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ZIAC controls mild-to-moderate hypertension 
in up to 80% of patients1 

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)1 

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

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. 
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Brief Summ.ry 

ZIAC '" (BllOIIrolol Fumerlll.1Id HydrochlorOlllluld.) IIIbllll 

FOR FULL PRESCRIBING INFORMATION, PLEASE CONSULT PACKAGE INSERT. 
DESCRIPTION 

ZIAC (bisoprolol fumarate and hydrochlorothiazide) is Indicated lor the treatment 01 hypertension. It combines 
two antihypertensive agents In a once-daily dosage: a synthetic beta,-selectlve (cardioselective) adrenoceptor 
blocking agent (bisoprolOl fumarate) and a banzothiadiazlne diuretic (hydrochlorothiazide). 
CLINICAL PHARMACOLOGY 

At doses" 20 mg blsoprolol fumarate inhibits beta,-adrenoreceptors located in bronchial and vascular muscu' 
lature. To retain reletlve selectivity, it is importantto use the lowest elfective dose. 
CONTRAINDlCAnON8 

cardiogenlc shock, overt cardiac failure (see WARNINGS), second or third degree AV block. marked sinus 
bradycardia, anurta, and hypersensitivity to either component 01 this product or to other sulfonamide-derived 
drugs. 
WARNINGS 
CardiN FllhIrI: Beta-blocking agents should be avoided in patients with overt congestive failure. 
PIII_ WIIbout. HIItorY 01 Cellll., F.llure: Continuad depression 01 the myocardium with beta-blockers can 
preclp!tate cardiac failure. At the lirst signs or symptoms 01 heart lailure, dlscontinuaHon 01 ZIAC should be 
conSidered. 
Abrupt C .... Uon oITlltIlPY: Abrupt cessation 01 beta-blockers should be avoided. Even In patients w~hout overt 
coronary artery disease, ~ may be advisable to taper therapy ~h ZIAC over approximately 1 week w~h the patient 
undercarelul observation. "~hdrawal symptoms occur, beta-blocking agent therapy should be reinst~ted, at 
least temporarily. . 
p.rtp.r.1 Yaacullr 01 .... Beta-blockers should be used with caullOn in patients with peripheral vascular 
disease. 
Broac/loaJllllc 01 ..... : PATIENTS WITH BRONCHOSPASTIC PULMONARY DISEASE SHOULD, IN GENERAL, 
NOT RECEIVE BETA-BLOCKERS. 
An .. I ....... nd M.Jor Surpry: II used perioperatively, particular care should be taken when anesthetic agents 
that depress m~cerdial lunctlon, such as ether, cyclopropane, and trichloroethylene, are used. 
Dllbltl •• 1Id poglycaml.: Beta-blockers may mask some 01 the manifestations 01 hypoglycemia, particularly 
tachycardia. Pe nts subject to spontaneous hypoglycemia, or diabetic patients receiving Insulin or oral hypogly· 
cemlc agents, shOuld be cautioned. Also, latent diabetes mell~us may become manliest and diabetic patients 
liven thlazldes may require ad\Ustment 01 their Insuhn dose. 
lIIYrolOXlcoalI: Bata·adrenerg c blockade may mask clinical signs 01 hyperthyroidism. Abruptwlthdrawal 01 beta· 
blockade may be lollOwed by an exacerbation 01 the symptoms 01 hyperthyroidism or may preci~te thyroid 

~~~~·DI •••• e: Cumulative effects 01 the thiazides may develop In paHents with Impaired renal lunction. In such 
paHents, thlazldes may preclp~te azotemia. In subjects with creaHnlne clearance less than 40 mLlmln, the 
plasma ha~·IIIe 01 bisoprolol fumarete Is Increased up to threefold, as compared to healthY subjects. 
HepatiC 0111111: ZIAC should be used with caution In patients w~h Impaired hepaHc functIOn or progresSive liver 
disease. 
PRECAUnONS 
BaHIII' Electrolyte end fluid Balence Status: Periodic determination 01 serum electrolYtes should be periormed, 
and patl;nts should be observed lor Signs 01 fluid or electro~ disturbances. Thiazldes have been shown to 
increase the urinary excretion 01 magnesium; thiS may resu~ In hypomagnesemia. Hypokalemia may develOp. 
