
ZIAC controls mild-to-moderate hypertension 
in up to 80% of patients1t 

ZIAC controls blood pressure for a full 24 hours 
for true once-a-day dosing2 

ZIAC minimizes traditional beta-blocker- and 
HCTZ-associated metabolic effects (hypokalemia, 
hyperuricemia, hypercholesterolemia, hyperglycemia)l 

'The two most common side effects - dizziness and fatigue - occurred at rates 
comparable to placebo. 

I Clinical trial response rates were: 2.5 mg-61%; 5 mg-73%; 10 mg-80%. 

ZIAC is contraindicated in patients in cardiogenic shock, overt cardiac failure 
(see WARNINGS section of full Prescribing Information), second- or third
degree AV block, marked sinus bradycardia, anuria, and hypersensitivity to 
either component of this product or to other sulfonamide-derived drugs. 
Please see Brief Summary of Prescribing Information on adjacent page. 

(bisoprolol fumarate-hyd rochlorothiazide) 
2.5,5, & 10 mg Tablets with 6.25 mg HCTZ 



ZTAC' 
(bisoprolol fumarate-hydrochlorothiazide) 
2.5,5, & 10 mg Tablets with 6.25 mg HCTZ 
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2_ Lewm AJ, Lueg Me, Targum S, et al. A clinical trial evaluating the 24-hour effects of bisopro

lol/hydrochlorothiazide 5 mg/6.2S mg combination In patients with mild to moderate 
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Brla' Summary 

ZIAC" (Bisoprolol Fumarale and Hydrochiorolhlazidallllbiall 

FOR FULL PRESCRIBING INFORMATION, PLEASE CONSULT PACKAGE INSERT. 
DESCRIPTION 

ZIAC (bisoprolol fumarate and hydrochlorothiazide) is indicated for thetreatment of hypertension. It combines 
two antihypertensive agents in a once-daily dosage: a synthetic betal-selective (cardioselective) adreOllceptor 
blocking agent (bisoprolol fumarate) and a benzothiadiazme diuretic (hydrochlorothiazide). 
CLINICAl PHARMACOLOGY 

At doses ,,20 mg bisoprolol fumarate inhibits beta,-adrenoreceptors located in bronchial and vascular muscu
lature. To retain relative selectivity, rt is important to use the lowest ettective dose. 
CONTRAINOICATIONS 

Cardiogenic shock, overt cardiac failure (see WARNINGS), second or third degree AV block, marked sinus 
bradycardia, anuria, and hypersensitivity to either component of this product or to other sulfonamide-derived 
drugs. 
WARNINGS 

Cardiac Failure: Beta-blocking agents should be avoided in patients with overt congestive failure. 
Patienls Without a Hislory 01 Cardiac Failure: Continued depression of the myocardium with beta-blockers can 
~~~~~~~~cardlac failure. At Ihe first signs or symptoms of heart failure, discontinuation of ZIAC shOuld be 

Abrupt Cessallon. o'Therapy: Abrupt cessation of beta-blockers should be avoided. Even in patients without overt 
coronary artery disease, It may. be adVisable to taper therapy with ZIAC over approximately 1 week with the patient 
under caretul observatIOn. If withdrawal symptoms occur, beta-blocking agenttherapy should be reinstituted, at 
least temporanly. 
~~~:::.rll Vascular Disease: Beta-blockers should be used with caution in patients with peripheral vascular 

Bronchospastlc Dllease: PATIENTS WITH BRONCHOSPASTIC PULMONARY DISEASE SHOULD IN GENERAl 
NOT RECEIVE BETA-BLOCKERS. ' , 
Anesthesia and Major Surgery: If used perioperatively, particular care Should be taken when anesthetic agents 
that depress myocardial function, such as ether, cyclopropane, and trichloroethylene, are used. 
Diabetes and Hypoglycemia: Beta-blockers may mask some of the manifestations of hypoglycemia, particularly 
tachycardia. Patients subject to spontaneous hypoglycemia, or diabetic patllnts receiving insulin or oral hypogly
cemic agents, should be cautioned. Also, latent diabetes mellrtus may become manifest and diabetic patients 
given thiazldes may require adjustment of their insulin dose. 
Thyrotolicosis: Beta-adrenergic blockade may mask clinical signs of hyperthyroidism. Abrupt withdrawal of beta
~I~~~de may be followed by an exacerbation of the symptoms of hyperthyroidism or may preCiPItate thyrOid 

Renal Disease: Cumulative effects of the thiazides may develop in patients with impaired renal function. In such 
patients, thlazides may precipitate azotemia. In sublects with creatinine clurance less than 40 mUmin, the 
~sma half-life of bisoprolol fumarate is increased up to threefold, as compared to healthy sublectS. 
diS~:!~ Dlllal8: ZIAC should be used with caution in patients with impaired hepatiC function or progressive liver 

PRECAUTIONS 

General: Electrolyte and Fluid Balance Status: Periodic determination of serum electrolytes should be performed, 
and patients should be observed tor signs of fluid or electrolyte disturbances. Thialides have been shown to 
mcrease the unnary excretion of magnesium; thiS may result in hypomagnesemia. Hypokalemia may develop. 
Hvpokalemla and hypomagnesemia can provoke ventricular arrhythmias or sensitize or exaggerate the response 
of the heart to the toxic effects of digitalis. Oilutional hyponatremia may occur in edematous patients in hot 
weather; appropnate therapy is water restriction ratherthan salt administration, except in rare mstances when the 
hyponatremia IS hfe-threatening. In actual salt depletion,appropriate replacement is the therapy at choice. 
Parathyroid DIS/Nlse: Calcium excretion is decreased by thlazldes, and pathologic changes in the parathyroid 
glands, With hypercalcemia and hypophosphatemia, have been observed in a few patients on prolonqed thiazide 
therapy. Hyperuricemia: Hyperuricemia or acute gout may be precipitated in certain patients receivmg thiazide 
dIUretiCS. Bisoprolol fumarate, alone or in combmalian with HCTZ, has been aSSOCiated wrth increases in uric aCid. 
Drug Intaraclions: ZIAC may potentiate the action of other anllhypertensive agents used concomitantly. ZIAC 
should not be combmed With other beta-blockmg agents. In pallents receivmg concurrent therapy with cloOidine, 
~I~~~~~~~.IS to be discontinued, it is suggested that ZIAC be discontinued for several days belore the Withdrawal 0' 

ZIAC should be used with caution when myocardial depressants or inhibitors 0' AV conduction or anti
arrhythmiC agents are used concurrently. 

Blsoprolol Fumarate: Concurrent use of ritampin increases the metabolic clearance of bisoprolol 'umarate, 
shortening ItS .elimlnatlon han-life. Pharmacokinetic studies document no clinically relevant interactions with 
other agents given concomitantly, includmg thiazide diuretics, digoxin and cimetidme. There was no effect of 
blsoprolol fumarate on prothrombin times in patients on stable doses of warfarin. 

