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RELAFEN

NABUMETONE

RELAFEN' \
brand of nabumetone

Brief Summary: Consult full prescribing information before wsing

CLINICAL PHARMACOLOGY: Feiafanis a nonsteroidal anti-inflammatory drug (NSAID) that exhibits anti-inflamma
fory; analgesic and antipyratic properties in pharmacologic studies, As with other nonsteroidal anti-inflammatory

agents. its mode of action s not known. However, the ability to inhibit prostaglandin synthesis may be imvolved in the
anti-inflammatory effact

The parent compound is a prodrug, which hepatic biotr to the active comp
2-naphthylacetic acid (GMNAJ, a potent inhibitor of prostaglandin synthesis

INDICATIONS AND USAGE: Acute and chronic treatment of signs and symptoms of osteparthritis and rheumatoid
arthritis

, B-mathoxy

CONTRAINDICATIONS: Patients (1] who have p hitted £ y 1ot (2} in whom Relafien, aspirin
of other NSAIDs induce asthma, urticaria or other all Ergic-type ..atllu’s
WARNINGS: ain alert for uiceration and bleeding in patients treated chronically, even in the absence of previous

6], tract sympioms

inRontrolled clinical tnals invalving 1,677 patients treated with Aelafen (1,140 followed for one year and 927 for two
years|, the cumulative incidence o was 0.3% (55% CI; 0%, 0.6%] at three to six months, 0.5% (35% CI;
(1%, 0.9%] at one year and 0. 8% 1.3%) at two years. Inform patients of the signs and symptoms of
seriows 6.1 toxicity and what steps to take if they occur. In patients with active peptic ulcer, weigh the benefits of
Relafen therapy against possible hazards. institute an appropriate ulcer treatment regimen and moritor the patients’
progiess carefully

in congadenng the use of retatively large doses (within the recommended dosage range), anticipate benet.: sufficient
1o offset the potential increased rigk of G.I, toxicity
PRECAUTIONS: Because nabumetone undergoe sive hepatic no of A o
generally necassary in patients renal insuffici nency However, as with all NSMDS monitor patiegnts with impair EIJ
renal tunction more closely than ients with normal renal function

Evaluate patients with symptoms ar
octurred, for evidence of the developme
tests persist o worsen, i clinical s

cur {e.0. b
hepatie impaijrment

g fiver dysfunction, or in whom an abnormal liver test has
'@ more Severe hepatic reaction while on Helafentherapy, if abnormal lives
ns and symptoms consistent with [ver disease develop, or if systemic
rash, elc.); discontinue Relafen: Use Aelafencautiously in patients with severe

As with othar NSAIDs, use Relafen cautiously in patignts with a histary of congestive heart faiture, ypertension or
atherconditions predisposing 1o fluid retestion

Basedon LIV, light ph esting, A
be sxpected base skin tanning types
Physicians may wish to discuss with their patients the potential risks (see WARNINGS, PRECALITIONS and ADVERSE
REACTIONS) and likely benef NSAID treatment, particalarly when the drugs are used for less serious conditions
where treatment without NSAIDs may represent an acceptable aitamative to both the patient and the physician

¥ be associated with more reactions 1o sun exposure than might

Exnreise caution when administering Selafen with warfarin since interactions have been seen with other NSAIDs
In two-year studies conducted in mice and rats, nabumetone had no statistically significant tumorigenic effect
Nabumetone did not show mutagenic potential in the Ames test and mouse micronucleus test m vive. However,
nabumetone- and BMNA- treate nphocytes in culture showed chromosomal 2 ations at B0 meg/ml and higher
concentrations (equal to the avirage human exposure to Aelafen at the maximum recommended dose)
Nabumeatane did not impai
Pregnancy Category C: Nabume:
up 1o 300 mgykg orally. However, in
hagher doses equal to the average h
noadequate, well-controlied studies |

y of male or famale rats treated orally at doses of 320 mg/kg/day before mating
didl not cause any teratogen:c effect in rats given up to 400 mg/kg and in rabbits
ased post-implantation loss was observed in rats at 100 mg/kg orally and at
n exposure to BMNA at the maximum recommended human dose). Thare are
nant women. Uise the drug during pregnancy only if clearly needed. Because
of the known effact of prostaglandin ig-inhibiting drugs on the human fetal cardiovascular system {closure of
ductus arteriosus), use of Aelafen during the third tri of pragnancy is not recommended

