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: 1. Based on recommended adult maximum dose cited
in the 1994 Physician’s Desk Reference and 30% markup of the average wholesale price
(AWP) cited in the November 1994 Drug Topics Red Book. 2. IMS Prescription Audit,
November 1994.

TUSSIONEX® €
Pennkinetic®
(hydrocodone polistirex
[Warning: May be habit forming]
and chlorpheniramine polistirex)
Extended-Release Suspension

DESCRIPTION: Each teaspoonful (5 mL) of TUSSIONEX® Pennkinetic® Extended-Release
Suspension contains hydrocodone polistirex equivalent to 10 mg of hydrocodone bitartrate
{Warning: May be habit-forming) and chlorpheniramine polistirex equivalent to 8 mg of chlor-
pheniramine maleate. TUSSIONEX Pennkinetic Extended-Release Suspension provides up
to 12-hour relief per dose. Hydrocodone is a centrally-acting narcotic antitussive.
Chlorpheniramine isan antihistamine. TUSSIONEX Pennkinetic Extended-Release Suspension
is for oral use only.

Hydrocodone Polistirex: sulfonated styrene-divinylbenzene copolymer complex with 4,5
a-epoxy-3-methoxy-17-ethylmorphinan-6-one.
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Where RY = protonated hydrocodone
Chlorpheniramine Polistirex: sulfonated styrene-divinylbenzene copolymer complex with
2-[p-chloro-a-[2-(dimethyl-amino)ethyl]-benzyl]pyridine

CH=CH—
n

Where R* = protonated chlorpheniramine

Other ingredients in TUSSIONEX Pennkinetic Extended-Release Suspension: Ascorbic acid,

D&C Yellow No. 10, ethylcellulose, FD&C Yellow No. 6, flavor, high fructose corn syrup,
methylparaben, polyethylene glycol 3350, polysorbate 80, pregelatinized starch, propylene
glycol, propylparaben, purified water, sucrose, vegetable oil, xanthan gum.
CLINICAL PHARMACOLOGY: Hydrocodone is a2 semisynthetic narcotic antitussive and
analgesic with multiple actions qualitatively similar to those of codeine. The precise
mechanism of action of hydrocodone and other opiates is not known; however, hydrocodone
is believed to act directly on the cough center. In excessive doses, hydrocodone, like other
opium derivatives, will depress respiration. The effects of hydrocodone in therapeutic doses
onthe cardiovascular system are insignificant. Hydrocodone can produce miosis, euphoria,
physical and psychological dependence.

Chlorpheniramine is an antihistamine drug (H, receptor antagonist) that also possesses
anticholinergic and sedative activity. It prevents released histamine from dilating capillaries
and causing edema of the respiratory mucosa.

Hydrocodone release from TUSSIONEX Pennkinetic Extended-Release Suspension is
controlled by the Pennkinetic® System, an extended-release drug delivery system which
combines an ion-exchange polymer matrix with a diffusion rate-limiting permeable coating.
Chlorpheniramine release is prolonged by use of an ion-exchange polymer system. Follow-
ing multiple dosing with TUSSIONEX Pennkinetic Extended-Release Suspension,
hydrocodone mean (S.D.) peak plasma concentrations of 22.8 (5.9) ng/mL occurred at 3.4
hours. Chlorpheniramine mean (5.D.) peak plasma concentrations of 58.4 (14.7) ng/mL
occurred at 6.3 hours following multiple dosing. Peak plasma levels obtained with an
immediate-release syrup occurred at approximately 1.5 hours for hydrocodone and 2.8 hours
for chlorpheniramine. The plasma half-lives of hydrocodone and chlorpheniramine have been
reported to be approximately 4 and 16 hours, respectively.

INDICATIONS AND USAGE: TUSSIONEX Pennkinetic Extended-Release Suspension is
indicated for relief of cough and upper respiratory symptoms associated with allergy ora cold.
CONTRAINDICATIONS: Known allergy or sensitivity to hydrocodone or chiorpheniramine.
WARNINGS:

Respiratory Depression: As with all narcotics, TUSSIONEX Pennkinetic Extended-Release
Suspension produces dose-related respiratory depression by directly acting on brain stem
respiratory centers. Hydrocodone affects the center that controls respiratory rhythm, and
may produce irregular and periodic breathing. Caution should be exercised when TUSSIONEX
Pennkinetic Extended-Release Suspension is used postoperatively and in patients with
pulmonary disease or whenever ventilatory function is depressed. If respiratory depression
occurs, it may be antagonized by the use of naloxone hydrochloride and other supportive
measures when indicated (see OVERDOSAGE).

Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of
narcotics and their capacity to elevate cerebrospinal fluid pressure may be markedly
exaggerated in the presence of head injury, other intracranial lesions or a pre-existing increase
inintracranial pressure. Furthermore, narcotics produce adverse reactions which may obscure
the clinical course of patients with head injuries.

Acute Abdominal Conditions: The administration of narcotics may obscure the diagnosis
or clinical course of patients with acute abdominal conditions.

Obstructive Bowel Disease: Chronic use of narcotics may result in obstructive bowel disease
especially in patients with underlying intestinal motility disorder.

Pediatric Use: In young children, as well as adults, the respiratory center is sensitive to the
depressant action of narcotic cough suppressants in a dose-dependent manner. Benefit to
risk ratio should be carefully considered especially in children with respiratory embarrass-
ment (e.g., croup). (See PRECAUTIONS.)

PRECAUTIONS: General: Caution is advised when prescribing this drug to patients with
narrow-angle glaucoma, asthma or prostatic hypertrophy.

Special Risk Patients: As with any narcotic agent, TUSSIONEX Pennkinetic Extended-Release
Suspension should be used with caution in elderly or debilitated patients and those with severe
impairment of hepatic or renal function, hypothyroidism, Addison’s disease, prostatic
hypertrophy or urethral stricture. The usual precautions should be observed and the possibility
of respiratory depression should be kept in mind.
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Information for Patients: As with all narcotics, TUSSIONEX Pennkinetic Extended-Release
Suspension may produce marked drowsiness and impair the mental and/or physical abilities
required for the performance of potentially hazardous tasks such as driving a car or operating
machinery; patients shouid be cautioned accordingly. TUSSIONEX Pennkinetic Extended-
Release Suspension must not be diluted with fluids or mixed with other drugs as this may
alter the resin-binding and change the absorption rate, possibly increasing the toxicity.
Keep out of the reach of children.
Cough Reflex: Hydrocodone suppresses the cough reflex; as with all narcotics, caution should
be exercised when TUSSIONEX Pennkinetic Extended-Release Suspension is used post-
operatively, and in patients with pulmonary disease.
Drug Interactions: Patients receiving narcotics, antihistamines, antipsychotics, antianxiety
agents or other CNS depressants (including alcohol) concomitantly with TUSSIONEX
Pennkinetic Extended-Release Suspension may exhibit an additive CNS depression. When
combined therapy is contemplated, the dose of one or both agents should be reduced.
The use of MAO inhibitors or tricyclic antidepressants with hydrocodone preparations may
increase the effect of either the antidepressant or hydrocodone.
The concurrent use of other anticholinergics with hydrocodone may produce
paralytic ileus.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenicity, mutagenicity and
reproductive studies have not been conducted with TUSSIONEX Pennkinetic Extended-
Release Suspension.
Pregnancy
Teratogenic Effects — Pregnancy Category C: Hydrocodone has been shown to be teratogenic
in hamsters when given in doses 700 times the human dose. There are no adequate and well-
controlled studies in pregnant women. TUSSIONEX Pennkinetic Extended-Release Suspen-
sion should be used during pregnancy only if the potential benefit justifies the potential risk
to the fetus.
Nonteratogenic Effects: Babies born to mothers who have been taking opioids regularly prior
to delivery will be physically dependent. The withdrawai signs include irritability and
excessive crying, tremors, hyperactive reflexes, increased respiratory rate, increased stools,
sneezing, yawning, vomiting and fever. The intensity of the syndrome does not always
correlate with the duration of maternal opioid use or dose.
Labor and Delivery: As with all narcotics, administration of TUSSIONEX Pennkinetic
Extended-Release Suspension to the mother shortly before delivery may result in some degree
of respiratory depression in the newborn, especially if higher doses are used.
Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many
drugs are excreted in human milk and because of the potential for serious adverse reactions
in nursing infants from TUSSIONEX Pennkinetic Extended-Release Suspension, a decision
should be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness of TUSSIONEX Pennkinetic Extended-Release Suspen-
sion in children under six have not been established.
ADVERSE REACTIONS: Central Nervous System: Sedation, drowsiness, mental clouding,
lethargy, impairment of mental and physical performance, anxiety, fear, dysphoria, euphoria,
dizziness, psychic dependence, mood changes.
Dermatologic System: Rash, pruritus.
Gastrointestinal System: Nausea and vomiting may occur; they are more frequent in am-
bulatory than in recumbent patients. Prolonged administration of TUSSIONEX Pennkinetic
Extended-Release Suspension may produce constipation.
Genitourinary System: Ureteral spasm, spasm of vesicle sphincters and urinary retention have
been reported with opiates.
Respiratory Depression: TUSSIONEX Pennkinetic Extended-Release Suspension may produce
dose-related respiratory depression by acting directly on brain stem respiratory centers
(see OVERDOSAGE).
Respiratory System: Dryness of the pharynx, occasional tightness of the chest.
DRUG ABUSE AND DEPENDENCE: TUSSIONEX Pennkinetic Extended-Release Suspension
is a Schedule III narcotic. Psychic dependence, physical dependence and tolerance may
develop upon repeated administration of narcotics; therefore, TUSSIONEX Pennkinetic
Extended-Release Suspension should be prescribed and administered with caution. However,
psychic dependence is unlikely to develop when TUSSIONEX Pennkinetic Extended-Release
Suspension is used for a short time for the treatment of cough. Physical dependence, the
condition in which continued administration of the drug is required to prevent the appearance
of a withdrawal syndrome, assumes clinically significant proportions only after several weeks
of continued oral narcotic use, although some mild degree of physical dependence may
develop after a few days of narcotic therapy.
OVERDOSAGE: Signs and Symptoms: Serious overdosage with hydrocodone is character-
ized by respiratory depression (a decrease in respiratory rate and/or tidal volume, Cheyne-
Stokes respiration, cyanosis), extreme somnolence progressing to stupor or coma, skeletal
muscle flaccidity, cold and clammy skin, and sometimes bradycardia and hypotension.
Although miosis is characteristic of narcotic overdose, mydriasis may occur in terminal narcosis
or severe hypoxia. In severe overdosage apnea, circulatory collapse, cardiac arrest and death
may occur. The manifestations of chlorpheniramine 6verdosage may vary from central
nervous system depression to stimulation.
Treatment: Primary attention should be given to the reestablishment of adequate respiratory
exchange through provision of a patent airway and the institution of assisted or controlled
ventilation. The narcotic antagonist naloxone hydrochloride™s a specific antidote for
respiratory depression which may result from overdosage or unusual sensitivity to narcotics
including hydrocodone. Therefore, an appropriate dose of naloxone hydrochloride should
be administered, preferably by the intravenous route, simultaneously with efforts at respiratory
resuscitation. Since the duration of action of hydrocodone in this formulation may exceed
that of the antagonist, the patient should be kept under continued surveillance and repeated
doses of the antagonist should be administered as needed to maintain adequate respiration.
For further information, see full prescribing information for naloxone hydrochloride. Anantag-
onist should not be administered in the absence of clinically significant respiratory depres-
sion. Oxygen, intravenous fluids, vasopressors and other supportive measures should be
employed as indicated. Gastric emptying may be useful in removing unabsorbed drug.
DOSAGE AND ADMINISTRATION: Shake well before using. Adults: 1 teaspoonful (5 mL)every
12 hours; do not exceed 2 teaspoonfuls in 24 hours. Children 6-12: 1/2 teaspoonful every 12
hours; do not exceed 1 teaspoonful in 24 hours. Not recommended for children under 6 years
of age (see PRECAUTIONS).
HOW SUPPLIED: TUSSIONEX Pennkinetic (hydrocodone polistirex and chlorpheniramine
polistirex) Extended-Release Suspension is a gold-colored suspension available in bottles of
one pint (473 mL) (NDC 0585-0548-67) and 900 mL (NDC 0585-0548-91).
Shake well. Dispense in a well-closed container. Store at 59°-86° F (15°-30° C).
Caution: Federal law prohibits dispensing without prescription.
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Make sure they’re covered.

