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Motivation Strategies Help Diabetics Self-Manage

BY MIRIAM E. TUCKER

Senior Writer

WASHINGTON Although there are
gaps in the literature about the psychoso-
cial aspects of diabetes management, evi-
dence-based strategies do tend to work for
many patients, Leonard Jack Jr., Ph.D., said
at the annual meeting of the American As-
sociation of Diabetes Educators.

A major review of 84 published articles
pertaining to diabetes self-management

training found that, overall, evidence sup-
ports the efficacy of such training for pa-
tients with type 2 diabetes, particularly in
the short term.

The authors concluded that further re-
search is needed to assess the effects of
self-management interventions on sus-
tained glycemic control; cardiovascular
disease risk factors; and, ultimately, mi-
crovascular disease and quality of life (Di-
abetes Care 2001;24:561-87).

The literature is inadequate in many ar-

eas, including details about the interven-
tions, assessment of patient satisfaction, the
influence of family on patient outcomes,
and the particular impact of diabetes self-
management interventions on men.

Nearly all the published studies are com-
prised mostly of female patients, noted Dr.
Jack, team leader of Applied Behavioral
Research, Epidemiology, Surveillance, and
Evaluation at the Centers for Disease Con-
trol and Prevention’s division of diabetes
translation, Atlanta.
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mu\d reflect a unique property of pramipexole, it might also be due to study conditions and the nature of
disease
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bo. hallucinations
were observed in 9% (35/388) nl pauents 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
patients on MIRAPEX compared with 3.8% (10/264) of patients on placebo. Hallucinations 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 i 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 placeba in patients <65 years and 5.2 times greater than
placeboin 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
Prescribing Information, DOSAGE AND ADMINISTRATION).
Dyskinesia: MIRAPEX may pot ennate the dopaminergic side effects of levodopa and may cause or

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 fo an
age-related reduction in renal function. This resulted in an increase in elimination half-lfe from
approximately 8.5 hours fo 12 hours. In clinical studies, 38.7% of patients were >65 years. There were

afet and younger patients, except that the relative
EX the elderly.
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Patients with either early or advanced Parkinson's disease were enrolled in clinical trials. Apart from

and duration, use of concomitant levodopa. Patients with

early disease did not receive concomitant levodopa during treatment with pramipexole; those with

advanced Parkmson s dwsease al recewed cancommanl levodopa. Because these two populations may

8 population. Because

all premarketing cnntm\leﬂ trials used a mratwon deswgn confounding time and duse wt is impossible to

Early Parkinson’s Disease

In three double-blind, placebo-controlled trials of patients with early Parkinson’s disease, the most
commonly observed adverse events (>5%) that were more frequent in the group treated with MIRAPEX.

dizziness, somnolence, insomnia, constipation, asthenia

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% vs 0%), and nausea
[2 1%V5 0.4%).

“Patients may have reported mulple adverse experiences during the study o 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
in the placebo group were nausea, pain, infection, headache, depression, tremor, hypokinesia, anorexia,
back pan, dyspepsia, flatulence, ataxia, flu syndrome, sinusitis, iarrhea, 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, conjunctivits, and lacrimation disorders.
Adverse events—relationship to age, gender, and race: Among the freaiment-emergent adverse
events in patients treated with MIRAPEX, hallucination appeared to exhibit a
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 frials: 1,408 individuals received
MIRAPEX during all linical trials Parkinson’s isease 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 ciinicalinvestigators using their own terminology. Listed below are similar
types of events, grouped into a smaller number of standardized categories using modified COSTART
dictionary terminology.
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.

relationship

1% of the 1,408

o MIRAPEX and

Body as a Whole: enlarged abdomen, death, fever, and suicide attempt. Cardiovascular System:
peripheral vascular disease, myocardial infarction, angina pectoris, atrial fibrillation, heart failure,

