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CLIMCAL PHARMACOLOGY
Food deas aot aftact the sxtent or rate of the absarption of verapansl from the controfed reazss VEREL AN capsule.
Atrioveniricular HOCK can oocus in patients wihvout roemstng condition defects (5ae WARNINGS).
Accelgration o ventnicylar rate anifor vuntm:ulirflbrihnon baen reported In pakiznts \\'ﬂh atrial fluttar or atra!
ﬂhnﬂalinn and a m:mnq accessony AV pathway folowing adminisiration of mdramnl {500 WRRNI
ﬂ with hepalic insuffigiancy, metaboism is delayed and elimination hai-life prolonged up to 14 10 16 hours
ECALTIONS), the volume of distibution i increasad, and plisma clearance reducad 19 absul 30% of normal.

mmcm

Severe LV dystunction {ses WARNINGS), smn [gmuc pressure <99 mmHg) or cardiogenic shock, sick
5ilg ynﬂrnme (00 pacemaker is presem), secon re-dagree AV block | no pRcemaker 15 prasant), airial
utter b Thrilabicn with an ACcessary bypass tract {#g, WPW ar LGL syndromes), (see WARNINGE], trypersansiiivity to
verapal

WANNNOS

Yarapamil should ba avoided in patients with severe LV dystunction (e, jection frattion < 3(1%) or muderate-to-
severe symptoms of cardiac taikure and in patients with any degree m&p Lar dyshunittion if thity are recaiving  beta
thoker. Tomtre! milder heart filure with optimum dmmiminn andfor diuretics before VEREL AN s used, Verapamil may
occasionally produce hypotension. Eizvations of bver enzymes hiave besn reported

Swevera) cases of hepatnesiludar injury have basn demonstrated to be proﬂmd rei. Periodic monitaring of
Kyer funchion in patierts on verapam is prudent. Some patients with paroxysmal and.fnr rofic airgl Hutteribrilielion
and an au:assnry [ panmy (an WPW or LBL syndmmes} have developbd an incraassd antegrade conduction across
the accessol pism node, producing avery rapid ventricular sponse ar ventricukar fibeillation ifter
Tecennp I\rnraparn Snr ] Bmusa o i sk, nralmanamhswmrmndmaﬁm such patients. J\Vbhdcm?
CCur (sacond- or thin -dwm mant of markag first-dogres block or progression b second- gr thi
degrae block reguires raduttion in dosapwr rately, descontinuztion and istitution of approptidte therapy. Sinus brad
candiz, secand-tegred AV biock, sinus anst, pukmonary edema ani/or severs by DOtRskin were seen in some mﬂm’y
HF patrants with hypertrophic cardiomyopatiy who ware traated with verapam,

PRECAUTIONS
Varapamil shoukd be given umusirm patists with ipai sho:l?m function {in sevare dystunchion use about 30%

of the normal dose) of impaired renal funchion, and patents e monitarsd for abnormal profongation of the PR
infmrval or pthar signs of overdosage. Varaparni My detreass neurpmuscuiar transmission in pabients with Duchanne's
muscular dysirophy and muyprolonn recovery from the neuromuscular blocking agent vecuronium, it may be necessary
1 decrease verapamil dosage in attenvated negromuscular transmission. Gombined therapy with beta-

adrensroic blokers and varapami may mult in atiditive nepative eftacts on haart rate, atrievantricudar conduction ang/
oF cartiac contractitity, there have ben raports of eacessive b rdia and AV block, inchuding compleie heart hiock.

The risks of such combinad therapy may outweigh the benefits. The comiination should be used only with caution 2nd
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[]The only verapamil with once-
daily dosing up to 480 mg/day ™

YERELAN® Yerapami] HEI

ciosa mmmrinq Dacreasad rolcl ChSArance may SCCur with combined uss. Chronic verapamil treatment can
increase serum digoan levals by S0% bo 75% ﬂurlnq the first week of therapy, which can rasult In digials lmdcmr In

patiants with hapatic cirosis, vempampl ce 10tal body clearance and exicarenal chvarance of digitonin_ Tha
digoxin dose Should be reduced when vel mnMnandmplﬂom carglully manitored. Verapamil will usuaky have
an additivs sHect in patients receiving pressure-lowering agents. Disopyramide should not ba gmn whthin
48 hours batore or 24 hours aﬂer veraparnil administration. Concomitant use of flecainide and vorapamil may have
s b e STt e
ayin C car ¥ § EL =] 10N may rap-
ami has been given concom nd koag-acting rHtmas ul Ay undesiralle drug interactions.
Interaction batwesn cimetiding an :;hrol'nf:alyI aummww venpuni g nol been sturked. In heatthy voluntsers,
claarance of verapamil was reducsd of unchanged CoNCamant s of Ftium and vecagramil may resultin 2 kowering of

