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THE REST OF YOUR LIFE
An Ironman Competes to Give Back

“She had a horrible course,” Dr. Bar-
ron recalled. “T remember visiting her,
being so frustrated. I had so much pent-  lie’s Angels—a charity serving terminal-
up energy and I wanted to do something ly ill children and research on pediatric
to try to make a difference in the lives of  brain cancer that was launched in honor
other people affected by children with  of his niece (www.alliesangels.com).
any type of illness.” “I thought, Tm going to push myself

So in 2003 he registered for an Ironman  to my limit and do what I can to try to
competition in Madison, Wis., and asked  help out,”” he said. “When little children

friends, family, and perfect strangers to
champion him by donating money to Al-

wouldn’t it be great to do that some
day?” said Dr. Barron, a 44-year-old in-
ternist from Grand Rapids, Mich.

The motivator for his will to ulti-
mately become an Ironman-level triath-
lete came from a painful life event: the
September 2001 death of his 5-year-old
niece, Allie Cibulas, from inoperable
brain cancer.

r. James Barron never took phys-

D ical fitness seriously until age 30,

when he served as the physician

for a Marine battalion, but he’d always

been intrigued by watching Ironman

competitions on television—grueling

events that consist of a 2.4-mile swim, a
112-mile bike ride, and a 26-mile run.

“In my mind I would think ‘boy,

EMBEDA™ (morphine sulfate and naltrexone hydrochloride)
Extended Release Capsules for oral use - ©

BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION
The following is a brief summary only. For complete product information, please see full

Prescribing Information, including Medication Guide, on www.EMBEDA.com.
WARNING: EMBEDA™ capsules contain morphine, an opioid agonist and a Schedule Il
controlled substance with an abuse liability similar to other opioid agonists. EMBEDA
can be abused in a manner similar to other opioid agonists, legal or illicit. This should be
considered when prescribing or dispensing EMBEDA in situations where the physician or
pharmadist is concerned about an increased risk of misuse, abuse, or diversion.

EMBEDA contains pellets of an extended-release oral formulation of morphine sulfate,
an opioid receptor agonist, surrounding an inner core of naltrexone hydrochloride, an
opioid receptor antagonist indicated for the management of moderate fo severe pain
V\;hen a continuous, around-the-clock opioid analgesic is needed for an extended period
of time.

EMBEDA is NOT intended for use as a prn analgesic.

EMBEDA 100 mg/4 mg IS FOR USE IN OPIOID-TOLERANT PATIENTS ONLY. Ingestion
of these capsules or the pellets within the capsules may cause fatal respiratory
depression when administered to patients not already tolerant to high doses of opioids.

Patients should not consume alcoholic beverages while on EMBEDA therapy.
Additionally, patients must not use prescription or non-prescription medications
toniuiningi alcohol while on EMBEDA therapy. The co-ingleslion of alcohol with EMBEDA
may result in an increase of plasma levels and potentially fatal overdose of morphine.
EMBEDA is to be swallowed whole or the contents of the capsules sl:einkled on apple
sauce. The pellets in the tuEsules are not fo be crushed, dissolved, or chewed due to the
risk of rapid release and absorption of a potentially fatal dose of morphine.

Crushing, chewing, or dissolving EMBEDA will also result in the release of naltrexone
which may predpitate withdrawal in opioid-tolerant individuals.

INDICATIONS AND USAGE: EMBEDA is an extended+elease oral formulation of morphine sulfate and
naltrexone hydrochloride indicated for the management of moderate to severe pain when a continuous, around-
the-clock opioid analgesic is needed for an extended period of time. EMBEDA is NOT intended for use as a pm
analgesic. EMBEDA is not indicated for acute/postoperative pain or if the pain is mild or not expected to persist
for an extended period of time. EMBEDA is only indicated for postoperative use if the patient is already receivin

