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These guidelines are in accordance with 
the "t; niform Requirements for Manu
scripts Submitted to Biomedical Jour
nals." (The complete document is avaihl
hie in the June 12, 19H2, issue of the 
Ifrili..-b Mediwljollrntll and the .I une I <)Hl 
issue of the illllltll..- of Illterntil Medicillc.) 

MANUSCRIPTS 
Manuscripts containing original material 
arc accepted for consideration with the lIn
derstanding I hat neither the article nor an)' 
part of its essential suhstance, tahles, or 
tigures has heen or will he puhlished or 
submitted ti.r publication elsewhere bdi.re 
appearing in the journal. This restriction 
does not apply to abstracts or press reports 
published in connection with scientific 
meetings. Copies of any possihly duplica
tive manuscripts should be submitted to 
the Editor along with the manuscript that 
is to he considered hy the ./ounTal. The 
jOllrnal strongly discourages the suhmis
sion of more than one article dealing with 
related aspects of the same stlldy. In 
almost all cases, a single study is be.st re
ported in a single paper. 

Submit an original and one copy of the 
complete manuscript, including text pages, 
legends, tables, references, and glossy 
prints of figures. Only typed copy, on 
standard-sized typewriter paper and 
double-spaced throughout, with margins 
of at least 2.5 cm, is acceptable. Address all 
submissions to John P. Geyman, M.D., 
Editor, the./ouYlIIlI of the AmericlllI Hoard of 
Family Practice, Dept. of Family Medicine 
(RF-3(), School of Medicine, University of 
WashinbTton, Seattle, \VA <)HI95. A co~'er
ing letter should identify the person (with 
the address and telephone number) re
sponsible for negotiations concerning the 
manuscript; the letter should make it clear 
that the final mannscript has heen seen and 
approved hy all authors. 

CONFLICT OF INTEREST 
Thejollmul expects authors to disclose any 
commercial associations that might pose a 
conflict of interest in connection with the 
submitted article. ,\11 funding sources sup
pO'1ing the work should he rourinely ac
knowledged on the title page, as should all 
institutional or corporate atliliations of the 
authors. Other kinds of associations, such 
as consultancies, stock ownership or other 
e(luity interests, or patent-licensing ar
rangements, should he disclosed to the 
Editor in a covering letter at the time of 
submission. Such information will be held 
in confidence while the paper is under re
view and will not influence the editorial 
decision. I f the manuscript is accepted, the 
Editor will discuss with the authors how 
best to disclose the relevant information. 
Questions ahout this policy should be di
rected to the Editor. 

UNITS OF MEASUREMENT 
The jllurnill will print measurements in 
Systeme International (SI) and conven
ti;lI1al units (this practice applies only to 
clinical investigation and review articles). 
Authors llIay usc either as their principal 
system; however, they must also provide 
the alternative numbers and units in paren
theses. 

TITLES AND AUTHORS' NAMES 
With the manuscript, provide a page giving 
the tirle of the paper; a running head of 
fewer than -10 letter spaces; the name(s) of 
the author(s), including the first name(s) 
and academic degn:e(s); t he name of the 
department and institurion in which the 
work was done; and the name and address 
of the author to whom reprint requests 
should be addressed. Any grant support 
that requires acknowledgment should be 
mentioned on this page. 

ABSTRACTS 
Usc another page to provide an abstract of 
not more than 175 words. This abstract 
should be factual, not descriptive, and 
should present the reason for the study, 
the main findings (give specific data if pos
sible), and the principal conclusions. 

KEYWORDS 
The ./ollrnal has a policy of requiring au
thors to suhmit two to four key words with 
their manuscripts, to he used'ti.r purposes 
of classification by suhject. 

REFERENCES 
References must he typed in double spac
ing and numbered consecutively as they 
arc cited. References first cited in tables or 
figure legends must be numbered so that 
they will he in sequence with references 
cited in the text. The style of references is 
that of the Illdex Mediws. List all authors 
when there arc six or fewer; when there arc 
seven or more, list the first three, then "et 
al." Sample references arc as follows: 
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Phillips NR. The noncontraceptive cf
fens of oral contracepti\'e drugs: the K:li
.'!cr-i'crmancntc Stud\'. In: I{amcharan S, 
cd. The Walnut Creck' Contraceptive Drug 
Study: a prospective study of the side ef
fects of oral contraceptives. Vol. I. Be
thesda, Md.: National Institutes of 
l!calth, I 'J7.f: I-I I). (Ill IE\\, puhlicatioll 
110. (NIII)H-562). 

Numbered references to personal com
lTIunications, unpublished data, and 
manuscripts either "in preparation" or 
"suhmitted fi.r publication" arc unaccept
able (see "Permissions"). If essential, 
such material may he incorporated in the 
appropriate place in the text. 

TABLES 
Type tables in double spacing on sepa
rate sheets, and provide a legend for each. 
Excessive tabular data arc discouraged. If 
an article is accepted, the./lIlIl'I/a/ will ar
range to deposit extensive tables of im
portant data with the National Auxiliary 
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Publications Service (NAPS); we will 
pay for the deposit and add an appropri
ate foornote to the text. This service 
makes microfiche or photocopies of ta
hies available at moderate charges to 
those who request them. 

IJ.J.USTRATIONS 
Figures should he professionally designed. 
(;Iossy, black-and-white photographs arc 
requested. Symbols, lettering, and num
hering should he clear, and these clements 
should he large enough to remain legible 
after the figure has been reduced to fit the 
width of a single column. 

The back of each figure should include 
the se(luence numher, the name of the 
author, and the proper orientation (e.g., 
"top"). Do not mount the figure on card
board. Photomicrographs should be 
cropped to a width of H cm, and electron 
photomicrographs should havc internal 
scale markers. 

I f photographs of patients arc used, ei
ther the subjects should not be identifi
able or their pictures must be accompa
nied by written permission to usc the 
figure. Permission forms arc available 
from the Editor. 

Legends for illustrations should be 
typewritten (double-spaced) on a sepa
rate sheet, and should not appear on the 
illustrations. 

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

ABBREVIATIONS 
Except for units of measurement, ab
breviations arc discouraged. Consult 
the Coullcil oI Biology Editors Style Mallllill 
(Fifth edition. Bethesda, Md.: Council 
of Biology Editors, I <)H3) for lists of 
standard abhreviations. The first time 
an abbreviation appears it should be 
preceded by the words for which it 
stands. 

DRUG NAMES 
(;eneric names should, in general, be 
used. If an author so desires, brand 
names may be inserted in parentheses. 

PERMISSIONS 
Materials taken from other sources 
must be accompanied by a written 
statement from both author and pub
lisher giving permission to the .fill/mal 
for reproduction. 

Obtain permission in writing from at 
least one author of papers still in press, 
of unpublished data, and of personal 
corntnu nicati()ns. 

INCLUSIVE LANGUAGE 
Sex bias should be avoided and gender
inclusive language used whenever pos
sible. 

REVIEW AND ACTION 
Manuscripts arc examined by the edito
rial staff and arc usually sent to outside 
reviewers. Authors will remain anony
mous to outside reviewers and vi~e 
versa. External statistical review will be 
accomplished where appropriate. 



IN HYPERTENSION 

When patients are difficult to manage ... 
It's time for TENORETIC. 

Some hypertensive patients find it difficult to 
make dietary and life-style changes you recommend. 
Others simply don't respond to monotherapy. 
So continue to encourage a healthier life-style, and 
prescribe a simple, effective antihypertensive regimen for 
these patients. Initiate one-tablet-a-day TENORETIC 
therapy, the simplest regimen available. It works round 
the clock to lower blood pressure without added tablets 
or side effects that can so easily discourage compliance. 

Each tablet contains' 

T€~ORMI~ ' (atenolol) 50 mg or 100 mg 
and chlorthahdone 25 mg 

For your difficult·to-manage hypertensive. 

TENORETIC is not indicated for the iniliaitherapy of hyperlensiol1 . See adjacelll page for brief summary 0/ prescribing ill/ormatioll. 





A powerful 
case for 

o rIIIDJ 
(gemfibrozil) 
Raised low HDL 25% 

BID 
600-mg 
Tablets 

-in patients whose baseline HDL was below 
35 mg/dL in the landmark Helsinki Heart Study (HHS).3 

Reduced heart attack 
incidence* up to 62% 
-in these HHS patients and 45% in HHS patients whose 
baseline HDL was below the median (46.4 mg/dL). Incidence 
of serious coronary events was similar for LOPID and placebo 
subgroups with baseline HDL above the median (46.4 mg/dL).3 

Raised HDL levels lY2 to 3 times 
more effectively than lovastatin 
-in a 12-week, double-blind, randomized trial among 
patients with moderate to severe hyperlipidemia. 
Lovastatin achieved greater reductions in total serum 
cholesterol than gemfibrozil in this study population.4 

RAISES HDL 
DRAMATICALLY REDUCES HEART ATTACK 
LOPIO is indicated for reducing the risk of coronary heart disease 
(CHO) in Type lib patients with low HDL, in addition to elevated LDL 
and triglycerides, and who have had an inadequate response to weight 
loss, diet, exerci se, and other pharmacologic agents such as bile acid 
sequestrants and nicotinic acid. 

*Oefined as a combination of definite coronary death and/or definite 
myocardial infarction. 

R.I.,.nces: 1. Goldslein Il, Hazzard WR, SchrOll HG, Bierman El, MOlulsky AlJ. Hyperlipidemia in 
coronary heart disease. I. Lipid levels in 500 su",illO" o( myocardlallnrarclion . J Clln (nve51. 
1973;52:1533-1543. 2. Assmann G, Schuhe H. PROCAM-Trlal: Pro5peclive Cardiovascular Munsler 
Trial. ZOrich: Pansclenl la ""rlas; 1966:8-9. 3. Dala on file, Medical AHai" DePI, Parke-Davis 
4. TIkkanen MI,.Helve E, liiiinelii A, el al. Comparison berween lavaslalin and semfibrozil in the 
lrealmenl o( primary hypercholeslerolemia: Ihe Finnish Muhicenle, Siudy. Am J Cardiol. 
1966;62:351-431. 

