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Obesity and the autonomic 
neryous system 

Body fat percentages and sympa-
thetic and parasympathetic activity 
are inversely correlated, suggesting 
involvement of more than one organ 
system. 

In a study of 56 healthy men with 
varying degrees of body fat, the auto-
nomic indexes in the cardiovascular 
system, eye, and adrenal medulla de-
creased as body fat percentage in-
creased. Several organ systems were 
studied simultaneously using pupil-
lometry, variation in R-R intervals, 
and other assessments. 

Further studies that examine the 
autonomic nervous system in obese 
persons should be performed to de-
termine its role in subgroups of pa-
tients, such as those overweight hy-
pertensives and persons having dif-
ficulty losing or maintaining weight 
loss due to autonomic nervous sys-
tem malfunction. 

Peterson HR, Rothschild M, Weinberg CR, et 
a l: Body fat and the activity of the autonomic 
nervous system. N Engl J Med 1988;318:1077-
1083. 

Indomethacin effects on 
the fetal ductus arteriosus 

Transient constriction of the ductus 
arteriosus occurs in some fetuses af-
ter indomethacin administration. 
Thirteen pregnant women experienc-
ing premature labor were given in-
domethacin in three different dose 
schedules from 100 mg to 175 mg 
daily for up to three days. Echocar-
diography found 50% of fetuses had 
ductal constriction. Three of these 
seven instances were associated with 
tricuspid regurgitation. 

This study suggests that patent 
ductus arteriosus in a fetus after 24 

1176 

to 36 hours of indomethacin therapy 
indicates that the drug's constrictive 
effects on the duct have been 
avoided. However, weekly echocar-
diography may be necessary during 
long-term therapy. 

Moise KJ, Huhta J C, Sharif DS, et al : Indo-
methacin in the treatment of premature labor: 
Effects on the feta l ductus arteriosus. N Engl 
J Med 1988;319:327-331. 

Early onset hepatic disease 
and mental, physical 
development in children 

Youngsters whose chronic liver dis-
ease began within the first year of 
life scored significantly lower on IQ 
tests, including verbal and perfor-
mance skills, than children in whom 
hepatic disease occurred between 17 
months to 12 years of age. Thirty-
six children took part in this study; 
21 comprised the former group while 
15 made up the latter. 

Delays in intellectual develop-
ment were found most frequently in 
patients with prolonged liver dis-
ease . This group also exhibited 
smaller head and mean arm circum-
ference and stature; vitamin E defi-
ciency; and reduced -glutamyl 
transpeptidase levels than those chil-
dren with no mental deficits. 

Based on these findings , the 
authors suggest aggressive nutri-
tional management, such as elemen-
tal formula or nasogastric feeding, 
for optimal growth and development 
in children whose liver disease mani-
fests itself during early life. Liver 
transplantation in children even 
younger than 1 year is advocated be-
cause of the effect of hepatic dysfunc-
tion on intellectual development. 

Stewart SM, Uauy R, Kennard BD, et al : Men-
tal development and growth in children with 
chronic liver disease of early and late onset. 
Pediatrics 1988;82:167 -172. 
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Rapid eye test detects drug 
abuse 

Because of its low cost and relative 
ease of application, the rapid eye test 
can be used by nurses and, after train-
ing, law enforcement personnel to de-
tect suspected drug abuse . 

Each drug class manifests itself in 
pupil size and reaction, nystagmus, 
convergence, and corneal reflex. Posi-
tive results from the rapid eye test 
should be confirmed by traditionai 
blood and urine samples, 

Thnnant F: The rapid eye test to detect drug 
abuse. Postgrad Med 1988;84:108-114. 

Brain herniation and 
.diabetic ketoacidosis 

The more rapid the rate of rehydra-
tion, the quicker the onset of brain 
herniation. This conclusion was 
reached after a retrospective review 
of 42 cases involving brain hernia-
tion during treatment for severe dia-
betic ketoacidosis. 

While the previous limit of 4 Lfm2 
of fluid administration per day re-
mains the standard for rehydration, 
10% of the patients studied here re-
ceived less than this suggested 
amount. Although this implies other · 
factors are responsible, until thtl eti-
ology is better understood , the 
authors suggest this fluid administra-
tion guideline be followed for the 
first day's therapy, especially when 
the patients shows normal renal and 
cardiac function. However, the coex-
istence of shock or abnormally lqw 
central venous· pressure indicates a 
temporary need for more rapid fluid 
administration. 

Duck SC, Wyatt, DT: Factors associated with 
' brain herniation in the. treatment of diabetic 
ketoacidosis. J Pediatrics. 1988;113:10-13. 
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THE FIRST HYPOALLERGENIC 
FORMULA MADE FROM 

HYDROLYZED WHEY PROTEIN 
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Because of increasingly recognized 
sensitivity to soy,1 Carnation has devel-
oped Carnation® GOOD START H.A~M It 
effectively resolves symptoms in infants 
suffering from formula intolerance or 
milk allergy, and may prevent allergic 
manifestati'ons in infants with a family 
history of allergy. 

When atopic infants were fed the 
GOOD START H.A. formulation, four 
clinical studies showed a 0% reaction 
rate,2·5 and one study showed a 3.6% 
reaction rate.6 

. No curd formation and rapid gastric 
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I NET wr 12 oz; 

emptying, make GOOD START H.A. easy 
to digest and may cause less spitting up. 
The whey base makes it a high-quality 
protein source for optimal growth. And, 
parents will like the pleasant taste and 
aroma, as well as the competitive price 
for long-term use. GOOD START H.A. 
is available in easy-to-dissolve powder 
in 12-oz. cans. 