Are all your patients adequately immunized? Be sure. Get the latest facts on immunization.
Call 800 621-8335 for a free information packet from the American Medical Association
and the Centers for Disease Control and Prevention. It covers everything from general
information on vaccines and immunization schedules for children to facts on vaccines

for older adults and immunocompromised patients. Call for your packet today, and ask
for order number NC015895.

American Medical Association

Physicians dedicated to the health of America
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3. Walsh JK, Schweitzer PK, Sugerman JL. et al. Transient inscmaia associated with 2 3-hour phase advance of sleep time and treatmeat with zolpidem. J Cfin Psychopharmacol. 1990;10:184-189.

(zolpidem tartrate)

BRIEF SUMMARY

INDICATIONS AND USAGE

Ambien (zolpidem tartrate) is indicated for the shert-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
1o 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 evalustion 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

kg/day dose. Incidence rates of lipoma and liposarcoma for

Incid of Tr Ei

Adverse Experiences in

were comparable to those seen in historical contrels and the tumor
findings are thought to be a spontaneous occurrence.

Mutagenesis: Zoipidem did not have mutagenic activity in several
tests including the Ames test, in mouse h cells
in vitro, chromosomal aberratsons in cultured human tymphocytes,
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 resuited in irregular estrus cycles and
prolonged precoital intervals, but there was no effect on male or
female fertiity after daily oral doses of 4 toc 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

medical iliness which should be evaluated. Worsening of i
of the emergence of new thinking or behavior abnormalities may be
the of an hiatric or physical disorder.
Such fmdmgs 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 bl dose, especially in the elderly.

A variety of abnormal thinking and behavior changes have been
reported to ocour in association wm’l the use of sedstws/hypnoncs
Some of these mar db
(eg. aggressiveness “and extroversion that seemed out of

Stud|es 10 assess the effects of zolpidem on human
r and d 1t have not been conducted.

Teratology studles 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
gnd a dose-related trend to incomplete ossification of fetal skull

ones.

In rabbits, dose-related and d weight
gain 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.

similar to effects produced by alcohol and other CNS depressants

effects: Studies to assess the effects on ch\'ldren
whose mothers took zolpidem during pregnancy have not

Other reported behavioral changes hsvs bizarre

agitation, hallucinations, and d i A ia and other
neuropsychiatric symptoms mav occur unpredlctably In primarily
depressed patients, worsening of depression, including sul(;ldal !hlnk-

wever, children born of mothers taking sedanve/hyp-
notic drugs mav be at some risk for withdrawal symptoms from the
drug during the postnatal period. In addition, neonatat ﬂacctdltv has

Long-term Placebo—Commlled 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 5 6
Sinusitis 4 2
Pharyngitis 3 1
Rhinitis 1 3
Skin and Appendages
Rash 2 1

Urogenital System
Urinary tract infection 2 2

*Events reported by at least 1% of patients treated with Ambien.

There is evidence from dose comparison triais suggesling 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,
patients; rare events are those occurring in less than 1/1,000
patients.
Frequent: abdominal pain, amnesia, ataxia. confusion, depressicn,
diarthea, diplopia, dizziness, dreaming abnormal, drowsiness, drugged
feeling, dry mouth, dyspepsia, euphoria, 1at|9ue headache, insomnia,
lethargy, I«ghmeadedness myalgia, nausea, upper respiratory infec-
llon vertigo, vision abnormal, vomiting.

been reported in infants born of mothers who

ing. has been reported in association with the use of
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 psychistric 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 s gmpmms
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-

drugs during pregnancy.
Labot and delivery: Ambien has no established use in labor and
delwery

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

i 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

plete mental alertness or motor on such as op g
machinery or driving a motor vehicle after i g the drug, inclugi

on frorn US trials were doytime drowsiness {0.5%),
0.4%), {.

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
aicohol. Patients should aiso 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: \mpaired 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 § mg in such patients (see Dosage and Adminis-
tration) to decrease the possibility of side effects. These patients
should be closely monitored.

Use in patients with concomitant iliness: Clinical experience with
Ambien in patients with concomitant systemic illness is limited.
Caution is advisabte in using Ambien in patients with diseases or
conditions that could affect metabolism or hemodynamlc responses.

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 simitar 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 observed ad events in 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 J:anents were drowsiness (reported
by 2% of zolpidem patients), dizziness {1%), and diarrhea (1%).
Ouring longer-term treatment (28 to 35 nights) with zolpidem at
doses up to 10 mg, the most commonly observed adverse events
assoc»ated with me use of zolp: and seen at sil
cant bo-treated patients were dizziness ?5%)
and drugged feelrngs 15%).

Although preliminary studies did not reveal
effects at hypnotic doses of Ambien in normals, precaunons 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 shouid 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 heaithy volunteers in
single-dose interaction studies for several CNS drugs. A study in-
volving haloperidol and zolpidem revealed no effect of halopendol on
the pharmacokinetics or pharm dy lics of e
in combination with zolpid produced no ph; nnterac»
tion other than a 20% decrease in peak Ievels of imipramine, but
there was an additive effect of decreased alertness. Similarly, chior-
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 pharmacclogy of any CNS-active drug to be
used with zolpidemn. Any drug with CNS-depressant effects could

ance the CNS-depi effects of zolpidem.
Other drugs A study involving cimetidine/zolpidem and ranitidine/
cor no effect of either drug on the
pharmacoklnetlcs 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 sig

Ad

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, gastroentenitis,
hallucination, hiccup, hyperglycemia, hypertension, hypoaesthesia,
infection, mﬂuenza?ks symptoms, malaise, menstrual disorder, mi-
graine, nervousness, pallor, paipitation, paresthesia, pharyngitis, pos-
tural hypotension, pruritus, rash, rhinitis, scleritis, SGPT increased,
sinusitis, sleep disorder, sleeping (after daytime dosing), stupor,
sweating increased, tachycar ia, taste perversron, 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
femaie, bronchospasm, bullous eruption, BUN increased, circulatory
failure, corneal ulceration, delusion, dementia, depersanalization, der-
matitis, dysphasua, dysurla, edema penerbwta! entsrms epistaxis,
eructation, Xty . eye pain,
face edema, feelin; trange flushing, furunculosrs gastritis, giau-
coma, gout, hemorrhaids, hepanc function abnormal, herpes plex,
herpes zoster, hot flashes, b nia, hyperhe!
mia, hyperlipidemia, hypenensnon aggravated, hypotension, hypc(o-
nia, hypoxia, hysteria, illusion, impotence, injection site inflammation,
inal obstrucnon unmxlcated feehng, Iacnmanon abnormal lar-

yngitis, leg cramps, I penia, libido d ,
macrocytic anem-a, mamc react\on micturition frequency, muscle
weakness, ia, neuritis, pathy, neu-

rosis, ofitis externa, otitis media, pam panic attack, paresis, person-
ality dlsorder phlebms photopsia, photosensitivity reaction, pneu-
monia, polyuria, puimonary edema, putmonary embolism, purpura,
pyelonephritis, rectal hemorrhage, renal pain, restless legs, rigors,
saliva altered, sciatica, SGOT increased, somnambulism, suicide at-
tempt, syncope, lendlmt»s, tenesmus, tetany, (hmkmg abnormal,
thirst, tolerance increased, tooth caries, urinary retention, urticaria,
varicose veins, ventricular tachycardia, weight decrease, yawning.
DRUG ABUSE AND DEPENDENCE
Controlied substance: Schedule IV.
Abuse and dependence: Studies of abuse potential in former drug
abusers found that the effects of single doses of zolpidern tartrate
40 mg were similar, but not identical, to diazepam 20 mg, while
zc‘pldem tartrate 10 mg was difficult to distinguish from placebo.
pnotics have produced withdrawal signs and symptoms

n
Short ierm Placebo-Contralled Clinical Triats
(Percentage of patients reporting}
Zolpidem

