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Resistance to Fluoroquinolones
Fluoroquinolone resistance was an inde-
pendent risk factor for death in a study of
patients with nosocomial Escherichia coli
and Klebsiella pneumoniae infections.
Sixteen (13%) of 123 patients with re-
sistant infection in the retrospective cohort
study died, compared with 4 (6%) of 70
patients with susceptible infection. After
multivariate analysis, fluoroquinolone
(FQ)-resistant infection remained inde-
pendently and significantly associated with
mortality (odds ratio 4.41), reported
Ebbing Lautenbach, M.D., of the Univer-

CAPSULES

sity of Pennsylvania, Philadelphia, and his
colleagues. However, FQ-resistant patients
were significantly less likely to be treated
with an antimicrobial active against the in-
fection in the first 24-48 hours after sam-
ples were obtained for culture. After ad-
justing for time to effective therapy, the
association between FQ resistance and
mortality lost significance (adjusted odds
ratio 2.53), the investigators noted (Clin.
Infect. Dis. 2005;41:923-9).

The findings underscore the need for ear-
ly, appropriate antimicrobial therapy in pa-
tients with FQ-resistant infections, but also
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highlight the problem of such resistance
and the need for ongoing efforts to halt its
increasing prevalence, they concluded.

Emphysematous Pyelonephritis
Host and bacterial virulence factors each
play a role in the pathogenesis of emphy-
sematous pyelonephritis, a study suggests.
Forty-seven patients with the rare but
deadly gas-forming infection of the kidney
known as emphysematous pyelonephritis
(EPN) were compared with 79 patients
with non-EPN kidney disease in terms of
virulence factors. Diabetes with poor
glycemic control was the only host factor
independently associated with EPN (odds
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in normal volunteers, clinically in clinical frials was not

among thosg taking MIRAPEX Tablets than among those taking placebo. While this unexpected ﬂndmg
could reflect a unique property of pramipexole, it might also be due to study conditions and the nature of

the clinical firated, and
or

hallucinations

Geriatric use: Pramipexole total 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-lfe from

8.5 hours to 12 hours. | 38.7% of patients were >65 years. There were
o apparent differences in efficacy or sa|ety between older and younger patients, except that the relative

were observed in 9% (35/388) n! paﬂems on MIRAPEX compared wwlh 2. ﬁ% (6/235) of patients on
b

placebo. In four double-blind, pi trials in advanced Pz

received MIRAPEX and concomwanl levodopa, hallucinations were observed in 16.5% (43/260) f

riskof
AADVERSE REACTIONS
Patients with either early or advanced Parkinson's disease were enrolled in clinical trials. Apart from

patients on MIRAPEX compared with 3.8% (10/264) of patients on placebo.

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 popu\amns Age
d

appears to increase the risk of attributable to pramipexole. In early Pz

patients, the risk of hallucinations was 1.9 times greater than placebo in patients <§5 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).

Symptoms resolved with medication discontinuation.

Renal: Exercise caution when prescribing MIRAPEX to patients with renal insufficiency (see full
1

Prescribing Information, DOSAGE AND ADMINISTRATION).

Dyskinesia: MIRAPEX may potentiate the dopaminergic side effecs of levodopa and may cause or
L

concomitant levodopa. Patients with
early disease did not venewe concom\lam levodopa during treatment with pramipexole; those with

*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 with MIRAPEX but reported! more frequently
inthe 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, conjunctvitis, and lacrimation disorders.

Adverse events—relationship to age, gender, and race: Among the treatment-emergent adverse

adarce Pkinson'sdisezse al recived cnnmmwam \evbﬂopa Because these may
differential risks for , data by population. Because
aH premarkehng controlled trials used a tration deslgn comnuﬂdmg ime and dose, it s impossible to

Ea||y Pankinsnn’s Disease

In three double-blind, placebo-controlled trils of patients with early Parkinson’s disease, the most
commonly observed adverse events (>5%) that were more frequent in the group treated with MIRAPEX
Tablets were nausea, dizziness, somnolence, insomnia, constipation, asthenia, and hallucinations.

In double-blind, placebo-controlled trials, approximately 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% v 0%), and nausea
1% 0%,

Table 1

Retinal pathology in albino rats: Pathologic changes and loss of

lists treatment- it in double-blind, p\aceho controlled studies tha vee reported

were observed in the retina of albino rats in the 2-year tudy. Whil

was not d\agﬂosed in pigmented rats treated for 2 years, a thinning in the outer nuclear layer 01 the retma
was slightly greater in rats given drug compared with controls. No similar changes were seen in albino
mice, monkeys, and minipigs. The potentialsignificance of ths effect in humans has not been established
but cannot be disregarded, because disruption of a mechanism that is universally present in vertebrates

ie.

by 1% of patients treated with MIRAPEX and were more frequent than in the placebo gmup
Adverse-event intensity was usually mild or moderate.

eventsin with M\RAPEX fellcinaton appeare o exibita posiive releonsip o ge.

