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TODAY’S LIFE DEMANDS
INSULIN ON DEMAND

GLUCOTROY? (glipizide) provides

patients with insulin when needed, responding

on demand to meals and rising blood sugar.'

GLUCOTROL, with

insulin on demand, controls blood sugar quickly and
effectively —all day and all night.'

GLUCOTROL works

in response to meals; returning insulin to near-normal

levels once the meal challenge subsides.'”

When diet alone fails in NIDDM...*

Glucotrol
(glipizde)szeeeo66

: : Prait
ident diabetes mellitus.

Non-insulin-deper Pl sentiasls : .
As with all sulfonylureas, hypoglycemia may occur. 1larmaceuticals Please vee bref summary of prescribing information on last page.



RESPONDS TO MEALS—
AND REMAINS AT BASAL LEVELS DURING FASTING

Day 1 (with meals)
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The effect of lasting on mean blood sugar and plasma insulin levels was measured in a 2-da{ of six NIDDM nahenls
whose blood sugar levels had been conlrolled by a single daily dose of 5 to 10 mg of GLUCOTROL. On the first
n?mﬁ ser;edwmlwe meals. On the second, they received no food. Patients received their usual dose of GLUCOTH!
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'REFERENCES: 1. Clarke BF, Corrall RUM, Azzopardi J. Bralia P, Fraser OM, Duncan LIP Clinical observations on glipizide: efficacy, duration of
aclivity, and saiely, I Gifpirige: A Worlbwidke Review. Princeton, NJ. Excerpta Medica; 1984:234-247. 2, Goebel R, Leb G. Effects of glyburide and
gliptaice on fevels of immunceeactive insulin and blood sugar. ln: Giinizie: A Woriide Review: Princston, M Excerpls Medica, 1584915
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INDICATIONS AND USAGE: GLUCOTROL is Indicaled as an adjunct b diel for the control of hyperglycemia in patients wilh non-
Insulin-dependent diabedes meflitas (NIDOM, type 1) atier an adequete trial of detary Mesagy has proved unsatistactory
CONTRAINDICATIONS: GLUCOTROL Is contraindicated In patients with known hypersensitivity 1o the drug or with diabetic
ketoacidosis, with of without coma, which should be tresied with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The of oral
drugs has been reported to be iated with lar mortality as to with dist
alone or diet plus ingulin. This warning is based on the study conducted by the University Group Diabetes Program
(UGDP), a long-term p clinical trial o evaluate the of glucose-lowering drugs in
preventing or delaying vascular complications in patiants with non-insulin-dependent diabetes. The study invalved
823 patients who were randomly assigned to one of four treatment groups (Diabefes, 19, supp. 2:747-830, 1970).
UGDP reported that patients treated for 5 1o 8 years with diet plus a fixed dose of tolbutamide (1.5 grams per day)
Ied @ rate of maortality y 2% times thal of patients treated with diet alone. A significant
increase in lotal mortality was not but the use of was based on the increase in
cardiovascalar mortality, thus limiting the opportunity for the study to show an increase in overall martality. Despite
Ihe interp of these results, the findings of the UGDP study provide an adequate basis
for this warning. The patient should be int d of the 1 risks and ad of GLUCOTROL and of
alternative modes of therapy. Although only one drug in the sullonylurea class (tolbutamide) was included in this

FOR TYPE Il DIABETES,

TODAY’S LIFE DEMANDS
INSULIN ON DEMAND

When diet alone fails in NIDDM...

Glucotrol
(dlipizide)szeweos

Becausa recent information suggests that abnormal blood glucose fevals during pregnancy are associzled with a higher incidence of
conganital ahnormalities, mary experts recommand that insulin be used during pregnancy 1o maintain blood glucoss levels as closs bo
narmal a8 possshie

Monteratogenic Efects: Prolonged severe hypogiycemia has been reported in neonates born to mathers who were receving a
sulforryhurea drug at the lima of delivery. This has been.reported mare irequantly with Me use of agents wifh prolonged haif-lives.
GLUCOTROL shiould be discontinued a1 keast one manth before the sxpected defivery date

Nursing Mothers: Since some sullonylurea drugs are known o be excreted in human milk, insulin terapy should be considered il
nursing is ko be confinued.

Pediatric Use: Salety and efisctiveness in children have niot been estabilished

ADVERSE REACTIONS: In controlied studies, the freguenty of serious advarss reactions reported was very low, 0f 702 patients, 11.8%
reporied adverse reactions and in only 1.5% was GLUCOTROL discondinued.

Hypoglycemia: Ses PFECMIMS and OVERDOSAGE sections.

thee most comimon, were reporied with the lallowing approximate incidence: nausea and
diarrhea, pne in 70; constipation and gastralgia, one in 100. They appear o be dose-related and may disappesr on division of reduction of
dosage. Cholestalic jaundsos may occur rarely with sulfonylureas: GLUCOTROL should be discontinued ¥ this occurs.

Dermatologie: Allargic skin reactions including erythema, morbilfiform or maculopapular esuptions; urticaria, pruritus, and eczema have
been reported in about one In 70 patients. These may be transkent and may disappear despile continued use of GLUCOTROL: if skin
reactions persist, the drug should be discontinued. Porphyrin cutanes tarda and pholosensitivity teactions have been teported
with suflonyhireas.

study, It is prudent from a safety standpoint to consider that this waring may also apply to other oral
drugs In this class, in view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excrétion of GLUCOTROL may be slowed in patients with
Impaired renal and/or hepatic function. Hypoghycamia may be proonged in such patients should It occur,

g . , thwombacytopenia, hemolytic anemia, aplastic anemia, and pancylopenia have been
reportad wilh sulbonylureas.
Metabalie: Hepatic parphyria and disulfirami-fike alcohol reactions have been reporied with sultomylureas. Clinical axperience fo date
has shown that GLUCOTROL has an exiremely low incidence of disulfiram-like reactions.

Hypoglycamia: All sulonylureas are capable of producing severs hypoghycemia. Proper patient selection, dosage, and are
impartant to avoid fypogiycemia. Renal or hepatic nsufliciency may increase the risk of hypoglycemic reactions. Eldarly, debilitated or
malnourished patients and those with adrenal or pitulkary insufficiency are particularly susceptithe to fhe b 1 action of ulucuse
Ipwering drugs. Hypoglycemia may be difficult to recognizs in the eldarly or people taking beta-adranergic blocking dnigs

s mare [ikety o occur when calaric intake is deficient, after severe or profonged exgrcise, when alcohol i ingested. or when mose than
one glucoss-lowering drug is usad

Loss of Conirol of Blood Glucose: A loss of conirol may occur n diabetic patients exposed to siress such as fever, trauma, Infection
O surgery. |t mey than be necessary lo discontinue GLUCOTROL and adminisser insulin

Laboratory Tests: Biood and uring glucoss should be manitored periods of giycosylated ghabin may be useful
Information for Patients: Patients should be informed of the potential lm and advantages of GLUCOTROL, of altermafive modes of
therapy, as well 25 the importance of adhering fo dietary instructions, of 3 reqular exercise peogeam, and of reguiar testing of uring and/or
blood glucose. The risks of hypoglycemia, Its symploms and freatment, and conditions that predispose o its development should be
explained to patients and responsible kemily members. Primary and secandary taiure should alsa be explained

Drug Interactions: The hypoglycemic action of sullonylureas may be potentiated by certain drugs including nonstercidal anti-
inflammaiory agents, some a2oles, and other drugs that are highly probein bound, saficylates, sulfonamides, chioramphenical, probenecid,
coumarirs, monaamine oxidase inhibitors, and beta-adrenergic blocking agents. fn wiro studies indicate that GLUCOTROL binds
differently than tolbutamide and does not imferact with salicylate or dicumarnl. However, caution must b sxercised in lating these