While taking beta-blockers, patients with a history of severe anaphylactiC reaction may be more reactive 10 
r8jl8ated .challenge, either aCCidental, diagnostic, or therapeutic and may be unresponsive to the usual doses of 
epmephflne used to treat allergic reactions. 
. Hydrochlorothiazide: The following drugs may interact with thiazide diuretics. ~.Icohol, barbilurates, or narcot
ICs-potentlahon of orthostatiC hypotenSion may occur. Dosage adjustment of the anti.diabetic drugs (oral agents 
and Insuhn) may be reqUired. Other antihypertensive drugs-additive ettect or potenllation. Cholestyramine and 
colestlpol resms-smgle doses ot cholestyramlne and colestlpol resms bind the hydrochlorothiazide and reduce lIS 
absorpllOn In the gastrOintestmal tract by up to 85 and 43 percent, respectIVely. CorticosterOids, ACTH-intensi
f!ed electrolyte depletion, particularly hypokalemia. Possible decreased response to pressor amines but not suf
fiCient to preclude their use. POSSible increased responsiveness to muscle relaxants, OIlndepolarizing. Generally, 
lithium shouldnot be given With .dlure.tlcs. Diuretic agents reduce the renal clearance at Irthium and add a high nsk 
of hthlum tOXICity .. The admlOistratlOn of a nonsterOidal antr-Inflammatory agent can reduce the diuretic, 
natnuret.lc, and antihypertensive effects of loop, potassium-sparing and thiazide diure«cs. 

In pallents recelvmg. thlazldes, senSitIVIty .reactions may occur With or Without a hiStory of allergy or bronchial 
asthma. Photosenslllvity reacllons and pOSSible exacerbalian or actlvalian of systemic lupus erythematosus have 
been reported 10 patients receiving thlazldes. The antihypertenSIVe effects of thiazides may be enhanced in the 
post-sympathectomy patient. 
Laboratory Telllntlratlions: Based on reports involving thiazides, ZIAC may decrease serum levels of protein
bound lodme Without signs of thyrOid disturbance. Because it mcludes a thiazide, ZIAC should be discontinued 
before carrying out tests for parathyroid function (see PRECAUTIONS-Parathyroid DiS8i/se), 
ADVERSE REACTIONS 

ZIAC: Bisaprolol fumarate/H6.25 mg is well tolerated in most patients. Most adverse effects (AEs) have been mild 
and transient. In more than 65,000 patients treated worldWide With bisoprolol fumarate, occurrences of broncho
spasm have been rare. Oistontinuation rates tor AEs W1lre Similar tor B1H6.25 mg and placebo-treated patients. 

In the Uniled States, 252 patients receive.d bisoprolol fumarate (2,5, 5, 10, or 40 mg)IHS.25 mg and 144 
pallents recllved placebo In two controlled tnals. In Study 1, blsoprolol fumarate SlH6.25 mg was administered 
for 4 weeks. In Study 2, bisoprolol fumarate 2.5, 10 or 401HS.25 mg was admmlstered for 12 weeks. All adverse 
experiences, whether drug-related or not, and drug-related adverse experiences in patients treated With 
82.5-101H6.25 mg, reported dunng comparable, 4 week treatment periods by at least 2% ot bisoprolol fumarate! 
H6.25 mo-treated patllnts (plus additional selected adverse expenences) are presented in the follOWing table: 

ZIAC T. (Blsoprolol Fumarale and Hydrochiorolttiazidellllblell 

Body Systeml 
Adverse Experience 

Cardiovascular 
bradycardia 
arrhythmia 
peripheral ischemia 
chest pain 

Respiratory 
bronchOspasm 

~~i~?t~s 
URI 

Body as a Whole 
asthenia 
fatigue 
perirheral edema 

Centra Nervous System 
dizziness 
headache 

Musculoskeletal 
muscle cramps 
myalgia 

PsychiatrIC 
msomnla 
somnolence 
loss of libido 
impotence 

GastrOintestinal 

% ot Patients with Adverse Experiences' 

All Adverse Experiences 
Placebo! B2.S-401H£.25t 

{n=144) (n=252) 
% % 

0.7 
1.4 
09 
0.7 

0.0 
1.0 
2.0 
2.3 

0.0 
2.7 
0.7 

1.8 
4.7 

0.7 
1.4 

2.4 
0.7 
1.2 
0.7 

1.1 
0.4 
0.7 
1.8 

0.0 
2.2 
0.7 
2.1 

0.0 
4.6 
1.1 

5.1 
4.5 

1.2 
2.4 

1.1 
1.1 
0.4 
1.1 

diarrhea 1.4 4.3 
1.1 
1.2 

nausea 0.9 
dyspepsia 0.7 

• AveraQes adlusted to c.ombine across studies. 
tComblned across StudilS. 

Drug-related 
Adverse Experiences 

Placebo' B2.5-101H6.25' 