Senw fithinm devels of (ncrsased sensithvity 6o lithium. Patisnts reoetving both drugs must be manitored carsfully.
\'llaﬁ'l‘llf may increase carbamarspin® concentrations dyring combinad use. Aitampin may raduce varapami
Phncharbital may ingrease varapamil chsarance. Wraparmit mey incraasa sarwm levels o cyckisporine.
Cnmnﬂtan‘l use of inhakation anasthetics and caltium antagonists naeds careful tiration to avoid excesstv cardiovas-
cular depression. Verapamil may potentiats the activity of neuromuscular blocking agants {ourare-tika and depelarinng);
dosage reduction may ba requirad, Adequale anima carcinogemicity studies have not baen perfarmed. One study in rits
it not suggest a umorigénic patemial, and verapamil was not mutagenic In e Ares test. Categery C:
There are no adequate ant well-controlled studles in pregnant woman. This drug should be usad during pregnancy,
fabgr, and defivary onby if clearty nesded. Verapamil is excrated in breast milk; acatore, nursing should he discontinued
during verapamil Lse. Safety and efficacy of verapamil in chiliren below tha age of 18 years hzva not baen astablished.

ADVERSE HEACTIONS
Avarsibie (upon msr.onunumn of verapamil) nonohstructive, paratyticitaus hzs baen infraquantly reported in 2550«

ciation with tha use of

(n slivical trials unth 28 m patisnts on VERELAN for more than 1 week, the fallowing advarsa rex
were raported; const (£4%}, headache {5.3%); diztinesg {4.2%); Inthargy Lzﬂ%m:npsh 12.5%]; ra.sll
1‘I A% ankle sdema {1.4%}; shesp disturbance { 4%} rrlyainla {1 11‘.} F clinical rrvitat|ons of warag-

| 1N = 4,954), the foRowing reactions have acturned 2t rates greater than 1.0%: constipation (7. 3%}, dizziness

(3 3%): nausaa 52 ): gpotension (2.5%); adama {1.9%): headache (2.2%); rash {1, 2%); NP nukmonary sdema

|1 %) Ialﬁ]ue{ Y. budycardlaHHd&’mml (1.4%); AV block-toral 1, 2*, 3° {1.2%); ?md!‘{ﬂ %] Nushing
&%), uhevabed Hver snzymes (s i}

Tha following reactions, reported n 1.0% ar kess ol patients, occurred under conditions (opan trials, marketing
experienca) whers 2 causal retationship is uncertain., Canlavasexlar: anqlna pactaris, ainioventricular dlssomuun
chast pain, claudication, myocardialinfarction, palpdations, purpu m msl syncope. Digartive Sysam: diarrhea,
dry mouth, pastrointastinal distrbss, gingival hyparphisia, padic: ecclyrnasia or brulsing, MNarvost
System. carebrovascular accident, contusion, equilibrivm clsnrdm msomnn musdecramps paresthesia. psychotic
Symploms, shakiess, somnglencs. Paspiraiory: dyspnea, Sidn: arihrakla and rash, axanthema, hair loss, hyperkara-
wsis, maculze, sweating, urbicana, Stavens-Johnson syndrome, Mumamulhiorme Snellillm blurred vision,
Urspoital: gynecomastia, impotance, incredsed urination, gty mensiniation,
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-THE FIRST 10 my HYDROCODONE PAIN RELIEVER

: Nowvmenwerymrpanentsmedpmmnmnmlef‘youmntakeanaggmsm
Added  approach to pain controbwith NEW LORCET® 10850, -
" » More convenient than Class { products: Canbepmbedbyphone'wmuptofwe '

refills in six months, :mdrequaresnotrlphmtes -
inen.. L. Morepo!entthananyotherhydrocodmpmductavmlable
o -ﬂwonlj;fonnui@mMprovﬂesﬂmTﬁmgSlmtngdose1orhydmoodoneraoom-
_ mended by a 1992 mterdlsclphnary panel on acute pain oontml‘ m one convement,
Wltllout ot .
| *FastachMamommptdonsetofachonmanmdmmz S
Added . Welktole:ated—wm 2 better side-effect pruﬁle than oodqme or owcodona