Hypokalemia and hypomagnesemia can provoke ventricular arrhythmias or sensnlze or exeggarete the res~ 
of th~ heart to the toxic effects 01 digitalis. Dilutional hyponatremia may occur In edematous petlents In hot 
weather; appropriate therapy is water restriction rather than salt adml~istration, except in rare Instances when the 
hyponatremia IS IIIe·threatenlng. In actual salt depletion, appropriate replacement Is the therapy 01 choice. 
Parathyroid Disease: Calcium excretion is decreased by thlazldes, and pathologic changes In the parathyroid 
glands, ~h hypercalcemia and hypophosphatemia, have been observed In a lew patients on prolonged thiazide 
therapy. Hyperuricemia: Hyperurfcemla or acute gout may be Jlreclpltated In certain paHents recelvlng thiazide 
diuretics. Blsoprolol lumarate, alone or In combination with HCT2, has been associated ~h Increases in uric acid. 
Drug Inllr.ctlDII.: ZIAC may potentiate the action 01 other antihypertensive agents used concomitantly. ZIAC 
shOuld not be combined wnh other beta· blocking agents. In patienls receiving concurrent therapy with clonidlne, 
If therapy Is to be discontinued, ~ Is suggested that ZIAC be discontinued for several days belorethe withdrawal 01 

CIO£I~~~hOUld be used w~h caution when myocardial depressents or inhibitors 01 AV conduction or anti. 
arrhythmic agents are used concurrently. 

8/soprolol Fumerate: Concurrent use 01 rtlampln increases the metabolic clearance 01 bisoprolol lumarate, 
shortening its elimination hall·lile. Pharmacokinetic studies document no cllnlcallv relevant interactions with 
other agents given concom~nHy, including thiazide diuretics, digoxin and clmctldlne. There was no effect 01 
blsoprolol lumarete on prothrombin times In patients on stable doses 01 wariarln. 

While teklng beta·blockers, patients w~h a history 01 severe anaphylaCtic reaction may be more reactive to 
repeated challenge, enher aCCidental, diagnostic, or therapeutic and may be unresponsive to the usual doses 01 
epinephrine used to treat allergiC reactions. 

Hydrochlorolhlezlde: The following drugs may interact with thiazide diuretics. Alcohol, barb~urates or narcot. 
Ics-potentlation 01 ortho~tatic hypotension may occur. Dosage a~lustment 01 the antidiabctlc drugs (oral agents 
and Insulin) may be reqUired. Other antihypertensive drugs-addn ve effect or potentiation. Cholestyramine and 
colestipol resins-single doses 01 cholestyramine and colestlpol resins bind the hydrochlorothiazide and reduce its 
absorption In the gastrointestinal tract by up to 85 and 43 percent, respectively. Corticosteroids, ACTH-Intensl· 
lied electrolyte depletion, particularly hypokalemia. Possible decreased response to pressor amlnes but not suI· 
f1clentlo preclude their use. Possible Increased responsiveness to muscle relaxants, nondepolarlzing. Generally, 
I~hlum should."ot be given w~h diuretics. Diuretic agents reduce the renal clearance 01 lithium and add a high risk 
01 lithium tOXICity. The administration 01 a nonsterOidal antl·lnflammatory agent can reduce the diuretic, 
natrlurctlc, and antihypertensive effects 01 loop, potassium·sparlng and thiazide diuretics. 

In patients receiving thiazidea, sensitivity reactions may occur with or without a history 01 allergy or bronchial 
asthma. Photosens~lvilY reactions and possible exacerbation or activation 01 systemic lupus erythematosus have 
been reported In patients receiving thlazides. The anHhypertensive effects ofthiazides may be enhanced In the 
post·sympathectomy patient. 
Laborltory 1'IIIInllllctllln.: Based on reports involving thlazides, ZIAC may decrease serum levels 01 protein· 
bound iodine without signs 01 thyroid disturbance. Because ~ includes a thiazide, ZIAC should be discontinued 
before carrying out tests for parathyroid lunction (see PRECAUnONS-Parathyroid Disease). 