Body System/ (<10 mg) Placeba

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

Headache 7 6

Drowsiness 2 -

Dizziness 1 -
Gastrointestinal System

Nausea 2 3

Diarrhea 1 -
Musculoskeletai System

Myalgia 1 2

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

Incid f Tr Ad
Long -term Placebo-Controlled Chmcal Trials
(Percentage of patients reporting}

in

Zolpldem
Body System/ = )

Placebo
Adverse Event” {N—|52 {N=161}

Autonomic Nervous System
Dry mouth

Body as a Whole
Allergy
Back pain
Influenza-like symptoms
Chest 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
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in zolpidem pharr were found.
Drug/Laboratory test interactions: Zolpidem is not known to in-
terfere with commonly empluyed cllmcal laboratory tests.
Carcil 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 620 times or 2 to 35 times the maximum 10-mg
human dose on a é;lkg 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 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/
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AQ Comfort
and QD Convenience...

Just One Nasal Steroid Has Both:
NEW

FLONASE

(fluticasone propionate)
= A firstline therapy for manage- = Effectiveness depends on
ment of seasonal and perennial regular use.
allergic rhinitis in patients 12~ g Side off 19,
years and older—not indicated ide eftects occurring at > 17
for nonallergic rhinitis. (calusaal Jelahc;nshlp pgss:ble)
included epistaxis an
e Rehef o[‘ nqsql sympi‘oms mqy nasc| burnlng (3% fo 6%) and
begm within 12 hours. nasal irritation, hec:dcche and
pharyngitis (1 % fo 3%).
= Maximum benefit may take >
several days. Onset of action  ~ B2bAE.. @
and degree of relief may | 5.'_'—'_=f.‘.'.ﬂ" Please consult Brief Summary of
vary in individual po’rlents e Prescribing Information on ot)i’.iacempcge.
Focused Relief for ABergic Rhinitis...

"FIONASE .

(fluticasone propionate) QQD

The Aqueous/Once-a-Day ANTI-RHINITIC



Flonase™ BRIEF SUMMARY
(fluticasone propionate)
Nasal Spray, 0.05% w/w

SHAKE GENTLY
For Intranasal Use Only. BEFORE USE.

The following is a brief summary only. Before prescribing, see complete prescribing information in
Flonase™ Nasal Spray product labeling.

CONTRAINDICATIONS: Flonase™ Nasal Spray is contraindicated in patients with a hypersensitivity to any
of its ingredients.

WARNINGS: The replacement of a systemic glucocorticoid with a topical giucocorticoid can be accompa-
nied by signs of adrenal insufficiency, and in addition some patients may experience symptoms of with-
drawal, e.g., joint and/cr muscular pain, lassitude, and depression. Patients previously treated for prolonged
periods with systemic glucocorticoids and transferred to topical glucocorticoids should be carefully moni-
tored for acute adrenal insufficiency in response to stress. In those patients who have asthma or other clin-
ical conditions requiring long-term systemic glucocorticoid treatment, too rapid a decrease in systemic giu-
cocorticoids may cause a severe exacerbation of their symptoms.

The use of Flonase™ Nasal Spray with alternate-day systemic prednisone could increase the likelihood
of hypothalamic-pituitary-adrenal (HPA) suppression compared with a therapeutic dose of either one alone.
Therefore, Flonase Nasal Spray should be used with caution in patients already receiving alternate-day
prednisone treatment for any disease. In addition, the concomitant use of Flonase Nasal Spray with other
inhaled glucocorticoids could increase the risk of signs or symptems of hypercorticism and/or suppression
of the HPA axis.

Patients who are on immunosuppressant drugs are more susceptible to infections than healthy individu-
als. Chickenpox and measles, for example, can have a more serious or even fatal course in patients on
immunosuppressant doses of corticosteroids. In such patients who have not had these diseases, particular
care should be taken to avoid exposure. How the dose, route, and duration of corticosteroid administration
affects the risk of developing a disseminated infection is not known. The contribution of the underlying dis-
ease and/or prior corticosteroid treatment to the risk is also not known. If exposed to chickenpox, prophy-
laxis with varicella zoster immune globulin (VZIG) may be indicated. If exposed to measies, prophylaxis with
pooled intramuscular immunoglobulin {IG) may be indicated. (See the respective package inserts for com-
plete VZIG and IG prescribing information). If chickenpox develops, treatment with antiviral agents may be
considered.

PRECAUTIONS:

: Rarely, i diate hyp itivity or contact dermatitis may occur after the intranasal
administration of fluticasone propionate. Rare instances of wheezing, nasal septum perforation, cataracts,
glaucoma, and increased intraocular pressure have been reported following the intranasal application of
glucocorticoids.

Use of excessive doses of glucocorticoids may lead to signs or symptoms of hypercorticism, suppression
of HPA function, and/or suppression of growth in children or teenagers. Knemometry studies in asthmatic
children on orally inhaled glucocorticoids showed inhibitory effects on short-term growth rate. The relation-
ship between short-term changes in lower leg growth and long-term effects an growth is unclear at this
time. Physicians should closely follow the growth of adolescents taking glucocorticoids, by any route, and
weigh the benefits of glucocorticoid therapy against the possibility of growth suppression if an adolescent's
grolwth appears slowed.

Although systemic effects have been minimal with recommended doses of Flonase™ Nasal Spray,
potential risk increases with farger doses. Therefore, farger than recommended doses of Flonase Nasal
Spray should be avoided.

When used at larger doses, systemic glucocorticoid effects such as hypercorticism and adrenal suppres-
sion may appear. If such changes occur, the dosage of Flonase Nasal Spray should be discontinued slowly
consistent with accepted procedures for discontinuing oral glucocorticoid therapy.

In clinical studies with fluti 1e propionate admini: i y, the development of localized
infections of the nose and pharynx with Candida afbicans has occurred only rarely. When such an infection
develops, it may require treatment with appropriate local therapy and discontinuation of treatment with
Flonase Nasal Spray. Patients using Flonase Nasal Spray over several months or longer should be exam-
ined periodically for evidence of Candida infection or other signs of adverse effects on the nasal mucosa.

Flonase Nasal Spray should be used with caution, if at all, in patients with active or quiescent tubercu-
lous i ions; untreated fungal, ial, or i viral i i or ocular herpes simplex.

Because of the inhibitory effect of glucocorticoids on wound healing, patients who have experienced
recent nasal septal ulcers, nasal surgery, or nasal trauma should not use a nasal glucocorticoid until heal-
ing has occurred.

Information for Patients: Patients being treated with Flonase Nasal Spray should receive the following
information and instructions. This information is intended to aid them in the safe and effective use of this
medication. It is not a disclosure of all possible adverse or intended effects.

Patients should be warned to avoid exposure to chickenpox or measles and, if exposed, to consult their
physician without delay.

Patients should use Flonase Nasal Spray at regular intervals as directed since its effectiveness depends
on its regular use. A decrease in nasal symptoms may accur as seon as 12 hours after starting therapy
with Flonase Nasal Spray. Results in several clinical trials indicate statistically significant improvement
within the first day or two of treatment; however, the full benefit of Flonase Nasal Spray may not be
achieved until treatment has been administered for several days. The patient should not increase the pre-
scribed dosage but should contact the physician if symptoms do not improve or if the condition worsens.
For the proper use of the nasal spray and to attain maximum improvement, the patient should read and fol-
low carefully the patient’s instructions accompanying the product.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Fluticasone propionate demonstrated no tumori-
genic potential in studies of oral doses up to 1.0 mg/kg (3 mg/m? as calculated on a surface area basis)
for 78 weeks in the mouse or inhalation of up to 57 mcg/kg (336 mcg/m?) for 104 weeks in the rat.

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells in vitro. No signif-
icant clastogenic effect was seen in cultured human peripheral lymphocytes 7 vitro or in the mouse
micronucleus test when administered at high doses by the oral or subcutaneous routes. Furthermore, the
compound did not delay erythroblast division in bone marrow.

No evidence of impairment of fertility was observed in reproductive studies conducted in rats dosed
subcutaneously with doses up to 50 mcg/kg (295 meg/m?) in males and females. However, prostate
weight was significantly reduced in rats.

Pregnancy: Te ic Effects: Pi Category C: Subcutaneous studies in the mouse and rat at
45 and 100 mcg/kg, respectively (135 and 590 mcg/m?, respectively, as calculated on a surface area
basis), fetal toxicity istic of potent glucotorticoid compounds, including embryonic
growth retardation, omphalocele, cleft palate, and retarded cranial ossification.

