NEWS

BY BRUCE JANCIN

MADRID The discovery of a new
virus that appears to play a causative role
in most cases of Merkel cell carcinoma
has brought a new sense of optimism re-
garding this aggressive neoplasm.

“The discovery of the Merkel cell poly-
omavirus could be a major break-
through. It could hopefully lead to new,

Wolf said at the 13th World Congress on
Cancers of the Skin.

Discovery of the Merkel cell poly-
omavirus (MCPyV) might lead to a pre-
ventive vaccine, interferon therapy, or
serologic screening for targeted surveil-
lance, said Dr. Wolf, a dermatologist at
the University of Graz (Austria).

She provided a case report on a patient
with multiple nodular lesions on the

MAY 1,

the rest were treated with daily injections
of interferon-beta for 5 weeks with no
adjuvant radiation or chemotherapy. The
lesions have regressed, and the patient
has since gone 8 years without relapse or
recurrence, she said at the meeting, spon-
sored by the Skin Cancer Foundation.
The discovery of MCPyV provides a
mechanistic basis for this success story.
MCPyV was discovered by the same in-

more successful treatments,” Dr. Ingrid

arm. The largest lesion was excised while

vestigators who found a new oncogenic
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Brief Summary of Prescribing Information

CONTRAINDICATIONS Active liver drsease which may mclude unexplarned persistent elevatmns in hepatic
transaminase levels. Hyper
pregnant or may become pregnant. LIPITOR may cause fetal harm when admrmstered toa pregnant wuman
Serum cholesterol and triglycerides increase during normal preg y, and ol of

derivatives are essential for fetal development. Atherosclerosis is a chronic process and dlscontmuatlun

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 Popufations 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 Populations in full prescribing information].

WARNINGS AND PHECAUTIONS gkeletal Muscle—Rare cases of rhabdomyolysis with acute renal failure
y to ia have been rep.
of renal |mpa|rment 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 considered in any patient with diffuse
myalgias, muscle tenderness or weakness, andfor marked elevation of CPK. Patients should be advised to
report promptly unexplained muscle paln tenderness or weakness, particularly if accompanied by malaise
orfever LIPIT Rtherapy should be d
p d. The risk of myop
concurrent admlnlstratlun 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 derlvatlves erythrnmycm clarithromycin, a combination
of ritonavir plus saquinavir or lopinavir plus ritonavir, immunosuppressive drugs, azole antifungals, or
lipid-modifying doses of niacin should carefully Welgh 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) deter:
may be considered in such situations, but there is no assurance that such monitoring will prevent the
occurrence of severe myopathy. Prescrlblng recommendations for interacting agents are summarized in
Tafble 1 [se(i also Dosage and dministration, Drug interactions, Clinical Pharmacology in full prescribing
information

d if markedly

Table 1. Dru A iated with |

g i d Risk of
Myopathy/Rhabdomyolysis

Interacting Agents Prescribing Recommendations

Cyclosporine Do not exceed 10 mg atorvastatin daily

Clarithromycin, itraconazole, HIV protease inhibitors

I 0 cona IV pre | _ 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 temy ily withheld or d d in any patient with an acute, serious
condition suggestive of a myopathy or havmg arisk factor i of renal failure
secondary to rt ahdnmyolysls e.g., severe acute |naect|on Iilynutensmn major surgery, trauma, severe

Liver Dysfunction—Statins, like some other lipid-lowering therapies, have been associated with biochemical

abnormalities of I|verfunctlon Persistent elevations (>3 tlmes the uptper limit of normal [ULN] occurring

on 2 or more ) in serum of patients who received LIPITOR in

clinical trials. The incidence of these abnormalities was 0. 2% 02% 0.6%, and 2.3% for 10, 20, 40, and 80
ﬂ 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 sy Upon dose red

Table 2. Clinical adverse reactions occurring in > 2% of patients treated with any dose of
LIPITOR and at an incidence greater than placebo dless of lity (% of patients)
Women who are 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 8.3 129 5.3 7.0 42 8.2
Arthralgia 6.9 8.9 1.7 10.6 43 6.5
Diarrhea 6.8 13 6.4 14.1 5.2 6.3
Pain in extremity 6.0 85 37 93 31 59
Urinary tract 5.7 6.9 6.4 8.0 4.1 5.6
infection
Dyspepsia 47 5.9 32 6.0 33 43
PITOR and with other drugs in this class. A history
Nausea 4.0 37 37 71 38 35
Musculoskeletal 38 5.2 32 5.1 23 36
pain
| d CPK levels occur or myopathy is Muscle Spasms 36 46 48 5.1 24 30
hy during treatment with drugs in this class is increased with .
Myalgia 35 36 5.9 8.4 27 31
Insomnia 3.0 28 11 5.3 28 29
Pharyngolaryngeal 2.3 39 16 28 07 21
pain
*Adverse Reaction > 2% in any dose greater than placebo

Other adverse reactions reported in placebo- controlled studies include: Body as a who/e malaise, pyrexia;
Digestive system: abdominal discomfort, eructation, fi hepatltls cholestasis;

system: musculoskeletal pain, musclefatlgue neck ain, joint swelling; Metabolic and nutritiona/ system:
transaminases increase, ﬂverfunctmn test ahnurma? blood alkaline pl nsphatase increase, creatine
phosphokinase increase, hyperglycemia; Nervous system: nightmare; Respiratory system:. epistaxis; Skin
and appendages: urticaria; Special senses: vision bﬁl/rrred tinnitus; Urogenital system: white blood cells
urine posltlve