~ (n-2~) 
% % 

0.7 09 
0.0 0.0 
0.9 0.4 
0.7 0.9 

0.0 0.0 
0.7 1.5 
0.7 0.9 
0.0 0.0 

0.0 
1.7 
0.7 

1.8 
2.7 

0.7 
0.0 

2.0 
0.7 
1.2 
0.7 

1.2 
09 
0.7 

0.0 
3.0 
0.9 

32 
0.4 

1.1 
0.0 

1.2 
09 
0.4 
1.1 

1.1 
0.9 
0.9 

. Other adverse experiences. that have been reported with the individual components are listed below. 
Blloprolol Fumarala:.ln clinical trials worldwide, a variety of other AEs, in addition to those listed above, have 
been. reported. While In many cases It IS not known Whether a causalrelallOnshrp eXists between bisoprolol and 
these AEs, they are lisled to alert the physician to a possible relationship. Central Nervous System: Unsteadiness, 
vertigo, syncope, parestheSia, hyperestheSia, sleep dlsturbanceivlvid dreams, depreSSion, anxlltylrest\eSSness, 
decreased concentrallOn/memory. Cardiovascular: Palpitations and otherrhythm disturbances, cold extremities, 
claudlcaMn, hypotension, orthostatiC hypotenSion, chest pam, congestive heart failure. Gastrointestinal: Gas
tnclePlgas.trlciabdommal pam, peptic ulcer, gastritis, vomlling, constipaMn, dry mouth. Musevlosketetal: 
Arthralgia, muscleilolOt pain, back/neck pain, twltchmgllremor. Skin: Rash, acne, eczema, psoriasiS, skin Irrita
lion, pruntus, .purpura, flushmg, sweallng, alopeCia, dermatitis, exfoliative dermatitiS (very rarely). SfJ8CiaI 
Senses: Visual d.lsturbances,.ocular pam/pressure, abnormal lacrimatIOn, tinnitus, decreased heaTing, earache, 
taste abnormalltllS. MetabolIC: Gout. Respiratory: Aslhma, bronchills, dyspnea, pharyngitIS, smusitis. Gemlo
~~~~Zd:m~ronll's disease (very rarely), cystitis, renal colic, polyuria. General: Malaise, edema, weight gain, 

fn addition, a variety of a.dverse effects have been reported with other beta-adrenergic blOCkillfJ agents and 
should be conSidered potential adverse effects: Central Nervous System: Reversible mental depression progress
Ing to catatoma, halluclOallOns, an acute reverSible syndrome characterized by disorientation to time and place, 
emollOnallabillty, shghtly clouded sensorium. Allergic: Fever, combmed wrth aching and sore throat iarynoo
spasm, and respiratory distress. HematolOflic: AgranulocYtOSIS, thrombocytoPlOIa. Gastrointestinal: Mesentenc 
arterial thrombosis and Ischemic colitis. Miscellaneous: The oculomucocutaneous syndrome assOciated wrth the 
beta-blocker practolol has not been reported 'IIlth blsoprolol tumarate dunng InvestigallOnal use or extenS1V8 
foreign marketing experience. 
Hydrochlorothiazide: The following adverse experiences, in addition 10 those listed in the above table, have been 
reported With hydrochlorothllZide (generally 'IIith doses of 25 mg or greater). GeI1eriI.· Weakness. Central Ner
vous sr.stem: Vertigo, parestheSia, restlessness. Cardiovascular: OrthOStatIC hypotenSion (may be potentiated by 
alcoho, barbrturates, or narcotiCS). Gastrointestinal: Anorexia, Qastric Ifntatlon, cramping, conshpatlOn. laun
dice {mtrahepatic cholestatic jaundICe), pancreatitiS, cholecystitis, sialadenitls, dlY mouth. MusevJosi:8letal: 
Muscle spasm. Hypersensitive Reactions: Purpura, photosenSitivity, rash, urllcaria, necrotizing angiitIS {ViSCU
Iillsand cutaneous vasculitiS), fever, respiratory distress including pneumonitiS and pulmonary edema, anaphy
lacllt reacMns. Special Senses: Transient blurred Vision, xanthopsia. Metabolic: Gout. Gefllfourinary: Sexual 
dysfunction, renal failure, renal dysfunction, interstitial nephritl&. 
LABORATORY ABNORMAlmES 

ZIAC: Because olthe low dose of hydrochlorothiazide in ZIAC, adverse metabolic effects wrth BlHli.25 mg are less 
frequent and of smaller magnitude than with HCTZ 25 mg. 

Treatment with both beta-blockers and thiazide diuretics is associated with increases in uric acid. Mean 
increases in serum triglycerides were observed in patients treated With bisoprolol fumarate and hydro
chlorothiazide 6.25 mg. Total cholesterol was generally unaffected, but small decreases In HOL cholesterol 
'IIerenoted. 

Other laboratolY abnormalities that have been reporte<l With the individual components are listed below. 
BiloprolOf Fumarate: In Clinical trials, the most frequently reported laboratory change was an increase in serum 
tTiglyceTides, but this was not a consistent finding. 

Sporadic liver test abOllrmallties have been reported. In the U.S. controlled trials experience With bisoprolot 
fumarate treatment for 4 to 12 weeks, the incidence of concomitant elevallOns in SGOT and SGPT of be1'lreen 1 to 2 
nmes normal was 3.9%, compared to 2.5% for placebo. No pallent had concomitant elevations greater than twice 
OIlrmal. 

In the long-term, uncontrolled experience with bisoprolol fumarate treatment tor 6-18 months, the incidence 01 
one or more concomitant elevations in S60T and SGPT at between 1-2 times normal was 6.2%. The il1Cldence 01 
muttlple occurrence was 1.9%. For concomitant elevations in SGOT and SGPT of greater than twice normal the 
inCidence was 1.5%. The incidence of multiple occurrences was 0.3%. In many cases these elevations Were 
annbuted to underlying disorders, or resolved during conhnued treatment with bisoprolol fumarate. 

Other laboratolY changes IOcluded smalilOcreases in uric acid, creatinine, BUN, serum potassium, gluCQSt, 
and phosphorus and decreases," wac and platelets. There have been. occaSional reports ot eosinophilia. These 
were generally not of chnlcallmportance and rarely resuned '" dlsconllnuation of bisoprolol tumarate. 

As With other beta-blockers, ANA conversions have also been reported on bisoprolol fumarate. About 15% 01 
patients in long-term studieS converted to a positive titer, anhough about one-third of these patients subsequantly 
reconverted to a negative trter while. on COntlOued therapy. 
Hydrorhlorothillid.: Hyperglycemia, glycosuTla, hyperuricemia, hypokalemia and other electrolyte imbalances 
(see PRECAunoNS), hyperlipidemia, hypercalcemia, leukopenia, agranulocytOSIS, thrombocytopenll, aplastIC 
anemia, and hemolytiC anemia have been assoc.lated With HCTZ therapy. 
. See DOSAGE AND ADMfNISTRAnON section in package IOsert for complete dosing Ind pracautiOnary 
infonnablO. 

4d1D- AOVANTUS PHARMACEUTICALS and 
lEOERLE LABORATORIES DIVISION 
American Cyanamid Company 
Pearl River, NY 10965 

Under license 01 E. MERCK, Darmstadt, Germany 
REV. 3193 
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75% of primary care physicians have 
treated patients with mv infection. 
Do you have the information you need? 
Every month, AIDS Clinical Care brings you the 
latest clinically relevant information in a concise, 
easy-to-read newsletter. 

Feature articles written by leading AIDS 
clinicians provide hands-on information about 
the management of HIV-related diseases. 
Topics include: 

• AIDSIHIV Clinical Trial Updates 
• Antiretroviral Therapy Controversies 
• Treating and Preventing 

Opportunistic Infections 
• HIV Infection in Women 
• NIH Recommendations 
• Pediatric AIDS 
• Drug Interactions 
• Psychosocial Issues 
• Nutrition in HIV 

• 

The new Case History column answers clinical 
questions on the complex, overlapping manifestations 
of HIV infection by presenting actual case histories 
with diagnoses and patient follow-up. 

Research Notes summarize and comment on the most 
relevant articles from the medical literature. Charts and 
tables clearly show clinical presentations, diagnostic 
methods, treatment regimens, and epidemiologic trends. 

EDITOR 

Deborah J. Cotton, MD, MPH 
Infectious Disease Unit, Massachusetts General Hospital; 
Assistant Professor of Medicine, Harvard Medical School; 
Assistant Professor of Health Policy and Management, 
Harvard School of Public Health, Boston. 

Subscn'be today. Simply fill out the coupon, or order by FAX: (617) 893-0413 --------------------o YES, please start my subscription to AIDS Clinical Care. 