No gender-related different s related to race was not
posshle (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 a smaller number of standardized categories using modified COSTART
dictionary terminology. The in<1%of the 1,408 1o MIRAPEX and
occurred on at least two occasions (one if the event was serious). All reported events, except those
already listed above, are included without regard to determination of a causal relationship to MIRAPEX.

B
Body as a Whole: enlarged abdomen, death, fever, and suicide attempt. Cardiovascular System:
peripheral vascular disease, myocardial infarction, angina pectoris, atrial fibillation, heart failure,
arrhythmia, atrial arrhythmia, and pulmonary embolism. Digestive System: thirst.

Musculoskeletal System: joint disorder and myasthenia. Nervous System: ag\lalmn‘ CNS
stimulation, hyperkinesia, psychosis, and convulsions. Respiratory System: pneumonia. Special

incidence in usual medical practice where patient and other factors differ from those in
clinical studies. Similarly, the cited freq -annot be compared with figure from other
clinical investigations. However, the cited figures do provide some basis for estimating the relative

Events Reported With Dopaminergic Therapy
Although

these events, however, is solow that
even | pram\pexo\e caused these events at rates similar to those attributable to uther dopaminergic

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)

to, uram\pexn\e instudies todate.

pleural thickening

whether other,

Body System/ MIRAPEX. Placebo | Body System/ MRAPEX Placebo reaction, reporting, or 1o MIRAPEX Tablets. Similar types of
. resembling Adverse Event N=388 N=235 | Adverse Event N=388 N=235 events were grouped into a smaller number of standardized categories using the MedDRA dictionary:
malignant ‘muscular riaidit and Nervous System accidents (including fall), compulsive behaviors (including sexual and pathological gambling), fatigue,
autonomic instabilty), with no other obvious etiology, has been reported with rapid dose redummn Astheria 14 2 Dizziness % 2 ind), headache, hypot hypotension), ibido disorders, syncope,
withdrawal of or changes n antiparkinsonian therapy. Generaledema 5 3 ‘Somnolence 2 9 andblackouts,
Fibrotic complicatons: Cases o retropefoneal fbosis, puimonary ifirates, pleural efusion, and Malaise 2 1 Insomnia 17 12 DRUG ABUSE AND DEPENDENCE
2 1 Hallcinations 9 3 Pramipexole is not a controlled substance. Atthough not systematically studied for abuse, tolerance, or
Wm\e 1hese complications may resolve with drug discontinuation, complete resolution does not Fever ! 0 /[\m::g” 3 ; il
Digeste System Hypestesa 3 ] OVERDOSAGE
A\mnugh these adverse events are believed to be related to the ergoline structure of these compounds, T 28 18 Dystonia 2 1 There is no clinical experience with massive overdosage. No adverse events were reported when one
Constipation 14 6 Akathisia 2 0 patient took 11 m/day of pramipexole for 2 days (two to three times the protocol recommended daily
i WMIRAPE) lert patients to the Anorexia 4 2 Thinking abnormalities 2 0 dose). Blood pressure remained stable, although pulse rate increased to between 100 and 120
potential sedating effects assucwated with MIRAPEX, including somnolence and the possibility of Dysphagia 2 0 1 0 beats/minute. The patient withdrew from the study at the end of week 2 due to lack of efficacy. There is no
falling asleep while engaged in activities of daily living. Py Myoclonus 1 0 known anudme for dnpamme agonist overdosage. If signs of CNS stimulation are present, a
with potentially serious consequences, patients should neither drive a car nor engage in other Peripheraledema 5 4 neuroleptic agent may be indicated; but efficacy in reversing
potentially dangerous activities until they have gained sufficient experience with MIRAPEX to gauge Decreased weight 2 0 Special Senses overdosage eff ects has not been assessed. General supportive measures along with gastric lavage,
whether or not it affects their mental and/or motor performance adversely. Advise patients that if Vision abnormalties 3 0 4
ing activities of daly iving (e.q., watching Urogenital System DOSAGE AND ADMINISTRATION
television, passenger in a car, efc.) are experienced at any time during treatment, they should not Impotence 2 1 Inall clinical studies, dosage was initiated at a subtherapeutic level to avoid intolerable adverse effects
drive or participate in potentially dangerous activities until they have contacted their physician. and orthostatic hypotension. Gradually titrate dosage in all patients. Increase dosage to achieve a
Because of possible addilive effects, caution should be advised when patients are taking Oher pzerye o haye reported multple ac during the study or at i thys,  maximum therapeutic effect, balanced against the principal side effects of dyskinesia,hallucinations,

sedating medications or alcohol in combination with MIRAPEX and when taking concomitant
medications that increase plasma levels of pramipexole (e.g., cimetiding). 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 rapidly after sitting or lying down, especially
if they have been doing so for 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.

