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Studies Finally Link Tanning Beds to Melanoma

BY TIMOTHY F. KIRN

Sacramento Bureau

VANCOUVER, B.C. — Two new stud-
ies presented at the Sixth World Congress
on Melanoma have linked tanning bed
use and melanoma.

“The year 2005 sees the first real, indis-
putable evidence that tanning bed use
contributes to melanoma risk,” said
Philippe Autier, M.D., of the Jules Bordet
Institute, Brussels, the chair of the session

at which the studies were presented.

The larger of the two studies looked at
tanning bed use by 106,000 Scandinavian
women enrolled in a lifestyle study in the
early 1990s, part of which involved a sur-
vey in which they were asked if they used
tanning equipment, when, and for how
long.

When the survey was repeated with a
portion of the subjects 5 years after the ini-
tial one, the answers of 79% of surveys
agreed completely with how the subjects

had answered before, and 96% had a high,
but not exact, agreement, which suggest-
ed that the reports were very accurate,
said Marit Bragelien Veiered, Ph.D., of the
department of biostatistics at the Univer-
sity of Oslo.

With the data broken into age groups
by decade, those in the 20- to 29-year age
group who used tanning equipment one
or more times a month had a 57% high-
er relative risk of melanoma, those in the
30- to 39-year age group had a 44% in-

MIRAPEX® Tablets
brand of pramipexole dihydrochloride tablets
Brigf Summary of Prescribing Information.
INDICATIONS AND USAGE
Treatment of the signs and symptoms of idiopathic Parkinson's disease.
CONTRAINDICATIONS
Demonstrated hypersensitivity to the drug or its ingredients.
WARNINGS
Falling Asleep During Activities of Daily Living: Patients treated with MIRAPEX have reported
falling asleep while engaged in activities of daily living, including the operation of motor
vehicles, which sometimes resulted in accidents. Afthough many of these patients reported
somnolence while on MIRAPEX, some perceived that they had no warning signs, such as
excessive drowsiness, and believed that they were alertimmediately prior to the event. Some of
these events have been reported as late as one year after the initiation of treatment.
Somnolence is a common occurrence in patients receiving MIRAPEX at doses above
l 5 mg/day Many cllmcal experts belleve mat falling asleep while engaged in amlvmes of dallﬁ
not give sucl
a hlstory For this reason, prescribers should continually reassess patients for drowsiness or
sleepiness, especially since some of the events occur well after the start of treatment.
Prescribers should also be aware that patients may not acknowledge drowsiness or sleepiness
until directly or sleepiness during specific activities. Before
initiating treatment with MIRAPEX patients should be advised of the potential to develop
factors that may increase the risk with MIRAPEX, such
as concomitant sedatmg ‘medications, the presence of sleep disorders, and concomitant
medications that increase pramipexole plasma levels (e.g., clmetldlne—see PRECAUTIONS,
Drug Interactions). If a patient develops significant daytime sleepiness or episodes of falling
asleep during activities that require active participation (e.g., conversations, eating, etc.),
MIRAPEX should ordinarily be discontinued. If a decision is made to continue MIRAPEX, patients
should be advised to not drive and to avoid other potentially dangerous activities. While dose
y reduces the degree of there s insufficient information to establish
lyliving.
i Carefully monitor 's disease patients treated with dopaminergic
agonists for signs and symptoms of orthostatic hypotension, especially during dose escalation, and

inform them of this risk (sec PRECAUTIONS, Information for Patients ). Despite clear orth
in normal volunteers, clinically significant orthostatic hypotension in clinical trials was not more frequent
among those taking MIRAPEX Tablets than among those taking praceho While this unexpected finding
could reflect a unique property of it mrghl also be due to study conditions and the nature of
the clinical trial popu\a{rons F mrdreu arrd ith acti i disease
or rnnrhmnr at

