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BRIEF SUMMARY
INDICATIONS AND USAGE

Ambien (zolpidem tartrate) is indicated for the short-term treatment
of insomnia. Hypnotics should generally be limited to 7 to 10 days
of use, and réévaluation 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 in¬
somnia should be initiated 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 (seePrecautions 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 association with the use of sedative/hypnotics.Some of these changes may be characterized by decreased inhibition
(eg, aggressiveness and extroversion that seemed out of character),
similar to effects produced by alcohol and other CNS depressants.
Other reported behavioral changes have included bizarre behavior,
agitation, hallucinations, and depersonalization. Amnesia and other
neuropsychiatrie symptoms may occur unpredictably. In primarily
depressed patients, worsening of depression, including suicidal think¬
ing, 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 are drug induced,
spontaneous in origin, or a result of an underlying psychiatric or
physical disorder. Nonetheless, the emergence of any new behavioral
sign or symptom of concern requires careful and immediate evaluation.

Following the rapid dose decrease or abrupt discontinuation of
sedative/hypnotics, there have been reports of signs and symptoms
similar to those associated with withdrawal from other CNS-depres-
sant drugs (see Drug Abuse and Dependence).

Ambien, like other sedative/hypnotic drugs, has CNS-depressant
effects. Due to the rapid onset of action, Ambien should only be
ingested immediately prior to going to bed. Patients should be
cautioned against engaging in hazardous occupations requiring com¬
plete mental alertness or motor coordination such as operating
machinery or driving a motor vehicle after ingesting the drug, including
potential impairment of the performance or such activities that may
occur the day following ingestion of Ambien. Ambien showed additive
effects when combined 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.

General PRECAUTIONS
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 Adminis¬
tration) to decrease the possibility of side effects. These patientsshould 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 metabolism or hemodynamic responses.
Although preliminary studies did not reveal respiratory depressanteffects at hypnotic doses of Ambien in normals, precautions should
be observed if Ambien is prescribed to patients with compromised
respiratory function, since sedative/hypnotics have the capacity to
depress respiratory drive. Post-marketing reports of respiratory in¬
sufficiency, most of which involved patients with pre-existing respi¬
ratory impairment, have been received. Data in end-stage renal failure
patients repeatedly treated with Ambien did not demonstrate drug
accumulation or alterations in pharmacokinetic parameters. No 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; therefore, treatment should be initiated with 5 mg in
patients with hepatic compromise, 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 depression. Suicidal tendencies may be present in such
patients and protective measures may be required. Intentional over¬
dosage 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 com¬
plete prescribing Information and is available in pads for distribution
to patients.
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 in¬
volving haloperidol and zolpidem revealed no effect of haloperidol on
the pharmacokinetics or pharmacodynamics of zolpidem. Imipramine
in combination with zolpidem produced no pharmacokinetic interac¬
tion other than a 20% decrease in peak levels of imipramine, but
there was an additive effect of decreased alertness. Similarly, chlor-
promazine in combination with zolpidem produced no pharmacoki¬
netic interaction, but there was an additive effect of decreased
alertness and psychomotor performance. The lack of a drug inter¬
action following single-dose administration does not predict a lack
following chronic administration.

An additive effect on psychomotor performance between alcohol
and zolpidem was demonstrated.

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.
Other drugs: A study involving cimetidine/zolpidem and ranitidine/
zolpidem combinations revealed no effect of either drug on the
pharmacokinetics or pharmacodynamics of zolpidem. Zolpidem had
no effect on digoxin kinetics and did not affect prothrombin time
when given with warfarin in normal subjects. Zolpidem's sedative/
hypnotic effect was reversed by flumazenil; however, no significant
alterations in zolpidem pharmacokinetics were found.
Drug/Laboratory test interactions: Zolpidem is not known to in¬
terfere with commonly employed clinical laboratory tests.
Carcinogenesis, mutagenesis, impairment 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/m2 basts, 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/m2 basis, respectively. No evidence
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 lipoma 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 including 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/m2. No effects
on any other fertility parameters were noted.
Pregnancy
Category B. Studies to assess the effects of zolpidem on 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 to incomplete ossification of fetal skull
bones.

In rabbits, dose-related maternal sedation and decreased weightgain occurred at all doses tested. At the high dose, 16 mg base/kg,there was an increase in postimplantation fetal loss and underossi-
fication 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/hyp¬
notic drugs may be at some risk for withdrawal symptoms from the
drug during the postnatal period. In addition, neonatal 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 zolpidem on the infant is unknown.