Please see last page of this advertisement for warnings, 
contraindications, and brief summary of prescribing Information. © 1989 Wilmer-Lambert Company 



LopldO' (Gemfibrozil Capsules and Tablels) LopidOO (Gemfibrozil Capsules and Tablets) 

Before prelcrlblng, please Bee full preacrlblng Information. from conlrols in the incidence of liver tumors, but the doses tested were lower than those 
A Brief Summary follows. shown to be carcinogenic with other fibrates. 
CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, IncluCing primary Male rats had a dose-related and statistically significant increase of benign Leydig cell 
biliary cirrhosis. tumors at 1 and 10. times the human dose. 

2. Preexisting gallbladder disease (See WARNINGS). Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera-
3. Hypersenslllvity to gemfibrozll. tion following Lopid administration to the male rat. An adequate study to test for perox-

WARNINGS. 1. Because of chemical, pharmacological, and clinical similarities be- isome proliferation has not been done in humans but changes in peroxisome 
tween gemfibrozil and clofibrate, the adverse findings with clofibrate in two large clinical morphology have been observed. Peroxisome proliferation has been shown 10 occur in 
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug humans with either of two other drugs of the fibrate class when liver biopsies were com-
Project, 100.0. subjects with previous myocardial infarction were treated tor five years pared before and after treatment in the same individual. 
with clofibrate. There was no difference in mortality between the clofibrate-treated sub- Administration of approximately three or ten times the human dose to male rats for 10. weeks 
jects and 30.0.0. placebo-treated subjects, but tWice as many clofibrate-treated subjects resulted in a dose-related decrease of fertility. Subsequent studies demonstrated that this 
developed cholelithiasis and cholecystitis requiring surgery. In the other study, con- effect was reversed after a drug·free period of about eight weeks, and it was not transmit· 
ducted by the World Health Organization (WHO), 50.0.0. subjects without known cor- ted to the offspring. 
onary heart disease were treated with clofibrate for five years and followed one year 5. Pregnancy Category B-Reproduction studies have been performed in the rat at 
beyond. There was a statistically significant, 29%, higher total mortality in the clofibrate- doses 3 and 9 times the human dose, and in the rabbit at 2 and 6.7 times the human 
treated than in a comparable placebo·treated control group. The excess mortality was dose. These studies have revealed no evidence of impaired fertility in females or harm to 
due to a 33% Increase in noncardiovascular causes, including malignancy, post- the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed 
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated at the high dose levels. No significant malformations were found among almost 40.0. off· 
subjects for gallbladder disease was confirmed. spring from 36 litters of rats and 10.0. fetuses from 22 litters of rabbits. 

During the Helsmki Heart Study and in the tv2 year follow-up penod since the trial There are no studies in pregnant women. In view of the fact that Lopid is tumorigenic in 
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55 male and female rats, the use of Lopid in pregnancy should be reserved for those pa· 
(2.7%) m the placebo group. Mortality from any cause during the double-blind portion tients where the benefit clearly outweighs the possible risk to the patient or fetus. 
of the study was 44 deaths in the Lopid group and 43 in the placebo group. Because of 6. Nursing Mothers-Because of the potential for tumorigenicity shown for gem· 
the more limited size of the Helsinki Heart Study, this result is not statistically- fibrozil in rats, a deCision should be made whether to discontinue nursing or discontinue 
Significantly different from the 29% excess mortality seen in the clofibrate group in the the drug, taking into account the importance of the drug to the mother. 
separate WHO study. Noncoronary heart disease related mortality showed a 58% 7. Hematologic Changes- Mild hemoglobin, hematocrit and white blood cell 
greater trend in the Lopid group (43 vs 27 patients in the placebo group, p=o.D56). decreases have been observed in occasional patients following initiation of Lopid 

In the Helsinki Heart Study, the incidence of total malignancies discovered during the therapy. However, these levels stabilize during long·term administration. Rarely, severe 
trial and in the 1'12 years since the trial was completed was 39 in the Lopid group and 29 anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been 
In the placebo group (difference not statistically significant). This includes 5 basal cell reported. Therefore, periodic blood counts are recommended during the first 12 months 
carcinomas in the Lopid group and none in the placebo group (p=D.D6; historical data of Lopid administration. 
predicted an expected 4.7 cases in the placebo group). GI malignanCies and deaths 8. Liver Function -Abnormal liver function tests have been observed occasionally 
from malignancies were not statistically ,-_____________________________ .., during Lopid administration, including eleva· 
different between Lopid and placebo sub- ~ lIOns of AST (SGffi), ALT (SGPT), LDH, bili· 

groups. Follow·up of the Helsinki Heart a ~lll Q~ mo". ,"" ""'00 ph~p"""" Th_ ,m 
Study participants will provide further infor- "'B' ID' 1 usually reversible when Lopid is discon-
mation on cause· specific mortality and tinued. Therefore periodic liver function 
cancer morbidity. studies are recommended and Lopid therapy 

2. A gallstone prevalence substudy of 450. should be terminated if abnormalities persis\. 
Helsinki Heart Study participants showed a ( ~.b .1) 9. Use In Children-Safety and efficacy in 
Irend toward a greater prevalence of gall- ~em ['II"117[ ~OabO-lmetsg children have not been established. 
stones during the study within the Lopid I V-'w 1.. ADVERSE REACTIONS. In the double· blind 
treatment group (7.5% vs 4.9% for the place- controlled phase of the Helsinki Heart Study, 
bo group, a 55% excess for the gemfibrozil S 20.46 patients received Lopid for up to 5 years. 
group). A trend toward a greater incidence RAI ES HDL. .. DRAMATICALLY In that study, the following adverse reactions 
of gallbladder surgery was observed for the REDUCES HEART ATTACK were statistically more frequent in subjects in 
Lopid group (17 vs 11 subjects, a 54% ex- the Lopid group (placebo incidence in paren· 
cess). This result did not differ statistically theses): gastrointestinal reactions, 34.2% 
from the increased incidence of cholecystectomy observed in the WHO study in the (23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8% (5.6%); acute appendicitis 
group treated with clofibrate. Both clofibrate and gemfibrozil may increase cholesterol (histologically confirmed in most cases where data are available), 1.2% (0..6%); atrial 
excretion into the bile leading to cholelithiasis. If cholelithiasis is suspected, gallbladder fibrillation, 0..7% (0.1%). 
studies are indicated. Lopid therapy should be discontinued If gallstones are found. Adverse events reported by more than 1% of subjects, but without a significant differ· 

3. Since a reduction of mortality from coronary artery disease has not been ence between groups (placebo incidence in parentheses) were: diarrhea, 7.2% (6.5%); 
demonstrated and because liver and interstitial cell testicular tumors were increased in fatigue, 3.8% (3.50/0): nausea/vomiting, 2.5% (2.1%); eczema, 1.9% (1.2%): rash, 1.7% 
rats, Lopid should be administered only to those patients described in the INDICATIONS (1.3%); vertigo, 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.2% (1.1%). 
AND USAGE section. If a significant serum lipid response is not obtained, Lopid should Gallbladder surgery was performed in 0.9% of Lopid and 0..5% of placebo subjects, a 
be discontinued. 64% excess, which is not statistically different from the excess of gallbladder surgery 

4. Concomitant Anticoagulants - Caution should be exercised when anticoagulants Observed in the clofibrate compared to the placebo group of the WHO study. 
are given In conjunction with Lopid. The dosage of the anticoagulant should be reduced Nervous system and special senses adverse reactions were more common in the 
to maintain the prothrombin time at the deSired level to prevent bleeding complications. Lopid group. These included hypesthesia, paresthesias, and taste perversion. Other 
Frequent prothrombin determinations are advisable until it has been definitely determined adverse reactions that were more common among Lopid treatment group subjects but 
that the prothrombin level has stabilized. where a causal relationship was not established include cataracts, peripheral vascular 

5. Concomitant therapy With Lopid and Mevacor® (Iovastatin) has been associated with disease, and intracerebral hemorrhage. 
rhabdomyolysls, markedly elevated creatine kinase (CK) levels and myoglobinuria, From other studies it seems probable that Lopid is causally related to the occurrence 
leading in a high proportion of cases to acute renal failure. In most subjects who have of musculoskeletal symptoms (See WARNINGS), and to abnormal liver function 
had an unsatisfactory lipid response to either drug alone, the possible benefit of combined teBts and hematologic changes (See PRECAUTIONS). 
therapy With lovastatin and gemfibrozil does not outweigh the risks of severe myopathy, Reports of viral and bacterial infections (common cold, cough, urinary tract infections) were 
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates more common in gemfibrozil·treated patients in other controlled clinical trials of 805 patients. 
alone, including Lopid, may occasionally be associated with myositis. Patients receiving Additional adverse reactions that have been reported for gemfibrozil are listed below 
Lopid and complaining of muscle pain, tenderness, or weakness should have prompt by system. These are categorized according to whether a causal relationship to treat· 
medical evaluation for myositis, Including serum creatine kinase level determination. If ment with Lopid is probable or not established: 
myositis is suspected or diagnosed, Lopid therapy should be withdrawn. CAUSAL RELATIONSHIP PROBABLE: Gastrointestinal: cholestatic jaundice; Central 

6. Cataracts-Subcapsular bilateral cataracts occurred in 10.%, and unilateral in 6.3% Nervous System: dizziness, somnolence, paresthesia, peripheral neuritis, decreased 
of male rats treated with gemfibrozil at 10 times the human dose. libido, depreSSion, headache; Eye: blurred vision; Genitourinary: impotence; 
PRECAUTIONS. 1. Initial Therepy- Laboratory studies should be done to ascertain Musculoskeletal: myopathy, myasthenia, myalgia, painful extremities, arthralgia, 
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every at· synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU· 
tempt should be made to control serum lipids with appropriate diet, exerCise, weight loss TIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, in-
in obese patients, and control of any medical problems such as diabetes mellitus and creased liver transaminases (AST [SGOTI, ALT [SGPTJ), increased alkaline phosphatase; 
hypothyroidism that are contributing to the lipid abnormalities. Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; 1m-

2. Continued Therapy- Periodic determination of serum lipids should be obtained, munologlc: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative der-
and the drug withdrawn if lipid response is inadequate after 3 months of therapy. matitis, rash, dermatitis. pruritus. 