I will receive 12 monthly issues delivered first class for the special price of $89. Credit card orders, caD toU-free 
a Payment enclosed· a Bill me .. 1·800·843-6356 
a Charge my credit card a VISA a MasterCard 0 AmEx 

Mail to: AIDS Clinical Care, Card # Exp Date ____ _ 
PO Box 9085, Waltham, MA 02254-9085 Signature ____________________ _ 

Name ____________ ~----------------
(Plcuc print) Address ______________________ _ 

City _____________ ,State ___ Zip __ _ 

Specialty: __________________ _ 

• Make check payable to AIDS Oinical Care. 
Allow 4-6 weeks for delivery. 

~ 
Publishing Division of the 

. Massachusetts Medical Society 
. Founded in Cooperalion wilh Ihe American 

Foundalion for AIDS Research (AmFAR). 
ISSN: 1043-1543 SAMF2 



Cuff &: Collar Sling 

We Agree, And We Feel· 
Your Patients Will Too. 

In 1987, Galveston Manufacturing introduced the Galveston Metacarpal Bracel'll. 

After over seven years of clinical use, the brace has proven successful in treating . 

metacarpal shaft fractures. Galveston Manufacturing has continued serving the 

medical community, bringing you the latest quality fracture management products 

at affordable prices. So far this year we've introduced three new products to our 

line; the THUMZ'UP® functional thumb splint, the ORFIZIP® casting system 

and the PLAST-O-FIT® thermoplastic bandage system. 

For ordering information or a product catalog, simply caD 1-800-634-3309. 

I·Plus System 
Ulnar fracture BraceM 

GALVESTON 
MANUFACTURING 

'Simple Solutions In Functional Bracing" 



NOW you can HEAR 
wliat y'ou've 
been missing! 

Announdng Journal • Cassette Service -
the fastest way to with what's new important in mediane 
Twice a month, Journal Watch -
The Audio (asseNe Service 
brings you 60 minutes of clear, 
concise summaries of the 
latest advances published in 
more than 20 major journals. 
Journal Watch - The 
Audio (asseNe Service is 
written exclusively by 
practicing physicians. With 
your subscription you can 
earn two Category I CME 
credits per one hour program -
at no additional cost. 
Using Journal Watch's 
convenient, easy to listen to audio 
cassettes, you can schedule when and 
where to listen. 

·In your car 
• At the gym 
• During meal time 
• Between patients 
• During your daily routines 
• Or simp~ spare moments of the day 

f' 
Brought to you by two leaders in medical 
information - Audio-Digest Foundation, 
producers of "The Thirteen Spoken Medical ,~ 
Journa/~" and the MassachuseHs Medical ,J 
Society, publishers of the New England ,~ 
Journal of Medicine, Journal Watch r~ 

";' 

(the newsletter), and AIDS Clinical [are. :~ 
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FREE I 
SAMPLE 
CASSEnE! 
D YES! Please rush 
my FREE sample cossette, 
Volume 1, Issue 1 of 
Journal Watch - The Audio 
(asseNe Service. If I decide 

to become a charter subscriber, 
I'll receive 9 months, 18 issues 

at the special introductory price 
of $113.75. 

{PLEASE PRINl) 

ADDRESS _______ _ 

CITY ________ _ 

STATE ____ 2IP, ___ _ 

Mail to: 
Audio-Digest Foundation® 
A Non-Profit Subsidiary of the California Medical Associotion I 
1577 East Chevy Chase Drive I 
Glendale, CA 91206 

Or I 
Call Toll Free: I 
1-800-423-2308 
(8 am to 5 pm, Pacific Time) I 
FAX Toll Free: 
1-800-845-4375 I 
(24 hours) 

SDJFl I ----_ .... 
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FIRST ••• 
For safe relief 

for all your arthritis patients 

~ZOSTRIX· 
Y[C A P S A I C I NO. a 2 5 %] 

Localized relief for localized pain 

ZOSTRIX does not interfere with systemic medications. 
No GI, hepatic, or renal effects have been reported. 

• Rub a small dab on lIle painful joint 3 or 4 times dally without fail. 
RelIef should elart In a few days, wtIh maximum rallef wiIhln 2 weeks. 

RefInIncM: 1. Altman RD, Aven A. HoImburg CE, Pfeifer LM. 
SacI< M. Young (3T. Capsaicin cream 0.025% as monoIherapy 

.... ....... for osteoarthritis: a double-blind study. Sem/n Mhrllls Rheum 
(supplement). In p!888. 2. DesI CL, SchnltzerTJ, Up8IaIn E, at aI. 
Tl98Iment 01 arthritis wtIh topical capaaIcIn: a dcJubI&.bIind trial 
[subset analysis 01 datal. CDn Thsr. 1991;13:383-395. C 1994 GenDenn Co!poIatIon 7/94 



ATTENTION 
DIPLOMATES OF THE ABFP 
ADDRESS CHANGE FORM 

******** 3-DIGIT-080 
0028 <i2 l 4]) 76/88 ABFP 
BEVERLY J. CLARK MD 
24 LEXI~GTON ST 
AKRON O~ 44309 

s-digit ABFP Identification Nwnber 

The Board prefers the use of professional addresses, because the address given 
will become your iladdress 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 information, etc., 
as well as to ensure the receipt of The Journal of the American Board of Family 
Practice. 

Name _______________________________________________ ___ 

Current Address New Address 

Street __________ _ Street ___________ __ 

City/State _______ _ City/State _________ _ 

Zip Code ________ _ Zip Code _________ _ 

Effective Date of Change ______________________________ _ 

Signature of Diplomate _________________________________ _ 

ABFP Identification Number 
(S-digit number above name on mailing lab'-e"l) ----------------------------

Year of Certification or Recertification _____________________ _ 

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



INFORMATION FOR READERS 
The Journal of the American Board of Family Practice 

Official Publication of the American Board of Family Practice 
2228 Young Drive, Lexington, KY 40505 

EDITORS 
John P. Geyman, M.D., Editor 

Paul R. Young, M.D., Executive Editor 
Alfred O. Berg, M.D., Associate Editor Paul Brucker, M.D., Associate Editor 

G. Gayle Stephens, M.D., Associate Editor 
Claire Z. Fenwick, Assistant Editor 

Ann Stockham, Copy Editor and Assistant Executive Editor 
Virginia M. Gessner, Senior Editorial Assistant 

Debbie Wilson, Production Assistant Mary K. Lowell, Reference Verification 

PUBLISHING SERVICES 

Publishing Division, Massachusetts Medical Society 
Robert D. Bovenschulte, Vice President flJr Publishing 
William H. Paige, Executive DirectlJr for Operations 

Christopher R. Lynch, Executive DirectlJr for Product Management 
Justin R. Spence, Product Ma1lllg ... 

Advertising Sales and Production 
Arthur Wilschek, DirectlJr 

William Healy, Manager, Midwest Accounts 
Lewis Wetzel, Manager, Eastern Accounts 

Wayne Wickman, Manager, Eastern Accounts 
Christine Miller, Manager, Recruitment Advertising 

Mary Kaye Howe, Production Manager 
Lynne Brochu 

Circulation and Product Marketing 
Laurie Pass, DirectlJr 

SUBSCRIPTION INFORMATION AND 
SERVICES 
The Journal of the American Board of Family 
Practice is supplied free of charge to 50,400 
Diplomates and Residents of the American 
Board of Family Practice. For information 
please contact: 

American Board of Family Practice 
2228 Young Drive 
Lexington, KY 40505 
Tel: (606) 269-5626 
FAX: (606) 266-9699 

For all other subscribers please contact: 
The Journal of the American Board of 
Family Practice 
Subscription Department 
1440 Main Street 
Waltham, MA 02154-1649 
(617) 893-3800, ext. 1I99 
Telex: 5106017779 NEJM BOS 
FAX: (617) 893-0413 

SUBSCRIPTION RATES 
Domestic Inter-

national* 
Institutions $58.00 $60.00 
Physicians $35.00 $45.00 
Residents/Students $20.00 $45.00 
*Pounds Sterling drawn on U.K banks ac
cepted and converted at current rate of ex
change. U.S. dollars drawn on U.S. banks. 

Robert Quinn, Reprints 

Electronic Production 
Ruth E. Goodman, DirectlJr 

Tommie Richardson, COIJrdinatlJr 
Sherie Peters, Thomas Gardon, 

Susan McDonough, Laurie Marcaurelle, 
David Lashua 

Computer Assisted Publishing Support 
Leon Banin, DirectlJr 

Martha Soule 

OTIIER SUBSCRIPTION INFORMATION 
Diplomates should make address changes 
on the form accompanying this issue and 
forward to the Diplomate address listed 
