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II1II SlmRIIIY 
VERELAII
VIIr.,.....IHCl 
IIIIIItId-ReI .... Pellet-FIll" Capul .. 
For complete Prescribing Information, consun package insert. 
CLlfIICAI. PlWlMACOlOGY . 

Food does not affect the extent or rate of the absorption of verapamil from the controlled release VERELAN capsule. 
Atrioventricular block can occur in patients without preexisting condition defects (see WARIIIIIGS). 
Acceleration of ventricular rate and/or ventricular fibrillation has been reported in patients with atrial flutter or atrial 

fibrillation and a coexistinq accessory AV pathway following administration of verapamil (see WARNIIIGS). 
In patients with hepatH: InSuffH:lenc,y, metabolism is delayed and elimination hall-Ille prolonged up to 14 to 16 hours 

(see PRECAUlIOIIS), the volume of distribution is increased, and plasma clearance reduced to about 30% of normal. 
COII'IIIAIIllICATIOIII 

Severe LV dysfunction (see WAllllIIIGS), hypotenSion (systolic pressure <90 mmHg) or cardi0genic shock, sick 
sinus syndrome (II no pacemaker is present), second- or third-degree AV block (II no pacemaker IS present), atrial 
flutterlflbriHation with an accessory bypass tract (eg, WPW or LGL syndromes). (see .RIIIIIGI), hypersensitivity to 
verapamil. -Verapamil should be avoided in patients with severe LV dysfunction (e9, ejection fraction <30%) or moderate-to-
severe symptoms of cardiac failure and in patients wnh any degree of ventncular dysfunction if they are receiving a beta 
blocker. Control miklerheartfallure with optimum dignalization andlor diuretics before VERELAN is used. Verapamil may 
occasionally produce hypotension. Elevations of liver enzymes have been reported. 

Several cases of hepatoceHular injury have been demonstrated to be produced by verapamil. Periodic monitoring of 
liver function in patients on verapamll is prudent. Some patients with paroxysmal and/or chronic atrial flutterlfibrillation 
and an accessory AV pathway (eg. WPW or LGL syndromes) have developed an increased antegrade conduction across 
the accessory pathway bypassmp the AV node, producing a very rapid ventricular response or ventricular fibrillation antr 
ret8iving IV verapamil (or digitalis). Because ofthis risk, oral verapamil is contraindk:ated in such patients. AV block may 
occur (second- or third-degree, 0.8%). Development of marl<ed first-degree block or progression to second- or thin!
degree bfocj( requires reduction in dosage or, rarely, discontinuation and institution of appropriate therapy. Sinus brady
cardia, second-degree /IN block, sinus arrest, pulmonary edema and/or severe hypotenSIOn were seen in some critically 
III patients with hypertrophic cardiomyopathy who were treated with verapamil. 
PIIECAUTIOII8 

Verapamil should be given cautiously to patients with impaired hepatic function (in severe dysfunction use about 30% 
of the normal dose) or impaired renal function, and patients should be monnored for abnormal prolongation of the PR 
inteMI or other signs of overdosage. Verapamil may decrease neuromuscular transmission in patients with Duchenne's 
muscular dystrophy and may prolong recovery from the neuromuscular blocking agent vecuronium. It may be necessary 
to decrease verapamil dosage in ratients with attenuated neuromuscular transmission. Combined therapy with beta
adrenergic blockers and verapami may result in additive negative effects on heart rate, atrioventricular conduction andl 
or cardiac contractility; there have been reports of excessive bradycardia and AV block, including complete heart block. 
The risks of such combined therapy may outweigh the benefn&. The combination should be used only with caution and 
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VERELAN- VIIrapamil HCI 