In the rabbit, fetal weight reduction and cleft palate were observed following subcutaneous doses of 4
mcg/kg (48 mcg/m?).

However, following oral administration of up to 300 meg/kg (3.6 mg/m?) of fluticasone propicnate to the
rabbit, there were no maternal effects nor increased incidence of external, visceral, or skeletal fetal
defects. No fluticasone propionate was detected in the plasma in this study, consistent with the established
low bioavailability following oral administration (see CLINICAL PHARMACOLOGY section of the full prescrib-
ing information).

Less than 0.008% of the dose crosses the placenta following oral administration to rats (100 meg/kg,
590 mcg/m2) or rabbits (300 mcg/kg, 3.6 mg/m?).

Flonase™ (fluticasone propionate) Nasal Spray, 0.05%

There are no adequate and well-controlled studies in pregnant women. Fluticasone propionate should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Experience with
oral glucocorticeids since their introduction in pharmacologic, as opposed to physiclogic, doses suggests
that rodents are more prone to teratogenic effects from glucocorticoids than humans. In addition, because
there is a natural increase in glucocorticoid production during pregnancy, most women will require a lower
exogenous glucocorticoid dose and many will not need glucocorticoid treatment during pregnancy.

Nursing Mothers: It is not known whether fluticasone propionate is excreted in human breast milk.
Subcutaneous administration of tritiated drug to lactating rats (10 mcg/kg, 59 mcg/m?) resulted in measur-
able radioactivity in both plasma and milk. Because other glucocorticoids are excreted in human milk, cau-
tion should be exercised when Flonase Nasal Spray is administered to a nursing woman.

Pediatric Use: The safety and effectiveness of Flonase Nasal Spray in children below 12 years of age have
not been established. Oral glucocorticoids have been shown to cause growth suppression in children and
teenagers with extended use. If a child or teenager on any glucocorticoid appears to have growth suppres-
sion, the possibility that they are particularly sensitive to this effect of glucocorticoids should be considered
(see PRECAUTIONS).

Geriatric Use: A limited number of patients above 60 years of age (n=132) have been treated with Flonase
Nasal Spray in US and non-US clinical trials. While the number of patients is too small to permit separate
analysis of efficacy and safety, the adverse reactions reported in this population were similar to those
reported by younger patients.

ADVERSE REACTIONS: In controlled US studies, 2,427 patients received treatment with intranasal flutica-
sone propionate. In general, adverse reactions in clinical studies have been primarily associated with irrita-
tion of the nasal mucous membranes, and the adverse reactions were reported with approximately the
same frequency by patients treated with the vehicle itself. The complaints did not usually interfere with
treatment. Less than 2% of patients in clinical trials discontinued because of adverse events; this rate was
similar for vehicle and active comparaters.

Systemic glucocorticoid side effects were not reported during controlled clinical studies up to 6 months
duration with Flonase™ Nasal Spray. If recommended doses are however, or if individuals are
particularly sensitive or if in conjunction with systemically administered glucocorticoids, symptoms of
hypercorticism, e.g., Cushing’s syndrome, could occur.

The following incidence of common adverse reactions is based upon seven controlled clinical trials in
which 536 patients (57 girls and 108 boys aged 4 to 11 years, 137 female and 234 male adolescents and
adults) were treated with Flonase Nasal Spray 200 mcg once daily over 2 to 4 weeks and two controlled
clinical trials in which 246 patients (119 female and 127 male adolescents and adults) were treated with
Flonase Nasal Spray 200 mcg once daily over 6 months.

Incidence Greater than 1% (Causal hip Possible): ry: Epistaxis, nasal burning {inci-
dence 3% to 6%); blood in nasal mucus, pharyngitis, nasal irritation (incidence 1% to 3%).

icat: Headache (inci e 1% to 3%).
Incidence Less than 1% (Causal Relationship Possible): Respiratory: Sneezing, runny nose, nasal dry-
ness, sinusitis, nasal congestion, bronchitis, nasal ulcer, nasal septum excoriation.

Neurologicat: Dizziness.

Special Senses: Eye disorder, unpleasant taste.

Digestive: Nausea and vomiting, xerostomia.

Skin and Appendages: Urticaria.

OVERDOSAGE: There are no data available on the effects of acute or chronic overdosage with Flonase™
Nasal Spray. Intranasal administration of 2 mg (10 times the recommended dose) of fluticasone propionate
twice daily for 7 days to healthy human volunteers was well tolerated. Single oral doses up to 16 mg have
been studied in human volunteers with no acute toxic effects reported. Repeat oral doses up to 80 mg
daily for 10 days in volunteers and repeat oral doses up to 10 mg daily for 14 days in patients were well
tolerated. Adverse reactions were of mild or moderate severity, and incidences were similar in active and
placebo treatment groups. Acute overdosage with this dosage form is unlikely since one bottie of Flonase
Nasal Spray contains approximately 8 mg of fluticasone propionate. Chronic overdosage may result in
signs/symptoms of hypercorticism (see PRECAUTIONS).
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Remember the face.

The New Face

of Family Medicine

Comprehensive physician. Decision maker.
Care giver. Patient advocate. Leader.

Family medicine has a new face and the
clinical journal the specialty demands —
Archives of Family Medicine. Peer reviewed,
cutting-edge, primary source material. Easily
read. Immediately applicable to daily practice.

For subscriber information,
call toll free: 800-ANMA-2350.

ARCHIVES

FAMILY MEDICINE

Read it and lead!

American Medical Association

Physicians dedicated to the health of America

American Medical Association

Physiclans dedicated to the health of America

Affordable Patient Education
Introducing the AMA Healthy Heart Series

Today, physicians think twice about using high priced
educational materials. Yet informing
patients about the risk factors of heart
disease is vital to their health.
The solution — the AMA’s new
Healthy Heart Series. Features
4 magazine style booklets and
4 attention getting videos, all
for a price that won't break your
budget. Use them alone or in
tandem. AMA member
discounts apply. 30 day
money back guarantee,

* Guide To Stop Smoking
o Guide To Your Healthy Heart
e Guide To High Blood Pressure Control
e Guide To Controlling Your Cholesterol

Distributed by: Milner-Fenwick, Inc.
MA-05 2125 Greenspring Dr., Timonium, MDD 21083

“

with your subscription toan American Medical
Association publication? Call 1-800-AMA-2350.
FAX 312-464-5831. Our Subscriber Services
Center is ready to help you, Just call. Your
questions can be answered in minutes.
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Now you have instant
access to full text

parameters

New Practice Parameters on CD-ROM 1995
Edition gives you the convenience of having full
text practice parameters at your fingertips. And
you get free updates in 1995 so you have the most
current information on recently completed or
withdrawn texts.

Practice Parameters on CD-ROM includes:

* Full text parameters from more than
25 organizations.

® Directory of Practice Parameters, 1995 Edition,
a listing of 1,800 parameters

® Practice Parameter Resources, contact
information for practice parameters sponsors

¢ Practice Parameters Perspective, an update
on organizational activities.

Practice Parameters on CD-ROM is simple to
use with easy-to-follow menus and commands.
System requirements: 386-486 [BM PC or com-
patible running Windows 3.1; 8 MB of RAM and
1.5 MB free space on hard drive; CD-ROM unit
and interface card. Compatible with most
Postscript printers. CD license remains in effect

through December, 1995.

To order, call toll free 800 621-8335 and order
your Practice Parameters on CD-ROM today.

Practice
Parameters
- on CD-ROM

tilization
)

Practice Parameters

on CD-ROM
1995 Edition

Single User Order #: OP270495LS
Price: $995.
ISBN: 0-89970-689-4 "

Network Version Order #: OP270695LS
Price: $1495.
ISBN: 0-89970-690-8

American Medical Association

Physicians dedicated to the health of America




Keep your professional career
on the right track . . .

The Future of Medical Practice

This major new study from the AMA Council on Long Range Planning and Development
analyzes 33 potential trends that are likely to occur during the next 10 to 15 years. Provides
solid, reliable information about the future of medicine fo use to develop effective strategies
for dealing with the fast-changing health care system. An indispensable guide to ensuring the
future success of any medical practice.

ISBN 0-89970-479-4. 108 pages, softbound. Publication date: August 1994.
Order #: OP211594NT. AMA member price: $35.00. Nonmember price: $49.00.

US Medical Licensure Statistics and Current Licensure
Requirements, 1994 Edition

Whether you're starting a new practice or moving an established one, this new edition will
save you time and aggravation. It's the only reference that gives statistics and licensure
information for every state in the US in a single source.

= All state board licensing policies as of January 1994. = New US Medical Licensing
Examination information. * National Board and ECFMG requirements. * Reciprocity and
endorsement policies.  Fees, renewal intervals, and CME requirements, ® Current
guidance for Department of Defense licensure. * Immigration overview of international
medical graduates

The most up-to-date, practical guide for students, residents, graduates of foreign medical
schools, and physicians contemplating a move,

ISBN 0-89970-544-8. 85 pages, 30 lables, softbound. Publication date: 1994; annual.
Order #: OP399094NT. AMA member price: $50.00. Nonmember price: $75.00.

bl P &}

irer
AU Guide to Locum Tenens Recruitment
'-;‘f::; _ Recruiting locum tenens physicians? This resource describes how to create and manage an
recpstEt effective recruitment program for physicians who will take temporary assignments in a

practice. Includes how to find qualified candidates, design a compensation package, and write
an employment contract as well as details on practice and professional liability.

ISBN 0-89970-415-8. 14 pages, softbound. Publication date: 1992. Order #: OP392292NT.
AMA member price: $20.00. Nonmember price: $25.00.