ADVERSE REACnONS 
Z1AC: Blsoprolol lumaratelH6.25 mg is well tolerated in most patients. Most adverse elfects (AEs) have been mild 
and transient. In more than S5,OOO patients treated worldwide with bisoprolol fumarete, occurrences 01 broncho· 
spasm have been rare. Discontinuation rates for AEs were similar lor BIHS.25 mg and placebo·treatad patients. 

In the Unned States, 252 patients received bisoprolOl lumarate (2.5, 5, 10, or 40 mg)1H6.25 mg and 144 
patients receiverl placebo in two controlled trials. In Study I, bisoprolol lumarate 5IHS.25 mg was administered 
for 4 weeks. In Study 2, blsoprolol lumarate 2.5, 10 or 40iHS.25 mg was administered lor 12 weeks. All adverse 
expariences, whether drug·related or not, and drug· related adverse experiences in patients treated with 
B2.5·101HS.25 mg, reported during comparable, 4 weeK treatment periods by at least 2% 01 blsoprolol lumarate! 
H6.25 mg·treated patients (plus additional selected adverse experiences) are presented in the lollowing table: 

ZIAC'" (BIIIproIoI ,...,._~) __ 

Body System! 
Adverse experience 

cardiovascular 
bradycardia 
arrhythmia 
peripheral ischemia 
chest pain 

Respiratory 
bronchospasm 

~~I~~~S 
URI 

Body as a WhOle 
asthenia 
fatigue 
peripheral edema 

Central Nervous System 
diZZiness 
headache 

Musculoskeletal 
mu:~ra cramps 

Ps~lairic 
Insomnia 
somnolence 
lOss olilbido 
Impotence 

Gastrointestinal 

% 01 Patients with Adverse ExperianCls' 

All Adverse experiences 
Placebo' B2.5-401Ht1.25' 

... ('ii':"144) (n=252) 
% % 

0.7 
1.4 
0.9 
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 
4.8 
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 

; ~vem~~:da:J~~~ds~3i~~bine across studies. 

Adv~=/ences 
Placebo' B2.5-101H6.25' 

~ 
% 

0.7 
0.0 
0.9 
0.7 

0.0 
0.7 
0.7 
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 
0.9 
0.7 

0.9 
0.0 
0.4 
0.9 

0.0 
1.5 
0.9 
0.0 

0.0 
3.0 
0.9 

3.2 
0.4 

1.1 
0.0 

1.2 
0.9 
0.4 
1.1 

1.1 
0.9 
0.9 

Other adverse experiences. that have been reported w~h the individual components are listed below. 
BllOprolol Fumlllta: In cllmcal trials ~rldwlde, a vanety 01 other AEs, in add~ion to those listed above, have 
been reported. While In many cases It IS not known whether a causal relationship exists between bisoprolol and 
thes.e AEs, they are listed to ~lertthe physician to a possible relationship. Centrel Nervous System: Unsteadiness. 
vertigo, syncope, parestheSia, hypereslhesla, sleep dl~rbance/vlVld dreams, depression, anxiety/restieSlness, 
decre._ concentration/memory. Cerdlov,scular: Pelp~ns and other rhythm disturbances cold extremities 
claudication, hypotenSion, orthOstaHc hypotension, chest pain, congestive heart failure Gls;roIntestInaJ· Gas: 
trlcleplgastrlclilbdomlnal pain, pepM ulcer, gestrltls, vomiting, constipation dry mouth Musculoskeletal. 
Arthralglal muScle/joint pam, beck/neck pain, twnchingltremor. Skin: Rash, acne eczema pSoriasis skin irrlta: 
tion, pruntus, purpura, flUShing, sweating, alopecia, dermatitis. exfoliative dermatitis (velY rare~) Sptcia/ 
Senses: Visual disturbances, ocular pain/pressure, abnormellacrlmation tinnitus decreased hearing UrlChe 
taste a~nOrmalltle,s. Metabolic: Gout. Respiratory: Asthma,. bronchitis, dYspnea, pharyngitis, sinusitis. Genno: 
~~n::lde,,:~nl8 s disease (very rarely), cystiHs, renal cohc, polyuria. General: Malaise, edema, weight gain, 

~n addition, a variety 01 adverse effects heve been reported with other beta·adrenergic blOCking agents and 
should be con.sidered potenHal adverse effects: Centrel Nervous System: Reversible mental depraesfon prograes. 