The GOOD START H.A. formulation 
has been thoroughly researched in clin-
ical trials and safely fed to more than 
25,000 infants over the past 3 years in 
Europe. 



INSTEAD OF SOY, RECOMMEND 
GOOD START H.~: FOR: 

Fonnula Intolerance 
Resolves symptoms of milk allergy or intol-
erance such as spitting up, skin rash, runny 
nose, and colic 

Routine Feeding of Atopic Infants 
May prevent allergic manifestations in 
infants with a family history of allergy2 

Routine Feeding of Nonnal Infants 
Nutritionally complete for optimal growth 
and development 

References: 
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COMPLETE NUTRITIONAL INFORMATIO 
INGREDIENTS: 42% ENZYMATICALLY 
HYDROLYZED REDUCED MINERALS 
WHEY AND WHEY PROTEIN CONCEN-
TRATE, 24% VEGETABLE OILS (PALM 
OLEIN, HIGH-OLEIC SAFFLOWER AND 
COCONUT), 17% MALTODEXTRIN, 
14% LACTOSE, 1% LECITHIN, AND LESS 
THAN1% 0FEACHOFTHEFOLLOWING: 
CALCIUM CHLORIDE, POTASSIUM CHLO-
RIDE, POTASSIUM CITRATE, CALCIUM 
PHOSPHATE, CHOLINE BITARTRATE, 
SODIUM ASCORBATE (VITAMIN C), 
SALT, MAGNESIUM CHLORIDE, TAURINE, 
FERROUS SULFATE (IRON), INOSITOL, 
ZINC SULFATE, L-CARNITINE, ALPHA 
TOCOPHERYL ACETATE (VITAMIN E), 
NIACINAMIDE, CALCIUM PANTOTHE-
NATE, COPPER SULFATE, RIBOFLAVIN, 
VITAMIN A ACETATE, PYRIDOXINE 
HYDROCHLORIDE (VITAMIN B6), 
THIAMINE MONONITRATE, FOLIC ACID, 
PHYLLOQUINONE (VITAMIN K) , POTAS-
SIUM IODIDE, VITAMIN D3, MANGANESE 
SULFATE, BIOTIN, VITAMIN B12. 

5 f1 oz Provid es 100 Calories, 
Pre pared As Directed 

NUTRIENTS: 
PROTEIN 
FAT 
CARBOHYDRATE 
WATER 
LINOLEIC ACID 

VITAMINS: 
VITAMIN A 
VITAMIND 
VITAMIN E 
VITAMINK 
THIAMINE (Vitamin B1) 
RIBOFLAVIN (Vitamin B2) 
VITAMIN B6 
VITAMIN B12 
NIACIN 
FOLIC ACID (Folacin) 
PANTOTHENIC ACID 
BIOTIN 

Pe r 100 
Ca lori es 

2.4 g 
5.1 g 

11 g 
135 g 
450 mg 

300 JU 
60 IU 

1.2 IU 
8.2 meg 

60 meg 
135 meg 

75 meg 
0.22 meg 

75 0 meg 
9 meg 

450 meg 
2.2 meg 

Calori c P er 100 
Di s tribution Calori es 

VITAMIN C 
9.8% (Asco rbic Acid) 8 mg 

46.0% CHOLINE 12 mg 
44.2% INOSITOL 6.1 mg 

MINERALS: 
CALCIUM 64 mg 
PHOSPHORUS 36 mg 
MAGNESIUM 6.7 mg 
IRON 1.5 mg* 
ZINC 0.75 mg 
MANGANESE 7 meg 
COPPER 80 meg 
IODINE 8 meg 
SODIUM 24 mg 
POTASSIUM 98 mg 
CHLORIDE 59 mg 

OTHERS: 
L-CARNITINE 10 mg/ qt 
TAURINE 50 mgl qt 

NOTE: CONTAINS LACTOSE. 'The a dditio n of iron to thi s fo rmula co nfo rm s to th e recomm enda ti o n o f th e Committee o n Nutritio n of the 
Am erica n Aca_dem y o f Pedi a trics. 

Call toll-free 1-800-628-BABY (2229) 
to requ est sampl es, 

or for more information write to: 
Carnation Nutritional Produ cts 

5045 Wils hire Blvd, Los Angeles, CA 90036. 
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Hypoallergenic Infant Formula 

. .. a change for the better 



American Osteopathic Association 
93rd Annual Convention and Scientific Seminar 

HOTEL RESERVATION APPLICATION I 
JECEMBER 4-8, 1988 LAS VEGAS, NEVADA 

HOTELS REQUIRE RESERVATIONS PRIOR TO NOVEMBER 1, 1988- MAIL EARLY 

'LEASE INDICATE YOUR PREFERRED HOTEL (CHECK ONE) AND MAIL THIS FORM TO: 

AOA HOUSING BUREAU 
%LAS VEGAS CONVENTION AND VISITORS AUTHORITY 

3150 PARADISE ROAD 
LAS VEGAS, NEVADA 89109 

D Las Vegas Hilton Hotel D Riviera Hotel 

Las Ve as Hilton Hotel (HEADQUARTERS HOTEL) Riviera Hotel 
Double SUITES Double SUITES 

Single or Twin Lanai (Petite) One-Bedroom Two-Bedroom Single or Twin Petite One Bedroom 

$65 $65 $225 $275; $330; $375; $460; $55 $55 $110 & up $140 & up 
$425 $525 

(Above rates are subject to 7% Clark County Tax) 