Leaving the Bedside:

The Search for a Non-clinical Medical Career

Physicians in the process of considering a career change need information about themselves
and their options in order to make informed decisions. Leaving the Bedside offers physicians
guidance in assessing professional and personal strengths, developing self- marketmg
strategies, and identifying and evaluating career options for the future. ;

ISBN 0-89970-464-6. 120 pages, softhound. Publication date: 1993, Order #: OP392092NT.
AMA member price: $24.95. Nonmember price: $29.95.

To order, call toll free 800 621-8335

American Medical Association
Physicians dedicated to the health of America




Give allergic noses relief for itchy eyes
due to seasonal allergic conjunctivitis.

When seasonal allergies strike, it's not just the nose they ambush. The eyes are fair game, too. In fact,

8 out of 10 patients with allergic noses also suffer from itchy eyes' due to seasonal allergic conjunctivitis.
Stop the itch with ACULAR" Solution.

In a recent survey (n=272), the vast majority of responding patients confirmed that ACULAR® stopped their
ocular itching quickly and effectively.” Plus, ACULAR® has a favorable safety profile. There are no steroid-like
side effects that can alter intraocular pressure, and no decongestant-like side effects, i.e., no risk to patients ~ *
with narrow chamber angles.

So help rescue eyes from itching with ACULARY' the #1 prescribed ophthalmic preparation’ for the
#1 patient complaint of seasonal allergic conjunctivitis — ocular itch. Because annoying antigens prey
on more than just the nose.

STOPS THE ITCH

The most frequently reported adverse events have been transient stinging and burning »
on instillation (approximately 40%). Not for use while wearing soft contact lenses. ACUI_AR

& Auercan  pSONS (ketorolac tromethamine) 0.5%
o Pochester Y 14623 USA Sterile Ophthalmic Solution

Please see adjacent page for prescribing information.



ACULAR®
(ketorolac tromethamine) 0.5%
Sterile Ophthalmic Solution

INDICATIONS AND USAGE

ACULAR® ophthalmic solution is indicated for the relief of ocular itching due to
seasonal allergic conjunctivitis,

CONTRAINDICATIONS

ACULAR® ophthalmic solution is contraindicated in patients while wearing soft
contact lenses and in patients with previously demonstrated hypersensitivily fo
any of the ingredients in the formulation.

WARNINGS

There is the potential for cross-sensitivity to acetylsalicylic acid, phenylacetic
acid derivatives, and other nonsteroidal anti-inflammatory agents. Therefore,
caution should be used when treating individuals who have previously exhibit-
ed sensitivities to these drugs.

With some nonsteroidal anti-inflammatory drugs, there exists the potential for
increased bleeding time due to interference with thrombocyle aggregation.
There have been reports that ocularly applied nonsteroidal anti-inflammatory
drugs may cause increased bleeding of ocular tissues (including hyphemas) in
conjunction with ocular surgery.

PRECAUTIONS

Beneral: It is recommended that ACULAR® ophthalmic solution be used with
caution in patients with known bleeding fendencies or who are receiving other
medications which may prolong bleeding time.

Carcinogenesis, Mutagenesis, and Impairment of Fertility: An 18-
month study in mice at oral doses of ketorolac tromethamine equal to the par-
enteral MRHD (Maximum Recommended Human Dose) and a 24-month study
in rats at oral doses 2.5 times the parenteral MRHD, showed no evidence of
tumorigenicily. Ketorolac tromethamine was not mutagenic in Ames fest,
upscheduled DNA synthesis and repair, and in forward mutation assays.
Ketorolac did not cause chromosome breakage in the in vivo mouse micro-
nucleus assay. At 1590 ug/mL (approximately 1000 times the average human
plasma levels) and at higher concentrations ketorolac tromethamine increased
the incidence of chromosomal aberrations in Chinese hamster ovarian cells.
Impairment of fertility did not occurin male or female rats at oral doses of 9
ma/kg (53.1 mg/m?) and 16 mo/kg (94.4 mg/m2) respectively.

Pregnancy: Pregnancy Category C. Reproduction studies have been per-
formed in rabbits, using daily oral doses at 3.6 mg/kg (42.35 mg/m?) and in
rats at 10 maskg (59 mg/m?) during organogenesis. Results of these studies
didt not reveal evidence of feratogenicity to the fetus. Oral doses of ketorolac
tromethamine at 1.5 mg/ka (8.8 ma/m?), which was half of the human oral
exposure, administered after gestation day 17 caused dystocia and higher pup
mortality in rats. There are no adequate and well-controlled studies in pregnant
women. Ketorolac tromethamine should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nursing Mothers: Caution should be exercised when ACULAR® is adminis-
tered fo a nursing woman.

Pediatric Use: Safety and efficacy in children have not been established.
ADVERSE REACTIONS

In patients with allergic conjunctivitis, the most frequent adverse events report-
ed with the use of ACULAR® ophthalmic solution have been Iransient stinging
and burning on instillation. These events were reported by approximately 40%
of patients treated with ACULAR® ophthalmic solution. In all development
studies conducted, other adverse events reported during treatment with
ACULAR® include ocular irritation (3%), allergic reactions (3%), superficial
ocular infections (0.5%) and superficial keratitis (1%).

ACULAR®, a registered frademark of Syntex (U.S.A.) Inc, is manufactured and
distributed by Allergan, Inc. under license from its developer, Syntex (U.S.A)
Inc., Palo Alto, California, U.S.A

REFERENCES: 1. Data on file, Fisons Corporation, 1985. 2. Data on file,
Allergan, Inc., 1994. 3. IMS Data, December, 1994.

£ ALLERGAN gsONS
- ©1965 Allergan, Inc. Fisons Co‘ "::a?;: %
Irvine, CA 92715 Rochester, NY 14623 USA.

o O e

[ -

SAY I'T WITH

AMA
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
e 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 e
accurate, be ready with one simple answer — 5=
the AMA Manual of Style. Order your 12
copy today!

1988/377 pp/ 4351-X/$28.95

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

-

Yes, send me ___ copies of AMA Manual of Style (4351-X) at $28.95
per copy. If not complerely 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 0O VISA 0O MasterCard 0O Am Ex

Card # Exp. Date
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Address
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If you are unable to access AMA publications through Lexis/Nexis
Research Services you may find these publications on the following
online services:

e Dialog Information Services, Inc
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(JAMA, Archives series)
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FAX 415-378-5369
(JAMA, Archives series, AMNews)

e CD Plus Technologies (formerly BRS-Colleague)
333 Seventh Avenue
New York, NY 10001
212-563-3006
FAX 212-563-3784
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Flonase™ BRIEF SUMMARY
(fluticasone propionate)
Nasal Spray, 0.05% w/w

SHAKE GENTLY
For intranasal Use Only. BEFORE USE.

The following is a brief summary only. Before prescribing, see complete prescribing information in
Flonase™ Nasal Spray product labeling.

CONTRAINDICATIONS: Flonase™ Nasal Spray is contraindicated in patients with a hypersensitivity to any
of its ingredients.

WARNINGS: The replacement of a systemic glucocorticoid with a topical glucocorticoid can be accompa-
nied by signs of adrenal insufficiency, and in addition some patients may experience symptoms of with-
drawal, e.g., joint and/or muscular pain, lassitude, and depression. Patients previously treated for prolonged
periods with systemic glucocorticoids and transferred to topical glucocorticoids should be carefully moni-
tored for acute adrenal insufficiency in response to stress. In those patients who have asthma or other cfin-
ical conditions requiring long-term systemic glucocorticoid treatment, too rapid a decrease in systemic glu-
cocorticoids may cause a severe exacerbation of their symptoms.

The use of Flonase™ Nasal Spray with alternate-day systemic prednisone could increase the fikelinood
of hypothalamic-pituitary-adrenal {HPA) suppression compared with a therapeutic dose of either one alone.
Therefore, Flonase Nasal Spray should be used with caution in patients already receiving alternate-day
prednisone treatment for any disease. In addition, the concomitant use of Flonase Nasa! Spray with other
inhaled glucocorticoids could increase the risk of signs or symptoms of hypercorticism and/or suppression
of the HPA axis.

Patients who are on immunosuppressant drugs are more susceptible to infections than healthy individu-
als. Chickenpox and measles, for example, can have a more serious or even fatal course in patients on
immunosuppressant doses of corticosteroids. In such patients who have not had these diseases, particular
care should be taken to avoid exposure. How the dose, route, and duration of corticosteroid administration
affects the risk of developing a disseminated infection is not known. The contribution of the undertying dis-
ease and/or prior corticosteroid treatment to the risk is also not known. If exposed to chickenpox, prophy-
laxis with varicella zoster immune globulin (VZIG) may be indicated. if exposed to measles, prophylaxis with
pooled intramuscular immunoglobulin (1G) may be indicated. (See the respective package inserts for com-

plete VZIG and |G prescribing inf ion). If chick develops, with antiviral agents may be
considered.
PRECAUTIONS:
Rarely, i iate hypersensitivity reactions or contact dermatitis may occur after the intranasal
ion of fluti propi Rare instances of wheezing, nasal septum perforation, cataracts,

glaucoma, and increased intraccular pressure have been reported following the intranasal application of
glucocorticoids.

Use of excessive doses of glucocorticoids may lead to signs or symptoms of hypercorticism, suppression
of HPA function, and/or suppression of growth in children or teenagers. Knemometry studies in asthmatic
children on orally inhaled glucocorticoids showed inhibitory effects on short-term growth rate. The relation-
ship between short-term changes in lower leg growth and long-term effects on growth is unclear at this
time. Physicians should closely follow the growth of adolescents taking glucocorticoids, by any route, and
weigh the benefits of glucocorticoid therapy against the possibility of growth suppression if an adotescent’s
grdwth appears slowed.