chronic opioid therapy prior fo surgery or if the posToFeruﬁve pain is expected to be moderate fo severe ung
persist for an extended period of fime. Physicians should individualize treatment, moving from parenteral fo oral
analgesics as appropriate. CONTRAINDICATIONS: EMBEDA is contraindicated in patients with a known
hypersensifivity to morphine, morphine salts, naltrexone, or in any situation where opioids are confraindicated.
Impaired Pulmonary Function: EMBEDA is confraindicated in patients with significant respiratory
depression in unmonitored seftings or the absence of resuscitative equipment. EMBEDA is confraindicated in
patients with acute or severe bronchial asthma or hypercapnia in unmonitored settings or the absence of
resuscitutive equipment [see Warnings and Precautions]. Paralytic llewss EMBEDA is confraindicated in any
patient who has o is suspected of having paralytic ileus. WARNINGS AND PRECAUTIONS: EMBEDA
is to be swallowed whole or the contents of the capsules :rrinkled on apple sauce. The
pellets in the capsules are not to be crushed, dissolved, or chewed. The resulting
morphine dose may be fatal, particularly in opioid-naive individuals. In opioid-tolerant
individuals, the absorption of naltrexone may increase the risk of precipitating
withdrawal. EMBEDA 100 mg/4 mg is for use in opioid-tolerant patients only. Ingestion
of these capsules or of the pellets within the capsules may cause fatal respiratory
depression when administered to patients not already tolerant to high doses of opioids.
Misuse, Abuse, and Diversion of Opioids: EMBEDA confains morphine, an opioid agonist, and is a
Schedule I controlled substance. Opioid agonists have the potential for being abused and are sought by drug
abusers and Ipeople with addiction disorders and are subject to ciminal diversion. Morphine can be abused in a
manner similar to other opioid agonists, legal or ilicit. This should be considered when prescribing o dispensing
EMBEDA in situations where the physician or pharmaist is concerned about an increased risk of misuse, abuse,
or diversion. Abuse of EMBEDA by crushing, chewing, snorting, or inEcﬁng the dissolved rrodud will resultin the
uncontrolled delivery of the opioid and pose a significant risk to the abuser that could resultin overdose and death
[see Drug Abuse and Deﬁﬁndence]. Concems about abuse and addiction should not prevent the proper
munaqement of pain. Healthcare professionals should confact their State Professional Licensing Board or State
Confrolled Substances Authority for information on how fo prevent and detect abuse of this product.
Interactions with Alcohol and Drugs of Abuse: EMBEDA may be expected fo have additive effects
when used in conjunction with alcohol, other opioids, or ilicit drugs that cause central nervous system depression
because respiratory depression, hypotension, and profound sedafion or coma may result. Patients should not
consume alcoholic heverages, prescription or non-prescription medications containing alcohol while on EMBEDA
therapy. The coingesfion of ui)cohol with EMBEDA can result in an increase of morphing plasma levels and
potentially fatal overdose of morﬁ)hine [see Clinica! Pharmacology]. Impaired Respiration: Respiratory
depression is the chief hazard of all morphine preparations such as EMBEDA. Reiﬁirutory depression occurs more
frequently and is more dangerous in eldedy and debiitated patients, and those suffering from conditions
accompanied by hypoxia, hypercapnia, or upper airway obstruction (when even moderate therapeutic doses
may significantly decrease pulmonary ventilation). EMBEDA should be used with extreme caution in patients with
chronic obstructive pulmonary disease or cor pulmonale, and in patients having a subsmnﬁulf/ decreased
respiratory reserve (e.g., severe kyphoscoliosis), hypoxia, hypercapnia, or pre-existing respiratory depression. In
such patients, even usual Ihemrﬂeuﬁc doses of morphine may increase airway resistance and decrease respiratory
drive to the point of apnea. In these patients, altemative non-opioid analgesics should be considered, and opioids
should be employed only under careful medical supervision at the lowest effective dose. Head Injury and
Increased Intracranial Pressure: The respiratory depressant effects of morphine with carbon dioxide
refention and secondary elevation of cerebrospinurﬂuid pressure may be markedly exaggerated in the presence
of head injury, other infracranial lesions, or a pre-exisﬁnﬁ increase in infracranial pressure. EMBEDA can produce
effects on pupillary response and consciousness, which may obscure neurologic signs of further increases in
pressure in patients with head injuries. EMBEDA should only be administered under such circumstances when
considered essential and then with extreme care. Hypotensive Effect: EMBEDA may cause severe
hypotension. There is an added risk to individuals whose ability to maintain blood pressure has already been
compromised by a reduced blood volume or a concurrent administration of drugs such as phenothiazings or
general anesthetics [see Drug Inferactions]. EMBEDA may produce orthostatic Yporension and syncore in
ambulatory patients. EMBEDA should e administered with caution to patients in circulatory shock, as vasodilation