Angl: ian Cardiac O Trial (ASCOT)—In ASCOT [see Clinical Studies in full prescribing
|nformat|nn] 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 darly (n=5,168) or placebo
(n:5,137), the safety and tolerablllty 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 Clinica/ Studies in full prescribing
information] 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 dally (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 Clinical Studies in full prescrlblng 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 dally (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%, respectrvelyrdurmg a median follow- up of 4.9 years. Persistent transaminase elevations (=3 x
ULN twu:e within 4-10 days) occurred in 62 (1.3%) individuals with atorvastatin 80 mg and in nine (0.2%)

drug interruption, or discontinuation, transaminase levels returned to or near pretreatment levels without
qluelae Eighteen of 30 patients with persistent LFT elevations continued treatment with a reduced dose of
LIPITOR. Itis recommended that liver function tests be performed prior to and at 12 weeks following both the
initiation oftheralpy 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 Ievels 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 ur I d persistent trar 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 concumltantly with drugs that may decrease the levels or a vng 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 escalatlng
doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a sy exposure appre 16 times the
human plasma area-under-the- curvefl (AUC, 0-24 hours) based on the maximum human dose ef 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/
% 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 hemorrhaglc
stroke was seenin 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 hemurrhaglrc 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 hemurrhagrc 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:
nasophar ngitis (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 reactions, regardless of causality, reported in
=2% aI?ddat alrate greater than placebo In patients treated with LIPITOR {n=8755), from seventeen placebo-
controlled trials.

ir 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%).

through Aggressive Lipid Lowering Study (IDEAL)—In IDEAL [see
Clinical Stud/es in full Erescrlﬁlng |nf0rmat|nn] 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
5|mvastat|n 20-40 mg daily (n= 4449), there was no difference in the overall frequency of adverse reactmns
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 (T1A) 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 offersmtent 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 anpost 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
?_Iacebo 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 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 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 estimate their frequency or establish a causal relationship to drug exposure.

Adverse reactions assouated with LIPITOR therapy reported since market introduction, that are not listed
above, regardless of include the fi otic edema,

bullous rashes (including ervthema multiforme, Stevens- Johnson synJrome and toxic epidermal necroly5|s),
rhabdomyolysis, fatigue, tendon rupture, hepatlc 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% othe‘g the safety and mlerabllltY
profile of LIPITOR 10t0 20 mg daily was generally similar to that of placebo [see Clinical Studies in ful
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 symptomatically, 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 p ibing inf for additional inf about LIPITOR.
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Merkel Cell Virus May Be Target for Treatment

herpesvirus that causes Kaposi’s sarcoma,
both HIV-related and non-HIV-related
(N. Engl. J. Med. 2005;332:1181-5).

The researchers surmised that MCPyV
is likely to play an etiologic role in
Merkel cell carcinoma because the virus
is clonally integrated in the tumor
genome (Science 2008;319:1096-100).
This suggests that MCPyV is involved in
clonal expansion of the tumor. The
group’s findings have been confirmed
and expanded upon in other laboratories.
It is now apparent that MCPyV is present
in 70%-80% of Merkel cell carcinomas.

At the Madrid congress, Dr. M. Tere-
sa Fernandez-Figueras noted that a re-
cent analysis of more than 3 decades of
Surveillance, Epidemiology, and End Re-
sults (SEER) registry data indicated there

‘The discovery of
the Merkel cell
polyomavirus
could be a major
breakthrough’
that could lead to
new treatments.

DR. WOLF

are about 1,500 new cases of Merkel cell
carcinoma per year in the United States,
where the incidence is growing at 8% an-
nually (J. Cutan. Pathol. 2010;37:20-7).

This trend is consistent with two broad
population trends: the graying of society
and the steadily increasing population of
immunosuppressed individuals. The risk
of Merkel cell carcinoma has been esti-
mated to be increased 8-fold in HIV-pos-
itive patients, 10-fold in organ transplant
recipients, and at least 20-fold in patients
with chronic lymphocytic leukemia. The
other major risk factor for Merkel cell
carcinoma is age greater than 60 years.
The most common site is the head and
neck, reflecting the tumor’s predilection
for UV-damaged skin. In the SEER analy-
sis, 62% of the patients were men, and
nearly 97% of cases occurred in whites.

MCPyV, like other polyomaviruses, is
a small DNA virus. Infection by the virus
is widespread: Serum antibodies are pre-
sent in 80% of individuals over age 50
and 50% of those less than 15 years old.
The overall 5-year mortality of Merkel
cell carcinoma is 33%.

Tumor stage at diagnosis is the chief
determinant of prognosis. The 5-year
survival rate ranges from 79% for pa-
tients with tumors 2 cm or less and no
lymph node involvement to 26%-42%
with regional nodal involvement to 10%-
18% for stage IV disease marked by dis-
tant metastasis, said Dr. Fernandez-
Figueras of the Autonomous University
of Barcelona.

It’s important to note that the bio-
logic behavior of Merkel cell carcinoma
is the same regardless of whether a tu-
mor is associated with MCPyV, she
stressed. ]

Disclosures: Dr. Wolf and Dr. Fernandez-
Figueras said that they had no financial
conflicts.