Although systemic effects have been minimal with recommended doses of Flonase™ Nasal Spray,
potential risk increases with larger doses. Therefore, larger than recommended doses of Flonase Nasal
Spray should be avoided.

When used at larger doses, systemic glucocorticoid effects such as hypercorticism and adrenal suppres-
sion may appear. If such changes occur, the dosage of Flonase Nasal Spray shouid be discontinued slowly
consistent with accepted procedures for discontinuing oral glucocorticoid therapy.

In clinical studies with fluticasone propionate administered intranasally, the development of localized
infections of the nose and pharynx with Candida albicans has occurred only rarely. When such an infection
develops, it may require treatment with appropriate local therapy and discontinuation of treatment with
Flonase Nasal Spray. Patients using Flonase Nasal Spray over several months or longer should be exam-
ined periodically for evidence of Candida infection or other signs of adverse effects on the nasal mucosa.

Flonase Nasal Spray should be used with caution, if at all, in patients with active or quiescent tubercu-
lous infections; untreated fungal, bacterial, or systemic viral infections; or ocular herpes simplex.

Because of the inhibitory effect of glucocorticoids on wound healing, patients who have experienced
recent nasal septal ulcers, nasal surgery, or nasal trauma should not use a nasal glucocorticoid until heal-
ing has occurred.

Information for Patients: Patients being treated with Flonase Nasal Spray should receive the following
information and instructions. This information is intended to aid them in the safe and effective use of this
medication. It is not a disclosure of all possible adverse or intended effects.

Patients should be warned to avoid exposure to chickenpox or measles and, if exposed, to consult their
physician without delay.

Patients should use Flonase Nasal Spray at regular intervals as directed since its effectiveness depends
on its regular use. A decrease in nasal symptoms may occur as soon as 12 hours after starting therapy
with Flonase Nasal Spray. Results in several clinical trials indicate statistically significant improvement
within the first day or two of treatment; however, the full benefit of Flonase Nasal Spray may not be
achieved until treatment has been administered for several days. The patient should not increase the pre-
scribed dosage but should contact the physician if symptoms do not improve or if the condition worsens.
For the proper use of the nasal spray and to attain maximum improvement, the patient should read and fol-
low carefully the patient’s instructions accompanying the product.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Fluticasone propionate demonstrated no tumori-
genic potential in studies of oral doses up to 1.0 mg/kg (3 mg/m? as calculated on a surface area basis)
for 78 weeks in the mouse or inhalation of up to 57 mcg/kg (336 mcg/m?) for 104 weeks in the rat.

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells in vitro. No signif-
icant clastagenic effect was seen in cultured human peripheral lymphocytes in vitro or in the mouse
micronucleus test when administered at high doses by the oral or subcutaneous routes. Furthermore, the
compound did not delay erythroblast division in bone marrow.

No evidence of impairment of fertility was observed in reproductive studies conducted in rats dosed
subcutaneously with doses up to 50 mcg/kg (295 meg/m?) in males and females. However, prostate
weight was significantly reduced in rats.

P ic Effects: F Category €: Subcut studies in the mouse and rat at
45 and 100 meg/kg, respectively (135 and 590 mcg/m?, respectively, as calculated on a surface area
basis), revealed fetal toxicity characteristic of potent glucotorticoid compounds, including embryonic
growth retardation, omphalocele, cleft palate, and retarded cranial ossification.

In the rabbit, feta! weight reduction and cleft palate were observed following subcutaneous doses of 4
mcg/kg (48 mcg/m?).

However, following oral administration of up to 300 mcg/kg (3.6 mg/m?) of fluticasone propionate to the
rabbit, there were no maternal effects nor increased incidence of external, visceral, or skeletal fetal
defects. No fluticasone propionate was detected in the plasma in this study, consistent with the established
low bi ilability fotlowing oral admini: ion (see CLINICAL PHARMACGLOGY section of the full prescrib-
ing information).

Less than 0.008% of the dose crosses the placenta following oral administration to rats (100 mcg/kg,
590 mcg/m?) or rabbits (300 mcg/kg, 3.6 mg/m2).

FLN141R0

Flonase™ (fluticasone propionate) Nasal Spray, 0.05%

There are no adequate and well-controlled studies in pregnant women. Fluticasone propionate should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Experience with
oral glucocorticoids since their introduction in pharmacologic, as opposed to physiologic, doses suggests
that rodents are more prone to teratogenic effects from glucocorticoids than humans. In addition, because
there is a natural increase in glucocorticoid production during pregnancy, most women will require a lower
exogenous glucocorticoid dose and many will not need glucocorticoid treatment during pregnancy.

Nursing Mothers: It is not known whether fluticasone propionate is excreted in human breast milk.
Subcutaneous administration of tritiated drug to lactating rats (10 mcg/kg, 59 mcg/m?) resulted in measur-
able radioactivity in both plasma and milk. Because other glucocorticoids are excreted in human milk, cau-
tion should be exercised when Flonase Nasal Spray is administered to a nursing woman.

Pediatric Use: The safety and effectiveness of Fionase Nasal Spray in children below 12 years of age have
not been established. Oral glucocorticoids have been shown to cause growth suppression in children and
teenagers with extended use. If a child or teenager on any glucocorticoid appears to have growth suppres-
sion, the possibility that they are particularly sensitive to this effect of glucocorticoids shouid be considered
(see PRECAUTIONS).

Geriatric Use: A limited number of patients above 60 years of age (n=132) have been treated with Flonase
Nasal Spray in US and non-US clinical trials. While the number of patients is tao small to permit separate
analysis of efficacy and safety, the adverse reactions reported in this population were similar to those
reported by younger patients.

ADVERSE REACTIONS: In controlied US studies, 2,427 patients received treatment with intranasal flutica-
sone propionate. In general, adverse reactions in clinical studies have been primarily associated with irrita-
tion of the nasal mucous membranes, and the adverse reactions were reported with approximately the
same frequency by patients treated with the vehicle itse!f. The complaints did not usually interfere with
treatment. Less than 2% of patients in clinical trials discontinued because of adverse events; this rate was
similar for vehicle and active comparators.

Systemic glucocorticoid side effects were not reported during controlled clinical studies up to 6 months
duration with Flonase™ Nasal Spray. If recommended doses are exceeded, however, or if individuals are
particularly sensitive or if in conjunction with systemically administered glucocorticoids, symptoms of
hypercorticism, e.g., Cushing’s syndrome, could occur.

The following incidence of common adverse reactions is based upon seven controlled clinical trials in
which 536 patients (57 girls and 108 boys aged 4 to 11 years, 137 female and 234 male adolescents and
adults) were treated with Flonase Nasal Spray 200 mcg once daily over 2 to 4 weeks and two controlled
clinical frials in which 246 patients (119 female and 127 male adolescents and adults) were treated with
Flonase Nasal Spray 200 mcg once daily over 6 months.

Incidence Greater than 1% (Causal Relationship Possible): Respiratory: Epistaxis, nasal burning (inci-
dence 3% to 6%); blood in nasal mucus, pharyngitis, nasal irritation (incidence 1% to 3%).

Neurological: Headache (incidence 1% to 3%).

Incidence Less than 1% (Causal Relationship Possible): Respiratory: Sneezing, runny nose, nasal dry-
ness, sinusitis, nasal congestion, bronchitis, nasal ulcer, nasal septum excoriation.

Neurological: Dizziness.

Special Senses: Eye disorder, unpleasant taste.

Digestive: Nausea and vomiting, xerostomia.

Skin and Appendages: Urticaria.

OVERDOSAGE: There are no data available on the effects of acute or chronic overdosage with Flonase™
Nasal Spray. Intranasal administration of 2 mg (10 times the recommended dose) of fluticasone propionate
twice daily for 7 days to healthy human volunteers was weil tolerated. Single oral doses up to 16 mg have
been studied in human volunteers with no acute toxic effects reported. Repeat oral doses up to 80 mg
daily for 10 days in volunteers and repeat oral doses up to 10 mg daily for 14 days in patients were well
tolerated. Adverse reactions were of mild or moderate severity, and incidences were similar in active and
placebo treatment groups. Acute overdesage with this dosage form is unlikely since one bottle of Flonase
Nasal Spray contains approximately 8 mg of fluticasone propionate. Chronic overdosage may result in
signs/symptoms of hypercorticism (see PRECAUTIONS).

Alleﬂ gHanbum October 1994
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The Osler Institute 1995
Family Practice Boards Review Course

March 12-18 — San Francisco
May 21-27 — Los Angeles

April 23-29 — Cincinnati
June 11-17 — Baltimore

July 6-12 — Chicago

Plus optional day of psychiatry just before and optional day of obstetrics just after

OBJECTIVES

® Improve basic and clinical knowledge in family practice
® Prepare candidates to take Family Practice board exams
® Provide family practitioners with a review and update

METHODS

¢ SELF-DIRECTED STUDY questions, answers, and assignments
¢ SEMINAR with projection slides and lecture-note syllabus
® PRACTICE EXAMS with written questions and answers

OPTIONAL DAY

BEFORE CORE
Psychiatry
Depression and Mania
Schizophrenia
Anxiety and Neurosis
Personality Disorders
Psych. Emergencies
Alcohol & Drug Abuse
Obesity/Eating Disorders
Sleep Disorders
Geriatric Psychiatry
Psychotherapeutic Drugs

SEVEN DAY
CORE COURSE

Medicine and
Gerontology

Pulmonology

Asthma and COPD
Pneumonia & Bronchitis
Diffuse Lung Diseases
Pulmonary Emboli
Respiratory Failure

Cardiology

EKG’s & Arrhythmias
Preventive Cardiology
Hypertension
Myocardial Infarction
Valvular Disease
Congestive Failure

Gastroenterology

" Oral Diseases
Esophageal Problems
Peptic Ulcers

Hepatitis and Cirrhosis
Gallbladder & Pancreas
Chronic Bowel Disease
Anorectal Problems

Nephrology Sexual Assault Labor Complications Kirk Shepard, M.D.
Acid-Base and ’lytes  Abnormal Pap Smears  Obstetric Analgesia Lee Shulman, M.D.
Urinary Infections Cancer in Women Perinatal Infections Susan Smiga, M.D.
Renal Failure Menopause Management Medical Genetics Randy Stevens, M.D.

