fiver function tests be performed pricr

to and at 12 weeks following both the initiation of therapy and
any elevation of dose, and periodically thereafter,

LIPITOR is contraindicated in patients viith hypersensitivity to any
component of this medication; in patients with active liver disease
or unexplained persistent elevations of serum transaminases;
in vjomen during pregnancy and in nursing mathers.

Viith any statin, tell patients to promptly report muscle pain,
tenderness, or weakness. Discontinue drug if myopathy is
suspected, if creatine phosphokinase (CPK) levels rise markedly,

ar it the patient has risk factors for rhabdomyolysis.




- *When diet and exercise fail.

- ¥ Based on information from the
frammgham Heart Stuy.
fThe impact on clinical outcomes of
_ ' { the differences in lipid-altering effects
! . hetween these treatments is not known.
; : 1 These studies did not compare the
| .effects of LIPITOR 10 mg and higher
| : doses of Zocor®, Pravachal®, and
Mevacar®.,

A multicenter, double-blind study
" of all hypercholesterolemic
. patients taking LIPITOR (10 mg, -
N=707) for 16 weeks. Baseline
lipid level; 192 mg/dL. Target
. 'NCEP LDL-C goal based on CHD
~ risk status, pércentage of patients
| reaching goal, and fotal number
| © of patients: <2 CHD risk factors,
B < 160-mg/dL, 95%, N=329; 22
B " CHD risk factors, <130 mg/dL,
i 67%, N=268; with CHD, <100
.. mg/dL, 18%, N=110.
| : Mevacor (lovastatin) and Zocor
(mmvastatm) are reglstered trademarks

* of Merck & Co. Inc; Pravachol
(pravastatin sodium) is a registered

Piease see references and brief summary of

prescribing information on adiacent page.

|

. . .
| ‘trademark of Bristol-Myers Squibb Co. -
. '
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Elevated LDL—C-cdn-_ebinedl thh even dne .
risk factor increases the threat of CHD™"

- Powerful effect on llpld parameters

Confident LDL-C reductieh' fb.r patlentsat : nsk. | '-:- 

CHDRISK | .pv  -py o _ .
\FAI' RS - Age ~ Diabetes mellitus .7 Smoking

ST Low HDL c “Family history of early CHD ~ Hypertension

*Male 245 years female 255 years or premature menopause without atmgen replacement lherapy S

NCEP LDL-C goals are’ Iower for patients with multlple CHD risk factors E

The effect of LIPITOR on cardlovascular morbidity and mortality has
not been determlned

LIPITOR prowdes impressive LDL-C reductlon“

- More power to reduce LDL-C at the 10-mg starting dose than Zocor _10 mg,

Pravachol” 20 mg, and Mevacor® 20 mg in head-to- head trlals”?’

72% of patlents reached their NCEP LDL-C goal at 10 mg’

In a large clinical trlal the majorlty of patlents reached goal atthe
10-mg starting dose” \
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I.IP'TORm {Atorvastatin Calcium) Tahlets
Brief Summary of Prescribing Information

CONTRAINDICATIONS: Active liver disease or unexplainad persistent elevations of serum transaminases.
Hyper itivity to any 1t of this medication. Pregnancy and Lactation — Atherosclarosis is a
chronic procass and discontinuation of lipid-lowering drugs during pregnancy should have little impact on
the outcome of long-ter therapy of primary hypercholesterolemia. Cholasterol and other products of
cholesterol biosynthesis are essential componants for fatal development {including sy is of steroids
and cell membranes), Since HMG-CoA reductasa inhibitors decrease cholestarol synthesis and possibly
the synthesis of otherbiologically active substances derived from cholesterol, they may cause fetal harm
when administered to pregnant women. Therefore, HMG-CoA redyctase inhibitors are contraindicated
during pregnancy and in nursing mothers. ATORVASTATIN SHOULO 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 bacomes pregnant while taking this drug,
therapy should be discontinued and the patient apprised of the potantial hazard to the fetus.