Retinal pathology in albino rats. Pathologic changes

were observed in the retina of albino rats in the 2-year tud)

was not diagnosed in pigmented rats treated for 2 years, a thinning in the outer nuclear layer of the retina
was slightly reater in rats given drug compared with controls. No simikar changes were seen n albino
‘mice, monkeys, and minipigs. this effectin

but cannot be disregarded, because disruption of a mechanism mal is universally present in vertebrates
i NIMAL

incidence in usual medical practice where panem characteristics and other factors differ from those in
clinical studies. Similarly, the cited frequencies cannot be compared with figures obtained from other
clinical investigations. However, the cited figures do provide some basis for estimating the relative

Musculoskeletal System: joint disorder and myasthenia. Nervous System: agitation, CNS
stimulation, hyperkinesia, psychasws and convulsions. 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 actviies of daly ving,
mc\udmg operation of a motor vehicle, which sometimes resulted in accidents (see bo\ded WARNING).
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y embolism. Digestive System: thirst.

Evems Hepnned With Dopaminergic Therapy
Althol trials,

iese events, however, is solow that
even if pramipexole caused these events at rates similar to those attributable to other dopaminergic

bo-Controlled

Table 1.—Treatment-E it Ad Event* Blind, Pl

Trials in Early Parklnsnn 's Disease (Events >1% of Patients Treated Wlln MIRAPEX and
Numerically More Frequent Than in the Placebo Group)

therapies it that inacohortof reactions in labeling are typically based on one or more of the following factors: (1) seriousness of the

fopramipexdeinstudes todate. Body Syster/ MRAPEX  Placcbo | BodySystem/ MRAPEX Placebo reaction, (2 or (3)stength o to MRAPEX Tablets. Smilar types of
» Asymptom the neuru\ep Adverse Event N=388 N=235 | Adverse Event N=388 N=235 events were gmuped into'a smaller number of standarcized na\egnnes using the MedDRA dictionary.

i it NenousSystem accidents (including fal, compulsive behaviors (including sexual and pathological gambling), fatigue,

autonomic instability), with no other obvious etiology, has been reported with rapid dose reducuun Asthenia 14 12 Dizziness 2% 2% hallucinations (all ind), headache, hypotension (including postural hypotension), bido disorders, syncope,

withcrawalof, orchangesin annparkmsoman therapy. General edema 5 3 Somnolence 2 9 andblackouts

Fibrotic l\brosws pu\monavy infitrates, pleural effusion, and Malaise 2 1 Insomnia 1 12 DRUG ABUSE AND DEPENDENCE

pleural 2 1 Hallucinations 9 3 Pramipexole is not a controlled substance. Although not systematically studiied for abuse, tolerance, or

While these complications may resoive with crug iscontinuation, complete resolution does not Fever ! 0 g“"“‘s‘”" j ; dministat

always ocour. Digestie System Hymp"ezsh‘aes‘a 3 H OVERDOSAGE

Athough these adverse events are belleved to be refated to the ergoline structure of these compounds, i % 18 Dy 5 | There is no ciinical experience vith massive overdosage. No adverse events were reported when one

whether other, it isunknown. Constipation 14 6 Akathisia 2 0 patient took 11 mg/day of pramipexole for 2 days (two to three times the protocol recommended daily

Information for patients: Instruct patients to take MIRAPEX only as prescribed. Alert patients to the Anorexia 4 2 Thinkingabrormalties 2 0 dose). Blood pressure remained stable, although pulse rate increased to between 100 and 120

potential sedating effects associated with MIRAPEX, including somnolence and the possibility of Dysphagia 2 0 1 0 beats/minute. The patient: the end of week 2 due tolack of efficacy. Thereis no

falling asleep while engaged in activities of daily living. frequent Ve Myoclonus 1 0 known antidote Tuv dopamme 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 eﬂects 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 abnormaities 3 0 0

i pisodes offallng daly lving e, wetching UrogenaiSysem DOSAGE AND ADMINISTRATION

television, passenger in a car, etc) are experienced at any time during treatment, they should not ooiencs 2 1 In ll cinical stules, dosage was intated ata Jevelto avod intolerable acverse effect