In three double-blind, placeb

Dopamine antagonists: Dopamine antagonists, such as the iazi Table 2.—Treatment-Emergent Adverse-Event* Incidence in Double-Blind, Placebo-Controlled
i ini MIRAPEX. Trials in Advanced Parkinson’s Disease (Events >1% of Patients Treated With MIRAPEX and
testi Numerically More Frequent Than in the Placebo Group)
i i is, fertility i - studies
were conducted in mice and rats. Pramipexole was fed to Chbb:NMRI mice at doses 0.3, 2.2, and 11 Body System MIRAPEX'  Placebo’ | Body System/ MRAPEX'"  Placeho’
times the highest recommended human dose [1.5 mg tid] on a mg/m? basis and to Wistar rats at doses Adverse Event N=260 N=264 | AdverseEvent N=260 N=264
resulfing in plasma AUCs equal to 0.3, 2 5,and 12.5 times the AUC in humans receiving 1.5 mg tid. No BodyasalWhole Nervous System (cont)
signfficantincreasesin t species. Pramipexole was clastogenic Accidentalinjury 17 15 Somnolence 9 6
inthe in vitro Ames assay, V79 gene mutation assay for HGPRT mutants, chromosomal aberration assay Asthenia 10 8 Dystonia 8 7
in Chinese hamster ovary cells, and in vivo mouse micronucleus assay. In rat fertility studies, a General edema 4 3 Gaitabromalties 7 5
pramipexole dose 5.4 times the highest human dose on a mg/m? basis prolonged estrus cycles and Chestpain 3 2 Hypertonia 7 6
inhibited implantation. These effects were assacraled with reduced serum prolactin levels, a hormone Malaise 3 2 An?n esia 6 4
ssary for

Pregnantcy:Pregnancy ateqory C. Pramipeole g to emae 125 froughout pregnancy e Ca{,ﬂgﬁfﬁ%ﬁ,ﬁ:& 5 " atisa 2 g
implantation at a dose 5.4 times the highest human dose on a mg/m* basis. Pregnant rats given Paranoidreaction 5 0
pramipexole during the period of organogenesis (gestation days 7 through 16) at a dose resultingina | Digestive System Delusions ] 0
plasma AUC 4.3 times the AUC in humans receiving 1.5 mg tid resulted in a high incidence of total Consipation 10 9 Sleep disorders 1 0
resorption of embryos. These findings are probably due to pramipexole’s prolactin-lowering effect, since Drymouth 7 3
prolactn s necessary for implantation and maintenance of eary pregnancy in ats (but notrabbits or  [yycrnyic NutionalSystem Respiratory System
humans). Because of pregnancy disruption and early embryonic loss in these studies, pramipexole’s Peripheral edema 1 Dyspnea 4
teratogenic potential could not be adequately evaluated. In pregnant rabbits given during K 0 Rhinitis 3 1
organogenesis, there was no evidence of adverse effects on embryo-fetal following Pneumonia 2 0
adminisiration of doses resulting in a plasma AUC 71 imes the AUC in humans receiving 1.5 mg tid. | Musculoskeletal System Skin & Appendages
Postnatal growth was inhibited in the offspring of rats treated with a dose approximately equivalent to the rthits 3 1 Skin disorders 2 1
highest human dose on a mg/nv’ basis or greater during latter pregnancy and throughout lactation. Tuitching 2 0
Pramipexole was not studied in human pregnancy. Because animal reproduction studies are not aways B“’S““ﬁ " f 8
predictive of human response, use pramipexole during pregnancy only f the potential benefit outweighs Myasthenia precalicing 4 )
we ptentaisk (olthevre(usr d o |NEMoUSSystem Vision abnormalites 3 1

