In osteoarthritis and adult rheumatoid arthritis

*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.

"As with all NSAIDs (nonsteroidal
anti-inflammatory drugs), 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.

Please see brief summary of prescribing information
on last page of this advertisement.
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Two caplets, once a day *

DAYPRO
(OXBPIOZIN) S
¥ Efficacy

From the same chemical class as naproxen and ibuprofen,
but with the extended duration of action of piroxicam'’

¥ Tolerability

Gl tolerabilityt without a loss of therapeutic efficacy’

[# Once-a-day dosing
Usual adult dosage is 1200 mg/day (two 600-mg caplets)*
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DAYPRO All you want in an NSAID

(Ocapozn) g9

o’ 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

CONTRAMDICATIONS: Pauents with previously d hypersensitivity to oxaprozin or any of
its D or in individ with the piete or partial synd| of nasal polyps. angioedema,
and bronchospastic reactivity to aspirin or other nonsteroidal anti-inflammatory drugs (NSAIDs). Severe
and occasionally fatal asthmatic and anaphylactic 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
NONSTEROIDAL ANTI-INFLAMMATORY DRUG THERAPY: Serious G toxicity, such as bleeding,
ulceration, and perforation, can occur at any time, with or without warning symptoms, in patients
treated with NSAIDs. Aithough minor upper Gl p , such as d are , and usually
develop early in therapy, physicians should remain alert for uiceratmn and bleeding in panents treated
chronically with NSAIDs, even in the absence of previous Gl tract symptoms. In patients observed in
clinical trials for severai months to 2 years, symptomatic upper Gi ulcers, gross bleeding, or perforation
appear to occur in approximately 1% of patients treated for 3 to 6 months, and in about 2% to 4%
of patients treated for 1 year. Physicians should inform patients about the signs and/or symptoms
of serious Gi foxicity and what steps to take if they occur. Patients at risk for developing peptic
ulceration and bieeding are those with a prior history of serious Gl events, alcoholism, smoking, or
other factors known to be associated with peptic uicer dlsease Elderly or debilitated patients seem
to tolerate uiceration or bleeding less weli than other individuals, and most sp reports of
fatal Gl events are in these popuiations. Studies to date are mconcluswe concerning the relative risk
of various NSAIDs in 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 abnormalities may progress, remain essentially unchanged, or resolve
with continued therapy. The SGPT (ALT) test is probably the most sensitive indicator of liver
dysfunction. Meaningful (3 times the upper limit of normal) elevations of SGOT (AST) occurred in
controlied clinical trials of Daypro in just under 1% of patients. A patient with symptoms and/or
signs suggesting liver dysfunction or in whom an abnormal liver test has occurred should be evaluated
for evidence of the development of 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, if abnormal liver tests persust or worsen, clinical signs and symptoms consistent with liver
disease develop, or syst occur ilia, rash, fever), Daypro should be
d. Well-comp d hepatic cirrhosis does not appear to alter the disposition of unbound
oxaprozin, so dosage adjustment 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 abnormai renal pathology. This was not observed with oxaprozin,
but the clinical significance of this difference is unknown. 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
prostaglandins have a supportive role in the mamtenance of renal perfusion. In these patients
administration of an NSAID may cause a dose-dep in I formation and
may precipitate overt renal ion. Patients at greatest risk of thls reaction are those with
previously impaired renal function, heart failure, or liver dysfunction, those taking diuretics, and the
eiderly. Discontinuation of NSAID therapy is often followed by recovery to the pretreatment state.
Those patients at high risk who chronically take oxaprozin shouid have renal function monitored if
they have signs or symptoms that may be consistent with mild azotemia, such as malaise, fatigue,
or loss of appetite. As with all NSAID therapy, patients may occasionally develop some elevation of
serum creatinine and BUN levels without any signs or symptoms. The pharmacokinetics of oxaprozin
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 mg/day, with cautious dosage
increases if 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 with caution
in patients with a history of hypertension, cardlac decompensatmn in patients on chronic diuretic
therapy, or in those with other conditions predi g 1o fluid has been associated
with rash and/or mild photosensitivity in ic testing. An i dir of rash on sun-
exposed skin was seen in some patients in the clinical trials. Because serious Gl 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 occur in patients receiving oxaprozin or other NSAIDs. This may be due
to fluid retention, gastrointestinal blood loss, or an incompletely described effect upon erythrogenesis.
Patients on long-term treatment with Daypro should have their hemoglobin or hematocrit values
determined at appropriate intervals as determined by the clinical situation. Oxaprozin, like other
NSAIDs, can affect platelet aggregation and prolong bleeding time. Daypro should be used with
caution in patients with underlying 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 their patients the potential risks and
likely benefits of Daypro treatment, particularly in less-serious conditions where treatment 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 Gi, renal, hepatic, logic, and gic adverse effects. Daypro is not known to
interfere with most common laboratory tests, including tests for drugs of abuse. Concomitant
administration of Daypro and aspirin is not recommended because oxaprozin displaces salicylates
from plasma protein binding sites. G would be d to increase the risk of