produced by the drug may further reduce cardiac output and blood pressure. Interactions with other CNS
Depressants: EMBEDA should be used with caution and in reduced dosage in patients who are concurrently
receiving other central nervous system depressants including sedatives or hypnotics, general anesthetics,
phenothiazines, other tranquiizers, and alcohol because respiratory depression, hypotension, and profound
sedation or coma may result [see Drug Inferactions]. Gastrointestinal Effects: EMBEDA should not be
given fo patients with gastrointestinal obstruction, particularly paralytic fleus, os there is a risk of the product
remaining in the stomach for an extended period and the subsequent release of a bolus of morphine when
normal gut motiity is restored. As with 01Eer solid morphine formulations diarthea may reduce morphing
absorption. The administration of morphine may obscure rﬁe diagnosis or dinical course in patients with acute
abdominal condition. Cordotomy: Patients taking EMBEDA who are scheduled for cordotomy or other
interruption of pain transmission pu%wuys should have EMBEDA ceased 24 hours prior to the procedure and the
pain controlled by parenteral shortacting opioids. In addition, the post-procedure fitration of analgesics for such
patients should be individualized to avoid either oversedation or withdrawal syndromes. Use in Pancreatic/
Biliary Tract Disease: EMBEDA may cause spasm of the sphincter of Oddi and should be used with caufion
in patients with biliary fract disease, induding acute pancreatitis. Opioids may cause increases in the serum
amylase level. Tolerance and Physical Dependence: Tolerance is the need for increasing doses of opioids
to maintain a defined effect such as anclgesia (in the absence of disease progression or ofher extemal factors).
Physical dependence is manifested by withdrawal symptoms after abrupt 3isc0nﬁnuuﬁ0n of a drug or upon
administration of an antagonist. Physical dependence and tolerance are common during chronic opioid therapy.
The opioid abstinence or withdrawal syndrome is characterized by some or all of the following: restlessness,
acrimation, thinorthea, yawning, perspiration, chills, myalgia, and mydriasis. Other symptoms also may develop,
induding: irrtability, anxiety, backache, joint pain, weakness, abdominal cramps, insomnia, nausea, anorexia,
vomiting, diarthea, or increased blood pressure, respiratory rate, or heart rate. EMBEDA should not be abruptt
disconfinued [see Dosage and Administration]. Special Risk Groups: EMBEDA should be administered wi
caufion, and in reduced dosages in eldery or debilituted patients; patients with severe renal or hepatic
insufficiency; patients with Addison’s disease; myxedema; hypothyraidism; prostatic hypertrophy or rethral
stricture. Caution should also be exercised in the administration of EMBEDA to patients with CNS depression, toxic
psychosis, acute alcoholism, and deliium fremens. Al opioids may aggravate convulsions in patients with
convulsive disorders, and all opioids may induce or aggravate seizures in some clinical settings. Driving and
Operulin% Machinery: EMBEDA may impair the mental and /or physical abilities needed to perform
potentially hazardous actvities such as driving a car or operating machinery. Patients must be cautioned
uccordinng. Patients should also be warned about the potential combined effects of EMBEDA with other CNS
depressants, including other opioids, phenothiazines, sedative/! hﬁpnoﬁcs, and alcohol [see Drug Inferactions].
Anaphylaxis: Athough exiremely rare, cases of anaphylaxis have been reported with the use of a similar
extended release morphine formulation. Accidentally Precipitated Withdrawal: Agonist/antagonist
analgesics (i.e., pentazocine, nalbuphine, butorphanol) should be administered with caution o a patient who
has received or is receiving a course of therapy with EMBEDA. In this situation, mixed agonist/antagonist
analgesics may reduce the analgesic effect of EMBEDA and /or may ﬁrecipimte withdrawal symptoms in these
Fuﬁems. Consuming EMBEDA that have been tampered by crushing, chewing, or dissolving the extended+elease
ormulation can release sufficient nalfrexone fo precipitate withdrawal in opioid-dependent individuals. Symptoms
of withdrawal usually appear within five minutes of ingesfion of nalirexone and can last for up to 48 Eours.
Mental status changes can include confusion, somnolence, and visual hallucinations. Signiﬁmmfﬂid losses from
vomiting and diarrﬁeu can require infravenous fluid administration. Patients should be closely monitored and
therapy with non-opioid medications failored to meet individual requirements. Laboratery Tests: Naltrexone
does not inferfere with thirtlayer, gasdiquid, and high pressure liquid chromatographic methods which may be
used for the separation and detection of morphine, methadone, or quinine in the urine. Nalirexone may or may
not inferfere with enzymatic methods for the defection of opioids depending on the spedificty of the test. Please
consulf the test manufacturer for specific defails. ADVERSE REACTIONS: Serious adverse reactions that
may be associated with EMBEDA therapy in clinical use include: respiratory depression, respiratory arrest, apnea,
circulatory depression, cardiac arrest, hypotension, and/or shock [see Overdosage, Warnings and Precaufions].
The common adverse events seen on initiation of therapy with EMBEDA are dose dependent, and their frequena
depends on the dinical setfing, the patient’s level of opioid tolerance, and host factors specfic fo the individuu{
They should be expected and managed as a part of opioid anclgesio. The most frequent of these include
drowsiness, dizziness, consfipation, and nausec. Clinical Studies Experience: Because clinical frals are
conducted under widely varying conditions, adverse reaction rates observed i the dinical frials of a drug cannot
be directly compared with rafes in the dlinical frials of another drug and may not reflect the rates observed in
pracice. There were 1251 subjects exposed fo at least one dose of EMBEDA in the dinical program. During late
phase dinical development, 618 subjects received EMBEDA in two randomized, controlled, double-blind studies
in subjects with osteoarthritis of the hip or knee. An additional 465 subjects received EMBEDA in an opertiabel,
reur-long safety study of subjects with chronic, non-cancer pain, 208 subjects for at least six months and 124
or 12 months. The remaining 168 subjects were exposed fo a single dose of EMBEDA in early PK/PD studies.
Short-Term (12-Week) Randomized Study — Adverse reactions observed in at least 2% of subjects freated with
EMBEDA: This study utilized an enriched enrollment with a randomized withdrawal design in which subjects were
fitrated to effect on openabel EMBEDA for up to 45 days. Once their pain was confrolled, subjects were
randomized fo either active freatment with EMBEDA or were tapered off EMBEDA using a double-dummy design
and placed on placebo. The Maintenance Period was 12 weeks. The most common adverse reactions leading fo
study disconfinuation were nausea, constipation, vomiting, fafigue, dizziness, pruritus, and somnolence. Adverse
reactions, defined as freatment+elated adverse events assessed by the investigators, reported by >2.0% of
subjects in either the fitrafion or maintenance phase of the 12-week study are presented in Table 1.