close monitoring. Decreased metoprolol clearance may occur with combined use. Chronic verapamil treatment can 
increase serum digoxin levels by 50% to 75% during the first week of therapy, which can resun In digitalis toxicity. In 
patients with hepatic cirrhosis, verapamil may reduce total body clearance and extrarenal clearance of digHoxln. The 
digoxin dose should be reduced when verapamil is given and the patient carefully monHored. Verapamil will usually have 
an add Hive effect in patients receiving blood pressure-lowering agents. Disopyramide should not be given within 
46 hours before or 24 hours antr verap'amil administration. Concomnant use of flecalnide and verapamll may have 
addnive effects on myocardial contractility, AV conduction, and repolarization. Combined verapamil and quinidine ther
apy in patients with hypertrophic cardiomyopathy should be avoided, since signHicant hypotension may resun. Verap
amil has been given concomitantly with short- and long-acting nitrates without any undesirable drug interactions. 
Interaction between cimetidine and chronically administered verapamil has not been studied. In heanhy volunteers, 
clearance olverapamil was reduced or unchanged. Concomnant use of lithium and verapamll may resuH in a lowering of 
serum IHhium levels or increased sensilivity to lithium. Patients receiving both drugs must be monHored carefully. 

Verapamil may increase carbamazepine concentrations during combined use. Rifampin may reduce verapemll 
bioavallability. Phenobarbital may increase verapamil clearance. Verapamil may increase serum levels of cyclosporine. 
Concomitant use of inhalation anesthetics and calcium antagonists needs careful titration to avoid excessive cardiovas
cular depreSSion. Verapamil may potentiate the activity of neuromuscular blocking agents (curare-like and depolariZing); 
dosage reduction may be required. Adequate animal carcinogenicity studies have not been performed. One study In.rats- '< 

did not suggest a tumorigenic potential, and verapamil was not mutagenH: in the Ames test. PreIIlllCl' Cetqory C: 
There are no adequate and well-controlled studies in pregnant women. This druo should be used during pregnancy, 
labor, and delivery only II clea~ needed. Verapamil is excreted in breast milk; therefore, nUl1ling should be discontinued 
during verapamil use. Safety and efficacy of verapamll in children below the age of 18 years have not been established. 
ADVERSE REACTIONS 

Revel1lible (upon discontinuation olverapamil) nonobstructive. paralytic ileus has been infrequently reported in ass0-
ciation with the use of verapamil. 

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following advel1le reactions 
were reported: conStifation (7.4%); headache \5.3%);. dizziness (4.2%); lethargy (3.2%); dyspepsia (2.5%); rash 
(1.4%); ankJeedema ( .4%); sleep disturbance ( .4%); myalgia (1.1%). In clinical trials of other tormulations of verap
amil HCI (N = 4,954), the following reactions have occurred at rates greater than 1.0%: constipation (7.3%); dizziness 

1
3.3%); nausea (2.7%); hypotension (2.5%); edema (1.9'10); headache (2.2%); rash (1.2%); CHF/pulmonary edema 
1.8%); fatigue (1.7%); bradycardia (HR<5O/min) (1.4%); AV block-total 1', 2', 3' (1.2'10); 2' and 3' (0.8%); flushing 
0.6%); elevated liver enzymes (see WARIIIIIGS). 

The following reactions, reported in 1.0% or less of patients, occurred under condHions (open trials, marbting 
experience) where a causal relationship is uncertain. CanlIDnlCUflr. angina pectoris, atrioventricular dissociation, 
chest pain, claudication, myocardial infarction, palpitations, purpura (vasculitis), syncope. otllllln .,...m: diarrhea, 
dry mouth. gastrointestinal distress, ginqivJl hyperplasia. Hemic Ind Lymplllllc: ecchymOSis or bruising. NlmMII 
Systlm: cerebrovascular accident, confUSion, equilibrium dlsordel1l, insomma, muscle cramps, paresthesia, psychotic 
symptoms, shakiness, somnolence. RI.,lrIIGIy: dyspnea. Ski.: arthrafgla and rash, exanthema, hair loss, hyperkera
tosis. maculae, sweating. urticaria, Stevens-Johnson syndrome, erythema multllorme. SpUIIISIIII11: blurred vision .. 
Urogelllll: gynecomastia, impotence, Increased urination, spotty menstruation. 
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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 priori ty is given to re
ports of clinically relevant studies that 
have practical implications for im
proved patient care. Manuscripts are 
considered in relation to the extent to 
which they represent original work, 
their significance to the advancement 
of family medicine, and their interest 
to the practicing family physician. 
Some papers that are accepted by the 
Journal will be selected for an accom
panying guest editorial or concurrent 
commentary by other invited authors 
addressing issues raised by the papers. 
The Journal publishes the following 
features: 

Origi1llll Articles. Reports of origi
nal research, usually dealing wim a 
clinical, health services, or other clin
ically relevant study. 