3. Drug Interectlonl-(A) Loveltatln: Rhabdomyolysis has occurred with combined CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasys· 
gemfibrozil and lovastatin therapy. It may be seen as early as 3 weeks after initiation of toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu· 
combined therapy or after several months. In most subjects who have had an unsatisfac- sion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility; 
tory lipid response to either drug alone, the possible benefit of combined therapy with Clinical Laboratory: positive antinuclear antibody; Hematopoietic: thrombocytopenia; 
lovastatin and gemfibrozil does not outweigh the risks of severe myopathy, rhab- Immunologic: anaphylaxis, Lupus·like syndrome, vasculitis; Integumentary: alopecia. 
domyolysis, and acute renal failure. There is no assurance that periodic monitoring of DOSAGE AND ADMINISTRATION. The recommended dose for adults is 120.0. mg 
creatine kinase will prevent the occurrence of severe myopathy and kidney damage. administered in two divided doses 3D minutes before the morning and evening meal. 

(B) Antlcoagulanta: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGU· MANAGEMENT OF OVERDOSE. While there has been no reported case of over· 
LANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTI· dosage, symptomatic supportive measures should be taken should it occur. 
COAGULANT SHOULD BE REDUCED TO MAINTAIN THE PRffiHROMBIN TIME AT References: 1. Frick MH, Elo 0, Haapa K, et al: Helsinki Heart Study: Primary preven· 
THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. FREQUENT tion tnal with gemfibrozil in middle·aged men with dyslipidemia. N Engl J Med 
PRffiHROMBIN DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN 1987;3171237·1245.2. Manninen V, Elo 0, Frick MH, et al: Lipid alterations and decline 
DEFINITELY DETERMINED THAT THE PRffiHROMBIN LEVEL HAS STABILIZED. in the incidence of coronary heart disease in the Helsinki Heart StUdy. JAMA 1988; 

4. CarclnogeneslB, MutageneslB,lmpslrment of Fertllity- Long-term studies 260:641·651.3. Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of 
have been conducted in rats and mice at one and ten times the human dose. The inci· chylomicron metabolism. In Stanbury J. B. et al. (eds.): The Metabolic Basis of Inherited 
dence of benign liver nodules and liver carcinomas was significantly increased in high Disease, 5th ed., McGraw·Hill, 1983, Chap. 3D, pp. 622·642. 
dose male rats. The incidence of liver carcinomas increased also in low dose males, Caution - Federal law prohibits dispensing without prescription. 
but this increase was not statistically significant (p=D.l). In high dose female rats, there PARKE-DAVIS 
was a Significant increase in the combined inCidence of benign, and malignant liver Div of Warner·Lambert Co 
neoplasms. In male and female mice, there were no statistically significant differences Morris Plains, NJ 07950 USA 
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PENNSTATE 
9 College of Medicine • University Hospital 
., The Milton S. Hershey Medical Center 

CHAIR, 
DEPARTMENT OF FAMILY AND 

COMMUNITY MEDICINE 
The Search Committee for the position of Chair of the Department 

of Family and Community Medicine, College of Medicine, invites 
applications and nominations for this position. The Chair will report to 
the Senior Vice President for Health Affairs and Dean and will be 
responsible for all administrative, academic and clinical activities of 
the department. The Department is in an expansion mode in response 
to Pennsylvania State University's commitment to family practice. In 
addition to the pre-doctoral program at The College of Medicine, the 
Department has a University Hospital/Community Hospital residency 
program and is expanding its teaching base into the community. 

The following criteria will be used to aid in selecting a Chair of the 
Department of Family and Community Medicine. The candidate must 
demonstrate: 

• Clinical excellence and accomplishment in the field of Family and 
Community Medicine. 

• Administrative and leadership capabilities. 
• Commitment to teaching and academic excellence. 

The closing date for applications is November IS. 1990. 

Nominations and letters of application should be sent to: 

G. Victor Rohrer, M.D. and Thomas Leaman, M.D. 
Co-Chairs. Search Committee 
Office of Clinical Affairs 
The Milton S. Hershey Medical Center 
P.O. Box 8S0-JAB 
Hershey, Pennsylvania 17033 

An Equal Opportunity Afjinnative Action Employer. 
We encourage applications from women and minorities. 

CRUSADER CLINIC 
Multispecialty clinic in Northern 
Illinois seeks second OB/GYN 
and fourth family practitioner to 
join dynamic, high growth prac
tice. Community Health Center 
Model. New facility. Scholarship 
and loan repayment available. 
Paid mal practice and Flexible 
Compensation Plan. CV to 

John Frana, Executive Director 
Crusader Clinic 
120 Tay Street 

Rockford, IL 61102 
(815) 968-0286 

EOE ©SK&F LAB CO., 1990 
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Catecholamines surge in the AM 

IS TODAYS WAI<ING HEART 
STILL PROTECTED BY YESTERDAYS 

BETA-BLOCI<ER? 

Introducing. .. 

SEARLE 



for hypertension 



24-HOUR BETA1-BLOCI<ADE 
THAT'S STILL GOING 
STRONG WHEN THE 

"BIG CATS"* SURGE 
Cardloselect1ve Noncardloselectlve 
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Kel1on~ TenorrnlnllJ LDpresso~ CorgardllJ Inderaj<IJ[A 

(betaxolol HCIl1 (atenololl* (metoprololl* (nadololl* (propranolol HCIl§ 

Bioavallabllltyt 89% 50% 50% 300"{' 9%-18% 
Interpatlent 

4 10 7 variations In plasma 2 
levels (n-foldl" 

NA=not available in references cited. 
t Numbers shown are not directly comparable since these data have been complied from different study populations. 
:t:Adapted from product Infonnatlon In Physlclans'Desk Reference", ed 44. Oradell, NJ, Medical Economics Co Inc,1990. 
§ Drug Facts & Comparisons. St lOuis, Mo, JS Lippincott Co, 1990. 

NA 

* Refers to catecholamines, norepinephrine and epinephrine, serum concentrations of which may Increase 
two- to threefold in the morning compared with trough levels (Reference: Tofler GH, Brezinski D, 
Schafer AI. et al: Concurrent morning increase in platelet aggregability and the risk of 
myocardial infarction and sudden death. N EnglJ Moo 1987;316:1514-1518) 
©1990, GO. Searle & Co. 
Please see last page of t his advertisement for references and a brief summarv of prescribing Information. 
Kertone Is contraindicated In patients with known hYpersensitivity to betaxOIOI hYdrochlOrIde. 
As are other beta-blockers, Kertone Is contraindicated In patients with sinus bradycardia, heart block 
greater than Arst deGree, cardloaenlc ShOCk, and overt cardiac failUre. 
Tenonnlne Is a registered trademark of ICI Pharma. lOpressore Is a registered trademark of Geigy Phannaceutlcals. 
Corgarne Is a registered trademark of PrlncetDn Phannaceutlcal Company. Inderaje Is a registered trademark of wyeth-Ayerst LaboratDries. 
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NEW~Il~Iir;r~24hou~and 
(betax%/ HCf) still going strong 

Usual initial dosage of Kerlone is 10 mg once a day. 

10mg In some patients, a 5-mg starting dose should 
be considered. Please see complete prescribing 
information. 

If desired response is not achieved, dose may be 
doubled after 7 to -14 days . 

• Available in 10-mg (scored) and 20-mg tablets 
• Costs significantly less than any other cardioselective beta-blockep·3 
Referencel: 
1. Kerlone complere prescribing Information. 2. Data on file. GO. Searle & Co. 
S.Drug TopiCS-Red Book. ed 94. Oradell. N.J, Medical Economics Co Inc. April 1990. 

BRIEF SUMMARY 
Contralndlcatlono: Known hypersensitivity to the drug, sinus bradycardia, heart block 
greater than first degree. cardiogenic shock, and overt cardiac (allure (se8 Warnings) . 
Warnings: In hypertensive patients who have congestive heart failure controlled by digitalis 
and diuretics. bets-blockers should be administered cautiously. At the first sign or symptom 
of cardiac failure. discontinua1ion of Kertane should be considered. In some cases Kerlone 
can be continued while cardiac tailure /s treated with cardiac glycosides, diuretics, and 
other agents. as appropriate. Abrupt cessation of therapy with certain beta-blocking agents 
In patients with coronary artery disease has been followed by e)(acerbations of angina 
pectoris and, in some cases, myocardial infarction has been reported; patients should be 
warned against interruption of therapy Without the physician's advice. When discontinuation 
of Kerlone Is planned, the patient should be carefully observed and therapy should be 
reinstituted, at least temporarily, if withdrawal symptoms occur. PATIENTS WITH BRON
CHOSPASTIC DISEASE SHOULD NOT IN GENERAL RECEIVE BETA-BLOCKERS. 
Becaute of ita relatl"" fJ, oelectlvity, low do .. s of Kerlone may be used with caution 
In patlento with bronchospaotlc diseaoe who do not reopond to or cannot tolerate 
alternatl"" treatment. Since fJ, oelectlvlty Is not absolute and Is Inversely related to 
dose, the lowest posolble dose of Kerlone ohould be used (6 to 10 mg once dally) 
and a bronchodilator ohould be made available. If dosage must be Increased, divided 
dosage ohould be considered to avoid the higher peak blood levels associated with 
once-dally dosing. The risk of excessive myocardial depression during general anesthesia 
may be increased and difficulty in restarting and maintaining the heart beat has been 
reported with betaMblockers. tf treatment is continued, particular care should be taken 
when using anesthetic agents which depress the myocardium, and it is prudent to use the 
lowest possible dose of Kerlone. Bets-blockers should be used with caution in diabetic 
patients es they may mask tachycardia occurring with hypoglycemia (patients should be 
warned of this), although other manifestations such as dizziness and sweating may not be 
significantly affected. Beta-adrenergic blockade may mask certain clinical signs of hyper
thyroidism. Abrupt withdrawal might precipitate a thyroid storm; therefore, patients known 
or suspected of being thyroto)(ic from whom Kerlone Is to be withdrawn should be 
monitored closely. 
Pr.caution.: 8et8-adrenoceptor blockade can cause reduction of intraocular pressure. 
Since beta)(olol hydrochloride is marketed as an ophthalmic solution for treatment of 
glaucoma. patients should be told that Kerlone may Interfere with the glaucoma-screening 
test. Withdrawal may lead to 8 return of increased Intraocular pressure. Patients receiving 
bela-adrenergic blocking agents orally and beta-blocking ophthalmic solutions should be 
observed for potential additive effects. Kerlone clearance is somewhat reduced in patients 
with renal failure but little changed in patients with hepatic disease. Dosage reductions 
have not routinely been necessary whon hepatic andlor renal insufficiency IS present but 
patients should be observed. Patients on dialysis raquire a reduced dose. Patients should 
be warned against interruption or discontinuation of Kertone therapy without the physician's 
adVice. Patients being treated with beta-adrenergic blocking agents should be advised to 
consult 8 physician 8t the first sign or symptom of cardiac failure. Patlonts should know 
how they react to this medicine before they operate automobiles and machinery or engage 
In other tasks requiring alertness; contact their physician if any difficulty In breathing 
occurs, and before surgery of any type; and inform their physiCians or dentists that they 
are taking Kerlone. Patients with diabetes should be warned that beta-blockers may mask 
tachycardia occurring with hypoglycemia. Patients treated with a bets-adrenergic receptor 
blocking agent plus a catecholamine deplelor should be closely obse,."ed for evidence of 
hypotension or marked bradycardia, which may produce vertigo, syncope, or postural 
hypotension. When discontinuing therapy in patients receiving beta-blockers and clonldine 
concurrently, the beta-blocker should be discontinued slowly over several days befora the 
gradual withdrawsl of clonidine. literature reports suggest that oral calcium antagonists 
may be used In combination with beta· adrenergic blocking agents when heart function is 
normal, but should be avoided in patients with impaired cardiac function . Hypotension, AV 
conduction disturbances, and leh ventricular failure have been reported In some patients 
receiving betaMadrenerglc blocking agents when an oral calcium antagonist was added to 
the treatment regimen. Hypotension was more likely to occur if the calcium antagonist 
were a dihydropyridine derivative. ego nifedlpine. while left ventricular failure and AV 
conduction disturbances, Including complete heart block, were more likely to occur with 
either verapamil or diltiazem. Pregnancy Category C. In a study in which pregnant rats 
received beta.olol, the highest dose (600 X MRHD) was associated with increased 
postimplantation loss. reduced litter size and weight, and an increased incidence of skeletal 
and visceral abnormalities. which may have been a consequence of drug~related maternal 
to)(icity. Other than a possible increased incidence of incomplete descent of testes and 