The use of Ambien in nursing mothers is not recommended.
Safety and effectiveness in children below the age of 18 have not

been established.
ADVERSE REACTIONS

Associated with discontinuation of treatment: Approximately 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 vomiting
(0.5%).

Approximately 6% of 1,320 patients who received zolpidem at all
doses (5 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
(1.6%), amnesia (0.6%), dizziness (0.6%), headache (0.6%), and
nausea (0.6%).
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 commonly observed adverse events associ¬
ated with the use of zolpidem and seen at statistically significant
differences from placebo-treated patients were drowsiness (reponed
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 signifi¬cant differences from placebo-treated patients were dizziness (5%)
and drugged feelings (3%).

Incidence of Treatment-Emergent Adverse Experiences in
Short-term Placebo-Controlled Clinical Trials

(Percentage of patients reporting)

Body System/
Adverse Event*

Zolpidem
(<10 mg) Placebo
(N=685) (N=473)

Central and Peripheral Nervous System
Headache
Drowsiness
Dizziness

Gastrointestinal System
Nausea
Diarrhea

Musculoskeletal System
Myalgia 1

•Events reported by at least 1% of Ambien patients are included.

Incidence of Treatment-Emergent Adverse Experiences in
Long-term Placebo-Controlled Clinical Trials

(Percentage of patients reporting)

Body System/
Adverse Event*

Zolpidem
(<10 mg) Placebo
(N=152) (N=161)

Autonomie Nervous System
Dry mouth

Body as a Whole
Allergy
Back pain
Influenza-like symptomsChest pain
Fatigue

Cardiovascular System
Palpitation

Central and Peripheral Nervous System
Headache
Drowsiness
Dizziness
Lethargy
Drugged feeling
Lightheadedness
Depression
Abnormal dreams
Amnesia
Anxiety
Nervousness
Sleep disorder

Gastrointestinal System
Nausea
Dyspepsia
Diarrhea
Abdominal pain
ConstipationAnorexia
Vomiting

Immunologie System
Infection

Musculoskeletal System
Myalgia
Arthralgia_

22
5
1
1

Incidence of Treatment-Emergent Adverse Experiences in
Long-term Placebo-Controlled Clinical Trials (Cont'd)

(Percentage of patients reporting)
Zolpidem

Body System/ (<10 mg) Placebo
Adverse Event" (N=152) (N=161)

Respiratory System
Upper respiratory infection
Sinusitis
PharyngitisRhinitis

Skin and Appendages
Rash

Urogenital System
Urinary tract infection

"Events reported by at least 1% of patients treated with Ambien.
There is evidence from dose comparison trials suggesting a dose
relationship for many of the adverse events associated with zolpidem
use, particularly for certain CNS and gastrointestinal adverse events.

