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alpha,-blockers
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GENERATION

O hoose CARDURA: first-line therapy

for a new generation of hypertensives.

Choose CARDURA for around-the-clock blood pressure
control that doesn’t jeopardize blood lipids or blood sugar.**

CARDURA is well tolerated. In placebo-controlled studies, only three common side effects
were reported significantly more often than with placebo: dizziness, somnolence, and fatigue.
These were generally mild and transient. Only 2% of patients discontinued therapy due to
adverse effects— the same as with placebo. Syncope has been reported, but rarely (<1%).
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DOXAZOSIN  PLACEBOD
m:mw:amwmrmwwww (N=335) (N=336)
rats months of dietary at concentrations
CARDURA (doxazosin mesylate)is indicated for th treatment of alcuited 1o 40 y a0 aher 12 months of dietary AT, et = o
CARDURA may be used alone or in combination with diuretics or beta: a iculated to provide 40 my
biocking agents, mhmwmmnmmmm (150 times the maximum recommenided human dose assuming a patient weight of SPECIAL SENSES: Vision Abnormal b 1%
angiotensin converting enzyme inhibitors or calcium channel blockers 60 kg). Myocardial fibrosis was ohserved in both rats and mice treated in the same Canjunctivitis/Eye Pain % 1%
CONTRAINDICATIONS manner with 40 mg doxazosing/day for 18 months. No cardiotoxicity was. Tinnitus 1% 0.3%
CARDURA s contraindicated in patisnts with a known sensithvty o quinazolines observed af lower doses {up to 10 or 20 mg/g/day, depending on the study) in PSYCHIATRIC. s P %
(2.9. prazosin, terazosin), aither species. These lesions were not abserved after 12 months of oral dosing in = Nervo oy 2%,
WARNINGS dogs and Wistar rats at doses of 20 mghkg/day and 100 moAg/day. s =2 s
Syncope and “Firsi-doss™ Effect: m Mbmmmmwmmmm Insomnia 1% %
Doxazosin, like other alpha-adrenargic blocking agents, can cause marked of Fertiiity: Saxual Dysh 2% 1%
mmhhwm mmum mmmm:upmmmummn
postural symploms such as diziness. Markod y {highest 40 mg/kg: about 150 times the GASTROINTESTINAL:  Nausea % 4%
mﬂhuhuuhwﬂnﬂh“ human d 'lsnww:mwmmm Diarrea 2% %
increase, ulmbmummlhw To decrease carcinogenicity in rats. There was alsa no evidence of carcinagenicity in a Constipation 1% 1%
the likelihoad o it Is essential that mmmmwmamwmumwmﬂm Dyspepsia 1% 1%
wummniqmmz nl.ﬂ study, however, was comp by the failure to use a maximaily Flatulence 1% 1%
8 myg tablats ars not for initial therapy. Dosage should then be adjusted slowly muﬂmudomm Abdominal Pain 0% 2%
(see DOSAGE AND ADMINISTRATION section) with increases in dose every Mutagenicity studies revealed no drug- or metabolite-related effects at either Vomiting 0% 1%
two weeks. Additional antihyperiensive agents should be added with caution chromasamal or subchromosomal levels. RESPIRATORY: Rhinitis ™ ™
mmmmmmnumum Studies in rats showed reduced fartility in males treated with doxazosin at oral - by 1%
whre injury doses of 20 (but not 5 or 10) mp/ugiday, about 75 times the maximum Dyspoea i% %
1nmwwwmmmmmmummm recommended human dose. This effect was reversible within two weeks of drug Epistaxis
doses of doxazosin in normotansives beginning at 1 mg/day, only 2 of 6 withdrawal, URINARY: Polyuria 2% 0%
‘subjects could tolerate more than 2 mg/day without exp Pregnancy Urinary Incontinence 1% 0%
mmmmmmnmmmm Effects, Pregnancy Calegory B. Studies in rabbits and rats at daily Micturation Frequency 0% 2%
mmmuzmdmmmmmmmm oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times the GENERAL 12% %
ion between 0.5 and & hours after nadmummmummuﬁmmmnwwwmm W 2% 2%
mmmmmmmmmmmwm kg), have revealed no evidence of harm to the fetus. The rabbit study, however, Asthani by 1%
nommotensive subjects experienced syncope, Subsequent trials in Was comp wwummm-mmwmmm g 1% %
mmmmmmwmmmm ﬂmmnummvd—mﬂdmﬂnnmwmm Pain 2% 2%

of postural side effects at 1 mg/day with no cases of syncope.

In multiple dosa clinical trials invohing aver 1500 patients with dose titration
every ong to two weeks, syncope was reported in 0.7% of patients. None of
nrummmnhmwnmmWwiﬂ{W]mmn
16 my/day,

If syncope occurs, the patient should be placed In a recumbant position and
treated supportively as necessary,

PRECAUTIONS

General

1. Orthostatic Hypotension:

'Mlemm! umammmﬂcwm of CARDURA, other symptoms
of lowered biood p of vertigo, can

mrwumewuhmdmm These
WEIE comiman in clinical trials, occurring in up 1o 23% of all patients treated and
causing discontinuation of therapy in about 2%.

In placebo triats wltects were by
Wmaimwmwﬁmtnmrymmwz 4,0r8mg
per day, There was an eftects i Qlven
& mg or more, I%unmpmtnﬁnl-tmnunS%hthup

Patients orthostatic hypotension could

in pecupations in which be dangerous
should be treated with particular caution.
ummmmmumhummu ]
{hiés measure is with
meumammmnml
contraindication to further doses of CARDURA.
2. Impaired liver function:

expenance with CARDURA In patients with these conditions.
3. Leukopania/Meutropenia:
Analysis of hematologic data from patients receiving CARDURA In controlled
clinical trials showed that the mean WBC (N=474} and mean neutrophil counts
(N=419) were decreased by 2 4% and 1.0% respectively, compared 1o placebo, 2
phenomenon seen with omer alpha blocking drugs. A search through a data base
of 2400 patients revealed 4 in which drug-related neutropenia could not be ruled
out. Two had a single low vaiue on the last day of treatment. Two had siabie,
nor-progressive neutrophil counts in the 1000/mm’ range over periods of 20
and 40 weeks. [n cases where follow-up was available the WBCs and neutrophil
counts returned to normal after discontinuation of CARDURA. No patients

antmal reproduction studies are not always predictive of human response,
CARDURA should be used during pregnancy only If clearly nesded,
Radicactivity was found to cross the placenta following oral administration of
labetled doxazosin to pregnant rats
Eftects. Is npcn—pmmuumh ms.ponulﬂ dmlwml

Additional adverse reactions have been reported, but these are, in general, not
distinguishable from symptoms that might have occurred in the absence of
exposure {o doxazosin. The following adverse reactions occurred with &

Nonteralogenic

at maternal doses of 40 or 50

wmmwwmamwmmmmm
and reflexss.

Nursing Mothers
Studles in lactating rats given a single oral dose of 1 mg/kg of [2-"C]-doxazosin
Indicate that doxazosin accumulates in rat breast milk with a maximum

of between 0.5% and 1%: syncope, hypoesthesia, increased sweating,
agitation, increased weight. The following additional adverse reactions were
reported by <0.5% of 3960 patients who received doxazosin in controlled or
open, Muhu-wmmm wmwmmm
Cardiovascular System: angina Infarction,
mmmmmmmm

concentration about 20 times greater than the matermal plasma ion. It
Is not knawn whether this drug is excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when CARDURA is
administered to a nursing mother.

Padiatric Use

Safety and effectiveness in children have not been established.
ADVERSE REACTIONS

CARDURA has been administerad to approximately 4000 patients, of whom 1679
were included in the clinical development program, in that program, minor
‘adverse effects were frequent, but led to discontinuation of treatment in only 7%
of patients. in studies adverse effects occurred in 49% and
40% of patients in the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons for
discontinuation ware postural effects (2%), sdema, malaisefatigue, and some

lmrmmmu. Mlbnulll
trials directly comparing CARDURA to placebo there was
diffe in the of side effects, except for dizziness
(lnduamnmnli ‘weight gain, mm:ndfaﬂumnnuu Postural
effects and edema appeared to bé doss related.
The rates Delow are based

data from
placebo-controlled studies involving y of in at
doses ranging from 1-16 mg. Table 1 summarizes those adverse experiences
(possiblyfprobably related) reparted for patients in these studies where the
prevalence rate in the doxazosin group was at least 0.5% or where the reaction is
of particular interest.

TABLE 1
ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

became symplomatic as a result of the low WBC or neutrophil counts.
Information for Patients: {’m“‘ iy
Patients shouid be frad of the possibilty of fh)
symploms, especially at the initiation of therapy, and urged 1o avoid driving or CARDIOVASCULAR: Dizziness 1% 8%
hazardous tasks for 24 hours after the first dose, affer a dosage increase, and after Vertigo 2% 1%
inferruption of therapy when treatment is resumed. They should be cautioned 1o Postural Hypotension 03% 0%
avoid situations where injury could result should syncope occur during inftiation of Edemn 4% %
mmmmmuwwuwww«umm Palpitation % %
biood pi although these symptoms are not Arrhythmia 1% %
WMHMMMMMMaMGWWn Hypatension 1% 0%
of they should be reported Tachycardia 03% 1%
ln‘ physician, so that can be considered, Patients should also Peripheral lschemia 03% 0%
be tokd that or occur with requiring caution
in people who misst drive or operate heavy machinery. SXKINAPPENDAGES:  Rash ::2 '1|::
Drug inferactions: rarks
Most (38%) of plasma doxazosin is protein bound. n vitro data in human MUSCULDSKELETAL:  Arthealgia/Arthritis 1% %
plasma indicate that CARDURA has no effect on protein binding of digoxin, Muscle Weakness 1% 0%
warfatin, phenytoif o in, There is no information on the etfect of Myaigia 1% 0%
other highty plasma protein bound drugs on doxazosin binding. CARDURA has CENTRAL &
been administered without any evidence of an adverse drug interaction to PERIPHERAL N.S Headache 14% 16%
patients receiving thiazide diuretics, beta blocking agents. and nonsteroidal anti- Parsthesia 1% 1%
£l Kinetic Disardets 1 0%
Drug/Laboratory fest Interactians: e e g
None known. 1% %
Muecle Cramps 1% %

mm Skin Disorders: alopecia, dry skin, ecrema; ammmvmam:
paresis, tremor,
FPsyciatric: paroniria, mmm wmlum
dmmhaiuww&wwm earache, taste parversion,
System: increased appetita,
lmmuilﬂi A L

System:
‘sinusitis, coughing, WMMWMWM
s‘pmn hot flushes, back pain, intection. fever/rigors. decreased wekght,

with any clinically sigr changes in
routing biochemical tests. No clinically relevant adverse effacts were nated on
serum potassium, serum glucose, uric acid, blood urea nitrogen, creatinine or
fiver function tests. CARDURA has been associated with decresses in white
blood cell counts (See Precautions),

OVERDOSAGE

No data are avallabla in regard to overdosage in humans.

The oral LDy of doxazosin is greater than 1000 mo/kg in mice and rats. The
most likety manifestation of overdosage would be hypotension, for which the
usual treatment would be intravenous infusion of fluid. As doxazosin is highly
profein bound, dialysis would not be indicated.

DOSAGE AND ADMINISTRATION

DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA In
mmmmmmmumm This starting dose is intended to
minimize the and first dose syncope
Wmmmmm.ummwmmz
and 6 hours after a dose. Tharefore biood pressure measurements should be
taken during this time period after the first dose and with sach increase in dose.
Depending on the individual patient's standing blood pressure response (based
on measurements taken at 2-6 hours postdose and 24 hours postdose), dosage
may then be increased to 2 mg and thereafier if necessary 10 4 mg, 8 mg and 16
my to achieve the desired reduction in blood pressure. Increases in dose
beyond 4 my increase the likelihood of excessive postural effects including
syncope, postural dizziness/vertigo, postural hypalension. At a titrated dose
of 16 mg ance daily the requency of postural effects is about 12% compared
fo 3% for placebo.

HOW SUPPLIED

CARDURA (doxazosin mesylate) Is available as colored tablets for oral
adminstration. Each tablet contains doxazosin mesylate equivalent to 1 mg
mwuﬂou].l mg (orange) or 8 mg (green) of the active constituent,

CARDURA® TABLETS are avaitable as 1 mg (white), 2 myg (yellow), 4 mg
{erange) and B mg (green) scored tablets.

Batles of 100: 1 mg (NDC 0049-2750-66), 2 mg (NDC 0049-2760-66), 4 mg
(NDC 0049-2770-68), & mg (NDC 0049-2780-66)

Recommended Storage: Store below B6°F{30°C),

CAUTION: Federal law prohibits dispsnsing without prescription.
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ARCHIVES

FAMILY MEDICINE

The ARCHIVES OF FAMILY MEDICINE isa member of the consortium of AMA
journals listed below. The ARCHIVES reaches more than 81 500 readers in family
and general practice each month, In addition to paid subscribers.

The Journal of the American Medical Association (JAMA)
American Journal of Diseases of Children (AJDC)
Archives ol Dermatology

Archives of Family Medicine

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology

Archives of Ophthalmology

Archives of Otolaryngology—Head & Neck Surgery
Archives of Pathology & Laboratory Medicine
Archives of Surgery

The ARCHIVES OF FAMILY MEDICINE (ISSN 1063-3987) is published monthly
by the American Medical Association, 515 N State St, Chicago, IL 60610, and is
an official publication of the Association, Application o mail at second-class post-
age rates is paid at Chicago and at the additional mailing offices. GST registration
number R126 225 556. Printed in the USA

SUBSCRIPTION RATES—The subscription rates for the ARCHIVES OF FAMILY MEDI-
CINE are as follows: $80 lor 1 year, $143 for 2 years in the United States and US
possessions; other countries, one year, $115; 2 years, 5213 for expedited air de-
livery, (Rates for subscriptions [or delivery to Japan or South Korea are available
through exclusive agents—contact publisher.) Special rates for residents and medi-
cal students in the United States and US possessions are available

CHANGE OF ADDRESS—POSTMASTER, send all address changes to Subscriber Ser-
vices, American Medical Association, 515 N State 5t, Chicago, IL 60610. Please
notify us of address change ar least 6 weeks in advance to ensure uninterrupted
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SUBSCRIBER SERVICES—For information about subscribing to any of the AMA
publications, change of address, missing issues, or purchasing back issues, please
contact Subscriber Services, American Medical Association, 515 N Suate St, Chi-
cago, 1L 60610, or call (800) 262-2350 (670-7827) between 8:30 AMand 4:30 pm
CST, Fax: (312) 464-5831.

REPRINTS—Authors place their reprint order at the time the edited typescript is
reviewed and should allow 4 ta 6 weeks for delivery following publication. Re-
quests lor individual reprints should be semt directly 1o the author at the address
shown in the article.

For bulk reprint orders for commercial distribution please contact Mark Kuhns,
600 Third Ave, New York, NY 10016, phone (212) 867-6640, fax (212) 953-
2497 For reprint orders in limited quantities for educational distribution please
contact Rita Houston, 515 N State St, Chicago, IL 60610, phone (312) 464-2512,
fax (312) 464-5835.

PERMISSIONS—Contact Laslo Hunyady, Permissions Assistant, 515 N State St,
Chicago, IL 60610, phone (312) 464-2513
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product or the claims made for the product by the manufacturer
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* Effectively relieves acute migraine pain'

@ Delivers the efficacy of an injectable opioid
analgesic with the convenience of a nasal spray

® Unique nasal spray delivery allows administration
even in the presence of nausea and vomiting

® Rapid onset of pain relief—within 15 minutes'

® Somnolence (43%) is the most frequently
reported side effect™

® Not a federally controlled substance

STADOL:NS
(butorphanol tartrate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

*Across all clinical trials, including STADOL® Injectable and STADOL NS.*
Patients should not perform hazardous tasks (eg; driving, operating machinery).
Alcohol should not be consumed while using STADOL NS.

REFERENCES

1. Diamond S, Freitag FG, Diamond ML, Urban G. Transnasal butorphanol in the
treatment of migraine headache pain, Headache Quarterly. 1992;3:160-167.
9. STADOL® NS"™ Package Insert.

©19493, Bristol-Myers Squibb Company, Princeton, New Jersey 08543, USA.
Please see brief summary of prescribing information on following page,
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STADOL NS

(butorphanol farrate) Nasal Spray

Acute Pain Relief,
Delivered in Minutes

Brief Summary

INDICATIONS AND USAGE
STADOL® NS™ (butorphanol tartrate) Nasal Spray is indicated for the management of pain when the use of an opioid analgesic is
appropriate.

CONTRAINDICATIONS
STADOL NS is contraindicated in patients hypersensitive to butorphanol tartrate or the preservative benzethonium chioride.

WARNINGS

Patients Dependent on Narcotics

Because of its opioid antagonist properties, butorphanol is not recommended for use in patients dependent on narcotics. Such
patients should have an adequate period of withdrawal fram opioid drugs prior to beginning butorphanol therapy. In patients taking
opioid analgesics has precip ymp such as anxiety, agitation, mood changes, halluci -
nations, dysphoria, weakness and diarhea.

Because of the difficuty in assessing opioid tolerance in patients who have recently received repeated doses of narcotic analgesic
medication, caution should be used in the administration of butorphanol to such patients.

PRECAUTIONS

General
Hypotension associated with syncope during the first hour of dosing with STADOL NS has been reported rarely, particufarly in
panentslwtst'lgs past history of similar reactions to epioid analgesics. Therefore, patients shouid be advised to avoid activities with
potential ri

Head Injury and Increased Intracranial Pressure

As with other opioids, the use of butorphanol in patients with head injury may be associated with carbon dioxide retention and
secondary elevation of cerebrospinal fluid pressure, drug-induced miosis, and alterations in mental state that would obscure the
interpretation of the clinical course of patients with head injuries. In such patients, butorphanol should be used only if the benefits of
use outweigh the potential risks.

Disorders of Respiratory Function or Control
Butorphanot may produce respiratory depression, especially in patients receiving other CNS active agents, or patients suffesing from
CNS diseases or respiratory impairment.

Hepatic and Renal Disease

In patients with severe hepatic or renal disease the initial dosage interval for STADOL NS should be increased to 6-8 hours until the
‘res%unse hals been well characterized. Subsequent doses should be determined by patient response rather than being scheduled at
ixed intervals.

Cardiovascular Effects

Because butorphanol may increase the work of the heart, especially the pulmonary circuit, the use of butorphanol in patients with
acute myocardial i ventricular g of coronary should be limited to those situations where the
benefits clearly outweigh the risk.

Severe hypertension has been reported rarely during butorphanol therapy. In such cases, butorphanol should be discontinued and
the treated with drugs. In patients who are not opioid dependent, naloxone has also been reported to

be effective.

Drug Interactions

Concurrent use of butorphanol with central nervous systern depressants (e.g., alcohol, barbiturates, tranguilizers, and antihis -

tamines} may result in increased central nervous system depressant effects. When used concurrently with such drugs, the dose of
butorphanol should be the smallest effective dose and the frequency of dosing reduced as much as possible when administered

ith drugs that the action of opiaids.
Itis not known if the effects of are altered by ions that affect hepatic metabolism of drugs {cimeti-
dine, er etc.), bul should e alert to the possmlluy that a smaller initial dose and longer intervals
between doses may be needed.

The fraction of STADOL® NS™ (butorphanol tartrate) Nasal Spray absorbed is unaffected by the concomitant administration of a nasal
vaseconstrictor (oxymetazeline), but the rate of absorption is decreased. Therefore, a Slower onset can be anticipated if STADOL NS
is administered concomitantly with, or immediately following, a nasal vasoconstrictor.

