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Few Residents Choose Pulmonary/Critical Care

BY DOUG BRUNK

San Diego Bureau

SEATTLE — Few internal medicine res-
idents show interest in pursuing a career
in pulmonary and critical care medicine,
Scott Lorin, M.D., reported at a press
briefing during the annual meeting of the
American College of Chest Physicians.
In fact, there are only two subspecial-
ties—endocrinology and rheumatology—
that are chosen less often by internal med-

icine residents, according to a survey con-
ducted by Dr. Lorin of the department of
medicine, Mount Sinai School of Medi-
cine, New York, and his associates.

In 2002, they surveyed 178 internal med-
icine and combined internal medicine/pe-
diatric residents about their attitudes and
perceptions regarding pulmonary and crit-
ical care medicine training. The residents,
whose average age was 29 years, were from
Mount Sinai; the Medical University of
South Carolina, Charleston; and the Uni-

versity of North Carolina at Chapel Hill.

Although 41% reported that they “seri-
ously considered” a fellowship in pul-
monary and critical care medicine at some
point during their residency, only 3.4% ac-
tually chose to pursue a fellowship in the
field.

The five most common factors that
would attract the residents to a fellowship
in the field were intellectual stimulation
(69%), opportunities to manage critically
ill patients (51%), application of complex
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Ambien®

(zolpidem tartrate)

BRIEF SUMMARY

INDICATIONS AND USAGE
Ambien (zolpidem tartrate) is indicated for the short-term treatment of insomnia.
Ambien has been shown to decrease sleep latency and increase the duration of
sleep for up to 35 days in controlled clinical studies.

Hypnotics should generally be limited to 7 to 10 days of use, and reevaluation
of the patient is recommended if they are to be taken for more than 2 to 3 weeks.
Ambien should not be prescribed in quantities exceeding a 1-month supply (see
Warnings).

CONTRAINDICATIONS
None known.
WARNINGS

Since sleep disturbances may be the presenting manifestation of a physical
and/or psychiatric disorder, symptomatic treatment of insomnia should be initi-
ated only after a careful evaluation of the patient. The failure of insomnia to remit
after 7 to 10 days of treatment may indicate the presence of a primary psychiatric
and/or medical illness which should be evaluated. Worsening of insomnia or the
emergence of new thinking or behavior abnormalities may be the consequence
of an unrecognized psychiatric or physical disorder. Such findings have emerged
during the course of treatment with sedative/hypnotic drugs, including Ambien.
Because some of the important adverse effects of Ambien appear to be dose
related (see Precautions and Dosage and Administration), it is important to use
the smallest possible effective dose, especially in the elderly.

A variety of abnormal thinking and behavior changes have been reported to
occur in assocnatlon with the use of sedative/hypnotics. Some of these changes
may be inhibition (eg, agg 1ess and extrover-
sion that seemed out of character), similar to effects produced by alcohol and
other CNS depressants. Other reported behavioral changes have included
bizarre behavior, agltanon hallucinations, and depersonalization. Amnesia and
other neuropsychiatric may occur unpredi In primarily
depressed patients, worsenlng of depression, including suicidal thlnkmg, has
been reported in association with the use of sedative/hypnotics.

It can rarely be determined with certainty whether a particular instance of the
abnormal behaviors listed above is drug induced, spontaneous in origin, or a
result of an underlying psychiatric or physical disorder. Nonetheless, the emer-
gence of any new behavioral sign or symptom of concern requires careful and
immediate evaluation.

Drugs that affect drug P450: A rar double-
blind, crossover interaction study in ten healthy volunteers between itraconazole
(200 mg once daily for 4 days) and a single dose of zolpidem (10 mg) given 5
hours after the last dose of itraconazole resulted in a 34% increase in AUC,_,, of
zolpidem. There were no significant pharmacodynamic effects of zolpidem on
subjective drowsiness, postural sway, or psychomotor performance.

A randomized, placebo-controlled, crossover interaction study in eight healthy
female volunteers between 5 consecutive daily doses of rifampin (600 mg) and a
single dose of zolpidem (20 mg) given 17 hours after the last dose of rifampin
showed significant reductions of the AUC (-73%), C,,,, (-58%), and T, (-36%) of
zolpidem together with significant reductions in the pharmacodynamic effects of
zolpidem.