¢ ar_atlve Pharmacokod orThree Anai 'esncs .
: I sedaﬂon“ ' o S S
te i pp—a W——n—-——u———n—mn——m ) _ i . - - i . ) -'..

nausea/amesis™
constipation®
- physicsl ﬂependence _
" respiratory’ dépresston _

YBmd-onCetalenoJanddatahumFactsdeonwxsans‘dndmdaﬂytomﬂectrdatm&dssﬂeﬂs Thehydocadma
: campomnﬂpLDHCET‘ 10850 may cause sedatmn NAYSRA, mnm and consipetion :

Each tablet contams 10 mg hydrocodone bitartrate (\Narrnng May be habit formlng) and 650 mg acetamlnophen

| The Phnne-ln Paln Relief with the Most Power

“In most slatss - - For references and brief summary of presmbmg information, see atffacent page. €193 L1010




\ewLonget 10/5:00

Each tablet contains: 10 mg hydrocodone bilartrate
{Warring: May be habit- fm:mdﬁ&ﬂmgace‘mmplm
Aviorances:

1. Aeute Pain Maragement Guideline Panel. Acute Pain Mg n|:
{veralive or Medical Procegiures ang Trauma AHCPR Fub Mo 92-0032.
Rorkville, MD; Agency for Health Care Policy and Research. Public Heatth
Service, US Department of Heallh and Human Services February 1992.
Sea pspecially pages i, 5, 17, and 113 2. Drug Infgrmation for the Health
Care Prolessional, Yolume 1B. Rockvitle, MD- U5 Pharmacopeial
Cnnvenhnn 1092. 3. Catalang RB. The medical approact o managament
nf 3in Gaused by cancer. Seminars in Oncology 1975.2.37 .
areptic asqonis! analgesics, in Kastrup tK (ed): Facts and
Cmmam Lours, J.B. Lippincatt Campany, 1930, p. 242