No information is available about the use of butorphanot concurrently with MAQ inhibitors.

Use in Ambulatory Patients

Drowsiness and dizziness related to the use of butorphanol may impair mental and/or physical abilities required for the performance
of potentially hazardous tasks (e.9., driving, operating machinery, etc.). Patients should be told to use caution in such activities until
their individual resp: have been well

Alcohol should not be consumed while using butorphanol. Concurrent use of butorphanol with central nervous system depressants
(e.g., alcohol, barbiturates, tranquilizers, and antihistamines) may resutt in increased centraf nervous system depressant effects.
Patients should be instructed on the proper use of STADOL NS.

Carcinogenesis, Mula?enesls Impalrmem of Femlny

The p en ial 0 as not been

in . typhimurium or £. coff assays or in unscheduled DNA synthesis and repair assays conducted in

cllured human fibmblast ol

Rats treated orally with 160 mg/kg/day (944 mg/sq.m.) had a reduced pregnancy rate. However, a similar effect was not observed
with a 2.5 mg/kg/day (14.75 mg/sg.m.) subcutaneous dose.

Pregnancy

Pregnancy Category C

Reproduction studies in mice, rats and rabbits during organogenesis did not reveal any teratogenic potential to butorphanol. However,

pregnant rats treated subcutaneously with butorphanol at 1 mg/kg (5.9 mg/sq.m.) had a higher frequency of stitlbirths than controls.
Butorphanot at 30 mg/kg/oral (5.1 mg/sq.m.) and 60 mg/kg/oral (10.2 mg/sq.m.) also showed higher incidences of post-

implantation loss in rabbits.

There are no adeguate and well-controlled studies of STADOL (butorphanol tartrate) in pregnant women before 37 weeks of
gestation. STADOL should be used during pregnancy only if the potential benefit justifies the potential risk to the infant.

Labor and Delive:
STADOL NS is not recommended during fabor or detivery because there is no clinical experience with its use in this setting.

Nursing Mothers

Butorphanol has been detected in milk following ion of STADOL®
The amount an infant would receive is probably clinically insignifi i
2 mg (M four times a day).

Although there is no clinical experience with the use of STADOL NS in nursing mothers, it should be assumed that butarphanof will
appear in the milk in similar amounts following the nasal route of administration.

Pediatric Use
tBhuturphanol is not recommended for use in patients below 18 years of age because safety and efficacy have not been established in
is population,

tamale) ble to nursing mothers.

of milk in a mother receiving

Geriatric Use

Initially a 1 mg dose of STADOL® NS™ (butorphanol tartrate) Nasal Spray should generally be used in geriatric patients and
90-120 minutes should elapse before deciding whether a secend 1 mg dose is needed.

Dug to changes in clearance, the mean half-fife of butorphanol is increased by 25% (to over 6 hours) in patients over the age of 65.
Elderly patients may be more sensitive to its side effects. Resufts from a long-term clinical safety trial suggest that elderly patients
may be less tolerant of dizziness due to STADOL NS than younger patients.

ADVERSE REACTIONS

Atotal of 2446 patients were studied in butorphanof clinical trials. Approximately half received STADOL Injectable with the remainder
receiving STADOL NS. In nearly all cases the fype and incidence of side effects with butarphanol by any route were those commonly
observed with opioid analgesics.

The adverse experiences described below are based on data from short- and long-term clinical trial§ in patients receiving butorphanel
by any route and from post-marketing experience with STADOL Injectabie. There has been no attempt to correct for placebo effect or
to subtract the frequencies reported by placebo treated patients in controlled rials.

The most frequently reported adverse experiences across all clinical trials with STADOL Injectabie and STADOL NS were somnolence
(43%), dizziness {19%), nausea and/or vomiting (13%). In long-term trials with STADOL NS only, nasal congestion (13%) and
insomnia (11%) were frequently reported.

The following adverse experiences were reported at a frequency of 1% or greater, and were considered to be probably related to the
use of butarphanol.

BODY AS A WHOLE: . headache*,
CARDIOVASCULAR: VASODILATION*, PALPITATIONS
DIGESTIVE: ANOREXIA*, CONSTIPATION®, dry mouth*, nausea and/or vomiting (13%), stomach pain

NERVOUS: am«ely conlusmn , dizziness (19%), euphioria, floating feeling, INSOMNIA (11%), nervousness, paresthesia, somno-
lence (43%), TREMOI

RESPIRATORY: SRONCHIT\S COUGH, DYSPNEA*, EPISTAXIS*, NASAL CONGESTION {13%), NASAL IRRITATION", PHARYNG -
TIS*, RHINITIS* . SINUS CONGESTION®, SINUSITIS, UPPER RESPIRATORY INFECTION*

SKIN AND APPENDAGES: sweating/clammy*, pruritus

SPECIAL SENSES: blurred vision, EAR PAIN, TINNITUS®, UNPLEASANT TASTE* (also Seen in short-term trials with STADOLENS™
{butorphanol tartrate) Nasal Spray).

{Reactions accurring with a frequency of 3-3% are marked with an asterisk.* Reactions reported predominantly from long-term trials
with STADOL NS are CAPITALIZED.)

The following adverse experiences were reported with a frequency of less than 1%, in clinical trials or from post-marketing
experience, and were constdered 10 be probably related to the use of butorphanol.

CARDIOVASCULAR: hypotension, syncope
NERVOUS: abnormal dreams, agitation, drug
SKIN AND APPENDAGES: rastvhives

UROGENITAL: impaired urination
(Reactions reported only from post-marketing experience are iaifcized)

The foliowing infrequent additianal adverse experiences were reported in a frequency of less !han 1% of the pat»ents studied in
short-term STADOL NS trials and from post-marketing experiences under cir ¢ the between these
events and butorphanol administration is unknown. They are teing listed as alerting |n10n'natwn Im’ lhe physician.

BODY AS A WHOLE: egema
CARDIQVASCULAR: hypertension
NERVOUS: convuision, delusions, depression

RESPIRATORY: apnez, shallow breathing
(Reactions reported only from post-marketing experience are ifaficized )

DRUG ABUSE AND DEPENDENCE

Although the mixed agonist-antagonist opioid anaigesics, as a class, have lower abuse potential than morphine, all such drugs can
be and have been reported to be abused.

Chrenic use of STADOL® (butorphanol tartrate) Inpectahte has been reported to result in mild withdrawal syndromes, and reports of
overuse and self-reported addiction have been received.

Among 161 patients who used STADOL NS for 2 months or longer approximately 3% had behavioral symptoms suggestive of
possible abuse. Approximatety 1% of these patients reported significant overuse. Symptams such as anxiety, agitaticn, and diarrhea
were observed. Symptorns suggestive of opioid withdrawal occurred in 2 patients who stopped the drug abrupty after using 16 mg a
day or more for longer than 3 months.

Special care should be exercised in administering butorphanol to emotionally unstable patients and to those with a history of drug
misuse. When long-term therapy is necessary, such patients shoutd be closely supervised.

OVERDOSAGE

Clinical Manifestations

The clinical manifestations of overdose are those of opioid drugs, the most serious of which are hypoventilation, cardiovascufar
insufficiency and/or coma.

Dverdose can occur due to accidental or intentional misuse of butorphanal, especially in young children who may gain access to the
drug in the home.

TREATMENT

averdosage includes of adequate { ip perfusion, normal
body temperature, anﬂ nrotechon of the airway. Patients should be under continuous observation with adequate serial measures of
mental state, responsiveness and vital signs. Oxygen and ventitatory assistance should be available with continual monitoring by
pulse oxumetry if indicated. In the presence of coma, placement of an amfec\al airway may be required. An adequate intravenous
portal should be maintained to facilitate treatment of h ) 1.
The use of a specific opioid antagonist such as nafoxone should be cunsuiered. As the duratian af butorphanol action vsually
exceeds the duration of action of naloxane, repeated dosing with naloxone may be required.

DOSAGE AND ADMINISTRATION

Factors to be considered in determining the dose are age, body weight, physical status, undertying pathological condition, use of

other drugs, type of anesthesia to be used, and surgicat procedure involved. Use in the e!derly patients with hepatic or renal disease

or in labor Fequires extra caution (see PRECAUTIONS). The following doses are for patients who do not have impaired hepatic or

renal function and who are not on GNS active agents.

The usual receramended dose for initial nasal administration is Tmg (1 spray in one nostril). Adherence to this dose reduces the inci-

dence of drowsiness and dizziness. If adequate pain relief is not achieved within 60-%0 minutes, an additional 1 mg dose may be

given.

The initial twa dose sequence outlined above may be repeated in 3-4 hours as needed.

Depending on the severity of the pain, an initial dose of 2 mg {1 spray in each nostril) may be used in patients who will be able to

‘.r’ETfn recumbent in the event drowsiness or dizziness occurs. In such patients single additional 2 mg doses should not be given for
oUrs.

Satety and Handling
STADOLENS™ (bumrphancl tartrate) Nasal Spray is an apen delivery system with increased risk of exposure ta heath care workers.

In the priming process, a certain amount of butorphanol may be aerosolized: therefore, the pump sprayer should be aimed away
from the patient or other peopie or animals.

The unit should be disposed of by unscrewing the cap, rinsing the bottle, and placing the parts in a waste container.

HOW SUPPLIED

STADOL NS is supplied in a child-resistant prescription vial containing a metered-dose Spray pump with protective clip and dust
cover, a bottle of nasal spray solution, and a patient instruction leaflet. On average, one bottte will deliver 14-15 doses if no repriming
is necessary.

NDC 0087-5650-41: 10 mg per mL, 2.5-mL bottle.

STORAGE CONDITIONS
Store below 86°F (30°C). Parenteral drug products should be inspected visually for particulate matter and discoloration prior to

administration, whenever solution and container permit.

Caution: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION.
LABORATORIES
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Make It Your Choice .

for a Lifetime - e . DAY

el o

The recommended starﬁng dosage for Calan SR Is 180 mg o[nce ggvemnuse titration will be required in some paﬁenrs tD achieve bicod pressure control. A lower starting

dosage of 120 be warranted in some

patients of smali stature). Dosa

mg daily should: be administered in divided

erly.
doses. Calan SR ula be admlnis:erea with food. ounstlpatlon which Is easily managed in most patients, is Petsha most I:Dmrmnlv reported side effect of Calan SR.

BRIEF SUMMARY
Contraindications: Severs LV dysfunction {see Warmings), hypotension (systolic pressure
< 90 mm Hag) or cardiogenic shock, sick smus syndrome (if no pacemaker is present), 2nd- or
3rd-degree AV block {if no pacemaker is present),-atrial fusenhhnllamn with an accessory
bypass tract (eg, WPW or LGL synd 10 VErap:

Warnings: Verapami should be avoided in pa1|ents with severe LV d\rsfunmun feg. -ejection
fraction < 30%) or moderate to severe symptoms of cardiac fallure and in patents with any
degree of ventricutar dysfunction if they are receiving a beta-blocker. Control milder heart failure
with optimum digitalization and/or diwretics before Calan SR 15 used Verapamil may occasionally
produce hypotension, Blevations of Inver enzymes have been reported. Several cases have been
demonstrated to be produced by verapamil. Periodic manitoring of fiver function in patients ‘6n
verapamil is prudent. Some patients with paraxysmal and/or chronic atrial flutter/fibrilation and
an accessory AV pathway feg, WPW or LGL syndromes) have developed an increased antegrade
conduction across the accessory pathway bypassing the AV node, producing & very rapid
ventricular response or ventnicular fibrilation atter recewing | V. verapamil for dignahs). Because
of this nisk, oral verapamil is contraindicated in such patients. AV block may occur [2nd- and 3rd-
degree, 0.8%). Development of marked 1st-degree block or progression 1o 2nd- or 3rd-degree
block requires reduction in dosage or, rarely, discontinuation and institution of appropnate therapy.
Sinus bradycardia, 2nd-degree AV block, sinus arrest, pulmonary edema and/or severe hypoten-
sion were seen in some critically ill patients with hypertrophic cardrumyopa!hy who were trealed
with verapamil.

Precautions: Verapamil should be given cautiously to patients with impaired hepatic function (in
severe dysfunction use about 30% of the normal dose) or impaired renal function, and patients
should be monitored for abnormal prolongation of the PR interval or other signs of overdaSage
Verapamil may decrease neuromuscular transmission in patients with Duchenne's muscular dys-
trophy and may prolong recovery from the neuromuscular blocking agent vecuronium. It may be
necessary 10 decrease verapamil dosage in patients with attenuated neuromuscular transmission
Combined therapy with beta-adrenergic blockers and verapamil may result in additive negative
effects on heart rate, atrioventricular conduction andior cardiac contractlity, there have been
reports of excessive bradycardia and AV block, including complete heart block. The risks of such
combinad therapy may gh the benefits. The combination should be used only with caution
and close monitoring. Decreased metoprolol and propranclol clearance may occur when either
drug is administered concomitantly with verapamil. A variable etfect has been seen with combined
use of atenolol. Chronic verapamil treatment can increase serum digowin levels by 50% 1o 75%
during the first week of therapy, which can result in digitalis toxicity. In patients with hepatic
currhosis, verapamil may reduce total body clearance and extrarenal clearance of digitoxin, The
digaxin dose should be reduced when verapamil is given, and the patient :are!ulhr monftored
Verapamil will usually have an additive effect in patients g blood-p g agents

©1993 Searle C93CABS98T

Disopyrarmide should not be given within 48 hours belore_or 24 hours after verapamil administra-
tion. Concomitant use. of flecainide and. vérapamil~may-have additive effects on
contractility, AV conduction, and repolanization, Combined verapamil and quinidine thetapy in
patients with hypertrophic cardiomyopathy should be avoided, since significant hypotension may
result. Concomitant use of lithium and verapamil n'lmI resuluin an increased sensitivity 10 lithium
{neurotoxicity), with either no change or an increase in serum lithium levels; however, it may also
result in a lowening of serum lithum levels. Patiefts recening both drugs must be monitored
carefully. Verapamil may increase carbmmmne concentrations: during-combined vse. Rifampin
may reduce verapamil . Phenobarbital may increase verapamil clearance. Verapamil
may increase serum levels of cyclospunn Verapamil.may.-inhibit the clearance and increase the
plasma levels of theaphyliine: Cancomitant use of inhalation anesthetics and caleium

needs careful titration 1o avoid excessive cardiovascular depression. Verapamil may potentiate the
activity of neuromuscular blocking agents (curare-like and depolarizing); dosage reduction may be
required. There was no evidence of a carcinogenic potential of verapamil administered to rats for,
2 years. A study in rats did not suggest a umorigenic. potential, and verapamil was nat mutagenic
in the Ames test. Pregnancy Category C. There are no adequate and well-controlled studies in
pregnant women This drug should be Used during pregnancy, labor, and delivery only if clearly
needed. Verapamil is excreted in breast milk; therefore, nursing should-be discontinued during
verapamil use"

Adverse Reactions: Constipation (7. 3%), dzziness (3.3%). nausea (2.7%), hypotension (2.5%),
headache (2.2%), edema (1.9%), CHF pulmonary edema (1.8%; fatique (1.7%), dyspnea (1.4%),
bradycardia HR < 50/min (1.4%), AV block: total 1%,2°%,3% (1.2%], 2° and 3° (0.8%). rash
11.2%). flushing (0.6%}, elevated hver enzymes, reversible non-obstructive paralytic lleus. The
following reactions, reported in 10% or less of patients, occurred under conditions where a
causal relationship is unceriain. angina peclons, atriovenincular dissociation, chest pain, claudi-
cation, myocardial infarction, palpitations, purpura (vasculitis), syncope, diarrhea. dry mouth,
gastrointestinal distress, gingival hyperplasia, ecchymosis or bruising, cerebrovascular accident,
confusion, equiib disorders, i . muscle cramps, paresthesia, psychotic symploms,
shakiness, somnolence, arthralga and rash, exanthema, hair loss, hyperkeratosis, macules,
sweating, urticaria, Stevens-Johnson svndrom erythema multforme, blurred vision, gynecomas-
13, galaciorrhealhyperprolactinemia, d urination, spolly menstruation, impotence
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How much of the information you share with
your patients really registers with them? After all,
they may be worried . . . preoccupied. They listen to
what you have to say, but do they hear you? By the
time they arrive home, they may remember less
than you'd like about their medical condition and
the treatment you've prescribed for them.

That’s why Roche Laboratories has redeveloped
its well-established Medication Education (ME)
program. The result? Appealing, easy-to-understand
booklets to reinforce the information you provide
when prescribing a Roche medication. And a
positive step in gaining adherence for your
treatment plan.

You've always had the answers . . . now have
them in hand. Whenever you prescribe a Roche
medication for a patient who counts on you, you
can count on ME — Medication Education
booklets — available to you free of charge. You'll be
giving your patients more than expert care, you'll be
giving them printed information they can refer to
— knowledge they can apply.

For details, ask your Roche representative about
the new ME or write to: Roche Medication
Education, Professional Services Department, 340
Kingsland Street, Nutley, N] 07110-1199

A Healthy Outlook on

Patient Education

|Roche

Copyright © 1993 Hoffmann-La Roche Inc. All rights reserved
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of BPH

For Fast, Effective Relief Hytrin Rapidly Reduces

® Hytrin can begin providing symptom

Symptoms of BPH

relief in two weeks.!
1V
= Approximately 70% of patients ex- 10
1 1 - 3 ~
perience an increase in urinary ﬂ?w e SN e plo o
and improvement in symptoms. TN ol v M Chors
7 gCPJdREUM 7L * Significantly different
® In an ongoing open-label study, the (BOVARSKY o
improvements in symptoms and flow o < Hytrin oy
. Mean Chan
rates have been sustained for up to J5 (554504
30 mon[hs 1 '2 0 (I T 1 "I L1 L1 §
0 2 4 6 8 10 12 14 16 20 24
WEEKS
FI'OIII a Wlde Ral'lge A randomized, double-blind, placebo-controlled, multicenter trial

»  of Symptoms

in men with qualilying symptoms given either placebo or Hytrin
titrated to response (max. 10 mg/day).!

'

-

»

2
i

= Hytrin significantly improves
the most common and often
bothersome symptoms of
BPH:!

= weak stream
= frequency
= nocturia

® Hytrin also signifi-
: A cantly improves
dribbling,
intermittency,
hesitancy, and

\ the sensation
“ of incomplete

emptying!

© 1993, Abbott Laboratories

Begin Prescribing Hytrin
(terazosin)
For fast, effective relief

Please see brief summary of prescribing information for Hytrnn
on last page of this advertisement.
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ytrin improves peak
flow rates!2

ective Relief

4.5+ (n=58 at 30 months)

40+ *p<0.05
PEAK 35+

HﬁTE 30 N * *

MEAN 254 o« %

CHANGE 2 1 Mean Baseline: 9.2 mL/sec

R ol Mean Change (SE) = 2.9 (0.55)f
Bl T p<0.001

00

0 3 6 9 12 15 18 2 24 27 30
MONTHS

Change in peak [low rates with Hytrin vs baseline. Improvements
were statistically significant at all points of measurement 2

Hytrin Relaxes Prostatic
Smooth Muscle

Symptomatic BPH has two underlying
components:!3

«Static  (increased prostate size)
= Dynamic (increased smooth
muscle tone)

Prostate size does not correlate with
symptom severity.!