Medical Practice. Scholarly articles 
that relate directly to clinical tol?ics 
useful in everyday family pracnce, 
whether dealing with dia~ostic or 
therapeutic roles of the fariiily physi
cian or reporting studies of what 
family phYSicians do in practice. 

Clinical Review. In-depth reviews 
of sJ.><:cific clinical problems, disease 
entines, 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 Practice and the Health 
Care Sy"stem. Articles reporting stud
ies and scholarly commentary on 
changing trends and patterns of care 
in family practice, prImary care, and 
the health care system. 

Special Articles. Articles in other 
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 pi
lot studies or case reports with a teach
ing point of clinical relevance (usual 
length 1000-1500 words). 

Family Practice - World Perspec
tive. Papers reporting developments 
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related to the practice or education of 
family physicians in various countries 
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Illuminate qualitative aspects of family 
practice, including SUCD areas as ethi
cal issues, the physician-patient rela
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words). 
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ciations that might involve conflict of 
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relevant information. Questions about 
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Editor. 

MANUSCRIPTS 
Titles andAutbors' Names 

With the manuscript, provide a page 
giving the title of the paper; a running 
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should all institutional or corporate 
affiliations of the authors. Two to 
four key words should be submitted 
with the manuscripts to be used for 
purposes of classification by subject. 
Use terms from the Medical Subject 
Headings from Index Medicus when 
possible. 

Abstracts 
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stract of not more than 200 words. 
This abstract should be factual, not de
scriptive, with its content ap~ropria~e 
to the type of paper. For ongmal am
cles reporting results of studies, a four
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sults, and the author(s) conclusions. 
Abstracts are not necessary for Brief 
Reports or World Perspective papers. 
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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 
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1990. 
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and manuscripts either "in prepara
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the text. 

Tables 
Type tables in double spacing on 
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each. For footnotes, use the following 
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are discouraged. If an article is ac
cepted, the Journal will arrange to de
posit extensive tables of important data 
with the National Auxiliary Publica
tions Service (NAPS); we will pay for 
the deposit and add an appropriate 
footnote to the text. This service makes 
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Illustrations 
Figures should be professionally de

signed. Glossy, black-and-white pho
tographs are requested. Symbols, let
tering, and numbering should be clear, 
and these elements should be large 
enough to remain legible after the fig
ure has been reduced to fit the width of 
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The back of each figure should in
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tion (e.g., "top"). Do not mount the 
figure on cardboard. Photomicro
graphs should be cropped to a width of 
8 cm, and electron photomicrographs 
should have internal scale markers. 

If photographs of patients are used, 
either the subjects should not be iden
tifiable or their pictures must be ac
companied 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. 

Permlss#mls 
Every effort (short of changing the 

patient data) should be made by the au
thors to protect the anonymity of pa
tients (and relatives) in any published 
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 
publisher giving permission to the 
Journal for reproduction. Obtain per
mission in writing from at least one 
author of papers still in press, of 
unpublished data, and of personal 
communications. 

REVIEW AND ACDON 
Manuscripts are eJpUnined 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
tiouslyas possible. 

Co1JYrlgbl Transfer Forms 
Transfer of copyright to the Journal 

is requested upon acceptance of the 
material for publication. Copyright 
transfer is required of all materials to 
be published in the Joumal, including 
Letters to the Editor and Book Re
views. 

Reprints 
Authors will receive reprint infor

mation 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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ESGle-PLUS .. ....... 1-_.~ ......... CofIo ... ,.... .... UI'I .....-., ... 
Brief Prescribing Information: (Please see package insert for full prescribing 
information) 

DEICIUPTION: Each ESGIC·PllJS- tablet for Ofal administration contains: 
Butalbital*..................... .50mg 

"WARNING: May be habit forming 
Acetaminophen. . . . . .. . . . . .. .. . 500 mg 
Caffeine. 40 mg 

=~P~~i~~~n~~f£:I~j~~~.~~!~:,;'~ir::: 
relaxant properties of butalbital. 