Endocrinology
Diabetes Mellitus
Thyroid Diseases
Parathyroid & Adrenal
Osteoporosis

Heme. & Oncology
Anemia
Abnormal White Counts
Bleeding Disorders
Cancer Detection
Cancer Prevention
Primary Care Oncology

Rheum. & Sports
Rheumatic Syndromes
Inflammatory Arthritis
Overuse Injuries
Acute Knee Injuries

Neurology
Headache & Back Pain
Dizziness & Tinnitus
Delirium and Stroke
Dementia & Parkinson’s
Epilepsy & Head Injury

Derm. and Pharm.
Common Dermatosis
Systemic Disease Signs
Geriatric Pharmacology
Antibiotic Choices

Potpourri
AIDS and Other STDs
Common Infections
Pain Management
Chest X-ray Review
Abdominal X-rays

Gynecology
Gynecologic Infections
Menstrual Disorders
Pelvic Pain Evaluation
Contraception
Infertility Options

Community Med.
Preventive Health Care
Occupational Medicine
Environmental Medicine
Ethical & Legal Issues

Pediatrics
Care of the Newborn
Growth & Development
Vaccinations
Behavior Problems
Learning Disorders
Fever and Infections
Vomiting and Diarrhea
Seizures and Epilepsy
Allergy & Immunology
Common Exanthemas
Child Abuse
Adolescent Medicine

Surgery
Acute Abdomen
Breast Diseases
Trauma Assessment
Vascular Problems
Common Eye Problems
Hand Injuries
Office Orthopedics
Otitis and Sinusitis
Head and Neck Masses
Prostate Problems
Urinary Incontinence

OPTIONAL DAY
AFTER CORE
Obstetrics

Prenatal Care

Fetal Testing

Diabetes in Pregnancy
Hypertension
Spontaneous Abortion
Preterm and Post Dates
Induction of Labor

Faculty
Thomas Amidon, M.D.
Daniel Arkfeld, M.D.
Benjamin Banahan, M.D.
Robert Baumann, M.D.
Jon Bowersox, M.D.
Ellyn Bush, M.D.
Rodney Camp, M.D.

P. K. Chaudhuri, M.D.
Stuart Cohen, M.D.
Kevin Coulter, M.D.
Ralph Cutler, M.D.
Lloyd Damon, M.D.
Robert Dimeff, M.D.

L. Dungy-Poythress, M.D.
David Frankel, M.D.
Mitchell Geffner, M.D.
Charles Goldman, M.D.
Rhoda Hahn, M.D.
Theodore Hall, M.D.
Jorge Herrera, M.D.
Jerry Hickson, M.D.
Peter Katsufrakis, M.D.
John Lake, M.D.

Jay Lieberman, M.D.
Glen Lillington, M.D.
Jay Menitove, M.D.
Laura Mosqueda, M.D.
Lamont Murdoch, M.D.
Anita Nelson, M.D.
Gibbe Parsons, M.D.
Edward Philpot, M.D.
Michael Policar, M.D.
John Pottage, M.D.
James Recabaren, M.D.
Theodore Rose, M.D.
Sharon Schnare, R.N.
George Shacklett, M.D.

E Name Phone 3
! Address [ March 12-18 - San Francisco |
E City/State/Zip [0 April 23-29 - Cincinnati i
; . [ May21-27 -Los Angeles |
: Mail Today to: :
| y [J June 11-17 - Baltimore ‘
i 1094 East Dawn Drive, Dept. 305 0 . H
:' PO.Box 2218 July 6-12, 1995 — Chicago :
! Terre Haute, IN 47802-0218 [0 Please send FREE SAMPLE

1
H
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“...remarkably complete and pleasant.”*
Course Description

Course enrollment is limited to 120 to give
personal attention to your questions. Self-di-
rected study questions will be sent before the
courses — which will include case reviews
and lectures with slides and syllabus and
question sessions each evening.

“Accommodations were comfortable. ...”*

Locations and Travel

Hyatt Regency at Orlando Airport; Crowne
Sterling Suites San Francisco Airport; Regal
Hotel Cincinnati; Radisson Plaza, Manhat-
tan Beach, near Los Angeles Airport; Balti-
more Washington Airport (BWI) Marriott;
and Radisson Lisle/Naperville — 20 miles
southwest of Chicago’s O’Hare Airport. For
personal service with travel reservations,
please call 800-356-7537 ext. 218.

“...the most education for the money.”'*

Fees and Course Hours
Physician or Resident: Phy. Res. Hr.
@7 Day Core Course $870 $580 70

Optional Day Before ~ $150 $100 10
Optional Day After $150 $100 10
09 Day Board Review  $1080 $720 90
Repeating within 2 yrs. $540 $540 90

® Add 10% within 10 days of the course.

© Not in course hotel package add $30 per day.

® A $100 deposit will reserve your position.

@ Subject to $100 fee, refunds will be made
until the seminar begins.

“...home study.. .was extremely heipful.”*
AAFP Prescribed Credit

This program has been reviewed and is ac-
ceptable up to 88 Prescribed hours by the
AAFP. AAFP Prescribed credit is accepted
by the AMA as equivalent to AMA PRA
Category 1 for the AMA Physicians Recog-
nition Award. When applying for the AMA
PRA, Prescribed hours earned must be report-
ed as Prescribed hours, not as Category 1.

“Ifeel [the course] helped me pass...."*
Information

Call TOday for information and

registration, hotel and travel reservations:
(800) 356-7537 or (812) 299-5658

FAX (812) 299-2775
*Comments by Osler participants
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CARDIZEM
Cardizem CO

(diltiazem HCl)120-,180-, 240-, 300-mg Capsues Start with ore

180-n3
gq&\f&& daity

FOR HYPERTENSION OR ANGINA

Brief Summary of 3 ne b mj y
Prascribing flrlllrormatlon as of April 1993 A 24 mnnlh sludy in rats at oral age Ieusls ul up to 100 mg/kg/day and a 21-month study in mice at oral
c ARD IZEM@ cu dosage levels of up to 30 mg/kg/day showed no evidence of carcinogenicity. There was also no mitagenic
response in vitro or in viva in mammalian cell assays or in vitro in bacteria. No evidence of impaired fertility was
ldiltiazem ch obsarved in a study performed in male and femals rats at oral dosages of up to 100 mg/kg/day
Capsules m Reproduction studies have been conducted in mice, rats, and rabbits, Administration of doses ranging
from five to ten times greater (on a mg/kg basis) than the daily recommended therapeutic dose has resulted in
CONTRAINDICATIONS embryo and fetal fethality. These doses, in some studies, have been reported to cause skeletal abnormalities. In
CARDIZEM is contraindicated in (1) patients with sick sinus syndrome except in the presence of a the per | studies, there was an increased incidence of stillbirths at doses of 20 times the human dose
ventricular pacemaker, (2) patients with second- or third-degree AV biock except In the presence of a !unclinnlng or greater. N . _ _
ventricular pacemaker, (3) patients wnnhr tension (less than 90 mm "3 Ivsmhcl (4) patients who have demon-  There are no well studiss gnant women; , use CARDIZEM in pregnant women only if the
strated hypersensitivity to tha drug, and (5) patients with acute myocardial infarction and pulmanary congestion  potential benefit justifies the Wtel’lllal nisk 1o the fetus.

documented by x-ray on admission.
WARNINGS Diltiazem is excreted in human milk. One report suggests that concentrations in breast milk may approxi-
1. Cardiac Conduction. CARDIZEM prolongs AV node refractary periods without s:gnlﬁcanl]y prolonging sinus mate serum levels. If use of CARDIZEM is deemed essential, an alternative method of infant feeding should
nod recovery time, except in patients with sick sinus syndrome. This effect may rarely result in abnormally be Instituted.
slow heart rates (particularly In patients with sick sinus syndrome) or second- or third-degree AV block (13 of Pedialric Use ;
3290 patients or 0.40%). Concomitant use of diltiazem with beta-blockers or mgllajis may result in additive Safety and effectiveness in children have not been established.

effects on cardiac conduction. A patient with P 's angina U periods of asy (2105 ADVERSE REACTIONS
seconds) after a single dose of 60 mg of diltiazem. Serious adverse reactions have been rare in studies carried out 1o date, but it should be recognized that
2. Congestive Heart Failure. Although diltiazem has a negative inotropic etfect in isolated animal tissue prepara-  patients with impaired ventricular function and cardiac cc lities have usually been excluded

tions, hemodynamic studies in humans with normal ventricular function have not shown a reduction in cardiac  from these studies.

index nar consistent nagative effects on contractility (dp/df). An acute study of oral diltiazem in patients with The foliowing table presents the most common adverse reactions reported in placebo-controlled angina and
impaired ventricular function (gjection fraction 24% + 6%) showed improvement in Indices of ventricular hypertension trials in patients receiving CARDIZEM CD up to 380 mg with rates in placebo patients shown for
function without significant decrease in contractile function {dp/dt). Worsening of congestive heart failure has  comparison.