MPORTANT INFORMATION 

Two Bedroom 
$190 & up 

Please complete this form in detail and mail it to the AOA HOUSING BUREAU, %LAS VEGAS CONVENTION AND VISITORS AUTHORITY, at 
the address shown above. 
Do NOT send your reservations to the American Osteopathic Association 's Central Office or to the hotel. MAIL THIS FORM DIRECTLY TO 
THE AOA HOUSING BUREAU, %LAS VEGAS CONVENTION AND VISITORS AUTHORITY. 
Check out time is 12:00 Noon, therefore, rooms may not be available until 3:00 p.m. 
All reservations will be processed on a first-come, first-served basis and must be received by the AOA HOUSING BUREAU by November 1, 

1988. You will receive a confirmation directly from the hotel. 
The AOA Housing Bureau does NOT handle deposits. Upon receipt of confirmation from the hotel , the required deposit should be sent direct-
ly to the hotel. DO NOT SEND A DEPOSIT WITH THIS FORM - WAIT FOR THE CONFIRMATION FROM THE HOTEL AND THEN MAIL THE 
REQUIRED DEPOSIT DIRECTLY TO THE HOTEL. 
Please complete this form in detail. Incomplete forms will delay room confirmation. 
Only a limited number of Saturday arrivals are available. If the requested date is not available, the next available date will be confirmed. 
All changes in reservations must be made directly with the confirming hotel, and are subject to availability. 
Registration , exhibits and didactic sessions will be held at the Las Vegas Convention Center. The major food functions will be held at the ad-
jacent Las Vegas Hilton Hotel. 

'articipating Groups Are: American Osteopathic College of Allergy and Immunology 
American Academy of Osteopathy American Osteopathic College of Dermatology 
American Association of Colleges of Osteopathic Medicine American Osteopathic College of Pathologists 
American College of General Practitioners in Osteopathic Medicine American Osteopathic College of Preventive Medicine 

and Surgery American Osteopathic College of Radiology 
American College of Neuropsychiatrists American Osteopathic College of Rehabilitation Medicine 
American College of Osteopathic Emergency Physicians American Osteopathic College of Rheumatology Inc. 

Ametican Osteopathic Academy of Sclerotherapy, Inc. Auxiliary to the American Osteopathic Association 
American Osteopathic Academy of Sports Medicine Research Conference 

(The Association of Osteopathic State Executive Directors will also be meeting) 

YPE OF ACCOMMODATION: (please check one) 

SINGLE 0 DOUBLE 0 TWIN 0 

NAME OF ALL OCCUPANTS OF ROOM(S): 

1. 

SUITES: Lanai (Petite) D 1 Bedroom D 2 Bedroom D 2. 

iPECIFY OTHER: 3. 
A.M. 

1RRIVAL DATE ___ ______ ___ _ _ _ APPROX. TIME _____________ P.M. 
A.M. 

IEPARTURE DATE APPROX. TIME P.M. 

SEND COMFIRMATION TO: (Please Print) 

NAME ____________________________________ _ 

ADDRESS 

CITY _______________ STATE ______ _ ZIP CODE _ ___ __ _ 

TELEPHONE (Area Code) -------------------------------



Arci?~~u~DS fast, powerfu 
pain/inflammatioJ 

ANAPROX Double Strength gives you 
fast-acting, powerful, non-narcotic pain 
relief as effective as the narcotic com-
binations and propoxyphene napsylate 
••• with a potent anti-inflammatory 
bonus they can't offer. 

• No oral analgesic works faster-
Onset of pain relief may occur as fast 
as 20 minutes. 

• Twice the strength-550 mg ANAPROX 
per tablet. No loading dose required. 

• Convenient dosage-~I~ I~ 
The daily dosage of 1650 mg can be 
used for limited periods when a higher 
level of analgesic/anti-inflammatory 
activity is required. Do not exceed this 
daily dose. 

• Sprains & strains specialist- Reduces 
inflammation as it relieves the pain, to 
help restore normal function faster. 

1• 1 SYNTEX I 
SYNTEX PUERTO RICO. INC 
HUMACAO. PUERTO RICO 

For brief summary of prescribing information, please see last page of advertisement. 

~1988 Syntex Puer to Rico, Inc. 



elief for the 
ou treat every day 



AnafJmx®Anaprax.,os 
(NAPROXEN SODIUM) 