ursing mothers: A single-dose, rad howed that drug-related material Dyskinesia 47 31 Dinlopia ] 0
into breast milk of actating rats. Radioactivity concentrations in milk were three to six times higher than Exrapyramicelsyndrome 28 %
plasma concentrations at equivalent time points. Other studies have shown that pramipexole inhibits nsomnia 27 2 |Urogenital System
prolactin secretion in humans and rats. It is not known whether this drug is excreted in human milk. Dizziness 2% 2% Urinary frequency 6 3
Because many drugs are excreted in human milk and because pramipexole may cause potentially Hallcinations 7 4 Urinary tractinfection 4 3
serious adverse reactrons in nursing mrarrls a decision should be made to discontinue nursing or Dreamabnormaliies 11 10 Urinary incontinence 2 1

yhave noth i ‘hemug ) Confusion 10 7

Genamc use: Pramipexole mal oral clearance was approximately 30% lower in subjects >65 years
compared with younger subjects because of a decline in pramipexole renal clearance due to an
age-related reduction in renal function. This resulted in an increase in elimination half-life from
approximately 8.5 hours to 12 hours. In clinical studies, 38.7% of patients were >65 years. There were
noapparent dlfrerences in efficacy or safety between older and younger patients, except that the relative

were observed in 9% (35/388) of patients on MIRAPEX compared with 2.6% (6/235) of patients on
placebo. In four double-blind, placebo-controlled trials in advanced Parkinson's disease where patients
received MIRAPEX and concomitant levodopa, hallucinations were observed in 16.5% (43/260) of

risk of ith MIRAPEX the elderly.

AADVERSE REACTIONS

Pallerrls with either early or advanced Parkrnsorr s drsease were enrolled in clinical trials. Apart from
ity and duration, the din use of levodopa. Patients with

patients on MIRAPEX compared with 3.8% (10/264) of patients on placebo. caused
treatment discontinuation in 3.1% of early Parkinson's disease patients and 2.7% of advanced
Parkinson’s disease patients compared with about 0.4% of placebo patients in both populations. Age
appears to increase the risk of hallucinations attributable to pramipexole. In early Parkinson’s disease
patients, the risk of hallucinations was 1.9 times greater than placebo in patients <65 years and 6.8
times greater than placebo in patients >65 years. In advanced Parkinson’s disease patients, the risk of
hallucinations was 3.5 times greater than placebo in patients <65 years and 5.2 times greater than
placebo in patients >65 years.

PRECAUTIONS

Rhabdomyolysis: A single case occurred in a 49-year-old man with advanced Parkinson’s disease
treated with MIRAPEX Tablets. The patient was hospitalized with an elevated CPK (10,631 IU/L).

Renal: Exercise caution when prescribing MIRAPEX to patients with renal insufficiency (see full

PrescribingInformation, DOSAGE AND ADMINISTRATION).

Dyskinesia: MIRAPEX may potentiate the dopaminergic side effects of levodopa and may cause or
i i Levodona dose redi i ic cide aff

Retinal pathology in albino rats: Pathologic changes (degeneration and loss of photoreceptor cells)
were observed in the retina of albino rats in the 2-year carcinogenicity study. While retinal degeneration
was not diagnosed in pigmented rats treated for 2 years, a thinning in the outer nuclear layer of the retina
vias slght greater i rats given ciug compared vith contols No simiar changes viere seen n albino
mice, monkey: igs. The potential significance of this effect in humans has not been established
bm cannot be disregarded, because disruption of a mechanism that is universally present n vertebrates
fullF ANIMALTOXICOLOGY).