been reported in patients with preexisting impairment of ventricular function. Experience with the use of .
CARDIZEM :dullazgm hydrochlogdej in ngmhmatlon with beta-blockers in patients with impaired ventricular | CARDIZEM CD Capsule Placebo-Conlrolled
function is limited. Caution should be exercised when usan this combination Angina and Hypertension Trials Combined Jeperaan
3 Hﬂnlnnsil‘ljn. rgecraasgs in blood pressure associated with CARDIZEM therapy may occasionally resulf in | Cardizem €0 |  Placsbo
symptomatic hypotension, w
4. Acule Hepatic Injury. Mild elevations of transaminases with and without concomitant elevation in alkafine  Adverse Reactions | (n=607) | (n=301) \
phosphatase and Ellhrubln have been observed in nlmlnal studies. Such elevations were usualhr transwnt and Headache 5.4% 5.0% |
even with d diltiaze In rare Dizzi 3.0% 3.0%
I enzymes such as alkaline phosphatase, LDH, SGOT SGPT, and other phenomena mnsastenl with acute !'IEDEIIC Bradycardia 3.3% 1.3%
Injury have been noted. These reactions tended to occur early after therapy initiation (1 to 8 weeks) and have | AV Block First Degree 33% 0.0%
been reversible upon discontinuation of drug therapy. The relationship to CARDIZEM |5 uncartain in some | Edema 26% 1.3%
cases, but probabie in some. (See PRECAUTIONS.) ECG Abnormality 1.6% 2.3%
PRECAUTIONS Asthenia 18% 7% |

In clinical trials of CARDIZEM CD capsules, GARDIZEM tablets, and CARDIZEM SR capsules involving oue?
3200 patients, the most common events (ie, greater than 1%) were edema Sd 8%), headache (4.6%), dizziness
{33%)haﬂh2ema (2.6%), first-degree AV block {2.4%), bradycardia (1.7%), flushing (1.4%), nausea (1.4%),
and ras

In addition, the f]D”UWII'lD events were reported infrequently (less than 1%) in angina or hypertension trials.
Cardlovascular. Angina, arrhythmia, AV block (second- or third-degree), bundle branch block, congestive heart

CAHDI%EM (dittiazem hydrochloride) is extenswely metabolized by the liver and excreted by the kidneys and in
hile. As with any drug given over of renal and hepatic function should
be monitored at regular intervals, The ﬁrug should be used w:lh caution in patients with impaired renal or hepatic
function. In subacute and chronic dog and rat studies designed to produce toxicity, high doses of diltiazem were
associated with hepatic damage. In special subacute hepatic studies, aral doses of 125 mg/kg and higher in rals

were associated with histological changes in the liver which were reversible when the drug was discontinued. In
4 failure, ECG ab syncope, tachycardia, ventricular extrasystoles
Emng:;?ugj P80/ WATE; M Sec e wOSRTIC NOLSS: \omeYe, T8 Slosies Wepe TR W Nervous System: #hnonml “dreams, amnesia, depression, gait abnormality, hallucinations, insomnia, nervous-
ness, paresthesia, I tinnitus, tremor

Dennalologuncal gvents (see ADVERSE REACTIONS section) may be transient and may disappear despite continued
use of CARDIZEM. However, skin eruptions J:mgrsssrng 1o grythema multiforme and/or axtoliative darmatitis have
also been infrequentty reported. Should a dermatologic reaction persist, the drug should be discontinuad

ange,

Gasirointestinal: Anorexia, constipation, diarrhea, dry mouth, dysgeusia, dyspepsia, mild elevations of SGOT,
SGPT, LOH, and alkaline phosphatase [see hepatic warnings), thirst, vomiting, weight increase
g?hunilnlugluil F'a(l:aékiau phutns;ns vity, pruritus, urtlt.aluta

er: Amblyopia, yspnea, ey irritation, hyp . imp
Dug to the potential for additive effects, caution and careful titration are warranted in patients receiving CARDIZEM
cancomitantly with other agents known to atfect cardiac contractility and/or conduction :Saer?JaRN!NGS] %us*;le“cmmps pasil l;un'usshun nu:t “mb amumn:ﬂ ﬂam iju”a s“uat] dificultes CﬁHDIZEM i
Pharmacalegic studies indicate that there may be additive effects in prolonging AV conduction when using beta- 1% '@ “*'“‘7-‘"9;”’3‘“"" eting 5"“';': e reported infrequently in patien bl =M. 3 “”ec]a
blockers or digitalis concomitantly with CARDIZEM, (See WARNING 1 enyt e oIl K AR gingtvel I m % NEmelyle Ao
As with all drugs, care should be exercised when Ireating patients with multiple medications, CARDIZEM under- INCTease ing time, lgukopenia, purpura, retinopathy, and thrombacytopenia. In addition, events such as
goes biotransformation by cytochrome P-450 mixed function oxidase. Coadministration of CARDIZEM with other Tyocardial infarction have been °"5°""EF‘.}'”]":“ are not readlly d"“"““?"ma from the niatural history of the
agents which follow the same route of biotransformation may result in the competitive inhibition of metabolism, diSease In these patients. A number of ¥ d cases 5 rash, characterized as leukocyto-
Especially in patients with ranal and/or hepatic impairment, dosages of similarly metabolized drugs, particularly Eﬁ%ﬁgﬁ“m have been "g"“““bhHﬁ"‘:"'“ 2 delnive cause an afect relationship between these evenis and
those of low 1 Earanaullc ratio, may require adjustment when starting o stopping concamitantly administered difti- therapy is yet to be establishe
azem to maintain optimum therapeutic blood levels. Prascribing Information as of April 1953 .
Bela-blockers. Gontrolled and uncontrolled domestic studies suggest that concomitant use of CARDIZEM and e o ne -~
beta-blackers is usually well tolerated, but available data are not sufficient ta predict the effects of concomitant Kannm CiumMO g‘:.‘ .I"f'
treatment in patients with left ventricular dysfunction or cardiac conduction abnormalities, e,

Administration of CARDIZEM [diltiazem hy lg with propranalol in five normal volunteers  qnosasa

resulted in ol levels in all subjects and bioavaila ility of propranolol was increased approxi- A
matety 50%. In vitro, prwranolul appears to be ulsuhned from its binding sites by diltiazem. If combination A
therapy Is initiated or withdrawn in conj with prop . an adj inthe p dose may be

warranted. (See WARNINGS.) e |

Cimetidine. A study in six healthy voluntears has shown a significant increase In peak diltiazem plasma levels
{58%) and area-under-the-ourve (53%) after a 1-week course of cimetidine at 1200 mﬁ per day and a single dose
of diltiazem 60 mg. Ranitidine produced smaller, nonsignificant increases. The effect may be mediated by
cimetidine's known inhibition of hepatic cytochrome P-450, the enzyme system responsible for the first-pass
metabolism of diltiazem. Patiants r:urrenlly Teceiving diltiazem therapy should be carefully monitored for a change
in pharmacological effect when initiating and discontinuing therapy with cimatidine. An adjustment in the diltiazem
dose may be warranted.
Digitalis. Administration of CARDIZEM with digoxin in 24 healthy male subjects increased plasma digoxin concen-
trations approximately 20%. Another investigator found no increase in digoxin levels in 12 patients with coronary
arterg disease. Since there have been conflicting results regarding the effect of rllguxln levels, it is
that digoxin levels be monitored when initating, adjusting, and discontinuing CARDIZEM therapy to avoid possible ~ References: 1. Cardizem CD prescribing information. 2. Data on file,
over- or under-digitalization. (See WARNINGS.) = = -
Anesthetics. The depression of cardiac contractility. conductivity, and automaticity as well as the vascular dilation Marion Merrell Dow Inc.
h may be by calcium channel blockers. When used concomitantly,

anesthetics and calcium blockers should be fitrated carsfully. -
Cyclosporine. A phar tic interaction b diltiazem and cyclosporing has bean obsarved during studies
involving renal and cardiac transplant patients. In renal and cardiac transplant recipients, a reduction of

losporine dose ranging from 15% fo 4B% was necessary to maintain cyclosporine trough concentrations similar
o those seen prior 1o the addition of diltiazem. If these agents are to be administered concurrently, cyclospori
concentrations should be monitored. especially when diltiazem therapy is initiated, adjusted, or discontinu MARION MERRELL DOW INC.
The eftect of cyclosporine on diltiazem plasma concentrations has not been evaluated.
Carbamazepine. Concomitant administration of diltiazam with carbamazepine has been reported to result in ] $ A
slevated serum levels of carbamazepine (40% to 72% increase), resulting in toxicity in some cases. Patients u
receiving these drugs concurrently should be monitored for a potential drug interaction. KN S ST COREEN (el M QO 4T 1 4

CVM94013001 1405E4



IN HYPERTENSION OR ANGINA

. CARDIZEM CcD

(diltiazem HCI)190. 180-, 240-, 300-mg Capsules

PO EREESTIVE
Sa=oUR SONTREL

| A unique hemodynamic and safety profile
for hypertension or angina'?

;l*Aiside'-effect discontinuation rate comparable to placebo in both hypertension and angina trials’

;lg_Most-;chmrﬁonly reported side effects are headache (5.4%), bradycardia (3.3%), first-degree

|‘I: ' AV _l;)lock .563-.3%),__d?izziness (3.0%), edema (2.6%), ECG abnormality (1.6%), and asthenia (1.8%)’

l" ¢ Please see brief summary of prescribing information on adjacent page.
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