Brief Summary: 
Indicat ions: Relief of mild to moderate pain: treatment of primary 
dysmenorrhea. Treatment of rheumatoid arthritis, osteoarthritis, juvenile 
arthritis, ankylosing spondylitis, tendinitis and bursitis. and acute gout. 
Contraindications: Patients who have had allergic reactions to NAPROSYN. 
ANAPROX or ANAPROX OS or in whom aspirin or other NSAIOs induce the syn· 
drome of asthma, rhinitis, and nasal polyps. Because anaphylactic reactions 
usually occur in patients with a history of such reactions. question patients for 
asthma. nasal polyps, urticaria, and hypotenslm associated with NSAIDs 
before starting therapy. If such symptoms occur. discontinue the drug. 
Warnings: Peptic ulcers and Gl bleeding have been reported in patients on 
NSAIOs, including naproxen sodium. In patients with Gl bleeding or active pep· 
tic ulcer, start an anti-ulcerregimen, weigh benefits and risks of treatment. and 
monitor patient. Give to patients with history of Gl disease only under close 
supervision and after reading Adverse Reactions section. 
Precautions: DO NOT GIVE NAPROSYN"' INAPROXEN) CONCOMITANTLY WITH 
ANAPROX'" OR ANAPROX'" OS INAPROXEN SODIUM) SINCE BOTH CIRCULATE 
IN PlASMA AS THE NAPROXEN ANION. Acute interstit~l nephritis with hematu· 
ria, proteinuria, and nephrotic syndrome has been reported. Patients with 
impaired renal function, heart failure, liver dysfunction, taking diuretics, and 
the elderly are at greater risk of overt renal decompensation. If this occurs, dis· 
continue the drug. Use with caution and monitor serum creatinine and/or creati · 
nine clearance in patients with significantly impaired renal function. Use 
caution in patients with baseline creatinine clearance less than 20 mVminute. 
Use the lowest effective dose in the elderly or in patients with chronic alcoholic 
liver disease or cirrhosis. With NSAIOs, borderline elevations of liver tests may 
occur in up to 15% of patients. They may progress. remain unchanged, or be 
transient with continued therapy. Elevations of SGPT or SGOT occurred in con-
trolled clinical trials in less than 1% of patients. Severe hepatic reactions, 
including jaundice and fatal hepatitis. have been reported rarely. If liver disease 
develops or if systemic manifestations occur (e.g., eosinophilia or rash), discon· 
tinue therapy. If steroid dosage is reduced or eliminated during therapy, do so 
slowly and observe patients closely for adverse effects. including adrenal insuf· 
ficiency and exacerbation of arthritis symptoms. Determine hemoglobin values 
periodically for patients with init~ l values of 10 grams or less who receive long· 
term therapy. Peripheral edema has been reported. For patients with restricted 
sodium intake, note that each tablet contains approximately 25 mg or 50 mg 
II or 2 mEq) sodium. Use with caution in patients with fluid retention. hyper-
tension or heart failure. The drug's antipyretic and anti·inflammatory activ· 
ities may reduce fever and inflammation, diminishing their diagnostic value. 
Conduct ophthalmic studies if any change or disturbance in vision occurs. 
Information for Patients: Patients should use caution for activities requir· 
ing alertness if they experience drowsiness, dizziness, vertigo or depression 
during therapy. 
Drua: Interactions: Use caution when giving concomitantly with coumarin· 
type anticoagulants: a hydantoin, sulfonamide or sulfonylurea: furosemide: lith· 
ium; beta-blockers; probenecid; or methotrexate. 
Oru&flaboratory Test Interactions: The drug may decrease platelet aggrega· 
tion and prolong bleeding time or increase urinary values for 17-ketogenic ste· 
roids. Temporarily stop therapy for 72 hours before doing adrenal function tests. 
The drug may interlere with urinary assays of 5HIAA. 
Carcinogenesis: A 2-year rat study showed no evidence of carcinogenicity. 
Pregnancy: Category B. Do not use during pregnancy unless clearly needed. 
Avoid use during late pregnancy. 
Nursina: Mothers: Avoid use in nursing mothers. 
Pediatric Use: Single doses of 2.5-5 mglkg (as naproxen suspension), 
with total daily dose not exceeding 15 mglkglday, are safe in children over 
2 years of age. 
Adverse Reactions: In a study, Gl reactions were more frequent and severe in 
rheumatoid arthritis patients on 1650 mglday naproxen sodium than in those on 
825 mglday. In studies in children with juvenile arthritis, rash and prolonged 
bleeding times were more frequent, Gland CNS reactions about the same, and 
otherreactions less frequent than in adults. Incidence Greater Than 1%. Prob· 
able Causal Relationship, Gl: The most frequent complaints related to the Gl 
tract: coostipation~ heartburn~ abdominal pain~ nausea~ dyspepsia, diarrhea, 
stomatitis. CNS: headache~ dizziness~ drowsiness~ light-headedness, vertigo. 
Dermatologic: itching (pruritus)~ skin eruptionst ecchymoses~ sweating, pur· 
pura. Special Senses: t inn itus~ hearing disturbances, visual disturbances. Car· 
diovascular: edema~ dyspnea~ palpitations. General: thirst . *Incidence of 
reported reaction 3%-9%. Where unmarked, incidence less than 3%. lnci· 
dence less Than 1%, Probable Causal Relationship, Gl , abnormal liver funclion 
tests, colitis, Gl bleeding and/or perforation, hematemesis, jaundice, melena, 
peptic ulceration with bleeding and/or perloration, vomiting. Renal: glomerular 
nephritis, hematuria, interstitial nephritis, nephrotic syndrome, renal disease. 
Hematologic: agranulocytosis. eosinophilia, granulocytopenia, leukopenia, 
thrombocytopen~ . CNS, depression. dream abnormalities, inability to concen· 
trate, insomnia, malaise, myalgia and muscle weakness. Oermatologic: alope· 
cia, photosensitive dermatitis, skin rashes. Special Senses: hearing 
impairment. Cardiovascular: coogestive heart failure. Respiratory: eosinophilic 
pneumooitis. General: anaphylactoid reactioos, menstrual disorders, pyrexia 
(chills and fever). Causal Re~tionship Unknown, Hematologic, aplastic anemia. 
hemolytic anemia. CNS: cognitive dysfunctioo. Dermatologic: epidermal necrol · 
ysis. erythema multiforme, Stevens-Johnson syndrome, urticaria Gl, non· 
peptic gastrointestinal ulceration, ulcerative stomatitis. Cardiovascular: 
vasculitis. General: angioneurotic edema, hyperglycemia, hypoglycemia. 
Overdosaee: May have drowsiness, heartburn, indigestion, nausea, vomiting. 
Empty stomach and use usual supportive measures. In animals 0.5glkg of acti · 
vated charcoal reduced plasma levels of naproxen. 
Dosage and Administration for Mild to Moderate Pain, Dysmenorrhea and 
Acute Tendinitis and Bursiiis: The recommended starting dose is 550 mg. fol· 
lowed by 275 mg every 6 to 8 hours. as required. The total daily dose should not 
exceed 1375 mg. 
Dosage and Administration for Rheumatoid Arthritis, Osteoarthritis and 
Ankylosin& Spondylitis: The recommended dose in adults is 275 mg or 550 mg 
twice daily. In patients who tolerate lower doses well , the dose may be increased 
to 1650 mg per day for limited periods when a higher level of anti-inflammatory/ 
analgesic activity is required. Observe sufficient increased clinical benefits to 
offset pctent~l increased risk. 
Caution: Federal law prohibits dispensing without prescription. 
See package insert for full Prescribing Information. 
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Balloon aortic 
valvuloplasty in elderly 
patients 