Adverse events are further classified and enumerated in order of
decreasing frequency using the following definitions: frequent adverse
events are defined as those occurring in greater than 1 /100 subjects;
infrequent adverse events are those occurring in 1/100 to 1/1,000
patients; rare events are those occurring in less than 1/1,000
patients.
Frequent: abdominal pain, amnesia, ataxia, confusion, depression,
diarrhea, diplopia, dizziness, dreaming abnormal, drowsiness, drugged
feeling, dry mouth, dyspepsia, euphoria, fatigue, headache, insomnia,
lethargy, lightheadedness, myalgia, nausea, upper respiratory infec¬
tion, vertigo, vision abnormal, vomiting.
Infrequent: agitation, allergy, anorexia, anxiety, arthralgia, arthritis,
asthenia, back pain, bronchitis, cerebrovascular disorder, chest pain,
constipation, coughing, cystitis, decreased cognition, detached, dif¬
ficulty concentrating, dysarthria, dysphagia, dyspnea, edema, emo¬
tional lability, eye irritation, falling, fever, flatulence, gastroenteritis,
hallucination, hiccup, hyperglycemia, hypertension, hypoaesthesia,
infection, influenza-like symptoms, malaise, menstrual disorder, mi¬
graine, nervousness, pallor, palpitation, paresthesia, pharyngitis, pos¬
tural hypotension, pruritus, rash, rhinitis, scleritis, SGPT increased,
sinusitis, sleep disorder, sleeping (after daytime dosing), stupor,sweating increased, tachycardia, taste perversion, tinnitus, tooth
disorder, trauma, tremor, urinary incontinence, urinary tract infection,
vaginitis.
Rare: abdominal body sensation, abscess, acne, acute renal failure,
aggressive reaction, allergic reaction, allergy aggravated, anaphylactic
shock, anemia, appetite increased, arrhythmia, arteritis, arthrosis,
bilirubinemia, breast fibroadenosis, breast neoplasm, breast pain
female, bronchospasm, bullous eruption, BUN increased, circulatory
failure, corneal ulcération, delusion, dementia, depersonalization, der¬
matitis, dysphasia, dysuria, edema periorbital, enteritis, epistaxis,
eructation, esophagospasm, ESR increased, extrasystoles, eye pain,
face edema, feeling strange, flushing, furunculosis, gastritis, glau¬
coma, gout, hemorrhoids, hepatic function abnormaf, herpes simplex,
herpes zoster, hot flashes, hypercholesteremia, hyperhemoglobine-
mia, hyperlipidemia, hypertension aggravated, hypotension, hypoto-
nia, hypoxia, hysteria, illusion, impotence, injection site inflammation,
intestinal obstruction, intoxicated feeling, lachmation abnormal, lar¬
yngitis, leg cramps, leukopenia, libido decreased, lymphadenopathy,
macrocytic anemia, manic reaction, micturition frequency, muscle
weakness, myocardial infarction, neuralgia, neuritis, neuropathy, neu¬
rosis, otitis externa, otitis media, pain, panic attack, paresis, person¬
ality disorder, phlebitis, photopsia, photosensitivity reaction, pneu¬
monia, polyuria, pulmonary edema, pulmonary embolism, purpura,
pyelonephritis, rectal hemorrhage, renal pain, restless legs, rigors,
saliva altered, sciatica, SGOT increased, somnambulism, suicide at¬
tempt, syncope, tendinitis, tenesmus, tetany, thinking abnormal,
thirst, tolerance increased, tooth caries, urinary retention, urticaria,
varicose veins, ventricular tachycardia, weight decrease, yawning.

DRUG ABUSE AND DEPENDENCE
Controlled substance: Schedule IV.
Abuse and dependence: Studies of abuse potential in former drug
abusers found that the effects of single doses of zolpidem tartrate
40 mg were similar, but not identical, to diazepam 20 mg, while
zolpidem tartrate 10 mg was difficult to distinguish from placebo.

Sedative/hypnotics have produced withdrawal signs and symptomsfollowing abrupt discontinuation. These reported symptoms range
from mild dysphoria and insomnia to a withdrawal syndrome that
may include abdominal and muscle cramps, vomiting, sweating,
tremors, and convulsions. The U.S. clinical trial experience from
zolpidem does not reveal any clear evidence for withdrawal syndrome.
Nevertheless, the following adverse events included in DSM-III-R
criteria for uncomplicated sedative/hypnotic withdrawal were report¬ed at an incidence of < 1 % during U.S. clinical trials following placebo
substitution occurring within 48 hours following last zolpidem treat¬
ment: fatigue, nausea, flushing, lightheadedness, uncontrolled crying,
emesis, stomach cramps, panic attack, nervousness, and abdominal
discomfort.

Individuals with a history of addiction to, or abuse of, drugs or
alcohol are at risk of habituation and dependence; they should be
under careful surveillance when receiving any hypnotic.

OVERDOSAGE
Signs and symptoms: In European postmarketing reports of over¬
dose with zolpidem alone, impairment of consciousness has ranged
from somnolence to iight coma, with one case each of cardiovascular
and respiratory compromise. Individuals have fully recovered from
zolpidem tartrate overdoses up to 400 mg (40 times the maximum
recommended dose). Overdose cases involving multiple CNS-depres¬
sant agents, including zolpidem, have resulted in more severe symp¬
tomatology, including fatal outcomes.
Recommended treatment: General symptomatic and supportive
measures should be used along with immediate gastric lavage where
appropriate. Intravenous fluids should be administered as needed.
Flumazenil may be useful. Respiration, pulse, blood pressure, and
other appropriate signs should be monitored and general supportive
measures employed. Sedating drugs should be withheld following
zolpidem overdosage. Zolpidem is not dialyzable.

The possibility of multiple drug ingestion should be considered.
Caution: Federal law prohibits dispensing without prescription.

