CHAIR — DEPARTMENT OF FAMILY PRACTICE — A.B. Chandler Medical Center

The University of Kentucky College of Medicine invites applications for the position of Chair of the Department of Family Practice.
Reporting to the Dean of the College of Medicine, the successful candidate must demonstrate strong leadership skills and an ability to foster
excellence in teaching, patient care and research. The Department is composed of five general divisions: Residency Program, Undergraduate
Education, Geriatrics, Research and Administration.

The Faculty is committed to the education of family practice residents. The fully accredited residency program, which currently serves 24
residents, has gained national attention by offering an “accelerated” residency program to selected students. A new 1-2 Family Practice
Residency Program has been approved and is being developed in Hazard, Kentucky.

In the fall of 1992, the Department of Family Practice will be moving to its new Center. Located on the campus of the University of
Kentucky, both the College of Medicine and Department of Family Practice offer a unique learning and working environment.

Appiications should be submitted as soon as possible. Review of applications will begin on February 15, 1992, and continue unti the position
is flled. Female and minority candidates are encouraged o apply. In consideration of dual careers, the University has a partner relocation assistance
program. All interested applicants should send a letter of application, references and curriculum vitae with bibliography to:

Andrew Fried, M.D.
Chalr, Search Committee

University of Kentucky, College of Medicine, Department of Diagnostic Radiology

Room HX 317, Rose Strest, Lexington, KY 40536-0084
The University of Kentucky Is an Affirmative Action, Equal Opportunity Employer.

NORTH CAROLINA
ATLANTA, GEORGIA

PRIMARY CARE -
URGENT CARE

The Southeast Permanente Medical Group is a
physician-owned and managed multi-specialty group
which provides care to the members of the Kaiser
Permanente Medical Care Program. Opportunities are
available for Family Physicians to practice primary
care and/or urgent care in our Raleigh, NC and
Atlanta, GA medical offices. Excellent salary/benefits
including professional liability, retirement, and
shareholder opportunity.

For more information contact:

In North Carolina: In Georgia:
Phyllis Kline Linda Mclntyre
TSPMG, Dept. ADO53 TSPMG, Dept. ADO53
3120 Highwoods Blvd. 3355 Lenox Rd. , Ste. 1000

Raleigh, NC 27604-1018  Adlanta, GA 30326
(800) 277-2764 (800)-877-0409

.

KAISER PERMANENTE

Good People. Good Medicine. AAJEOE.




JUST PUBLISHED!

Many physicians are finding
it difhcult to keep current on
the effectiveness and safety of
prescribed products.

Drug Therapy, Volume 8 can
help you review changes in
drug use, the implications of
using drugs in combination,
and the comparative efficacy
of different drugs.

Drug Therapy, Volume 8 in-
cludes 24 review articles origi-
nally published in the New
England Journal of Medicine
from 1985 to 1990, plus
related Correspondence and
Addenda by the original
authors, providing updates
from new research and
clinical experience.

Drug Therapy, Volume §
© 1991. O Edited by John A.

Oates, M.D. and Alastair J.J. Wood, M.D., Depart-
ment of Medicine, Vanderbilt University School
of Medicine O 300 pages, including index and
over 75 charts & illustrations.

DRUG

THERAPY

VOLUME &

REPRINTS

NEW ENGLAND
JOURNAL OF MEDICINE

CONTENTS:

ANTIARRHYTHMICS
(Encainide, Flecainide, Tocai-
nide, Amiodarone, Mexiletine)
VASODILATORS

AND ANTITHROMBOTICS
(Combined Beta-Adrenergic and
Calcium-Entry Blockade in Angi-
na Pectoris, Nitrate Therapy in
Stable Angina Pectoris, Convert-
ing-Enzyme Inhibitors, Tissue
Plasminogen Activator,
Dipyridamole)

ANTIBIOTICS

(Beta-Lactam Antibiotics, Bacte-
ricidal Activity as a Monitor of
Antibiotic Therapy, Antimicro-
bial Prophylaxis)

ANTICANCER DRUGS

(Etoposide, Ketoconazole as an
Inhibitor of Steroid Production)
BRONCHODILATORS

Ipratropium Bromide, New
Approach to the Treatment of
Asthma)

OTHERS
(Drug Therapy in the Elderly,

Cyclosporine, Oral Hypoglycemic Agents, AZT (Zido-
vudine) and Related Dideoxynucleosides, Physiologic
Replacement of Insulin, HMG-CoA Reductase Inhibi-
tors, Cigarette Smoking and Nicotine Addiction)

THE LATEST REPRINT COLLECTION FROM

THE NEW ENGLAND JOURNAL OF MEDICINE . . .