Thae effectsof Ralafenon labor and delivery in women are not known. As with other drugs known tainhibit prostaglandin
synihesis, an increased incidence of dystocia and delayed parturition occurred in rats treated throughout pregnancy

It is not known whethes nabumetane of its metabolites ane excrated in human milk: ﬁnmer BMNA Is excréted in the
milkof lactating rats. Because of the possible adverse effects of a hibit
Relafen is not recommended for use in nursing mothers

Safety and efficacy i childran have not been established

Of the 1,677 patients in LS. clinical studies who were treated with Aelafien, 411 patients {24%) wese B5 years of age
or pldee; 22 patients |1%) wera 75 years of age or older. No overall differences in etficacy or safety were ohserved
between these older patients and younger ones. Similar results wese observed in a one-year, non-LLS. postmarketing
surveillance study of 10.800 Relafan patients, of whom 4,577 patients (42%] were B5 years of age or oldar

ADVERSE REACTIONS: Incidence "I%—Plnillblf ‘:lllll"I Rulﬂeﬂ—[];arrhea 18%). dyspepsia (13%)
abdominal pam (12%), constipation®, flatulence®, nausea® uztml guaiac”, dry mouth, gastritis, stomatitis
vomiting. dizzingss”®, headache®, fatigue, incr . pruritus®, rash®
tinnitus®, adema*

*Incidence of reported reaction between 3% and 9%. Reactions occurming in 1% to 3% of the patients are unmarked

Incidence <1%—Probably Causally Related"—Anorexia, cholestanc jaundice, duodenal ulcer, dysphagia, gastric
ulcer, gastroenienitis. gastrointestinal bleeding. increased appetite, liver function abnormalities. melena, asthenia
agitation, anxiety, confusion, depression, malaise, paresthesta, tremar, vertigo, bullous eruptions, photosansitivity
urticaria, usevdopnruh\.'la cutanaa tarda, toxic epidermal necrofysis, vasculitis, weight gain, dyspnea, eesinophilic
ia, @otemia, Myperuricemia, intarstitial nephritis, nephrotic
syndrame, va_umafﬂ.'ee:ﬁﬁg. ahnur!’nal\.ns:un foid reaction. anaphylaxis, angioneurotic edema

Incid <1%—Causal Relationship Unb '—Bilirubinuria, duod . eructation, gallstones, gingivitis,
glossitis, pancraatitis, rectal bleeding, nightmares, acne, alopecia, enf‘.'?mmrlaffrmrma Sravens- uahﬂsanbkﬂdmw
angina, atrhythmia, hypertension,” myocardial infarction, palpitations, syncope, b . asthma, cough.
dysuria, hematuria, impotence, renal stones, taste :hsnrﬂer fever, chills, anemia, EukDDEn a, granulocytopenia
thrombocylopania, hypergiycemia, hypokalemia, weight loss

TAdverse raactions reported only inworldwide postmarketing experience or in the literature, not seen in clinical trials
are considered rarer and are itaicized

OVERDOSAGE: If acute ovardose ncowrs, empty the stomach by vomiting or lavage and institute general supportive
measures as necessary, Activated charceal, up to B0 grams, may effectively reduce nabumetone absorption
Coadministration of nabumetone with charcoal to man has resulted in an B0% decrease in maximum plasma
concentrations of the active matabolita

One overdose occurred ina 17-year-old famale patient who had a history of abdominal pain and was hospitalized for
increased abdominal pain following ingestion of 30 fefafen tablets (15 grams total). Stools were negative for occult
blood and there was no fall in serum hemoglobin concentration. The patient had no other symptoms, She was given an
Hyteceptor antagonist and discharged from the hospital without sequelae

DOSAGE AND ADMINISTRATION: Recommended starting dose: 1000 mg taken as & single dose with or without
foiod. Some patients may obtain more symptomatic relief from 1500 mg Yo 2000 mg daily. Dosages over 2000 mg daily
have not been studied. Use the lowast effective dose for chronic treatmant

HOW SUPPLIED: Tablets: Oval-shaped, film-coated: 500 mg-white, imprinted with the product name RELAFEN and
500, in botties of 100 and 500, and in Single Unit Packages of 100 (intended for institutional usa only); 750 mo-beige
imprinted with the product name RELAFEN and 750, in botties of 100 and 500, and in Single Umit Packages of 100
{intended for institutional use only|

Store atcontrolled room temperature (53° to B6°F) in well-closed container; dispense i light-resistant comaines
500 mg 100°s: NDC 0029-4851-20 750 mg 100°s: NOC D029-4852-20

500 mg 500°s: NDC 0029-4851-25 750 mpg 500°s: NOC (029-4852-25

500 mg SLP 100's: NDC D029-4851-21 750 mg SUP 100°s: NDC 0029-4852-21

BAS-ALLT

SmithKline Beecham
Pharmaceuticals

Philadelphia, PA 19101
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SAY I'T WITH

MANUAL OF STYLE

The one to consult

hether it's a multi-volume work or a short article,
you'll find the write stuff in the AMA Manual of Style.