4/11/94

Manufactured and distributed by
G.D. Searle & Co.
Chicago, IL 60680
by agreement with
Lorex Pharmaceuticals
Skokie, IL

Address medical inquiries to:
G.D. Searle & Co.
Medical & Scientific Information Department
4901 Searle Parkway
Skokie, IL 60077

SEARLE
Ambien is a registered trademark of Synthelabo

Box 5110
Chicago, IL 60680-5110

Aug 1994
P94AB9907T





Publication Staff
Offices: 515  State St
Chicago, IL 60610

Editorial Processing Department,
Specialty Journals
Director: Paula Glitman
Manager: Barbara J. Clark
Freelance Manager:

Vickey Golden
Assistant Freelance Coordinator:

Diane L. Cannon
Senior Copy Editor/Atex Specialist:

Paul Frank
Senior Copy Editor:

Mary E. Coerver
Copy Editors:

Gwen Chaffen
BrendaJ. Gregoline

Specialty Journal Division Office

Assistant to the Publisher
Maria Hall

 

Publishing Operations Division

Manager, Budgets & Costs:
Bonnie Van eleven

Office Manager:
Karen Branham

Production Assistant:
Valerie Balkcom

Advertising & Production
Department
Director: Vanessa Hayden
Paper & Planning: Diane Darnell
Manager, Advertising Services:

Carole Piszker
Manager, Production Services:

Susan Price
Production Associates:

Karen Adams-Taylor
Betty Frigerio
Anita Jackson
Debbie Pogorzelski
Sarah Powell
Jennifer Reiling
Christine M. Wagenknecht
E. Ruth White

Production Assistant:
Jo Anne Turner

Electronic Production Department
Electronic Production Supervisor:

Linda Knott
Electronic Production Operators:

Gail Barrett
Brenda Chandler-Haynes
Michael L. Culbert
Mary Ann Kuranda
Sandra Lopez

Graphics Manager:
Charl Richey-Davis

Graphics Operators:
JoAnne Weiskopf
Alicja Wojcik

Manager, Proofreading:
Teresa H. Omiotek

Proofreaders:
David Antos
Daniel James
Mary Kay Tinerella

Production Assistant:
Melanie Parenti

Distribution

Distribution Manager: Paul Gasiecki

Circulation Processing Department
Director: Beverly Martin

Circulation Development Department
Director: Ann Westerbeke

Licensing & Permissions Department
Director: Norman Frankel
Indexing: Kathy Gaydar
Permissions: Laslo Hunyady
Database & New Media

Manager: Emily Moreno
Electronic Coordinator:

Mary Ellen Johnston
Database Assistant: Peter Watkins

Reprints
Reprint Coordinator: Joseph Rekash





ARCHIVES
FAMILY MEDICINE

VOL 4 NO. 11, NOVEMBER 1995

Special Selection

Sheep Nasal Botfly (Oestrus ovis) 915
Larvae Infestation of the Conjunctiva
Jose Miguel Risco, MD;
Fatima   -Dosari, MD; Lynn Miller

Letters to the Editor

Miscoding of Mental Health Diagnoses 917
and Stigmatization
Neal Deviti, MD

In Reply 917
W. Eugene Broadhead, MD, PhD

Rural Health Care 918
Roger K. Howe, MD

In Reply 918
John W. Saultz, MD

Living in Medicine

Harrison's 920
Jeanne Parr Lemkau, PhD

Special Article

Prevention, Diagnosis, 923
and Management of Viral Hepatitis:
A Guide for Primary Care Physicians
Gary A. Noskin, MD, with the AMA
Advisory Group on Prevention, Diagnosis,
and Management oj Viral Hepatitis

Editorials

Whose Data Are These, Anyway? 935
David Nowels, MD

Managed Care in JAMA and the 937
Archives Journals: A Call for Papers
for Coordinated Theme Issues
George D. Lundberg, MD

Commentary

The Role of Intuitive Thinking 939
in the Diagnostic Process
Robert M. Peters, MD, MBA

American Medical Association
Physicians dedicated to the health of America

Copyright 1995 by the American Medical Association. All rights reserved.
Reproduction without permission is prohibited.

All articles published, including editorials, letters, and book re¬

views, represent the opinions of the authors and do not reflect the
policy of the American Medical Association, the Editorial Board,
or the institution with which the author is affiliated, unless this is
clearly specified.