Cases of and ithe syndrome of inappropriate anfidiurefic hormane (SIADH) sacredion have been
reposted with this and othar sullonyluraas
Miscellaneous: Diziness, drowsiness, and haadache have sach been reported in aboul one in ity patsants treated wilh GLUCOTROL
They are usuaily transiant and seldom requére discontinuance of therapy,
OVERDOSAGE: Dverdosage of sulfonylweas including GLUCOTROL can produocs hypoghycemia, If iypoglycemsc coma is diagnosed of
suspecied, the patient should be given a tapid infravenous injection of concendrated {50%) gliscoss solidion. This shauld be followed by &
continuows infusion of a more difute (10%) lucose solution at a rate that will maintain fhe blood glucose at a level above 100 Mt
Fatignts should be clossly monitored for a minimum of 24 1o 48 hours since hypoglycemia may recur ater apparent clinkcal recovery.
Clearance of GLUCOTROL from plasma would be prolonged in persons with liver disease. Because of the exdensive protein binding of
GLUCOTROL. dialysis i unlikely fo be of benefit
DOSAGE AND ADMINISTRATION: Thers s no fived dosage regimen for the management of diabetes mellitus with GLUCOTROL. in
peneral, i should be given approximataly 30 minubes belons a mead to achieve Ihe greatest reduction in postprandial yperglycemia.
Initial Dose: The recommended starting dos= 5 5 mg bedoe breaklast. Geriatric patients or those with fiver dissase may be started on
25 mg. Dosage adustments shoukd ondinarily be in increments of 2.5 -5 my, 25 datermined by blood glucose response. Al feast several
days should elapss betwoen litation steps.
Maximum Dose: The maximum recommended Intal dally dose i 40 myg
Some patients may te effectively controlied on a once-a-day regimen, while others show better respanss with dividesd

findings 1o a clinical situation. Certain drugs tend to produce hyperglycemia and may lead bo foss of control, including the thiarides snd
other diuretics, corticosteroids, phenothiazines, thyroid products, estrogans, oral confraceptives, phemytoin, nicatinic acid,
sympathomimetics, calcium channel blocking dnegs, and isoniazid. A polential interaction between oral miconazale and oval
hypoglycemic agents lexding to severe hypoglycemia has been reported, Whether this inferaction also occurs wilh the infravenous,
Topical, or vaginal pregarations of miconazole is not known, The effect of concomitant administration of DEFLUCAN (Ruconazole) and
GLUCOTROL has been demonsdrated in a placebo-confrolled crossover stiudy in normal volunteers. All subjects received GLUCOTROL
along and foliowing freatment with 100 mp of DIFLUCAN as a single daily oral dose for 7 days. The mean percentage increass in the
GLUCOTROL AUC after fuconazole adminisiration was 56.9% (range: 3510 81)

of Fertility: A 20 iy i rats and an 18-month study in mice & doses up o
5 fimes the maximim human dosa revealed no evidence of drug-refated carcinogenicity, Bacterial and i wivo mutagenicity tests were
unifoemiy negative. Studies in rats of both sexes af doses 1 fo 75 times e human dose showed na efiects on fariily,
Pregnancy; Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fefoloxic in rat reproductive studies af all dose levels
{5-50 mg/fkg). This feddonicity has heen similarly noted with ofher ¥ . such as and The atfact is
perinatal and belleved ta be directly reksted to the pharmacologic (hypoghycemic) action of GLUCOTROL. In studies in rats and rabbis no
teratogenic sfects were found. There are no adequate and well-controfied studies in pregnant women. GLUCOTROL should be used
during prignancy only [ the potential benefit justifies the potantial isk fo the fetus.

GC158A83 @1943, Plizer Inc

dosing. Total daily doses above 15 myg should ordinarity be divided
HOW SUPPLIED: GLUCOTROL tabiats are whits, dye-bee, scored, diamond-shaped, and imprinted as follows:

5 mg—Plioer 411; 10 mg—Pizer 412

& g Bottles: 100's (NDC 0043-4110-66), (NDC 59012-411-66); 500's (NDC D048-4110-73), (NDC 59012-411-T3); Unit Dose 100's
(NDC 0045-4110-41), (NDC 59012-411-41)

10 mg Boftles: 100's (NDC 0048-4120-66), (NDC 59012-412-66); 5005 (NOC 0048-4120-73), (NDC 58012-412-73); Unit Doss
100's (NDC D049-4120-41}, (NDC 50012-412-41).
CAUTION: Federal lw prohibits dispersing wilhoul prescription
Mare detailed professional information avallable on requesi.
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The ARCHIVES OF FAMILY MEDICINE is a 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 of Dermatology

Archives of Family Medicine

Archives of General Psychiatry

Archives of Internal Medicine

Archives of Neurology

Archives of Ophthaimology

Archives of Otelaryngology—Head & Neck Surgery
Archives of Pathalogy & 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 to 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 for 1 year, $143 for 2 years in the United States and US
possessions; other countries, one year, $115; 2 years, $213 for expedited air de-
livery. (Rates for subscriptions for 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 St, Chicago, IL 60610. Please
notify us of address change at least 6 weeks in advance to ensure uninterrupted
service. Include both old and new addresses, a recent mailing label, and new ZIP
code.

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 State St, Chi-
cago, IL 60610, or call (800) 262-2350 (670-7827) between 8:30 aM and 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 to 6 weeks for delivery following publication. Re-
quests for individual reprints should be sent directly to 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.

ADVERTISING PRINCIPLES—Each advertisement in this issue has been reviewed
and complies with the principles governing advertising in AMA scientific publi-
cations. A copy of these principles is available on request. The appearance of ad-
vertising in AMA publications is not an AMA guarantee or endorsement of the
product or the claims made for the product by the manufacturer.
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This Is How
BPH Feels




New Indication

Release the Grip




of BPH

For Fast, Effective Relief Hytrin Rapidly Reduces
Symptoms of BPH

® Hytrin can begin providing symptom

relief in two weeks.'
e
= Approximately 70% of patients ex- 10
perience an increase in urinary flow 5 e R
and improvement in symptoms. ! gﬁ ot v~ o e
} SCORE i * Significantly difler:,ril
® In an ongoing open-label study, the o)’ e o
improvements in symptoms and flow N * Hytrin 75
rates have been sustained for up to 5t (=46 04
30 momhs. 00 2 4 6 8 10 12 14 16 20 24
WEEKS
From a Wlde Range A randomized, double-blind, placebo-controlled. multicenter trial
in men with qualilying symptoms given either placebo or Hytrin
& Of Symptoms titrated 1o response (max. 10 mg/day).!
[ . = Hytrin significantly improves
. the most common and often
_ , bothersome symptoms of
' BPH:!

= weak stream
= frequency

L = nocturia
m Hytrin also signifi-
: A cantly improves
. ! dribbling, Begin Prescribing Hytrin

intermittency, = ®1mg,
hesitancy, and Hw RE o
. A th? ;sensati(in ' = ey IS
Y Cemoi (TEIAZ0SINHC)
For fast, effective relief

Please see brief summary of prescribing information for Hytrin
© 1993, Abbott Laborataries on last page of this advertisement



Free the Flow
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ytrin improves peak

flow rates!?
4.54 (n=58 at 30 months)
404 *n<0.05
EE&'; 354 *
paTe, 304 ) : .
MEAN 254 * = 4
E:SJNJFE 254 Mean Baseline: 9.2 mL/sec
BASELNE 15 - Mean Change (SE) = 2.9 (0.55)f
:[!?ll_u!%EN?HSw
054 Tp<0.001
00 e
0 3 6 9 1 15 18 A M4 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 .57

Begin Prescribing Hytrin
HYTRIN:
(terazosinie)

For fast, effective relief

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



Relieve the Pre




ssures of BPH

Well-Tolerated Therapy
® Discontinuation due to adverse events
e Dl was not significantly different from that
BASELINE 0 = - IR of placebo.!
MEAN ap o - g
4k 130.0 779 s
AEIKICTION Al ® Adverse events that occurred significantly
HSEIE s more often with Hytrin than with placebo
10 were dizziness (9.1%), asthenia (7.4%),
o postural hypotension (3.9%), somnolence
gk 1421 e (3.6%), nasal congestion/rhinitis (1.9%),
HTN= Hypertensive patients (Diastolic Blood Pressure 90 mm Hg; n=65) and impotence (l 60/6) E
NOR=Normotensive patients (Diastolic Blood Pressure <90 mm Hg; n=519)
Dose: >70% of patients in both groups received between 5 and 20 mg/day of Hytrin.
® Incidence of syncope (0.6%) was not

enificantly different £ Filiaci
® In BPH patients, the mean diastolic blood significantly different from: that of placebo

pressure reductions were -15.1 mm Hgin ~ m 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 HWIT]

developing significant hypotension. ®1my.
Dosage reduction and retitration of either H" R m,
agent may be necessary.! aLETs
(terazosinHe))
For fast, efiective relief

Please see brief summary of 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 administra-
tion or retitration to minimize the risk of hypotension and

syncope. !
m All tablet strengths are identically priced.

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

Relerences
1. Hytrin package insen, Abbott Laboratories. 2. Data on file, Abbott Laboratories. 3. Caine Irology. 1988:32(suppl & ln 20. 4, McNeal || The zonal anatomy of the
The Prostate. 1981;2:35-49. 5. Lepor H, Henry D, Laddu AR. The f womatic BPH. The Prostate, 1991;18:345- ﬁ 6 I H
Meretyk S, Knapp-Moloney G. The safety, ¢ I.-l' 902:147:1554- m 7 Lepor H. Role of long-act-
ing selective alpha-1 blockers in the treatment of benign prostatic hyperplasia. [
®1mg
-
TBmg
F fast ff Z Ve relief
or 1asl, erective relie
Please see briel 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, S mg and 10 mg tablets are not indicated as ini-
tial therapy. Dosage should then be increased slowly,
according to recommendations 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 1, 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 lie 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:

Smal] 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 Cpay (25%) and Cip (32%) means.
Terazosin mean T,y 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 vive 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 statisticalty significant increase in the incidence
of testicular atrophy in rats exposed to 40 and
250 mg/kg/day, but not in rats exposed te 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 alsc 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 admuinistra-
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 - PLACEBQ) 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 iong-term open-
labe! 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 discontiruation 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/amblyopia (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-
iowing 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-
tore, 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:

| 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
16 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 channel 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

Abbott Laboratories

North Chicago,IL 60064



Helen Keller’s
Vision at Work

A young adult like
Bradley Cupit, who is deaf-blind,
brings more than just good
work to the business that
hires him. His presence promotes
better understanding,
cooperation, and good will
among all employees.
Corporations such as Avis
have discovered this while
working with the
Helen Keller National Center
for Deaf-Blind Youths and Adults.
Find out how even a small
company can help
contribute to a world of

better understanding, -
Call our placement specialists
at 1-800-255-0411.