Ing to catatom~, hallucinations, an acute reversible syndrome characterized by disorientstion to Hme and place, 
emotional lability, Slightly clouded sensorium. Allergic: Fever, combined wltfi achln~ and sore throat laryngo. 
spasm, and respiratory dlstraes. ~mllO/oalc: Agranulocytosis, thrombocytopenia. Gastrolnte_: Mesentertc 
artenal thrombosiS and Ischemic co/IHs. MIscellaneous: The oculDmucocutaneous syndrome associated with the 
beta:blocker practolol has not been reported with bisoprolol lumarate during Investlgctlonel use or extensive 
lorelgn marketing experience. 
HydrocllforolhllZld.: The lollowing adverse experiences, In addition to those listed In theabove table have beln 
reported with hydrochlorothiazide (generally with doses 0125 mg or greatar). General: Weakness. o;;;tlll Ne/. 
vous srstem: Vertigo, paresthesia, restlessness. Cardiovascular: OrthostaHc hypotenSion (may be potentialed by 
alcoho , barb~urates, or narcoHcs). Gastrointestinal: Anorexia, gastric Irritation cramping COnetlpaHon,laun
dice (Intrahepatic cholestatlc jaundice). pancreetitis, chOlecystitis, sialadenltls: dry mouth MusculoskMtat. 
Muscle spasm. Hypersansltlve Reactions:. Purpura, photosenSitivity, rash, urtlcarie, necroUzing angiitis (vucu: 
Inls and cutaneous vuculnls), fever, respiratory distress Includl~ pneumonnls and pulmonary edema anaphy. 
lactic reactions. SpecIal Senses: Transient blurred vision, xanthopSia. Metabolic: Gout GtnllOurin,,y' Sexual 
dyslunctlOn, renallailure, renal dysfunction, Intsrstitiel nephritis. '. 
LABORATORY AlNDRMALmES 
ZIAC: Because 01 the low dose 01 hydrochlorothiazide In ZIAC, adverse metabolic effects w~h BlHS 25 mg are less 
Irequant and 01 smaller magnitude than w~h HCT2 25 mg. . 

Treatment with both beta·blOckers and thiazide diuretics Is aesoclated with Increases In uric acid. Mean 
Increases In serum trlg~cerldes were observed In fl:tients treated with blsoprolol lumarate and hydro. 
~~~e~~~~de S.25 mg. otal cholesterol was genera /y uneffecled, but amaH decreases In HOL choleSterol 

Other laboratory abnormalHies that have been reported with file Individual components are listed below 
811Oprolol Fumillte: In clinical trials, the most lrequently reported laboratory change was an Increase In Serum 
tri«lycerides, but this was not a consistent finding. 

Sporadic liver test abnormalities have been reported. In the U.S. controlled trials experience with blsoprolol 
lumaratetreatmentfor4 to 12weeks, the incldenceolconcom~nt elevations In SGOTand SGPT oIbetwMn 1 to2 
~~~;~rmal was 3.9%, compared to 2.5% for placebo. No patient had concom~nt elevations greater than twice 

In the long·term, uncontrolled experience with blsoprolol fumarate treatmentlor 6-18 months, the Incldence 01 
one or more concom~ntelevatlons In SGOT and SGPT 01 between Hilmes normal wes 6.2%. The incidence 01 
multiple occurrence was 1.9%. For concom~ntelevations in SGOT and SGPT 01 greater than twice normal the 
incidence was 1.5%. The Incidence 01 multiple occurrences was 0.3%. In many cases these elevations Were 
attributed to underiylng disorders, or resolved during continued treatment with bisoprolol fumarete. 

Other laboratory changes included small Increases In uric acid, creatinine, BUN, serum potassium glucose 
and phosphorus and decreas~s in WBC and platelets. There have been occasional reports 01 eosinophilia. Thesi 
were generally not 01 cllnlcallmportence and rarely resulted in discontinuation 01 bisoProlO1 lumarate. 

As WIth other beta-blockers, ANA conversions heve also been reported on blsoprolol lumarate. About 15% 01 
patients In long·term studies converted to a positive ther, anhough about one·thlrd 01 these patients subsequently 
reconverted to a negative t~r while on continued therapy. 