above. All other subscribers should for
ward changes to the Waltham, Mass., ad
dress listed on this page. Changes must be 
received at least six weeks in advance of 
intended move. Please send new address, 
old address, and expected date of change. 

ISSUES NOT RECEIVED 
Missing issues will be replaced for up to 
three months from the issue date without 
charge. Diplomates and other subscribers 
who fail to notify the Lexington, Ky., or 
the Waltham, Mass., office of address 
changes will not be eligible for free re
placement issues. Claims beyond the 
three-month limit must be prepaid at the 
backcopy rates. Claims should be sent to 
either the Diplomate or regular subscriber 
address listed on this page. 

BACK COPIES 
If you wish to purchase back copies (issues 
published prior to your effective start date) 
of the Journal of the American Board of Family 
Proctice, there is a charge of $12.50 per 
issue. Contact the "'altham, Mass., ad
dress listed above for information. 

Customer Service and Fulfillment 
Elizabeth C. Clancy, DirectlJr 

Distribution and Postal Affairs 
Mark Davidson, Director 

Printing Services 
Joseph Cortese, Director, 

REPRINTS 
Individual copies of articles are available 
from the Waltham, Mass., office. If you 
wish to order bulk reprints (minimum or
der of 100) please contact the Reprint De
partment (617) 893-3800, ext. 1279, at the 
Waltham, Mass., office. 

COPYRlGIff 
Material appearing in the Journal of the 
American Boan} of Family Practice is covered 
by copyright. Copying beyond the quanti
ties permitted under "fair use" as defined 
by U.S. copyright law is allowed provided 
the stated fee of $.20 per page is paid 
through the Copyright Clearance Center, 
21 Congress St., Salem, MA 01970. This 
consent does not extend to other copying, 
such as copying for advertising or promo
tional purposes. Single copies for personal 
or internal use are allowed at no charge. 
Nonprofit institutions may make copies 
provided they obtain prior consent from 
the Journal of the American Board of Family 
Practice, Rights and Permissions Depart
ment, 1440 Main Street, Waltham, MA 
02154-1649, (617) 893-3800, ext. 1413. 

INDEXING AND MICROFORM 
The Journal of the American Board of Family 
Practice is indexed in Index Medicus and is 
available in microform from University 
Microfilms International. 

Infonnation for Readers JABFP 



INFORMATION FOR AUTHORS 
The Journal of the American Board of 

Family Practice welcomes for editorial 
review manuscripts that contribute to 
family practice as a clinical scientific 
discipline. High priority is given to 
reports of clinicallr relevant studies 
that have practica implications for 
improved patient care. Manuscripts 
are considered in relation to the extent 
to which they represent original work, 
their significance to the advancement 
offamily medicine, and their interest to 
the practicing family physician. Some 
papers that are accepted by the Journal 
will be selected for an accompanying 
guest editorial or concurrent commen
tary by other invited authors address
ing issues raised by the papers. The 
Journal publishes the following 
features: 

Original Articles. Reports of original 
research, usually dealing with a clinical, 
health services, or other clinically rele
vantstudy. 

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

Clinical Review. In-depth reviews of 
specific clinical problems, disease enti
ties, or treatment modalities; com
prehensive and critical analysis of the 
literature is required (usual maximum 
length 5000 words). 

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

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

Special Articles. Articles in other 
areas that may relate to the role of 
the family physician, education for 
family practice, or other subjects im
portant to family practice as a clinical 
specialty. 

Brief Reports. Short reports of 
pilot studies or case reports with a 
teaching point of clinical relevance 
(usual length 1000-1500 words). 

Family Practice-World Perspec
tive. Papers reporting developments 
related to the practice or education of 
family physicians in various countries 

around the world (usual length 1200-
1800 words). 

Reflections in Family Practice. Pa
pers in narrative or essay format that il
luminate qualitative aspects of family 
practice, including such areas as ethical 
issues, the physician-patient relation
ship, or the diverse roles of the family 
physician. 

Editlfrial. Focused opinion or com
mentary that bears on an issue relevant 
to the field. Mayor may not accompany 
an original article in the same issue 
(usual length 1000-1500 words). 

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

Book Reviews. Books for review and 
book reviews should be sent to Dr. 
John P. Geyman, Editor, the Journal of 
the American Board of Family Practice, 
Department of Family Medicine 
(HQ-30), School of Medicine, Uni
versity of Washington, Seattle, WA 
98195. 

The following guidelines are in ac
cordance with the "Uniform Require
ments for Manuscripts Submitted to 
Biomedical Journals." The current 
(fourth) edition was published in the 
February 7, 1991, issue of the New 
England J(mrnal of Medicine. 

MANUSCRIPT SUBMISSION 
Manuscripts containing original 

material are accepted for consideration 
with the understanding that neither 
the article nor any part of its essential 
substance, tables, or figures has been or 
will be published or submitted for pub
lication elsewhere before appearing in 
the 70urnal. This restriction does not 
apply to abstracts or press reports pub
lished in connection with scientific 
meetings. Copies of any possibly dupli
cative manuscripts should be submit
ted to the Editor along with the manu
script that is to be considered by the 
Journal. The Journal strongly discour
ages the submission of more than one 
article dealing with related aspects of 
the same study. In almost all cases, a 
single study is best reported in a single 
paper. 

Submit an original and 3 copies 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 
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acceptable. Address all submissions to 
John P. Geyman, M.D., Editor, the 
Journal of the American Board of Family 
Practice, Department of Family Medi
cine (HQ-30), School of Medicine, 
University of Washington, Seattle, 
WA 98195. A covering letter should 
identify the person (with the address 
and telephone number) responsible for 
negotiations concerning the manu
script; the letter should make it clear 
that the final manuscript has been seen 
and approved by all authors. If July
August 1994 Vol. 7 No. 4authors 
acknowledge by name persons who 
provided important technical, advi
sory, or reviewer contributions, the 
corresponding author should sign the 
following statement: "I have obtained 
written permission from all persons 
named in the acknowledgment." 

The Journal expects authors to take 
public responsibility for their manu
scripts, including conception and 
design of the work, data analysis, writ
ing, and review of the paper. Authors are 
expected to stand behind the validity of 
their data and, if asked by the Editor, to 
submit the actual data for editorial 
review with the manuscript. In most 
instances authorship should be limited 
to 8 authors or fewer, all meeting the 
above criteria for authorship. Excep
tions to these guidelines, especially 
those involving multisite collaborative 
research projects, should be discussed 
on a case-by-case basis with the Editor. 

The Journal also expects authors to 
disclose any commercial associations 
that might pose a conflict of interest in 
connection with the submitted article. 
Consultancies, stock ownership or 
other equity interests, patent-licensing 
arrangements, and other kinds of asso