WARNINGS: Liver Dyshunction — HMG-CoA reductasa inhibitors, like some other lipid-lowering tharapies,
have baen associated with biochemical abnormalities of liver function. Persistent elevations (>3 times the
upper limit of normal [ULN] occurring oa 2 or more ions) in serum i d in 0.7%

atiemts who raceived atorvastatin in clinical trials, The incid of thase ab ies was 0.7%,
02%, 0.6%, and 2.3% for 10, 20, 40, and 80 mg, respectively, Dne patient in clinical trals developed
[aundice. Incraases in jiver function tests (LFT) in other patients were not associated with jaundice or
other clinical signs or symg pon dose r ion, drug interruption, or discontinuation, rangaminase
lavels returned o or near pratreatment levels without sequelae. Eighteen of 30 patients with persistent LFT
alavations continued treatment with a reduced dose of atorvastatin. i ded that liver functi
tests be periormed prior to and at 12 weeks iollowin?_ibmh the initiation of therapy and any elevation of
dose, and periodically (e i Iy} th fter. Livar anzyme changes generally occur in the first 3
months of treatment with atorvastatin. Patients who develop increased transaminase levels should be
monitored until the abnormalitias rasolva, Shauld an increase in ALT or AST of >3 times ULN persist,
reduction of dose or withdrawal of atorvastatin is recommended. Atorvastatin should be used with
caution in patients who cansume substantial quantities of alcohol and/or have a history of liver disease.
Active liver diseasa or lainad parsistent tr f lavations are contraindications to the use of
atorvastatin (see CONTRAINDICATIONS). Skeletal Muscle — Rhabdomyalysis with acute renal failure

dary to myoglobinuria has been d with other drugs in this class, Uncomplicated myalgia

has bean reportad jn alorvastarin-tmatedpatients (see ADVERSE REACTIONS). Myopathy, defined as
muscle aches or muscle weakness in conjunction with increases in craating phosphokinase {CPK) values
>10 timess ULN, should be considered in any patient with diffuse myalyias, muscle tenderness or
weakness, and/or marked elevation o[CPlz Eatjents should be advised to report promptly unexplained
muscle pain, tenderness or weakness, particularly if accompanied by malaise or fevar. Atprvastatin
therapy should be di: inued if markedly el { CPK levels occur or myopathy is diagnosed or

pected. The risk of myopathy during treamment with other drugs in this class is increased with
concurrent administration of cyclosponne, fibric acid derivatives, erythromycin, niacin, or azole
antifungals. Physicians considering combined tharapy with atorvastatin and fibsic acid derivatives,
erythromycin, ppressive drugs, azole andl Is, or lipid-lowering doses of niacin should
carefully weigh the potential benefits and risks and should carefully manitor patiants for any signs or
symptoms of muscle pain, tenderness, or weakness, particularly during the initial months u?l therapy and
during any periods of upward dosage titratian of either drug. Periedic creating phosphokinase {CPK)
determinations may be considered in such siuarions, but there is no assurance that such monitaring wil
prevent the accurrance of severe myopathy. Alorvastatin therapy should be tamporarily withheld or
discontinued in any patient with an acute, serious conditi ) gesti 8 myop o having a risk
factor predisposing to the develop of renal failure secondary to thabdomyolysis (eq, savere acute
infection, hypotension, major surgery, trauma, severs boli docrine and el lyte disord
and uncontrolled seizures),