Balloon aortic valvuloplasty is appro-
priate therapy for some elderly pa-
tients with symptomatic aortic 
stenosis. During a 2 112 year study 
involving 170 patients who had un-
dergone this procedure, 168 patients 
experienced a significant increase in 
the mean aortic-valve area and car-
diac output. Conversely, the peak aor-
tic-valve pressure gradient signifi-
cantly decreased. 

Follow up averaged 9.1 months dur-
ing which 25 patients died approxi-
mately 6.4 months after discharge. 
These deaths were in addition to the 
six that occurred in the hospital. Sur-
vival probability was 7 4% 12 months 
after the procedure. 

Although symptoms recurred in 
44 patients and restenosis remained 
common, the authors conclude that 
repeat balloon dilation serves as an 
appropriate management. 

Safian RD, Berman AD, Diver DJ, et a l: Bal-
loon aort ic va lvuloplasty in 170 consecutive pa-
tients. N Engl J Med 1988;319:125-130. 

Factors contributing to 
survival in dialysis patients 

Age, renal diagnosis, dialysis type, 
and the year dialysis began are im-
portant predictors in survival of such 
patients. These factors became appar-
ent during survival and r isk analy-
ses performed on 532 patients under-
going long-term dialysis beginning 
from 1970 to 1985. 

Specifically, older patients with 
diabetes mellitus comprised the high-
est risk group. The st arting dat es 
were grouped into four-year periods. 
Those beginning dialysis before or af-
ter 1978 through 1981 experienced 
a 1.5 higher risk than those whose 
therapy began during that period. 
Home hemodialysis, which was most 
often chosen by younger patients 
with lower incidences of diabetes mel-
litus and renal vascular disease, de-
creased risk fivefold when compared 
with other dialysis modalities. 

While high r isk patients have an 

increased mortality, overall survival 
has improved. 

Mailloux LU, Bellucci AG, Mossey RI, et a l: 
Predictors of survival in patients undergoing 
dialysis. Am J Med 1988;84:855-862. 

Endotoxemia and early 
detection of septicemia in 
febrile patients 

Endotoxemia is a valid clinical indi-
cator of gram-negative septicemia in 
febrile patients. The absence of en-
dotoxemia has a negative predictive 
value of 99% when ruling out the 
risk of septicemia. 

These findings resulted from a com-
parison of endotoxemia and bactere-
mia as indications of ensuing septi-
cemia in 473 consecutive febrile pa-
tients. With the endotoxin assay, sen-
sitivity, specificity, and the likeli-
hood ratio for positive results were 
79%, 96%, and 20 , respectively. 
Bacteremia corr esponding indices 
were 89%, 78%, and 4. 

Van Deventer SJ, Buller HR, Thn Cate JW, et 
al: Endot.oxemia: An early predictor of sept ice-
mia in febri le patients. Lancet 1988;1:605-608. 

Loss of IDV-1 antibodies 
with evidence of viral 
infection in asymptomatic 
homosexual men 

Dur ing a 2 112 year period, four 
asymptomatic homosexual men, in-
itially found to be seropositive for hu-
man immunodeficiency virus type 1 
(HIV-1), were found to be seronega-
tive by the enzyme-linked immuno-
sorbent assay and Western blot. 

Six to 12 months after being posi-
t ive, the Western blot for three pa-
tients did not detect any antibody 
bands; on the fourth, there was grad-
ual fading in the number and inten-
sity of bands. No HIV-1-p24 antigene-
mia was detected and cryopreserved 
peripheral blood mononuclear cells 
were negative for HIV -1 . Other clini-
cal and laboratory findings from 
these four patients were similar to 
seronegative persons. 

The authors conclude while asymp-
tomatic persons seropositive for HIV-
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Added control and convenience 
. • . without added side effects 
in a majority of patients ... regardless 
of age, race, sex, and prior therapy.~ 

Each tablet contains: 

T€HORMIH0 (atenolol) 50 mg or 100 mg 
and chlorthalidone 25 mg 

Please consult complete product information before prescribing. 
A summary follows : 

TENORETIC (atenolol and chlorthalidone) is for the treatment of hypertension. It combines the 
antihypertensive acttvity of two agents. a beta 1-selective (cardioselective) hydrophilic blocking agent 
(atenolol. TENORMJNo&) and a monosulfonamyl dturetic {ch lorthalidone). 

Inactive ingredients: magnesium stearate. microcrystalttne cellulose. povidone. sodium starch 
glycolate. 
INDICATIONS AND USAGE: TENORETIC is indicated lor the treatment of hypertension. This f1xed· 
dose combination drug is not indicated for initial therapy of hypertension If the ftxed-dose 
combination represents the dose appropriate to the individual patient's needs, it may be more 
convenient than the separate components. 
CONTRAINDICATIONS: TENORETIC is contraindicated 1n patients with : sinus bradycardia. heart 
block greater than first degree. cardiogenic shock. overt cardiac failure (see WARNINGS). anuria . 
hypersensi tivity to this product or to sulfonamide-derived drugs. 
WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supporting c irculatory 
function in congestive heart failure. and beta blockade carries the potenJial hazard of further 
depressing myocardial contractility and precipitating more severe failure. In hypertensive patients who 
have congestive heart failure controlled by digitalis and diuretics, TENORETIC should be 
administered cautiously. Both digitalis and atenolol siOYJ AV conduction 

In Patients Without a History of Cardiac Failure: Continued depressron of the myocardium with 
beta-blocking agents over a period of time can. in some cases. lead to cardiac failure. At the frrst sign 
or symptom of impending cardiac failure. patients receiving TENORETIC should be digitalized and/or 
be given additional diuretic therapy. Observe the patient closely If cardiac failure continues desprte 
adequate digitahzation and dturetic therapy, TENORETIC therapy should be withdrawn. 