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific Information Department
4901 Searle Parkway

Skokie, IL 60077

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 atfects
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
or ranitidine; no other ph was affected. A change of clearance of this
magnitude lies within the range of normal variation and |s unlikely to produce a clinically detectable
difference m the of therapy. Subjects 1 1200 mg Daypro qd with 100 mg metoprolol
bid exhibited statistically signifi but ient increases in sitting and standing biood 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 statistically 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. tn oncogenicity studies, oxaprozin administration for 2
years was associated with the exacerbation of liver neoplasms (hepatic adenomas and carcinomas)
in male CO mice, but not in female CD mice or rats. The slgnmcance of this species-specific finding
to man is unknown. Oxaprozin did not display g Oxaprozin ad ion 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/m2), However, testicular degeneration
was observed in beagle dogs treated with 37.5 to 150 mg/kg/day (750 to 3000 mg/m?) of oxaprozin
for 6 months, or 37.5 mg/kg/day for 42 days, a finding not confirmed in other species. The clinical
relevance of this finding is not known. Pregnancy Category C: There are no adequate or weli-controlied
studies in pregnant women. Teratology studies with oxaprozin were performed in mice, rats, and
rabbits. In mice and rats, no drug-related developmental abnormalities were observed at 50 to 200
mg/kg/day of oxaprozin {225 to 900 mg/m2). However, in rabbits, infrequent matformed fetuses were
observed in dams treated with 7.5 to 30 mg/kg/day of oxaprozin {the usual human dosage range).
Oxaprozin should be used during pregnancy only if the potentiat benefits justify the potential risks to
the fetus. The effect of oxaprozin in pregnant women is unknown. NSAIDs are known to delay
parturition, to accelerate closure of the fetal ductus arteriosus, and to be associated with dystocia.
Oxaprozin is known to have caused decreases in pup survival in rat studies. Accordingly, the use of
oxaprozin during late pregnancy should be avoided. Studies of oxaprozin excretion in human milk
have not been ducted; however, 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 to receive a reduced dose because of low body weight or disorders associated
with aging. No signifi i in the phar ic profile for oxaprozin were seen in studies
in the healthy 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 a 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 G) tract.
They were nausea (8%) and dyspepsia (8%).

INCIDENCE GREATER THAN 1%: In clinical trials the g adverse feacti at an
incidence greater than 1% and are probably related to Reactions occurring in 3% to 9% of
patients treated with Daypro are mdtcated by an asterisk(*); !hose reactions occurring in fess than
3% of patients are unmarked: abdominal pain/distress, anorexia, constipation*, diarrhea®, dyspepsia®,
flatulence, nauvsea®, vomiting, CNS inhibition (depression, sedation, somnolence, or confusion),
disturbance of sieep, rash®, tinnitus, dysuria or frequency.