PRECAUTIONS: General — Before instituting therapy with atorvastatn, an atempt shouid be made to
control hypercholesterolemia with appropriate diel exercise, and weight reduction in obese patients, and
to treat other underlying medical problems (see INDICATIONS AND USAGE in full prescribing information).
Information for Patients — Patients should be advised 1o report promptly unexplained muscle pain,
tenderness, or waakness, particularly il accompanied by malaise ar fever. Drug Interactions —ﬁw nsk of
myopathy during treatment with other drugs of this class is Increased with concurrent administration of
cyclosporine, fibric acid darivativas, niacin (ricotinic acid), erythromytin, azole antifungals (see
WARNINGS, Skeletal Muscle). Antacid-When atorvastatin and Maalox= TG Suspension were
coadministered, plasma cancentrations of atorvastatin decreased approximately 35%. However, LOL-C
reduction was not altered. Antipyrine: Bacause atorvastatin does not aHact the pharmacokinetics of
antipyrine, interactions with other drugs metaboiized via the same cytochrome iSOZyIMes are not expected,
Calestipol: Flasma concentrations of atorvastatin decraased approximataly 25% when colestpol and
atorvastatin ware coadministered. However, LOL-C reduction was greater whan atorvastatin and colestipol
were coadministered than when either drug was given alone, Cimetidine: Atorvastatin plasma
concentrations and LDL-C reduction were not altered by coadministration of cimetidine. Digoxin:When
multiple doses of atorvastatin and digoin were coadministared, steady-state plasma digoxin
concantrations increased by approximately 20%. Patients taking digoxin should be monitored appropriately.
Erythromycin: In healthy indwiduals, plasma concentrations of atorvastatin increased approximately 40%
with cua!rninistratinn of atorvastatin and erythromycin, a known inhibitor of cytochrome P450 3A4 (see
WARNINGS, Skalatal Muscle), Oraf L ptives:C inistration of atorvastatin and an oral
contraceptive increased AUC values for norethindrone and ethinyl estradiol by approximately 30% and
20%. Thesa increases should be considered when selecting an oral contraceptive for a woman taking
atorvastatin. Warfarin: Atorvastatin had no clinically significant effect on prothrombin tinme when
dministered to patients receiving chronic warfanin treatmant. Endoctine Function — HMG-CoA reductase
inhibitors intarfere with tholesteral synthesis and theoretically might blunt adrenal and/or gonadal steroid
production. Clinical studies have shown that atorvastatin does not reduce basal plasma cortisal
concentration or impair adrenal reserve, The effects of HMG-CoA reductase inhibitors on male fertility
have not been studied in adequate numbers of patients. The effects, if any. on the pituiary-gonadal axis in
premenopausal women are unknown. Caution should be exercised it an HMG-CoA reductase inhibitor is
administerad concomitantly with drugs that may decrease the levels or activity of endogenous sterqid

- hormones, such as ketoconazole, spironalactone, and cimetidine. CNS Toxieity — Braim hemorthage was
" seenin a famale dog treated for 3 months at 120 mg/kg/day, Brain hemorrhage and aptic nerve vacuolation

were seen in anather famale dog thatwas sacrificed in moribund condition after 11 weeks of escalating
doses up to 280 mg/kg/day. Tha 120 mg/kg dose resulted i a systemic exposure approximately 16 times the
human plasma area-under-the-curve {AUC, 0-24 hours) based on the maximum human dose of 80 my/day.
A single tonic convulsion was seen in each of 2 male dugs (one treated at 10 my/kg/day and one at 120
mg/kg/day} in a 2-year study. No CNS lesions have been ubserved in mice after chronic treatment for up to
2 years at doses up to 400 mg/kg/day or in rats at dases vp w 100 mg/ky'day. These doses wera 6ta 11
times (mouse} and 8 to 16 times (rat) the human AUC (0-24) based on the maximum recommended human
dose of 80 ma/day. CNS vascular lesions, characterized by perivastular hemarrhages, ederma, and
mongnuclear cell infiltration of perivascular spaces, have been observed in dogs treated with other
members of this class. A chemically similar drug in this class produced optic nerve degeneration
(Walierian degeneration of retinogeniculate fibers) in clinically normal dogs in a dose-depandent fashion
at a dose that produced plasma drug levels about 30 times higher

than the maan drug level in humans taking the highast re ied dose. Cargi t
Mutagenesis, impairment of Fertility — In a 2-year carcinogenicity study in rats at dose levels of 10, 30,
and 100 mg/kg/day, 2 rara tumors were found in muscle in igh-dose females: in one, there was a
rhabdomyasarcoma and, in anathar, there was a fibrosarcoma. Thiz dose represents a plasma AUC (0-24)
value of approximately 16 imes the mean human ptasma drug exposure after an 80 my oral dose. A 2-
yaar carcinogenicity study in mice given 100, 200, or 400 mg/kg/day resulted in a significant increase in
liver adanomas in high-dose males and liver carcinomas in high-dose females. Those findings uccurred
at plasma AUC (IJ-ZQ?values of approximately 6 times the mean human plasma drug expasure aher an
80 mg oral dose. I vitro, atorvastatin was not mutagenic or clastogenic in the following tests with and
without metabolic activation: the Ames test with Saimonelia typhimurium and Escherichia coli, the
HGPRT forward mutation assay in Chinese hamster {ung cells, and the chromosomal aberration