Renal and Hepatic Disease and Electrolyte Disturbances: Since atenolol is excreted via the 
kidneys, TENORETIC should be used wtth caution in patients w1th impaired renal function . 

In patients with renal disease, thtazides may prec1pitate azotemia. Since cumulative effects may 
develop in the presence of impaired renal function, if progressive renal impatrment becomes evtdent. 
TENORETIC should be discontinued. 

In patients w1th impaired hepatic function or progressive liver disease. minor alterations in flu1d and 
electrolyte balance may precipitate hepatic coma. TENORETIC should be used with caution in these 
patients. 

Ischemic Heart Disease: Although not yet reported w1th atenolol foiiD'Ning abrupt cessation of 
therapy with certain beta-blocking agents in patients with coronary artery disease. exacerbations of 
angina pectoris and. in some cases, myocardial infarction have been reported . Therefore, such 
pat1ents should be cautioned against interruption of therapy without the physician 's advice. Even in 
the absence of overt angina pectoris. when d iscontinuation of TENORETIC is planned, the patient 
should be carefully observed and should be advised to limit physical activity to a minimum. 
TENORETIC should be reinstated if withdrawal symptoms occur. 

Bronchospasttc Diseases: PATIENTS WITH BRONCHOSPASTtC DISEASE SHOULD, IN 
GENERAL, NOT RECEIVE BETA BLOCKERS. Because of Its relative beta1-setectivity, however, 
TENORETIC may be used with caution in patients with bronchospastic disease who do not 
respond to, or cannot tolerate, other antihypertensive treatment. Since be~1-selectivity is not 
absolute, the lowest possible dose of TENORETlC should be used and a beta2-stimulating 
agent (bronchodilator) should be made available. If dosage must be Increased, dividing the 
dose should be considered in order to achieve lower peak blood levels. 

Anesthesia and Major Surgery: As with all beta-receptor blocking drugs, it may be decided to 
withdraw TENORETIC before surgery. In this case. 48 hours should be allowed to elapse between the 
last dose and anesthesia. If treatment is contrnued . care should be taken when using anesthetic 
agents because of the risk of further depression of the myocardium. 

Beta blockers are competitive inhibitors of beta-receptor agonists and their effects on the heart can 
be reversed by administration of such agents; eg, dobutamine or isoproterenol with caution (see 
section on OVERDOSAGE). Manifestations of excessive vagal tone (eg . profound bradycardia, 
hypotension) may be corrected with atropine (1 -2 mg IV). 

Metabolic and Endocrine Effects: TENORETIC may be used with caution in diabetic patients. 
Beta blockers may mask tachycardia occurring with hypoglycemia, but other manifestations such as 
dizziness and sweating may not be significantly affected. Atenolol does not potentiate insulin-induced 
hypoglycemia and. unlike nonselective beta blockers, does not delay recovery of blood glucose to 
normal levels. 

Insulin requ irements in diabetic patients may be increased, decreased. or unchanged; latent 
diabetes mellitus may become manifest during chlorthaltdone admintstratton. 

Beta-adrenergic blockade may mask certain cltn1ca1 stgns (eg . tachycardia) of hyperthyroidism. 
Abrupt withdrawal of beta blockade might prec1pitate a thyroid storm; therefore. patients suspected of 
developing thyrotoxicosis and from whom TENORETIC therapy is to be withdrawn should be 
monitored closely. 

Because calcium excretion is decreased by thiaz1des. TENORETIC should be discontinued before 
carrying out tests for parathyroid function . Pathologtc changes in the parathyroid g lands. with 
hypercalcemia and hypophosphatemia. have been observed in a few patients on prolonged thiazide 
therapy; however. the common complications of hyperparathyroidism such as renal lithiasis. bone 
resorption , and peptic ulcer3.tion have not been seen. 

Hyperuncemia may occur or acute gout may be precipitated in certarn patients rece1ving th1azide 
therapy. 
PRECAUTIONS, General-Electrolyte and Fluid Balance Status: Periodic determinatton of serum 
electrolytes to detect possible electrolyte imbalance should be performed at appropriate intervals. 

Patients should be observed lor clinical stgns of flutd or electrolyte tmbatance; ie. hyponatremia, 
hypochloremic alkalosis , and hypokalemia. Serum and urine electrolyte determinations are 
particularly important when the patient is vomiting excessively or receiving parenteral fluids . Warning 
signs or symptoms of fluid and electrolyte imbalance include dryness of the mouth. thirst. weakness. 
lethargy, drowstness. restlessness, muscle pains or cramps. muscular fatigue . hypotension, oliguna. 
tachycardia , and gastrointestinal d isturbances such as nausea and vomiting. 

Hypokalemia may develop, espectally with brisk dtures1s, when severe c1rrhosts is present. or during 
concomitant use of corticosteroids or·ACTH. 