ciations that might involve conflict of 
interest should be disclosed to the Edi
tor in. a ~overing l~tter at t~e time of 
submISSIon. Such mformatlon will be 
held in confidence while the paper is 
under review and will not influence the 
editorial decision. If the manuscript is 
accepted, the Editor will discuss with 
the authors how best to disclose the rel
evant information. Questions about 
this policy should be directed to the 
Editor. 

MANUSCRIPTS 
Titles and Autbors , Names 

. ':VIth the ~anuscript, provide a page 
g'IVmg the title of the paper; a running 
foot of fewer than 40 letter spaces; the 
name(s) of the author(s), including first 
name(s) and academic degree(s); the 
name of the department and institution 
in which the work was done; and the 
name and address of the author to 



whom reprint requests should be 
addressed. All funding sources sup
porting the work should be routinely 
acknowledged on the title page, as 
should all institutional or corporate 
affiliations of the authors. Two to four 
keywords should be submitted with the 
manuscripts to be used for purposes of 
classification by subject. Use terms 
from the Medical Subject Headings 
from Index Medicuswhen possible. 

Abstracts 
Use another page to provide an 

abstract of not more than 200 words. 
This abstract should be factual, not 
descriptive, with its content appropri
ate to the type of paper. For original 
articles reporting results of studies, a 
four-paragraph format should be used 
labeled Background, Methods, Results, 
and Conclusions. These should briefly 
describe, respectively, the object of the 
study, the methods used, the major 
results, and the author(s) conclusions. 
Abstracts are not necessary for Brief 
Reports or World Perspective papers. 

Abbreviations 
Except for units of measurement, 

abbreviations are discouraged. Consult 
the Council of Biology Editors Style 
Manual (Fifth edition. Bethesda, MD: 
Council of Biology Editors, 1983) for 
lists of standard abbreviations. The 
first time an abbreviation appears, it 
should be preceded by the words for 
which it stands. 

Drug Names 
Generic names should, in general, be 

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

Inclusive Language 
Sex bias should be avoided and gen

der-inclusive language used whenever 
possible. 

References 
References must be typed in double 

spacing and numbered consecutively as 
they are cited. References first cited in 
tables or figure legends must be num
bered so that they will be in sequence 
with references cited in the text. The 
style of references is that of the Index 
Medicus. List all authors when there are 
6 or fewer; when there are 7 or more, 
list the first 6, then "et al." Sample ref
erences are as follows: 

Standard Joumal Article 
(List all authors, but if the number 

exceeds 6, give 6 followed by et al. Note 
that month and issue number are omit
ted when a journal has continuous 
pagination throughout a volume.) 

Morrow JD, Margolies GR, Row
landJ, Roberts LJ 2nd. Evidence that 

histamine is the causative toxin of 
scombroid-fish poisoning. N Engl J 
Med 1991; 324:716-20. 

Organization as Author 
Clinical Experience Network (CEN). 

A large-scale, office-based study evalu
ates the use of a new class of nonse dat
ingantihistamines.AreportfromCEN. 
J Am Board Fam Pract 1990; 3:241-58. 

Book 
Rakel RE. Textbook of family prac

tice.4th ed. Philadelphia: WB Saunders, 
1990. 

Chapter in Book 
Haynes RCJr. Agents affectingcalci

fication: calcium, parathyroid hor
mone, calcitonin, vitamin 0, and other 
compounds. In: Gilman AG, Rail TW; 
Nies AS, Taylor P, editors. Goodman 
and Gilman's the pharmacological 
basis of therapeutics. 8th ed. New York: 
Pergamon Press, 1990. 

GovenunentAgency 
SchwartzJL. Review and evaluation 

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

Personal Communications 
Numbered references to personal 

communications, unpublished data, 
and manuscripts either "in prepara
tion" or "submitted for publication" 
are unacceptable (see "Permissions"). 
If essential, such material may be incor
porated in the appropriate place in the 
text. 

Tables 
Type tables in double spacing on sep

arate sheets, and provide a title for 
each. For foomotes, use the following 
symbols, in this sequence: *, t, t §, I~ en, 
**, tt, etc. Excessive tabular data are 
discouraged. If an article is accepted, 
the Journal will arrange to deposit 
extensive tables of important data with 
the National Auxiliary Publications 
Service (NAPS); we will pay for the 
deposit and add an appropriate foot
note to the text. This service makes 
microfiche or photocopies of tables 
available at moderate charges to those 
who request them. 

Wustrations 
Figures should be professionally 

designed. Glossy, black-and-white 
photographs are requested. Symbols, 
lettering, and numbering should be 
clear, and these elements should be 
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 sequence number, the 
name of the author, and the proper ori
entation (e.g., "top"). Do not mount 
the figure on cardboard. Photomicro
graphs should be cropped to a width of 
8 cm, and electron rhotomicrographs 
should have interna scale markers. 

If photographs of patients are used, 
either the subjects should not be iden
tifiable or their pictures must be 
accompanied by written permission to 
use the figure. Permissions forms are 
available from the Editor. 

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

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

Pennissions 
Every effort (short of changing the 

patient data) should be made by the 
authors to protect the anonymity of 
patients (and relatives) in any published 
work. If identification is unavoidable, 
informed consent should be obtained 
and attached with the submitted letter; 
in the case of minors or incompetent 
patients, consent should be obtained 
from relatives or guardians. 

Materials taken from other sources 
must be accompanied by a written 
statement from both author and pub
lisher giving permission to the Journal 
for reproduction. Obtain permission in 
writing from at least one author of 
papers still in press, of unpublished 
data, and of personal communications. 

REVIEW AND ACTION 
Manuscripts are examined by the edi

torial staff and are usually sent to out
side reviewers. Authors will remain 
anonymous to outside reviewers and 
vice versa. External statistical review 
will be accomplished where appropri
ate. Every effort will be made to com
plete the review process as expedi
tiously as possible. 

Copyright Transfer Fonns 
Transfer of copyright to the Journal 

is requested upon acceptance of the 
material fur publication. Copyright trans
fer is required of all materials to be pub
lished in the Journal, including Letters 
to the Editor and Book Reviews. 

Reprints 
Authors will receive reprint informa

tion and rates when they are sent their 
galley proofs. Reprints ordered at that 
time will be shipped about 3 weeks after 
the publication date. 
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1--
\. TIlt Fifth IIeport of the Joint Natillnal CommittBe OIIlJetectiOll, Evaluation, and 

Treatment of High Blood PmSU/8. Bethesda, MD: Natiooal Heart, lung, and 
Blood Institute; 1993. NIH Publication No. 93-l088. 

2.1leriwd from NHANES In, unpublished data, providell by \tie Centers foI Disease 
Control, Naliooal Center foI HeaIt11 Stltistics, as reported in TIlt Fifth Repott of 
the Joint National CommittBe 011 IJetection, E.,'uatilln and Treatment of High 
BkJodPmsU/8. 

BRIEF SUllllARY 
TABlETS 
PlENOlle 
(F£LODlPlNE) 
EXTENDED-RELEASE TABlETS 

INOICATIOIIS 1110 USAGE 
PI.£NOll * is indicatell for tile treatment of hypertension. Pl£NOIl may be 
used alone or cootOII1~antly with other antihypertensive agents. 