Events Reported With Dopaminergic Therapy

Although the event have not ing trials, the

with the use of other , however, is so low that
even if pramipexole caused these events at rates similar to those arlnhulable o other dopamlrrergrc

early disease did not receive concomitant levodopa during treatment with pramipexole; those with
advanced Parkinson’s disease all received concomitant levodopa. Because these two populations may
have differential risks for various adverse events, data are presented separately by population. Because
all premarketing controlled trials used a titration design, confounding time and dose, it is impossible to

q
Early Parkinson’s Disease
In three double-blind, placebo-controlled trials of patients with early Parkinson's disease, the most
commorrry observed adverse events (>5%) that were more frequent in the group treated with MIRAPEX
dizzines insomnia, constipation, asthenia, and hallucinations.
In double-blind, placebo-controlled trials, 12% of 388 patients treated with MIRAPEX
discontinued treatment due to adverse events compared with 11% of 235 patients who received
placebo. Adverse events most commonly causing discontinuation for MIRAPEX and placebo,
respectively, were hallucinations (3.1% vs 0.4%), dizziness (2.1% vs 1%), somnolence (1.6% vs 0%),
extrapyramidal syndrome (1.6% Vs 6.4%), headache (1.3% vs 0%), confusion (1.0%vs 0%), and nausea
(2.1%vs 0.4%).
Adverse-event incidence in controlled clinical studies in early Parkinson’s disease: Table 1
lists treatment-emergent adverse events in double-blind, placebo-controlled studies that were reported
by >1% of patients treated with MIRAPEX and were more frequent than in the placebo group.
Adverse-event intensity was usually mild or moderate. These figures cannot be used to precict adverse-event
incidence in usual medical practice where patient characteristics and other factors iffer from those in
clinical studies. Similarly, the cited frequencies cannot be compared with figures obtained from other
cliical investigations. However, the cited figures do provide some basis fo estimating the reative
Table 1.—Treatment-Emergent Adverse-Event* Incidence in Double-Blind, Placebo-Controlled
Trials in Early Parkinson’s Disease (Events >1% of Patients Treated With MIRAPEX and
Numerically More Frequent Than in the Placebo Group)

therapies, it would be unlikely that even a singl

to pramipexole in studies to date.

Withdrawal- -emeryem‘lwperpyrexraandconmsmn A symptom complex resembling the neuroleptic

malignant:

autonomic instabilty), wrth no other obvious etiology, has been reported with rapid dose reduction,
orchang therapy.

Fibrotic campllcatmns Cases of retroperitoneal fibrosis, puimonary infiltrates, pleural eﬁusron arrd

pleural thickening have been reported in some patients treated with ergot-derived
While these complications may resolve with drug discontinuation, complete resolution does rrot
always oceur.

Although these adverse events are believed to be related to the ergoline structure of these compounds,
whether other, t-derived dopar
Information for patients: Instruct patients to take MIRAPEX only as prescribed. Alert patients to the
potential sedating effects associated with MIRAPEX, rrrcrudlrrg somnolence and the posslblmy or

falling asleep while engaged in activities of daily living. S
with potentially serious consequences, patients should neither drive a car nor engage in other
potentially dangerous activities until they have gained sufficient experience with MIRAPEX to gauge
whether or not it affects their mental and/or motor performance adversely. Advise patients that if
increased somnolence or new episodes of falling asleep during activities of daily living (e.g., watching
television, passenger in a car, etc.) are experienced at any time during treatment, they should not
drive or participate in potentially dangerous activities until they have contacted their physician
Because of possible additive effects, caution should be advised when patients are taking other
sedating medications or alcohol in combination with MIRAPEX and when taking

d ina cohort of th
Body System/ MIRAPEX Placebo | Body System/ MIRAPEX Placebo
Adverse Event N=388 N=235 | Adverse Event N=388 N=235
muscular rigidity, altered consciousness, and BodyasaWhole Nervous System

Asthenia 14 12 Dizziness 25 2

General edema 5 3 Somnolence 22 9

Malaise 2 1 Insomnia 7 12

i 2 1 Hallucinations 9 3

Fever 1 0 Confusion 4 1

- Amnesia 4 2

Digestive System Hypesthesia 3 1

Nausea 28 18 Dystonia 2 1

them s unknown. Constipation 14 [ Akathisia 2 0

Anorexia 4 2 Thinkingabnormalies 2 0

Dysphagia 2 0 1 0

afrequentady Metabolic &Nutritional System Myodonus ! 0

Peripheral edema 4 S
pecial Senses
Decreased weight 2 0 Vision abnormealies 3 0
Urogenital System
Impotence 2 1

“Patients may have reported multiple adverse experiences during the study or at discontinuation; thus,
patients may be included in more than one category.
“Patients received concomitant levodopa.