Interference with adequate oral electrolyte intake wtll also contnbute to hypokalemta. Hypokalemta 
can sens1ttze or exaggerate the response of the heart to the toxic effec ts of digttalis (eg , increased 
ventncu lar trntabllity). Hypokalemia may be avoided or treated by use of potassium supplements or 
foods w1th a high potassium content. 

Any chloride deficit during thiaz1de therapy ts generally m1ld and usually does not reqUire spec ifiC 
treatment except under extraordinary Circumstances (as in hver d1sease or renal d1sease). Diluttonal 
hyponatremia may occur in edematous pat1ents in hot weather; appropnate therapy is water restnc tion 
rather than administration of salt except tn rare instances when the hyponatremta is life-threaten1ng In 
actual salt depletton. appropriate replacement is the therapy of chotce 

Drug Interactions: TENORETIC may potentiate the actton of other antihypertensive agents used 
concom•tantly. Patients treated with TENORETlC plus a catecholamine depletor(eg . reserpine) should 
be closely observed for evidence of hypotension and/or marked bradycardia which may produce 
vertigo. syncope, or postural hypotension. 

Thiazides may decrease arterial re:>ponsJVeness to norepinephnne. Th1s dtmtnut1on is not sufftctent 
to preclude the therapeutic effectiveness of norepinephrine . Thtazides may increase the 
responsiveness to tubocurarine. 

Lithium generally should not be given with dturetics because they reduce its renal clearance anc 
add a high risk of lithium toxicity. Read circulars for lith1um preparations before use of such 
preparations with TENORETIC . 

Should it be decided to discontinue therapy in patients receiving TENORETIC and clonidine 
concurrently. the TENORETIC should be discontinued several days before the gradual withdrawal 
clonidine. 

Other Precautions: In patients receivtng thiazides, sensitlvtly reactions may occur with or witho 
history of allergy or bronchial asthma. The possible exacerbation or activation of systemic lupus 
erythematosus has been reported . The antihypertensive effects of th1azides may be enhanced in I 
postsympathectomy patient . 

Carcinogenesis, Mutagenesis, Impairment of Fertility: Two long-term (maximum dosing dura 
of 18 or 24 months) rat studies and one long-term (maximum dosing duration of 18 months) mouse 
study wtth atenolol , each employing dose levels as high as 300 mg/kg/day or 150 times the maxim 
recommended human dose, did not indicate a carcinogeniC potential in rodents . 

Atenolol was negative in the mouse dominant lethal test , the Chinese hamster in vivo cytogenetil 
test and the Salmonella typhimurium back mutation test (Ames test), with or without metabolic 
activation. 

Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times tl 
maximum recommended human dose) was unaffected by atenolol administration. 

Use In Pregnancy: Pregnancy Category C. TENORETIC (atenolol and chlorthalidone) was stud! 
for teratogenic potential in the rat and rabbit. Doses of 10, 100 and 300 mg/kg/day were administer 
orally to pregnant rats , with no teratologic effects observed. Two studies were conducted in rabbits 
the ftrst study. pregnant rabbits were dosed with 10. 100 or 200 mg/kg/day. No teratologic change~ 
were noted; embryonic resorptions were observed at all dose levels (ranging from approximately 5 
times to 100 times the maximum recommended human dose). In a second rabbit study, dosages w 
5, 10 and 25 mg/kg /day. No teratogemc or embryotox1c effects were demonstrated. It is conclude< 
that the no-effect level for embryonic resorptions is 25 mg/kg /day (approximately 12.5times the 
maximum recommended human dose) or greater TENORETIC should be used during pregnancy 
only if the potential benefit justiltes the potential risk to the fetus . 

Atenoloi- Atenolol has been shown to produce a dose-related increase in embryo/fetal resorptit 
1n rats at doses equal to or greater than 50 mg/kg or 25 or more limes the maximum recommendeo 
human dose. Although similar effects were not seen in rabbits , the compound was not evaluated in 
rabbits at doses above 25 mg/kg or 12.5times the maximum recommended human dose. There ar 
no adequate and well-controlled studies 1n pregnant women . 

Chlorthalidone Thiazides cross the placental bamer and appear in cord blood. The use of 
chlorthalidone and related drugs in pregnant women requires that the anticipated benefits of the d 
be weighed against possible hazards to the fetus . These hazards include fetal or neonatal jaundic! 
thrombocytopenia. and possibly other adverse reactions which have occurred in the adult. 

Nursing Mothers: It is not established to what extent this drug is excreted in human milk. Since 
most drugs are excreted in human milk. nursing should not be undertaken by mothers receiving 
TENORETIC. 

Pediatric Use: Safety and effectiveness in children have not been established . 
ADVERSE REACTIONS: TENORETIC is usually well tolerated in properly selected patients. Most 
adverse effects have been mild and transient. The adverse effects observed for TENORETIC are 
essentially the same as those seen with the individual components. 
Atenolol: The frequency estimates that follow derive from controlled studies in which adverse 
reactions were either volunteered by the pat tent (US studies) or elicited . eg. by checklist (foreign 
studies) The reported frequency of eliCited adverse effects was higher for both atenolol and place! 
treated patients than when these react1ons were volunteered. Where frequency of adverse effects f( 
atenolol and placebo is similar. causal relationship to atenolol is uncertain. 