sternebral reductions, beta.olol (6 X MRHD and 60 X MRHD) caused no fetal abnormalities. 
In a second study with a different strain of rat , beta.olol (300 X MRHD) was associated 
with maternal to)(icity and an increase in resorptions. but no teratogenicity. In a study in 
which pregnant rabbits received beta.olol 154 X MRHD), a marked Increase in p08timplan
tation loss occurred at the highest dose. In a peri· and postnatal study in rats. betaxolol 
(380 X MAHD) was associated with a marked increase in total litter loss within 4 days 
postpanum. In surviving offspring, growth and development were also affected. There are 
no adequate and well-controlled studies In pregnant women. Kerlone should be used during 
pregnancy only if the potential benefit justifies the potential risk to the fetus. Since Kerlone 
Is excreted in human milk caution should be eMrcised when Kerlone is administered to a 
nursing mother. Safety and efficacy in children have not been established. Kerlone may 
produce bradycardia more frequently in elderly patients. Adv..... Reactions: Kerlone has been associated with the development of antinuclear 
antibodies (5.3%1. Beta.olol adverse events reported in U.S. controlled studies: bradycardia 
(B.l) , symptomatic bradycardia (0.8). edema (1 .8), headache (6.5), dizziness (4.5), fatigue 
(2.9), lethargy (2.8), insomnia (1 .2), nervousness (0.8), bizarre dreams (1 .0). depression 
(0.8). impotence (1 .2), dyspnea (2.4), pharyngitis (2 .0), rhinitis (1 .4), upper respiratory 
infection (2 .6) , dyspepsia (4.7). nausea (1 .6). diarrhea (2.0), chest pain (2.4), arthralgia 
(3 .1), rash (1 .2). Beta.olol adverse events reported in European controlled clinical trials: 
bradycardia (5.8), symptomatic bradycardia (1 .9), palpitation (1 .9), edema (1 .3). cold 
e.tremities (1 .9), headache (14.8). dizziness (14.8), fatigue (9.7). asthenia (7.1). insomnia 
(5.0), paresthesia (1 .9), nausea (5 .8), dyspepsia (3 .9). diarrhea (1 .9). chest pain (7.1), joint 
pain (5 .2), myalgia (3 .2). The following adverse events reported in less than 2% of patients 
occurred under conditions where a causal relationship is uncertain: flushing. salivation, 
sweating, allergy, fever, malaise. pain. rigors, angina pectoris, arrhythmia, heart failure, 
hypertension, hypotension. myocardial infarction. thrombosis. syncope, neuropathy, numb
ness, speech disorder, stupor. tremor. twitching. anorexia, constipation, dry mouth. in
creased appetite, mouth ulceration. rectal disorders. vomiting, dysphagia, earache, labyrinth 
disorders, tinnitus. deafness. leucocytosis. lymphadenopathy. thrombocytopenia, increased 
AST, increased ALT. acidosis, diabetes, hypercholesterolemia, hyperglvcemia, hyperkalemia, 
hyperlipemia, hyparuricemia, hypokalemia, weight gain, increased LDH, arthropathy, neck 
pain. muscle cramps, tendonitis. abnormal thinking. amnesia. confusion. emotional lability. 
hallucinations. decreased libido, breast pain. breast fibroadenosis, menstrual disorder, 
prostatitis, bronchitis. bronchospasm, cough. epista)(is. flu. pneumonia, sinusitis, pruritus, 
skin disorders. abnormal taste, taste loss, cystitis, dysuria, proteinuria, abnormal renal 
function, renal pain, cerebrovascular disorder, leg cramps. peripheral ischemia, thrombo
phlebitis, abnormal lacrimation, abnormal vision, conjunctivitis. dry eyes. iritiS, cataract. 
Although not reported In clinical studies with betaxolol, a variety of adverse effeets have 
been reported with other beta-adrenergic blocking agents and may be considered potential 
advorse effects of beta)(olol: reversible mental depreSSion progressing to catatonia, an 
acute reversible syndrome characterized by disorientation for time and place, shon·term 
memory loss, emotional lability with slightly clouded sensorium, and decreased performance 
on neuropsychometric tosts, intensification of AV block and congestive heart failure (or 
cardiac failure) , erythematous rash, fever combined with aching and sore throat, laryngo
spasm. respiratory distress, agranulocytosis. thrombocytopenic purpura, and nonthrom
bocytopenic purpura, mesenteric arterial thrombosis, ischemic colitis, reversible alopecia. 
Peyronie's disease. Raynaud's phenomena. skin rashes andlor dry eyes, and oculomuco~ 
cutaneous syndrome. 10/27/89· P90-L317V 

/lddress medical inquiries to: 
GD. Searle & Co. 
Medical & Scientific Information Department 
4901 Searle Parkway 
Skokie, IL 60077 

Kerlone is a registered trademark of Synthelabo SA. 
Manufactured and distributed by G.D. Searle & Co .. Chicago, IL 60680 
by agreement with Lorex Pharmaceuticals, Skokie,llo 
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13THWONCA 
WORLD CONFERENCE 
ON FAMILY MEDICINE 

FAMILY 
MEDICINE 
IN THE 
21ST 
CENTURY 
MAY 9 TO 14,1992 

VANCOUVER 
BRITISH COLUMBlA 
CANADA 

Hosted by 
THE 
COLLEGE 
OF FAMILY 
PHYSICIANS 
OF CANADA 
AND THE 
BRITISH 
COLUMBIA 
CHAPTER 

Keynote speakers will focus on 
the 1992 status of world health, 
the consequences in ten years if 
current trends continue, 
strategies that could change our 
behaviour in appropriate ways, 
and how we might contribute to 
the political will needed to meet 
the anticipated challenges. 

Complementing the daily 
sessions wi II be a large 
commerical and scientific 
exhibit area open daily for 
delegates. 

Family physicians, academies, 
colleges, university departments 
and research units are invited to 
submit specific proposals for 
presentations. Free-standing 
papers, poster sessions, symposia 
and workshops are all channels 
through which you or your 
organization can participate. 

YOUR HOST CITY
VANCOUVER 
Vancouver, Canada's third 
largest city, is the jewel of North 
America's Pacific Coast. Set in 
the magnificent natural harbour 
surrounded by snow-capped 
mountains, lush forests and 
picturesque bays and coves, 
Vancouver is nor only one of the 
most beautiful cities in the 
world, but also clean, orderly and 
safe. Vancouver is rich in the 
colour and life of ethnic variety 
and offers visitor an almost 
limitless choice of activities. 

Blocks of bedrooms have been 
reserved for conference delegates 
in a wide variety of downtown 
horels. 

CLIMATE 
May is early summer with temp
eratures ranging from 15 degrees 
C to 20 degrees C (60 degrees F 
to 70 degrees F). Evening 
temperatures are rarely below 10 
degrees C (50 degrees F). 

LANGUAGE 
The official languages of the 
World Conference are English 
and French. 

THE VANCOUVER TRADE 
AND CONVENTION 
CENTRE 
A spectacular venue for the 
conference. The Centre is 
located in the heart of the city, 
on the ocean, overlooking the 
coastal mountains. The state-of
the-art facility has spacious well
equipped meeting rooms and is 
convenient to hotels, shops and 
restaurants. 

SOCIAL PROGRAMS 
Spectacular Opening 
Ceremonies 
City Tours and Excursions 
I nternational Banquet 
Day trip to historic Victoria 
Special Programs for children 
and young people 

PRE AND POST 
CONFERENCE TOURS 
Banff, Jasper, Lake Louise 
Victoria, Whistler, 
British Columbia Interior, 
Salmon Fishing Excursion, 
Ranch Resort Vacations, 
Eastern Canada, Hawaii, 
Alaska Cruises 

TRANSPORTATION 
Vancouver is a major 
international destination served 
by 18 majot airlines. 

o Please send me further 
information 

o I am interested in 
presenting a paper 

(Plea;c print) 

Namc __________________ __ 

Addrcss _________ __ 

City ____________________ _ 

Province/State ____________ _ 

Posml/ Zip Code _______ _ 

Country ________ __ 

Telephone ________ _ 

For further 
information contact: 
The College of 
Family Physicians 
of Canada 
4000 Leslie Street, 
WillowcIale, Ontario 
Canada M2K 2R9 
Telephone: 416.493.7513 
Facsimile: 416.493.3224 





PEAK VERAPAMIL 
BLOOD LEVELS WrrH 

(ng/ml) AND WITHOUT 10001,) 
200 



ENGINEERED WITH A NEW 
PATENTED* DELWERY TECHNOLOGY 
FOR HYPERTENSION 

Eliminates the food requirement of traditional SR verapamil t 
therapy2-more assurance of proper dosing 
• With VERELAN, food intake is not required for consistent absorption. Traditional SR verapamil 
must be taken with food to achieve the desired absorption profile2 

Engineered to provide reliable 24-hour blood pressure control 
• Maintains control throughout the early morning hours, the period usually associated with 
greatest cardiovascular risk 

10 ~----------------------------------~------------~ 

Change in Diastolic BP 
5 

o 

- 5 

- 10 

- 15 

- 20 
7 AM Noon 

Placebo 

VERELAN 
240mg 

6 PM 
Time of day 

Midnight 7 AM 

Results of 
24-l1our 
ambulatory 
BP monitoring. 
VERELAN dosed 
240 mg/day 
(n = 15); 
placebo 
(n = 10).4 

• Maintains lA-hour effectiveness in reducing elevated blood pressure-with one daily dose. 