James S. Todd, MD
Executive Vice President
Kenneth E. Monroe
Deputy Executive Vice President
James F. Rappel
Group Vice President,
Business and Management Services
George D. Lundberg, MD
Editor in Chief, Scientific
Information and Multimedia
Robert L. Kennett
Vice President, Publishing
Michael D. Springer
Publisher
Mary C. Steermann
Director, Publishing Operations
Division

Cheryl Iverson
Director, Editorial Processing Division
Peter L. Payerli
Director, Advertising Sales
Geoffrey A. Flick
Manager, Marketing Services

Advertising Offices: East: Phillip B.
Altamore, Peter G. Messina, John L.
Reeves, 119 Cherry Hill Rd, 3rd Fir,
Parsippany, NJ 07054 (201) 263-9191.
Midwest/West: Monica E. Brent, 515  
State St, Chicago, IL 60610 (312) 464-
2470. AMA Physician Recruitment Adver¬
tising Department: Carri Lynch, Supervi¬
sor, 800-262-2260.













Members Invited

Notional Health Council December Events

December 13: The National Health Council's 75rh Anniversary Gala Reception
December 14: The 42nd National Health Forum

Hyatt Regency Capitol Hill, Washington, DC

When?
December 13: Diamond Anniversary Gala Reception 5:30-7:30 pm
December 14: 42nd National Health Forum on "Quality Managed Care: Meeting the Needs of High-Risk

Patients and Populations"—8:45 am until 5:00 pm

Shakers and Movers in Health Care (President and Mrs. Clinton have been invited, along with key
members of the Cabinet, leaders and key staff in the Congress, members of all Council Member
organizations, and selected guests from the private and public sectors)

For more details, call NHC on 202-765-3910 or FAX this completed form to 202-785-5923

TO: Joseph C. Isaacs, President VIA FAX: 202-785-5923
National Health Council
1730 M Street, NW #500
Washington, DC 20036

Congratulations on the 1995 events celebrating the 75th anniversary of the Notional Health Council.
Please send me more information about the two terrific events planned for December 13 and 14!

Name_Title

Organization_ Position

Address_

City_ State_Zip.

 Please ensure that I receive an invitation to both the 75th Anniversary Gala Reception on December
13 and the 42nd National Health Forum.

Ü I am interested in Sponsorship of the 42nd National Health Forum.

U I am interested in the Commemorative Journal to be released during the 75th Anniversary.
I understand that it will feature historical vignettes highlighting progress in healthcare over the
past 75 years. Please send more details.
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Practice Commentary

Over the past 15 years, eight large controlled clinical trials of antihypertensive therapy in the elderly have clearly
documented that treatment is associated with a reduction in the incidence of strokes. The meta-analysis of these
data reported in the article by Pearce et al clearly demonstrates a reduction of 18% in the incidence of coronary

heart disease, a 35% reduction in the incidence of strokes, and a significant reduction in mortality rate, along with a blood
pressure reduction of 15/6 mm Hg (systolic/diastolic) over approximately a 5-year period. Further analysis of these results
suggests that diuretics and ß-blockers were equally efficacious for stroke prevention, but diuretics may be superior in terms
of reducing coronary heart disease events and the all-cause mortality rate.

The results of this meta-analysis as well as those of the Systolic Hypertension in the Elderly Program and the Medical
Research Council Hypertension Trial support the concept that the practioner should be more aggressive in lowering blood
pressure in the geriatric population. Furthermore, the treatment of systolic hypertension, which is relatively common in this
population, is as important, if not more critical, in the treatment of diastolic hypertension.

Based on the available data, it appears that therapy with low-dose diuretics (25 mg or less of hydrochlorothiazide) should
be the cornerstone of therapy for both systolic and diastolic hypertension in the elderly. Indeed, low-dose diuretic therapy is
generally well tolerated and does not cause clinically relevant metabolic problems in this population. In contrast to negative
notions held in the past regarding compliance and tolerance issues in antihypertensive therapy, we now know that compli¬
ance is at least as good as it is in younger individuals. Thus, we have relatively inexpensive, generally well tolerated antihy¬
pertensive medications that have been proven to reduce the incidence of stroke and coronary events and the all-cause mor¬

tality rate. Unfortunately, this information has not been adequately conveyed to many practitioners who still do not appreciate
the tremendous benefits of treating elevated blood pressures in the most rapidly growing patient population in the United
States and other Westernized countries: the elderly.

James R. Sowers, MD
Wayne State University School of Medicine
Detroit, Mich
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We thank Sheila M. McNab, Buys Ballot Labora¬
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lands), for her statistical advice.

Correspondence to Institute for Research in Extra¬
mural Medicine, Vrije Universiteit Amsterdam, Van der
Boechorststraat 7, 1081 BT Amsterdam, the Netherlands
(Dr Onwuteaka-Philipsen).
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