Now we can all Share
Helen Keller’s Vision

Helen Keller National Center
for Deaf-Blind Youths and Adults*
111 Middle Neck Road, Sands Point NY 11050

Regional Offices: Atlanta; Chicago; Denver;
New York; Los Anﬁﬁijes; Boston; Dallas;
Kansas City, KS; Philadelphia; Seattle

*Operated by Helen Keller Services for the Blind
Agency: GTFH, 114 Fifth Avenue, New York NY 10011
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CPT ’94% puts a whole new twist on coding

For the first time, from the American Medical Association (AMA), the 1994 edition
of CPT is available with a sturdy spiral binding —a direct response to requests
from coders who appreciate the ease and convenience of a reference that lays flat

and stays open,

Of course, CPT 1994 is also available
in the traditional soft bound edition.
And, both formats come with the CPT
Clinical Examples Supplement and
specialty coding minibook of your
choice, at no additional charge. Plus,
you get free self-adhesive tabs for quick-
er reference to frequently used codes.
Be sure to ask about our pre-packaged
minibook sets that cover any of eight
specialty areas, too.

With more than 790 coding changes set
for next vear, demand for CPT' 1994 will
be high. By ordering today, you can avoid
the hassles of the last minute rush and
benefit from receiving your new CPT'

American Medical Association

Physicians dedicated to the health of America

upon publication. Then you'll have plen-
ty of time to incorporate the changes
into your c¢laims processing system
before they go into effect in January.
Spiral Bound Order #: SP054194.JZ
AMA member price: $32.95
Nonmember price: $39.95

Soft Bound Order #: OP054194.JZ
AMA member price: $29.95
Nonmember price: $39.95

To order, call toll free

800 621-8335

MasterCard, VISA, American Express,
and Optima accepted.

State sales taxes and shipping/handling
charges apply.




Once-A-Day

o Adalat@@

EXTEND

nifedipine::is+s:

30mg,60mg &90mg

Real Value for Real People
with Hypertension

Real Therapeutic Value

* The benefits of long-acting nifedipine therapy

for hypertension*'

Real Human Value
¢ Convenient, well-tolerated therapy

¢ 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%

72
Residence New York City

Pretreatment BP.....170/102
Marital Status widowed
Health Ins

Medicare

Real Economic Value

¢ Lower price (AWP) than Procardia XL* 30 mg,

60 mg and 90 mg—potential 25% savings'+*’

*Not indicated for angina. Take on an empty stomach. Careful
titration may be necessary when switching between Procardia XL*
and Adalat® CC,

tCalculations based on suggested Average Wholesale Price (AWP).

tProcardia XL is a registered trademark of Pfizer Labs Division,
Pfizer Inc.

Please see brief summary of Prescribing Information
on back of this page.

“Save as much as $111' a year?
That’s bus fare to work for three months.”
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nifedipine

30mg,60mg & 90mg

CONSULT um&“ 'IESEE%RFYULL PRESCRIBING
INFORMATION

Start with*

Titrate, if necessary*

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

bunch of
kid studt.

Pediatricians like you are responsible for a much broader
range of patients these days. From the cradle all the way

to college.

That's why AJDC will become the Archives of Pediatrics

& Adolescent Medicine in January 1994.

Edited by Catherine DeAngelis, MD, Archives will be

devoted to the entire spectrum of pediatric primary care,

with special attention to adolescents.

A new, reader-friendly
format helps you get the
latest peer reviewed, primary
source material more easily
than ever before.

Watch for the Archives of
Pediatrics & Adolescent
Medicine. It’s more than
just kid stuff.

American Medical Association

Physicians dedicated to the health of America

ARCHIVES
I T —
PEDIATRICS &
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INCORPORATING AJDC: AMERICAN JOURNAL

OF DISEASES OF CHILDREN
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LODINE® (etodolac) TABLETS/CAPSULES
BRIEF SUMMARY

Indications and Usage: Lodine is indicated for acute and long-term use in
the management of signs and symptoms of esteoarthritis. Lodine is also
indicated for the management of gain. Contraindications: Hypersensitivity
to Lodine. Patients in whom Lodine, aspirin, or other NSAIDs induce
asthma, rhinitis, urticaria, or other allergic reactions. Fatal asthmatic reac-
tions have been reported i such patients receiving NSAIDs. Warnings:
Serious G toxicity, such as bleeding, ulceration, and perforation, can occur
at any time, with or without warning symptoms, in patients treated chron-
ically with NSAIDs. Remain alert for ulceration and bleeding in such
patients even in the absence of previous Gl-tract symptoms. In clinical tri-
als, symptomatic upper Gl ulcers, gross bleeding or perforation appear to
oceur in approximately 1% of patients treated for 3-6 months and in about
2-4% of patients treated for 1 year. Inform patients about the signs and/or
symptoms of serious GI toxicity and what steps to take if they occur. Stud-
ies have not identified any subset of patients not at risk of developing pep-
tic ulceration and bleeding. Except for a prior history of serious Gl events
and other risk 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. Elderty or debilitated patients seem to
tolerate ulceration or bleeding less well than others and most spontaneous
reports of fatal Gt events are in this population. In considering the use of
relatively large doses (within the recommended dosage range}, sufficient
benefit should be anticipated to offset the potential increased risk of Gi
toxicity. Precautions: Patients with impaired renal function, heart failure,
liver dysfunction, those taking diuretics, and the elderly are at greater risk
of overt renal decompensation. If this occurs, discontinue the drug. With
NSAIDs, borderline elevations of liver tests may occur in up to 15% of
patients. They may disappear, remain unchanged, or progress with contin-
ued therapy. Elevations of ALT or AST (approximatety three or more times
the upper limit of normal) have been reported in approximately 1% of
gatients. A patient with symptoms and/or signs suggesting liver dysfunc-
tion, or in whom an abnormal liver test has occusred, should be evaluated
for the development of a more severe hepatic reaction. Although such reac-
tions are rare, if abnormal liver tests persist or worsen, if liver disease
develops or if systemic manifestations eccur (e.g., eosinophilia, rash, etc.),
discontinue therapy. Anemia is sometimes seen, which may be due to fluid
retention, Gl blood loss, or an incompletely described effect upon erythro-
poiesis. Patients should have their hemoglobin or hematocrit checked if
they develop signs or symptoms of anemia. Fluid retention and edema
have been observed in some patients; therefore, use with caution in those
with fluig retention, hypertension, or heart failure. Information for
Patients: NSAID side effects can cause discomfort and, rarely, may be
serious, such as GI bleeding that may result in hospitalization and even
fatal outcomes. Physicians may wish to discuss with patients the potential
risks and likety benefits of Lodine treatment, particularty when it may be
used for less serious conditions in which treatment without Lodine may be
an acceptable alternative. Laboratory Tests: Because serious Gl-tract
ulceration and bleeding can occur without warning symptoms, follow
chronically treated patients for signs and symptoms of these and inform
them of the importance of this follow-up. Drug Interactions: Use caution
when giving concomitantly with antacids, aspirin, warfarin, phenytoin, gly-
buride, diuretics, cyclosporine, digoxin, lithium, or methotrexate. Coad-
ministration of Lodine and phenylbutazone not recommended. Drug/Labo-
ratory Test Interactions: Faise-positive for urinary bilirubin and/er urinary
ketone. Teratogenic Effects: Pregnancy Category C: Lodine should be
used during pregnancy only if the potential benefits justify the potential
risk to the fetus. Avoid use during late pregnancy. Labor and Delivery.
Lodine is niot recommended. Nursing Mothers: Safety has aot been estab-
lished. Caution should be exercised if Lodine is administered to a nursing
woman. Pediatric Use: Safety and effectiveness in children have not been
established. Geriatric Poputation: No dosage adjustment is generally nec-
essary, nevertheless caution should be exercised. Adverse Reactions:
Incidence greater than or equat to 1% — probably causally related:
Body as a whole: chills and fever. Digestive system: dyspepsia (10%),
abdominal pain*, diarrhea*, flatulence*, nausea®, constipation, gastritis,
melena, vomiting. Nervous system: asthenia/malaise”, dizziness", depres-
sion, nervousness. Skin and appendages: pruritus, rash. Special senses:
blurred vision, tinnitus. Urogenital system: dysuria, urinary frequency.
*Drug-related patient complaints occurring in 3-9% of patients. Drug-
related patient complaints occurring in fewer than 3%, but more than 1%,
are unmarked. Incidence less than 1% — probably causally related:
(Reactions not seen in clinical trials are rarer and are italicized). Cardiovas-
cular system: hypertension, congestive heart failure, flushing, paipitations,
syncope. Digestive system: thirst, dry mouth, ulcerative stomatitis,
anorexia, eructation, elevated liver enzymes, cholestatic hepatitis, hepatitis,
cholestatic jaundice, jaundice, PUB {i.e., peptic ulcer with or without
bleeding and/or perforation), pancreatitis. Hemic and lymphatic system.
ecchymosis, anemia, thrombocytapenia, bleeding time increased, agran-
ulocytosis, hemolytic anemia, neutropenia, pancytopenia. Metabolic and
nutritional: edema, serum creatinine increase, hyperglycemia in previously
controfled diabetic patients. Nervous system: insomnia, semnolence. Res-
piratory system: asthma. Skin and appendages: angioedema, sweating,
urticaria, vesiculobullous rash, cutaneous vasculitis with purpura,
Stevens-Johnson Syndrome, hyperpigmentation, erythema muitiforme.
Special senses: photophobia, transient visual disturbances. Urogenital
system: elevated BUN, renal failure, renal insufficiency, renal papillary
agcrosis. Incidence less han 1% — causal relationship unknown: Body
as awhole: infection. Cardiovascular system: arrhythmias, myocardial
infarction. Digestive system: esophagitis with or without stricture or car-
diospasm, colitis. Hemic and lymphatic system: leukopenia. Metabolic and
nutritional: change in weight. Nervous system: paresthesia, confusion.
Respiratory system: bronchitis, dyspnea, pharyngitis, rhinitis, sinusitis.
Skin and appendages: maculopapular rash, alopecia, skin peeling, photo-
sensitivity. Special senses: conjunctivitis, deafness, taste perversion. Uro-
qenital system: cystitis, hematuria, leukorrhea, renal calculus, interstitial
nephritis, uterine bleeding irregularities. Grug Abuse and Dependence:
Lodine has no addiction potential in humans. Gverdosage: May develop
lethargy, drowsiness, nausea, vomiting, epigastric pain, GI bieeding,
coma, or anaphylactoid reaction, Hypertension, acute renal failure, and res-
piratory depression are rare. Empty stomach and use usual supportive
measures. See package insert for full prescribing information.
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Extra Strength, 400 mg,
That Works In Osteoarthritis