Enhances convenience 
• Patients may not be able to take traditional SR verapamil on a full stomach as recommended 

• VERELAN can be taken with or without food- thus eliminating the variation in peak levels 
observed with traditional SR verapamil therapy if taken on an empty stomach2

.
3 

• VERELAN can be taken once a day at all doses, even for patients requiring doses over lAO mg 
per day 

• Constipation, which can be easily managed in most patients, is the most frequently reported 
side effect of verapamil 

·US Patent Number: 4,863,742 
tCalan® SR (GD Searle &. CO), lsoptin® SR 
(Knoll Pharmaceuticals). Please see brief summary of Prescribing Information on next page. 



References: 1. Phormoceutlcol DolO S8Ivlces, Alpho DolO Services, December, 1989. 
2. Physlclons' DIIsk RBf/lf8nce (PDflII). 44th ed. Oradell, NJ: Medical Economics Co Inc; 1990: 1117-1119 
(IsopHn SR):2053-2056 (Colan SR} 3. DolO on nle, lederle laborafOrles, Pearl Rlv8l, NY. 
4. BoIIInl PB, Con loA. Rhoades RE, Prlsonl LM, O'Brien OE. Dose response of a new once dally veropomll 
capSIJle connrmed by ambulalary blood presSlJre monllarlng. Presenled Of the FIIfIl SclenMc Meellng 0/ the 
American Society Of HVP8Ilenslon; May 17-21. 1990; New YarX, NY. Abslrocf. 

IrI., Summary 
VEREUNs Vlfllpamll HCI 
Sullalntd-R.'eaM p.llet-FIII,d Coplul .. 

For complele Prescribing Inlormolion, consult pockage Inser!. 
CLINICAL PHARMACOLOGY: Food does not aHecl the extent or role ot!he conlrolled absorpllon 01 verapamll 
from !he VERElAN capsule. 

Atrioventricular block can occur In patients without preexisting condition defects (see WARNINGS~ 
Acceleration of ventricular rate ~nd/or ventricular fibriliotion hos been reported In potlents with atrial 

flutt81 or atrlol fibrillalion and a Coexisting occessoryAV pothway following odmlnlstrotlon of verapomil (see 
WARNINGS). 

In potients With hepatic InSIJtrlClency, metoboflsm Is delayed and ellmlnotlOn holl-life prOlonged up to 14 
to 16 hours (see PRECAUTIONS~ the vOlume Of distnbutlon Is Increased, and plasma clearance reduced to 
about 30% of normal 
CONTRAfNDICATlDNS: Severe lV dystunctlan (see WARNINGS~ hypotension (systofic pressure <90 
rrvnHg) ar cardlogenlc shock, Sick sinus syndrome (if no pacemoker Is present), second-or third-degree AV 
block (II no pacemoker Is present), atrial flullerlfibrillation with on accessory bypass tract (eg WPW or lGl 
syndrames~ (see WARNINGS). hypersensilivily to verapamll ' 
WARNINGS: Verapomll should be avOIded In potlents with severe lV dysfunction (eg. ejecllon froction 
<30%).ar rnoderale-to-severe symptoms of cardiac failure and In patlenls with any degree of ventriculor 
dysfunctIOn If they are receiving a bela blocker Controf milder heart failure wllh optimum digltotlzollon 
and/or diuretics befare VERElAN Is used. Veropamll may occoslonalty produce hypotension. Elevations of 
IIv81 enzymes hove been reported. 

Several cases 01 hepotocellular injury hove been demanstrated to be produced by veropomll. Periodic 
manltarlng of liver function In pollents on verapamll Is pruden!. Some potlenls with poroxysmol and/or 
chranlc alrlal flullerlflbrilialion and on accessory AV palhway (eg, WPW or lGl syndrames) have 
devel0J!8d on Increased ontegrade conduction ocross the occessory pothway bypossing the AV node. 
prodUCing a very rapid ventricular response or venlnculor fibrlltallan offer receiving IV verapamil (or 
digllalls~ Because of Ihls risk, oral verapamll Is conlralndlcaled In such pollenls, AV block may occur 
(second- and third-degree. 08%} Developmenl at mor1u!d firsl-degree block or progression 10 second- or 
third-degree block requires reduclion In dosage ar, rarely, dlscanllnuatlon and Inslifutlon of opproprlole 
therap¥ Sinus bradycardia, second-degree AV block, sinus arresl, pulmonary edema and/or severe 
hypotensIOn were seen In some critlcalty ill palienls with hyperlrophlc cordiomyopalhy who were Ireoted 
Wllh verapomll 
PRECAUTIONS: Verapomil should be given cauliously 10 pallenls with Impaired hepotlc funcllon (In sever~ 
dysfunction use aboul 30% of Ihe normal dose) or Impolred renol function, and pallenls should be 
mamfared for abnormal prolollgollOn at lhe PR Interval or olher signs at overdosoge Veropomil moy 
decrease neuromuscular Ironsmlssion In potlenls with Ouchenne's muscular dyslrophy and may profong 
recovery from !he neuromuscular blocking agenl vecuronlum. II may be necessary 10 decrease verapomll 
dosage In pollenls wllh atfenuoled neuromusculor Ironsmlss/on, Combined !heropy Wllh bela-adrenergic 
blockers and verapamll may resull In addillve negallve effecls on hearl role. alrloventrlculor conducllon 
ondIor cardiac conirocllllfy;. there have been reporls of exceSSive bradycardia and AV block, Including 
complete heart block. The nsks of such combined lherapy moy OUfweigh lhe benefils. The combinollon 
should be used only wllh caution and close monitoring, Decreased meloprolol clearance may occur with 
combined use. Chronic verapomll treatment can Increase serum digOXin levels by 50% 10 75% during the 

© 1990 Lederle Laboratories June 1990 

first week of therapy, which can resun in digitalis foxiclfy In patients with hepotic Cirrhosis. verapomll may 
reduce total body clearance and extrarenal clearance of digitoxin. The digoxin dose should be reduced when 
verapomilis given, and the potlent carefuity monitored. Verapomil will usually hove on addit ive effect in 
potlents receiving b!ood-pressure-Iawering agents. Disopyromide should not be given within 48 hours 
before or 24 hours after verapomll administration. Concomitant use 01 fiecoinlde and verapomll may hove 
additive effects on myocardlol controcfilify, AV conduction, and repolorlzotion. Combined verapomil and 
Quinidine !heropy In potients with hypertrophic cardiomyopathy should be avoided, since signincanl 
hypotension may result Verapomll has been given concomitantly with short- and long-acting nitrates 
without any undesirable drug Inleractlons. Interoctlon befween cimetidine and chronically odmlnlstered 
veropomil hos not been studied. In heoHhy vOlunteers. clearance of verapomil was reduced ar unchonged. 
Concomitant use of lithium and verapamll moy resuit In a lowering of serum lithium levels or increased 
sensitivity 10 lithium Potlents receiving both drugs must be monitored corefull¥ 

Verapomil may Increase carbomazepine corlCentrotions during combined usa Rifampln may reduce 
verapomll bloovallabllit¥ Phenobarbital may Increase verapomil clearance. Veropamll may Increase serum 
levels of cyclosporln. Concomitant use of Inhalation aneslhetics and calcium antagonists needs careful 
litrotlon to avoid excessive cardiovascular depression. Veropamit may potentiate the octlvlfy of 
neuromuscular blacking agents (curare-like and depolarizing); dosage reduction may be required. 
Adequate anlmol carcinogenicity sfudies hove nol been performed, One study In rots did not suggest a 
tumorigenic potentlol, and verapomll was nol mutagenic In the Ames test Plegnancy Calef/ory C:There are 
no adequate and well-controlled studies In pregnonl wamen. This drug should be used during pregnoncy, 
labor, and delivery only If cleMy needed. Veropomilis excreted In breosl milk; therefare, nursing should be 
discontinued during verapomll use Sofety and etrlCOCY of verapomll In children below !he oge 01 18 years 
hove not been established. 
ADVERSE REACTlDNS: In clinical trials with 285 hypertensive patients on VERElAN veropomll HCL 
sustalned-Ieleose pelle/-Med capsules for more Ihon 1 week, the foflowing adverse reactions were 
reported: constipation (7.4%); headache (5.3%); dizziness (4.2%); lethargy (3.2%); dyspepsia (2,5%), 
rash (l4%); ankle edemo (l4%); sleep dlslurbonce (l4%); myalgia (11 %). In clinicol trials of other 
formulations of V81apomll HCI (N = 4,954), the fOllowing reactions hove occurred at rates greater thon 
1.0%: constlpoflon (7.3%); dizziness (3.3%); nausea (2.7%); hypotension (2.5%); edema (l9%); 
headache r? 2%); rash (12%); CHF/pulmonory edema (1. 8%); fatigue (1.7%); bradycardia 
(HR< 50/ , 14%); AV block-total 1', 2', 3' (l2%); 2' and 3' (0,8%); HUShing (0.6%); elevafed liver 
enzymes \ /ARNINGS~ 

The fotiowlng rylactlons. reported In to% or less of potlents. occurred under conditions (open Iriols, 
marketing experience) where a causal relOllonshlp Is uncertain, 
CanUovalcular: angina pectoriS, atrlovenlricular dissociation, chest pain, claudication, myocardial 
Infarction, palpitations, purpura (vasculitis), syncope. Dlg.lllv8 SYlllm: diarrhea dry mouth 
gostrofntesflnol distress, gingival hyperplasia. Hemic and Lymphatic: ecchymosis or bruising. Nervoul 
SYlllm: cerebrovascular OCCident, confusion, equilibrium disorders, insomnia, muscle cramps, 
parestheSia. psychotic symptoms, shakiness. somnolence. Rtlplralary: dyspnea. Skin: arlhrolglo and 
rosh, exonthemc, holr loss, hyper1u!ratosis. moculae, sweating, urticorla. Stevens-Johnson syndrome, 
eryfhema multifoHT18. Speclat Seniti: blurred vision. Urog.nlllll: gynecamostla, Impotence. increased 
urlnotlon, spotty menstruation. e,,. 
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Guidelines 
for detecting colon cancer: 

1. A digital rectal examination every year 
after 40. 

2. A stool blood test every year after SO. 

.3. A sigmoidoscopy every three to five years 
after 50. 