CONTRAINOICATIOIIS 
MOil is contraindicated in patients wfIo are hypersens~ive to this 
product. 

PRECAUTlOIIS 
General 
I/nIIIIIIIIM: Felodipine, lille other calcium antagonists, may occasion

ally Pf8Cip~te significant hypotension and rarely syncDPe. R may lead to 
reflex tachycardia which in susceptible individuals may precip~ate angina 
pectoris. (See ADVERSE REACTIONS.) 

IIatt FIiIutt: Although acute hemodynamic studies in a small number 
of patients with NYHA Class II or III heart failure treated with feIodipine 
have not demonstrated negative inotropic effects, safety in patients wM 
heart failure has not been established. Caution therefore should be !lOII
cised when USing Pl£NOIl in patients with heart failure or compromised 
ventricular function, particularly in combination wM a beta blocker. 

EIdItty I'IIitfIts .. 1'IfiInts rtItJr ItnpIirtd Ii'Iff FIlIICtirJIJ: Patients over 
65 je3B of age or patients with impaired liver function may have elevated 
plasma concentrations of felodipine and may theIefore respond to lower 
doses of PI.£NOIL These patients should have their blood pressure moni
tored closaly during dosage adjllSlment of PI.£NOll and should rarely 
require doses above 10 mg. (See CUNICAl PHARMACOlOGY and DOSAGE 
AND ADMlNlSTRATIOfI sections of complete Prescribing Information.) 

I'ttfp/IIrI/ EdItM: Peripheral edema, generally mild and not associated 
with generalized fluid retention, was tile most common adveBe event in the 
clinical trials. The incidence of peripheral edema was both 00. and age
dependent. Frequency of peripheral edema ranged from about 10 pertenI in 
patients under 50 je3B of age taking 5 mg daily to about 30 pertent in 
those 1M! 60 je3B of age taking 20 mg daily. This adverse effect genera~ 
Iy OCCUB within 2-3 weeIIs of tile initiation of treatment. 
,.,.",.", frr I'IfiInts 

Pabents should be instructed to talle PI.£NOll whole and not to crush or 
chew tile tablets. They should be told that mild gingival hyperplasia (gum 
swefling) has been reported. Good dental hygiene decreases ~ incidence 
and severity. 
NaTE: As with many other drugs, certain advice to patients being treated 
with PI.£NOll is warranted. This informaboo is intended to aid in tile safe 
and effective use of this medicabon. l is not a disclosure of all possible 
adverse or intended effects. 
qlill6rletillltl 
......" Apms: A pharmacokinebc study of felodipine in conjunc

tion with metoprolol demorIstrated no signrticant effects on the pharmaco
kinetics at feIodipine. The AUC and C .... of metoprolol, however, were 
increased approximately 31 and 38 pertenI, respectively. In controlled clin
ical trials, however, beta blockers including metoprolol were concurrently 
administered with feIodipine and were well tolerated. 

CimI/idiIIt: In healthy subjects pharmacokinetic studies showed an 
apprmimately 50 pertenI increase in the area under the plasma concen
traboo bme curve IAIIC) as well as tile Cm .. of felodipine when given con
com~antly with cimetidine. It is anticipated that I clinically Significant 
inleracbon may occur in some hypertensive patients. Therefore, it is rec
ommended that low doses of Pl£NOIl be used when given concom~ntIy 
with cimetidine. 

/JitIIiII: When given concomitantly with felodipine the peak plasma con
centraboo 0/ diilWn was signifICantly increased. There was, however, no 
significant change in tile AUC of digoxin. 

AIIIic8tmJIsInIln a pharmacollinetic study, maximum plasma concen
trations of feIodipine were considerably lower in epileptic patients 011 tong
term anticonvulsant therapy (e.g., phenytoin, carilamazepine, or phenobar
bitai) than in heaRhy volunteers. In such patients, the mean area under 
the feIodipine plasma concentration-time curve was also reduced to 
approximately six pertenI of that observed in heaRhy volunteers. Since a 
clinically significant interaction may be anticipated, alternative antihyper
tensive therapy should be considered in these patients. 

IIfIIr ~ """", In healthy subj«ts theR! were no clinically 
significant interactions when feIodipine was given concorn~antly wM 
indomethacin or spironolactone. 
~ IJjfII Fa See CUMlCAl PHARMACOlOGY, Pllamlll:dlinlD;s 

I/rJ MetaIxiism SII:Iiin of CDI1jJ!ete I'IIlsaiIing Infmnatin 
~ ,."".". "",...,... If Frifity 

In a two-year carcinogenicity study in rats ted feIodipine at doses 111.1, 
23.1 .. 69.3 mg/kg/day (up to 28 times' tile maximum recommended 
human dose on a mg/m' basis), a dose related increase in the incidence of 
benign intemitial cell tumors at tile testes (Leydig cell tumors) was 
observed in treated male rats. These tumors were not observed in a simi
lar study in mice at doses up to 138.6 mg/kg/day (28 times' the maximum 
recommended human dose on a mg/m2 basis). Felodipine, at tile doses 
empIcI!'ed in the Iwo-year rat study, has beet! shown ID lower testicular 
testosterone and to produce a corresponding increase in serum luteinizing 
hormone in rats. The Leydig cell tumor development is possibly secondary 
to these hormooal effects whicl1 have not been observed in _. 

In this same rat study a dose-l!Iateei increase in tile incidence at focal 

1!eeislered trademarl< at AS Astra 
'Based on patient weirJrt III 50 ill 

SQuamous cell hyperplasia compared to control was observed in the 
esophageal groove of male and female rats in all dose groups. No other 
drug-related esophageal or gastric pathology was observed in the rats or 
w~h chronic administration in mice and dogs. The latter species, like man, 
has no anatomical structure comparable to the esophageal groove. 

Felodipine was not carcinogenic when fed to mice at doses of up to 13S.6 
mglkg/day (2S times' tile maximum recommended human dose on a mg/m2 
basis) for periods of up to 80 weeks in males and 99 weeI\s in females. 

Felodipine did not display any mutagenic activity in vitro in the Ames 
microbial mutagenicity test or in the mouse lymphoma forward mutation 
assay. No claslogenic potential was seen in viKl in the mouse micronucle
us test at oral doses up to 2500 mglkg (506 times' the maximum recom
mended human dose on a mg/m' basis) or in vitro in a human lymphocyte 
chromosome aberration assay. 

A fertility study in which male and female rats were administered doses 
0/3.S, 9.6 or 26.9 mg/kg/day showed no significant effect of felodipine on 
reproductive performance. 
I'rfI/1IIIc1 

f'rIInanq CII/rfDt7 C 
Teratogenic Effects: Studies in pregnant rabb~s administered doses of 

0.46, 1.2, 2.3 and 4.6 mglkg/day (from 0.4 to 4 times' the maximum recom
mended human dose on a mg/m' basis) showed dig~al anomalies consisting 
of reduction in size and degree of ossification of tile terminal phalanges in 
tile fetuses. The frequency and severity of the changes appeared oo.relat
eel and were noted even at the lowest dose. These changes have been shown 
to occur with other membeB of tile dihydropyridine class and are possibly a 
resuR of compromised uterine blood flow. Similar fetal anomalies were not 
observed in rats given felodipine. 

In a teratology study in cynomolgus monkeys no reduction in the size of 
the terminal phalanges was observed but an abnormal pos~ion of the dis
tal phalanges was noted in about 40 percent of the fetuses. 

NontefBtogenic Effects: A prolongation of parturition w~h difficuR labor 
and an increased frequency of fetal and early postnatal deaths were 
observed in rats administered doses of 9.6 mg/kg/day (4 times' the maxi
mum human dose on a mg/m' basis) and above. 

Signrticant enlargement of the mammary glands in excess of the normal 
enlargement for pregnant rab~s was found with doses greater than or 
equal to 1.2 mg/kg/day (equal to the maximum human dose on a mg/m2 
basis). This effect occuned only in pregnant rab~s and regressed during 