Other events reported by >1% of patients treated with MIRAPEX but reported equaly or more frequently
i the placebo group were nausea, pain, infection, headache, depression, tremor, hypokinesia, anorexia,
back pain, dyspepsia, flatulence, ataxia, flu syndrome, sinusitis, diarrhea, myalgia, abdominal pain,
anxiety, rash, paresthesia, hypertension, increased saliva, tooth disorder, apathy, hypotension, sweating,
vasodilation, vomiting, increased cough, nervousness, pruritus, hypesthesia, neck pain, syncope,
arthralgia, dysphagia, palpitations, pharyngitis, vertigo, leg cramps, conj
Adverse events—relationship to age, gender, and race: Among the treatment-emergent adverse
events in patients treated with MIRAPEX, hallucination appeared to exhibit a positive relationship to age.
No gender-related differences were observed. An evaluation of adverse events related to race was not
possible (only 4% non-Caucasian enrollees).
Other adverse events observed during all phase 2 and 3 clinical trials: 1,408 individuals received
MIRAPEX during all clinical trials (Parkinson’s disease and other patient populations), 648 of whom were
in seven double-blind, placebo-controlled Parkinson's disease trials. During these trials, all adverse
events were recorded by the clinical investigators using their own terminology. Listed below are similar
types of events, grouped into @ smaller number of standardized calegorles using modmed COSTART
dictionary terminology. Th urred in <1% of the 1,408 individual; d to MIRAPEX and
occurred on at least two occasions (one if the event was sermus) Al reported events, except those
a\ready listed above are included without regard to determination of a causal relationship to MIRAPEX.
inorder of decreasing frequency.
Body as a Whole: errrarged abdomen, death, fever, and suicide attempt. Cardiovascular System:
peripheral vascular disease, myocardra\ |rrfarctron angina pectoris, atrial fibrillation, heart failure,
arrhythmia, atrial arrhythmia, and pulmonary embolism. Digestive System: thirst.
Musculoskeletal System: joint disorder and myasthenia. Nervous System: agitation, CNS
stimulation, psychosis, and Respiratory System: pneumonia. Special
Senses: cataract, eye disorder, and glaucoma. Urogenital System: dysuria, abnormal ejaculation,
prostate cancer, hematuria, and prostate disorder. Falling Asleep During Activities of Daily Living:
Patients treated with MIRAPEX have reported falling asleep while engaged in activities of daily living,
including operation of a motor vehicle, which sometimes resulted in accidents (see bolded WARNING).
Post-Marketing Experience: In addition to the adverse events reported during clinical trials, the following
adverse reactions have been identified during post-approval use of MIRAPEX Tablets. 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. Decisions to include these
reactions in labeling are typically based on one or more of the following factors: (1) seriousness of the
reaction, (2) frequency of reporting, or (3) strength of causal connection to MIRAPEX Tablets. Similar types of
events were grouped into a smaller number of standardized categories using the MedDRA dictionary:
accidents (including fall), compulsive behaviors (including sexual and pathological gambling), fatigue,
hallucinations (all kind), headache, hypotension including postural hypotension), ibido disorcers, syncope,
andblackouts.