Simple B.I.D. Choice*

mg

Same Favorable LODINE Tolerabilityt

NEW] ODINE400.,

ETODOLAC ™eErs
More Strength
To Live With Osteoarthritis

* Recommended starting dosage in'OA is BOO mg to 1,200 mg/day in divided doses

I As with other NSAIDs, the most frequent complaints relate to the Gl tract lr patients
treated chronically wit N‘%A D lh rapy, serious Gl toxicity such as perforatic ||I('e_.':-er|u-"_
and bleeding can occu
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ONCE DAILY FOR RELIEF

Nasal
Inhaler

triamcinolone acetonice)

Turns patient complaints...Into patient compliance

DAILY

ONCE
{asacort
(triameinolone acetonide)

For Intranasal Use Only
Shake Well Before Using

BRIEF SUMMARY

CONTRAINDICATIONS: Hypersensitivity o any of the ingredients of this preparation
confraindicates its use

WARNINGS: The replacement of a systemic corficosteroid with a fopical coricoid can be
accompanied by signs of adrenal insufficiency and, in addition, some patients may experience
symptoms of withdrawal, e.g, joint and/or muscular pain, lassitude and depression. Patients
previously treated for prolonged periods with syslemic corticosleroids and transferred 1o lopical
corticoids should be carefully monitored for acute adrenal insufficiency in response o stress. In
those patients who have asthma or other clinical conditions requiring long-term systemic
corticosteroid treatment, too rapid a decrease in systemic corticosteroids may cause a severe
exacerbation of their sympioms
Children who are on immunosuppressant drugs are more susceptible to infections than healthy
children. Chickenpox and measles, for example, can have a more serious or even fatal course
In children on immunosuppressant doses of coricosteroids. In such children, or in adults who
have not had these diseases, particular care should be taken 1o avoid exposure. if exﬁosed.
therapy with varicella zoster immune globulin [VZIG) ordpooled intravenous immu bulin
(IVIG), as appropriate, may be indicated. If chickenpox develops, treaiment with antiviral agents
may be considered
The use ol Nasacort Nasal Inhaler with alternate-day systemic prednisone could increase the
likefihood of hypothalamic-pituitary-adrenal [HPALsupptessmn compared to a therapeutic dose
of gither one alone. Therefore, Nasacor Nasal Inhaler should be used with caution in patiens
already receiving altlemate-day prednisone treatment for any disease.
PRECAUTIONS

al: In clinical studies with tiamcinolone acetonide administered intranasally, the
development of localized infections of the nose and pharynx with Candida albicans has rarely
occurred. When such an infection develops it may require treatment with appropriate local
therapy and discontinuance of treatment with Nasacon Nasal Inhaler
Triamcinolone acetonide administered intranasally has been shown to be absorbed into the
systemic circulation in humans. Patients with active rhinitis showed absorption similar to that
found In normal volunteers. Nasacon at 440 mcg/day for 42 days did nol measurably affect
adrenal response 10 a six hour cosyniropin test In the same study prednisone 10 -da&
sigr:rhc?nlly reduced adrenal response 1o ACTH over the same period (see CLINICAL TRIALS
section

Nasacon Nasal Inhaler should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory tract or in pabents with untreated fungal, bacterial, or
systemic viral infections or ocular herpes simplex.

Because of the inhibitory effect of corticosteroids on wound healing in patients who have
experienced recent nasal septal ulcers, nasal surgery or trauma, a corticosteroid should be
used with caution until healing has occurred

When used al excessive doses, systemic corticosteroid effects such as hypercorticism and
adrenal suppression may appear_ If such changes occur, Nasacort Nasal Inhaler should be
discontinued slowly, consistent with accepted procedures for discontinuing oral steroid therapy
Information for Patients: Patients being treatad with Nasacorn Nasal Inhaler should receive
the following information and instructions

Patients who are on immunosuppressant doses ol corticosteroids should be warmad 1o avosd
exposure o chickenpox or measies and, if exposed, 1o obtain medical advice.

Patients should use Nasacon Nasal Inhaler at regular intervals since its effectiveness

on its regular use. A decrease in symploms may occur as soon as 12 hours after starting steroid
therapy and generally can be ex 10 pcour within a few days of initiating ﬁ!e«aigg in allergic
rhinitis. The nt should lake medication as directed and should not exceed

prescribed age. The patient should contact the physician if symptoms do not improve after
three weeks, or i the condition worsens. Nasal imtation and/or buming or stinging after use of
the spray occur only rarely with this product The patient should contact the physician if they
occur

For the proper use of this unit and to attain maximum improvement, the patient should read and
follow the accompanying patient instructions carefully. Because the amount dispensed per puff
may not be consistent, it is important to shake the canister well. Also, the canister should be
discarded after 100 actuations
Carcinog is, Mutag Animal studies of triamcinolone acetonide to test its
carcinogenic polential are underway.

Impairment of Fertility: Male and female rats which were administered oral triamcinolone
acetonide at doses as high as 15 meg/kg/day (110 rncgern’ 'day, as calculated on a surface
area basis) exhibited no evidence of impaired fertility. The maximum human dose, for
comparnsan, is 6.3 mcg/kg/day {240 meg/m?/day) However, a few female rats which received
maternally toxic doses of B or 15 meg/kg/day (60 meg/mé/day or 110 meg/me/day, respectively,
as calculated on a surface area basis) exhibited dystocia and prolonged delivery

NAOGEX193(X)A

Developmental toxicity, which included increases in fetal resorptions and stilloirths and
decreases in pup t and survival, also occurred at the matemally toxic doses
2.5 - 150 meg/kg/day or 20 - 110 meg/m?/day, as calculated on a surface area basis).
oductive performance of female rats and effects on fetuses and offspring were comparable

between groups thal received placebo and non-toxic or marginally toxic doses (0.5 and 1.0 meg/
kg/day or 3.8 meg/m?/day and 7.0 meg/m?/day)
Pregnancy: Pregnancy Category C. Like other corticoids, iriamcinclone acetonide has been
shown o be teral ”ﬁ?c in rats and rabbits. Teratogenic effects, which occurred in both species
at 0,02, 0.04 and 0.08 mg/kg/day :atﬁgremmaisty 135, 270 anid 540 mcg/m?/day in the rat and
320, 640 and 1280 meg/m?/day in the rabbit, as calculated on a surface area basis), included a
low incidence of cleft palate and/or internal hydrocephaly and axial skeletal delects. Teratogenic
efiects, including CNS and cranial malformations, have also been observed in non-human

imates al 0.5 mg/kg/day (approximately 6.7 mg/m?/day|. The doses of 0.02, 0.04, 0.08, and

.5 myg/kg/day used in these loxicology studies are wimately 12.8, 255, 51, and 318.7
times the minimum recommended dose of 110 meg of Nasacort per day and 3.2, 6.4, 127, and
80 times the maximum recommended dose of 440 of Nasacort per day based on a patient
m[‘):lg ws(u?hl of 70 kg. Administration of aerosol by inh to pregnant rats and rabbils
produced embryotoxic and fetotoxic effects which were comparable to those produced by
administration by other routes. There are no
women. Triamcinolone acetonide should be u
justifies the potential risk to the fetus.
Experience with oral corticoids since their introduction in pharmacologic as opposedto
physiologic doses suggests that rodents are more prone 1o lerat ic effects from corticoids
than humans. In addifion, because there is a natural increase in g{;;ocamcocd production during
pregnancy, most women will require a lower exogenous steroid and many will not need
coricoid reatment during pregnancy.