Smooth muscle
surrounds the urethra3+

Glandular epithelium Urethra

Smooth muscle/stroma

Ejaculatory duct

Hytrin relaxes smooth muscle tone of
the prostate and bladder neck, thereby
relieving the symptoms of BPH.>7

Begin Prescribing hj/tnn
(terazosinHe))
For fast, effective relief

Please see brief summary of prescribing information for Hytrin
on last page of this advertisement.
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ssures of BPH

Well-Tolerated Therapy
® Discontinuation due to adverse events
Systolic Diastolic 1onifi i
ani” NoR____wTv NoR was not significantly different from that
BASELINE 0 e — of placebo.!
MEAN i I
Ll | ® Adverse events that occurred significantly
ierhal more often with Hytrin than with placebo
were dizziness (9.1%), asthenia (7.4%),
12 I postural hypotension (3.9%), somnolence
gl 1421 255 (3.6%), nasal congestion/rhinitis (1.9%),
HTN= Hypertensive patients (Diastolic Blood Pressure =90 mm Hg; n=65) and impotence (]. 6(%)) l
NOR=Normotensive patients (Diastolic Blood Pressure <90 mm Hg; n=519)
Dase: >70% of patients in both groups received between 5 and 20 mg/day of Hytrin. )
® Incidence of syncope (0.6%) was not

i ) | 1
® In BPH patients, the mean diastolic blood significantly different from that of placebo.

pressure reductions were -15.1 mm Hgin & Prior to starting therapy, patients should
hypertensives; -2.2 mm Hg in normotensives;  be screened for prostate cancer. Hytrin
-1.8 mm Hg in controlled hypertensives.> had no significant effect on PSA.!

® Hytrin, like other alpha,-blockers,
can cause marked lowering of blood
pressure, especially postural hypotension
and syncope.!

® Caution should be observed when
Hytrin tablets are administered concomi-
tantly with other antihypertensive agents,
especially the calcium channel blocker
verapamil, to avoid the possibility of Begin Prescribing Hy{rm

developing significant hypotension. Bl
Dosage reduction and retitration of either H" R 2ma g
agent may be necessary.!
(terazosinHo)
For fast, effective relief

Please see briel summary ol prescribing information for Hytrin
on last page of this advertisement



New Indication

Fast, Eftective Reliet

Once a Day — One Price
® Initial dose: 1 mg at bedtime, should not be exceeded.

= Subsequent once-daily doses should be titrated in a stepwise
fashion to 2 mg, 5 mg, or 10 mg for desired relief.

® If Hytrin is discontinued for several days, reinstitute therapy by
using the initial dosing regimen.

= Hytrin, like other alpha,-blockers, can cause marked lowering of
blood pressure. Monitor blood pressure during initial admmlstm-
tion or retitration to minimize the risk of hypotension and

syncope.!
= All tablet strengths are identically priced.

= Call 1-800-ABBOTT-5 to receive the Hytrin Free Start™
sample program.

[.r-k H. Role

atic hyperplasia. | Urol. 1992:147:1554-1557 of long-act-

7651650

Begin Prescribing Hym'n

HYTR

® 1 mg,
Zmy

m mg

(terazosinHe)

For fast, effective relief

Please see brief summary of prescribing information for Hytrin on last page of this advertisement.

Abbott Laboratories

North Chicago,IL 60064 209-500-9520 = October 1993 » Printed in U.S.A.



BRIEF SUMMARY FOR BENIGN PROSTATIC HYPERPLASIA
(BPH) CONSULT PACKAGE INSERT FOR FULL PRESCRIB-
ING INFORMATION

HYTRIN® {terazosin hydrochloride)

INDICATIONS AND USAGE

For the treatment of symptomatic benign prostatic hyper-
plasia (BPH). There is a rapid response, with approxi-
mately 70% of patients experiencing an increase in urinary
flow and improvement in symptoms of BPH when treated
with HYTRIN. The long-term effects of HYTRIN on the
incidence of surgery, acute urinary obstruction or other
complications of BPH are yet to be determined.

CONTRAINDICATIONS
Patients known to be hypersensitive to terazosin
hydrochloride.

WARNINGS

Syncope and “First-dose” Effect:

HYTRIN tablets, like other alpha-adrenergic blocking
agents, can cause marked lowering of blood pressure,
especially postural hypotension, and syncope in associ-
ation with the first dose or first few days of therapy. A
similar effect can be anticipated if therapy is inter-
rupted for several days and then restarted. Syncope
has also been reported with other alpha-adrenergic
blocking agents in association with rapid dosage
increases or the introduction of another antihyperten-
sive drug. Syncope is believed to be due to an excessive
postural hypotensive effect, although occasionally the
syncopal episode has been preceded by a bout of severe
supraventricular tachycardia with heart rates of 120-
160 beats per minute. Additionally, the possibility of
the contribution of hemodilution to the symptoms of
postural hyp ion should be idered.

To decrease the likelihood of syncope or excessive
hypotension, treatment should always be initiated with
a 1 mg dose of HYTRIN tablets, given at bedtime. The
2 mg, 5 mg and 10 mg tablets are not indicated as ini-
tial therapy. Dosage should then be increased slowly,
according to r dations in the Dosage and
Administration section and additional antihypertensive
agents should be added with caution. The patient
should be cautioned to avoid situations, such as driving
or hazardous tasks, where injury could result should
syncope occur during initiation of therapy.

In early investigational studies, where increasing single
doses up to 7.5 mg were given at 3 day intervals, tolerance
to the first dose phenomenon did not necessarily develop
and the “first-dose” effect could be observed at all doses.
Syncopal episodes occurred in 3 of the 14 subjects given
HYTRIN tablets at doses of 2.5, 5 and 7.5 mg, which are
higher than the recommended initial dose; in addition,
severe orthostatic hypotension (blood pressure falling to
50/0 mmHg) was seen in two others and dizziness, tachy-
cardia, and lightheadedness occurred in most subjects.
These adverse effects all occurred within 90 minutes of
dosing. :

In three placebo-controlled BPH studies |, 2, and 3, the
incidence of postural hypotension in the terazosin treated
patients was 5.1%, 5.2%, and 3.7% respectively.

If syncope occurs, the patient should be placed in a
recumbent position and treated supportively as neces-
sary. There is evidence that the orthostatic effect of
HYTRIN tablets is greater, even in chronic use, shortly
after dosing. The risk of the events is greatest during
the initial seven days of treatment, but continues at all
time intervals.

PRECAUTIONS

General:

Prostatic Cancer

Carcinoma of the prostate and BPH cause many of the
same symptoms. These two diseases frequently co-exist.
Therefore, patients thought to have BPH should be exam-
ined prior to starting HYTRIN therapy to rule out the pres-
ence of carcinoma of the prostate.

Orthostatic Hypotension

While syncope is the most severe orthostatic effect of
HYTRIN tablets (see Warnings), in BPH clinical trials,
21% of the patients experienced one or more of the follow-
ing: dizziness, hypotension, postural hypotension, syn-
cope, and vertigo. Patients with occupations in which such
events represent potential problems should be treated with
particular caution.

Information for Patients:

Patients should be made aware of the possibility of synco-
pal and orthostatic symptoms, especially at the initiation of
therapy, and to avoid driving or hazardous tasks for
12 hours after the first dose, after a dosage increase and
after interruption of therapy when treatment is resumed.
They should be cautioned to avoid situations where injury
could result should syncope occur during initiation of
HYTRIN therapy. They should also be advised of the need
to sit or liec down when symptoms of lowered blood pres-
sure occur, although these symptoms are not always ortho-
static, and to be careful when rising from a sitting or lying
position. If dizziness, lightheadedness, or palpitations are
bothersome they should be reported to the physician, so
that dose adjustment can be considered.

Patients should also be told that drowsiness or somno-
lence can occur with HYTRIN tablets, requiring caution in
people who must drive or operate heavy machinery.
Laboratory Tests:

Small but statistically significant decreases in hematocrit,
hemoglobin, white blood cells, total protein and albumin

were observed in controlled clinical trials. These labora-
tory findings suggested the possibility of hemodilution.
Treatment with HYTRIN for up to 24 months had no sig-
nificant effect on prostate specific antigen (PSA) levels.
Drug Interactions:

In controlled trials, HYTRIN tablets have been added to
diuretics, and several beta-adrenergic blockers; no unex-
pected interactions were observed. HYTRIN tablets have
also been used in patients on a variety of concomitant ther-
apies; while these were not formal interaction studies, no
interactions were observed. HYTRIN tablets have been
used concomitantly in at least 50 patients on the following
drugs or drug classes: 1) analgesic/anti-inflammatory (e.g.,
acetaminophen, aspirin, codeine, ibuprofen,
indomethacin); 2) antibiotics (e.g., erythromycin, trimetho-
prim and sulfamethoxazole); 3) anticholinergic/sympath-
omimetics (e.g., phenylephrine hydrochloride,
phenylpropanolamine hydrochloride, pseudoephedrine
hydrochloride); 4) antigout (e.g., allopurinol);
5) antihistamines (e.g., chlorpheniramine); 6) cardiovascu-
lar agents (e.g., atenolol, hydrochlorothiazide, methyl-
clothiazide, propranolol); 7) corticosteroids; 8)
gastrointestinal agents (e.g.. antacids); 9) hypoglycemics;
10) sedatives and tranquilizers (e.g., diazepam).

Use with Other Drugs:

In a study (n=24) where terazosin and verapamil were
administered concomitantly, terazosin’s mean AUCq.24
increased 11% after the first verapamil dose and after 3
weeks of verapamil treatment it increased by 24% with
associated increases in Cpax (25%) and Cpyin (32%) means.
Terazosin mean Tp,,x decreased from 1.3 hours to 0.8
hours after 3 weeks of verapamil treatment. Statistically
significant differences were not found in the verapamil
level with and without terazosin. In a study (n=6) where
terazosin and captopril were administered concomitantly,
plasma disposition of captopril was not influenced by con-
comitant administration of terazosin and terazosin maxi-
mum plasma concentrations increased linearly with dose at
steady state after administration of terazosin plus captopril
(see Dosage and Administration).

Carcinogenesis, Mutagenesis, Impairment of Fertility:
HYTRIN was devoid of mutagenic potential when evalu-
ated in vivo and in vitro (the Ames test, in vivo cytogenet-
ics, the dominant lethal test in mice, in vivo Chinese
hamster chromosome aberration test and V79 forward
mutation assay).

HYTRIN, administered in the feed to rats at doses of 8,
40, and 250 mg/kg/day for two years, was associated with
a statistically significant increase in benign adrenal
medullary tumors of male rats exposed to the 250 mg/kg
dose. This dose is 695 times the maximum recommended
human dose of 20 mg/55 kg patient. Female rats were
unaffected. HYTRIN was not oncogenic in mice when
administered in feed for 2 years at a maximum tolerated
dose of 32 mg/kg/day. The absence of mutagenicity in a
battery of tests, of tumorigenicity of any cell type in the
mouse carcinogenicity assay, of increased total tumor inci-
dence in either species, and of proliferative adrenal lesions
in female rats, suggests a male rat species-specific event.
Numerous other diverse pharmaceutical and chemical
compounds have also been associated benign adrenal
medullary tumors in male rats without supporting evidence
for carcinogenicity in man. ’

The effect of HYTRIN on fertility was assessed in a
standard fertility/reproductive performance study in which
male and female rats were administered oral doses of 8, 30
and 120 mg/kg/day. Four of 20 male rats given 30 mg/kg
and five of 19 male rats given 120 mg/kg failed to sire a
litter. Testicular weights and morphology were unaffected
by treatment. Vaginal smears at 30 and 120 mg/kg/day,
however, appeared to contain less sperm than smears from
control matings and good correlation was reported
between sperm count and subsequent pregnancy.

Oral administration of HYTRIN for one or two years
elicited a statistically significant increase in the incidence
of testicular atrophy in rats exposed to 40 and
250 mg/kg/day, but not in rats exposed to 8 mg/kg/day (>
20 times the maximum recommended human dose). Tes-
ticular atrophy was also observed in dogs dosed with
300 mg/kg/day (> 800 times the maximum recommended
human dose) for three months but not after one year when
dosed with 20 mg/kg/day. This lesion has also been seen
with Minipress®, another (marketed) selective-alpha-1
blocking agent.

ADVERSE REACTIONS
Benign Prostatic Hyperplasia
The incidence of treatment-emergent adverse events has
been ascertained from clinical trials conducted worldwide.
All adverse events reported during these trials were
recorded as adverse reactions. The incidence rates pre-
sented below are based on combined data from six
placebo-controlled trials involving once-a-day administra-
tion of terazosin at doses ranging from | to 20 mg.
Adverse events for patients in these trials when the inci-
dence rate in the terazosin group was at least 1% and was
greater than that for the placebo group, or where the reac-
tion is of clinical interest (TERAZOSIN - PLACEBO) are:
asthenia (7.4% - 3.3%), flu syndrome (2.4% - 1.7%),
headache (4.9% -5.8%) hypotension (0.6%-0.6%), palpita-
tions (0.9% - 1.1%), postural hypotension (3.9% - 0.8%),
syncope (0.6% - 0.0%), nausea (1.7% - 1.1%), peripheral
edema (0.9% - 0.3%), weight gain (0.5% - 0.0%), dizzi-
ness (9.1% - 4.2%), somnolence (3.6% - 1.9%), vertigo
(1.4% - 0.3%), dyspnea (1.7% - 0.8%), nasal
congestion/rhinitis (1.9% - 0.0%), blurred vision/ambly-

opia (1.3% - 0.6%), impotence (1.6% - 0.6%), and urinary
tract infection (1.3% - 3.9%). Asthenia includes the terms
weakness, tiredness, lassitude, and fatigue. Asthenia, pos-
tural hypotension, dizziness, somnolence, nasal conges-
tion/rhinitis, and impotence were the only events that were
significantly (p<0.05) more common in patients receiving
terazosin than in patients receiving placebo. The incidence
of urinary tract infection was significantly lower in the
patients receiving terazosin than in patients receiving
placebo. An analysis of the incidence rate of hypotensive
adverse events (see PRECAUTIONS) adjusted for the
length of drug treatment has shown that the risk of the
events is greatest during the initial seven days of treat-
ment, but continues at all time intervals. Additional
adverse events have been reported, but these are, in gen-
eral, not distinguishable from symptoms that might have
occurred in the absence of exposure to terazosin. The
safety profile of patients treated in the long-term open-
label study was similar to that observed in the controlled
studies. The adverse events were usually transient and
mild or moderate in intensity, but sometimes were serious
enough to interrupt treatment. In the placebo-controlled
clinical trials, the rates of premature termination due to
adverse events were not statistically different between the
placebo and terazosin groups. The adverse events that
were bothersome, as judged by their being reported as rea-
sons for discontinuation of therapy by at least 0.5% of the
terazosin group and being reported more often than in the
placebo group (TERAZOSIN - PLACEBO) are: fever
(0.5% - 0.0%), headache (1.1% - 0.8%), postural hypoten-
sion (0.5% - 0.0%), syncope (0.5% - 0.0%), nausea (0.5%
- 0.3%), dizziness (2.0% - 1.1%), vertigo (0.5% - 0.0%),
dyspnea (0.5% - 0.3%), blurred vision/ambiyopia (0.6% -
0.0%), and urinary tract infection (0.5% - 0.3%). Post-mar-
keting experience indicates that in rare instances patients
may develop allergic reactions, including anaphylaxis, fol-
lowing administration of HYTRIN tablets.

OVERDOSAGE

Should overdosage of HYTRIN lead to hypotension, sup-
port of the cardiovascular system is of first importance.
Restoration of blood pressure and normalization of heart
rate may be accomplished by keeping the patient in the
supine position. If this measure is inadequate, shock
should first be treated with volume expanders. If neces-
sary, vasopressors should then be used and renal function
should be monitored and supported as needed. Laboratory
data indicate that HYTRIN is highly protein bound; there-
fore, dialysis may not be of benefit.

DOSAGE AND ADMINISTRATION

If HYTRIN administration is discontinued for several
days, therapy should be reinstituted using the initial dosing
regimen.

Benign Prostatic Hyperplasia:

Initial Dose:

I mg at bedtime is the starting dose for all patients, and
this dose should not be exceeded as an initial dose.
Patients should be closely followed during initial adminis-
tration in order to minimize the risk of severe hypotensive
response.

Subsequent Doses:

The dose should be increased in a stepwise fashion to
2 mg, 5 mg, or 10 mg once daily to achieve the desired
improvement of symptoms and/or flow rates. Doses of
10 mg once daily are generally required for the clinical
response. Therefore, treatment with 10 mg for a minimum
of 4-6 weeks may be required to assess whether a benefi-
cial response has been achieved. Some patients may not
achieve a clinical response despite appropriate titration.
Although some additional patients responded at a 20 mg
daily dose, there was an insufficient number of patients
studied to draw definitive conclusions about this dose.
There are insufficient data to support the use of higher
doses for those patients who show inadequate or no
response to 20 mg daily.

Use with Other Drugs:

Caution should be observed when HYTRIN tablets are
administered concomitantly with other antihypertensive
agents, especially the calcium channe! blocker verapamil,
to avoid the possibility of developing significant hypoten-
sion. When using HYTRIN tablets and other antihyperten-
sive agents concomitantly, dosage reduction and retitration
of either agent may be necessary (see Precautions).

Ref. 03-4434-R7-BPH Revised: September 1993
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LOZOL* (indapamide) 1.25 mg and 2.5 mg tabiets

BRIEF SUMMARY e 2

INDICATIONS: LOZOL (indapamide] & indicated for the treatment of hyperension,
ahrmxu-.m mmmmmemwwwmaww

Aruria, hypersenstty b indapamide or osher sufoname-

VARNGS
Infraguen cases of severe Iyponatremia, accompanied by hypokalemia,
heve been reported wih 2.5 mg and 5.0 mg indapamide pemarll in eidery females.
Spmphns were reversed by electrolvte repienishment. Hyponalremia considered
by cincaly sgrifcant (2125 mEqL) has not been observed m cinical inals wih
'ﬂ- 1.25 ma dosage (see PRECAUTIONS]. Hypokalemia occurs comm
s (s ADVERSE REACTIONS, ypokalm. 1 Sl oskcing &
essental. In general, gruretcs should not be gven with léhum
PRECAUTIONS: Perorm serum electrolyte determinabons &t appropriate menvals
in pabents who ané vonting excessively o receiving parenteral fluids, in
patients subject o elecimtyie imbaiance, or in patients on @ saf-esincied del. In
, pasents shoukd be ohserved lor cincal sgns of fd of electrovie imbalang
such as hyponatremia, hypochioremic alkalosis, or hypokalemia. The ns
Pypokalemia sacondary 1o mwwmnmmmhmum
bnsk duresis, wilh severe cithosis, and with concomitant use of comCcostenids
ACTH. Interference with adequale oral intake of electrolytes wil aiso contribute fo
hypokalema. Hypokalemia can sensiize o exaggerale the fespanse of the heart 1o the
foin effects of digtalis, such as increased veniricutar imtabity
Diubioral hyponatremia may occur 1 edemalous pabents; appropnate teatment
usualy waser resinchon, In actual salt depletion, appropria acement & (he
treatmert o choice. Chionde deficit is usuatly mild, not requinng speciic treatment
et in exdraominary cecumsiances (iver, renal dis
may occur, and frank y be precipdated i certan patients
nde. Serum cone 16 of unc acid should be mondored

pand
Use wilh cauton in patients with severe renal disease; consider withholding or
disconfinuing i progressive: 'eral impaiment is obsenved. Renal furcion tests should
be perdormed periodcally
Use with cauton n patents wih mpared hepasc finction or progressive hver disease,
snce mnor aterations of fud and electiolyie baianne may precptale hepatic com
Latent disbetes may become mandst and insulin requiements n diabetic patients
may be ahered dunng thiande adminstraion. A mean increase n gucose of 647
mpdl was chsened n .*snaaze:unhnua)ameusrr\gwhthuasnm
ponsigened n thase ¥ cﬂmmﬂmw\m
e monsiored roulnety dunng eatment
Imnemmsdrwrdmmp‘mw related o ndapamice.