Yes, please send me
Drug Therapy, Volume 8:

O softcover, ISBN 0-910133-23-9,
@ $34.00 + $3.50 postage &
handling per copy. copies.

@ $49.00 + $3.95 postage &

copies.

handling per copy.

2 roLL FreE (800) THE-NEJM
Inside ma: (617) 893-3800 x1199

i [0 Hardcover, ISBN 0-910133-33-6,
| FAX: (617) 893-0413

[ Enclosed is a check for § ————*

[ please charge my Ovisa [OMasterCard [J AmEx  in the amount of §

Card#r_l l [_] I Il I | I I I l I ] IExp.DathjI]

Signature
Name/Specialty
Organization

Address

City

*Prepaid orders only. Please make payable to the New England Journal of Medicine. MA residents please add 5% sales tax. Allow

(please print)

State

ZIP

4-6 weeks for delivery. Prices subject to change without notice.

30-day return privileges guarantee your satisfaction.

““® The New England Journal of Medicine

P.O. Box 9130, Waltham, MA 02254-9130

LSO SO U |
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CARE plants the
most wonderful
seeds on earth.

Seeds of self-sufficiency that help starving
people become healthy, productive people.
And we do it village by village by village.
Please help us turn cries for help
into the laughter of hope.

1-800-521-CARE




®200 mg
400 mg
CAPSULES

ectral

acebutolol HCI

Usual starting 200 mg
dose bid.

Optimal 600 mg to
PVC response 1200 mg per day

Use i Doses above 800 mg per day
n ederty should be avoided

(Brief Summary. See Package Circular for full prescribing information.)

CONTRAINDICATIONS: SECTRAL is contraindicated in: 1) persistently severe
bradycardia; 2) second- and third-degree heart block; 3) overt cardiac failure;

4) cardiogenic shock. (See WARNINGS) ] i

WARNINGS: Cardiac Failure: Sympathetic stimulation may be essential for support
of circulation in patients with diminished mchardial contractility and inhibition by
B-adrenergic receptor blockade may precipitate more severe failure. Although
f-blockers should be avoided in overt cardiac failure, SECTRAL can be used
cautiously when heart failure is controlled with digitalis and/or diuretics. D|g|tahs and
SECTRAL impair AV conduction. Withdraw SECTRAL if cardiac failure persists.

In Patients Without a History of Cardiac Failure: In patients with aortic or mitral
valve disease or compromised left ventricular function, continued depression of the
myocardium with B-blockers over time may lead to cardiac failure. Digitalize patients at
first signs of failure, and/or give a diuretic and observe closely. Withdraw SECTRAL if

gardla&fall‘ure g'e 'rSIS“ts' ic Heart Di Following Abrupt Withdrawal: Abrupt
discontinuation of some B-blockers in coronary artery disease patients may exace(bate
angina; in some cases, myocardial infarction and death have been reported. Caution
such patients against interruption of therapy without a physician’s advice. Even in the
absence of overt ischemic heart disease, withdraw SECTRAL gradually over a period
of about two weeks; observe carefully and advise patients to minimize physical activity
during this time. (If desired, patients may be transferred _dlrectly to comparable doses
of an alternative B-blocker without interruption of B-bllocklng.therapy.) if exgce_rbatuon of
angina occurs, restart full-dose anti-anginal therapy immediately and hospitalize
patient until stabilized. . :

Peripheral Vascular Disease: B-antagonists reduce cardiac output and can )
precipitate/aggravate arterial insufficiency in patients with peripheral or mesenteric
vascular disease. Exercise caution and observe such patients closely for progression
of arterial obstvuc:i_qn.

Br Patlents with Bronchospastic Disease Should, In
General, Not Receive a -Blocker. Because of its relative B4-selectivity, low doses of
SECTRAL may be used cautiously in such patients who do not respond to, or cannot
tolerate, alternative treatment. Since B4-selectivity is not absolute and is dose-
dependent, use lowest possible dose of SECTRAL initially, preferably in divided doses.
Make bronchodilator, e.g., theophyliine, or a B,-stimulant, available in advance with
x]::r:fl:f:li f:’rrrgsn‘ngi]or Surgery: The necessity/desirabilityl of withdrawing
B-blockers prior to major surgery is controversial; the heart's impaired fabmty to )
respond to p-adrenergically mediated refiex stimuli may enhance the risk of excessive
myocardial depression during general anesthesia, Difficulty in restarting and "
maintaining the heartbeat also has been reported ‘wnh beta-blockers. If treatmen lg
continued, take special care when using anesthetics that depress the.myocardlur.n_,
use lowest possible SECTRAL dose. SECTRAL, like other -blockers, is @ competitive
inhibitor of -receptor agonists, so its effects can be reversed by cautious .
administration of such agents (e.g.. dobutamine or Isoprotergnol), Symptoms o' o with
excessive vagal tone (e.g., profound bradycardia, hypotension) may be corrected wi
gtll'Opine. ia: B-blockers may potentiate insulin induced
abetes and H lycemia: p-blockers may ulin-inc