~lorolllllZlda: Hyperglycemia, glycosuria, hyperuricemia, hypokalemia and other electrolyte Imbalances 
(see PRECAUTIONS), hyperlipidemia, hypercalcemia, leukopenia, agranulocytosis, thrombocytopenia, ap/astlc 
anemia, and hemoJlIC anemia have been associated with HCT2 theraPt. 
Inl::i~~.AaE D ADMINISTRAnON section In package Insert or COmplete doSing and precautionary 
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If you're like most physicians, you've been 
relying on journals likeThe New England Journal 
of Medicine for years to locate the best practice 
opportunities. Now, learn about career openings 
by phone, too -- 24 hours a day, 7 days a week. 
Introducing the National TeleAccess Network, a 
revolutionary new service that is: 

Free. There are no charges of any kind for physician 
callers. 
Confidential. You decide whether or not to contact 
potential employers. 

Targeted. Specify your career interest, 
geographic preferences, and more. 
Fast. Request and receive details on openings 
that interest you by fax or mail. 
Comprehensive. Browse through a variety of 
opportunities from all across the country. 

Put your career search in high gear. 
Tum to classified ads in leading medical 

journals and call the National 
TeleAccess Network today 

1-800-682-1191 -<e\eAcces 
~.\. S 4 

at 1-800-682-1191. It's 
an unbeatable 

combination. 

In cooperation with 
~ The New England Journal 

of Medicine. 617-893-3800. 
A publication of the Massachusetl. Medical Society 

~~ ~ 

'$tIM~ ~ 0 
Z ~ 

The Database of Physician Opportunities 
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Works Jointly 0.025%) _________________ _ 

A unique topical analgesic cream, ZOSTRIX has a mechanism of action that complements NSAIDs . 
NSAlDs inhibit prostaglandin synthesis, while capsaicin, the active ingredient in ZOSTRIX, depletes 
substance P, a neurotransmitter of pain. 

When ZOSTRIX cream is added to NSAID therapy1: 

If t f t t t.t., t f 
- 7 out of 1 0 arthritis patients get additional pain relief 

I ~ ~ ~ ~ ~ ~ ~ ~1. f 
- 9 out of 1 0 patients experience improved mobility 

TRIX® Works Direc~y 
(IN 0.025%) ________________ _ 

ZOSTRIX delivers pain-relieving action direcriy to the joint that hurts.1,2 A new clinical study shows that 
application of capsaicin cream reduces the levels of substance P and other biochemical mediators in the 
synovial fluid of arthritic joints.3 

IX® Works Safely and Economically 
(IN 0.025%) ________________ _ 

ZOSTRIX is free from systemic side effects, and has no known drug interactions. The most common 
side effect-transient burning at the site of application-usually resolves within a few days of use. 
When used properly, ZOSTRIX is inexpensive pain therapy. In fact, when treating a single knee joint, 
a 20-gm tube can last up to a month. 

OSTRIX® 
0.025% 

Ai'·!l!hiliidY.il·f/,i';l#"j.j.J;i."I'.lI1;i,';JiI/;lUtJil"i/#ti,,., 
Relerlnces: 
1. Deal CL, Schnitzer T J, Lipstein E, et al. Treatment of arthritis with topical capsaicin: a double-blind 

trial [subset analysis of data]. Clin Ther. 1991 ;13:383-395. 
Marlleted bY'\ 

GenOerm Corporation U. 
Lincolnshire,IL 60069 GENDERM" ICI'IaII 
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2. McCarthy GM, McCarty OJ. Effect of topical capsaicin in the therapy of painful osteoarthritis of the 
hands. J Rheumatot. 1992;19:604-607. 

3. Lotz M, Weisman M, Yaksh T, Hagaman C, Flynn P. Effects of topical capsaicin (0.075%) on substance 
P and prostaglandin E, in synovial fluid: a double-blind study. Arthritis Rheum. 1992;35(9):5235. 10 1993 GenOerm Corporation Z6037 3/93 
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that relate directly to clinical tOl?ics 
useful in everyday family pracoce, 
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 sl?ecific clinical problems, disease 
entines, or treannent 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 a1uJ the Health 
Care System. Articles reporting stud
ies ana 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 fatnily physician, education for 
family practice, or other subjects im
portant to family practice as a clinical 
specialty. 