Nonterat ic Effects: Hypoadrenalism may occur in infants bom of mothers recelving
corticosteroids during pregnancy. Such infants should be carefully observed

Nursing Mothers: It is not known whether triamcinolone acetonide is excreled in human milk
Because other corticosteroids are excreted in human milk, caution should be exercised when
Nasacort Nasal Inhaler is administered 1o nursing women
Pediatric Use: Safety and effectiveness have not been established in children below the age of
12. Oral corticoids have been shown o cause growth suppression in children and 3
particularly with higher doses over extended If a child or teenager on any corticoid
gﬁnears 10 have growth suppression, the possibility that they are paricularly sensitive to this
ect of steroids should be considered
ADVERSE REACTIONS: In controlled and unconirolled studies, 1257 patients received
treatment with intranasal tnameinolone acetonide. Adverse reactions are based on the 567
tients who received a product similar to the marketed Nasacort canister. These patients were
ealed for an average of 48 days (range 1 to 117 days]. The 145 patients enrolled in
uncontrolled studies received treatment from 1 1o ays (average 332 days).
The most prevalent adverse expenience was headache, being reported by approximately 18%
of the patients who received Nasacort Nasal iritation was reported by 2.8% of the patients
receiving Nasacort. Other nasopn:rjyngsal side effecls were reporied by fewer than 5% of the
%au'ents who received Nasacorl and included: dry mucous membranes, naso-sinus congestion,
roal discomfon, sneezing, and epistaxis. The complaints do not usually interfere with treatment
and in the controlled and uncontrolled studies approximately 1% of patients have discontinued
because of these nasal adverse effects
In the event of accidental overdose, an increased potential for these adverse experiences may
be expected, but syst adverse exp are unlikely (see OVERDOSAGE section)
OVERDOSAGE: Acute overaosagf with this dosage form s unlikely. The acute topical
application of the entire 15 mg of the canister would most likely cause nasal irrtation and
headache. It would be unlikely 10 see acute systemic adverse effects if the nasal application of
the 15 mg of inamcinolone acelonide was administered all at once.

Caution: Federal (U.S.A) law prohibits dispensing without prescription
Plaase see product circular for full prescnbing information

REFERENCES: 1 Winder J, Barker J, Bell T, et al: Intranasal triamcinalone acelonide aerosol
versus beclomethasone dipropionate aqueous s| in nnial allergic rhinitis. Medical
Interface 1992:5(6, suppl|:16. 2. Data on file, Fﬂwm%oum Rorer Pharmaceuticals Inc. 3.
Findlay S, Huber F, Garcia J, et al: Efficacy of once-a-day intranasal administration of
triamcinolone acetonide in patients with seasonal allergic rhinitis. Ann Allergy 1992,68(3):228-
232. 4 Storms W, Bronsky E, Findlay S, et al: Once daily tiamcinolone acetonide nasal spray IS
effective for the treatment of perennial allergic rhinitis. Ann Allergy 1991 66{4):329-334 5. Feiss
G, Momis R, Rom D, et al: A comparative study of the effects of infranasal iriamcinolone
acetonide aerosol (ITAA) and prednisone on adrenocortical function. J Allergy Clin immunol
1992:89(6):1151-1156.
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“My medicine helps,
but I still can’t function fully at my job...

I've just learned to live with it.”

DO YOU KNOW
WHAT YOUR
MIGRAINE PATIENTS
THINK ABOUT THEIR
CURRENT TREATMENT?




IMORE OF YOUR PATIENTS MAY

Because it

The most frequently reported adverse events
associated with IMITREX are injecfionsite reactions
L5Q?é}. atypical sensations (e.g., tingling, warm/
1ot sensation) (42%), and dizziness/%erﬁgo (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 pofential benefit justifies the pofential 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. Treatmen! of ocule migraine with subcutaneous sumatriptan.
JAMA, June 1991;265:2831-2835.



BENEFIT FROM IMITREX

Because it Because it is
works well.! nonsedating.

MIGRAINE RELIEF
NETRTATED it o




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: Imitrex™ 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

Imitrex™ i ) in the mouse.

A Segment | rat fertility study by the subcutaneous route has shown
no evidence of impaired fertility.
Pregnancy: Pregnancy Category C: 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 pregi y only if the ial
benefit justifies the potential risk to the fetus.
In ing this information, the following additional findings

headache, which is present in an older, p ly male pop
CONTRAINDICATIONS: Imitrex™ |n|ecl|on should not be glven
intravenously because of its potential to cause coronary vasospasm.

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
ischemia) or to patients with Prinzinetal’s angina. Also, patients with
symptoms or signs consistent with ischemic heart disease should not
receive Imitrex Injection. Because Imitrex Injection can give rise to
increases in blood pressure (usually small), it should not be given to
patients with uncontrolled hypertension.

Imitrex Injection should not be used concomitanily with
ergofamine-containing preparations.

Imitrex Injection is contraindicated in patients with hypersensitivity
o 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 pafients 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 o look
for ischemic changes.

Sumatriptan may cause coronary 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 coronary 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 Imitrex
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 autoinjector,
patients who are advised to seli-administer Imitrex Injection in
medically unsupervised situations should receive instruction on the
proper use of the product from the physician or other suitably
qualified health care protessional prior te doing so for the first fime.
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 Interacti There is no evid that concomitant use of

ine prophylacti dications has any effect on the efficacy or
unwanted eﬁects of sumatriptan. In two Phase lIl trials in the US, a
retrospective analysis of 282 patients who had been using prophylactic
drugs (verapamil n=63, amitriptyline n=57, propranolol 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 reported 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 avoided {see CONTRAINDICATIONS).
Drug/Laboratory Test Inferactions: Imitrex Injection is not known to
interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 104-week
lifetime study in rats given sumatriptan by oral gavage, serum
concentrations achieved were dose refated, ranging at the low dose from
approximately twice the peak concentration of the drug after the
recommended human subcutaneous 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.

In 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 refated to sumatriptan administration.
That study, however, did not use the maximum tolerated dose

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 maternal
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/fetal lethality.

Teratogenicity: 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
sumatriptan administered subcutaneously 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, caution 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 history of coronary artery
disease, known to be susceptible to coronary artery vasospasm, and,
very rarely, without prior history suggestive of coronary artery disease.

There have been rare reports from countries in which ImltrexYM

Percent of Patients Reporting
Imitrex Injection
6mg SC Placebo

Adverse Event Type n=547 n=370
Eye

Vision alterations 11 0.0
Gastrointestinal

Abdominal discomfort 13 08

Dysphagi 11 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 49 03

Neck pain/stiffness 438 05

Myalgia 18 05

Muscle cramp(s) 11 00
Neurological

Dizziness/vertigo 119 43

Drowsiness/sedation 27 22

Headache 22 03

Anxiety 1.1 05

Malaise/fatigue 11 08
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 placebo 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 role
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 foliows:
“infrequent” indicates a frequency estimated as failing between 1/1,000
and 1/100; “rare,” a frequency less than 1/1,000.

Injection has been marketed of sericus and/or life-threatening
arrhythmias, including atrial fibrillation, ventricular fibrillation, ventricular
tachycardia; myocardial infarction; and marked ischemic ST elevations
associated with Imitrex Injection (see WARNINGS). More often, there
has been chest discomfort that appeared to represent angina pectoris.
Other untoward clinical events associated with the use of
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

Cardi far: Infrequent were hypertension, hypotension,
bradycardia, tachycardia, palpitations, pulsating sensations, 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: nfrequent was thirst. Rare were

may be localized or generalized), flushing, chest symptoms (pi
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.