DRUG ABUSE AND DEPENDENCE

Pramipexole is not a controlled substance. Athough not systematically studied for abuse, tolerance, or
noeffectinarat

OVERDOSAGE

There is no clinical experience with massive overdosage. No adverse events were reported when one
patient took 11 mg/day of pramipexole for 2 days (two to three times the protocol recommended daily
dose). Blood pressure remained stable, although pulse rate increased to between 100 and 120
beats/minute. The patient withdrew from the study at the end of week 2 due tolack of efficacy. There is no
known antidote for dopamine agonist overdosage. If signs of CNS stimulation are present, a

or other neuroleptic agent may be indicated; but efficacy in reversing
overdosage effects has not been assessed. General supportive measures along with gastric lavage,
intravenous fluid berequired

“Patients may have reported multiple adverse experrerrces during the study or at discontinuation; thus,

medications that increase plasma levels of pramipexole (e.g., cimetidine). Inform patients that
hallucinations can occur and that the elderly are at a higher risk than younger patients. Patients may
develop postural (orthostatic) hypotension with or without symptoms such as dizziness, nausea,
fainting or blackouts, and, sometimes, sweating. Hypotension may occur more frequently during
initial therapy. Accordingly, caution patients against rising rapicly after sitting or lying down, especially
if they have been doing so for prolonged periods and especially at the initiation of treatment. Because
the teratogenic potential of pramipexole is not completely established, and because experience in
humans is limited, advise patients to notify their physicians if they become pregnant or intend to
become pregnant during therapy (see PRECAUTIONS, Pregnancy ). Because pramipexole may be
excreted in breast milk, advise patients to notify their physicians if they intend to breast-feed or are
breast-feeding an infant. Advise patients who develop nausea that taking MIRAPEX with food may
reduce the occurrence of nausea.

Laboratory tests: During the development program, no systematic abnormalities on routine laboratory
testing were noted. Therefore, no specific guidance is offered regarding routine monitoring; the
practitioner retains responsibilty for determining how best to monitor the patient.

Drug Interactions

did not influence
volunteers. Pramipexole cid notalterthe extent of absorption (AUC) o thecel

in healthy

patients may b
Other events reported by >19% of patients treated wnn MIRAPEX but reported equally or more frequently
in the placebo group were infection, accidental injury, headache, pain, tremor, back pain, syncope,
postural hypotension, hypertonia, depression, abdominal pain, anxrety‘ dyspepsia, flatulence, diarrhea,
rash, ataxia, dry mouth, extrapyramidal syndrome, leg cramps, twitching, pharyngitis, sinusitis, sweating,
mrnms urinary tract rnrectron vasodilation, flu syndrome, increased saliva, tooth disease, dyspnea,
gait ities, urinary trequency vomiting hyper{enslon pruritus,
hypokinesia, increased creatine PK, nervousness, dream abnormalites, chest pain, neck pain,
paresthesia, tachycardia, vertigo, voice alf paralysi
tinnitus, diplopia, and taste perversions. In afixed-dose study in early Parkinson’s disease, occurrence of
the following events increased in frequency as the dose increased over the range from 1.5 mg/day to
6 mg/day: postural nausea, and amnesia. The
frequency of these events was generally 2-fold greater than placebo for pramipexole doses greater than
3 mg/day. The incidence of somnolence with pramipexole at a dose of 1.5 mg/day was comparable to
that reported for placebo.
Advanced Parkinson’s Disease
In four double-blind, placebo-controlled trials of patients with advanced Parkinson’s disease, the most
commorrry observed adverse events (>5%) that were more frequent in the group treated with MIRAPEX

although it caused an increase in levodopa Cog by about 40% and a decrease in Ty, from 2.5 to
0.5hours.

Selegiline: Selegiline did noti healthy volunteers.
Amantadine: Population pharmacokinetic analysis suggests that amantadine is unlikely to alter oral
pramipexole clearance.