Other drugs: A study involving cimetidir i and

back pain (3% vs 2%), influenza-like symptoms (2% vs 0%) , chest pain (1% vs
0%), fatigue (1% vs 2%), palpitation (2% vs 0%), headache (19% vs 22%), drowsi-
ness (8% vs 5%), dizziness (5% vs 1%), lethargy (3% vs 1%), drugged feeling (3%
vs 0%), lightheadedness (2% vs 1%), depression (2% vs 1%), abnormal dreams
(1% vs 0%), amnesia (1% vs 0%), anxiety (1% vs 1%), nervousness (1% vs 3%),
sleep disorder (1% vs 0%), nausea (6% vs 6%), dyspepsia (5% vs 6%), diarrhea
(3% vs 2%), abdominal pain (2% vs 2%), constipation (2% vs 1%), anorexia (1%
vs 1%), vomiting (1% vs 1%), infection (1% vs 1%), myalgia (7% vs 7%), arthral-
gia (4% vs 4%), upper respiratory infection (5% vs 6%), sinusitis (4% vs 2%),
pharyngitis (3% vs 1%), rhinitis (1% vs 3%), rash (2% vs 1%), and urinary tract
infection (2% vs 2%).

Dose relatwnshlp Ior advers; events: There is evidence from dose comparison
trials for many of the adverse events associated

combinations revealed no effect of either drug on the pharmacokinetics or phar-
macodynamics of zolpidem. Zolpidem had no effect on digoxin kinetics and did
not affect prothrombin time when given with warfarin in normal subjects
Zolpidem's sedatlve/hypnotlc effect was reversed by flumazenil; however, no sig-
nificant ions in zolpidem phar ics were found.

Drug/Laboratory test interactions: Zolpidem is not known to interfere with com-
monly employed clinical laboratory tests. In addition, clinical data indicate that
zolpidem does not ct with benzodi: i opTates barbi
cocaine, cannablnolds or amphetamlnes in two standard urine drug screens.

Carcil impail of fertility

Carcinogenesis: Zolpidem was administered to rats and mice for 2 years at
dietary dosages of 4, 18, and 80 mg/kg/day. In mice, these doses are 26 to 520
times or 2 to 35 times the maximum 10-mg human dose on a mg/kg or mg/m?
basis, respectively. In rats these doses are 43 to 876 times or 6 to 115 times the
maximum 10-mg human dose on a mg/kg or mg/m’ basis, respectively. No evi-
dence of carcinogenic potential was observed in mice. Renal liposarcomas were
seen in 4/100 rats (3 males, 1 female) receiving 80 mg/kg/day and a renal lipoma
was observed in one male rat at the 18 mg/kg/day dose. Incidence rates of lipo-
ma and liposarcoma for zolpidem were comparable to those seen in historical
controls and the tumor findings are thought to be a spontaneous occurrence.

Mutagenesis: Zolpidem did not have mutagenic activity in several tests includ-
ing the Ames test, genotoxicity in mouse lymphoma cells in vitro, chromosomal
aberrations in cultured human lymphocytes, unscheduled DNA synthesis in rat
hepatocytes in vitro, and the micronucleus test in mice.

Impairment of fertility: In a rat reproduction study, the high dose (100 mg
base/kg) of zolpidem resulted in irregular estrus cycles and prolonged precoital
intervals, but there was no effect on male or female fertility after daily oral doses
of 4 to 100 mg base/kg or 5 to 130 times the recommended human dose in
mg/m’. No effects on any other fertility parameters were noted.

Pregnancy.

effects: Category B. Studies to assess the effects of zolpidem on

Following the rapid dose decrease or abrupt di: i ion of
notics, there have been reports of signs and symptoms similar to those assoc|
ated with withd | from other CNS- drugs (see Drug Abuse and
Dependence).

Ambien, like other sedative/hypnotic drugs, has CNS- depressam effects Due

human reproduction and development have not been conducted.

Teratology studies were conducted in rats and rabbits.

In rats, adverse maternal and fetal effects occurred at 20 and 100 mg base/kg
and included dose related maternal lethargy and ataxia and a dose-related trend
toil ion of fetal skull bones.

to the rapid onset of action, Ambien should only be ingested i prior
to going to bed. Patients should be cautioned against engaging in hazardous
occupations requiring complete mental alertness or motor coordination such as
operating machinery or driving a motor vehicle after ingesting the drug, includ-
ing potential impairment of the performance of such activities that may occur the
day following ingestion of Ambien. Ambien showed additive effects when com-
bined with alcohol and should not be taken with alcohol. Patients should also be
cautioned about possible combined effects with other CNS-depressant drugs.
Dosage adjustments may be necessary when Ambien is administered with such
agents because of the potentially additive effects.