Aher sox b exght weeks of indapamide 1.25 mg treatment and in long-iem Studes of

Qmm:mmwﬁmdmrmw m.!rmmmatrn
calum increasad oriy siohty wih indapamice. indapamioe

PBI levels without of thyrod dstumance: Compicasons

have not been seen mmm-:fwmhmmam rmed.

Thiandes have exacerbaled or activaled systemic lupus enthematosus. Consider ths

possibiiy with incapamide.
DRUG INTERACTIONS: LOZOL may add to of potentiate the action of ofher
ankihy dnugs. The anthyperersnve efiect of the drug may be enhanced n the
postsympathectomied patent. Indapamicde may decrease anerial responeaEnes!
norepnephene, but thes does nal preckude the Lse of norepinephine
In mouse and 'amamer;ww studias. there were o signficant dfferences n
the inodence of fumors between the indapamide-treated animals and the control

Eagrw Category B Duretes mmmﬂa‘wmmﬂmmtm
In:mm should be used dunng pregnancy only f clearly needed. Use may be

associated wilh fetal or necnatal Jaundice, thrombocylopenia, and possitly oiher
atverse efiects that have-occumed i aduls. It i nol known whether thes drg &
excreled in human mik ¥ use of this drug is desmed essentisl the patient should stop

mﬁ REACTIONS: Most adverse affiecs have been mid and ransient. From
Phase 1111l placebo-controled studes wih ndapamide 1.25 mg, adverse reactions wil
25% cumulative incidence: headache, infection, pam, back pain, dizziness, s

diarhea. ?,r.pepsa nausea, wlmm.eﬂer'h NENVOUS! o, :mgr
snusis, conuncivis, All ofher cinical adverse reactions cocurred at an
cidence of <1% In contnded cincal s of sit 10 esght weeks in durabon, 20°% of
Mumﬂgmﬁ.ﬂﬁmm‘ pabents recaving ndapamide 5.0 mo
nd B0%% of patents recening ml:nmmmmwm
below 3.4 megl hwnm}angm a:mi-cf‘.dmmm
reported hypokalemia as 3 laboratory adverse event retumed fo normal sa
potassum vakues withoul intervention. Hypokalemia with concomitant cincal signs o
symploms occured in 2% of patents recening indapamide 125 mg. From Prase il
;hmmwmwwmmmatmumaam o
510 mg, adverse reactions with 2 5% cumulative incidence: headac i

agiaton; '«mmwmm;mmmp
depression, blured vision, consipation, nausea, vomiting. thanfiea, gasiric imiabion,
ahoominal pan or cramps, anorexia, orhostafic ypotansion, premature verncular
contractions, mequiar hedrt beat, palpitaions. irequenty ol urinabon, nocturia, polyria
rash, hives, peuntus, vascultis, impolence or reduced fitdo, hmorrhea, fi

, ypergycamia, fyponatremia. hypochioremia. increase in 58

o creatining, ghyeosur, waight loss, dry mouth, nging of edremities
i0ns. of symptoms occumed in 3% i

yng Indapamdia 5 mg qd. In long-

r_nru:rnr.mleunmlrna.:nm;aragweh\weﬂmsniﬂ-ulyms‘-s-

of patiens recenng ndapamoe
*:dwmw.vqnwqumw,dmm

{) mg had at leasi oné potassi Mln.dniem!ctllam

pawnls ’elul"le"
aoma reachions fep\m Wi wmrs\
sialadends, xanthopsia, phoigsensibily, purpura, bullous enuplions,
mdrome, necrotizing angiitis, fever, res

aplasiic anema

CAUTION: Federal (U Sﬁ_'uwmmnscmwm
Kaen Sghtly ciosed. Store af conbrolied rnmmwa'r..
excesswve heal. Osperss in ight contanars as

Sae product cicular for ful prescribing nformation.
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For some of
your patients
this list could be
a life saver.

This list of symptoms is being featured in a print
ad as part of the National Mental Health
Association’s (NMHA) National Public
Education Campaign on Clinical Depression.
The campaign communicates these basic
messages: Clinical depression isa medical illness.
Effective treatments are available. See a doctor.
A free bookleton clinical depression is available
by calling NMHA at 1-800-228-1114.

The National Public Education Campaign on
Clinical Depression is being co-sponsored by the
American Medical Association along with nine
other national professional health and mental
health associations.

National
Mental Health
w Association..

®
W(isosorbide mononitrate) 20 mg tablets

BRIEF SUMMARY (FOR FULL PRESCRIBING INFORMATION AND PATIENT INFORMATION. SEE PACKAGE CIRCULAR.)

Indications and Usage

Ismo is indicated for prevention of angina pectoris due to coronary artery disease The onset of action is not rapid

enough for it to be usetul in aborting an acute anginal episode

Clinical Pharmacolo mg{

Isosorbide manan Is the major active metabolite ol isosorbide dinitrate, most of the clinical activity of the

dinitrate comes from the mononitrate. Isma is not subject fo first-pass metabolism in the liver and the absolute

from Ismo tablets is mrhf 100%. The rate of clearance of Ismo is the same

in healthy young adults, in patients with various degrees of renal, hepatic, or cardiac dystunction, and in the elderly,

Several well-controlled studies have demonstrated thal active nitrates were indistinguishable from placebo after

24 hours {or less) of continuous therapy due to UIB development of tolerance. Only after nitrates are absent from the

body for several hours is their antianginal estored,

The drug-free interval sufficient to avoid Inimme o b defined. The only

regimen shown 1o avoid development of tolerance with |sosorb|ue mononilrm munim two daily doses of Ismo

tablets given 7 hours apart, so there is a gap of 17 hours between the second dose of each day and the first dose of the
next day. Taking account of the refatively long hali-life of isosorbide mononitrate this result is consistent with those

nnlameu for other organic nitrates.

The same twice-daily regimen of Ismo lablets effects. In studies

of other nitrates, the inc and magnitude of such phenumena appear In be highly dependent upon the schedule of

mitrate administration

Contraindications

Allergic reactions are extremely rare, but do occur Ismo is confraindicated in patients allergic to it

Warnings

Because the etfects of Ismo are difficult to terminate larldtg and have not been estabiished in patients with acute
mwnrmal infarction (MI) or congestive heart failure (CHF), this drug is not recommended in these patients. If lsmo-s
used in 1 hese patients, caretul clinical or hemodynamic moniloring is required 10 avoid the hazards of hypotension and

Pmmhn
GENERAL
re ypotension, particularly with upright posture, rnar occur with even small doses. Therefore, use with caution
in patients who may be volume depleted or who are already F and
angina pectoris may Ismo-induced
Nitrates may aggravate angina caused by hypertrophic cardiomyopathy.
INFORMATION FOR PATIENTS

Tell patients they must carefully follow the prescribed dosing schedule (2 doses taken 7 hours apart) to maintain the
antianginal etfect (eg, take fi ﬂoseun awakening and second dose 7 hours later)
Daily ny with nitrates, including Ismo, and are a marker of drug activi
Patignts with headaches shnuld alter their freatment schedule since loss of headache may be associated w
simultaneous loss of antianginal efficacy. Headaches may be treated with aspirin and/or acetaminophen without
affecting the antianginal activity of Ismo.

I-headedness on standing, especially just atter rising from a recumbent or seated position, may occur This m
bbglnm frequent in patients who have m’nsu uh? H -

DRUG INTERACTIONS
Vasodilating ellms of Ismo may be additive mn those of other vasodilators, especially aicohol.
Marked has been reported when caluum channel blockers and organic nitrates
were used in combination, Dose adjustments of arﬂm class of agents may be necessary.
CARCINOGENESIS, MUTAGENESIS, AND IMPAIRMENT DF FERTILITY
:g carcinogenic effects were observed in mice of rats exposed 1o oral lsmo, nor were adverse effects on rat fertility
No mmw Activity was SEen in in ¥/Iro OF i wivo 3ssays.
PREGNANCY CATEGORY C
Ismo has bean s!m 1o have embryocidal effects in rats and rabbits at doses at least 70 times the maximum human
dose. There are II! am well-controlled studses in pregnant women, Use during pregnancy only il potential
benefit juslmes pmmia
NURSING MOTHERS
Excretion in human milk is unknown. Use caution i administered to @ nursing woman
PEDIATRIC USE
Safety and effectiveness have not been established
Adverse Reactions
Frequency of Adverse ions (Di { g in 1% of Subjects
6Ci U.S. Studies 92 Clinical Studies
Dose Placebo 20mg (varied)
Patients 204 219 3344
Headache % (%) 38%  (9%) 19% (4.3%)
] 1% (0%) 5% (1%) 3% (0.2%)
Nausea, Vomiting <1%_(0%) % (3%) 2% (0.2%)

*Some individuals discontinued for multiple reasons
Fewer than 1% of patients reporied each ul lha {ollowing 1m many cases a uusal lulaunmhlu is uncertain}: Cardm

vascular, angina pemns ¥ e ey postural

ture ventricular contraction: i p!unlr.rx rash. Gasrrmmrmi
abdominal pain, diarrhea, drspeps-a lenesmus, tooth d:snrder vnmmnu Genrrounna:y uvsurua impotence,
urinary frequency. Misceflaneous. asthenia, blurred vision |ph edema, malaise, neck stitiness,
rigors. - arthr algua gic; agitation, an:my con usion, dystourunnamn hypoesthesia,
hypokinesia, increased appeite, insomnia, ner ol + bronchitis, . upper

respiratory tract infection.
ﬁ.mJ ordinary doses ol organic nitrates have caused methemoglobinemia in normal-seeming patients (See
Overdosage).

Overdosage
The ill ettects of overdo: are generally related to the ability of ismo to induce vasodilatation, venous pooling,
m‘mr.w cardiac. oumul al hypamsnon Symploms lnclwe increased intracranial pressure, with any or all of
i Dy i Ay od nd bluur;iy D il o o ety WA et pCael ¥ IO o
wml nq possi l: even iar especially with upri sture). air
[liw ry efort; ﬂnaprmresil:'se with the skin either gusl?e‘:l or cold and -
h:art hlu:k and bradyca hl plll!s'sh l:nml seizures and
Serum levels have no role in managing overdose. The likely mlul dose in humans is unknown
There is neither a specific antidote to Ismo overdose, nor data fo suggest a means for accelérating its elimination from
the body, dialysis is ineflective. tension associated with Ismo overdose results from ilatation and arterial
hypovolemia; therefore. direct therapy taward an increase in central fluid volume. Use of arterial vasaconstrictors (eg,
q)lnwhlme} i likely to do more harm than good. In patients with renal disease or CHF, treatment of Ismo overdose
may be difficult and require invasive monitor
Methemoglobinemia has occurred in patients receiving other organic nitrates, and pmhahl\‘ could occur asa sm
effect of Ismo. There are case reports ol significant methemoglobinemia in
nitrates. None of the atfected patients had been thought to be S ?ec
E;Y is wha exhibit smns of imy almd ur{mﬂ delivery despite adaqum cardiac nquut and adequale lnerlal n(]
brown, or change on exposure 1o air. The treatment S\‘
choice for meln:muqfublnemla Is me!h\dm blue, 1-2 mg/kg :nlummusty

DOSAGE ﬁNﬂ ADMINISTRATION
The recom glmen of Ismo tablets is 20 mg (one tablet) twice daily. with Ihe Iwu dosas given 7 hours apart.
For most nauams This can be accomplished by taking the hirst dose on awakening dose 7 hours later

Clinical Ph;

Well-controlled slumes have shawn that folerance fo Ismo lablets is avoided when using the twice daily regimen in
two doses are given 7 hours apart. This regimen has been shown to have antianginal inming

1 hout after the first mmlam at leasts hours after the second dose. The duration {if any) Mamlanwnal a:lnrlly

beyond 12 hours has not been studied; large controlled studies with other nitrates sul Ihalnu ing regimen

should be expected 1o provide more than 12 hours of continuous antianginal efficacy per

Dosage adjustments are not necessary in the elderly patients of in patients with altered mna! or hepatic function

This Brief Summary is based upon the current Ismo direction circular, Ci 4130-2, Revised October 20, 1992,

This dnsmq mmm:: pr;mu:s a dally nitrate-free interval to avoid the Mumm ul refractory folerance (see
ogy

References: 1. Data on file, Wyeth-Ayerst Laboratoaries, Protocol 12.

2. Friedman RG, et al: Comparative clinical trial of isosorbide mononitrate
and isosorbide dinitrate in patients with stable angina pectoris. J Invas
Cardiol 1992:4:319-329.
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Color-enhanced 3-D CT images and MRI supplied by
David W. Stoller, MD, of California Advanced Imaging.




ONIC ARTHRITIS

NOTHING LESS

REDUCTION IN INCREASED FAVORABLE
JOINT PAIN AND RANGE SAFETY PROFILE
TENDERNESS OF MOTION

As with other NSAIDs, the most frequent complaints are gastro-
intestinal, and rare hepatic and renal reactions have heen reported

Please see brief summary of prescribing information on adjacent page
EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets S

Also available in 375 and 250 mg tablets and in suspension 125 mg/5 mL

e
SYNTEX - .
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(NAPROXEN) 500 mg tablets
Briel Su
Mnhmu Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDS induce the syndrome of asthma, rhinitis, and nasal
pol . Because anaphylactic reactions usually occur in patients
a history of such reactions, nueslmn patients for asthma,
polyps, urticaria, and hypotension associated with NSAIDS
bofore starting therapr If such symptoms occur, discontinue the
drug. Warnings: Serious Gl taxicity such as bleeding, ulceration,
and wiolalion can occur at arﬁr‘ time, with or without warning
swgmtums n patients treated chronically with NSAIDs, Remain
alert for uiceration and bleeding in such patients even in the
absence ol previous Gl tract symptoms. In clinical trials, symp-
tomatic upper G ulcers, gross bleeﬁlng or perforation appear to
occur in agplwmm[y 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or sym, glnms of serious GI toxicity and what
steps to take if they occur Studies have not identified any subset
of patients not at risk of developing peptic ulceration and bleedi
Except for a prior history of serious Gl events and other ri
factors known to be associated with peptic ulcer nlsease sur.n as
aicoholism, smoking, elc., no risk factors [u&
been associated with increased risk. Elderly or auﬂnalod Dallaﬂls
seem o tolerate yiceration or bleeding less well than others and
most spantaneous reports of fatal GI events are in this population.
In considering the use of relatively large m(‘mthm the recom-
menﬂsu dosage lan?aj sufficient benefit should be amlmnami n:

set the notmlﬂl :easad Hsk 01' GI tox| ?UMITMTL‘I' WITH

NDT IVE MA
AI.IPRIII‘ [NiPROXE SBDI
NAPROXEN SODIUM) SINCE THEY BOTH GHCULATE IN PLASM;!
THE NAPROXEN ANION. Acute interstitial nephritis with hema-
turia, and has been reported.
Patients with impaired renal function, heart failure, liver dylslun:
tion, patients taking diuretics, and the eiderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug.
Use with caution and monitor serum creatinine and/or creatining
clearance In Panents with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest eftective dose in the elderly or
in_patients with chronic alcoholic liver disease or cirrhosis. rIIl
':15%:!21& b?luglwtms of liver tests may gﬂ:mﬁ upll,g
patien ress, remain un or
with m of SGPT or 5GOT
occurred in controlled clinical trials in less than 1% of patients.
Severe hepatic reactions, mcludln‘f jaundice and fatal hepatitis,
have been reported rarely. If liver |suse dmluus orif sysmmlc
manifestations occur (.0. eosl ash), d
apy. I steroid dosage is reduced or ahrnmalm dunmum 00
s0 slowly and observe patients closely for adver: ts, includ-
ing adrenal insufficiency and exacerbation of arthritis symptoms.
Determing hemoglobin values periodically for patients with initial
wvalues of 10 gr gasa'ns or less who receive long-term therapy. Periph-
eral edema reported. Therefore, use with caution in
patients with fluid retention, hypertension or heart failure. The
drug’s anti ic and anti-inflammatory activities may reduce
fever and inflammation, diminishing their diagnostic value. Con-
duct ophthalmic studies if any change or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
suspension contains 8 mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, raﬂalT.rI
there are more serious side effects, such as Gl bleeding, whicl
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treat without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience iness, dizziness,
vertigo or depression during therapy. Tests: Because
serious Gl tract ulceration and bleeding can occur without warn-
Ing symptoms, follow chronically treated g:tlems for signs and
symptoms of these and inform them of t impumnl:e of this
follow-up. Drug | Use caution when Sa ng concomi-
tantly with cuurnann type anllcnauulants a hydantoin, sulfon-

amide or lithium; beta
benecid; or metholrexate. Drug ‘Ildll!nmﬂu:
e drug may decrease platelet ag tion and p M(ilsllh;aaclin;;
time or increase urinary values for T7-ketogenic ster Tempo-

rarily stop therapy for 72 hours before doing adrenal runcnun

tests. The dr
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pfunuag Category B. Do not use during pregnancy
unless clearly needed, Avoid use during late pmﬂm ing
Mothers: Avoid use In nursing mathers. Ped Single
doses of 25-5 my/kg, with total dmhé dose not exceeding 15
mg/kg/day, are safe m children over 2 years of age. Adverse
ng: In a study, Gl reactions were more lrequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
?sn mqrda In studies in children with juvenile arthritis, rash and
rﬂeeninn times were more frequent, Gl and CNS reac-
unns ut the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%; Probable Causal Relationship:
Gl: The mos! frequent complaints related to the Gl tract: constipa-
tion? heartbum’ ahdomlna.l paln nausea’ dyspepsia, diarrhea,
stomatitis. CNS: head: light-headed-
ness, ﬂrtm Darmlniogl.c itching {prunlus]‘ skin eruptions”
ecchymoses” sweating, purpura. ial Senses: tinnitus” hear-
ing lslurhanus visual disturbances. cardmvascnlar evr.lam:
mm.‘ c:;lgitannrs._ General: thirst. Incidence Less Than 1%;
bie al Relationship: GI: abnormal liver function tests,
colitis, GI bleeding and/or gultnlatlun hematemesis, jaundice,
melena, peptic ulceration wit bleeding and/or perforation, vomit-
Ing. Renal: glomerular nephritis, hemaluria, hyperkalemia, inter-
stitial nephritis, nephrotic syndrome, renal disease, renal failure,
renal papillary necrosis. Hematologic: auranulncﬂws 2o0sino-
philia, granulocytopenia, leukopenia, thrombocytopenia. CNS:
depression, dream abnormalities, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dermatologic: alope-
cia, pholmnslllvu darmatms skin rashes. Special Senses:
hoannq p : heart failure.
inophili itis. General: anaphyiactmd
raaclwns mnnslmal d:snniurs_ pyrexia (chills and fever). Causal
m:w’&ummn Hematologic: aplastic anemia, hemalytic
anemia. Cl
logic: epldarrnal necrolysis, erythema mulliforme, photosen-
sitivity reactions resemhllng porphyria cutanea tarda and
Stevens-Johnson

may interfere with urinary assays of SHIAA. Car-

emrmorﬁb bullosa n syndrome, urticaria. Gl
e m stomatitis.

vmu v& al: angi ic edema,
fa. - May have drowsi hurihum mm

ycem
5‘«1 nausea, vomiting. A few patients have had seizures. Empty
smmachmdusomlmppmMmmm In animals 0.5 grkg
of aclnra.!law charcoal reduced phsnnmltﬁs naproxen. Clutm
age insert for full Prescribing Information.