, eye disorder, and glaucoma. Urogenital System: dysuria, abnormal ejaculation,
pres‘ate cancer, hemamna and prostate disorder. Falling Asleep During Activities ofDarlz Living:
Patients treated with MIRAPEX have reported falling asleep while engaged in activities of daily living,
\nc\umng operation of a motor vehicle, which sometimes resited in accidents (see bolded WARNING).
Post- ing Experignce: 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. 1oHowmg factors: (1) seriousness of the

patients may be included in more than one category.

somnolence, and dry mouth.

Other events reported by >1% of patients treated with MIRAPEX but
in the placebo group were infection, accidental injury, headache, pain, tremor, back pain, syncope,
postural hypotension, hypertonia, depression, abdominal pain, anxiety, dyspepsia, flatulence, diarrhea,
rash, ataxia, dry mouth, extrapyramidal syndrome, leg cramps, twitching, pharyngtis, sinusitis, sweating,

1510
rhinitis, urinary tract infection, vasodilation, flu syndrome, increased saliva, tooth disease, dyspnea, oferdleq 0ver
increased cough,gaitabnarmaltes,unay eguency,voming,allergireacton yperension pruus, 3 MY/08, admintered in ?,g:l‘ﬁy g’g?*’“ﬁ“s"s e T it ot concomtert
hypokinesia, increased creatine PK, nervousness, dream abnormalities, chest pain, neck pain, 31mg, 45mg, and 6 mg per day of MIRAPE) o
paresthesia, tachycardia, vertigo, conjunctivits, paralysis achieved at a dail dose of 1.5 mg/day. However, dose st /A
tinnitus, diplopia, and per Inafixed- in ear occurrence of Iy

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

the following events increased in frequency as the dose increased over the range from 1.5 mg/day to
6 mg/day: postural hypotension, nausea, constipation, somnolence, and amnesia. The

‘nausea, consfipation, somnolence, andamnesia. 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 cnmbmaﬂon Ina comroHed study in

seveve \mpa\rmem (see full Prescnbmg Information, DOSAGE AND ADMINIS’T RATION). The use of
MIRAPE

Laboratory tests: During the program, fic abnormalities on rout frequency of ly 2-fold greater than placebo for pramipexole doses greater than
testing were noted. Therefore, no specific guidance is offered regarding routine monitoring; the 3 My/day. The incidence of somoknce wihpramipel a 6o f 1.5 Mg ey s comparzbl o ahanceoPa
practifoner for tomonitorthe patient. that reported for placebo.
Drug nteractions oo e g el of s il adanoed P’ dase, e st
h four doubleind,pacebo-contole tls ofpatents it avanced Pakinson's diseese,the o
Ca‘abtgeoga/levodopa. Carbidopa/levodopa did not influence pramupexme y nts (>5%) that. et more frequent inthe group treated with MRAPEX
dyskinesia,

MIRAPEX over a period of 1 week; i however,

UC) or
a\mnugn it caused an increase in levodopa Cr, by about 40% and a decrease in Tq, from 2.5 to
05

insomnia, dizziness, hallucinations, accidental injury, dream abnormalities, confusion, constipation,
asthenia, somnolence, dystonia, gait abnormality, hypertonia, dry mouth, amnesia, and urinary frequency.

Selegllmg

pulation uggests that amantadine is unlikely to alter oal

pramipexole clearance.