hypoglycemia azg?nga!k some symptoms such as tachycar_dna; dizziness and red
sweating are usually not significantly affected. Warn diabetics of possible maske:
hypoglycemia, » ) )
T;I\F;rtg)()(;ﬂcocll: B-adrenergic blockade may mask some clln_uc.al signs (taqhyc;ardlz-?r)1
of hyperthyroidism. Abrupt withdva:al c:f SECT_RAL may precipitate a thyroid storm

atients suspected of developing thyrotoxicosis. )
gRECAUTlgﬁs: gnpalnd Hgmgl ory Hepatic Function: While there are no us
studies, foreign published experience shows that aceputolo| has been usad' vact but
successfully in chronic renal insufficiency. Acebutolol is excreted via the G|. tract,
the active metabolite, diacetolol, is eliminated mainly by the kidney. A linear
relationship exists between renal clearance of diacetolol apd creatinine clearance o
(Cle,): reduce daily dose of acebutotol by 50% when Clgy is less than 50 mll./ggn a
by $5% when it is less than 25 mL/min. Use cautiously in patients with impair
h i i ) ) )

epastgé#%(zi?pmés been used successfully and without problems in elderly patllents in
U.S. clinical trials without specific dosage adjustment. However, In the elderlyé. 'tower
maintenance doses may be required because bioavailability of SECTRAL and its
m i imately doubled. ] )
In(fe;arﬁ?lhttli:r:o?%part?:mu Wyarn patients, espgcial!y those with evidence of %orqngrz
artery disease, against interruption or discontinuation of SECTRAL wnthouxtp )gma
supervision. Although cardiac failure rare}y occurs in properly selec@ed ptq ’enen'din
advise patients to consult a physician if signs or symptoms suggestive of Imp g
CHF, or unexplained respiratory symptoms, develop.

Warn patients of possible severe hypertensive real

a-adrenergic stimulants, e.g., nasal decongestants use
?:?Isnaa:glrﬁsbontory Findings: SECTRAL, like other B-blockers has been ags'occated
with development of antinuciear antibodies (ANA). In‘ prospective clm|caI|tna sént of
patients receiving SECTRAL had a dose»dgpendent increase in tr)e devel thm o
positive ANA titers. Symptoms related 1o this laboratory _abno_rmallty wer?q K\Lreq .
Symptoms and ANA titers were reversible upon discontinuation of SECTRAL.

ctions from concomitant use of
d in OTC cold medicines and

Drug Interactions: Catecholamine-depleting drugs may have additive effects when
given with B-blockers. Observe patients treated with both agents closely for evidence
of marked bradycardia or hypotension which may present as vertigo, syncope/
presyncope, or orthostatic changes in blood pressure without compensatory
tachycardia. Exaggerated hypertensive responses have been reported from use of
B-adrenergic antagonists with a-adrenergic stimulants, including those in OTC cold
remedies and vasoconstrictive nasal drops. Nonsteroidal anti-inflammatory drugs may
blunt antihypertensive effects of beta-blockers.

Carcinogenesis, Mutagenesis, Impairment of Fertliity: Chronic oral toxicity studies
in rats and mice, at doses 15 times the maximum recommended (60 kg) human dose,
did not indicate carcinogenic potential for SECTRAL. Diacetolol, the major metabolite
in man, was without carcinogenic potential in rats at doses up to 1800 mg/kg/d.
SECTRAL and diacetolot also had no mutagenic potential in the Ames Test. No
significant impact on reproductive performance or fertility was found in rats following
SECTRAL or diacetolol doses of up to 240 or 1000 mg/kg/d, respectively.
Pregnancy: Teratogenic Effects: Pregnancy Category B: No teratogenic effects were
seen in rat or rabbit reproduction studies utilizing SECTRAL doses that were,
respectively, approximately 31.5 and 6.8 times the maximum recommended human
dose. At this dose in the rabbit, slight fetal growth retardation was noted; this was
considered to be a result of maternal toxicity (evidenced by reduced food intake,
lowered rate of body weight gain, mortality). Diacetolol studies (doses up to 450
mg/kg/d in rabbits and up to 1800 mg/kg/d in rats) showed no evidence of fetal harm
other than a significant elevation in postimpiantation loss with 450 mg/kg/d, a level at
which food consumption and body weight gain were reduced in rabbit dams; there
was a nonstatistically significant increase in incidence of bilateral cataract in rat
fetuses from dams treated with 1800 mg/kg/d. There are no adequate and well-
controlled trials in pregnant women; SECTRAL should be used during pregnancy only
if potential benefit justifies risk to the fetus.