Among patients in clinical trials of subcutaneous 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 lil, placebo-
controlled clinical trials following either a single dose of Imitrex
Injection or placebo. Only events that occurred at a frequency of 1% or
more 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-Controlled Clinical Trials:
Events Reporied by at Least 1% of Imitrex Injection Patients

Percent of Patients Reporting
Imitrex tnjection
6 mg SC Placebo
Adverse Event Type n=547 n=370
Atypical sensations 420 9.2
Tingling 135 3.0
Warm/hot sensation 108 35
Burning sensation 75 03
Feeling of heaviness 7.3 11
Pressure sensation 71 16
Feeling of tightness 5.1 03
Numbness 46 22
Feeling strange 22 03
Tight feeling in head 22 03
Cold sensation 1.1 05
Cardiovascular
Flushing 66 24
Chest discomtort 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

and therefore did not fully explore the carcinogenic potential of
IMX4 54RO

Printed in USA

polydipsia and dehydration

Eye: Infrequent was 1mtat|on of the eye.

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

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

Neurological: Infrequent were mental confusion, euphoria, agitation,
relaxation, chills, sensation ot lightness, tremor shwenng dlsturbances
of taste, prickling
headaches, facial pain, photophobla and Iachrymatlon Rare were
transient hemiplegia, hysteria, globus hystericus, intoxication,
depression, myoclonia, monoplegia/diplegia, sleep disturbance,
difficulties in concentration, disturbances of smeli, hyperesthesia,
dysesthesia, simultaneous hot and cold sensations, tickling sensations,
dysarthria, yawning, reduced appetite, hunger, and dystonia.

Respiratory: Infrequent 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 tenderness.

Uragenital: Rare were dysuria, frequency, dysmenorrhea, and renal
calcutus.

Miscellaneous: Infrequent were miscellaneous laboratory
abnormalities, including minor disturbances in liver function tests,
“serotonin 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
fibritlation, 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 envolling 12 patients with a history of
substance abuse failed to induce subjective behavior and/or
physiologic response ordinarily associated with drugs that have an

established potential for abuse.
CERENEX

PHARMACEUTICALS
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STICK WITH
CHRISTMAS
SEALS®
USE THEM
TO FIGHT
LUNG
DISEASE.

When you use
Christmas Seals¥ you're
helping the American
Lung Association fight
lung disease — like asth-
ma, emphysema, lung
cancer and tuberculosis.
After all, since 1904,
we’ve stuck by you.
Please help.

AMERICAN
LUNG
ASSOCIATION:
1-800-LUNG-USA
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Every office needs a CPT Assistant

r

CPT Assistant is the only newsletter written and produced by the coding experts at
American Medical Association (AMA) — the source of CPT. It's much more than just
codes and technical information. It's the definitive interpretation of CPT codes and
their intended use. With CPT Assistant you get practical advice and guidance you

can use everyday:

* insider’s look at current coding topics
and intended uses

* case studies on a specific disease or
procedure with complete rationale for
code selection

* specialty coding advice and insights

e news, features, charts, examples
What's more, in each year’s final issue,
you get a “sneak preview” of what's
new and changed in the upcoming
edition of CPT. You can’t get this
information this early anywhere else.
Stay up-to-date with CPT Assistant’s
exclusive inside track on physician

American Medical Association

Physicians dedicated to the health of America

coding. Four quarterly issues, each
20-24 pages in length. Order today.
Order #: NRO00124J7

AMA member price: $85 one year,
$163 two years

Nonmember price: $135 one vear,
$243 two years

To order, call toll free
800 621-8335

MasterCard, VISA, American
Express, and Optima accepted.
State sales taxes and shipping/han-
dling charges apply.




In osteoarthritis and adult rheumatoid arthritis

Two caplets, once a day”

DAYPRO

(0X0I021) o
All you want in an NSAID'
(AR

v v

Efficacy Tolerability Once-a-day
dosing

*Usual adult dosage is 1200 mg (two 600-mg caplets) once a day. For osteoarthritis
patients of low body weight or with milder disease, an initial dosage of one 600-mg
caplet once a day may be appropriate.

' Nonsteroidal anti-inflammatory drug.

As with all NSAIDs, the most frequently reported adverse reactions were related to
the Gl tract: nausea (8%) and dyspepsia (8%). In patients treated with DAYPRO, as
with other NSAIDs in the long-term, serious Gl toxicity such as bleeding, ulceration,
and perforation can occur and patients should be selected accordingly.

f Please see brief summary of prescribing information on following page.

SEﬂRLE © 1993 Searle



- DAYPHO All you want in an NSAID

v’ Usual adult dosage is 1200 mg (two 600-mg caplets) once a day*

Experience with NSAIDs has shown that starting therapy with maximal doses in elderly
patients or those with CHF, hepatic impairment, or mild-to-moderate renal insufficiency
is likely to increase the frequency of adverse events and is not recommended.

*For osteoarthritis patients of low body weight or with milder disease, an initial dosage of one 600-mg caplet once a day may be appropriate.

BRIEF SUMMARY

CONTRAINDICATIONS: Palmn!s with previously d d hyp ty to or any of
its © or in duals with the lete or partial sy of nasal polyps. angioedema.
and bronchospastic reaclmty 10 aspirin or other nonstercidal anti-inflammatory drugs (NSAIDs). Severe
and fatal and phylactic reactions have been reported in patients receiving
NSAIDs, and there have been rare reports of anaphylaxis in patients taking oxaprozin

WARNINGS: RISK OF GASTROINTESTINAL (GI) ULCERATION, BLEEDING, AND PERFORATION WITH

salicylate toxicity, The anticoagulant effects of warfarin were not affected by the coadministration of
1200 mg/day of Daypro. Nevertheless. caution should be exercised when adding any drug that affects
platelet function to the regimen of patients receiving oral anticoagulants. The total body clearance of
oxaprozin was reduced by 20% in subjects who concurrently received therapeutic doses of cimetidine
of ranitiding; no other pharmacokinetic parameter was affected. A change of clearance of this
magnitude fies within the range of normal variation and is unlikely to produce a clinically detectable

NONSTEROIDAL ANTI-INFLAMMATORY DRUG THERAPY: Serious Gl toxicity, such as
ulceration, and perforation, can occur al any time. with or without warning Symptoms, in pahan!s
treated with NSAIDs. Although minor upper Gl problems. such as dyspepsia, are common, and usually
develop early in therapy, physicians should remain alert for ulceration and bleeding in patients treated
chronically with NSAIDs. even in the absence of previous Gl tract symploms, In patients observed in
clinical trials for several months to 2 years, symptomatic upper G ulcers. gross bleeding, or perforation
appear to occur in approximately 1% of patients treated for 3 to 6 months, and in about 2% 10 4%
of patients treated for 1 year Physicians should inform patients about the signs and/or symploms
of serious G towicity and what steps to take If they occur. Patients at nsk for developing peptic
uiceration and bleeding are those with a prior history of senous Gl events. alcoholism. smoking, or
other factors known to be associated with peptic ulcer disease. Elderly or debilitated patients seem
to tolerate ulceration or bleeding less well than other individuals, and most spontaneous reports of
fatal GI events are in these populations. Studies to date are inconclusive concerning the relalive risk
of various NSAIDs i causing such reactions. High doses of any NSAID probably carry a greater risk
of these reactions.

PRECAUTIONS: As with other NSAIDs, borderline elevations of one or more liver tests may occur in
up to 15% of patients. These may progress, remain lly unchanged. or resolve
with continued therapy. The SGPT (ALT) test is probably the most ol liver
dysfunction. Meaningful (3 times the- upper limit of nurmal]l elevations of SGOT (AST) occurred in
controlled clhinical tnals of Daypro n just under 1% of patients. A patient with symptoms and/or
5igns suggesting liver dystunction or in whom an abnormal liver test has occurred should be evaluated
for evidence of the development ol more severe hepatic reaction while on therapy with this drug
Severe hepatic reactions including jaundice have been reported with Daypro. and there may be a risk
of fatal hepatitis with oxaprozin, such as has been seen with other NSAIDs. Although such reactions
are rare, it abnormal liver tests persist or worsen. clinical signs and symptoms consistent with liver

disease develop, or ocour i philia, rash, fever). Daypro should be
discontinued. Well- cnmpensatad hepatic cirrthosis does nol appear to alter the disposition of unbound
50 dosage ad) is not necessary, Caution should be observed in patients with severe

hepatic dysfunction. Acute interstitial nephritis, hematuria. and proteinuria have been reported with
Daypro as with other NSAIDs. Long-term administration of some NSAIDs to animals has resulted in
renal papillary necrosis and other abnormal renal pathology. This was nol observed with oxaprozin
but the clinical signif of this dif 2 |5 unk A second form of renal toxicity has been
seen in patients with preexisting conditions leading to a reduction in renal blood flow. where the renal
prostagiandins have a supportive role in the maintenance of renal perfusion, In these patients
administration of an NSAID may cause a dose-dependent reduction in prostaglandin formation and
may precipitate overt renal decompensation Patients at greatest risk of this reaction are those with
previously impaired renal function, heart failure. or liver dysfunction. those taking diuretics, and the
elderly. Discontinuation of NSAID therapy is often followed by recovery to the pretreatment state.
Those patients at high nsk who chronically take oxaprozin should have renal function monitored f
they have signs or that may be o with mild such as malaise. fatigue.
or loss ol appetite. As with all NSAID therapy, patients may occasionally develop some elevation of