PRECAUTIONS
General
Use in the elderly and/or debilitated patients: Impaired motor and/or cognitive
performance after repeated exposure or unusual sensitivity to sedative/hypnotic
drugs is a concern in the treatment of elderly and/or debilitated patients.
Therefore, the recommended Ambien dosage is 5 mg in such patients (see
Dosage and Administration) to decrease the possibility of side effects. These
patients should be closely monitored.
Use in patients with concomitant illness: Clinical experience with Ambien in
patients with concomitant systemic illness is limited. Caution is advisable in
using Ambien in patients with diseases or conditions that could affect metabo-
lism or hemodynamic responses. Although studies did not reveal respiratory
depressant effects at hypnotic doses of Ambien in normals or in patients with
mild to moderate chronic obstructive pulmonary disease (COPD), a reduction in
the Total Arousal Index together with a reduction in lowest oxygen saturation
and increase in the times of oxygen desaturation below 80% and 90% was
observed in patients with mild-to-moderate sleep apnea when treated with
Ambien (10 mg) when compared to placebo. However, precautions should be
observed if Ambien is prescribed to patients with compromised respiratory func-
tion, since sedative/hypnotics have the capacity to depress respiratory drive.
Post-marketing reports of resplrarory |nsuff|c|ency, most of which involved
patients with p have been received. Data in
end-stage renal fa|lure patlents repeatedly treated with Amb|en did not demon
strate drug in phari k
dosage adjustment in renally impaired patients is required; however, these
patients should be closely monitored (see Pharmacokinetics). A study in subjects
with hepatic impairment did reveal prolonged elimination in this group; there-
fore, treatment should be initiated with 5 mg in patients with hepatic compro-
mise, and they should be closely monitored.

Use in depression: As with other sedative/hypnotic drugs, Ambien should be
administered with caution to patients exhibiting signs or symptoms of depres-
sion. Suicidal tendencies may be present in such patients and protective meas-
ures may be required. Intentional overdosage is more common in this group of
patients; therefore, the least amount of drug that is feasible should be prescribed
for the patient at any one time.

Information for patients: Patient information is printed in the complete prescrib-
ing information.

Laboratory tests: There are no specific laboratory tests recommended.

Drug interactions

CNS-active drugs: Ambien was evaluated in healthy volunteers in single-dose
interaction studies for several CNS drugs. A study |nvo|vmg haloperidol and
zo\pldem revealed no effect of idol on the phar ics or pharma-
cody of zolpidem. Imi inein bination with zc|p|dem produced no
pharmacokinetic interaction other than a 20% decrease in peak levels of
imipramine, but there was an additive effect of decreased alertness. Similarly,
chlorpromazine in combination with zolpidem produced no pharmacokinetic
interaction, but there was an additive effect of decreased alertness and psy-
chomotor performance. The lack of a drug interaction following single-dose
administration does not predict a lack following chronic administration.

An additive effect on psychomotor performance between alcohol and zolpi-
dem was demonstrated.

A single-dose interaction study with zolpidem 10 mg and fluoxetine 20 mg at
steady-state levels in male volunteers did not demonstrate any clinically signifi-
cant kinetic or When multiple doses of
zolpidem and fluoxetine at steady-state concentrations were evaluated in healthy
females, the only significant change was a 17% increase in the zolpidem half-life.
There was no evidence of an additive effect in psychomotor performance.

Following five consecutive nightly doses of zolpidem 10 mg in the presence of
sertraline 50 mg (17 consecutive daily doses, at 7:00 am, in healthy female vol-
unteers), zolpidem C,,,, was significantly higher (43%) and T, was significantly
decreased (53%). Pharmacokinetics of sertraline and N-desmethylsertraline were
unaffected by zolpidem.

Since the systematic evaluations of Ambien in combination with other CNS-
active drugs have been limited, careful consideration should be given to the
pharmacology of any CNS-active drug to be used with zolpidem. Any drug with
CNS-depressant effects could potentially enhance the CNS-depressant effects of
zolpidem.

In rabbits, dose-related maternal sedation and decreased weight gain
occurred at all doses tested. At the high dose, 16 mg base/kg, there was an
increase in ion fetal loss and ion of sternebrae in
viable fetuses.

This drug should be used during pregnancy only if clearly needed.

Nonteratogenic effects: Studies to assess the effects on children whose mothers
took zolpidem during pregnancy have not been conducted. However, children
born of mothers taking sedative/hypnotic drugs may be at some risk for with-
drawal symptoms from the drug during the postnatal period. In addition, neona-
tal flaccidity has been reported in infants born of mothers who received sedative/
hypnotic drugs during pregnancy.

Labor and delivery: Ambien has no established use in labor and delivery.