*Incidence of reported mchun 3% 9‘& [
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Announcing

The American Medical Association
Morris
Fishbein
Fellowship

July 1, 1994 through
June 30, 1995

Applications are now being taken for the Morris Fishbein Fellowship in Medical

Journalism sponsored by the American Medical Association. Physicians interested

in making a substantial commitment to medical journalism are invited to apply for

this full-time 1-year fellowship program.

Work With JAMA The successful
candidate will work with the editorial
and production staff of The Journal of
the American Medical Association in all
facets of editing and publishing a major
weekly journal. At the completion of the
program, it is expected that the candi-
date will be proficient in manuscript
review and selection, issue makeup,
copy editing and styling, art and layout
of articles, issue planning and manag-
ing, in addition to the many other ele-
ments of journal publication. He/she
will also be conversant with marketing
and advertising procedures.

Publishing The candidate must have
proven writing ability at the time of
application, for he/she will be required
during the course of the year to prepare
articles for publication. Although the
fellow will work under the supervision
of a physician-editor, ability to work
independently is a must.

American Medical Association

Physicians dedicated to the health of America

Stipend A stipend of $40,000 will be
provided to the successful candidate to
cover the 1-year period.

Application Forms For an applica-
tion blank, please write to Richard M.
Glass. MD, Deputy Editor, The Journal
of the American Medical Association,
515 N State St, Chicago, IL 60610.

Deadline for Applying Completed
applications should be forwarded as
soon as possible and must be received
no later than January 15, 1994.




Novolin 70/30 Prefiled.

70% NPH, Hurman Insulin Isophane Suspension and
30% Regular, Human Insulin Injection (recombinant DNA origin)
In a 1.5ml prefilled syringe

Many type Il patients cannot achieve or maintain
glycemic control with diet and oral hypoglycemic
agents and would be better controlled on insulin.!
However, patients often have concerns about
making the change to traditional insulin-delivery
systems.

In a recent study, patients with diabetes were
introduced to Novolin Prefilledw. Nine out of

10 patients new to insulin expressed an improved
attitucle toward taking insulin and preferred
Novolin Prefilledw to other injection methods
that they had used or heard about; 100% of these
patients found Novolin Prefilled easy to use and
expressed a desire to continue using it.’

Novolin 70/30 Prefilledrv shown with PenNeedies disposable
needle attached, PenNeedles sold separately

3
2

Novoline, PenNeedles, and Novolin Prefillediv are trademarks of
Nove Nordisk A/S

® 1993 Novo Nordisk Pharmaceuticals Inc. 702-93 August 1993

To learn more about the latest innovation in
diabetes care, call 1-800-727-6500.

WARNING: ANY CHANGE IN INSULIN SHOULD BE MADE
CAUTIOUSLY AND ONLY UNDER MEDICAL SUPERVISION.

References: 1. American Diabetes Association Inc. (1988); Physician's Guide to
Non-insulin Dependent (Type 1) Diabetes— Diagnosis and Treatment, 2nd edit.
2. Plevin S, Sadur C. Use of a prefilled insulin syringe (Novolin Prefilledim) by
patients with diabetes. Clin Ther. 1993;15:423-431,



“My medicine helps,
but I still can’t function fully at my ]ob

I've just learned to live with it.

w *‘&Lﬁmf

DO YOU KNOW

WHAT YOUR

MIGRAINE PATIENTS
THINK ABOUT THEIR
CURRENT TREATMENT?




MORE OF YOUR PATIENTS MAY

e
e
-
-
[

The most frequently reported adverse events
associated with IMIT]%/EX are injecfion-site reactions
LSQ%], alypical sensations [e.g., tingling, warm/
ot sensation) (42%), and dizziness/ vertigo (12%).
IMITREX is contraindicated in patients with ischemic
heart disease, symptoms or signs consistent with
ischemic heart disease, or Prinzmetal's angina
because of the potential to cause coronary
vasospasm. IMITREX is confraindicated in patients

with uncontrolled hypertension because it can give
rise fo increases in blood pressure (usually small).
IMITREX should be used during pregnancy only if
the potential benefit justifies the potential risk to the
fetus. (Please see Precautions.) IMITREX should not
be administered to patients with basilar or
hemiplegic migraine.

Reference: 1. Cady RK, Wendt JK, Kirchner JR, Sargent JD, Rothrock JF,

Skaggs H Jr. Treatment of acute migraine with subcutaneous sumatriptan.
JAN%E.JUI’IE 1991:265:2831-2835,



BENEFIT FROM IMITREX

Because it Because it is

works well.!

MIGRAINE RELIEF
THAT CAN CHANGE
PATIENTS’ LIVES

Please consult Brief Summary of Prescribing Information on last page of this advertisement.



BRIEF SUMMARY

- ™
ImitreX”(sumatriptan succinate) injection
For Subcutaneous Use Only.

The following is a brief summary only. Before prescribing, see
complete prescribing information in Imitrex™ Injection product labeling.
INDICATIONS AND USAGE: !mitrex™ Injection is indicated for the
acute treatment of migraine attacks with or without aura.

Imitrex Injection is not for use in the management of hemiplegic or
basilar migraine (see WARNINGS).

Safety and effectiveness have also not been established for cluster
headache, which is present in an older, predominantly male population.
CONTRAINDICATIONS: Imitrex™ Injection should not be given
intravencusty because of its potential to cause coronary vasaspasm.

For similar reasons, Imitrex Injection should not be given
subcutaneously to patients with ischemic heart disease (angina
pectoris, history of myocardial infarction, or documented silent
ischernia) or to patients with Prinzmetal’s angina. Also, patients with
symptoms or signs consistent with ischemic heart disease should not
receive Imilrex Injection. Because Imitrex Injection can give rise o
increases in blood pressure (usually small), it should not be given to
patients with uncontrolled hypertension.

Imitrex Injection should not be used concomitantly with
ergotamine-containing preparations.

. Imitrex Injection is contraindicated in patients with hypersensitivity
to sumatriptan.

WARNINGS: Imitrex™ injection should not be administered to patients
with basilar or hemiplegic migraine.

Cardiac Events/Coronary Constriction: Serious coronary events
following Imitrex Injection can occur but are extremely rare;
nonetheless, consideration should be given to administering the first
dose of Imitrex Injection in the physician’s office to patients in whom
unrecognized coronary disease is comparatively likely (postmenopausal
women; males over 40; patients with risk factors for CAD, such as
hypertension, hypercholesterolemia, obesity, diabetes, smokers, and
strong family history). If symptoms consistent with angina occur,
electrocardiographic (ECG) evaluation should be carried out fo look
for ischemic changes.

Sumatriptan may cause corenary vasospasm in patients with a
history of coronary artery disease, who are known to be more
susceptible than others to coronary artery vasospasm, and, rarely, in
patients without prior history suggestive of coronary artery disease.
There were eight patients among the more than 1,900 who participated
in controlled trials who sustained clinical events during or shortly after
receiving subcutaneous sumatriptan that may have reflected coronary
vasospasm. Six of these eight patients had ECG changes consistent
with transient ischemia, but without symptoms or signs. Of the eight
patients, four had some findings suggestive of ceronary artery disease
prior to treatment. None of these adverse events was associated with a
serious clinical outcome.

There have been rare reports from countries in which [mitrex
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation,
ventricular tachycardia; myocardial infarction; and marked ischemic ST
elevations associated with Imitrex Injection. In addition, there have
been rare, but more frequent, reports of chest and arm discomfort
thought to represent angina pectoris.

Use in Women of Childbearing Potential: (see PRECAUTIONS)
PRECAUTIONS:

General: Chest, jaw, or neck tightness is relatively common after Imitrex™
Injection, but has only rarely been associated with ischemic ECG changes.

Imitrex Injection may cause mild, transient elevation of blood
pressure and peripheral vascular resistance.

Imitrex Injection should also be administered with caution to
patients with diseases that may alter the absorption, metabolism, or
excretion of drugs, such as impaired hepatic or renal function.

Although written instructions are supplied with the autoinjecter,
patients who are advised to self-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified heaith care professicnal prior to daing so for the first time.
Information for Patients: See PATIENT INFORMATION at the end of
the product package insert for the text of the separate leaflet provided
for patients.

Laboratory Tests: No specific laboratory tests are recommended for
monitoring patients prior to and/or after treatment with Imitrex Injection.
Drug Interactions: There is no evidence that concomitant use of
migraine prophylactic medications has any effect on the efficacy or

effects of i In two Phase Il trials in the US, a
retrospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranolot n=94, for 45
other drugs n=123) were compared to those who had not used
prophylaxis (n=452). There were no differences in relief rates at 60
minutes postdose for Imitrex Injection, whether or not prophylactic
medications were used. There were also no differences in overall
adverse event rates between the two groups.

Ergot-containing drugs have been reperted to cause prolonged
vasospastic reactions. Because there is a theoretical basis that these
effects may be additive, use of ergotamine and sumatriptan within 24
hours of each other should be aveided (see CONTRAINDICATIONS).
Drug/Laboratory Test Interactions: Imitrex Injection is not known to
interfere with commenly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Ferlility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose related, ranging at the low dose from
approximately twice the peak concentration of the drug after the

ded human sub us dose of 6 mg to more than 100
times this concentration at the high dose. There was no evidence of an
increase in tumors considered to be related to sumatriptan administration.

fn a 78-week study in which mice received sumatriptan
continuously in drinking water, there was no evidence for an increase
in tumors considered to be related to sumatriptan administration
That study, however, did not use the maximum tolerated dose
and therefore did not fully explore the carcinogenic potential of

IMX4 54RO

Imitrex™ (sumatriptan succinate) Injectian in the mouse.

A Segment | rat fertility study by the subcutaneous route has shown

no evidence of impaired fertility.
Pregnancy: Pregnancy Category €: Sumatriptan has been shown to
be embryolethal in rabbits when given in daily doses producing plasma
levels 3-fold higher than those attained following a 6-mg subcutaneous
injection (i.e., recommended dose) to humans. There is no evidence
that establishes that sumatriptan is a human teratogen; however, there
are no adequate and well-controlled studies in pregnant women.
Imitrex Injection should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

In assessing this information, the following additional findings
should be considered.

Embryolethality: When given intravenously to pregnant rabbits daily
throughout the period of organogenesis, sumatriptan
caused embryolethality at doses at or close to those producing matrnat
toxicity. The mechanism of the embryolethality is not known. At these
doses, peak concentrations of drug in plasma were more than 3-fold
higher than the range observed in humans after the recommended
subcutaneous dose of 6 mg.

The intravenous administration of sumatriptan to pregnant rats
throughout organogenesis at doses producing plasma concentrations
more than 50 times those seen after the recommended subcutaneous
human dose did not cause embryolethality. In a study of pregnant rats
given subcutaneous sumatriptan daily prior to and throughout
pregnancy, there was no evidence of increased embryo/fetat lethality.

Teratogenicily: Term fetuses from Dutch Stride rabbits treated during
organogenesis with oral sumatriptan exhibited an increased incidence of
cervicothoracic vascular defects and minor skeletal abnormalities. The
functional significance of these abnormalities is not known.

In a study in rats dosed daily with subcutaneous sumatriptan prior
to and throughout pregnancy, there was no evidence of teratogenicity.

Studies in rats and rabbits evaluating the teratogenic potential of
SL iptan admini d subc ly only during organogenesis
(standard Segment Il studies) have not been performed.

Nursing Mothers: Sumatriptan is excreted in breast milk in animals.
No data exist in humans. Therefore, cautien should be exercised when
considering the administration of Imitrex Injection to a nursing woman.
Pediatric Use: Safety and effectiveness of Imitrex injection in children
have not been established.

Use in the Elderly: The safety and effectiveness of Imitrex Injection in
individuals over age 65 have not been systematically evaluated.
However, the pharmacokinetic disposition of Imitrex Injection in the
elderly is similar to that seen in younger adults. No unusual adverse,
age-related phenomena have been identified in patients over the age of
60 who participated in clinical trials with Imitrex Injection.

ADVERSE REACTIONS: (see also PRECAUTIONS) Sumatriptan may
cause coronary vasospasm in patients with a histary of coronary artery
disease, known to be susceptible to coronary artery vasgspasm, and,
very rarely, without prier history suggestive of coronary artery disease.

There have been rare reports from countries in which Imitrex™
Injection has been marketed of serious and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular
tachycardia; myocardial infarction; an§ marked ischemic ST elevations
associated with Imitrex Injection (see §VARNINGS). More often, there
has been chest discomfort that appeared§to represent angina pectoris.

Other untoward clinical events ¥ssociated with the use of
subcutaneous Imitrex Injection are: pain or redness at the injection
site, atypical sensations (such as sensations of warmth, cold, tingling
or paresthesia, pressure, burning, numbness, tightness, all of which
may be localized or generalized), flushing, chest symptoms {pressure,
pain, or tightness), fatigue, dizziness, and drowsiness. All these
untoward effects are usually transient, although they may be severe in
some patients. Transient rises in blood pressure soon after treatment
have been recorded.

Ameng patients in clinical trials of subcutanecus Imitrex Injection
(n=6,218), up to 3.5% of patients withdrew for reasons related to
adverse events.

Incidence in Controlled Clinical Trials: The following Table lists
adverse events that occurred in two large US, Phase Ill, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebo. Only events that occurred at a frequency of 1% ar
mare in Imitrex Injection treatment groups and were at least as
frequent as in the placebo group are included in Table.
Treatment-Emergent Adverse Experience Incidence
in Two Large Placebo-Centrelled Clinical Trials:
Events Reporied by at Least 1% of imitrex Injection Patients

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 92
Tingling 135 3.0
Warm/hot sensation 108 35
Burning sensation 75 0.3
Feeling of heaviness 73 11
Pressure sensation 71 16
Feeling of tightness 51 Q0.3
Numbness 46 22
Feefing strange 22 03
Tight feeling in head 22 0.3
Cold sensation 11 05
Cardiovascular
Flushing 66 24
Chest discomfort 45 14
Tightness in chest 27 05
Pressure in chest 18 03
Ear, nose, and throat
Throat discomfort 33 05
Discomfort: nasal cavity/sinuses 22 0.3
Printed in USA

Percent of Patients Reporting
{mitrex Injection
6 mg SC Placebo

Adverse Event Type n=547 n=370
Eye

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 08

Dysphagia 1.1 0.0
Injection site reaction 58.7 238
Miscellaneous

Jaw discomfort 18 0.0
Mouth and teeth

Discomfort of mouth/tongue 49 46
Musculoskeletal

Weakness 48 03

Neck pain/stifiness 48 05

Myalgia 1.8 05

Muscle cramp(s) 11 00
Neurological

Dizziness/vertiga 1.9 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 11 05

Malaise/fatigue 11 038
Skin

Sweating 16 11

The sum of the percentages cited are greater than 100% because
patients may experience more than one type of adverse event.
Only events that occurred at a frequency of 1% or more in Imitrex™
{sumatriptan succinate} Injection treatment groups and were at least
as frequent as in the placebe groups are included.
Other Events Observed in Association With the Administration of
Imitrex Injection: In the paragraphs that follow, the frequency of less
commonly reported adverse clinical events are presented. Because the
reports cite events observed in open and uncontrolled studies, the rale
of Imitrex Injection in their causation cannot be reliably determined.
Furthermore, variability associated with reporting requirements, the
terminology used to describe adverse events, etc., limit the value of the
quantitative frequency estimates provided.

Event frequencies are calculated as the number of patients reporting
an event divided by the total number of patients (n=6,218) exposed to
subcutaneous Imitrex Injection. Given their imprecision, frequencies
for specific adverse event occurrences are defined as follows:
“infrequent” indicates a frequency estimated as falling between 1/1,000
and 1/100; “rare,” a frequency less than 1/1,000

Cardiovascular: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensaticns, various
transient ECG changes {nonspecific ST or T wave changes,
prolongation of PR or QTc intervals, sinus arrhythmia, nonsustained
ventricular premature beats, isolated junctional ectopic beats, atrial
ectopic beats, delayed activation of the right ventricle), and syncope.
Rare were pallor, arrhythmia, abnormal pulse, vasodilatation, and
Raynaud’s syndrome.

Endocrine and Metabolic: Infrequent was thirst. Rare were
polydipsia ang dehydration.

Eye: Infrequent was irritation of the eye.

Gastrointestinal: Infrequent were gastroesophageal reflux, diarrhea,
and disturbances of liver function tests. Rare were peptic ulcer,
retching, flatulence/eructation, and gallstones.

Musculoskeletal: Infrequent were various joint disturbances (pain,
stiffness, swelling, ache). Rare were muscie stiffness, need to flex calf
muscles, backache, muscle tiredness, and swelling of the extremities.

Neurolagical: \nfrequent were mental confusion, euphoria, agitation,
relaxaticn, chills, sensation of lightness, tremor, shivering, disturbances
of taste, prickling sensations, paresthesia, stinging sensations,
headaches, facial pain, photophobia, and lachrymation. Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sieep disturbance,
difficulties in concentration, disturbances of smell, hyperesthesia,
d ia, simultaneous hot and cold tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: |ntrequent was dyspnea. Rare were influenza, diseases
of the lower respiratory tract, and hiccoughs.

Dermatological: Infrequent were erythema, pruritus, and skin
rashes and eruptions. Rare was skin tendemess.

Uregenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calculus.

Miscelianeous: Intrequent were miscellaneous laboratory
abnormalities, including minor disturbances in liver function tests,
“seratonin agonist effect,” and hypersensitivity to various agents. Rare
was fever.

Postmarketing Experience: Frequency and causality for sumatriptan
are not established for many of the following reports, which come from
worldwide postmarketing experience: Episodes of Prinzmetal’'s angina,
myocardial infarction, acute renal failure, seizure, cerebrovascular
accident, dysphasia, subarachnoid hemorrhage, and arrhythmias (atrial
fibriflation, ventricular fibrillation, and ventricular tachycardia).
Hypersensitivity to Imitrex Injection has been reported, including
anaphylactoid reactions, rash, urticaria, pruritus, erythema, and
shortness of breath.

DRUG ABUSE AND DEPENDENCE: The abuse potential of Imitrex™
Injection cannot be fully delineated in advance of extensive marketing
experience. One clinical study enrolling 12 patients with a history of
substance abuse failed te induce subjective behavior and/or
physiologic respense ordinarily associated with drugs that have an

established potential for abuse.
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The world’s best current therapy book.

THE 5-MINUTE CLINICAL

CONSULT - 1994

The late H. WINTER GRIFFITH, M.D.

MARK R. DAMBRO, M.D.

(500 contributors). About 1192 pp. (8 1/2 x 11),
1994 (Available December 1993), $49.50. (1683-6)

* Over 1000 medical/surgical problems arranged
alphabetically and cross-indexed to synonyms of
each (27 new to this edition)

= The best and most coverage on the market

« Unique two-page spread of over 600 disease
entities, plus 400 “short topics”

= All medication entries and dosages updated for
1994 and verified by a Pharm.D.

» Each medical problem reviewed
by a Board of Consultants
» Full, current ICD-9 information included

* References listed for additional information and
patient education resources

Family medicine best sellers...

DIFFERENTIAL DIAGNOSIS

JEREMIAH A. BARONDESS, M.D.
CHARLES C.J. CARPENTER, M.D.
Contributing Editor: A. McGEHEE HARVEY, M.D.

(25 contributors). About 800 pp. (7 x 10), 6 illus., 1994
(Available December 1993), $75.00. (1446-9)

The authors present a simple, logical, and stimulating
approach to accurate diagnosis. All who wish to update their
knowledge of the application of modern diagnostic thinking
and technologic processes will benefit from this book.