Cimetidine: Cimetidine, a knowrr rnnlbrmr of renal lubular secretion of orgamc bases via the cationic
transportsystem, caused 50! UCanda40%! Hife.
Probenecid: Probenecid, a known inhibitor of renal tubular secretion of organic acids via the anionic
transporter, did not

Other drugs eliminated via renal secretion: Population pharmacokinetic analysis suggests that
coadministration of drugs secreted by cationic transport (e.g., cimetidine, ranitidine, ditiazem,
triamterene, verapamil, quinidine, and quinine) decreases oral pramipexole clearance by ahout 20%,

rrderurr rPrr rwnrrrHrrr

CYP interactions: Cytochrome P450 enzyme inhibitors are not expected to affect pramipexole
elimination, because pramipexole is not appreciably metabolized by these enzymes in vivo o in vitro.
Studies indicate that pramipexole will not inhibit CYP enzymes at plasma concentrations observed
following the highest recommended clinical dose (1.5 mg tid).

levodopa! h hypotension, dyskinesia,

DOSAGE AND ADMINISTRATION

Inall clinical studies, dosage was initiated at a subtherapeutic level to avoid intolerable adverse effects
and orthostatic hypotension. Gradually titrate dosage in all patients. Increase dosage to achieve a
maximum therapeutic effect, balanced against the principal side effects of dyskinesia, hallucinations,
somnolence, and dry mouth.

Dosing in Patients With Normal Renal Function

Initial treatment: Increase dosages gradually, i.e., not more frequently than every 5 o 7 days, from a
starting dose of 0.375 mg/day given in three drvided doses. Refer to full Prescribing Information for the

i APEX Tabl well 1.510
4.5 mg/day, administered in equally divided doses three Irrnes per day with or without concomitant
levodopa (approximately 800 mg/day). In a fixed-dose study in early Parkinson’s disease patients, doses of
3mg, 4.5myg, and 6 mg per day of MIRAPEX were not shown to provide any significant benefit beyond that
achieved at a daily dose of 1.5 mg/day. However, in the same fixed-dose study, the following adverse events
were dose related: postural hypotension, nausea, constipation, somnolence, and amnesia. The frequency of
these events was generally 2-fold greater than placebo for pramipexole doses greater than 3 mg/day. The
incidence of somnolence reported with pramipexole at a dose of 1.5 mg/day was comparable to placebo.
Consider reducing levodopa dosage when MIRAPEX is used in combination. In a controlled study in

i 9708 from basel
Patients with renal impairment: Dosage adjustments are recommended for patients with moderate to
severe impairment (see full Prescribing Irrtormalron DOSAGE AND ADMINISTRATION). The use of
MIRAPEX has not!

Treatment di il lion: Di

RAPEX over aperiod o 1 week in some studies, howexer,

abrupt

insomnia, dizziness, hallucinations, accidental injury, dream confusion,

asthenia, somnolence, dystonia, gait abnormality, hypertonia, dry mouth, amnesia, and urinary frequency.
Approximately 12% of 260 patients with advanced Parkinson's disease who received MIRAPEX and
concomitant levodopa in double-blind, placebo-controlled trials discontinued treatment due to adverse
events compared with 16% of 264 patients who received placebo and concomitant levodopa. Events

Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled Room
Temperature]. Protect from light.

Store nasafe place out of the reach of children.

Rxonly

most commonly causing treatment discontinuation for MIRAPEX and placebo, were
hallucinations (2.7% vs 0.4%), dyskinesia (1.9% vs 0.8%), extrapyramidal syndrome (1.5% vs 4.9%),
dizziness (1.2% vs 1.5%), confusion (1.2% vs 2.3%),and postural (orthostatic) hypotension (2.3%vs 1.1%).
Adh incidence in controlled clinical studies in advanced Parkinson’s disease: Table 2
lsts treatment-emergent adverse events that occurred in the double-blind, placebo-controlled studies that
were reported by >1% of patients treated with MIRAPEX and were more freguent than n the placebo group.
In these studies, MIRAPEX or placebo was administered to patients who were also receiving
concomitantevodopia. Adverse-event intensty s usually mid or moderate These figures Gannot be used
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creased risk, and those in the 40- to 49-
year age group a had 69% higher risk.