assay in Chinese hamster lung cells. Atorvastatin was negative in the i vivo mouse micronuclgus test
Studies in rats performed at doses up to 175 mg/kg {15 tmes the human exposure] produced no changes
in fartility, There was aplasia and aspermia in the epididyriis of 2 of 10 rats treated with 100 mg/kg/day of
atorvastatin for 3 months (16 imes the human AUC at the 80 my dose); testis weights were significantly
lower at 30 and 100 mg/kg and epididymal weight was lower at 100 my/kg. Male rats given 100 myg/kg/day for
11 weeks prior to mating had decreased sperm matility, spermatid head concentration, and increased
abnarmal sperm. Atorvastatin caused no adverse effects on semen paramaters, of reproductive organ
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histopathoiogy in dgxs %rven doses of 10, 40, or 120 mg/kg for wo years. Pm%nan:y — Pregnancy Catenary X-
See CONTRAINDICATIONS. Safety in pregnant women has not been established. Atarvastatin crosses the
rat placenta and reaches a lavel in fetal liver equivalent to that of maternal plasma. Atorvastatin was net
teratogenic in rats at doses up to 300 mg/ky/day or in rabbits at doses up to 100 mo/kg/day. These doses
resulted in multiplas of about 30 timas {rat) or 20 times (rabbit} the human exposure based on surface area
(mg/m’). In a study in rats given 20, 100, or 225 mg/kg/day, from gestation day 7 through to lactation day 21
{weaning), there was decreased pup survival at birth, neonate, weaning, and maturity in pups of mathers
dosed with 225 mg/kg/day. Body weight was dacreased on days 4 and 21 in pups of mothers dosed at 100
mg/kg/day; pup body weight was decreasad at birth and at days 4, 21, and 91 at 225 mg/kg/day. Pup
development was dalayed (rotorod performance at 100 mg/kg/day and acoustic startle at 225 my/kg/day;
pinnae derachment and aye opening at 225 mo/kg/day). These doges carrespond ta 6 times {100 mg/kg) and
22 times {225 mo/kg} the human AUC at 80 ma/day. Rara raports of congenital anomalies have been
recaivad following intrauterine. exp 0 HMG-CoA red inhibitors. There has been one report of
severe congenital bony deformity, tracheo-asophageal fistula, and anal atresia (VATER association) in a
baby bom to a woman wha took lovastatin with dextr k ine suifate during the first trimester of
pregnancy. LPITOR
should be administared to wémen of chiid-beam\? potential only when such patients are highly unlikely to
conceive and have been informed of the potential hazards. If the woman becomes pregnant whila taking
LIPITOR, it should be discontinued and the patient advised again as to the potential hazards to the fetus.
Nursing]Moﬁecs — Nursing rat pups had plasma and livar drug levels of 50% and 40%, respectively, of
that in their mother’s niilk. Bacause of the gotenﬁal for adverse reactions in nursing infants, women taking
LIPITOR should not breast-feed (see CONTRAINDICATIONS). Pediatric Usa — Treatment experience in a
gediavir. population is limited to doses of LIPITOR up to 80 mg/day for 1 year in 8 patients with homozygous
H. Na clinical or biochemical abnormalities were raported in these patients. None of these patients was
below 9 years of age. Geratric Use — Treatment expariance in adults age =70 years with doses of
LIPITOR up to 80 mg/day has baan avaluated in 221 patiants. The safety and efficacy of LIPITOR in this
population wera similar to those of patients <70 years of age.

ADVERSE REACTIONS: LIFITOR is generally well-tolerated. Adverse reactions have usually baan mild and
transient In controlled clinical studies of 2502 patients, <2% of patiants were discontinued dua to adverse
experiences attributable to atarvastatin. The most fraquent adverse evants thought to be related to
atarvastatin were constipation, flatulence, dyspepsia, and abdominal pain. Clinicat Adverse Experiences
— Adverse experiences reported in 22% of patients in placebo-convolled clinical studies of atorvastatin,
regardless of causality assessment, are shown in the following table.