diff in the of therapy. Subjects recewing 1200 mg Daypro ad with 100 mg metoprolol
bid statistically signi but in sitting and standing blood pressures
after 14 days Therefore, as with all NSAIDs, routine blood pressure monitoring should be considered
in these patients when starting Daypro therapy. The coadministration of oxaprozin and antacids,
acetaminophen, or conjugated estrogens resulted in no stabistically significant changes in pharmaco-
kinetic parameters in single- and/or multiple-dose studies. The interaction of oxaprozin with lithium
and cardiac glycosides has not been studied. In oncogenicity studies, oxaprozin admimistration for 2
years was associated with the exacerbation of liver neoplasms (hepatic adenomas and carcinomas)
in male CD mice, but not in temale CD mice or rats. The significance of this species-specific finding
to man is unknown. Oxaprozin did not display mutagenic potential. Oxaprozin administration was not
associated with impairment of fertility in male and female rats at oral doses up to 200 mg/kg/day
(1180 mg/m?); the usual human dose is 17 mg/kg/day (629 mg/m?). However, testicular degeneration
was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to 3000 mg/m?) ol oxaprozin
for 6 months, or 37.5 mo/kg/day for 42 days, a finding not confirmed in other species. The clinical
refevance of this finding is not known. Pregnancy Category C: There are no adequate or well-controlled
studies in pregnant women. Teratology studies with oxaprozin were performed in mice, rats, and
rabbits, In mice and rats, no drug-refated developmental abnormalities were observed at 50 to 200
mg/kg/day of oxaprozin (225 to 900 mg/m?). However, in rabbits, infrequent malformed fetuses were
observed in dams treated with 7.5 10 30 mg/kg/day of oxaprozin (the usual human dosage range),
Oxaprozin should be used during pregnancy only if the potential benefits justify the potential risks to
the fetus. The effect of oxaprozin in pregnant women is unknown. NSAIDs are known to delay
partunition, 1o accelerate closure of the fetal ductus ar . and to be with dystocia.
Owxaprozin fs known to have caused decreases in pup survival in rat studies. Accordingly, the use of
owaprozin during [ate pregnancy should be avoided. Studies of oxaprozin excretion In human milk
have not been conducted: however, oxaprozin was found in the milk of lactating rats. Since the
effects of oxaprozin on infants are not known, caution should be exercised if oxaprozin Is administered
to nursing women. Safety and effectiveness of Daypro in children have not been established. No
adjustment of the dose of Daypro is necessary in the elderly for pharmacokinetic reasons, although
many elderly may need 10 receive a reduced dose because of low body weight or disorders associated
with aging. No significant differences in the pharmacokinetic profile for oxaprozin were seen in studies
in the heaithy elderly Although selected elderly patients in controlled clinical trials tolerated Daypro
as well as younger patients, caution should be exercised in treating the elderly, and extra care should
be taken when choosing 2 dose. As with any NSAID. the elderly are likely to tolerate adverse reactions
less well than younger patients.

ADVERSE REACTIONS: The most frequently reported adverse reactions were related to the GI tract.
They were nausea (8%) and dyspepsia (8%)

INCIDENCE GREATER THAN 1%: In clinical trials the following adverse at an
incidence greater than 1% and are probably related 1o R occurning in 3% to 9% of
patients treated with Daypro are indicated by an asterisk(*), those reactions occurring In less than
3% of patients are unmarked: abdominal pmnfmslress anorexia, constipation®, diarrhea®, dyspepsia®,
flatulence, nausea’, CNS . or confusion),

serum creatining and BUN levels without any signs or symp The pharmacoh of

may be significantly altered in patients with renal insufficiency or in patients who are undergoing
hemodialysis. Such patients should be started on doses of 600 mp/day. with cautious dosage
increases |f the desired effect is not obtained. Oxaprozin is not dialyzed because of its high degree
of protein binding. Like other NSAIDs. Daypro may worsen fluid retention by the kidneys in patients
with uncompensated cardiac failure due to its effect on prostaglandins. It should be used wilth caution

in patients with a history of cardiac dec . In patients on chronic ulurahc
therapy, or in those with other conm!lons di g to fluid t] in has been
with rash and/or mild ph y in testing. An incidence of rash on sun-

exposed skin was seen in some nahents In the clinical trials. Because senous Gi tract ulceration and
bleeding can occur without warning symptoms, physicians should follow chronically treated patients
for the signs and symptoms of ulceration and bleeding and should inform them of the importance of
this follow-up. Anemia may occut in patienis receiving oxaprozin or other NSAIDs. This may be due
to fluid retention, gastrointestinal biood loss, or an incompletely described effect upon erythrogenesis.
Patients on long-term treatment with Daypro should have their hemoglobin or hematocrt values
determined at appropriate intervals as determined by the clinical situation. Oxaprozin. like other
NSAIDs, can affect platelet aggreg and prolong g time. Daypro should be used with
caution n patients with underiying hemostatic defects or in those who are undergoing surgical
procedures where a high degree of hemostasis is needed. The side effects of NSAIDS can cause
discomfort and, rarely. serious side effects. such as Gl bleeding. which may result in hospitalization
and even fatal outcomes. Physicians may wish to discuss with ther patients the potential risks and
likely benefits of Daypro treatment, particularly in less-serious conditions where freatment without
Daypro may represent an acceptable alternative to both the patient and the physician. Patients
receiving Daypro may benefit from physician instruction in the symptoms of the more common or

serious G, renal. hepatic, logic. and der jogic adverse effects. Daypro is nol known to
interfere with most common laboratory tests. Including tests for drugs of abuse. Concomitant
administration of Daypro and aspinn is not rec ded because displaces salicylates

from plasma protein binding sites. Coadmimistration would be expected to increase the nsk of

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific Information Department
4901 Searle Parkway

Skokie, IL 60077

e of sleep rash®, tinnitus, dysuria or Ilaquency
INCIDENCE LESS THAN 1%: Probable causal relalionship: The following adverse reactions were
reported In clinical trials at an incidence of less than 1% or were reporfed from foreign experience.
Those reactions reported only from foreign marketing experience are in italics. The probability of a
causal relationship exists between the drug and these adverse reactions: anaphylaxis, edema, blood
pressure changes. aepnc ulceration and/or Gl bleeding, liver function abnormalities including hepatitis,
h rectal bleeding, anemia, thrombocytopenia, leukopenia, ecchymoses, weight
gain, we:ghl loss weakness malaise, symplams of upper respiratory tract infection, pruritus, urticaria,
photosensitivity, blurred vision, conjunctivitis, acule inferstitial nephritis, hematuria, renal insufficiency,
decreased menstrual flow.
Causal relationship unknown: The following adverse reactions occurred at an incidence of less than
1% in chinical trials, or were suggested from marketing experience, under circumstances where a
causal refationship could not be definitely established. They are listed as alerting information for the
physician: palpitations, alteration in taste, sinusitis, pulmonary infections, alopecia. hearing decrease,
increase in menstrual fiow.
DRUG ABUSE AND DEPENDENCE: Daypro (s  non-narcotic drug. Usually reliable animal studies have
indicated that Daypro has no known addiction potential in humans.
OVERDOSAGE: No patient eapenmd arthlr an accidental or intentional overdosage of Daypro in the
clinical trials of the drug, Symp acute dose with other NSAIDs are usually limited
to lethargy. drowsi nausea, iting. and 0 pain and are generally reversible with
supportive care. Gl bleeding and coma have occurred following NSAID overdose. Hypertension, acute
renal failure. and respiratory depression are rare. Patients should be managed by symptomatic and
supportive carg following an NSAID overdose. There are no specific antidotes. Gut dwontarmnalion
may be indicated in patients seen within 4 hours of ion with symp or fi a large
overdose (5 to 10 times the usual dose). This should be accomplished via emesis and/or “activaled
charcoal (60 to 100 g in adults, 1 to 2 g/kg in children) with an osmotic cathartic. Forced diuresis,
alkalization of the urine, or hemoperfusion would probably not be useful due to the high degree of
protein binding of oxaprozin 2/2/93 » PI3DATIIEV

Box 5110
Chicago, IL 60680-5110
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The More The More You Need
Medlcme American Medical
Changes

There's one essential source for what you need to know about the
pressures on the practice of medicine today -- American Medical News.
Spending a few minutes each week with American Medical News keeps
you in the know about the economic, social and legislative changes
affecting medical care.

And you don't have to choose between timely reporting and in-depth
analysis -- American Medical News informs you about the industry better
than any other single publication. You'll find its coverage of medicine's key
issues has never been faster, easier to absorb or more useful.