~DlCAnONI: Hypersensitivity to acetaminophen. caffeine, or barbi
turates. PatIents with porphyria. 

PRECAUTIONS: ..... : Barbiturates should be administered with caution, 
if at aU, to patients who are mentally depressed, have suicidal tendencies, or 
a history of drug abuse. 

:::~:~~~ta~~'::n~~nm:Jm~~~~o~~~:~:~f:u~~: ::::~c~~~:; 
ellcitement rather than depression. 
Drq I.-ractl.a: Patients recsiving narcotic analgesics. antipaychotics, anti-

rnlfc!~~·I~u::;.r.N:c=~~~~~.in;:ti:":,:~~~,:~~~::rd~l! 
CNS depressant ,ffects. 

=ital with coumarin =sed effect of antieoagu-
anticoagulants lant because of increased 

metabolism resulting from 
enzyme induction. 

Butalbital with t"cycl~ Dacreased blood levels of the 
antidepressants antidepressant. 

=:i: ==; ~gq~~::~~i~i~ ~~~; ,:~~r:~!n:~=!nt~ 
potential or has other adverse effects on the fetus. There are no well-controlled 
studies in pregnant women. Although there is no clearly defined risk, one cannot 
exclude the possibility of infrequent or subtle damage to the human fetus. ESGIC
PlUS" should be used in pregnant women only when clearly needed. 

=r:~n=~~a~~: ~~t~~;-~~~r:~f=: nnuu~~: r:~i 
The serum levefs in infants are believed to be insignificant with therapeutic doses. 
.......... Ie u .. : Safety and effectiveness in children below the age of 12 have not 
been estaliished. 
ADVERSE IEACTIONS: The most frequent adverse reactions are drowsiness 

=ti~~z~~::~ib~:a:r~~:~::!:!~~~i~::'~1r:~~:rc=:~ 
or depression CIWl occur due to intolerance or overdosage of butalbital. 

=~~~a:~rl~~,;:!t:nr=~~.includingtoxic epidermal necrotysis and 

DIIU8 _. DEI'INDENCE: Prolonged useof berbiturates cen produca drug 
depandeoce. charactanled by psyth~ depande""e and to~r ... ce. The ab .. , liabil· 
ity of ESGIC-PlUS" is similar to that of other barbiturate-containing drug combi
nations. Caution should be exercised when prescribing medication for patients 
with a known propensity for taking excessive quantities of drugs. which is not 
uncommon in patients with chronic tension headache. 
OVEIIIIOSA8E: The to,~ 'ffects of acute ovardosage of ESGIC·PLUS N are 

:~;~~~~~~i~:s!t~o~~~f=e o~oc~r:i:~::~'intoY8a hlh~s~r ~~~~ 
only. the possibility of significant caffeine toxicity from ESG~-Pl1rs,. over
dosage is unlikely. 
........... : Signs ~ Symptoms: Drowsiness, confusion. coma; respiratory 
depression: hypotenSIOn; shock. 
Treatment: 
1. Maintenance 01 an adequate airway. with assisted respiration and okygen 

administration as necessary. 
2. Monitoring of Vital signs and fluid balance. 
3. If the patient is conscious EI1d has not lost the gag reflex. emesis may be 

Induced with ipecac. eare should be taken to prevent pulmonary :riration of 
~rw~: ~t; ~0:f:~~~;::nrting. 30 grama of activated charc in a glass 

4. If emesis is contraindicated. gastric lavage may be performed with a 
cuffed endotracheal tube in place with the patient in the facedown positio~. 
Activated charcoal may be left in the emptied stomach and a saline cathartIC 
administered. 

5. fluid therapy and other standard treatment for shock. if needed. 
6. If fenal function is normal, forced diuresis may aid in the elimination of 

the barbiturate. Alkalinization of the urine increases renal excretion of some 
barbiturates. especially phen<ilarbital. 

7. Although not recommended 8S a routine procedure, hemodialysis may be used in 
severe barbiturate intoxication or if the patient is Muric or in shock. 