INCIDENCE LESS THAN 1%: Probable causal relationship: The following adverse reactions were
reported in clinical trials at an incidence of less than 1% or were reported from foreign experience.
Those reactions reported only from foreign marketing experience are in italics. The probabiity of a
causal refationship exists between the drug and these adverse reactions: anaphylaxis, edema, blood
pressure changes, peptic ulceratlon and/or Gi bieeding, liver function abnormalmes inctuding hepatitis,
stomatitis, hemorrhoidal or rectal bleeding, anemia, th hy weight
gain, weight loss, weakness, malaise, symptoms of upper resp»mtory tract infection, pruritus, urticaria,
photosensitivity, blurred vision, conjunctivitis, acute interstitial nephritis, hematuria, renal insufficiency,
decreased menstrual flow.

Causal reiationship unknown: The following adverse r urred at an incid of less than
1% in clinical trials, or were suggested from marketing experi under ci where a
causal relatlonshnp couid not be definitely established. They are Insted as alerting information for the

alteration in taste, si p y hearing decrease,

increase in menstrual flow,

DRUG ABUSE AND DEPENDENCE: Daypro is a non-narcotic drug. Usually reliable animal studies have
indicated that Daypro has no known addiction potential in humans.

OVERDOSAGE: No patient experienced either an accidental or intentional overdosage of Daypro in the
clinical trials of the drug. Symptoms foliowing acute overdose with other NSAIDs are usually limited
to lethargy. drowsiness, nausea, vomiting. and epigastric 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 care following an NSAID overdose. There are no specific antidotes. Gut decontamination
may be indicated in patients seen within 4 hours of ingestion with sympf or f ing a large
overdose (5 to 10 times the usual dose). This should be accomplished via emesis and/or activated
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 usefu! due to the high degree of
protein binding of oxaprozin. 2/2/93 « PI3DATI1E6V

Box 5110
Chicago, IL 60680-5110

SEARLE

Reference: 1. Data on file, Searle.
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INFORMATION FOR AUTHORS

The Fournal of the American Board of
Family Practice welcomes for editorial
review manuscripts that contribute to
family practice as a clinical scientific
discipline. High priority is given to re-

rts of clinically relevant studies that

ave practical implications for im-
proved patient care. Manuscripts are
considered in relation to the extent to
which dlez_; represent original work,
their ::Em cance to the advancement
of family medicine, and their interest
to the practicing family physician,
Some papers that are accepte!s by the
Journal will be selected for an accom-
panying guest editorial or concurrent
commentary by other invited authors
addressing issues raised by the papers.
The Fournal publishes the following
features:

Original Articles. Reports of origi-
nal research, usually dealing with a
clinical, health services, or other clin-
ically relevant study.

Medical Practice. Scholarly articles
that relate directly to clinical topics
useful in everyday family practice,
whether dealing with diagnostic or
therapeutic roles of the family physi-
cian or reporting studies of what
family physicians do in practice.

Clinical Review. In-depth reviews
of specific clinical problems, disease
entities, or treatment modalities; com-

ehensive and critical analysis of the
terature is required (usual maximum
length 5000 words).

Clinical Guidelines and Primary
Caye. Summaries of major clinical
guidelines proposed by various spe-
cialty, governmental, or health care
organizations, with critical commen-
tary from a primary care perspective.

Family Practice and the Health
Care System. Articles reporting stud-
ies and scholarly commentary on
changing trends and patterns of care
in family practice, primary care, and
the health care system.

Special Articles. Articles in other
geas that relate ngd the role fgf

e family cmx:i ucation for
family pracu%e, or other subjects im-
portant to family practice as a clinical
specialty.

Brief Reports. Short reports of limi-
lot studies or case reports with a teac
ing point of clinical relevance (usual
length 10001500 words).

Family Practice — World Perspec-
tive. Papers reporting developments

related to the practice or education of
family physicians in various countries
aroundp the world (usual length 1200-
1800 words).

Reflections in Family Practice. Pa-
ﬁlers in narrative or essay format that

uminate qualitative aspects of family
practice, including such areas as ethi-
cal issues, the physician-patient rela-
tionship, or the diverse roles of the
family physician.

Editorial. Focused opinion or com-
mentary that bears on an issue rele-
vant to the field. May or may not ac-
company an original article in the
same issue (usual length 1000-1500
words).

Letters to the Editor. Observations,
opinion, or comment on topics under
discussion in the Fournal, usually not
to exceed 500 words.