This 8th Edition, a major revision, is the standard among
medical publishers. All major aspects of manuscript prepara-
tion are covered in five sections which outline: ® Preparing
an article for publication ® Style ® Terminology ® Mea-
surement and Quantitation ® Technical Information and
Bibliography.

You'll find everything you need to make your article a
success including: ® Legal and Ethical Matters ® Grammar
® Punctuation ® Word Use ® Foreign Words and Phrases
® Diacritics ® Abbreviations ® Units of Measure ® Num-
bers and Percentages ® Mathematics ® Statistics ® Produc-
tion and Printing Terms ® Editing and Proofreading Marks
® Eponyms ® Nomenclature ® Greek Alphabet ® Virus
Names ® SI Units and Conversion Tables ® Expanded Col-
lection of Graphs and Charts @ Bibliography ® Resources
for On-Line Databases.

Next time you have a question about making your
medical writing more clear, concise and
accurate, be ready with one simple answer —
the AMA Manual of Style. Order your
copy today!

1988/377 pp/ 4351-X/$28.95

Want it faster? Call FREE
1-800-638-0672 from anywhere in the U.S.

YE‘.S, send me copies of AMA Manual of Style (4351-X) at $28.95°
per copy. If not completely satisfied, I may return the book within 30 days at
no further obligation (US only).

Payment Options

Save postage and handling charges by enclosing your payment

O Check enclosed O Billme 0OWVISA 0O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

Name

Address

City /State/Zip

Williams & Wilkins 428 East Preston Street, Baltimore, MD 21202
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Your Source for Medical Information...

From the clinical contributions in JAMA and original medical research in the Archives
journals, to the socio-economic issues covered in American Medical News, the American
Medical Associafion (AMA) family of medical journals has always been a reliable source
for timely and current coverage of the most volatile issues facing medicine.

The Archives journals, the leading family of peer-reviewed, primary source medical
journals available, now feature o new design with more readable text, time-saving
structured abstracts and clean, contemporary layouts.

Call toll-free 1-800-AMA-2350 to start your subscription today!

American Medical Association

Physicians dedicated to the health of America
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=== (0|l tol|-free 1-800-AMA-2350 or Please indicate your choice below: R e i
j e — § : ! ndividua nslitution 1
E return this order form with payment o: ___The Journal of the American Medical Association® ~ $120 $140 E
! Subscriber Services Center ___ American Medical News® $99 $139 |
i American Medical Association __ Archives of Dermatology t $135 $150 .
i PO. Box 10945 __ Archives of Family Medicine $95 S5
| Chicago, IL 60610, USA ___Auchives of General Psychiatry t $95 $no.~ 1
! Plaose moko checks paytbe o the AV “_Arth!ves of Internal Medicine* $115 $135 1
! _ Archives of Neurology t $145 $175 - 1
! Nome __ Archives of Ophthalmology t $110 $125 |
i Address _ Archives of Otolaryngology-Head & Neck Surgeryt ~ $125 $145 E
! Gity __ Archives of Pediafrics & Adolescent Medicinet $100 $125 !
| St 7i __ rchives of Surgeryt $100 $1s. 1
! fute, £ip __ New! JAMA Bound Volume Set (2 vols.) $95 95
i Washington, DC residents add 6% sales fox. Canada residents add 7% GST. I
i A surchorge for airmail delivery will be applied to all orders outside the U.S. * 48 issues, * 23 issues, 1 12 issues :
: Rates subject to change. Individual rates do not apply if payment is made through an insfitution. |
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Ambien® @

References: 1. Data an file, Searte. 2. Voge! G, Scharf M, Watsh J, et al. Effects of chronically administered zolpidem on the sleep of healthy insomniacs. Steep Research. 1989;18:80. Abstract
3. Walsh JK, Schweitzer PK. Sugerman JL, et al. Transient insomnia associated with a 3-hour phase advance of sleep time and treatment with zolpidem. J Cin Psychopharmacol. 1990;10:184-189.