AMERICAN CANCER SOCIETY CAMPAIGN 
BUSINESS PRESS AD NO. ACS-2788-90-7" x 10" (110 Screen) 

In the past, the only agreement physicians 
had on guidelines for detecting colon cancer was 
that there was no agreement. 

Recently, physicians from the American Cancer 
Society and the National Cancer Institute gathered 
in a conference and agreed on specific guidelines. 

We recommend you follow them for 
asymptomatic patients over 40. Because when 
detected in its earliest stages, + 
colon cancer is 90% curable. ~tl ~ 

Now it's your decision. lOlllCl SOCIETY' 

Volunteer Agency: Calet, Hirsch & Spector, Inc., Campaign Director: C. Richard Yarbrough, BeliSouth Corp. 



ATTENTION 
DIPLOMATES OF THE ABFP 

ADDRESS CHANGE FORM 

The Board prefers the use of professional addresses, because the address 
given will become your "address of record" with the Board and will be 
published in our Directory of Diplomates. 

Current addresses for all Diplomates are necessary for communication from 
the Board relating to the Examinations, up-dated Recertification informa
tion, etc., as well as to ensure the receipt of The Journal of the American 
Board of Family Practice. 

Name ____________________________________________ _ 

Current Address New Address (professional Address Preferred) 

Street ____________ _ Street ______________ _ 

City/State ______ _ City/State ______ _ 

Zip Code ______ _ Zip Code _______ _ 

Effective Date of Change _________________ _ 

Signature of Diplomate ___________________ _ 

ABFP Identification Number ____________ _ 

Year of Certification or Recertification 

Return to: Ann Stockham 
The American Board of Family Practice 
2228 Young Drive 
Lexington, KY 40505 



From the publisher of the fIrst clinical studies on 

Comes the latest 
reprint collection on 

this important topic. 
In the comjng years, you and thousands 
of physicians like you will be providing 
-often for the first time-primary care 
for AIDS patients. 

AIDS: Epidemiologic and Clinical 
Studies, Volume II 
can help you diagnose, evaluate and treat 
these patients. 

This second volume in the Reprint 
Collection Series includes 63 original 
articles, published from February 1987 
to February 1989, in The New England 
JourlUll of Medicine. These articles, 
along with editorial, correspondence and 
critical responses from practitioners in 
the field, provide a unique perspective 
for c1inkal understanding of Acquired 
Immunodeficiency Syndrome, its cause, 
characteristics, treatment, and public 
health implica60ns. 

Articles of partkular 
interest: 

• A study of the 
prevalence of HIV 
in teenagers and 
young adults. 

• Evaluation of the extent of symp
tomatic HIV infection in adults pre
senting to an inner-city hospital for 
emergency treatment. 

• New retrovirus, HIV-2, and the need 
for seroepidemjologic surveillance. 

• Methods of diagnosing opportunistic 
infections. 

• Clinkal therapy trials of the drug 
azidothymjdine (AZT). 

~ TO ORDER CALL TOLL FREE 
- 1-800-THE-NEJM 

In MA, CALL 
617-893-3800, ext. 1199 

~ The New England 
~ Journal of Medicine 

----------------------------, 
Please send me __ copies of 
AIDS: Epidemiologic and Clinical Studies, 
Volume D. 

o Hardcover, 440 pages, ISBN 0-910133-29-8 for 
$45.00* + $3.50 postage and handling per copy. 

o Paperbound, 440 pages, ISBN 0-910133-25-5 
for $35.00* + $2.75 postage and handling per 
copy. 

o Here is my check for: $ _______ _ 

Please charge in the amount of $ _____ _ 

o VISA 0 AmEx 0 MasterCard 

EXP. 
CARD # ________ DATE ____ _ 

SIGNATURE ____________ _ 

NAME ______________ _ 

ADDRESS _____________ _ 

CITY ______________ _ 

STATE _______ ZIP ______ _ 

• Mass. residems please add 5% sales tax . 

All orders must be prepaid. Make checks payable to 
The New England Journal of Medicine. Send to: 
The New England Journal of Medicine, Box 9130, 
Waltham, MA 02254-9130, FAX: 617-893-0413 SBU01 l-_____________________________ U 
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Morbidity & Mortality Weekly Report 
gives you the facts. 

Every week the experts at the Centers for Disease Control report 
the facts on disease trends, epidemiological reports and health 

recommendations. Better than mere summaries, these reports (complete 
with charts, maps and tables) pinpoint disease trends by region. You'll know 

exactly what's happening in your part of the country as it occurs. No other 
source can offer you this fast breaking information - as it happens. 

Subscribe today, and get the facts. 

----------------------------~ 

o YES! I want the facts on the latest medical trends as reported by the c.nc. Please enter my one-year SUbscription (51 weekly issues) to MMWR. I 
SPECIAL BONUS: Subscribe today and receive FREE surveillance summaries & supplements as released by the C. n c. I 

o Rush mine, I st class delivery - $ 52.00 
o Send mine. 3rd class delivery - $ 38.00 

o My payment for ________ is enclosed. * 
o Please charge to my credit card: 

o MasterCard 0 Visa o AmEx 

#---------------------------
Expire Date _____________ _ 

Signature ______________ __ 

Name ______________________________________________ ___ 

Address ____________________________ _ 

City _______________ State ______ Zip ___ _ 
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Please allow 4-6 wee'" for delivery of fim issue. Rales subjecl Ie change Wilhoul nOlice. 
• Make ehoc'" payable 10 MMWR , 
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I RISJ<..FREE GUARANTEE: You may cancel your Massachusetts Medical Society, P. Q Box 9120, Waltham, MA 02254·9120 I 
I 

SUbscription at any time and receive a full refund on I 
all unmalled issues. Credit Card Orders: CaUl (800) 843-6356 STW01 
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Are you prepared to deal with 
the medical/legal complexities of modem 
health care? 
It would be difficult to find a better guide to this complicated and controversial 
topiC than William]. Curran's, Law-Medicine Notes: Progress in Medicolegal 
Relations. 
As one of the nation's foremost medico-legal authorities, he has been instrumental 
in shaping almost every medical/legal issue of the last twenty-five years, from the 
right to die to standards for committing mental patients. 

Now, in this annotated collection of essays drawn from 
his column in the New England Journal of Medicine, Curran 
gives us a unique opportunity to explore the complexities 
of the medical/legal relationship. 

Law-Medicine Notes: Progress In Medicolegal Relations 
William J. Curran 

Collected and annotated, wltb a preface by Arnold S. Reiman, M.D, and 
an Inlroductfo'l by tbe autbor. 450 pages. Softcover. $38.50. 

Chapter 1: Medical malpractice Good 
Samaritan laws ... peer-review programs .. . 
informed consent ... clinical experimentation ... 
diagnostic errors . 

Chapter 2: Hospitals: the new legal 
doctrines Liability for quality of care ... 
malpractice arbitration ... conditional medical 
treatment. .. cost-containment. 

Chapter 3: Forensic medicine and the law 
Scientific evidence and the courts . .. damage 
suits ... personal-injury law and lawyers ... 
mass disasters. 

Chapter 4: Insanity, psychiatry, and the 
armor of the law Proof of mental illness for 

commltment...confidentiality in psychiatric . 
practice ... competency of the mentally retarded. 

Chapter S: Ethics in medical practice 
Compulsory drug testing ... confidentiality in 
epidemiologic investigations ... care for the 
dying .. . tbe patient's bill of rights. 

Chapter 6: Legal/moral problems in human 
reproduction Birth control and privacy ... 
abortion law ... sterilization of the poor ... 
fetal research ... the thalidomide tragedy. 

Chapter 7: Life and death The uniform 
anatomical gift act. . . b death ... legal and medical 
death ... braln death s tes ... the right to die. 

r-------------------, 
I Please send me copies of WilliamJ. Curran's, I 

Law-Medicine Notes: Progress In Medicolegal Relations. 

$38.50 each (Massachusetts residents add 5% sales tax.) 
Plus S2.50 postage and handling per copy 

o Enclosed is my cbeck for: ___________ _ 

Make cbecks payable to tbe New England Journal of Medicine . 

o Charge my: __ VISA __ MasterCard 

__ American Express 
Signature _______________ _ 

Card Number ___________ Exp Date __ 

Name __________________ _ 

Specialty _________________ _ 

Organization ________________ _ 

Address ________________ _ 

City _________ State ___ Zip __ _ 

Send to: The New Engiand]ouJ'nal of Medicine, P.O. Box 9130, 
Waltham, MA 02254-9130 To order by phone: (617) 893-3800 
ext. 1259 (Inside MA) 1-800-843-6356 (Outside MA). 

Allow four to six weeks for delivery. 
SBV01 L ___________________ ~ 



ReadJoumal Watch It's the 
fastest way to keep up with what's 
new in medical literature. Every two 
weeksJoumal Watch gives you 
eight pages of clear, 
concise summaries 
of the latest 
advances published 
in over 20 major 
journals. All written 
by doctors-for 
doctors. 

From the 
New EnglandJoumal of Medicine, 
Lancet andJoumal of Infectious 
Diseases to Pediatrics and Science, 
Journal Watch keeps you up to 
date with what you need to know to 
provide the best patient care 
possible. And because every article 
inJoumal Watch 
is clearly refer· 
enced, it's easy to 
go right to the 
source to get more 
information. 