Book Reviews. Books for review and
book reviews should be sent to Dr.
John P. Geyman, Editor, the Fournal of
the American Board of Family Practice,
De ent of Family "Medicine
(HQ-30), School of Medicine, Uni-
gglisﬁl?? of Washington, Seattle, WA

The following guidelines are in ac-
cordance with the “Uniform Require-
ments for Manuscripts Submitted to
Biomedical Journals.” The current
gourth) edition was published in the

ebruary 7, 1991, issue of the New
England Journal of Medicine.

MANUSCRIPT SUBMISSION
Manuscripts containing original
material are accepted for consideration
with the understanding that neither
the article nor any part of its essential
substance, tables, or figures has been or
will be published or submitted for pub-
lication elsewhere before appearing in
the oumta’i. This restriction does ngt
apply to abstracts or press reports pub-
lisﬁeq in Eonqecdc;n wimclijm‘iiﬁc
meetings. Copies of any possi u-
plicativgs manﬁscripts sKopu(l)d beysub-
mitted to the Editor along with the
manuscript that is to be considered by
the Journal. The Journal strongly dis-
courages the submission of more than
one article dealing with related aspects
of the same study. In almost all cases, a
single study is best reported in a single

paper.
g\ibmit an original and 3 copies of
the complete manuscript, inc;l)uding
text pages, legends, tables, references,
and glossy prints of figures. Only typed
copy, on standard-sized typewnter

paper and double-spaced throughout,
with margins of at least 2.5 cm, is ac-
ceptable. Address all submissions to
John P. Geyman, M.D., Editor, the
Journal of the American Board of Family
Practice, Department of Family Medi-
cine (HQ-30), School of M%dicine,
University of Washington, Seattle,
WA 98195. A covering letter should
identify the person (with the address
and telephone number) responsible for
negotiations concerning the manu-
script; the letter should make it clear
that the final manuscript has been seen
and approved by all authors. If authors
acknowledge by name persons who
provided important technical, advi-
sory, or reviewer contributions, the
corresponding author should sign
the following statement: “I have
obtained written permission from
all persons named in the acknowledg-
ment.”

The Journal expects authors to take
public responsibility for their manu-
scripts, including conception and de-
sign of the work, data analysis, writing,
and review of the paper. Authors are
expected to stand behind the validity of
their data and, if asked by the Editor, to
submit the actual data for editorial re-
view with the manuscript.

The Fournal also expects authors to
disclose any commercial associations
that might pose a conflict of interest in
connection with the submitted article.
Consultancies, stock ownership or
other equity interests, patent-licensing
arrangements, and other kinds of asso-
ciations that might involve conflict of
interest should be disclosed to the Ed-
itor in a covering letter at the time of
submission. Such information will be
held in confidence while the paper is
under review and will not influence the
editorial decision. If the manuscript is
accepted, the Editor will discuss with
the authors how best to disclose the
relevant information, Questions about
this policy should be directed to the
Editor.

MANUSCRIPTS
Titles and Authors’ Names
With the manuscript, provide a page
iving the title of the paper; a running
t of fewer than 40 letter spaces; the
name(s) of the author(s), including
first name(s) and academic degree(s);
the name of the department and insti-
tution in which the workwas done; and
the name and address of the author to
whom reprint requests should be ad-
dressed. All funding sources support-
ing the work should be routinely
acknowledged on the title page, as
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should all institutional or corporate
affiliations of the authors. Two to
four key words should be submitted
with the manuscripts to be used for

urposes of classification by subject.
%se terms from the Medical Subject
Headings from Index Medicus when

possible.

Abstracts
Use another page to provide an ab-
stract of not more than 200 words.
This abstract should be factual, not de-
scriptive, with its content appropriate
to the type of paper. For original arti-
cles reporting results of studies, a four-
ph format should be used la-
Ezf: Background, Methods, Results,
and Conclusions. These should briefly
describe, respectively, the object of the
study, the methods used, the major re-
sults, and the author(s) conclusions.
Abstracts are not necessary for Brief
Reports or World Perspective papers.