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 concomitant
medications that increase plasma levels of pramipexole (e.g., cimetidine). Inform patients that
hallucinations can occur and that the eldery 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. Accordmg\y‘ caul\on patients against rising rapidly after sitting or lying down, especially
ifth ially at the \nmauun of treatment. Because

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

e following

hei frequency or establish a causal reationship to ciug exposure. Decisions to nclude tese

*Patients may have reported muttiple adverse experiences during the study or at discontinuation; thus,

patients may be included in more than one category.

and orthostatic hypotension. Gradually ttrate 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.

Other events reported by 1% of X but reported eq
in the placebo group were infection, accidental injury, headache pain, tremor, back pam synmpe
postural hypotension, hypertonia, depression, abdominal pain, anxiety, dyspepsia, flatulence, diarrhea,

]
Initial treatment: Increase dosages graduall, .e., 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 ful Prescribing Information for the

rash, ataxia, dry mouth, extrapyramidal syndrome, leg cramps, twitching, pharyngitis, sinusitis, sweating,
thinitis, urinary tract infection, vasodilation, flu syndrome, increased saliva, tooth disease, dyspnea,
it abnormalite frequency, vomiting, allergic reaction, hypertension, pruritus,

the teratogenic potential or pramwpexa\e s not comp\ele\y established, ar
humans is limited, advise patients to notify their physicians if they becmme pregnant o 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

hypokinesia, increased creatine PK, nervousness, dream abnormaliies, chest pain, neck pain,
paresthesia, tachycardia, vertigo, mnum s, paralys

tinnitus, diplopia, and Inafi occurrence of
the following events. wncreasen in frequency as he dose mcreased over the range from 1.5 mg/day to
6 mg/day: postural hypotension, nausea, constipation, somnolence, and amnesia. The

45 mg/day administered in equaHy divided doses three times 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, 4.5mg, and 6 mg per day of MIRAPEX
achieved at a daily dose of 1.5 mg/day. However, in the same fixed-dose study, the following adverse events
were dose relatec: postural hypotension, nausea, constipation, Somnolence, and amnesia. The frequency of
these events was generally 2-fold greater than p\anebﬂ for pram\pexa\e doses greater than 3 mg/day The

15t

benefitbeyond that

[eadb“ncreama Og:gegm‘”“ nausea - N cuieleontoy ToQUanCy o 2odgeats incidence of somnolence reported atadose of 1.5 mg/day was comparable to placebo.

testing wre‘:e noted. Thgvemre, no specm? ggwdaﬁce is offered regarding routine monitoring; m'g 3 mg/day, The ncdence of sormnolence with pramipercle i dose of 1.5 myidey bty Consider reducing Ievnuopa dosage when MIRAPEX is used in cnmbmanon Ina contoled study n
thatreported for placebo. vanced Pa

practitioner to monitor the patient. ) . for patients with moderate to

Drug Interactions Auvanced Parkinson's Disease severe impairment (see full Prescribing Information, DOSAGE AND ADMLIJN‘IJ;EI;ATID‘N The use of

L‘argldapaﬂevodnpa Carbidoparlevodopa did notinfluence panio y inhealty In four double-blind, placebo-controlled trials of patients with advanced Parkinson's disease, the most MRAPE Rf 1t 9 ).

wolun er e exertof - only obser (>5%) that were more frequent \inﬂ:'he gvoup treated with MIRAPEX EX over a period of T week; in some studies, hovwever,

annougn T caused an ncrease I Ievodopa Cres by aboLt 40% and a decrease in T, ffom 2.5 10
0.5hours.

