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hysicians may find themselves un-
der increased scrutiny as a result of
provisions in the Affordable Care
Act—one of the health reform laws—
giving government agencies new fund-
ing and enforcement powers to go after
fraud and abuse.
The Affordable Care Act will require
providers and suppliers to meet new

compliance criteria, said Daniel Levin-
son, inspector general for the Depart-
ment of Health and Human Services. Af-
ter the criteria are issued, his office will
provide training to health care providers,
he added at a May 13 briefing.

HHS Secretary Kathleen Sebelius said
that the Affordable Care Act provides
$600 million over the next 10 years to
combat fraud and abuse. In 2009, the fed-
eral government recovered $2.5 billion in
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fraudulent Medicare payments, officials
said at the briefing.

Potential Medicare or Medicaid
providers will be categorized as at high,
medium, or low risk of fraud at the time
of enrollment. More face-to-face checks
will be used to verify a provider’s legit-
imacy, Ms. Sebelius said. The law in-
creases penalties for fraud, and puts
more emphasis on real-time detection of
fraud and abuse, she noted, as opposed

LI PITOR® (Atorvastatin Calcium) Tablets

Brief Summary of Prescribing Information

CONTRAINDICATIONS: Active liver disease, which may include unexplained persistent elevations in hepatic
trar i levels. Hyper itivity to anx component of this medication. Pregnancy—Women who are
pregnant or may become pregnant. (IPITU 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 LIPITOR 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.
LIPITOR 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 while taking this drug, LIPITOR should be discontinued immediately and the
patient apprised of the potential hazard to the fetus [see Use in Specific Populations in full prescribing
information]. Nursing mothers—It is not known whether atorvastatin is excreted into human milk; however a
small amount of another drug in this class does pass into breast milk. Because statins have the potential for
serious adverse reactions in nursing infants, women who require LIPITOR treatment should not breastfeed
their infants [see Use in Specific Popufations in full prescribing information].

WARNINGS AND PRECAUTIONS: Skeletal Muscle—Rare cases of rhabdomyolysis with acute renal failure
dary to myoglobinuria have been 1 with LIPITOR and with other drugs in this class. A history
of renal impairment may be a risk factor for the development of rhabdomyolysis. Such patients merit closer
monitoring for skeletal muscle effects. Atorvastatin, 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 idered 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. LIPITOR 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 this 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 LIPITOR and fibric acid derivatives, erythromycin, clarithromycin, a combination
of ritonavir plus saquinavir or lopinavir plus ritonavir, inmunosuppressive 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 /nteractions (7)). 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 interacting agents are summarized in
:I':?ble 1 [5991' also Dosage and Administration, Drug Interactions, Clinical Pharmacology in full prescribing
information].

Table 1. Drug || ions A
Myopathy/Rhabdomyolysis

| with i Risk of

Interacting Agents Prescribing Recommendations

Cyclosporine Do not exceed 10 mg atorvastatin daily

Clarithromycin, itraconazole, HIV protease inhibitors

I 2 f ( Caution when exceeding doses > 20mg atorvastatin
(ritonavir plus saquinavir or lopinavir plus ritonavir)

daily. The lowest dose necessary should be used.

LIPITOR therapy should be temp ily withheld or di d in any patient with an acute, serious
condition sug%estive of a myopathy or having a risk factor predisposing to the of renal failure
secondary to thabdomyolysis (e.g., severe acute inaeclion, 'I.lyputension, major surgery, trauma, severe
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metabolic, endocrine and