Table 1: Adverse Events Reported by >2.0% of Subjects in 12-Week Efficacy Study — Safety Population

Titration Maintenance
System Organ Class EMBEDA EMBEDA Placebo
Preferred Term (N=547) n(%)' | (N=171) n(%) | (N=173) n (%)
Suec Wi A Lest N3(57.2%) 5 (32.7%) 45(26.0%)
Gastrointestinal disorders 260 (47.5%) 41(24.0%) 28(16.2%)
Abdominal pain upper 6(1.1%) 4(2.3%) 3(1.7%)
Constipation 165 (30.2%) 12(7.0%) 7(4.0%)
Diarrhoea 6(1.1%) 12(7.0%) 12(6.9%)
Dry mouth 31(5.7%) 3(1.8%) 2(1.2%)
Nausea 106 (19.4%) 19(11.1%) 11 (6.4%)
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go through chemotherapy, they're not
prepared for it. I had never done a
triathlon in my life, so it was symbolic
that I was going to go do something I'd
never done before and fight my own per-
sonal battle to complete it. It pales in
comparison to what Allie went through,
but the symbolism is that I was going to
fight my hardest battle in honor of her,
without having prior experience.”
After nearly a year of training, when
race day arrived he completed the event
and helped to raise several thousand dol-

more [about] creating awareness and
putting my own sweat and tears into it.”