{zolpidem tartrate)

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 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 in-
somnia should be initiated only after a careful evaluation of the
patient. The failure of insomnia to remit after 7 1o 10 days of
treatment may indicate the presence of a primary psychiatric and/or
medical illness which should be evalvated. Worsening of insomnia
or the emergence of new thinking or behavior abnormaiities may be

of an gnize: y ic or physical disorder.
Such ilndmgs 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 abnormai thinking and behavior changes have been
reported to occur in association with the use of sedanve/hypnoncs
Some of these changes may be ct d by d inhibition
{eg. aggressiveness and extroversion that seemed out of

Adh

kg/day dose. Incidence rates of lipoma and lip
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, y in mouse lymp cells
in vitro, chromosomal aberrations in cuitured human lymphocytes,
unscheduled DNA synthesis in rat hepatocytes in vitro, and the
micronucleus test in mice.
Impairment of fertility: n a rat reproduction study, the high dose
{100 mg base/kg) of zolpidem resulted in irreguiar 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 &
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 snd included dose-related maternal lethargy and ataxia

and a ted trend to of fetal skull
bones.
in rabbits, dose-related maternal sedstion and weight

of Ty
Long -term Placebo-Controlled Clinical Tnals (Cont d)
{Percentage of patients reporting}

Zolpidem
Body System/ {=10 mg} Placebo
Adverse Event” {N=152] {N=161)
Respiratory System
Upper respiratory infection 5 6
Sinusitis 4 2
Pharyngitis 3 1
Rhinitis 1 3
Skin and Appendages 5

Urogemtal System
Urinary tract infection 2 2

*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 assomateg with zolpidem
use, particularly for certain CNS and gastrointestinal adverse events.

_ Adverse events are further classified and enumerated in order of

gain occurred at all doses tested. At the high dose, 16 mg base/kg,
there was an increase in postimplantation fetat loss and underossi-
fication of sternebrae in viable fetuses.

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

similar to effects produced by alcohol and other CNS deprassams
Other reported b have included bizarre behavior,
i and depersor and other
neuropsycmamc symptoms may occur unpredu:!ab!v in primarily
atients, g of ding suicidal think-
lng, has been reported in association with the use of sedative/
hypnotics.
It can rarely be de(ermmed with certainty whether a particular
i of the s 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 caretul and immediate evaluation.
ollowing 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).

effacts: Studies to assess the effects on children
whose 00! durin have not been
conducted. However, chiidren born of mothers takmg 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 sed

y using the f adverse
events are defined as those oceurring in greater than 1/100 subjects;
infrequent adverse events are those occurring in 1/100 to 1/1.
patients; rare events are those occurring in less than 1/|
patients.

F | pain, ia, ataxia,

diarrhea, diplopia, i

feeling, dry mouth, d pl , fatigue,

lethargy, I|gmheadedness myalgia nausea, upper respiratory infec”
tlon, vertigo, vision abnormal, vomiting.

drugged

hypnotic drugs during pregnancy.
Labor and delivery: Ambien has no established use in labor and
delivery.

h Studies in 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

Ambien, like other sedative/hypnotic drugs, has CNS-depi
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 afertness or motor coordination such as operating
machinery or driving a motor vehicle after i the drug,

with Approximately 4%
of 1, 701 patlents 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
dlSCOﬂll'\u(ﬂoﬂon from U.S. trials were daytime drowsiness {0.5%},

potential impairment of the performance of 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 d about

%), (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 slmdar foreign trials discontinued treatment

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 ili i paired 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) 10 decrease the possibility of side effects. These patients
should be closely monitored.

Use in patients with concomitant iliness: Clinical i with

of an adverse event. Events most commonly associated
with discontinuation from these triais were daytime drowsiness
(1.6%), (0.6%), {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-

allergy, ia, anxiety, arthralgia, arthritis,
ack pain, br erebr disorder, chest pain,
constlpanon coughing, cystms decreased cogpnition, detached, dif-
ficulty dysarthria, pnea, edema, emo-
tional lability, eye irritation, falling, fever, flaxulence astroenteritis,
hallucination, hiccup, hyperglycemia, hypertension, hypoaesthesia,
infection, influenza-like symptoms, malaise, mens(rual dlsorder, mi-
graine, nervousness, pallor, palpitation, paresthesia, ngitis, pos-
tural hypotension, pruritus, rash, rhinitis, scleritis, GP increased,
sinusitis, sleep disorder, sleeping (aher 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, appems -ncreased arrhythmia, arteritis, arthrosis,
mia, breast fibr breast breast pain
female, bronchospasm, bullous eruption, BUN increased, circulatory
failure, corneal ulceration, 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, hepatlc function abnormal herpes simplex,
herpes zoster, hot flashes, b
mia, hyperlipidemia, hyrenens:on aggravated, hypotenslon ?vypoto-
site