Liver Dysfunction—Statins, like some other lipid-lowering therapies, have been associated with biochemical
abnormalities of liver function. Persistent elevations (>3 times the uptper limit of normal [ULN] occurring

on 2 or more ions) in serum i d in 0.7% of patients who received LIPITOR in
clinical trials. The incil of these ab was 0.2%, 0.2%, 0.6%, and 2.3% for 10, 20, 40, and 80
mﬂ, respectively. 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
LIPITOR. 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 LIPITOR. 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 LIPITOR is recommended. LIPITOR 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 lained persistent tr i elevations are contraindications to the use of
LIPITOR [see Contraindications in full prescribing information]. Endocrine Function—Statins interfere with
cholesterol synthesis and theoretically might blunt adrenal and/or gonadal steroid production. Clinical studies
have shown that LIPITOR 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. Caution should be exercised

if a statin is administered concomitantly with drux];s that may decrease the levels or activity of endogenous
steroid hormones, such as ketoconazole, spironolactone, and cimetidine. CNS Toxicity—Brain hemorrhage
was seen in a female dog treated for 3 months at 120 mg/kg/day. Brain hemorrhage and optic nerve vacuolation
were seen in another female dog that was sacrificed in moribund condition after 11 weeks of escalating
doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic exposure approximatel}l 16 times the
human plasma area-under-the-curve (AUC, 0-24 hours) based on the maximum human dose of 80 mg/day. A
single tonic convulsion was seen in each of 2 male dogs (one treated at 10 mg/kg/day and one at 120 mg/kg/
day) in a 2-year study. No CNS lesions have been observed in mice after chronic treatment for up to 2 years
at doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day. These doses were 6 to 11 times (mouse)
and 8to 16 times (rag the human AUC (0-24) based on the maximum recommended human dose of 80 mg/day.
CNS vascular lesions, characterized by perivascular hemorrhages, edema, and mononuclear 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 (Wallerian degeneration of retinogeniculate
fibers) in clinically normal dogs in a dose-dependent fashion at a dose that produced plasma drug levels
about 30 times higher than the mean drug level in humans taking the highest recommended dose. 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 (55, 2.3% atorvastatin vs. 33, 1.4% placebo;
HR: 1.68, 95% Cl: 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 in full
prescribing information].

ADVERSE REACTIONS: The following serious adverse reactions are discussed in greater detail in other
sections of the label: Rhabdomyolysis and myopathy [see Warnings and Precautions in full prescribin
information], Liver enzyme abnormalities [see Warnings and Precautions in full prescribing information
Clinical Trial 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 2 summarizes the frequency of clinical adverse reacti regardless of lity, reported in
=2% alnl'nddapa Irate greater than placebo in patients treated with LIPITOR (n=8755), from seventeen placebo-
controlled trials.

Table 2. Clinical adverse reactions occurring in > 2% of patients treated with any dose of

LIPITOR and at an incidence greater than placebo reg of lity (% of patients)
Adverse " Any dose 10 mg 20 mg 40 mg 80 mg Placebo
Reaction N=8755 N=3908 N=188 N=604 N=4055 N=7311
Nasopharyngitis 83 129 53 70 42 8.2
Arthralgia 6.9 8.9 ni 10.6 43 6.5
Diarrhea 6.8 7.3 6.4 14.1 5.2 6.3
Pain in extremity 6.0 85 37 93 31 5.9
Urinary tract 5.7 6.9 6.4 8.0 41 5.6
infection
Dyspepsia 47 5.9 32 6.0 33 43
Nausea 4.0 37 37 71 38 35
Musculoskeletal 38 5.2 32 5.1 23 36
pain
Muscle Spasms 36 46 48 5.1 24 30
Myalgia 35 3.6 59 84 27 31
Insomnia 3.0 28 11 5.3 28 29
Pharyngolaryngeal 2.3 39 1.6 28 0.7 2.1
pain
*Adverse Reaction > 2% in any dose greater than placebo

Other adverse reactions reported in placebo-controlled studies include: Body as a whole: malaise, pyrexia;
Digestive system: abdominal discomfort, eructation, flatulence, h itis, chol is; M foskeletal
system: musculoskeletal Fain, muscle fatigue, neck pain, joint swelling; Metabolic and nutritional systen:
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 bmrred, tinnitus; Urogenital system: white blood cells
urine positive.

Anglo-S di Cardiac O Trial (ASCOT)—In ASCOT [see Clinical Studies in full prescribing
information] 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 LIPITOR 10 mg daily (n=5,168) or placebo
(n=5,137), the safety and tolerability profile of the group treated with LIPITOR 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 Studies in full prescribing
information] involving 2838 subjects (age ranﬁe 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=1,428)
or placebo (n=1,410), 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)—In TNT [see Clinica/ Studies in full prescribing information] 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%, respectlvelvrduring 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%).