Dr. Barron described feeling like an
“imposter” in a crowd of highly trained
triathletes during the race. “I remember
when I crossed the finish line many
hours after the winner, still seeing the
winner of the race there to cheer me on
and welcome me to the club,” he said.
“It’s a feeling of acceptance. It was very
emotional, thinking about my niece as I
went through the race. That kind of
kept me going the whole time.”

With his first [ronman behind him, Dr.
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tion times in subsequent Ironman com-
petitions in Lake Placid, N.Y,, and in
Louisville, Ky, keying in on specific char-
ities to support for each event. In August,
he returned to Louisville to compete in
the Ford Ironman Lousiville event and
help raise money for the National Al-
liance on Mental Illness Michigan
(www.namimi.org), an organization for
which his wife has volunteered.

Dr. Barron’s ultimate Ironman goal is
to compete in Kona, Hawaii, the premier
competition in this event.

In addition to his full-time role as a

lars for Allie’s Angels. “It wasn’t a lot of
money,” he said. “But for me it was

Barron went on to improve his comple-

hospitalist for Michigan Medical, P.C. at

Table 1 (contd)

Titration Maintenance
System Organ Class EMBEDA EMBEDA Placeho
Preferred Term (N=547) n (%)’ (N=171) n (%) (N=173) n (%)
Vomiting 46 (8.4%) 7(4.1%) 2(1.2%)
General disorders and
administration site 39(7.1%) 9(5.3%) 10 (5.8%)
condifions
Fatigue 16 (2.9%) 1(0.6%) 2(1.2%)
Nervous system disorders 135 (24.7%) 12(7.0%) 11 (6.4%)
Dizziness 42(7.7%) 2(1.2%) 2(1.2%)
Headache 22 (4.0%) 4(2.3%) 2(1.2%)
Somnolence 76(13.9%) 2(1.2%) 5(2.9%)
Psychiatric disorders 34(6.2%) 10 (5.8%) 9(5.2%)
Insomnia 7(1.3%) 5(2.9%) 4(2.3%)
Skn and subcfanous 1(84%) 7(1% 7(4.0%
Pruritus 34(6.2%) 0 1(0.6%)
Vascular disorders 4(0.7%) 5(2.9%) 2(1.2%)
Flushing 0 4(2.3%) 1(0.6%)

"Adverse reactions are classified by System Organ Class and Preferred Term as defined by the Medical
Dictionary of Regula’rorg Mfairs (MedDRA) v9.1. If a subject had more than one AE that codes fo the same
Preferred Term, the subject was counted only once for that Preferred Term. Long-Term Open-label Safety
M{: In the longferm open-label safety study, 465 patients with chronic non-malignant pain were
enrolled and 124 patients were freated for up to 1 year. The distributions of adverse events were similar to
that of the randomized, controlled studies, and were consistent with the most common opioid related
adverse events. Adverse reactions, defined as treatment-related adverse events assessed by the invesfigators,
reported by > 2.0% of subjects are presented immediately below. Adverse Reactions Reported b