ATLAS OF OUTPATIENT AND
OFFICE SURGERY, 2nd ed.

ROBERT B. BENJAMIN, M.D.

(24 contributors). About 448 pp. (8 1/2x 11), 416 illus., 1994
(Available November 1993), $89.50. (1540-6)

JOSLIN’S DIABETES
MELLITUS, 13th ed.
C. RONALD KAHN, M.D.

GORDON C. WEIR, M.D.

(108 contributors). About 1738 pp. (8 1/2 x 11), 339 illus.
(including 11 in full color), 1994 (Available December 1993),
$125.00. (1531-7)

\ P[Qd . ..mTf\"‘s - eadialind

% Lea & Febiger
R ) A WAVERLY COMPANY

1-800-638-0672

MEDICAL DIAGNOSIS
AND THERAPY

M. GABRIEL KHAN, M.D.

(25 contributars). About 700 pp. (5 x 8 1/2), 70 illus.,
Spring 1994, About $26.50. (1602-X)

MODERN NUTRITION IN HEALTH
AND DISEASE, 8th ed.

MAURICE E. SHILS, M.D., Sc.D.
JAMES A. OLSON, Ph.D.
MOSHE SHIKE, M.D.

(135 contributors). 3036 pp. (8 1/2 x 11), Two Volumes,
448 illus., 1994 (Available Now), $99.50. (1485-X)



FOR CHRONIC ARTHRITIS

EXPECT AN INCREASED
RANGE OF MOTION

Color-enhanced 3-D MRI of

DA knee with medial compartment
narrowing and anterior osteophytes in
red. Supplied by David W. Stoller, MD,
of California Advanced Imaging.

AS with other NSAIDs, the most frequent
complaints are gastrointestinal.

BRlease see brief summary of prescribing information

. i-'-den adjacent page.

' - EXPECT SUCCESS FROM

" NAPROSYN

(NAPROXEN) 500 mg tablets ‘

Also available in 375 and 250 mg tablets and in suspension 125 mg/5

m © 1992 Syntex Puerto Rico, Inc. NP93016




(NAPROXEN) 500 mg tablets

Brief ]
Conliraindications: Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
gps Because anaphylactic reactions usually occur in patients
a history of such reactions, question patients for asthma,
nasal polyps, urticaria, ane sion associated with NSAIDs
before starting therapy. If symptoms occur, discontinue the
drug. : Serious Gl toxlcltr such as bleeding, ulceration,
and perforation can occur at i{;‘ ime, with or without warning
smlmms In patients treated chronically with NSAIDs. Remain
alert for ulceration and bleeding In such patients even in the
absence of previous GI tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation rio
occur in approximately 1% of patients treated for 3- 6 months, and
In about 2-4% of patients treated for one year Inform patien'rs
about the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. Studies have not Identified any subset
of patients not at risk of developing peptic ulceration and bleedi
Except for a prior history of serious Gl evenls and other ri
factors known to be associated with peplic ulcer disease, such as
alcoholism, smoking, elc., no risk factors (e.g. age, sex) have
been associated with increased risk. Elderly or &nllnmd patients
seem fo tolerate ulceration or bleeding less well than others and
maost spontaneous reports of fatal Gl events are in this population,
In considering the use of relatively large doses (within the recom-
manded range), sufficient bonullt should be anticipated to
offset the potential increased risk of Gl toxicity. Precautions: DO
NOT GIVE NAPROSYN®™ (NAPROXEN) CONCOMITANTLY WITH
ANAPROX* ségnPﬂOxE SODIUM} OR AMAPROX* DS
APROXEN H CIRCULATE IN PLASMA
THE NAPROXEN ANION. Anute interstitial nephritis with hema-
turia, proteinuria, and nephrotic syndrome has been repo
Patients with impaired renal function, heart failure, Iiver dystunc-
tion, patients taking diuretics, and the elderly are al greater risk of
overt renal decompensation. Il this occurs, discontinue the drug.
Use with caution and maonitor serum creatining and/or creatinine
clearance in ra'llm with significantly impaired renal function.
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute, Use the lowest effective dose in the eiderly or
in patients with chronic alcoholic liver disease or cirrhosis. With
NSAIDs, borderline elevations of liver tests may occur in uo Io
15% of patients. They mq': progress, remain unchapr?eu

with erafi
occurred in controlied :Ilnic 1als in less man 1'!. nI pahem

tic
have heen:mmparm rarely. II Imrl:gsaaso deunlnns or H' mternm
manifestations occur (&.g. of rash),
:m’ It steroid dosage is reduced or el:mmmd durm herapn dn
0 slowly and observe patients closely for adverse 15, includ-
Inn adrenal insufficiency and exacerbation of arthritis symptoms.
Determi fobin values periodically for patients vrlth initial
values of 10 g:rns of less whn receive long-term therapy. Periph-
eral edema ed. Therefore, use with caution in
patients with fluid retention, hypertension or heart fallure. The
drug’s anti ic and anti-inflammatory activities reduce
fever and inllammation, diminishing their diagnostic value. Con-
duct ophthaimic studies it any change or disturbance in vision
occurs. For patients with restricted sodnum intake, note that the
suspension contains 8 gm;ml, of sodium. Information for
: Side effects of NSAIDs can cause discomfort and, rarel Lcﬁ
there are more serious side effects, such as Gl bleeding, whi
may result in hospitalization and even fatal outcomes. Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particuiarly when they are used for
less serious conditions where treatment without NSAIDs may be

ties requiring alertness if thar experience drowsiness, dizziness,

vertigo or depression during therapy. : Becau:
serious Gl tract ulcm\m and bleeding can occur without warn-
Iny mptoms, follow chronically treated patients for signs and
loms of these and inform them of the importance of this
lollow-un Drug Ilurtﬂbn: Use caution when giving concomi-
tantly with sulfon-
amide or sulf raa Iurusarnide lithium; beta-blockers;
eraclions:

trexate.
Fn.;drugm decrease platelet tion and pi bleeding
time or increase urinary values fur 1 Il: steroi Tompo-
rarily stop therapy for 72 hours belore rm:l I'un:linn

tests. The terfere with urinal ls::ysm
:hquuamlmrﬂlstm b ni::arcmm

nici B Do not use durin, nan
o:lesst’clearry m&d lvom use during lam g l:‘r
Mothers: Avoid use in nursing mothers. Ped Er Slngle
doses ol 25-5 Iu;, with total daihé dose not exceeding 15
ay, m |n children over yeals of age. Adverse

f sina Gl reactions were more frequent and severe
in rheumatoid anhnlls ients on 1,500 mg/day than in those on
750 mg In studies in children with kwwle arthritis, rash ant
prolon ng limes were more frequent, GI and CNS reac-
tions about the same, and other reactions less f than in
adults. Incidence Greater Than 1%; Probable Causal ionship:
Gl: The most frequent complaints refated o] the GI tract: constipa-
tion” heartburn® Mmmal PIII'I. nausau dyspnpsu diarrhea,
sinrnall'm;I c"sDnrmm s Oitinste” smI|1||-|t h?tlwv
ness, vertigo ol itching (pruritus)” skin eruptions”
BE * sweating, purpura. Specgl Senses: tinnitus; hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
dy;garﬁ (.p:ulpl tions. General: thirst. Incidence Less Than 1%;
Pri sal Retationship: GI: abnormal fiver function tests,
colitis. Gl bleeding and/or oration, hematemesis, jaundice,
melena, mﬂc ulceration with bleeding and/or perforation, vomit-
F,ch glomerular nephritis, hematuria, hyperkalemia, inter-
stitfal nephritis, nephrotic syndrome, renal disease, renal failure,
renal piplllarly necrosis, Hematologic: agranulocytosis, eosino-
ph:l:a ranulocytopenia, leukopenia, thrombocytopenia. CNS:
dream abnormalities, inability 1o concentrate, insom-

ma malaise, myaligia and muscle weakness. Dermatologic: alope-
cia, photosensitive dermatitis, skin rashes. Specia Senses:
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: anslnouhllk: neumanitis, General: ananhyhmm
reactions, menstrual d:sal pyrexia chills and fever). Causa

Relationshi Un ic anemia, hemntﬂic
anemia I-c msrlnwm cn ive dystunction. Dermato-
logic; wldermal necrolysis, unﬂheml multiforme, photosen-
Sitivity phyria cutanea tarda and
oudlrmotysis builnsa Shmns—.lohmon sw(lrom urticaria. GI:

vascu g& General: angioneurotic odema hwefo hypo-
ycemia. Overdosage: have drowsiness, heartburn, Indlgus-

1 nausu vomiting. A tients have had seizures. Empty

stomach and use usual supportive measures. In animals 0,5

of activated charcoal mdmd Phsma levels of
Federal law prohi houi prascrr’w
age insert for full Pfesgﬁu
*Incidence of reported reaction 3% 9‘!..
et o oo 5. @] SYNTEX |
US. patent nos. 3,904,682, 3998966 and others.
©1991 Syntex Puerto Rico, Inc. Rev.39 September 1990

This space is contributed by the publisher

PRENATAL CARE
ylll”l o ety . “‘"““"

On street corners. In churches. Even under bridges.
Healthy Babies Project workers scour streets most people
are afraid to drive down,
looking for mothers-to-be who aren't getting prenatal care.
They help them find medical attention, food,
clothing and counseling.

Anything it takes for them to have a healthy, happy baby.
Please, join our Campaign for Healthier Babies.

March of Dimes

We deliver small miracles

& March Of Dimes Birth Defects Foundation, 1992




30mg,60mg &90mg

Real Value
for Real People
with Hypertension

AR

————

Residence .......

Pretreatment B

Marital Status..

Health InS........cooveveene $500 deductible,
no Rx plan




Once-A-Day

30mg,60mg &90mg

“Save as much as S111 a year?

Real Value to
Meet the Needs of

Hypertensive
Patients

e Real therapeutic value to meet the need for efficacy
and reliability

¢ Real human value to meet the need for tolerability
and convenience

® Real economic value to meet the need for cost control
and savings



Real Therapeutic Value

® The benefits of long-acting nifedipine

® Sustained blood pressure reduction over 24 hours'

® Significant reduction in both diastolic and systolic blood pressure'

Mean changes from baseline in supine diastolic and systolic BP:
average of 24-hour, in-clinic data from weeks 5 and 6 of therapy’

DIASTOLIC SYSTOLIC
Hours after dose Hours after dose
i 24 6 24

0 0
Real People, Real Needs,
T g Real Value

Please see briel summary of Prescribing Information on the
8 - last page of this advertisement.

B Placebo (n=16)
M 30mg (n=14)
M 60mg (n=15)

Mean diastolic reduction (mm Hg)
1
Mean systolic reduction (mm Hg)




Real Human Value
in Antihypertensive Therapy

® Once-daily regimen could enhance compliance
® Long-acting nifedipine therapy that is well-tolerated

® Frequency and type of side effects are typical of dihydropyridine calcium
channel blockers. Peripheral edema and headache were the most common
dose-related adverse events reported; flushing / heat sensation, dizziness,
and fatigue/asthenia were all reported at an incidence of 4%

® Contraindications: known hypersensitivity to nifedipine

Real Economic Value

®“The cost of therapy may be a barrier to controlling hypertension™

® Adalat® CC is priced (AWP) 25% below the Average Wholesale Price
of Procardia XL"**

® Adalat” CC brings Cost Control to once-daily
nifedipine therapy for hypertension; it is

not indicated for angina

Projected annual savings' per hypertensive patient

® Adalat® CC should be administered

Annualized Potential
on an empty stomach Average Annual
Wholesale Patient
® Careful titration may be necessary Friest | Shvigst
when switching between Procardia XL*
and Adalat® CC Adalat” CC 30 mg $306.97 | $111
Procardia XL* 30 mg $417.71
Adalat” CC 60 mg $531.08 $192
Procardia XL* 60 mg $722.74
Adalat® CC 90 mg $650.54 $217
Procardia XL* 90 mg $867.35

*Procardia XL is a registered trademark of

Pfizer Labs Division, Pfizer Inc.

t+Calculations based on suggested
Average Wholesale Price (AWP).?

“Save up to S192 a year?




Once-A-Day

« Ada Iaf©©

nifedipine::.

EXTENDED
S E
TS

30mg,60mg &90mg

Real People, Real Needs,
Real Value

Please see brief summary of Preseribing Information on the
last page of this advertisement.

# R
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Candidate Profile

Residence San Francisco
Pretreatment BP 160/104
Marital Status married

L Health Ins Medicare

i




Once-A-Day

« AdalatCC

EXTEN
R
T

nifedipine

30mg,60mg & 90mg

* The benefits of long-acting

nifedipine therapy for hypertension
e Convenient, well-tolerated therapy

Start with*

Titrate, if necessary*

DED
ELEASE
ABLETS

e Lower price (AWP) than Procardia XL*
30 mg, 60 mg and 90 mg— potential 25% savings'

BRIEF Sl.lﬂ%lﬂ
CONSULT l’l(llﬁf INSERT FOR FULL PRESCRIBING
NFORMATION

For Oral Use
PI10074485 5/93
INDICATION AND USAGE: ADALAT CC is indicoted for the treatment of hyperten-
sion. It may be used alone or in combination with ol ihvypertensive ogents.
TIONS: Known i

!Hhﬁdmsulhmyl,huhetmm'dww.wullaﬂmumﬂ
gesics connat be ruled out, In ifedigine-treat-
ed patients where surgery using high dose
m mh;:iu is mm&n.:.hled, ?hh?
ware potent

oblems and, if the patient's condition per-
, sufficient fime (af least 36 hours) should
allowed for nifedipine 1o be washed out of
lor bo surgery.

ond/or Myocardial

g‘,‘!

i

arction: Rorel

i

- in patients taking coumarin anti
the relafionshio 1o i

*Please see DOSAGE AND ADMINISTRATION section in brief
summary of Prescribing Information below.

Alhough nifsdipine has been vsed safely i patents with renol dysfunciion and hes Whole//Systemic: chest pain, leg poin Central Nervous Syst
m;?mdlr::eﬂqh&ﬁduug;lhh:ntmntm m?;““:m | r:hmni‘ 'M'I“'”‘,\-erril{'rﬂ !.3.. A '_pur'l“:”un inte 'I.I"?“’d:r' Yon
serum creafining have eported in pofients wi -gxistl it doskeletal R sl vres i
renol insufficiency. The relofi -Iurﬂl'mlm,'ﬂwaﬁpi?hmmmw m.mimhaqwmm y: epistoxis, chinitis Urogenital: impo-
Hﬁ%amw blocking agents: (See WARNINGS) DA Shiaia - anbssb sl st e gy SR
ADATAT CC wos well olrated when g ontioton s b N o ok {Syshaeic oM, . o wlsec, Wk el by,

;:;hrw[em patients in o plocebo-controlled clinical triol. However, there hove

occasional literature reports suggesting that the combination of nil
Murﬂbhﬁmmmﬂnﬂwal tive heort foilure, |}
severe hiypotension, or exot of angina in patients with
igitalis: Since there have been isolated

patients with elevated digoxin
there is o possible imh%hwlﬂruﬁ( it is rmmmm
that digoxin levels be monitored when ini adjusting, and discontinuing ADALAT

pine and  ectases

y , cordior arrest, extrosysiole,
¥p i R ermatologic: prnlilhi: u-ant'mg'

Jence, g ; i W Ir " P i y
Metabolic: gout, weight loss iu:‘:'l':szghulz arthralgio, arthritis, myalgia
Respi , increosed it Senses: obnor-

(_othr IlmuuiymF mhz,wﬁuﬂuﬂwmd
dry

(C to avoid passible over- or under-digitalization.
&anﬂk%ﬂh;nhmrm
gulants to

n o
wdmmmnmm
om nifedipine wos odministered.

A nhnvul1 to nifedipine Ihrwr uncerigin.
Quinidine: There have rare reports ol :n interaction between quinidine and
nifedipine (with o decreased plosma level of quinidine).

Real People, Real Needs, Real Value 2« o
N |1 (000 eomended ot

CGmefidine: Both Ih_e peak plosma It;lnn;m?i Ihslilltlm increase innlhe

EEH
i
i

ety et g sk oo bbbl
tmetiding may nown .

the enzyme system esponsible for the frst-pass melobolism of ifedipine, If
nifedipine therapy n’mﬁ IIl| 0 patient :mnlr rmﬁmﬁd‘uﬂ. cautious fitro-
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June 1993, Miles Inc., Pharmaceutical Division

is, M is, Impairment of F : Nifedipi odmins-
0 whmmmmmm' "iﬂﬂm"‘;

, rales, fis
i, mhim |WW/IM|":
ol . . e
gt mbg i by il lol ‘uﬁhﬁmn o)
mastia, leukapenia, mood changes, muscle cramps, :mmpumnd on:
purpurn, shakiness, sleep disturbances, yn
tope, laste perversion, thrombocytopeni
oot Binknse 8 W pack gl vl
tremor and urficoria.

DOSAGE AND ADMINISTRATION;
should be 1o each

on on emply stomach, ADALAT CC is on
extended release dosoge form and tablets
swollowed whole, not bitten or divided. In general, fitrafion should proceed
4 day period starfing with 30 mg once daily. Upward fitration should be
i . The usuol maintenance dose i 30 mg to 60

0 mg daily is not recommended.
, sound clinical practice suggests that the

ith ian ision.
“MT R.mm the extended release

© 1993 Miles Inc. 3060
Printed in USA
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mwmmhm i women. ADALAT (C should

ing pregnoncy only if the potential the potential risk o the

ing Mothers: Nifedipine is excreted in human milk. Therefore, o decision should
o discontinue nursing or fo discontinue the drug, taking into occount the

impartonce of the drug to the mather.

ADVERSE EXPERIENCES: The incidence of odverse events during treatment with

ADALAT CC in doses up o 90 mg doily were derived from mulfi-center placbo-con-

Yok in 370 S5 my o0 ol s el
and in 64 o the 136 pasients
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i
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Asenolol
0 patients on ADALAT (C
during ADALAT (C theropy were tobulated inde-
of their causol relationship 1o medication.
common odverse event reported with ADALAT® CC wos peri

eloted and the 18% on ADALAT (C
gt gy Ay Dl
onir
‘sthenio

; Flushing heot sensotion
(4%, versus 7% plocebo incidence); Futigue,/
incidence); Nousea (2%, versus 1% plocebo incidence;
phocebo incidence).
ts with ADALAT CC and placebo is similor, cousol

events were reported with on incidence of 3% or less in daily
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1. Data on file, Miles Inc.

2. The Fifth Report of the Joint National Committee on
Detection, Evaluation, and Treatment of High Blood Pressure
{INCV). Arch Inern Med. 1,/25/1993;153:154-183.

3. Redbook Update. Orodell, NJ, Economics Co.,
Morch 1993:p. 32.

“Coleulations based on
Procordia XL s a regis
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Wholesale Price (AWP).
Plizer Labs Division, Pfizer Inc.
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Distributed by:

Miles Inc.

Pharmaceutical Division

400 Morgan Lane

West Haven, CT 08516 USA
Made in Germany
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If you used to watch
Lifetime Medical
Television. tune in to
American Medical
Television this weekend

on CNBC.

We're the only
game in town.

S11d3do IND
10371100

TUNE IN FOR
CARDIOLOGY
| IPDATF

To find American
Medical Television in

Medical
Rounds

cYm
T g your area, call g
D =h=, 800-SMART-TV. <
®9<

b o

SPECIAL
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ORDER A
5 STUDY GUIDE
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MOVE AHEAD



NOW FOR BED-WETTING...