Cimetidine: Cimetidine, a known inhibitor of renal tubular secretion of organic bases via the cationic
da50% JCanda40% J

\ppi 12% of 260 patients with advanced Parkinson's disease who received MIRAPEX and
concomitant levodopa in double-blind, placebo-controlied trials discontinued treatment due to adverse
events compared with 16% of 264 patients who received placebo and concomitant levodopa. Events
most commonly causing treatment discontinuation for MIRAPEX and placebo, respectively, were

Probenecid: Probenecid, a known inhibitor of renal tubular secretion of organic acids via the anionic

transporter, id not

Other drugs eliminated via renal secretion: Population pharmacokinetic analysis suggests that

coadministration of drugs secreted by cationic transport (e.g., cimetidine, ranitidine, diltiazem,
friamterene, verapamil, quinidine, and quinine) decreases oral pramipexole clearance by about 20%,
penicilins, indomethacin,

CYP interactions: Cytochrome P450 enzyme inhibitors are not expected to affect pramipexole
elimination, because pramipexole is not appreciably metabolized by these enzymes in vivo or in vitro.
Studies indicate that pramipexole will not inhibit CYP enzymes at plasma concentrations observed

following the ighest recommended cinical dose (1.6 mg i)

vs 0.4%), dyskinesia (1.9% vs 0.8%), extrapyramidal syndrome (1.5% vs 4.9%),
dizziness (1.2% vs 1 5%) oon!usmn I\l 2%st 3%) and. poslura\ (orthostatic)! hypu tension 12 3%vs1.1%),

Ady

- Table 2

lists freatment-emergent adverse events that occurred in the double-blind, placebo-controlled studies that
thanin

In these s\ud\es MIRAPEX or placebo was administered fo patients who were also receiving

concomitant levodopa. Adverse-event intensity was usually mild or moderate. These figures cannot be used

topredict adverse-event factors

differ imilary,
from other However,

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

Store ina safe place out of he reach of children.
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ratio 4.9), but urinary tract obstruction
with impaired renal circulation also was
more prevalent in EPN patients (32% vs.
11%), reported Chin-Chung Tseng, M.D.,
and colleagues at the National Cheng
Kung University, Tainan, Taiwan (Am. J.
Kidney Dis. 2005;46:432-9).

Furthermore, in causative strains of Es-
cherichia coli (the causative agent in 16 of 47
of the EPN cases, and in 60%-70% of cas-
es in general), the papG II adhesin gene
was identified significantly less often than
in non-EPN E. coli strains (odds ratio 0.2),
and the genetic determinant of uropatho-
genic-specific protein was identified more
often in causative strains than in non-EPN
E. coli strains, the investigators found.

Cartilage-Piercing Infections

An outbreak of severe infections following
upper ear piercings has been linked to con-
taminated antiseptic solution.

Fifteen people became infected with
Pseudomonas aeruginosa following upper
ear piercing at a single body-art parlor.
Nine of the patients required hospitaliza-
tion and treatment with intravenous an-
tibiotics and surgery, reported Caroline G.
Fisher of the Monroe County Depart-
ment of Public Health in Rochester, N.Y,,
and her colleagues.

A case-control study involving the 15 pa-
tients and 61 controls showed that com-
pared with noncartilage piercings, carti-
lage piercing at the helix, combined with
the use of an antiseptic solution provided
by the parlor, was associated with a 1,000-
fold increase in infection risk (Am. J. Prev.
Med. 2005;29:204-9).

It was determined that the solution,
which is not effective against Pseudomonas,
was contaminated during mixing. The
findings underscore the risks associated
with cartilage piercing and the need for
safe and appropriate procedures.

Chemotherapy-Related Infections
Levofloxacin prevented infections follow-
ing chemotherapy for cancer in two recent
studies, but concerns remain about emerg-
ing resistance.

In one randomized study of 760 patients
with chemotherapy-induced neutropenia,
Giampaolo Bucaneve, M.D., of Hospital
Policlinico Monteluce, Perugia, Italy, and
his colleagues found that levofloxacin re-
duced the risk of fever by 20%, lowered
documented infections by 17%, and re-
duced bacteremias by up to 16% (N. Engl.
J. Med. 2005;353:977-87).

In another randomized study of 1,565
chemotherapy patients, Michael Cullen,
M.D., of the University of Birmingham
(England) and colleagues found that lev-
ofloxacin reduced the incidence of fever,
compared with placebo: 4% of treatment
patients vs. 8% on placebo had at least one
fever during the first chemotherapy course.
Levofloxacin reduced infection, severe in-
fection, and hospitalization for infection
rates (N. Engl. J. Med. 2005;353:988-98).

In an editorial, Lindsey R. Baden, M.D.,
wrote that patients at greatest risk, the pe-
riod of increased risk, and the likelihood
of the emergence of resistant organisms
need to be defined. Improvement in risk
stratification will minimize unnecessary
use of antimicrobials and preserve the
benefits described in the two studies (N.
Engl. J. Med. 2005;353:1052-4).

—Sharon Worcester
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     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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