Joumal 
Watch From the 
publishers of the 

Spend 
less time 
reading 

and more 
• • time USing 
the latest 

in medical 
research. 

New EnglandJournal of Medicine, 
AIDS Clinical Care and the MMWR 
It's not everything ever written. It's 
just what you need. 

Call for a 
free trial issue today. 
Or begin your 
subscription and 
receive all 24 issues 
plus a two volume 
index for only $60.* 
~ Credit card 
orders, toll free 

1-800·843 .. 6356. In MA 617 .. 893 .. 3800 
x 1199. Or order by FAX 617 .. 893 .. 0413. 
Or just complete the coupon below. 

ro ~.i:a-;t~b:;b:-to ]ou-:alWa7:h, 24 is-:es -:ailedji'rst:dass, fo::nly $60:00.:- -, 
I 0 Check is enclosed.** 0 Bill my credit card 0 AmEx 0 Visa 0 MasterCard I 
I CARD 4; EXPIRE DATE I 
II SIGNATURE II 

I 
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I CITY STATE ZIP I 

I
I *Individual subsciber rate-$60.00. I J 0 URN A L I II 

lnstirutional rate-$75.00. . . 

Mail to:]ournal Watch W ATe H I P.o . Box 9085. Waltham, MA 02254-9085. I 
ISSN:0896-721O M d' 1 I **Make checks payable toJournal Watch. Allow e lea news I 
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Tenoretic® (atenolol and chlorthalido~) 
(For full prescribing information, see package Insert) 

INDICATIONS AND USAGE: TENORETIC is indicated in the treatment of hypertension, This fixed dose 
combination drug is not indicated for initial therapy of hy'pertension, If the fixed dose combination 
represents the dose appropriate to the individual patient s needs, it may be more convenient than the 
separate components, 
CDNTRAINDICATIONS: TENORETIC is contraindicated in patients with: sinus bradycardia; heart block 
greater than first degree; cardiogenlc shock; overt cardiac failure (see WARNINGS); anuria; 
hypersensitivity to this product or to sulfonamide-derived drugs, 
WARNINGS: CardIac F.llure: Sympathetic stimulation is necessary in supporting Circulatory function 
in congestive heart failure, and beta blockade carries the potential hazard of further depressing 
my,ocardial contractility and precipitating more severe failure, In patients who have congestive heart 
failure controlled by digitalis and/or diuretics, TENORETIC should be administered cautIOusly, Both 
digitalis and atenolol slow AV conduction, 

IN PATIENTS WITHOUT A HISTORY OF CARDIAC FAILURE, continued depression of the 
myocardium with beta-blocking agents over a period of time can, in some cases, lead to cardiac failure, 
At the first sign or symptom of impending cardiac failure, patients receiving TENORETIC should be 
digitalized and/or be given additional diuretic therapy, Observe the patient closely, If cardiac failure 
continues despite adequate digitalization and diuretic therapy, TENORETIC therapy should be 
wtthdrawn, 

Renal and H.pattc 01 ..... and EI.ctrolyt. Dlsturb.nc •• : Since atenololls excreted via the kidneys, 
TENORETIC should be used with caution In patients with Impaired renal function, 

In patients with renal disease, thiazides may precifitate azotemia, Since cumulative effects may 
develop in the presence of Impaired renal function, i progressive renal impairment becomes evident, 
TENORETIC should be discontinued, 

In patients with impaired hepatic function or progressive liver disease, minor alterations in fluid and 
electrolyte balance may precipitate hepatic coma, TENORETIC should be used with caution in these 
patients, 

Ilchemic H.art Dls88se: Following abrupt cessation of therapy with certain beta-blocking agents in 
patients wah coronary artery disease, exacerbations of angina pectoris and, in some cases, myocardial 
infarction have been reported, Therefore, such patients should be cautioned against interruption of 
therapy without the physician's advice, Even in the absence of overt angina pectoriS, when 
discontinuation of TENORETIC is planned, the patient should be carefully observed and should be 
advised to limit physical activity to a minimum, TENORETIC should be reinstated if withdrawal 
symptoms occur, 

Bronchospastlc DlsllI8S: PATIENTS WITH BRDNCHDSPASTtC DISEASE SHOULD, IN GENERAL, 
NOT RECEIVE BETA BLOCKERS. B.cause 01111 relallve b.ta,-I.I.cttvlty, how.v.r, TENORETIC m.y 
be uled with cautton In pattenll with broncholp.stlc dlle ... who do not relpond to or cannot 
tolerale, olher anllhypertenllvelrealm.nt. Sinc. b .... -s.l.cttvlly II not .bIOlull, Ihe lowist 
posslbl. dOli of TENORETIC should be used .nd a bele -stlmulallnD .g.nt (bronchodll.lor) Ihould 
b. made .vallable. " dOIlDe must b. Incre.,ed, dlvldl~D Ihl dOlelhould be consld.rld In ordlr 10 
achlev. 10wI! p.ak blood lev.ll. 

An.slhesla and Malor SurDery: It Is not advisable to withdraw beta-adrenoreceptor blocking drugs 
prior to surgery in the majority of patients, However, care should be taken when using anesthetiC 
agents such as ether, cyclopropane, and trichloroethylene, Vagal dominance, if it occurs, may be 
corrected with atropine (1-2 mg IV), 

Beta blockers are competitive inhibitors of beta-receptoragonists and their effects on the heart can 
be reversed by administration of such agents; eg, dobutamlne or Isoproterenol With caution (see 
section on Overdosage), 

M.I.bolic and Endocrine Effects: TENORETIC may be used with caution in diabetic patients, Beta 
blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as 
dizziness and sweating may not be significantly affected, At recommended doses atenolol does not 
potentiate insulin-induced hypoglycemia and, unlike nonselective beta blockers, does not delay 
recovery of blood glucose to normal levels. 

Insulin requirements in diabetic patients may be increased, decreased or unchanged; latent diabetes 
mellitus may become manifest dunng chlorthalidone administration.. , . 

Beta-adrenergic blockade may mask certain cllmcal signs (eg, tachycardia) of hyperthyrOidism. 
Abrupt withdrawal of beta blockade might precipitate a thyroid storm; therefore, patients suspected of 
developing thyrotoxicosis from whom TENORETlq therapy is to be withdrawn should be monitored closely. 

Because calcium excretIOn IS decreased by thlazldes, TENORETIC should be discontinued before 
carrying out tests for parathyroid function. Pathologic changes in the parathyroid glands, with 
hypercalcemia and hypophosphatemia, have been observed in a few patients on prolonQed thiazide 
therapy; however, the common complications of hyperparathyroidism such as renal lithiasis, bone 
resorption, and peptic ulceration have not been seen. 

Hyperuricemia may occur, or acute gout may be precipitated in certain pattents receiving thiazide 
therapy. 
PRECAUTIONS: EI.ctrolyte and Fluid B.lance SI.lu.: PeriodiC determination of serum electrolytes to 
detect possible electrolyte imbalance should be pertormed at appropriate intervals. 

Patients should be observed for clinical signs of fluid or electrolyte imbalance; Ie, hyponatremia, 
hypochloremic alkalosis, and hypokalemia. Serum and urine electrolyte determinations are particularly 
important when the patient Is vomiting excessively or receiving parenteral fluids. Warning signs or 
symptoms of fluid and electrolyte imbalance include dryness of the mouth, thirst, weakness, lethargy, 
drowsiness, restlessness, muscle pains or cramps, muscular fatigue, hVpotension, oliguria, 
tachycardia, and gastrointestinal disturbances such as nausea and vomllln~. 

Measurement of potassium levels is appropriate especially in elderly rallents, those receiving 
digitalis preparations for cardiac failure, patients whose dietary intake 0 potassium is abnormally low, 
or those suffering from gastrOintestinal complaints. 

Hypokalemia may develop eSpecially with brisk diuresis, when severe cirrhosis is present, or during 
concomitant use of corticosterOids or ACTH. 

Interterence with adequate oral electrolyte intake will also contribute to hypokalemia, Hypokalemia 
can sensitize or exaggerate the response of the heart to the toxic effects of digitalis (eg, increased 
ventricular irritability). Hvpokalemla may be avoided or treated by use of potaSSium supplements or 
foods with a high potassIUm content. 

Any chloride deficit during thiazide therapy is generally mild and usually does not require specific 
treatment except under extraordinary circumstances las in liver disease or renal disease). Dilutlonal 
hyponatremia may occur In edematous patients in ho weather; appropriate therapy is water restriction 
rather than administration of salt except in rare Instances when the hyponatremia IS life-threatening. In 
actual salt depletion, appropriate replacement is the therapy of choice. 

Drug Interactions: TENORETIC may potentiate the action of other antihypertensive agents used 
concomitantly. Patients treated with TENORETIC plus a catecholamine depletor (eg, reserpine) should 
be closely observed for evidence of hypotension and/or marked bradycardia which may produce 
vertigo, syncope or postural hypotension. 

Thiazides may decrease arterial responsiveness to norepinephrine. This diminution is not sufficient to 
preclude the therapeutic effectiveness of norepinephrine. Thiazides may increase the responsiveness to 
tubocurarine, 

Lithium generally should not be given with diuretics because they reduce its renal clearance and add 
a high risk of lithium toxicity. Read circulars for lithium preparations before use of such preparations 
with TENORETIC. 

Should it be decided to discontinue therapy in patients receiving TENORETIC and clonidine 
concurrently, the TENORETIC should be discontinued several days before the gradual withdrawal of 
clonidine. 

Olher Precaullonl: In patients receiving thiazldes, sensitivity reactions may occur with or without a 
history of allergy or bronchial asthma, The possible exacerbation or activation of systemic lupus 
erythematosus has been reported. The antihypertensive effects of thiazldes may be enhanced In the 
postsympathectomy patient. . 

Carcinogenllll, Mulagenll., Impalrm.nt 01 Fertility: Two long-term (maximum doslno duration 
of 18 or 24 months) rat studies and one long-term (maximum dOSing duration of 18 months) mouse 
study, each emplOYing dose levels as high as 300 mg/kg/day or 150 times the maximum recommended 
human antihypertensive dose,' did not indicate a carclnDgllnic potential. of atenoloi. ~ third (24 month) 
rat study, employing doses of 500 and 1,500 mg/kg/day, (250 and 750 times the maximum 
recommended human antihypertensive dose') resulted In Increase~ inCidences of beOign adrenal 
medullary tumors In males and females, mammary fibroadenomas I~ females, and anterl~r pituitary 
adenomas and thyroid parafoUicular cell carcinomas in males, N~ eVidence of a mutageOic potential of 
atenolol was uncovered in the dominant lethal test (mouse), In ViVO cytogenetics test (Chinese hamster) 
or Ames test (S typhimurium). . . 