Get the important news in medicine as it breaks. Plus penetrating
coverage of critical subjects such as:

* Health system reform

¢ Federal and state legislation

¢ Antitrust issues

* Supreme Court rulings

* Medicare

* AIDS and other public health issues

¢ Practice guidelines

* And much more

For the news you need,
when you need it, turn to
American Medical News.
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Subscribe to American Medical News and receive one year (48 issues) for $99.00
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mOSt __ Check enclosed made payable to The American Medical Association
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Widely read __ Please debit my credit card: VISA _ MasterCard __ American Express
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in Signature ==
d. . Call 1-800-AMA-2350 to order by credit card today! Or fax your order to 312-464-5831.
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Each author must read and sign (1) the statement on authorship responsibility; (2) the statement on financial disclosure; and (3) either
the statement on copyright transfer or the statement on federal employment. If necessary, photocopy this document to distribute to
coauthors for their signatures. Please return all copies to the address below.

1. Avthorship Responsibility
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applicable), as well as the writing of the manuscript, to take
public responsibility for it. I believe the manuscript represents
valid work. 1 have reviewed the final version of the manuscript
and approve it for publication.

Author(s) Signature(s)
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considered for publication elsewhere, except as described in an
attachment.
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erwise conveying all copyright ownership, including any and all
rights incidental thereto, exclusively to the AMA.
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Date Signed
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Where to go next when you're ready
to make a career change.

Get help preparing your professional portfolio.
It's easier and quicker to apply for licensure and privi-
leges when you've assembled a portfolio of verified
credentials. To prepare your portfolio, call the American
Medical Association's National Physician Credentials
Verification Service® (AMA/NCVS®) at 800 677-NCVS.

Call the AMA’s Physicians Career Resource.
Before you relocate, admit a partner, take a locum tenens
assignment or leave clinical medicine altogether, contact
the AMA’s Physicians Career Resource for a range of
practical, professional and private career services,
including:

lacement Service to see what career opportunities are
available to you on a permanent and locum tenens basis.
Recruiting Service to find a new permanent or locum
tenens physician for your medical staff.

For more information, call 800 955-3565.

Order guidebooks to explore your options.
The AMA publishes several excellent references and
guidebooks, written expressly for physicians:

S Medical Licensure Statistics and Current Licensure
Requirements (0P399093DQ) $45 AMA member, $70
nonmember.

Leaving the Bedside: The Search for a Nonclinical
Medical Career (0P392092DQ) $24.95 AMA member,
$29.95 nonmember.

A Guide to Locum Tenens Recruitment (0P392292DQ)
$15 AMA member, $20 nonmember.

To order, call 800 621-8335. Sales tax and
shipping/handling charges apply.

American Medical Association

Physicians dedicated to the health of America




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

® Q career retraining program

+ 2 job finding service

+ development of model programs

» an educational program for professionals

« an International Conference on Physician Health
» a research program to identify needs

Helpmg out is every physlclan 5 respons:blllty

Application fa !
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I §1000 or more makes you a Founding Member

I $5000 or more makes you a Nathan Davis, MD, Society Member
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| City/State/Zip Telephone#

i Make your check payable to the Physicians Health Foundation
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Duln : Patients who have had allergic reactions to
NAPROSYN or ANAPROX DS or in whom aspirin or
other HSMIfIs induce Ihe synmlme of asthma, rhinitis, and nasal

Because mnhyhcﬂl: reactions usually occur in patients

history of such reactions, question patients for asthma,
nml polm urticaria, and ion associated NSAIDs
before st symptoms occur, discontinue the

drug. Mm g’us (<]} mlcrlr such as bleeding, ulceration,
lnﬁ perforation can occur at lg ime, with or without warning
T:Ilﬂm In patioms mmd rorrk:alry with NSAIDs. Remain
o of ool G trcksyors.  crcl 7. 3 mp-
ra n clinical tri
Inrnullc uppnr EI ulcers, gross ng or rﬂuﬂl&nn r
occur in imately 1% of pemms trna for 3-8 manths, and
in about 2-4% of patients treated for one year Inform patients
about the ﬂnm and/or symmu of serious GI toxicity lnd '#hi!
steps to take If they have not Identified
ofpallnmsnmatmkutdm ng&?utlculcamﬂonmd irl
Except for a nrlor hmonr ni serlous Gl events and
factors known to

alcoholism, smoltln w:. no mh &bme
been associated with Increased risk. £ litated paumla
seem to Iolome ulceration or Imodlﬂa less wall than others and
most spontaneous reports of fatal GI mnb are in Iﬂll pupulltiun
In considering the use of relatively large éwl
m’mm rlﬂpll sufﬂcienl WII mnul be aMiclpllﬂl bn
NOT GIVE MA 's MITANT LY WITH
ANAPROX® WRGKE SODI OR ANAPROX® DS
ksNAPRm(EN DIUM SINGE THEY CIRCULATE IN PLASMA
THE NAPROXE IIJN Acute Irrtwliﬂa! nephrrlis with hema-
turia, nnminurh ed.

nephrotic as been
Patients with impaired renal run:tbon mart I'auura. liver dysfunc-
tion, patients taking diuretics, and the eiderly are at greater risk of
overt renal docamaom tion. If this occurs, discontinue the drug.
Use with caution and monitor sorurn creatinine and/or creatining
:Inrlm‘.e In ﬁllilelm with signif h'npl.lrul renal function.
Use cautiol with budtne creatinine clearance Io«
than 20 an'rlInutl. Use the lowest effective dosa in the sider!
in_patients with ehrnnlc alcoholic liver disease or cirrhosis. th
NSAIDs, bumrl Ionaoflvormmqncmrlnuptn
15% of patients. ress, remain unchanged, of be
transient with cnminuod mﬁ. Elomlons of SGPT or SGOT
occurred in controlled clinical trials in less than 1% of patients.
Sem hepatic reactions, includlMﬂm and fatal nepltllis
have been reported ra develops or if
manifestations occu (:n. sosinophilia or runl disconllnuc thel\-
apy. If steroid dosage Is reduced or eliminated
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Determine hemoglobin values pofl.oﬂl.clilr for patients with Initial
valuunﬂn rams or less who receive long-term therapy. Periph-
eral edama been Therefore, use with caution in
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drug's anﬂ:rrﬂl: and anti-inflamma activities reduce
fever and Inflammation, diminishing their diagnostic value, Con-
duct ughm:unln studies if any change or disturbance in vision
patients with restricted sodium intake, note that the
suumbnn Feantaine 8.1 Mme of sodium. Iofmnﬂul for
Ds can cause discomfort !.
there are side effects, such as G bloodlnu. whic
may muh in mmiullmlnn and even fatal outcomes. Physicians
may wish to discuss with golloms the potential risks and Hiely
benefits of NSAID treatment, plrtlolunw when mufe used for
without NSAIDs may be
an acceptable alternative. Patients should use caution for activi-
ties requiring alertness if ﬂls{ experience drowsiness, dizziness,

vertigo or depression during ther WM.MM
wlo?:s 6l tract ulwtlinnn&d N:g:h can occur without warn-
ing symptoms, follow d‘u’nnlcaity ‘g:umu for signs and
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750 IIWMI.{ In studies dﬂiurun wl‘lh Imnile arthritis, rash and
{Jrolonm leeding times were more frequent, Gl and CNS reac-
ions t the same, anﬁmnurmtlomlnniramlmm
adults. Incidence Greater Than 1% Probable Cai tionship:
Gl: The most frequent complaints related to the Gl tract: constipa-
tion" mprtburn abdominal pain’ nausea’ mpepsn d rrhu
: headache” i

* ness.
ness, vertigo. Dermatologic: itchi rurltus:. skin eruptions’
B! mmm pUrpura. &%I Senses: llmltus‘ Imr

Jau
bleeding and/or perforation, vomit-

melena, peptic ulcerat
Renal: glomerular nephritis, hematuria, lemia, inter-
s%ar nq:hnlis. nepl'lrl:ltnl.i:nmdlum renal M renal failure,

iy Fanue NS
hIHa ranu m:yhmonh qulnpehl:k thrombocytopenia. CNS:

ility to concentrate, Imm

m%wl and muscle weakness. Dermatol
cia nnnmms ive dermatitis, skin rashes. Specla SGnses
hearing impairment. Cardiovascular: congestive heart failure.
Respiratory: oosl::?nlhc umonitis. General: Inlpl!rh:!nbd
reactions s, pyrexia (chil Is m Causal
Mtwcémknm Hmamnlc llﬁve anemia, yuc

aseptic meningitis, cog

oavc' epidermal necrolysis, arylhema multiforme, phmoun
sitivity reactions resembling porphyria cutanea tarda and
lliosa, Stevens-Johnson urticaria. Gl

of .
Federal law bits without prescription. See pack-
ammmrumf hr"l?urmlﬂnn.

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