nia, hypoxia, hvstene tllusion,
intestinal ob d feeling, b I, lar-
yngitis, leg cramps, ia, libido d, lymphad

macrocytic anemia, manic reaction, micturition frequencv, muscle

ated with tl e use of zolpidem and seen at
dif from placebo-treated patients were drowsmess (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

Ambien in patients with concomitant systemic illness is limited.
Caution is advisable in using Ambien m pauents with diseases or
conditions that could affect

d with \he use of zolpidem and seen at statistically signifi-
cant treated patients were dizziness (5%)
and drugged feelings (5%).

Although preliminary studies did not reveal
effects at hypnotic doses of Ambien in normals, preceutlons should
be observed if Ambien is prescnbed to patients with compromised
respiratory function, since pnotics have the capacity to
depress respiratory drive. Post-r g reports of pi y in-
sufficiency. most of which involved patients with pre-existing respi-
fatory impairment, have been received. Data in end-stage renal failure
patients repeatedly treated with Ambien did not demonstrate drug
acc! lati 1S in pharr p s. No dosage
adjustment in renally i patients is required; h , these
patients should be closely monitored {see Fharmacokmencs’ A study
in sub with hepatic imp: did reveal prolonged ellmlnatcon
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

S, of Ad E

Short-term Placebo-Controlled Clinical Trials
{Percentage of patients reporting}

Zolpidem

Body System/ (=10 mg) Placebo

Adverse Event® (N=685 (N=473)
Central and Peripheral Nervous System

Headache 7 6

Drowsiness 2 -

Dizziness 1 -
Gastrointestinal System

2 3

Diarrhea 1 -
Musculoskeletal System

Myalgia 1 2

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

of Ad in
patient at any one time.
Information for patients: Patient information is printed in the com- L°"9"°P"" PIacebo-fControllad Clinical Trials
plete prescribing information and is avaitable in pads for distribution (Percentage of patients reporting)
to patients. Zolpidem
Laboratory tests: There are no specific laboratory tests recommended. Body System/ (=10 ) Placebo
Drug interactions ) Adverse Event® {N=152] {N=161)
CNS-active drugs: Ambien was in healthy volunteers in
single-dose interaction studies for several CNS drugs. A study in- Autonomic Nervous System
voiving haloperidol and zolpidem revealed no effect of haloperidol on Dry mouth 3 1
the pharmacokinetics or pharmacodynamics of zolpidem. Imipramine Body as a Whole
in combination with zolpidem produced no pharmacokinetic interac- Allergy 4 1
tion other than a 20% decrease in peak levels of imipramine, but Back pain 3 2
there was an additive effect of decreased alertness. Similarly, chior- Influenza-like symptoms 2 -
promazine in combination with zolpidern produced no pharmacoki- Chest pain 1 -
netic interaction, but there was an additive effect of decreased Fatigue 1 2
alertness and psychomotor performance. The lack of a drug inter- Cardiovascular System
?cltllon fol|or\:v|ng snrégle -dose administration does not predict a lack Paipitation 2 -
following chronic administration.
An additive effect on psychomotor performance between alcohol Ceatraé ar;‘d Peripheral Nervous System 19 22
and zolpidem was demonstrated. Dea ache 3 5
Since the systematic evaluations of Ambien in combination with Drowsmess & ]
other CNS-active drugs have been limited, careful consideration qu:‘mess 3 1
should be given to the pharmacology of any CNS-active drug to be De‘ 5'93’ . 3
used with zolpidem. Any drug with CNS-depressant effects could L_ruhgge des'"g 2 ;
potentially enhance the CNS- depressam effects of zolpidem. Dlg : e:io?w ness 2 1
Other drugs: A study iving Ipi and / A%‘:‘:':"a‘ dreams 1 _
ons led no effect of either drug on the Amnesia 1 _
pharmacokmencs or pharmacodynamics of zolpidem. Zolpidem had Anxiet 1 1
no effect on digoxin kinetics and did not affect prothrombin time Nervom}/sness 1 3
when given with warfarin in normal subjects. Zolpldem s sedative/ Sieep disorder 1 e
hypnotic effect was reversed by flumazenil; h no sigl 1t G P inal S
alterations in zolpidem pharmacokinetics were found. i ystem & 6
Drug/Laboratory test interactions: Zolpidem is not known to in- Dausea 5 6
xerfere with commonly employed clinical laboratory tests. Di‘;srfﬁg:'a 3 2
of fertility Abdominal pain 2 2
Calclnogenesls Zolpidem was administered to rats and mice for 2 Constipation 2 1
years at dietary dosages of 4, 18, and 80 mg/kg/day. In mice, these Anorexia 1 1
doses are 26 to 520 times or 2 to 35 times the maximum 10-mg Vomiting 1 1
human dose on a Mé;/kg or mg/m?2 basis, respectively. In rats these Immunologic System
doses are 43 to 876 tmes or 6 to 1156 times the maximum 10-mg Infectior? 4
human dose on a2 mg/kg or mg/m2 basis, respectively. No evidence ™ loskeletal §
of carcinogenic potential was observed in mice. Renal liposarcomas l’stcu'o_s eletal System 7 7
were seen in 4/100 rats (3 males, 1 female) receiving 80 mg/kg/ Aviglla' 4 4
day and a renal lipoma was observed in one male rat at the 18 mg/ rthralgia