INDIATIONS AND USABE: For the reiiel of moderate 1o mdsla!elj' severs pain
CONTRAMDICATIONS: o
WARNINGY: Inuhhry Dmuh Al Migh deses or in sansnlrw nalunls ||'|'
drocodone miy produce doze-related respiralory depresson by achng dirsgtly
o1 the Weain SIM respraiory center Hydrooodone also atiacts the center that
controls respiratory thythm, and may produte Hregular amd penedic breathing.
Fued Injory il Incremsad Inlrscraninl Preasure: The respiratory dmprassant
eltects of narcotics and their capacity th Mavate cerebrospinal INsd pressure may
b maskedly reaggeraled in the presence of head injury, oiher niracranial lessons
Or & preexisting increase in intracrania pressura. Furthermore. narcatics pro-
ouce adverse reactions whith may cbscurs the tinical course of pathenis. with
head iniuries Acmty Abdnming Couithions: The adminisiration of narcotics may
Dbsturt the tiagnpsis or climlc courss of patients with acule abdominal condi-
tions. PRECAUTIONS: Spaciel Riak Prisats: A5 with any narcol anakgesic
Hpanl, Lovcet™ MBS0 shoukd be ussd with cawtion in gkerly or detalitated pa-
Tients and these with srvers impairment of hepatec or renal function, hypofhy-
Toihsm, Andison's disease, proslatic hyperitaphy or urethral stricture. Tha
sual precauleng shiud be observed and the possility ol resmpratory depres-
ion should be kegl in ming. Crugh Meilax; Hydrocodone suppresses the Lough
reflen; a5 wilh 2H narcolics, cavtion shoukd be extrciced when Loseet® 10850 15
used pecstogaratively and i patmnrs with pulmonary disease, Drg Mrulilu
Falents recenang oiivsr narcot; &6
O omer GHS deprassants (inludng alwhul} concemitantly with Lorcar® 11650
may exhut an apdine CNS dapressmon. When comiined therapy s conrem-
paleq. the dose of one or barh Agents shauid be reduced. The uge 0l MAQ inhibi-
16r% o7 WIGYCII i with I may increaze the
eitber of miher the anidepressant or hydrocodone. The conGurrent us# of aai.
CRoNnerges with hydrocodone may produte paralylic isus. L] ¥
Tetalopen £rfecty Pragnancy Category G Hydrocodane has been shawn 1 be
edalagenic in hamstars when given in doses FOO times the homan dose. Thare
are no 20aquals ang wall-contrglled stwdies i pregnant womes. Loncar® 10/650
should be used during pregrancy oy 1f the patenliat bansfit justifes the paten-
Tial rigk to the fetus. Normaratogene Efecrs: Babies BOCN 10 MOthers whi have
been taking oqoids safularty prior I delivery will be physcally depencen!. The
withdrawal signs include irrsablity and sucessivs Crang, ramors, hyperactive
sellenes, i y fale. mcraased stools, sneezing, yawming, vomil-
ing, and faver, The mlensuly nl he syndrame does nol ahays correlate with the
duratign of maternal owd use nr dose Thert 15 1o consensus on th best
hod of 0710 1 mikg gbh, and pare-
porc 2 1o 4 dtorﬁ“u q4dh, have bem used 0 treat withdrawal Symptoms in -
fants. The duration of terapy 15 4 10 20 days. wath the dosape GRErdased as
tolerated. Lnbar wed Dadivary: As with 2l narcetics, admnistration of Lorose
G50 1o the mother shory betare delivery may rasyll in some degree ol respi-
ratery depression i the newdors, espacrally it higher doses are used. Narslg
Nethara: 1 is not known whether 1his drug 15 extreted in human milk. Bacause
many drugs e excrated in uman mitk and pecause of the polamtial for sergus
adverss raachipns w nursing wizms rom Lodcet®™ 107850, 3 decision showd ba
made whather 16 chscontinug nursing or i discontnme 1Ne drug, Laking mip 34
count Ihe impartance of th drup 16 e mother Pediairic Use: Salety and aftac-
Irvaness in chakdren have ot been estabished. ADVERBE REACTIONS: The most
Treguantty observed ddverse reachons include lightheagedness, dzonass, sedz-
toh, naused and vamiting. Thase effects seem 16 be more peominent in ambula-
tory than in nonambulatery patiems and some of thase advarse reactions may be
alleviated if the patient lies down (ther adverse reactions include: Gestrel Ner-
: Drowsingss, mintal clouding, bthargy. Impair menr of mental and
physical per1orrninc,e anaty. fear. dysphodia. psymc dependence, mood
changes | Sytiam: The thi arg useful in
suppressing the nauses and vamiting which may eewr [sée 2bove], hawever,
some phenoihiabng derrvatives Seem b0 be antianakgesic and 1o increase the
arnpunt of saccodic requirsd to produce pain reliel, whee other phanothiazines
redoce the amounl of narcotic requred to produca a given leved of anaigesia.
Prodenged adnwmwstration of Laresr™ 1050 may produce constipatson. Gty -
Winary Syeiem: Lireteral spasm, spasm of vesical sphinctars and urinary aten-
fion have been raported. Ausplentery Dapeeslen: Hydrocodons bitartrate may
produce dose-reated FESHTator y dapresshon by acting dirsttty on the braim stem
respiratory center. HydrocDEone also alfacts the caner that conlrols respratory
riwlhm . ang may prodece rregular and penodic ereathing K significant respira-
10Fy QeprESSion RLCUrs, 1 may be artagonized by 1he use of naoagne hydrochlo-
rige. Apply other sUpportive Maasures when indicatad. DALUA ABUEE AND DE-
PEIICEIIGE Loreat® t0ME50 s subject 1o the Federal Controlled Substances Acl
1M}, Pyghic . Physical dep 9, and loherance may da-
wehtp upon repeated atmiaistration ot narcolics, therstore, Lorcer® 104650
should be prescribed and administered with caotion Howswar. psychic depen-
dence o unliktly 1 eitiop when Lodcer™ NG5 is used I'ura sheort 1ima lor lhe
traamment of pain. IMII SABE: &
acute at o5t i fatal hepatic ne
£roses 15 1 Mast Serious acverse efiact. Renal buular MBLIO&IS, PytyCeric
coma. and thr smbocytepena may also ooeur. Early symgoma iollowing a poten-
Tialiy hapatoboxe overdose may include: nauska, vomimg, daphavesis and pen-
aral malaise. Clinetal and labat atory avldence o'f mnanc mlcny My nol be ap-
pacent yntil 48 1o T2 hours post-ingestion. My and
Serigus pverrnse with hydrocodona is Charactenzad by Fespitatory Saprassion {2
decrease in raspiratory rate andfor Ldal volume. Cheyne-Slokes respirztion, cya-
Sis), EXIVEME SOMAOIMCE uruuresanu 10 slupor Of coma, skeletal muscle flac-
tidity, cokd and clamy skin, and angd In
Severe Overdosage, apned, Circulalor wllausu. carduag arrest and death may
otour. DORAGE AND ADMHNISTAATH: Dreage should be adiusted according
10 Ihe sevarity of the pam and the rasponss of the panient. However, it shind be
kapt in mind that tolarance 10 hydrocodons can deveb with continued ute and
that the incaoence of untoward stiacts 15 dose relaled. The usual adult dosage 15
one Tablet every four 1o ik hours as nesoed fof pan. The Iolal 24 hour dose
should not eageed 6 1ablets, CAUTIDN: Fedaral law profeuis dspensng withoul
preseriplion A Schadyls Gl Controlled Substance Manulactured by: MIICART,
L. ATLANTA, GA 30348 Manulactured tor UAD Lakoratoeles Otvisies of
Ferest Phaemossuticalt, e, Jackson, MS 39209 Rey. 11/92 Code S58400
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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 priority is given to re-