By comparing all those who reported
having ever used tanning equipment with
those who had never used it, the study
showed that there was an increased rela-
tive risk of 33% associated with tanning
equipment.

In the second study, investigators com-
pared tanning equipment use in subjects
enrolled in the international Genes, Envi-
ronment, and Melanoma Study who had
single primary melanomas (406 cases)
with those who had multiple primary
melanomas (125 cases).

Overall, 29% of the subjects had used
tanning equipment, and the mean age at
initial diagnosis of melanoma in those
who had used it was 10 years younger
than it was those who had never used it,
said Maria Chiu, of Cancer Care On-
tario, in Toronto.

When adjusted for age and sex, the data
indicated that tanning equipment use was
associated with a higher risk of multiple
melanomas, with an odds ratio of 1.68.

For those in the highest quartile of fre-
quency of use, the odds ratio was 1.87. For
those whose first exposure was before age
20 years, the odds ratio was 2.63, Ms.
Chiu said.

The data indicate a strong dose response
to tanning equipment use, Ms. Chiu added.

Previous studies in which investigators
had attempted to associate tanning bed
use with melanoma were generally in-
conclusive, probably because they tend-
ed to be too small to determine statisti-
cal power, the investigators and others
said at the meeting. L]

Five-Year Increase
In Relative Risk
69%

57%
44%

20-29 30-39
Age (years)
Note: Based on at least monthly use
of tanning equipment.

40-49

Source: Dr. Veiergd

VERBATIM —
‘Many of my insomniac
patients tell me proudly
that they aren’t using
caffeine,” when a good cup
in the morning may be just
what they need.

Dr. Milton Erman, p. 74
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     Downsample Resolution: 300 dpi
     Downsampling For Images Above: 450 dpi
     Compression: Yes
     Compression Type: CCITT
     CCITT Group: << /Columns 32 /K -1 /Rows 8 >>
     Anti-Alias To Gray: No

     Compress Text and Line Art: Yes

FONTS ----------------------------------------
     Embed All Fonts: Yes
     Subset Embedded Fonts: Yes
     Subset When Percent Of Characters Used is Less: 100 %
     When Embedding Fails: Warn and Continue
Embedding:
     Always Embed: [ ]
     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]

COLOR ----------------------------------------
Color Management Policies:
     Color Conversion Strategy: Convert All Colors to sRGB
     Intent: Default
Working Spaces:
     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain
     RGB ICC Profile: sRGB IEC61966-2.1
     CMYK ICC Profile: U.S. Web Coated (SWOP) v2
Device-Dependent Data:
     Preserve Overprint Settings: No
     Preserve Under Color Removal and Black Generation: No
     Transfer Functions: Preserve
     Preserve Halftone Information: Yes

ADVANCED ----------------------------------------
Options:
     Use Prologue.ps and Epilogue.ps: Yes
     Allow PostScript File To Override Job Options: Yes
     Preserve Level 2 copypage Semantics: Yes
     Save Portable Job Ticket Inside PDF File: No
     Illustrator Overprint Mode: Yes
     Convert Gradients To Smooth Shades: Yes
     ASCII Format: No
Document Structuring Conventions (DSC):
     Process DSC Comments: Yes
     Log DSC Warnings: No
     Resize Page and Center Artwork for EPS Files: Yes
     Preserve EPS Information From DSC: No
     Preserve OPI Comments: No
     Preserve Document Information From DSC: No

OTHERS ----------------------------------------
     Distiller Core Version: 4050
     Use ZIP Compression: Yes
     Deactivate Optimization: No
     Image Memory: 524288 Byte
     Anti-Alias Color Images: No
     Anti-Alias Grayscale Images: No
     Convert Images (< 257 Colors) To Indexed Color Space: Yes
     sRGB ICC Profile: sRGB IEC61966-2.1

END OF REPORT ----------------------------------------
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