myocardial i , neuralgia, neuritis, neuropathy, neu-
rosis, otitis externa, ofitis media, pain, panic attack, paresis, person-
ality disorder, phlebitis, photopsia, photosensitivity reaction, pneu-
monia, polyuria, publ y edema, pul Y bolism, purpura,
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1992, serum specimens were collected from 79 802 teen-
agers; 591 of these specimens were positive for HIV-1 an-
tibody. Seropositive test results were found in all 24 cit-
ies surveyed, and in 95 (73%) of the 130 clinics surveyed.
The median clinic-specific prevalence was 0.2% (range,
0% to 1.4%) in 22 adolescent medicine clinics, 0.3%
(range, 0% to 6.8%) in 33 correctional facilities, 0.5%
(range, 0% to 3.5%) in 70 sexually transmitted disease
clinics, and 1.1% (range, 0% to 4.1%) in five homeless
youth centers. Rates exceeded 1% in 37 sites (28%). Ex-
cluding sites with many men reporting sex with men, rates
in women were similar or somewhat higher than rates
in men. Rates were highest among young men reporting
“sex with men, with clinic rates ranging from 16% to 17%

in two homeless youth sites and 13% to 17% in two sexu-
ally transmitted disease clinics. Most teenagers with risk
information reported heterosexual activity as their only
potential risk exposure to HIV-1.

Conclusions: Seroprevalence of HIV was generally low
but varied by type of clinic and geographic area. The high-
est rates were observed among young women and gay men
in some settings, suggesting that targeted prevention mes-
sages are needed.

(1995;149:521-528) Patricia Sweeney, MPH, et al, Divi-
sion of HIV/AIDS, Mailstop E-47, Centers for Disease Con-
trol and Prevention, 1600 Clifton Rd, Atlanta, GA 30333.
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to 5 minutes after administration. The usual dose of mid-
azolam for an adult is 2.5 to 5.0 mg (0.05 to 0.10 mg/kg)
titrated in increments slowly over 5 minutes until the de-
sired level of sedation is obtained. Midazolam is often
given as a 0.5- to 1.0-mg initial dose and, approximately
2 to 3 minutes later, at a rate of 1 mg/min until signs of
sedation occur, such as slurring of words, dullness, or
spontaneous closure of the eyes and drowsiness. At this
level of conscious sedation, the patient should still be able
to follow commands such as “swallow” or “take a deep
breath.”
Occasionally, benzodiazepines (midazolam or di-
-azepam) result in a paradoxical agitation. As soon as agi-
tation is noted, no further medication should be given.
1f paradoxical agitation occurs, one should consider ad-
ministration of flumazenil (Romazicon), a benzodiaz-
epine receptor antagonist, to reverse the effects of the ben-
zodiazepine. In this situation, administration of droperidol
(Inapsine) (1.0 to 2.5 mg titrated in small increments up
to 5 mg) may be considered to achieve adequate seda-
tion. If the patient remains agitated or is uncooperative
and the procedure cannot be completed safely, the pro-
cedure should be terminated and the patient should be
monitored until awake and vital signs have returned to
baseline. Effects of the analgesics (meperidine or fen-
tanyl) can be reversed with naloxone hydrochloride (Nar-
can), and the effects of the sedative (benzodiazepine) can
be reversed with flumazenil. Pulse oximeter monitoring

should be continued until oxygen saturations are greater
than 90% while the patient is breathing room air or at
preprocedure baseline.