Nonteratogenic Effects: Human studies indicate that acebutolol and diacetolol cross
the placenta. Neonates of mothers who received acebutolo! during pregnancy have
reduced birth weight, decreased blood pressure, and decreased heart rate.

Labor and Delivery: Effect on labor and delivery in pregnant women is unknown.
Animal studies have shown no effect of SECTRAL on the usual course of labor and
delivery.

Nursing Mothers: Acebutolol and diacetolol appear in breast milk (milk: plasma ratio
of 7.1 and 12.2, respectively). Use in nursing mothers is not recommended.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: SECTRAL is well tolerated in properly selected patients.
Most adverse effects have been mild, not required therapy discontinuation, and
tended to decrease as treatment duration increases.

The incidence of treatment-related side effects (volunteered and elicited) derived
from U.S. controlied clinical trials in patients with hypertension, angina and arrhythmia
follows. Numbers represent percentage incidence for SECTRAL (N =1002) versus
placebo (N=314), respectively.

Cardiovascular: Chest pain 2%, 1%; Edema 2%, 1%. CNS: Depression 2%,1%;
Dizziness 6%, 2% Fatigue 11%, 4%; Headache 6%, 4%, Insomnia 3%, 1%; Abnormal
dreams 2%, 1%. Dermatologic: Rash 2%, 1%. Gastrointestinal: Constipation 4%, 0%;
Diarrhea 4%, 1%, Dyspepsia 4%, 1%; Flatulence 3%, 1%; Nausea 4%, 0%.
Genitourinary: Micturition (frequency) 3%, <1%. Musculoskeletal: Arthralgia 2%, 2%,
Myalgia 2%, 0%. Respiratory: Cough 1%, 0%; Dyspnea 4%, 2%, Rhinitis 2%, <1%.
Special Senses: Abnormal Vision 2%, 0%.

The following selected (potentially important) side effects were seen in up to 2% of
SECTRAL patients: Cardiovascular: hypotension, bradycardia, heart failure. CNS:
anxiety hyper/nypoesthesia, impotence. Skin: pruritus. Gastrointestinal: vomitting,
abdominal pain. Genitourinary: dysuria, nocturia. Liver and Bifiary: small number of
reported cases of liver abnormalities (increased SGOT, SGPT, LDH). In some cases,
increased bitirubin or alkaline phosphatase, fever, malaise, dark urine, anorexia,
nausea, headache, and/or other symptomns have been reported. In some cases,
symptoms and signs were confirmed by rechallenge. Abnormalities were reversible
upon drug cessation. Musculoskeletal: back and joint pain. Respiratory: pharyngitis,
wheezing. Special Senses: conjunctivitis, dry eye, eye pain. Autoimrmune: extremely
rare reports of systemic lupus erythematosis.

Incidence of drug-related adverse effects (volunteered and solicited) based on
SECTRAL dose is shown below. (Data from 266 hypertensive patients treated for 3
months on a constant dose.)

400 mg/day 800 mg/day 1200 mg/day
Body System {N=132) (N =63) (N=71)
Cardiovascular 5% 2% 1%
Gastrointestinal 3% 3% 7%
Musculosketetal 2% 3% 4%
Central Nervous System 9% 13% 17%
Respiratory 1% 5% 6%
Skin 1% 2% 1%
Special Senses 2% 2% 6%
Genitourinary 2% 3% 1%

Potential Adverse Effects: Certain adverse effects not listed above have been
reported with other B-blocking agents and should be considered as potential adverse
effects of SECTRAL.

CNS: Reversible mental depression progressing to catatonia, an acute syndrome
characterized by disorientation for time and place, short-term memory loss, emotional
lability, slightly clouded sensorium, and decreased performance on neuro-
psychometrics.

Cardiovascular: Intensification of AV block (see CONTRAINDICATIONS). Allergic:
Erythematous rash, fever with aching and sore throat, laryngospasm, respiratory
distress.

Hematologic: Agranulocytosis, nonthrombocytopenic and thrombocytopenic purpura.
Gastrointestinal: Mesenteric arterial thrombosis, ischemic colitis.

Miscellaneous: Reversible alopecia, Peyronie's disease. The oculomucocutaneous
syndrome associated with practolol has not been reported with SECTRAL.

Keep at room temperature, Approximately 256°C (77°F).

3482-5 6/21/89
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