::a:-I:S::~~~a~m~~~ ~~~~: i~~~~:~~= 
effectTnai tubular necrosis. hypoglycemic coma, and thrombocytopema may 
also occur. 
In adults, hepatic toxicity has rarely been reported with acute overdoses o.f less 
than 10 grams and fatalities with less than 15 grams. Importantly. young children 
seem to be more resistant than adults to the hepatotoxic effect of an 
acetaminophen overdose. 
Early symptoms.foIlowin9 a potentially.!:Catotoxic overdos:"may include: nsu-

:a~~t!~~~~~ob'!'~~~e~~~ 48:~ ~~~~~t~i~geS::n:eVilence of 
Treattnent: The stomach should be emptied promptly by lavage or bV induction of 
emesis with syrup of ipecac. Patients' estimates of the quantity of a o/iJg ingested 
are notOfiously unreliable. Therefore, if 81'1 acet~inophen overdose IS. suspected, 
a serum acetaminophen assay should be ctltamed as early as POSSIIie. but no 

~C:~~n~~lyh::~:i':3d;t~~i~~te~~~~ function studies should 

The antidote, N-lEetytcysteine. shoutd be administered as. early as possil"~. 
preferably within 16 hours of the overdose ingestion for optimal results, but m 
any case, within 24 hours. Following recovery. there are no residual, structural or 
functional hepatic abnormalities. 
IIOIAIIE AND AD_IITMnON: 0nI: One ESGlC·PlUS N teblet.,.ry four 
hours as needed. 00 not exceed six taliets or capsules per day. 
HOW IUPPUED: ESGIC·PlUS N IButaibital' SOmg ['WARNING-May be habit 

:r'.;3.Js~c==,~ ~:t:~;,aJ~F;~r·g!~at'~ erer't:.·,,~'fa~~~~ 
one side of 1: score on the lower side. Thev are supplied as: f:les of loo-NOC 
0456·0678-01. 
Storage: Store at controlled room temperature 15"-30"C (59"·86°FI. Protect from 
moisture. 
Dispense in a tight, light-resistant container with a Child-resistant closure. 
CAUTICW: Federal law prooibits dispensing without prescription. 
MII1ufectured by: MIKART. INC .. Atlenta. GA J0318 
Distributed by: FOREST PHARMACEUTICALS. INC .. Subsid~ry of 
Forest laboratories, Inc., St. louis. MO 63043 
Revised 10·9t Cod, 374AOO 
Printed in U.S.A. ESP493 

NEW! 
MEDICAL USES 
OF STATISTICS 
SECOND 
EDITION 

J. C. Bailar ill, M.D., 
and F. Mosteller, Ph.D. 

A Practical 
Approach 
to Statistics 
If you've been looking for an overview of medical 
statistics that's undertstandable, easy to apply, and 
up-to-date, order your own copy today! 

Contents: Revised & Updated 
Plus 7 New Chapters 
©1992, 490 pages, 90 illus., paperback. 
ISBN 0-910133-36-0 

The New England 
Journal of Medicine 

r-----------------, 
o YES! send me a copy of the new Second Edition of 

Medical Uses o/Statistics at $39.95. plus $3.50 postage 
and handling'!' 

o Check is enclosed for $ ______ _ 

o Charge my 0 VISA 0 MasterCard 0 AmEx 

CARDND. ____________ EXP. DATE ____ _ 

SIGNATURE _________________ _ 

NAME/SPECIALTY --------;:IP:-:LE::/Os:;:E-;;:PR::::'N:::TI-------

ADDRESS ___________________ _ 

CITY ___________________ _ 

STATE ZIP _________ _ 

Send to: NEJM BOOKS 
The New England Journal of Medicine 
P.o. Box 9130, Waltham. MA 02254-9130 
Toll Free 1-800-THE-NEJM In Mass. 617-893-3800 
FAX: 617-893-0413 

'Make check payable to the New Eng/and Journal of Medicine. MA residents add 5% sales 
tax. SATISFACTION GUARANTEED or full refund within 30 days. 

L _____ ~I~4:'~f~e:ry;... ____ ~v~ 