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

Selegiline: o p ‘Temperature]. Protect from light
o 12% of 260 patients with acvanced Parkinson's disease who recelved MIRAPEX and pereure] g
ggr::égdal\gedep;gr“v‘naemn pharmacokinetc analysis suggests that amantadine s unkely to ater el ooniomitan evocopa in double-bind, placebo-controlled rials discontinue reatment due fo adverse ~ Storein asale place outof the reach ofchidren
Cimetidin:Cineie, & noun nhbiorof el tbursecreion of oraric bses vt catonc. oo 1 16% 0 204 Falrl ho el pcebo i oonnt e Eiefls Reory
a0y i ) ]
| hallucinations (2.7% vs 0.4%), dyskinesia (1.9% vs 0.8%), extrapyramidal syndrome (1.5% vs 4.9%),  Distributedby: - Boefringer Ingelheim Inc. Ridgefield, CT 06877 USA

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,

tramterene, 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 highest recommended clinical dose (1.5 mg tid)

diziness (1 2%vs 5 ), oonmswonﬂ 2%\/323%] andposwra\ (orthostatic)! hypalenswan(?a%vsw 1“/ )

Store at 25°C (77°F) excursions permitied fo 15°C to 30°C (59°F to 86°F) [see USP Controled Room
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Despite the gaps, the literature does
support the following counseling strate-
gies for all patients with diabetes:

» Frame the teaching to match the pa-
tient’s perceptions. Simply by asking the
question “When you think of diabetes,
what do you think of?” can elicit the in-
formation needed to focus the teaching
based on the patient’s perceptions or mis-
perceptions, he said.

» Fully inform patients of the purpose
and expected effects of interventions—
and when to expect these effects. This
helps avoid discouragement when results
are not immediate. If potential setbacks
are likely, warn the patient of this and of-
fer suggestions on what to do.

» Suggest small lifestyle changes rather
than large ones. Patients can be asked to
do just slightly more than they’re doing
now, such as adding 5 more minutes of
walking if they're already doing 10. Many
studies on self-efficacy suggest that en-
hancing a patient’s faith in his or her ca-
pabilities improves the chances of success.
» Be specific. Tell the patient exactly how
much to exercise, how often to eat, how in-
tensely to work out, and explain the ratio-
nale for the recommendation. Demon-
strate your instructions if possible, and
write them down on a prescription sheet.
» Remember that it’s easier to add new
behaviors than to eliminate old ones. If
weight loss is a goal, it may be more effec-
tive to suggest that they begin taking short
walks or other light physical activity than
to change their current eating patterns. In
all studies, dietary habits are harder to
change than anything else, Dr. Jack noted.
» Link new behaviors to old ones. Sug-
gest that a patient exercise before eating
lunch, or use an exercise bike while watch-
ing the evening news, or take his or her
medication when brushing teeth. Family
routine is important too—make sure that
what you're telling the patient doesn't in-
terfere with established family activities.
> Use the power of the profession.
Don’t be afraid to tell a patient outright to
stop smoking, cut the fat out of the diet,
get out of the house more often, or seek
additional help.

> Get explicit commitments from pa-
tients. Ask patients to describe how they
plan to follow the intended regimen. Ask
them, “What specifically do you plan to do
this upcoming week?” If the patient ex-
presses uncertainty, try to brainstorm with
him or her about the scenario and alter-
natives, Dr. Jack said.

» Use a combination of strategies. Indi-
vidual counseling, group psychoeduca-
tion, written materials, and community
resources will each work for some pa-
tients some of the time. Combining them
improves the chances for success, he said.
» Involve your office staff. A multifac-
eted team approach, including a nurse,
certified diabetes educator, dietitian/nu-
tritionist, and others, is optimal for man-
aging patients with diabetes.

> Refer patients with complex prob-
lems. Those with severe depression, psy-
chosis, or suicidal ideation need expert
help, as do those with less severe but still
complicated problems such as difficulty
with interpersonal relationships. L]
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     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 ----------------------------------------

IMPRESSED GmbH
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22761 Hamburg, Germany
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