lactation. Similar changes in the mammary glands were not observed in 
rats or monkeys. 

There are no adequate and weI)-controlied studies in pregnant women. H 
feIodipine is used during pregnancy, or rt the patient becomes pregnant 
while taking this drug, she should be apprised of the potential hazard to 
tile fetus, possible dig~al anomalies of the infant, and the potential effects 
of felodipine on labor and delivery, and on the mammary glands of preg
nant females. 
/IutrirIf IIlIthm 
H is not known whether this drug is secreted in human milk and because 

of the potential for serious adverse reactions from felodipine in the infant, 
a decision should be made whether to discontinue nursing or to discontin
ue the drug, taking into account the importance of the drug to the mother. 
PediatriI; /Ju 

Safety and effectiveness in children have not been established. 

ADVERSE REAClIOIIS 
In controlled studies in the Un~ed States and oveBeas approximately 

3000 patients were treated Wltl1 felodipine as e~her the extended-release 
or the immediate-release formulation. 

The most common clinical adverse experiences reported with 
MOllO (Felodipine) administered as monotherapy in all seIIings and 
w~h all dosage forms of felodipine were peripheral edema and headache. 
Peripheral edema was generally mild, but it was age- and dose-related 
and resulted ill discontinuation of thera!ll' ill about 4 pment of the 
enrolled patients. Discontinuation of therapy due to any clinical adveBe 
experience occurred in about 9 percent of the patients receiving PlENOIl, 
principally for peripheral edema, headache, Of flushing. 

Advn aperiences that occurred with an incidence of 1.5 percent or greater 
during monotherapy with PI.ENDIl without regan! to causality are compared to 
placebo in the table below. 

PercerJI " PatierIts willi Advtrsa Effects in Controlled 
Trials of MDll as lIortotherapy 

(incidence of discoatinuatioR sIwa ill parentfleses) 

Peripheral Edema 
Headache 
Rushing 
Dizziness 
Upper Respiratory 

22.3 (4.2) 
18.6 (2.1) 
6.4 (1.0) 
5.8 (0.8) 

Placebo" 
N=283 

3.5 
10.6 
1.I 
3.2 

Infection 5.5 (0.1) 1.1 
Asthenia 4.1 (0.1) 2.8 
Cough 2.9 (0.0) 0.4 
Paresthesia 2.5 (0.1) 1.8 
Dyspepsia 2.3 (0.0) 1.4 
Chest Pain 2.1 (0.1) 1.4 
Nausea 1.9 (0.8) 1.1 
Muscle Cramps 1.9 (0.0) 1.1 
Palp~ation 1.8 (0.5) 2.5 
Abdominal Pain 1.8 (0.3) 1.1 
Constipation 1.6 (0.1) 1.I 
Diarr1lea 1.6 (0.1) 1.1 
Pbaryng~ 1.6 (O.O) 0.4 
Rhinorrhea 1.6 (0.0) 0.0 
Back Pain 1.6 (0.0) 1.1 
Rash 1.5 (0.1) 1.1 

IrI tile two dose response studies using Pl£NDll as monotherapy, tile fol
lowing table describes tile incidence (percent) of adverse experiences that 

were dose-related. The incidence of discontinuations due to these adverse 
experiences are shown in parentheses. 

Adverse Placabo 1!.nII li!I J!OrnI 1!rrI 
Effect N= 121 1=71 1= 72 N = 123 1=50 

Peripheral 
Edema 2.5 (1.6) 1.4(00) 13.9(28) 19.5 (1.4) 36.0 (l0.0) 

Palp~ation 0.S(0.8) 1.4(0.0) 0.0 (0.0) 1.4(0.8) 12.0 (S.O) 
Headache 11.4 (0.0) 11.3 (1.4) 11.1 (00) 18.7 (4.11 18.0 (1S.0) 
Rushing 0.0 (0.0) 4.2 (0.0) 2.8(0.0) S.I (0.8) 20.0 (S.O) 

In add~ion, adverse experiences that occurred in 0.5 up to 1.5 percent of 
patients who received PLENDlle(Felodipine) in all controlled clinical stUd
ies (listed in order of decreasing severity within each category) and serious 
adVlBe events that occurred at a lower rate or were found during marliet
ing experience (those lower rate events are in italics) were: Body as a 
Whole Facial edema, warm sensation; Cardiovascular: Tachycardia, 
myocardial infarction, hypotension, syncope, angina pectoris, arrhythmia; 
Digestive: Vomiting, dry mouth, flatulence; Hematologic: Anemia; 
Musculoskeletal: Arthralgia, arm pain, knee pain, leg pain, foot pain, hip 
pain, myalgia; NervousIPsychiatric: Depression, anxiety disorders, insom
nia, irritability, nervousness, somnolence; Respiratory: Bronchitis, influen
za, sinus~is, dyspnea, epistaxis, respiratory infection, sneezing; Skin: 
Contusion, erythema, urticaria; Urogenital: Decreased libido, impotence, 
urinary frequency, urinary urgency, dysuria. 

Felodipine, as an immediate release formulation, has also been studied 
as monotherapy in 6S0 patients with hypertension in U.S. and oveBeas 
controlled clinical studies. Other adveBe experiences not listed above and 
with an incidence of 0.5 percent or greater include: Body as a Whole: 
Fatigue; Digestive: Gastrointestinal pain; Musculoskeletal: Arthritis, local 
weakness, neck pain, shoulder pain, ankle pain; NervousIPsychiatric: 
Tremor; Respiratory: Rhinitis; Skin: Hyperhidrosis, pruritus; Special 
Senses: Blurred vision, tinn~us; Urogenital: Nocturia. 

Bi",wall/yplrplasil: Gingival hyperplasia, usually mild, occuned in 
<0.5 percent of patients in controlled studies. This condition may be 
avoided or may regress with improved dental hygiene. (See PRECAUTIONS, 
Information for Patients.) 
CliniClll.8twrat1H7 T,st Findi/lfS 
SInmI EIIdruIy/II: No signfficant effects on serum electrolytes were 
observed during short- and long·term therapy. 

S,rum B/UCOSl: No significant effects on fasting serum glucose were 
observed in patients treated with PLENDll in the U.S. controlled study. 

Ii'Iff £nzynra: One of two episodes of elevated serum transaminases 
decreased once drug was discontinued in clinical studies; no follow-up was 
available for the other patient. 

OVERDOSAGE 
Oral doses of 240 mglkg and 264 mglkg in male and female mice, 

respectively and 2390 mg/kg and 2250 mglkg in male and female rats, 
respectively, caused Significant lethality. 

In a suicide attempt, one patient took 150 mg felodipine together with 
15 tablets each of atenolol and spironolactone and 20 tablets of 
n~razepam. The patient's blood pressure and heart rate were normal on 
admission to hospital; he subsequently recovered without significant 
sequelae. 

Overdosage might be expected to cause excessive peripheral vasodila
tion w~h marked hyj)O\ension and possibly bradycardia. 

ff severe hyj)O\ension occurs, symptomatic treatment should be institut
ed. The patient should be placed supine with the legs elevated. The 
administration of intravenous fluids may be useful to treat hypotension 
due to overdosage with calcium antagonists. In case of accompanying 
bradycardia, atropine (0.5-1 mg) should be administered intravenously. 
Sympathomimetic drugs may also be given ~ the physician feels they are 
warranted. 
n has not been established whether felodipine can be removed from the 

circulation by hemodialysis. 

DOSAGE 1110 ADMINISTRATION 
The recommended in~ial dose is 5 mg once a day. Therapy should be 

adjusted individually according to patient response, generally at intervals 
of not less than two weeks. The usual dosage range is 5-10 mg once daily. 
The maximum recommended daily dose is 20 mg once a day. That dose in 
clinical trials showed an increased blood pressure response but a large 
increase in the rate of peripheral edema and other vasodilatory adverse 
events (see ADVERSE REACT)ONS). Modification of the recommended 
dosage is usually not required in patients w~h renal impairment. 

PlEHDll should be swallowed whole and not crushed or chewer!. 
Uu In till E/dIrly rx Pati,nts with Impailfd Ii'Iff Function: Patients 

over 65 yeaB of age or patients with impaired liver function, because they 
may develop higher plasma concentrations of felodipine, should have their 
blood pressure monitored closely during dosage adjustment (see PRECAU
nONS). In general, doses above ID mg should not be considered in these 
patients. 

For more detailed information, consun your AstralMerck Specialist 
or see complete Prescribing Information. 
Astra/Merck Group of Merck & Co., Inc. 
725 Chesterbrook Boulevard, Wayne, PA 19087 
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