22.0% of Subjects in Long-Term Safety Study — Safety Population (N=465): Any Related A¥
288 (61.9%); Gastrointestinal disorders 219 (47.1%); Constipation 145 (31.2%); Diarrhoea 10 (2.2%);
Dry mouth 17 (3.7%); Nausea 103 (22.2%); Vomiting 37 (8.0%); General disorders and administration
site conditions 51 (11.0%); Fatigue 19 (4.1%); Nervous system disorders 99 (21.3%); Dizziness 19
(4.1%); Headache 32 (6.9%); Somnolence 34 (7.3%); Psychiatric disorders 42 (9.0%); Anxiety 10
(2.2%); Insomnia 13 (2.8%); Skin and subcutaneous tissue disorders 52 (11.2%); Hyperhidrosis 16
(3.4%); Pruritus 26 (5.6%). Adverse reactions are classified by System Organ Class and Preferred Term as
defined by the Medical Dictionary of Regulatory Affairs (MedDRA) v9.1. If a subject had more than one AE
that codes to the same Preferred Term, the subject was counted only once for that Preferred Term. Adverse
Reactions Observed in the Phase 2 /3 Studiies: Most common (>10%): consfipation, nausea, somnolence
Common (>1% to <10%): vomiting, headache, dizziness, pruritus, dry mouth, diarrhea, fatigue,
insomnia, hyperhidrosis, anxiety, chills, abdominal pain, Iethargy, edema peripheral, dyspepsia, anorexia,
muscle spasms, deﬁression, flatulence, restlessness, decreased appetite, imitability, stomach discomfort,
tremor, arthralgia, not flush, sedation. Adverse Reactions Observed in the Phase 2/3 Studies: Most
common (>10%): Gustrointestinal  disorders: consfipation, nausea; Nervous  system  disorders:
somnolence. Common (>1% to <10%): Gustrointestinal disorders: abdominal pain, diarrhea, dry
mouth, dyspepsia, flatulence, stomach discomfort, vomiting; General disorders and administration sife
conditions: chills, edema peripheral, fatigue, initabiity; Mefabofism and nutrition disorders: anorexia,
decreased appefite; Musculoskeletal and connective fissue disorders: arthralgio, musde spasms; Nervous
system disorders: dizziness, headache, lethargy, sedation, fremor; Psychiatric disorders: anxiety, depression,
insomnia, restlessness; Skin and subcutaneous fissue disorders: hyperhidrosis, pruritus; Vasculor disorders:
hot flush. Less Common (<1%): Eye disorders: vision blurred, orthostatic hypotension; Gastrointestinal
disorders: abdominal distension, pancreatitis, abdominal discomfort, fecaloma, abdominal pain lower,
abdominal tendemess; General disorders and administration site condifions: malaise, asthenia, fegling ifi'rtery,
drug withdrawal syndrome; Hepatobiliary disorders: cholecystitis; Investigations: alanine aminofransferase
increased, aspartate aminotransferase increased; Musculoskeletal and connective fissue disorders: myalgia,
muscular weakness; Nervous system disorders: depressed level of consciousness, mental impairment,
memory impairment, disturbance in attention, stupor, paraesthesia, coordination abnormal; Psychiatric
disorders: disorientation, thinking abnormal, mental status chun?es, confusional state, euphoric mood,
hallucination, abnormal dreams, mood swings, nervousness; Renal and urinary disorders: urinary refention,
dysuria; Reproductive system and breast disorders: erecile dysfunction; Respiratory, thoracic and mediastinal
J‘Isorders: dl\)/spnea, thinorrhoea; Skin and subcutaneous fissue disorders: rash, piloerection, cold sweat, night
sweats; Vasculor disorders: hypotension, flushing. USE IN SPECIFIC POPULATIONS: Pregnancy:
Teratogenic Fffects: Pregnancy Category C: Teratogenic effects of morphing have been reported in the animal
literature. High purenTuFdoses during the second frimester were teratogenic in neurological, soft and skeletal
tissue. The abnormalities included encephalopathy and axial skeletal fusions. These doses were often
maternally toxic and were 0.3 to 3-old the maximum recommended human dose (MRHD) on a mg/mZ
basis. The relative contribution of morphine-induced matemal hypoxia and malnutrition, each of which can
he teratogenic, has not been clearly defined. Treatment of male rats with approximately 3old the MRHD for
10 days prior fo mating decreased litter size and viabiity. Nonferatogenic Fffects: Morphine given
subcutaneously, at non-maternally toxic doses, to rats during the third trimester with approximately 0.15-fold
the MRHD caused reversible reductions in brain and spinal cord volume, and testes size and body weight in
the offspring, and decreased fertility in female offspring. The offspring of rats and hamsters reated orally or
intraperitoneally throughout pregnancy with 0.04- to 0.34old the MRHD of morphine have demonstrated
delayed growth, motor and sexual maturation, and decreased male fertility. Chronic morphine exposure of
fetal animals resulted in mild withdrawal, alfered reflex and motor skill development, and dltered
responsiveness fo morphine that persisted into adulthood. There are no well-controlled studies of chronic in
utero exposure to morphine sulfate in human subjects. However, uncontrolled retrospective studies of human
neonates chronically exposed to other opioids in ufero, demonstrated reduced brain volume which normalized
over the first month of Efe, Infants bom to opioid-abusing mothers are more often small for gestational age,
have o decreased ventilatory response fo C0,, and increased risk of sudden infant death syndrome. There are
no adequate and welkcontrolled studies of nalirexone in pregnant women. EMBEDA should only be used