Except for units of measurement,
abbreviations are discouraged. Con-
sult the Council of Biology Editors Style
Manual (Fifth edidon. Bethesda, :
Council of Biology Editors, 1983) for
lists of standard abbreviations. The
first time an abbreviation appears, it
should be preceded by the words for
which it stands.

Drug Names

Generic names should, in general,
be used. If an author so desires, brand
names may be inserted in parentheses.

Inclusive Langua
Sex bias shoultf’ be avoided and gen-

der-inclusive language used whenever
possible.

References

References must be typed in double
spacing and numbered consecutively
as they are cited. References first cited
in tables or figure legends must be
numbered so that they will be in se-
quence with references cited in the
text. The style of references is that of
the Index Medicus. Listall authors when
there are 6 or fewer; when there are 7
or more, list the first 6, then “et al.”
Sample references are as follows:

Standard Journal Article

(List all authors, but if the number
exceeds 6, give 6 followed by etal. Note
thatmonth and issue number are omit-
ted when a journal has continuous
pagination throughout a volume.)

ﬁ?)rrow JD, Margolies GR, Row-
land J, Roberts L] 2nd. Evidence that
histamine is the causative toxin of
scombroid-fish poisoning. N Engl J
Med 1991; 324:716-20.

on as Author
linical Experience Network
(CEN). A large-scale, office-based
study evaluamg
nonsedating antihistamines. A report
from CEN. ] Am Board Fam Pract
1990; 3:241-58.

Book

Rakel RE. Textbook of family prac-
tice, 4th ed. Philadelphia: WB Saunders,
1990.

Chapter in Book :

Haynes RC Jr. Agents affecting cal-
cification: calcium, parathyroid hor-
mone, calcitonin, vitamin D, and other
compounds. In; Gilman AG, Rall TW,
Nies AS, Taylor P, editors. Goodman
and Gilmans the pharmacological
basis of therapeutics. 8th ed. New
York: Pergamon Press, 1990.

Government cy

Schwartzmeview and evaluation
of smoking cessation methods: the
United Statesand Canada, 1978-1985.
Bethesda, MD: Department of Health
and Human Services, 1987. (NIH pub-
lication no. 87-2940.)

Personal Communications

Numbered references to personal
communications, unpublished data,
and manuscripts either “in prepara-
tion” or “submitted for publication”
are unacceptable (see “Permissions™).
If essential, such material may be in-
corporated in the appropriate place in
the text.

Tables

Type tables in double spacing on
separate sheets, and provide a title for
each. For footnotes, use the followin,
symbols, in this sequence: *, 1, #, §,
I, 9, **, 11, etc. Excessive tabular data
are discouraged. If an article is ac-
cepted, the Journal will arrange to de-
posit extensive tables of important data
with the National Auxiliary Publica-
tions Service (NAPS); we will pay for
the deposit and add an appropriate
footnote to the text. Thisservice makes
microfiche or photocopies of tables
available at moderate charges to those
who request them.

Hiustrations

Figures should be professionally de-
signed. Glossy, black-and-white pho-
tographs are requested. Symbols, let-
tering, and numbering should be clear,
and these elements should be large
enough to remain legible after the fig-

ure has been reduced to fit the width of
asingle column,
The back of each figure should in-

clude the sequence number, the name
of the author, and the proper orienta-

euseof anewclassof

tion (e.g., “top”). Do not mount the
figure on cardboard. Photomicro-
graphs should be cropped to a width of
cm, and electron gotomicrographs
should have intemar scale markers.

If photographs of patients are used,
either the subjects should not be iden-
tifiable or their pictures must be ac-
com&anied by written permission to
use the ¢. Permissions forms are
available from the Editor.

Legends fc(:;' illbulstratioras) should be
type-written (double-spaced) on a sepa-
rate sheetand shoultﬁlp:t appearon ge
illustrations.

Color illustrations are used from
time to time. Send both transparencies
and prints for this purpose.

Permissions

Every effort (short of changing the
patient data) should be made by the au-
thors to protect the anonymity of pa-
tients (and relatives) in any published
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