Fertility of male or female rats (evaluated at dose levels as high as 200. mglkO/day or 100 times the 
maximum recommended human dose') was unaffected by atenolol admlOistratlOn. 

TENORETIC· (I'enolol Ind chiorthilidonl, 
Anlmll ToxlcologV: Six month oral studies were conducted In rats and dogs using TENllRETIC 

doses up to 12.5 mg/kg/day (atenolollchlorthalldone 10/2,5 mg/kg/day - approximately five times the 
maximum recommended human antihypertensive dose'), There were no functional or morphological 
abnormalities resulting from dosing either compound alone or together other than minor changes In 
heart rate, blood pressure and urine chemistry which were attributed 10 the known pharmacologic 
properties of alenolol and/or chlorthalldone, 

Chronic studies of atenolol pertormed In animals have revealed the occurrence ot vacuolation of 
epithelial cells of Brunner's glands In the duodenum of both male and female dogs al all tested dose 
levels (starting at 15 mg/kg/day or 7.5 times the maximum recommended human antihypertensive 
dose') and increased Incidence of atrial depeneration of hearts of male rats at 300 but nOl150 mg 
atenolollka/day (150 and 75 times the maximum recommended human antihypertensive dose', 
respectively). 

U .. In Pr.gnlncy: Pr'Dnlncy Cllagory C. TENORETIC was studied for teratogenic potential in the 
rat and rabbit. Doses of atenolollchlorthalldone of 8/2, 80/20, and 240/60 mg/kg/day were administered 
orally to pregnant rats with no teratologic effects observed, Two studies were conducted, In the Urst 
study, pregnant rabbits were dosed with 8/2, 80/20, and 160/40 mg/kg/day of atenolollchlorthahdone, 
No teratologic changes were noted, embryonic resorptlons were observed at all dose levels (ranging 
from approximately 5 times to 100 times the maximum recommended human dose'). In a second 
rabbit stUdy, doses of atenolollchlorthalldone were 411, 812, and 20/5 mg/kg/day. No teratoQenic or 
embryotoxlc effects were demonstrated. It Is concluded that the no-effect level for embryoniC 
resorptlons Is 20/5 mg/kg/day of atenolollchlorthalldone (approximately ten times the maximum 
recommended human dose'). TENORETIC should be used during pregnancy only if the potential 
benefit justifies the potential risk to the fetus. 

A\mWQl-Atenolol has been shown to produce a dose-related Increase in embryolfetal resorptions in 
rats at doses equal to or greater than 50 mp/kg or 25 or more times the maximum recommended 
human antihypertensive dose,' Although Similar effects were not seen In rabbits, the compound was 
not evaluated In rabbits at doses above 25 mg/kg or 12.5 times the maximum recommended human 
antihypertensive dose.' There are no adequate and well-controlled studies in pregnant women. 

'Based on the maximum dose of 100 mg/day in a 50 kg patient weight. 
Chlorthalidone-Thiazides cross the placental barrier and appear in cord blood, The use of 

chlorthalidone and related drugs in pregnant women requires that the antiCipated benefits of the drug 
be weighed against possible hazards to the fetus. These hazards include fetal or neonatal jaundice, 
thrombocytopenia and possibly other adverse reactions which have occurred in the adult. 

NUl'ling Molhel'l: Atenololls excreted in human breast milk at a ratio of 1,5 to 6.8 when compared 
to the concentration in plasma. Caution should be exercised when atenolol is administered to a nursing 
woman. Clinically significant bradycardia has been reported in breast fed infants. Premature infants, or 
infants with impaired renal function, may be more likely to develop adverse effects. 

Pedlalrlc U •• : Safety and effectiveness in children have not been established. 
ADVERSE REACTIONS: TENORETIC is usually well tolerated In properly selected patients, Most 

adverse effects have been mild and transient. The adverse effects observed for TENORETIC are 
essentially the same as those seen with the individual components. 

At.nolol: The frequency estimates in the following table were derived from controlled studies in 
which adverse reactions were either volunteered by the patient (US studies) or eliCited, eg, by checklist 
(foreign studies). The reported frequency of elicited adverse effects was higher for both atenolol and 
placebo-treated patients than when these reactions were volunteered. Where frequency of adverse 
effects for atenolol and placebo Is similar, causal relationship to atenolol is uncertain, 

The following adverse-reaction data present frequency estimates in terms of percentages: first from 
the US studies (volunteered side effects) and then from both US and foreign studies (volunteered and 
elicited side effects): 

US STUDIES (Al'ENOLOL, n-1MI; PLACEBO, na2081 (0/. ATENOLOL-% PLACEBO): 
CARDIOVASCllLAR: brad~cardia (3%-0%), cold extremities (0%-0,5%), postural hypotenSion 

(2%-1%), leg pain (0%-0.5 V.) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (4%-1%), vertigo (2%-0.5%), light

headedness (1%-0%), tiredness (0.6%-0.5%), fatigue (3%-1%), lethargy (1%-0%), drowsiness 
(0.6%-0%), depreSSion (0.6%-0.5%),dreaming (0%-0%) 

GASTROINTESTINAL: diarrhea (2%-0%), nausea (4%-1%) 
RESPIRATORY (see WARNINGS): wheeziness (00/.-0%), dyspnea (0.6%-1%/ 
TOTALS US AND FOREIGN STUDIES (ATENOLOL, naa09; PLACEBO, na407 : 
CARDIOVASCULAR: bradycardia (3%-0%), cold extremities (12%-5%), postural hypotension 

(4%-5%), leg pain (3%-1%) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (13%-6%), vertigo (2%-0.2%), light

headedness (3%-0.7%), tiredness (26%-13%), fatigue (6%-5%), lethargy (3%-0.7%), drowsiness 
(2%-0.5%), depression (12%-9%), dreaming (3%-1%) 

GASTROINTESTINAL: diarrhea (3%-2%), nausea (3'1.-1%) 
RESPIRATORY (see WARNINGS): wheezlness (30/0-3%), dyspnea (6%-4%) 

MISCELLANEOUS: There have been reports of skin rashes and/or dry eyes aSSOCiated with the use of 
beta-adrenergic blocking drugs. The reported incidence is small, and, in most cases, the symptoms 
have cleared when treatment was withdrawn. Discontinuance of the drug should be considered if any 
such reaction is not otherwise explicable. Patients should be closely monitored following cessation of 
therapy. ." , 

Dunng postmarketlng experience, the follOWing have been reported In temporal relationship to the 
use of the drug: reversible alopecia, impotence, elevated liver enzymes and/or bilirubin, and 
thrombocytopenia. .."" , . , 

Chlorth.lldonl: Cardiovascular: orthostatiC hypotension; Gastrointestinal: anoreXia, pastrlc Irritation, 
vomiting, cramping, constipation, jaundice (intrahepatiC cholestatic jaundice), pancreatitis; CNS: 
vertigo, paresthesias, xanlhopsia; Hematologic: leukopenia, agranulocytosis, throm,bocytopeOla, 
aplastic anemia; Hypersensitivity: purpura, photosenSitivity, raSh, urtlcana, necrotizing angIItiS 
(vasculitis) (cutaneous vasculitiS), Lyell's syndrome (tOXIC epidermal necrolysls); MlsceUaneous: 
hyperglycemia, glycosuria, hyperUricemia, muscle spasm, weakness, restlessness. ChOical trials of 
TENORETIC conducted in the United States (89 patients treated with TENORETIC) revealed no new or 
unexll!lcted adverse effects, 

POTENTIAL ADVERSE EFFECTS: In addition, a variety of adverse effects not observed in clinical trials 
with atenolol but reported with other beta-adrenergic blocking agents should be considered potential 
adverse effects of atenoloi. Nervous System: Reversible mental depression progressing to catatonia; 
hallucinations; an acute reversible syndrome characterized by disorientation for time and place, short
term memory loss, emotional lability, slightly clouded sensorium, and decreased performance on 
neuropsychometrlcs; Cardiovascular: Intensification of AV block (see CONTRAINDICATIONS): 
Gastrointestinal: MesenteriC arterial thrombOSis, Ischemic colitis; Hematologic: Agranulocytosis, 
purpura; Allergic: Erythematous rash, fever combined with aching and sore throat, laryngospasm and 
respiratory distress; Miscellaneous: Peyronle's disease. 

There have been reports of a syndrome compriSing psoriasiform skin rash, conjunctivitis sicca, 
otitis, and sclerosing serositis attributed to the beta-adrenergic receptor blocking agent, practolol, This 
syndrome has not been reported with TENORETIC or TENORMIN® (atenolol). 

Clinical Llborllory Test Flndlngl: Clinically important changes in standard laboratory parameters 
were rarely associated with the administration of TENORETIC. The changes In laboratory parameters 
were not progressive and usually were not associated with clinical manifestations, The most common 
changes were Increases In uric acid and decreases In serum potaSSium, 
DOSAGE AND ADMINISTRATION 

DOSAGE MUST BE INOIVIDUALIZEO (SEE INDICATIONS) 
Chlorthalldone Is usually given at a dose of 25 mg daily' the usual initial dose of atenolol is 50 mg 

dally. Therefore, the Innlal dose should be one TENORETIC 50 tablet given once a day, If an optimal 
response Is nol achieved, the dosage should be Increased to one TENORETIC 100 tablet given once a day. 

When necessary, another antihypertensive agent may be added gradually beginning with 50 percent 
of the usual recommended starting dose to avoid an excessive fall In blood pressure, 

Since atenolol is excreted via Ihe kidneys, dosage should be adjusted in cases of severe impairment 
of renal function. No significant accumulation of atenolol occurs until creatinine clearance falls below 
35 mUmln/l.73m' (normal range is 100-150 mUminl1.73m'); therefore, the following maximum 
dosages are recommended for patients with renal impairment. 

Creatinine Clearance 
\m~min/l 73m2) 
5- 5 

<15 
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Atenolol Elimination 
Hall-Ine {hrs) 
16-27 
>27 

!Jaxjn»~tlrm! 
50 mgally 
50 mg every other day 
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