during pregnancy if the need for strong opioid andlgesia justifies the potential risk to the fetus. Labor and
Delivery: EMBEDA is not recommended for use in women during and immediately prior to labor, where
shorter acting analgesics or other analgesic techniques are more appropriate. Occasionally, opioid analgesics
may prolong labor through actions which temporarily reduce the strength, duration, and frequency of utering
contractions. However, this effect is not consistent and may be offset by an increased rate of cervical
dilatation which tends to shorten labor. Neonates whose mothers received opioid analgesics during labor
should be observed dlosely for signs of respiratory depression. A specific opioid anfagonist, such as nu?oxone
or nalmefene, should be ovailable for reversal of opioidinduced respiratory depression in the neonate.
Nursing Mothers: Morphine is excrefed in the maternal milk, and the milk fo plasma morphine AUC rafio
is about 2.5:1. The amount of morphine received by the infant depends on the matemal plosma
concentration, amount of milk ingested by the infont, and the extent of first FOSS metabolism. Withdrawal
symptoms can occur in breast-feeding infants when matemal administration of morphine sulfate is stopped.
Because of the potential for adverse reactions in nursing infants from EMBEDA, a decision should be made
whether fo discontinue nursing or discontinue the drug, taking info account the imﬁonance of the drug o the
mother. Pediatric Use: The safety and efficacy of EMBEDA in individuals less than 18 years of age have
not been established. Geriatric Use: Clinical studies of EMBEDA did not include sufficient numbers of
subjects aged 65 and over fo determine whether they respond differently from younger subjects. The
pharmacokinetics of EMBEDA have not been investigated in elderly patients (>65 years) although such
patients were included in dinical studies. In a long-ferm open Iuber safety study, the pre-dose plasma
morphine concentrations after dose normalization were similar for subjects <65 years and those >65 years
of age. Other reported clinical experience has not identified differences i responses between the elderly and
?Iounger patients. In general, dose selection for an elderly patient should be cautious, usually starfing at the
ow end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other drug therapy. Neonatal Withdrawal Syndrome: Chronic matemal
use of oriutes or opioids during pregnancy coexposes the fefus. The newbom may experience subsequent
neonatal withdrawal sKndrome (NWS). Manifestations of NWS include iitability, hyperactivity, abnormal
sleep pattern, high-pifched cry, tremor, vomiting, diarthea, wei?ht loss, and failure to gain weight. The onset,
duration, and severiY of the disorder differ based on such tactors as the addictive drug used, fime and
amount of mothers last dose, and rate of elimination of the drug from the newborn. Aﬂproaches to the
treatment of this syndrome have included supportive care and, when indicated, drugs such as paregoric or
phenobarbital. Races Pharmacokinetic differences due o race may exist. Chinese subjects given infravenous
morphine in one study had a higher clearance when compared to Caucasian subjects (1852 + 116 mL/min
versus 1495 + 80 mL/min). Hepatic Failure: The pharmacokinetics of morphine was found to be significantly
altered in individuals with alcoholic cirthosis. The dearance was found to decrease with a corresponding increase in
halfife. The morphine-3glucuronide (M36) and morphine-6-glucuronide (M66) to morphine plasma AUC rafios also
decreased in these pafients indicating a decrease in metabolic activity. Renal Insufficiency: The pharmacokinefics
of morphine is altered i renal failure patients. AUC is increased and clearance is decreased. The mefabolites, M3G
and MG, accumulate several fold in renal fuilure patients compared with healthy subjects. Adequate studies of
naltrexone in patients with severe hepatic or renal impaiment have not been conducted. Breakthrough Pain/
Adverse Experiences: Patients should be advised to report episodes of breakthrough pain and adverse
experiences occurrin? during therapy. Individualization of dosage is essential fo make optimal use of this
medication. Mental and/or Physical Ability: Patients should be advised that EMBEDA may impair
mental and/or physical ability required for the performance of potentially hazardous tusks (e.g., driving,
operating machinery). Patients started on EMBEDA or whose dose has been changed should refrain from
dangerous activity until it is established that they are not adversely affected [see Warnings and Precautions].
Avoidance of Alcohol or Other CNS Depressants: Patients should be advised hat EMBEDA should
not be taken with alcohol, prescription or non-prescription medications containing alcohol, or other CNS
depressants (sleeping medication, franguilizers) except by the orders of the prescribing healthcare provider
because dangerous additive effects may occur resulfing in serious injury or death [see Warnings and
Precautions]. Pregnancy: Women of childbearing potential who become or are planning to become
pregnant, should consult their prescribing healthcare provider prior o inifiating or continuing therapy with
EMBEDA [see Use in Specific Populations]. Cessation of Therapy: Patients should be advised that if they
have been receiving treatment with EMBEDA for more than a few weeks and cessation of therapy is
indicated, it may be appropriate to taper the EMBEDA dose, rather than abruptly discontinue it, due o the
risk of precipitating withdrawal symptoms. Their Frescribin healthcare provider should provide a dose
schedule to accomplish o gradual discontinuation of the medication. Dru{g of Abuse: Patients should be
advised that EMBEDA is a potential drug of abuse. They should protect it from theft, and it should never be
given fo anyone other than the indiviguul for whom it was presciibed [see Warnings and Precautions].
Constipation: Patients should be advised that severe constipation could occur as a result of taking EMBEDA
and appropriate loxatives, stool softeners and ofher ui)proprime treatments should be initiated from the
beginning of apioid therapy. Storage /Destruction of Unused EMBEDA: Patients should be insfructed
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Spectrum Butterworth in Grand Rapids,
Dr. Barron is an essential caretaker of his
wife, Dr. Denise Barron-Kraus, and their
two teenage sons.