D in through Aggressive Lipid Lowering Study (IDEAL)—In IDEAL [see
Clinical Studies in full ErescriBing information] involving 8888 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 oflpersistem 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
Warnings and Precautions in full prescribing information].

In aLPost-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
glacebo. The incidence of fatal hemorrhagic stroke was similar between groups (17 LIPITOR vs. 18 placebo).
he incidence of non-fatal hemorrhagic strokes was significantly greater in the atorvastatin group (38 non-
fatal hemorrhagic strokes) as compared to the Elacebu 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 ?roup (3.3%) than in the placebo group
(4.1%). The proportions of sub)'ects who experienced noncardiovascular death were numerically larger in
the LIPITOR 80 mg group (5.0%) than in the placebo group (4.0%).

Postmarketing Experience—The following adverse reactions have been identified during postapproval use
of LIPITOR. Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably their freq y or blish a causal relationship to drug exposure.

Adverse reactions associated with LIPITOR therapy reported since market introduction, that are not listed
above, regardless of causality assessment, inclucre 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 LIPITOR 10 to 20 mg daily was generally similar to that of placebo [see Clinical Studies in full
prescribing information and Use in Special Populations, Pediatric Use in full prescribing information].

OVERDOSAGE: There is no specific treatment for LIPITOR overdosage. In the event of an overdose, the
patient should be treated sympmmaticallr, and supportive measures instituted as required. Due to extensive
drug binding to plasma proteins, hemodialysis is not expected to significantly enhance LIPITOR clearance.

Please see full prescribing inf for additional inf about LIPITOR.
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HS Pursues Mandate to Clamp Down on Fraud

to the current “pay and chase” model.

The HHS and the Department of Jus-
tice also will be adopting strategies used
by credit card companies to flag aberrant
charges and stop fraud in its tracks. “As
we try to bring down skyrocketing costs
across our health care system, we can't
afford to ignore the billions of dollars we
lose to fraud and theft,” she said.

In 2009, the federal government re-
ceived about $1.6 billion in settlements
and judgments from hospitals, health
care providers, drug and device makers,
and non-health providers found to have
illegally billed federal health care pro-
grams. With penalties and settlements,
$2.5 billion was returned to the Medicare
Trust Fund and $441 million to Medic-
aid, according to the Health Care Fraud
and Abuse Control Program Report.

A total of 583 individuals were con-
victed of health care fraud in 2009. On
the civil side, the Department of Justice
opened 886 new investigations and had
1,155 civil fraud matters pending.

Ms. Sebelius and Attorney General
Eric Holder highlighted efforts by the
Health Care Fraud Prevention and En-
forcement Action Team (HEAT) Medi-
care Fraud Strike Force, which was
formed in 2007 to address durable med-
ical equipment fraud and abuse in south
Florida. The strike force has been ex-
panded to focus on potential hot spots of
potential fraud, identified by claims pat-
terns. Los Angeles, Detroit, and Houston
were added in 2009. The strike force
now also operates in Brooklyn, N.Y.; Ba-
ton Rouge, La.; and Tampa, Fla.

New types of scams are emerging as
criminals try to take advantage of seniors
who may not understand the health re-
form laws. Scam artists have gone door-
to-door in some states selling bogus
“ObamaCare” policies, or asking Medi-
care beneficiaries for identifying infor-
mation to issue “new Medicare cards,”
Ms. Sebelius said.

Other scams are tied to the issuance of
rebate checks to Medicare beneficiaries
whose Medicare Part D drug expendi-
tures push them into the so-called
doughnut hole that limits coverage, she
said.

The HHS is working with advocacy
organizations to educate laypeople who
can train their peers how to recognize il-
legal and inappropriate schemes, Ms. Se-
belius added. |

—— VERBATIM —

“You don’t shoehorn a
patient into your
transition process. You
build the transition
process around the

patient.’

Dr. James E. Lett II, on handoffs
of long-term care patients, p. 50