Although nonintravenous sedation (oral, intrana-
sal, or rectal) is very attractive for outpatient sedation, it
requires further study. At this time, intravenous seda-
tion has the advantage of titratability and rapid revers-
ibility.

Jay A. Swedberg, MD
Casper, Wyo

Reprint requests to 1300 East A St, Suite 208, Casper, WY
82601 (Dr Swedberg).
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2. Freeman ML. Sedation and monitoring for gastrointestinal endoscopy. Gas-
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cient in caring for the patient with the most difficult prob-
lem, but we should all be able to recognize when a patient
needs help and either provide the help ourselves or refer
the patient to someone who can.

The last major barrier may be the need to reorga-
nize our practices to provide and reinforce nutrition guid-
ance. Inexpensive office-based interventions are just now
becoming available."? Focused interventions that are based
on the patients’ readiness to change and their barriers to
change are yet to come.” Once these programs are tested
and widely available, there should be little to keep us from
making nutrition counseling a regular and powerful part

.of our practice. We are inundated with the needs and de-
mands of our patients, our colleagues, and the payers.
As we sort through these competing needs, we likely will
find that providing brief nutrition counseling is a ser-
vice that is wanted by our patients and relatively easy for
us to provide. Most of all, counseling about diet can be
effective in helping reduce the impact of the many dis-
eases of overconsumption that now afflict our society and
our patients.

J. Lloyd Michener, MD
Durham, NC

Reprint requests to Community and Family Medicine, Duke
University Medical Center, Box 2914, Durham, NC 27710
(Dr Michener).
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By 7:30 am Margaret

Wilson is already deeply

sedated. A three-point

headholder looking like ice

tongs is screwed onto her skull.
The tumor is everywhere. The

challenge will be to remove it without

hitting the cerebellum, or the brain stem, or

any of the delicate cranial nerves that surround it.
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HEALTH BELIEFS

The function of our patient’s symptoms also illustrates
sociocultural contributions to illness causality. Many
Southeast Asians consult Western physicians for com-
mon physical complaints and maintain strong beliefs in
the power of Western medicine. However, if treatment
fails, the problem may be viewed as spiritual, and tradi-
tional healers and rituals will be sought."* Our patient’s
failure to obtain a “Western cure” and subsequent sub-
mission to a traditional healer signified his return to the
“old ways” and helped to reestablish the family’s homeo-

-stasis. By redefining a psychological symptom as spiri-
tual in nature, the healer was able to release the patient
from his chronic throat clearing and spitting.

Accepted for publication March 3, 1995.

Reprint requests to Columbia Family Practice Pro-
gram, 210 W Capitol Dr, Milwaukee, WI 53212
(Dr Butler).
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“sexual abuse” revealed hundreds of publications in each
category but none discussing an association between
breast-feeding and abuse.

The high proportion of women who breast-fed in the
study practice may have unmasked an association be-
tween family violence and lack of breast-feeding that would
be less apparent in a group with a low prevalence of breast-
feeding. In a low-prevalence population, the presence of
many factors lowering the likelihood of breast-feeding would
tend to obscure any effect of abuse. Future studies of this
issue may best be undertaken using a population with a
relatively high prevalence of breast-feeding.

Accepted for publication February 23, 1995.

This study was partially supported by a Faculty De-
velopment grant from the Robert Wood Johnson Founda-
tion, Princeton, NJ, to the Department of Family Medicine.

We gratefully acknowledge the contributions of
Barbara Alderson, Cathy Doherty, CRN, Linda Harris, RN,
and Stanley Harris, MD, to collection of the data.
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‘with anesthetics may be potentiated by calcium channel
blockers, When used concomitantly, anesthetics and calcium
blockers should be titrated carefuily.
Cyclosporine, A pharmacokinetic interaction between dilti-
azem and cyclosporine has been observed during studies
involving renal and cardiac transplant patients. In renal and
cardiac transplant recipients, a reduction of cyclosporine dose
ranging from 15% to 48% was necessary to maintain
cyclosporine trough concentrations similar to those seen prior
to the addition of diltiazem. If these agents are to be adminis-
tered concurrently, cyclosporine concentrations should be
monitored, especially when diltiazem therapy is initiated,
adjusted, or discontinued.
The effect of cyclosporing on diltiazem plasma concentrations
has not been evaluated.
Carbamazepine. Concomitant administration of diltiazem with
carbamazepine has been reported to result in elevated serum
levels of carbamazepine (40% to 72% increase), resulting in
toxicity in some cases. Patients receiving these drugs concur-
rently should be monitored for & potenllal druo m!erachnn
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A 24 mnmn stud in ms al oral d sage Ieveks al up to 100
mo/kg/day and a 21-maonth study in mice at oral dosage levels
of up to 30 mg/ka/day showed o evidence of carcinogenicity.
There was also no mutagenic response in vitro or in vivo in
mammalian cell assays or in vitro in bacteria. No evidence of
impaired fertility was observed in a study performed in male
and female rats at oral dosages of up to 100 mg/kg/day.