Adverse Events in Placebo_Controlied Studies (% of Patients)

BODY SYSTEM Placebo Atorvastatin Atorvastatin Atorvastatin Atorvastatin

Adverse Evant 10my 20mg 40mg 80 mg
N=270 N =863 N=36 N=79 N =84
BODY AS A WHOLE
Infaction 100 103 28 10.1 74
Headache 70 54 167 25 64
Accidental Injury a7 42 0.0 13 32
Flu Syndrome 19 22 0.0 25 32
Abdominal Fain 0.7 28 00 38 21
Back Pain 30 28 0.0 348 11
Allargic Reaction 26 03 28 13 0.0
Asthenia 19° 22 0.0 38 0.0
DIGESTIVE SYSTEM
Constipation 18 21 0.0 25 11
Diasrhea 15 27 0.0 38 53
Dyspepsia 41 23 23 1.3 21
Flatulence 33 21 28 13 1.1
RESPIRATORY SYSTEM
Sinusitis 26 28 0.0 2.5 64
Pharyngitis 15 25 0.0 13 21
SKIN AND APPENDAGES
Rash 07 39 28 348 11
MUSCULOSKELETAL SYSTEM
Arthralgia 15 20 00 5.1 00
Myalgia 11 32 5.6 13 00

The following adverse events wera reported, regardless of causality assessment in patients treated with
atarvastatin in clinical trials. Tha evants in italics occurred in 22% of patients and the events in plain type
occurred in <2% of patients.

Body as a Whole: Chesr pain, face edema, fever, neck rigidity, malaisa, photosensitivity raaction,
generalized edema. Digestive Systenr. Nausea, gastroenteritis, liver function tests abnormal, colitis,
vomiting,

925trits, dry mouth, rectal hemorrhaga, esophagitis, eructation, glossilis, mouth ulceration, anorexia,
increased appetite, stomatitis, biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum
hemorrhage, stomach wlcer, tenesmus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic jaundice.
Respiratory Systeme Bronchits, rhinitis, pneumonia, dyspnea, asthma, epistaxis. Nervous System:
Insompmia, dizziness, paresthesia, somnolence, amnesia, abnormal dreams, libido decreased, emational
fability, incoordination, peripheral neuropathy, torticollis, facial paralysis, hyparkinesia, deprassion,
hypesthesia, frypertonia. Muscloskeletal System: Arthritis, leg cramps, bursitis, tenosynovitis,
myasthenia, tendinous contracture, myosiis. Skin and ndages: Pruritus, contact dermatitis, alopacia,
dry skin, sweating, acne, urlicaria, eczema, seborrhea, vlcer. Urogenital System; Urinary tract
infection, urinary trequency, cystitis, hematuria, impotence, dysuria, kidney calculus, nocturia,
epididymitis, fibracystic hreast, vaginal hemorrhage, albuminuria, breast enfargement, matrorrhagia,
naphritis, urinary incontinence, urinary retention, urinary yrgency, abnormal ejacylation, uterine
hemorrhage. Special Senses: Amblyopia, tinnitus, dry eyes, refraction disorder, aye hemoarrhage,
deafness, glaucoma, parosmia, taste loss, taste perversion. Candi lar 5) : Palpitati
vasoditatanan, syncope, migraine, postural hypatension, phlabitis, arrhythmia, angina pectoris,
hypertension. Metabolic and Nutritional Disorders: Peripheral edema, hyperglycemia, creatine
phosphokinase increased, gout, weight gain, hypoglycemia. Hemic amd Lymphatic Systam: Ecchymosis,
anemia, lymphadencpathy, thrombocytopania, petechia, Postintroduction Reports — Adverse avents
associated with LIPITOR therapy reported since market introduction, that are not listed above, regardiess
of causality assessment, include the following: anaphylaxis, angioneurotic edema, bullous rashos
{including erythema multiforme, Stevens-Johnson syndrome, and toxic epidermal necrolysis), and
rthabdomyqlysis.

OVERDOSAGE: There is no specific treatment for atorvastatin averdosage. In tha evant of an overdose,
the patient shoyld be treated symptomatically, and supportive measures instituted as required, lue to
extensive drug binding to plasma proteins, hemodialysis is not expectad to significantly enhance
atprvastatin clearance.
Consult package insert before p
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