Dr. Barron-Kraus left medical prac-
tice in 2000 because she suffers from
mental health issues and fibromyalgia
that affects her ability to perform ac-
tivities of daily living. That leaves Dr.
Barron precious little time for training,
but he manages.

“My husband’s ability to dedicate so
much time and energy to exercise, in
addition to his demanding work sched-
ule at the hospital and home, is amaz-
ing to me,” Dr. Barron-Kraus said.

“His choice of hobby is a great one
for him as he has a significant family car-
diac history. He is in better shape than
the 19-year-old I met in college. In ad-

Dr. Barron started training for the
Ironman after the death of his niece.

dition to the physical benefits of exer-
cise, it serves as his main stress-reliever,
improving all areas of his life,” she
continued.

He noted that participating in Iron-
man competitions have helped him
achieve a “can-do mindset” for whatev-
er challenges come his way.

“Being able to do an Ironman shows
that I can accomplish just about any-
thing I put my mind to,” he said. “I be-
lieve it positively affects my work atti-
tude and my attitude at home. The
biggest thing for me is, as a physician
I always want to make a difference in
the lives of people.”

By doing Ironman competitions, “I'm
able to do that. While I haven’t raised a
ton of money, I've been able to add
meaning to my personal life while rais-
ing money and awareness for important
causes,” Dr. Barron said. [ |

By Doug Brunk

E-MAIL US YOUR STORIES

The purpose of “The Rest of Your
Life” is to celebrate the interests
and passions of physicians outside
of medicine. If you have an idea for
this column or would like to tell
your story, send an e-mail to
d.brunk@elsevier.com.
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