Etauory E Reproduction studies have been conducted in mice,
rats, and rabbits. Administration of doses ran%ng from five to
ten times greater (on a mg/kg basis) than the daily recom-

CARDIZEM CD Capsule Placebo-Controlled
Angina and Hypertension Trials Combined

Cardizem CD Placebo
Adverse Reactions (n=607) (n=301)
Headache 5.4% 5.0%
Dizziness 3.0% 3.0%
Bradycardi 3% 1.3%
AV Block First Degree 3.3% 0.0%
Edema 26% 1.3%
ECG Abnormality 1.6% 2.3%
Asthenia 1.8% 1.7%

In clinical trials of CARDIZEM CD capsules, CARDIZEM tablets,
and CARDIZEM SR capsules involving over 3200 patients, the
most common events (le, greater than 1%) were edema
s;i 6%), headache (4.6%), dizziness (3.5%), asthenia (2.6%),
rst-degree AV block (2:4%), bralgl:ardsa (1.7%), flushing
1.4%), nausea (1.4%), and rash (1
n ad mon the following events were reported infrequently
gess than 1%] in angina or hypertension trials:
ardiovascular: Angina, arrhytf AV block ( or
third-degree), bundie branch L!nclt congestive heart failure,
ECG abnormalities, hypotension, palpitations, syncope, tachy-
cardia, ventricular extrasystoles
Nervous System: Abnormal dreams, amnesia, depression, gait
abnormality, hallucinations, insomnia, nervousness, pares-
thesia, personality change, somnolence, tinnitus, tremor
Gastrointestinal: Anorexia, constipation, diarrhea, dry mouth,
dysgeusia, dyspepsia, mild elevations of SGOT, SGPT, LDH,
and alkaline ﬂhnsphatase (see hepatic warnings), thirst,
vomiting, weight increase
Derrnallllllniul Petechiae, photosensitivity, pruritus, urticaria
Other: , CPK | eye irrita-
unrl hyperplycem:a, hyperunoemm Jmuutem:e muscle cramps,
nocturia, pain, polyuria,
sexual difficulties

The following postmarketing events have been reported infre-
quently in patients receiving CARDIZEM: alopecia, erythema
multiforme, exfoliative dermatitis, extrapyramidal s m&lorns
gingival hyperplasia, hemolytic anemia, increased bleeding
time, leukopenia, purpura, retinopathy, and thrombocytopenia.
In addition, events such as myocardial infarction have been
observed which are not ily distinguishable from the
nalural history of the disease in these patients. A number of
well cases of i rash, ck ized as
leukocytoclastic vasculitis, “have been reported. However, a
definitive cause and effect relationship between these events
and CARDIZEM therapy is yet to be established .
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References: 1. Food and Drug Administration. Approved Drug
Products With Therapeutic Equivalence Evaluations (Orange
Book), US Dept of Health and Human Services. 14th ed.
Washington, DC; 1994, 2, Cardizem CD prescribing information
3. Data on file, Marion Merrell Dow Inc.
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|N HYPERTENSION OR ANGINA

' CARDIZEM €D

(d”tlazem HC”‘IQO- 180-, 240-, 300-mg Capsules

. LFU.-J SEESSTIVE
- S&=EUR SaNTISCLL

No other
diltiazem is
therapeutically
equivalent to
Cardizem CD'

A unique hemodynamic and safety profile
for hypertension or angina®?
W A side-effect discontinuation rate comparable to placebo in both hypertension and angina trials®

| f|| | H Viost commonly reported side effects are headache (5.4%), bradycardia (3.3%), first-degree
i AV biock (3.3%), dizziness (3.0%), edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)

' Please see brief summary of prescribing information on adjacent page.
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