orts of dlinically relevant studies that

ave practical implications for im-
proved patient care. Manuscripts are
considered in relation to the extent to
which they represent original work,
their :‘Tizcance to the advancement
of f:h ily medicine, faannlilﬂt;'leir interest
to the practicin ician,
Some papers thatg are acoeptP;T by the
Journal will be selected for an accom-
panying guest editorial or concurrent
commentary by other invited authors

addressing issues raised by the papers.
The Fournal publishes the following
features:

Original Articles. Reports of origi-

nal research, usnally dealing with a
clinical, health services, or other clin-
ically relevant study,

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

Clinicel Review. In-depth reviews
of specific clinical problems, disease
entities, or treatment modalities; com-
Erehensive and critical analysis of the

iterature 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 eritical commen-
tary from a primary care perspective.

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

Special Artides. Artcles in other
areas that 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 re wirhateag-

ing point of clinical relevance (usual
length 1000- 1500 words).

Family Practice — World Perspec-
tive, Papers reporting developments

related to the practice or education of

ily physicians in various countries
around the world (usual length 1200-
1800 words).

Reflections in Family Practice. Pa-

ers in narrative or essay format that
Hlumimm qualitative aspects of family
practice, including such areas as ethi-
cal issues, the physician-patient rela-
tionship, or the diverse roles of the
family physician,

Editorial. Focused opinion or com-
mentary that bears on an issue rele-
vant to the field. May or may not ac-
company an original ardcle in the
same issue (um.ll;lfllnengﬂl 10001500
words).

Letters to the Editor. Observations,
opinion, or comment on topics under
ion in the usually not

o exceed 500 words.

Rook Reviews. Books for review and
T Copman, Blion, he Joummal of
ochnP an, Editor, the L)
the American Boavd o Fmi{yy Practice,
Department  of Family "Medicine
(H(-30), School of Medicine, Uni-
versi?’ of Washington, Seatde, WA

98195,

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

ebruary 7, 1991, issue of the New
Engh:ﬁmml of Medicine.
MANUSCRIPT SUBMISSION

Manuscripts containing original
material are accepted for consideration
with the understanding thac neither
the article nor any part of its essental
substance, tables, or f| hasbeenor
will be published or submitted for pub-
lication elsewhere before appearing in
the ol This restriction does ngf
apply to abstracts or press reports pul
lished in gmm-?‘?l mrﬁ"?al;el;zﬁc
meetings. Copies of an ibly du-
plicativgs mangscripts 8 opu(ﬁsbc sub-
mitted to the Editor along with the
manuscript that is to be considered by
the Fournal. The Fournal scrongly dis-
courages the submission of more than
ane 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 manusctipt, inr:Tluding
text pages, legends, tables, references,
and glossy printsof figures. Only typed
copy, on standard-sized typewnter

paper and double-spaced throughout,
with margins of at least 2.5 cm, is ac-
ceptable. Address all submissions to
John P. Ge M.D., Editor, the
Journal of the American Board of Famiky
Practice, De ent of Family Medi-
cne (HQ-30), School of Medicine,
University of Washington, Seattle,
WA 98195. A covering letter should
identify the person (with the address
and relephone number) responsible for
negotiztions cancerning the manu-
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