Nursing mothers: Studies in lactating mothers indicate that between 0.004 and
0.019% of the total administered dose is excreted into milk, but the effect of zolpi-
dem on the infant is unknown.

The use of Ambien in nursing mothers is not recommended.
Pediatric use: Safety and effectiveness in pediatric patients below the age of 18
have not been established.

Geriatric use: A total of 154 patients in U.S. controlled clinical trials and 897
patients in non-U.S. clinical trials who received zolpidem were =60 years of age.
For a pool of U.S. patients receiving zolpidem at doses of <10 mg or placebo,
there were three adverse events occurring at an incidence of at least 3% for zolpi-
dem and for which the zolpidem incidence was at least twice the placebo inci-
dence (ie, they could be considered drug related).

Adverse Event Zolpidem Placebo
Dizziness 3% 0%
Drowsiness 5% 2%
Diarrhea 3% 1%

A total of 30/1,959 (1.5%) non-U.S. patients receiving zolpidem reported falls,
including 28/30 (93%) who were =70 years of age. Of these 28 patients, 23 (82%)
were receiving zolpidem doses >10 mg. A total of 24/1,959 (1.2%) non-U.S.
patients receiving zolpidem reported confusion, including 18/24 (75%) who were
>70 years of age. Of these 18 patients, 14 (78%) were receiving zolpidem doses
>10 mg.
ADVERSE REACTIONS

A i with di: i of ly 4% of 1,701
patients who received zolpidem at all doses (1.25 to 90 mg) in U.S. premarketing
clinical trials discontinued treatment because of an adverse clinical event. Events
most commonly associated with discontinuation from U.S. trials were daytime
drowsiness (0.5%), dizziness (0.4%), headache (0.5%), nausea (0.6%), and vomit-
ing (0.5%).

Approximately 4% of 1,959 patients who received zolpidem at all doses (1 to
50 mg) in similar foreign trials discontinued treatment because of an adverse
event. Events most commonly associated with discontinuation from these trials
were daytime drowsiness (1.1%), dizziness/vertigo (0.8%), amnesia (0.5%), nau-
sea (0.5%), headache (0.4%), and falls (0.4%).

Data from a clinical study in which selective serotonin reuptake inhibitor-
(SSRI) treated patients were given zolpidem revealed that four of the seven dis-
continuations during double-blind treatment with zolpidem (n=95) were associ-
ated with impaired concentration, inuing or aggravated depression, and
manic reaction; one patient treated with placebo (n=97) was discontinued after
an attempted suicide.

Incidence in controlled clinical trials

Most commonly observed adverse events in controlled trials: During short-term
treatment (up to 10 nights) with Ambien at doses up to 10 mg, the most com-
monly observed adverse events associated with the use of zolpidem and seen at
statistically significant differences from placebo-treated patients were drowsi-
ness (reported by 2% of zolpidem patients), dizziness (1%), and diarrhea (1%).
During longer-term treatment (28 to 35 nights) with zolpidem at doses up to 10
mg, the most commonly observed adverse events associated with the use of
zolpidem and seen at statistically significant differences from placebo-treated
patients were dizziness (5%) and drugged feelings (3%).

Tr adverse in placeb clinical trials:
The following are treatment-emergent adverse events from U.S. placebo-con-
trolled clinical trials. Data are limited to data from doses up to and including 10
mg. In short-term trials, events seen in zolpidem patients (n=685) at an incidence
equal to 1% or greater compared to placebo (n=473) were: headache (7% vs 6%
for placebo), drowsiness (2% vs 0%), dizziness (1% vs 0%), nausea (2% vs 3%),
diarrhea (1% vs 0%), and myalgia (1% vs 2%). In long-term clinical trials, events
seen in zolpidem patients (n=152) at an incidence of 1% or greater compared to
placebo (n=161) were: dry mouth (3% vs 1% for placebo), allergy (4% vs 1%),

with zolpidem use, partlcularly for certain CNS and gastrointestinal adverse

physiologic principles (45%), number of
procedures performed (31%), and acade-
mically challenging rounds (29%).

The five most common factors that
would dissuade them from entering the
tield were a perceived lack of leisure time
(54%), stress among faculty/ fellows (45%)),
management responsibilities for chronical-
ly ill patients (30%), poor match of career
with resident personality (24%), and treat-
ment of pulmonary diseases (16%).

“If they had a positive perception of fac-
ulty and fellows, they wanted to go into
pulmonary and critical care medicine,”
Dr. Lorin said.

The survey also showed that few re-
spondents had an interest in bench re-
search. “The majority wanted to go into
clinical practice,” he said. [ ]
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