Waking up dry,

el n b Dhilie i



morning after morning

DDAVP" Nasal Spray...works hand in hand
with behavior modification to help

control bed-wetting, a disorder that affects
5to 7 million children nationwide.!

Works safely
m Well tolerated. .. an incidence of adverse events comparable to placebo

® No adverse experiences reported in a study of 28 children, 11 treated
for 12 to 42 months?

m Approximately 20 years of safe use in children with diabetes insipidus®

Works effectively, rapidly
® Success rates as high as 82%*

®m Significant response in as few as 1-3 days®

Works to improve children’s self-concept

m Children frequently experience feelings of happiness and achievement
at becoming dry*®

m Significantly improves self-concept, restores quality of life’

Nighttime fluid intake should be restricted to decrease the potential occurrence of fluid overload; serum electrolytes
should be checked at least once when therapy is continued beyond 7 days.

- DDAVP Nas al Spray

(desmopressin acetate) 5mL
Dry Nights For Good Mornings

Please see Brief Summary of prescribing information on following page



DDAVP Nasal Spray /;j; Managed Care

Experts On Call

(desmopressin acetate) SmL
Dry Nights For Good Mornings

_f
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Briet
CON‘MA!'IDH: Known hypersensitty to DOAVP Nasal Spray

1 Fummlmcn
2h wmy;ﬂmamImmsmmnmrudermdwmmpﬂmtﬂmmdm
w“ﬁh\fﬂr@m Particular atenfion shoukd be pad to the possibity of the rare occurmence of an exreme decraase in

csmolality and resuing sezutes

Gangral DDAVP Nasal athi has nirequently produced elevattion of blood which dsappeared with
mm.nwvrmﬁ;w%m mngmrﬂsw;‘?mm@ymgwmeummwdwé

Tt T AT Advisory

I:mmmmwmmummw
Central Cranal Diabetrs Insipidis: Since DDAYP % nasal mucosa such as scarmng, edema, ™
umdmmenwm&eemamelmmmmmmd\mww mumnemdForm NEtWﬂrk
Primaty Enuress: i ¢ nmerasalnmrawmre&wehaﬁlemnmmmml DMPNMSm.lsrmk!
heumhnﬁdww‘snwp
Information for mmmmummvalmmmmmsﬁumdm%
mwmmwmoedmmmwwmmmmrdmwm less than mcgdctug Nualm(.'l
mmummm;mwmmnmmﬂamm be matrucied o read acoomganing diections on use of
ca B USe
m%rmmwmluuwlmmmwmwmlmmm -surpcal or head Yrauma-relsted
poyuna and potydipsi include urine volume: and osmolality In 5ome cases plasma osmoksily rna'y equredFuwrwm
wilh primary noctumal enuess, serum eieciolles should mwawmﬂh?y inued beyond 7 days
the pressor actvity of DOAVP Nasat & vary low compared 10 the anbdiwretic activty, use of large doses

d Nma'Sga-f mherwmagﬂsmmybe with careful patent moniorng,
f‘*w of Fertilty: Teraioiogy studes n fats have shown no abnormaliies. No further information s
Pr 8 Reproduction studies perfomed in ras and rabbits with doses up 1o 12.5 times ihe human nfranasal dose ie
about 12 ummmwmwawmmrmmm«mmwmmmmmmm
ate There are several publicabons of management of diabeles insipidus in pregnant women with no ham Io the fefus reporied; however,
rmmmmm#ﬁl wormen have been camed out P'Mmmwwﬂﬂnswmdhgjewmmmgw
natural homones, DDA mrmmmmmmmmhmm
fo aganst pssiie 15 i vl case
wmmm'a:‘hﬁgr;mmﬂmm:r mﬁ;a ok fus: derrm

n n n i an

Ee i e A faveal ;

o in children S0 SEVEre
i s Ao G s D mmﬁm@smu ke ree rervrerral service
should \oachieve

ool Cran Db g IO N Sy b e 1 chen b 1. e ikt rdchicen wi for ANMA members only
require carehul Muid inkake restricion o prevent nalremia and waler infouication. The dose must be indwidually adjusted to
mm?&g%ﬁﬁummmmlnmw an exdreme decrease n plasma osmolality wilh resulting convutsions. Doss ;
s h oy cl s s P01 L (107cg sl s shuk e s ung e b vy syson You don't have to face the challenges of managed care
mmmmmwwnm:p&mrequmglﬁswmntlm par dase

o g Sl Mol ok 8 ot and health system reform alone.
tul may be de fo a local inactabion of the pepiide

: Infrequently, high mmpmmﬁmww Wugam rhnitts and

Wﬁﬁ’m%ﬁmﬁﬁmm&”y@fww wih (et 1 dos- The American Medical Association (AMA) has created

T oy e ottt 0 s WP g ks s g o o the Doctors Advisory Network, a select group of man-
o i et aged care experts — experienced physicians, lawyers
ADVERSE REACTION % .
BOTSARDE E f it and business consultants — ready to help you create
e ; ] 2 your own opportunities.
Headache 0 2 5
Thead Pain 2 0 0 -
Hep o : ; ] AMA members can call the Doctors Advisory Network
RESPRROR BYSTEM 3 : ; toll free. A member of our legal staff will assess your
Epistans 2 3 o
ﬁ;‘;gmm g 2 0 needs and refer you to a few qualified experts from our
m@;ﬁ&mmm . z ; pre-selected database. You make the final choice and
hiation L e i 1
SRE I i : 3 ; establish your own relationship with your expert.
Masea 0 0 2
SKIN & APPENDAGES
i 2 g 0 Assessment and referral are free to AMA members only.
b 8 0 2 g And you'll also receive a free booklet — A Physician’s
Edema Eyes ] 2 0 3 . 5 Z
Lachvyratn Dsorde 0 0 : Guide to Selecting and Working with a Managed Care
OVERDOSAGE: See adverse rsachons above: In case of overdosage, the dose should be reguced, requency of administration
e " ko Attorney or Consultant.
e o O 0
Emwmm;mm“ﬁ?mm&mmmmaﬁ?zzﬁ" ' Don't face the challenges alone. When you need a
Federal [USA ) aw prohibis dispensing wilhout prescriplion z z
Please e A peescribng st 1 ot e managed care expert on your side, let the AMA's
Refll ences: 1. il Al W0 10 € urne: oneepis in * M FILERT ey Noctiorn _' N8 .
Proceedings I:H::jt\ljn::l::::rf;wl:-nrufh ::;-‘Ha:Ln{h;iulh{p::"n‘ff\1:$cir:e _rufuZT\ l:;gl‘;!:illﬁﬁr::!n.{hvrg 5 DDC’[GI’S AdVIS{JrY Network dO the IBQWOFk fOr YDU
Atkin B: Nocturnal enuresis. Experience with long-term use of intranasally administered desmopressin, f Pediaty
Insiidus and e condilions.J it 1989 114 37 11718 4. K . Kodsn U8, Sorenson e et
l?ig-t:hn:duuhh'-hlllml rrirv.'\ls.-ml'r:md: n{drsmnrprr.\s;nln|r;m:|sal;nl'!nl’?r] the n;;:]:gemll'lnl'nll::lcl-u.r:'l.:ll:'nurr:ils ca" tD" free 800 AMA'IDBB. CSCNAA
In: Meadow SR, ed. Desmepressin in Nocturnal Ensiresis: Proceedings of an International Sympostum. England . .
Haorus Medical Publications; 1988:43-35. §. Aladjem M, Wohl R, Boichis 1, et al: Desmopressin in nocturnal enuresis PrESS 4 fDr Im medlate aCCess.

Arch Dis Child 1982,57:157-140. 6. Baker BL: Symplom treatment and symptom substitution in enuresis. | Absorm
Prych 1969 74:42-49. 7. Moffar MEK: Nociurnal enuresis: Psychologic implications of treatment and nontreatment
J Pecdiare 1989114 Part 2) 697-704
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Effective lipid management:
doesn't have to be tough

PRAVACHOL?® (pravastatin sodium) is indicated as an adjunct to diet for the reduction of elevated
total and LDL-cholesterol levels in patients with primary hypercholesterolemia (Types lla and lib)
when the response to diet alone has not been adequate.
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Effective lipid management—improves key lipids

Significantly reduces LDL-C. Increases beneficial HDL-C.

15 = Mean percentage change from baseline after +2 to +12%
10 = 8 weeks of treatment with 10 to 40 mg of pravastatin®

e LDL-C Total C Triglycerides

s ——
10 —
15 =
20 =
25 —
30

35 22 to -34%

*Each arrow represents a range of means derived from a single placebo-controlled
study that included 55 patients treated with pravastatin.

Excellent safety/tolerability profile for patients

® Low incidence of side effects

® Discontinuation rate from pravastatin (1.7%) was not statistically different from that
of placebo (1.2%)

® Active liver disease orunexplained transaminase elevations, pregnancy and lactation
are contraindications to-the use of pravastatin

HDL-C

-16 to -25% -11 to -24%

Easy dosing regimen and other patient benefits

@ Usual dose: 20mg once daily at bedtime, with or without food
@ PRAVACHOL can be used confidently with many other medications

PRAVACHO!
pravastatin sodium sz

% Bristol-Myers Squibb Company

Please see CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS in the brief summary of
prescribing information on the final page of this advertisement.



Reference: 1. Jones PH, et al. Once-daily pravastatin in patients with primary hypercholesterolemia: a dose-
response study. Clin Cardiol. 1991;14:146-151.

PRAVACHOL® (Pravastatin Sodium Tablets)
CONTRAINDICATIONS
Hypersensitivity to any component of this medication.

Active liver disease or unexplained, persistent elevations in liver function tests (see WARNINGS).

Pregnancy and lactation. Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outcome of long-term therapy of primary hypercholesterolemia. Cho-
lesterol and other products of cholesterol biosynthesis are essential components for fetal development (including
synthesis of steroids and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis
and possibly the synthesis of other biologically active substances derived from cholesterol, they may cause fetal
harm when administered to pregnant women. Therefore HMG-CoA reductase lnhlbl(ors are contraindicated
during pregnancy and in nursing mothers. Py should be d to women of childbearing
age only when such patients are highly unlikely to conceive and have been informed of the potential
hazards. If the patient becomes pregnant while taking this class of drug, therapy should be discontinued and the
patient apprised of the potential hazard to the fetus.

WARNINGS

Liver Enzymes: HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been associated
with biochemical abnormalities of liver function. Increases of serum transaminase (ALT, AST) values to more than
3 times the upper limit of normal occursing on 2 or more {not necessarily sequential) occasions have been reported
in 1.3% of patients treated with pravastatin in the U.S. over an average period of 18 months. These abnormalities
were not associated with cholestasis and did not appear to be related to treatment duration. In those patients in
whom these abnormalities were believed to be related to pravastatin and who were discontinued from therapy, the
transaminase levels usually fell slowly to pretreatment levels. These biochemical findings are usually asymptomatic
although worldwide experience indicates that anorexia, weakness, and/or abdominal pain may also be present in
rate patients.

As with other lipid-lowering agents, fiver function tests should be performed during therapy with pravastatin.
Serum aminotransferases, inciuding ALT {SGPT), should be monitored before treatment begins, every six weeks
for the first three months, every eight weeks during the remainder of the first year, and periodically thereafter {e.g.,
at about six-month intervals). Special attention should be given to patients who develop increased transaminase
levels. Liver function tests should be repeated to confirm an elevation and subsequently monitored at more
frequent intervals. If increases in AST and ALT equal or exceed three times the upper limit of normal and persist,
then therapy should be discontinued. Persistence of significant aminotransferase elevations following discontinua-
tion of therapy may warrant consideration of liver biopsy.

Active liver disease or unexplained transaminase elevations are contraindications to the use of pravastatin (see

CONTRAINDICATIONS). Caution should be exercised when pravastatin is administered to patients with a history of
liver disease or heavy alcohol ingestion (see CLINICAL PHARMACOLOGY: Pharmacokinetics/Metabolism). Such
patients should be closely monitored, started at the lower end of the recommended dosing range, and titrated to
the desired therapeutic effect.
Skeletal Muscle: Rhabdomyolysis with renal has been re-
ported with pravastatin and other drugs in this class. Uncomphcated myalgla has also been reported in
pravastatin-treated patients (see ADVERSE REACTIONS). Myopathy, defined as muscle aching or muscle weak-
ness in conjunction with increases in creatine phosphokinase {CPK) values 1o greater than 10 times the upper limit
of normal was reported to be possibly due to pravastatin in only one patient in clinical trials {<0.1%). Myopathy
should be considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked
elevation of CPK. Patients should be advised to report promptly unexplained muscle pain, tenderness or weak-
ness, particularly if accompanied by malaise or fever. Pravastatm therapy should be discontinued if mark-
edly elevated CPK levels occur or myopathy is d d or d. Pr. in therapy should
also be temporarily withheld in any patlant axpenenclng an acute or serious condition predrsposmg to
the development of renal failure yolysis, e.g., sepsis; hypotonslon, major sur-
gery; trauma; severe boli docri or ! lyte di r

The risk of myopathy during treatment with lovastatin is mcreased if lheram/ with either cyclosponne gem-
fibrozil, erythromycin, or niacin is administered concurrentty. There is no experience with the use of pravastatin
together with cyclosporine. Myopathy has not been observed in clinical trials involving small numbers of patients
who were treated with pravastatin together with niacin. One trial of limited size invoiving combined therapy with
pravastatin and gemfibrozil showed a trend toward more frequent CPK elevations and patient withdrawals due to
musculoskeletal symptoms in the group receiving combined treatment as compared with the groups receiving
placebo, gemfibrozil, or pravastatin monotherapy. Myopathy was not reported in this trial {see PRECAUTIONS:
Drug Interactions). One patient developed myopathy when clofibrate was added to a previously well toferated
regimen of pravastatin; the myopathy resolved when clofibrate therapy was stopped and pravastatin Ueatment
continued. The use of fibrates alone may be d with myopathy. The bined use
of pravastatin and fibrates should generally be avoided.

PRECAUTIONS
General: Pravastatin may efevate creatine phosphokinase and transaminase levels {see ADVERSE REACTIONS).
This should be considered in the differential diagnosis of chest pain in a patient on therapy with pravastatin.

Homozygous Familial Hypercholesterolemia. Pravastatin has not been evaluated in patients with rare homo-
zygous familial hypercholesterolemia. In this group of patients, it has been reported that HMG-CoA reductase
inhibitors are less effective because the patients lack functional LDL receptors.

Renal insufficiency. A single 20 mg orat dose of pravastatin was administered to 24 patients with varying degrees
of renal impairment (as determined by creatinine clearance). No effect was observed on the pharmacokinetics of
pravastatin or its 3a-hydroxy isomeric metaboiite (SQ 31,906). A small increase was seen in mean AUC values and
half-life (t/2) for the inactive enzymatic ring hydroxylation metabolite (SQ 31,945). Given this small sample size, the
dosage administered, and the degree of individual variability, patients with renal impairment who are receiving
pravastatin should be closely monitored.

Information for Patients: Patients should be advised to report promptly unexplained muscle pain, tenderness or
weakness, particularly if accompanied by malaise or fever.

Drug Interactions: immunosuppressive Drugs, Gemfibrozil, Niacin (Nicotinic Acid), Erythromycin: See WARN-
INGS: Skeletal Muscle.

Antipyrine: Clearance by the cytochrome P450 system was unaitered by concomitant administration of prav-
astatin. Since pravastatin does not appear to induce hepatic drug-metabolizing enzymes, it is not expected that
any significant interaction of pravastatin with other drugs {e.g.. phenytoin, quinidine} metabolized by the cyto-
chrome P450 system wilt occur.

Cholestyramine/Colestipol: Concomitant administration resuited in an approximately 40 to 50% decrease in the
mean AUC of pravastatin. However, when pravastatin was administered 1 hour before or 4 hours after choles-
tyramine or 1 hour before colestipol and a standard meal, there was no clinically significant decrease in bio-
availability or therapeutic effect. {See DOSAGE AND ADMINISTRATION: Concomitant Therapy.)

Warfarin: In a study involving 10 healthy male subjects given pravastatin and warfarin concomitantly for & days,
bioavailability parameters at steady state for pravastatin {parent compound) were not aftered. Pravastatin did not
alter the plasma protein-binding of warfarin. Concomitant dosing did increase the AUC and Cmax of warfarin but
did not produce any changes in its anticoagulant action (i.e., no increase was seen in mean prothrombin time after
6 days of concomitant therapy). However, bleeding and extreme prolongation of prothrombin time has been
reported with another drug in this class. Patients receiving warfarin-type anticoagulants should have their pro-
thrombin times closely monitored when pravastatin is initiated or the dosage of pravastatin is changed.

Cimetidine: The AUCq_yop, for pravastatin when given with cimetidine was not significantly different from the
AUC for pravastatin when given alone. A significant difference was observed between the AUC's for pravastatin
when given with cimetidine compared to when administered with antacid,

Digoxin: In a crossover trial involving 18 healthy male subjects given pravastatin and digoxin concurrently for
9 days, the bioavailability parameters of digoxin were not affected. The AUC of pravastatin tended to increase, but
the overalt bioavailability of pravastatin plus its metabaoiites SQ 31,906 and SQ 31,345 was not altered.

Gemfibrozil: In a crossover study in 20 healthy male volunteers given concomitant single doses of pravastatin
and gemfibrozil, there was a significant decrease in urinary excretion and protein binding of pravastatin, In addition,
there was a significant increase in AUC, Cmax, and Tmax for the pravastatin metabolite SQ 31,906. Combination
therapy with pravastatin and gemfibrozil is generally not recommended.

In interaction studies with aspirin, antacids {1 hour prior to PRAVACHOL {pravastatin sodium)), cimetidine,
nicotinic acid, or probucol, no statistically significant differences in bioavailability were seen when PRAVACHOL
was administered.

Other Drugs: During clinical trials, no noticeable drug interactions were reported when PRAVACHOL was added
to: diuretics, antihypertensives, digitalis, converting-enzyme inhibitors, caicium channel blockers, beta-blockers,
or nitroglycerin.

Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol synthesis and lower circulating
cholesterol levels and, as such, might theoretically blunt adrenal or gonadat steroid hormone production. Results of
clinical trials with pravastatin in males and post-menopausal females were inconsistent with regard to possible
effects of the drug on basal steroid hormone levels. in a study of 21 males, the mean testosterone response to
human chorionic gonadotropin was significantly reduced {p<0.004) after 16 weeks of treatment with 40 mg of
pravastatin, However, the percentage of patients showing a =50% rise in plasma testosterone after human
chorionic gonadotropin stimulation did not change significantly after therapy in these patients. The effects of
HMG-CoA reductase inhibitors on spermatogenesis and fertility have not been studied in adequate numbers of
patients. The effects, if any, of pravastatin on the pituitary-gonadai axis in pre-menopausal females are unknown.
Patients treated with pravastatin who display clinical evidence of endocrine dysfunction should be evaluated
appropriately. Caution should also be exercised if an HMG-CoA reductase inhibitor or other agent used to lower
cholesterdl levels is administered to patients also receiving other drugs {e.g., ketoconazole, spironolactone. cim-
etiding) that may diminish the levels or activity of steroid hormaones.

CNS Toxicity: CNS vascutar lesions, characterized by perivascular hemorrhage and edema and mononuclear cell
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infiitration of perivascular spaces, were seen in dogs treated with pravastatin at a dose of 25 mg/kg/day, a dose
that produced a plasma drug level about 50 times higher than the mean drug level in humans taking 40 mg/day.
Similar CNS vascular lesions have been observed with several other drugs in this class.