Brief Reports. Short reports of pi
lot sturues 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 c;:ountries 
around the world (usual length 1200-
1800 words). 

Reflections in Family Practice. Pa
p,ers in narrative or essay format that 
Illuminate 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. Mayor may not ac
company 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 70urnalof 
the American Board of Fami!i Practice, 
DeEartment 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 Journal of Medicine. 

MANUSCRIYf 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 Journal. This restriction does not 
apply to abstracts or press reports pub
lished in connection with scientific 
meetings. Copies of any possibly du
plicative manuscripts should be sub
mitted to the Editor along with the 
manuscript that is to be considered by 
the Journal. The Journal strongly dis
courages 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 ac-

ceptable. Address all submissions to 
John P. Geyman, M.D., Editor, the 
Journal of the American Board of Family 
Practice, Deparnnent 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 authors 
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 de
sign of the work, data analysis, writing, 
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 re
view with the manuscript. In most in
stances 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 Ed
itor in a covering letter at the time of 
submission. Such information 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 
relevant information. Questions about 
this policy should be directed to the 
Editor. 

MANUSCRlYfS 
Titles atuiAutbors' Names 

With the manuscript, provide a page 
giving 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 deparnnent and insti
tution in w1}ich the work was done; and 
the name and address of the author to 



whom reprint requests should be ad
dressed. All funding sources support
ing the work should be routinely 
acknowledged on the title page, as 
should all institutional or corporate 
affiliations of the authors. Two to four 
key words should be submitted with 
the manuscripts to be used for pur
poses of classification by subject. Use 
terms from the Medical SubjectHead
ings from Index Medicuswhen possible. 

AbstrflCts 
Use another page to provide an ab

stract of not more than 200 words. 
This abstract should be factual, not de
scriptive, with its content appropriate 
to the type of paper. For original arti
cles reporting results of studies, a four
paragraph format should be used la
beled Background, Methods, Results, 
and Conclusions. These should briefly 
describe, respectively, the object of the 
study, the methods used, the major re
sults, and the author(s) conclusions. 
Abstracts are not necessary for Brief 
Reports or World Perspective papers. 

Abbrevilllions 
Except for units of measurement, 

abbreviations are discouraged. Con
sult 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. 

DrugNilmes 
Generic names should, in general, 

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

Inclusive lIInguage 
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 
numbered so that they will be in se
quence 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 references are as follows: 

StandardJoumal 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]D, Margolies GR, Row
land], Roberts L] 2nd. Evidence that 

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

Organization as Author 
Clinical Experience Network 

(CEN). A large-scale, office-based 
study evaluates the use of a new class of 
nonsedating antihistamines. A report 
from CEN.] 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 RC Jr. Agents affecting cal

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

Government Agency 
SchwartzJL. Review and evaluation 

of smoking cessation methods: the 
United States and Canada, 1978-1985. 
Bethesda, MD: Department of Health 
and Human Services, 1987. (NllI 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 unaccertable (see "Permissions"). 
If essentia , such material may be in
corporated in the appropriate place in 
the text. 

Tables 
Type tables in double spacing on 

separate sheets, and provide a title for 
each. For footnotes, use the following 
symbols, in this sequence: *, t, *, §, 
I~ en, **, tt, etc. Excessive tabular data 
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 sel'Vlce makes 
microfiche or photocopies of tables 
available at moderate charges to those 
who request them. 

Illustrations 
Figures should be professionally de

signed. Glossy, black-and-white pho
tographs are requested. Symbols, let
tering, and numbering should be dear, 
and these elements should be large 
enough to remain legible after the fig-

ure has been reduced to fit the width of 
a single column. 

The back of each figure should in
clude the sequence number, the name 
of the author, and the proper orienta
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. 

Permissions 
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 !apers still in press, of 
unpublishe 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. 

CoJlYrlgbt TfYlnsfer Forms 
Transfer of copyright to the Journal 

is requested upon acceptance of the ' 
material for 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 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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