A chemically similar drug in this class produced optic nerve degeneration (Wallerian degeneration of reti-
nogeniculate fibers) in clinically normal dogs in a dose-dependent fashion starting at 60 mg/kg/day, a dose that
produced mean plasma drug levels about 30 times higher than the mean drug leve! in humans taking the highest
recommended dose (as measured by total enzyme inhibitory activity). This same drug also produced ves-
tibulocochlear Wallerian-like degeneration and retinal ganglion cell chromatolysis in dogs treated for 14 weeks at
180 mg/kg/day, a dose which resuned in a mean plasma drug level similar to that seen with the 60 mg/kg dose.

M of Fertility: in a 2-year study in rats fed pravastatin at doses of
10, 30, or 100 mg/kg body weight, there was an increased incidence of hepatocellular carcinomas in males at the
highest dose {p<0.01). Although rats were given up to 125 times the human dose (HD} on a mg/kg body weight
basis, their serum drug levels were only 6 o 10 times higher than those measured in humans given 40 mg
pravastatin as measured by AUC.

The oral administration of 10, 30, or 100 mg/kg (producing plasma drug levels approximately 0.5 to 5.0 times
human drug tevels at 40 mg) of pravastatin to mice for 22 months resulted in a statistically significant increase in
the incidence of malignant iymphomas in treated females when all treatment groups were pooled and compared to
controls (p<0.05). The incidence was not dose-related and maie mice were not affected.

A chemically similar drug in this class was administered to mice for 72 weeks at 25, 100, and 400 mg/kg body
weight, which resulted in mean serum drug levels approximately 3, 15, and 33 times higher than the mean human
serum drug concentration {as total inhibitory activity) after a 40 mg orat dose. Liver carcinomas were significantly
increased in high-dose females and mid- and high-dose males, with a maximum incidence of 90 percent in males.
The incidence of adenomas of the liver was significantly increased in mid- and high-dose females. Drug treatment
aiso significantly increased the incidence of lung adenomas in mid- and high-dose males and females. Adenomas
of the eye Harderian gland {a gland of the eye of rodents) were significantly higher in high-dose mice than in controls.

No evidence of mutagenicity was observed in vitro, with or without rat-liver metaboiic activation, in the following
studies: microbial mutagen tests, using mutant strains of Saimonefia typhimurium or Escherichia coli; a forward
mutation assay in L5178Y TK +/— mouse lymphoma cells; a chromosomal aberration test in hamster cells; and a
gene conversion assay using Saccharomyces cerevisiae. In addition, there was no evidence of mutagenicity in
either a dominant lethal test in mice or a micronucteus test in mice.

In a study in rats, with daily doses up to 500 mg/kg, pravastatin did not produce any adverse effects on fertility
or general reproductive performance. However, in a study with another HMG-CoA reductase inhibitor, there was
decreased fertility in male rats treated for 34 weeks at 25 mg/kg body weight, although this effect was not
observed in a subsequent fertility study when this same dose was administered for 11 weeks {the entire cycle of
spermatogenesis, including epididymal maturation). In rats treated with this same reductase inhibitor at
180 mg/kg/day, seminiferous tubule degeneration (necrosis and loss of spermatogenic epithelium) was observed.
Although not seen with pravastatin, two similar drugs in this class caused drug-related testicular atrophy, de-
creased spermatogenesis, spermatocytic degeneration, and giant cell formation in dogs. The clinical significance
of these findings is unclear.

y X: See CONTRAINDICATIONS.

Safely in pregnam women has not been established. Pravastatin was not teratogenic in rats at doses up to
1000 mg/kg daily or in rabbits at doses of up to 50 mg/kg daily. These doses resulted in 20x (rabbit) or 240x (rat)
the hurman exposure based on surface area (mg/meter2). However, in studies with another HMG-CoA seductase
inhibitor, skeletal malformations were observed in rats and mice. PRAVACHOL {pravastatin sodium) should be
administered to women of child-bearing potential only when such patients are highly unlikely to conceive and have
been informed of the potential hazards. If the woman becomes pregnant while taking PRAVACHOL, it should be
discontinued and the patient advised again as to the potential hazards to the fetus.

Nursing Mothers: A small amount of pravastatin is excreted in human breast mik. Because of the poten-
tial for serious adverse reactions in nursing infants, women taking PRAVACHOL should not nurse (see
CONTRAINDICATIONS).

Pediatric Use: Safety and effectiveness in individuals less than 18 years old have not been established. Hence,
treatment in patients less than 18 years old is not recommended at this time. (See also PRECAUTIONS: General.)
ADVERSE REACTIONS

Pravastatin is generally well tolerated; adverse reactions have usually been mild and transient. In 4-month long
placebo-controlled trials, 1.7% of pravastatin-treated patients and 1.2% of placebo-treated patients were discon-
tinued from treatment because of adverse experiences attributed to study drug therapy; this difference was not
slatistically significant. In long-term studies, the most common reasons for discontinuation were asymptomatic
serum transaminase increases and mitd, non-specific gastrointestinal complaints. During clinical trials the overall
incidence of adverse events in the elderly was not different from the incidence observed in younger patients.
Adverse Clinical Events: All adverse clinical events (regardless of attribution) reported in more than 2% of
pravastatin-treated patients in the placebo-controlled trials are identified in the table below; also shown are the
percentages of patients in whom these medical events were believed to be related or possibly related to the drug:

All Events % Events Attributed to Study Drug %
Pravastatin Placebo Pravastatin Placebo

Body System/Event {N=900) (N=411) (N = 900) N=411)
Cardiovascular

Cardiac Chest Pain 40 3.4 01 0.0
Dermatologic

Rash 40" 1.1 13 09
Gastrointestinal

Nausea/Vomiting 73 71 29 3.4

Diarrhea 6.2 5.6 20 1.9

Abdominal Pain 54 6.9 2.0 3.9

Constipation 4.0 71 2.4 5.1

Flatulence 3.3 36 27 34

Heartburn 28 19 20 07
General

Fatigue 338 3.4 19 1.0

Chest Pain 37 1.9 0.3 02

Influenza 24 07 0.0 0.0
Musculoskeletal

Localized Pain 100 90 14 15

Myalgia 27 10 0.6 0.0
Nervous System

Headache 62 39 17" 0.2

Dizziness 33 3.2 1.0 0.5
Renal/Genitourinary

Urinary Abnormality 24 29 0.7 12
Respiratory

Common Cold 70 63 0.0 00

Rhinitis 40 4.1 0.1 0.0

Cough 26 1.7 0.1 0.0

“Statistically significantly different from placebo.

The following effects have been reported with drugs in this class:

Skefetal: myopathy, thabdomyolysis.

Neurologicai: dysfunction of certain cranial nerves (including atteration of taste, impairment of extra-ocular
movement, facial paresis), tremor, vertigo, memory loss, paresthesia, peripheral neuropathy, peripheral nerve paisy.

Hypersensitivity Reactions: An apparent hypersensitivity syndrome has been reported rarely which has included
one or more of the following features: anaphyiaxis, angioedema, lupus erythematous-like syndrome, polymyalgia
rheumatica, vasculitis, purpura, thrombocytopenia, leukopenia, hemolytic anemia, positive ANA, ESR increase,
arthritis, arthralgia, urticaria, asthenia, photosensitivity, fever, chills, flushing, malaise, dyspnea, toxic epidermal
necrolysis, erythema multiforme, including Stevens-Johnson syndrome.

Gastrointestinal: pancreatitis, hepatitis, including chronic active hepatitis, cholestatic jaundice, fatty change in
liver, and, rarely, cirrhosis, fulminant hepatic necrosis, and hepatoma; anorexia, vomiting.

Reproductive: gynecomastia, loss of libido, erectile dysfunction.

Eye: progression of cataracts (lens opacities), ophthalmopiegia.
Laboratory Test Abnormalities: Increases in serum transaminase (ALT, AST) values and CPK have been
observed (see WARNINGS).

Transient, asymptomatic ecsinophilia has been reported. Eosinophil counts usually returned to normial despite contin-
ued therapy. Anerma thrombocytopema_ and leukopenia have men reported with other HMG-CoA reductase inhibitors.

tatin has been admi d concurrently with cholestyramine, colestipol, nico-

hmc acid, probucol and gemﬁbrozﬂ Preliminary data suggest that the addition of either probucol or gemdibrozit to
therapy with lovastatin or pravastatin is not associated with greater reduction in LDL-cholesterol than that
achieved with lovastatin or pravastatin alone. No adverse reactions unique to the combination or in addition to
those previously reported for each drug alone have been reported. Myopathy and rhabdomyolysis {with or without
acute renal failure) have been reported when another HMG-CoA reductase inhibitor was used in combination with
immunosuppressive drugs, gemfibrozil, erythromycin, or lipid-lowering doses of nicotinic acid. Concomitant ther-
apy with HMG-CoA reductase inhibitors and these agents is generally not recommended. (See WARNINGS:
Skeietal Muscle and PRECAUTIONS: Drug Interactions.)
OVERDOSAGE
There have been no reports of overdoses with pravastatin.

Should an accidental overdose occur, treat symptomatically and institute supportive measures as required.

% Bristol-Myers Squibb Company



Effective with a low
incidence of peptic ulcers
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As effective as NSAID standards for OA and RA'

0.5% incidence of peptic ulcers up to 1 year.*' Other
G.l. symptoms comparable to other NSAIDs,
including diarrhea, dyspepsia and abdominal pain

No significant effect on platelet aggregation’

Convenient once-a-day dosing: Starting dose two
500 mg tablets once a day, may be adjusted up
to 2000 mg

*Cumulative rate of ulcers by duration of treatment in U.S. clinical trials with
Relafen. 1000 mg n=833, 1500 mg n=614, 2000 mg n=69; 95% confidence
intervals (0.1%, 0.9%).
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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
® 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.

L

YCS, 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 O WVISA O MasterCard 0O Am Ex

Card # Exp. Date

Signature/P.O. #

Name

City/State/Zip

Williams & Wilkins 428 East Preston Street, Baltimare, MD 21202
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American Medical Association

Physicians Health Foundation

Caring for the Caregiver

The Physicians Health Foundation assists physicians who find themselves unable to
be fully self-supporting due to an illness, injury, or disability. The purpose of the
Foundation is to help physicians discover and sustain an optimum level of
professional practice throughout their careers. The Foundation’s programs are
designed to help physicians maintain healthy and productive careers and to assist
those physicians who are disabled or impaired to return to the practice of medicine.

A host of services

+ a rehabilitation and relief fund

* a carcer retraining program

¢ 2 job finding service

+ development of model programs

+ an educational program for professionals

« an International Conference on Physician Health

+ a rescarch program to identify needs

Helping out is every physician’s responsibility

The American Medical Association (AMA) is committed to laying the groundwork
for the Foundation. Ongoing support from the physician community must be sought
through annual fund raising campaigns and longer-term planned giving efforts.

We are asking physicians and other health professionals to reach into their pockets so
that we do not lose this historic opportunity to insure the well-being of the profes-
sion and more importantly to provide assistance to physicians suddenly finding

themselves in need.

Physici eal
Caring for thmﬂ

(NAPROXEN) 500 mg tablets
Brief Summa
Contraindic rl’un Patients who have had allergic reactions to
NAPROSYN, ANAPROX or ANAPROX DS or in whom aspirin or
other NSAIDs induce the syndrome of asthma, rhinitis, and nasal
ﬁp Because anaphylactic reactions usually occur in patients
with a history of such reactions, question patients for asthma,
nasal polyps, urticaria, and hypotension associated with NSAIDs
before starting therapy. If such symptoms occur, discontinue the
drug. Warnings: Serious Gl toxicity such as bleeding, ulceration,
and perforation can occur at a;: ime, with or without warning
s mploms, in patients treated chronically with NSAIDs. Remain
rt for ulceration and bleeding in Such patients even in the
absan:e of previous Gl tract symptoms. In clinical trials, symp-
tomatic upper Gl ulcers, gross bleeding or perforation apgear to
ocCur in agpru:unmly 1% of patients treated for 3-6 months, and
in about 2-4% of patients treated for one year Inform patients
about the signs and/or symptoms of serious GI toxicity and what
steps to take if they occur Studies have not identified any subse!
of patients not at risk of developing peptic ulceration and bedra
Except for a prior history of serious Gl evenls and other r
factors known to be associated with peptic ulcer disease, such as
alcoholism, smoking, etc, no risk factors (e.g., age. sex) have
been associated with increased risk. Elderly or xzbililaleﬂ patients
seem 1o tolerate ulceration or bleeding less well than others and
most spontaneous reports of tatal G events are in this population
In considering the use of relatively large doses (within the recom-
mended dosage range), suﬂlmnl benefit should be anncupalnd o
offsel the potential increased risk of Gl toxicit autions: 00
NOT GIVE NAPROSYN® mnpnoxen couc'omrmnv WITH
ANAPROX® (NAPROXEN SODIUM ANAPROX® DS
(NAPROXEN SODIUM) SINCE THEY BOTH CIRCUL&TE IN PLASMA
As THE NAPROXEN ANION lcule interstitial nepnnlns with hema-
furia, p ia, and has been reported
Patients with impaired renal function, heart failure, liver dysfunc-
tion, patients taking diuretics, and the elderly are at greater risk of
overt renal decompensation. If this occurs, discontinue the drug
Use with caution and monitor serum creatinine and/or creatining
clearance in patients with significantly impaired renal function
Use caution in patients with baseline creatinine clearance less
than 20 mL/minute. Use the lowest effective dose in the eiderly or
in patients with chronic aicoholic liver disease or cirrhosis. With
NSAIDs, borderling elevations of liver tests may occur in up to
15% of patients. They may progress, remain unchanged, or be
transient with continued therapy. Elevations of SGPT or SGOT
occurred in controlled chinical trials in less than 1% of patients
Severe hepatic reactions, including jaundice and fatal hepatitis,
have l:een ragorheu rarely If liver disease devnlops or il systemic
ocour fe.g lia or rashj, d ther-
apy. If steroid dosage is reduced of eliminated dur therapy, do
50 slowly and observe patients closely for adverse effects, includ-
ing adrenal y and of arthritis
Determine hemoglobin values periodically for patients with initial
values of 10 grams or less who receive long-term therapy. Periph-
eral edema has been reported. Therefore, use with caution in
patients with fluid lalenhun hyumtsnslun or heart failure The
drugs Y and anti y activities may reduce
fever and diminishing their diag value. Con-
duct ophthaimic studies if any chanqe or disturbance in vision
occurs. For patients with restricted sodium intake, note that the
sus ension contains B mg/mL of sodium. Information for
Patients: Side effects of NSAIDs can cause discomfort and, I’afﬂi
there are more serious side effects. such as Gl bleeding, whicl
may result in hospitalization and even fatal outcomes Physicians
may wish to discuss with patients the potential risks and likely
benefits of NSAID treatment, particularly when they are used for
less serious conditions where treatment withou! NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if they experience drowsiness, dizziness
vertigo or depression during therapy Laboratory Tests: Because
serious Gl tract ulceration and bleeding can occur without warn-
ing symptoms, follow chronically treated ﬁahenls for signs and
symptoms of these and inform them of the importance of this
follow-up. Drug Interactions: Use caution when giving concomi-
tantly with coumarin-type anticoagulants, a hydantoin, sulfon-
amide or sulfonylurea; furosemide. lithium. beta-blockers,
¥muenec|¢. of methotrexate. Drug/Laboratory Test Interactions:
he drug may decrease platelet awe?ataon and prolong bleeding
time or increase urinary values for 17-ketogenic steroids. Tempo-
ranly stop therapy for 72 hours belore doing adrenal function
tests. The drug may interfere with urinary assays of SHIAA Car-
cinogenesis: A 2-year rat study showed no evidence of carcino-
genicity. Pregnancy: Category B. Do not use during pn:?nancy
unless ciearly needed Avoid use during late pregnancy. Mursing
Mothers: Avoid use in nursing mothers Pedialric Use: Single
doses of 2.5-5 mg/kg. with total da:l; dose not excéeding 15
mg/kg/day, are sale |n children over 2 years of age Adverse
Reactions: In a study, Gl reactions were more frequent and severe
in rheumatoid arthritis patients on 1,500 mg/day than in those on
750 mg.'aarﬂ In studies in children with juvenile arthritis, rash and
prolonged bleeding times were more frequent, GI and CNS reac-
tions about the same, and other reactions less frequent than in
adults. Incidence Greater Than 1%, Probable Causal Relationship
GI: The most Irequent complaints refated to the Gl tract: constipa-
tion; heartburn” abdominal pain; nausea” uyspepsna diarrhea,
stomatitis. CNS headache’ dizziness’ drowsiness. light- hsided
ness, vertigo. D Itching { skin erup!
ecchymoses’ sweating, pulpura Spe:lai Senses. tinnitus® hear-
ing disturbances, visual disturbances. Cardiovascular: edema’
dys nea &amnlalmns General. thirst. Incidence Less Than 1%
sal Relationship: GI: abnormal liver function tests
r.nims GI bleeding and/or rrlmatm hematemesis, jaundice.
msluna peptic ulceration wit bleadmu and/ wpetlara!mn vomit-
ing. Renal. glomerular inter-
stitial nephritis, nephrunc syndrame renal disease, renal Iaulure
renal papillary gic: agr , 80sino-
philia, gr feu CNS

dream at ies, inability to concentrate, insom-
nia, malaise, myalgia and muscle weakness. Dermatologic: alope-
cia, photosensitive dermatitis, skin rashes Special Senses:
hearing imp Cardiovascular heart failure
General: anaphylactoid
reactions, menstfual'dlsord'e(s pyrexia (chills and fever). Causal
aplastic anemia, hemolytic
anemia. CNS: aseptic menmnihs cognitive dysfunction. Dermato-
logic. epidermal necrolysis, erythema multiforme, photosen-
sitivity reactions resembling porphyria cutanea tarda and
epidermolysis bullosa, Stevens-Johnson syrturnme urticaria. GI:
non-peptic GI ulceration, ul

vasculitis Gumal g ic edema, hypo-
glycemia Owerdosage: Ma|y have ummss ‘heartburn, indiges-
tion, nausea, vomiting. A few patients have had seizures. Empty

stomach and use usual supportive measures. In ammals 0. .mxi:n
of activated charcoal reduced plasma levels of naproxe:

Federal law prohibits dispen: without Dl‘escrlullun See pack-
age insert for full Prescribing Information

*Incidence of reported reaction 3%-9%
Where unmarked, incidence less than 3%

US. patent nos. 3904682, 3998966 and others
1991 Syntex Puerto Rico. Inc Rev.39 September 1990



IN MANY CHRONIC ARTHRITIS PATIENTS

Expect Success

from the *1
Prescribed NSAID

Color<enhanced banum coniiast study of stamach

A proven efficacy and safety
profile backed by 16 years
of clinical success.

As with other NSAIDs, the most frequent
complaints are gastrointestinal, and rare
hepatic and renal reactions have been
reported.

Please see brief summary of prescribing
information on adjacent page.

Color-enhanced 3-D MRI of OA knee with medial compartment narrowing and anterior
osteophytes in red. Supplied by David W. Stoller, MD, of California Advanced imaging

EXPECT SUCCESS FROM

NAPROSYN

(NAPROXEN) 500 mg tablets «..

Also available in 375 and 250 mg tablets and in suspension 125 mg/5 mL e

“*Leading industry audits for 12 months ending April 1992. Pharmacy
sales of Naprosyn (naproxen) in the U.S. Data on file, Syntex
Laboratories, Inc, Document NP92181-A.

© 1992 Syntex Puerto Rico, Inc. NP92181