The data present these estimates in terms of percentages: ftrst from the US studies (volunteered 
s1de effects) and then from both US and foreign studies (volunteered and elicited side effects): 

US STUDIES(% ATENOLOL·% PLACEBO): 
CARDIOVASCULAR: bradycardia (3%·0%). cold extremities (0%·0.5%). postural hypotension 

(2%· 1%). leg pain (0%-0.5%) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (4%·1%). vertigo (2%·0.5%), lighl 

headedness (1%·0%). tiredness (0.6%·0.5%), fatigue (3%-t%), lethargy (1%·0%), drowsiness 
(0.6%·0%), depression (0.6%·0.5%). dreaming (0%·0%) 

GASTROINTESTINAL: diarrhea (2%·0%), nausea (4%-1%) 
RESPIRATORY (See WARNINGS): wheeziness (0%·0%). dyspnea (0.6%·1%) 
TOTALS US AND FOREIGN STUDIES : 
CARDIOVASCULAR: bradycardia (3%-0%), cold extremities (12%·5%). postural hypotension 

(4%·5%), leg pain (3%· 1%) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (13%·6%), vertigo (2%·0.2%). ligl 

headedness (3%·0.7%), tiredness (26%·13%), fatigue (6%·5%). 1ethargy (3%·0.7%). drowsiness 
(2%·0 .5%), depression (12%·9%). dreaming (3%· 1%) 

GASTROINTESTINAL: diarrhea (3%·2%). nausea (3%· 1%) 
RESPIRATORY (see WARNINGS): wheeziness (3%-3%), dyspnea (6%-4%) 
MISCELLANEOUS: There have been reports of sk1n rashes and/or dry eyes associated with the l 

of beta-adrenergic blocking drugs. The reported inctdence ts small and, in most cases. the symptc 
have cleared when treatment was withdrawn. Discontinuance of the drug should be considered tf a 
such reaction IS not otherwise explicable. Patients should be closely monitored following cessation 
therapy. 
Chlorthalldone: Cardiovascular: orthostatic hypotension; Gastrointestinal: anorexia. gastric irritat~ 
vomiting . cramping, constipation. jaundice (int rahepatiC cholestatic jaundice). pancreatitis ; CNS: 
vertigo. paresthesias. xanthopsia; Hematologic: leukopenia, agranulocytosis. thrombocytopenia. 
aplastic anemia: Hypersensitivity: purpura. photosensitivity, rash. urticaria. necrotizing angiitis 
(vasculitis, cutaneous vasculitis). Lyell's syndrome (toxic epidermal necrolysis) ; Miscellaneous: 
hyperglycemia, glycosuria. hyperuricemia. muscle spasm, weakness, restlessness . Cl inical trials o 
TENORETIC conducted in the United States (Bg patients treated with TENORETIC) revealed no nev 
unexpected adverse e ffects. 

Potential Adverse Effects: In addition. a variety of adverse effects not observed in clinical trials 
with atenolol but reported with other beta-adrenerg ic blocking agents, should be considered pater 
adverse effects of atenolol. Nervous System: reversible mental depression prog ressing to catatonia 
hallucinations; an acute reversible syndrome characterized by disorientation lor time and place. 
short-term memory loss. emotional lability. slightly clouded sensorium. decreased performance on 
neuropsychometrics; Cardiovascular. intensiftcation of AV block {see CONTRAINDICATIONS): 
Gastrointestinal ; mesenteric arterial thrombosis, ischemic colitis ; Hematologic: agranulocytosis, 
nonthrombocytopenic purpura. thrombocytopenic purpura; Allergic : erythematous rash , fever 
combined with aching and sore throat. laryngospasm and reSpiratory distress; Miscellaneous: 
reversible alopecia, Peyronie's disease. 

There have been reports of a syndrome comprising psoriasiform skin rash . conjunctivitis sicca. 
otitis , and sclerosing serositis attributed to the beta adrenergic receptor blocking agent , practolol. 
Th1s syndrome has not been reported with TENORETIC or TENORMIN (atenclol). 

Clinical Laboratory Test Findings: Clin1cally important changes in standard laboratory 
parameters were rarely associated wtth the admmtstration of TENORETIC. The changes in laborato 
parameters were not progressive and usually were not assoctated w1th clinical manifestations. The 
most common changes were increases in uric acid and decreases in serum potassium. 
DOSAGE AND ADMINISTRATION: Initial dose should be one TENORETIC 50 tablet~once a day. If 
optimal response is not achieved. the dosage should be increased to one TENORETIC 100 tablet 
once a day. Package insert should be consulted lor dosage adjustments in cases of severe 
impairment of renal function . 
HOW SUPPLIED: TENORETIC 50 Tablets (atenolol50 mg and chlorthalidone 25 mg). NOC 0310·011 ' 
(white, round, biconvex, uncoated tablets wtlh ICt on one s1de and 115 on the other side, bisected) 
supplied in bottles of 100 tablets 

TENORETIC 100 Tablets (atenolof 100 mg and chlorthalidone 25 mg), NDC 0310·011 7 (wh1te. rou 
b1convex. unr:n~ted tablets with ICI on one s1de and 117 on the other side) are supplied in bottles o! 
100 tablets 

Protect I rom heat. light. and motslure . D1spense tn well-closed, light4 resistant container. 

A/12/ 

Reference: 1. TENORETIC Evaluatton Program, an open 28-day study of 26,892 hypertensive 
patients conducted by more than 7.000 phys1c1ans (data on ftle , ICI Pharma, Wilmington. Delaware 
phys1c1ans were requested to enter those patients needing more control than provided by 
monotherapy. 

tlci\ ~S~o~f~~~~~ ~ WILMINGTON. DELAWARE 19897 USA 
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1 do not remain so, they may still 
be latently infected with HIV-1. 

Farzadegan H, Polis MA, Wolinsky SM, et al: 
Loss of human immunodeficiency type 1 (lllV-
1) antibodies with evidence of viral infection 
in asymptomatic homosexual men. Ann Intern 
Med 1988;108:785-790. 

Intensive v less intensive 
hypertension treatment 

Patients receiving systematic antihy-
pertensive treatment designated as 
stepped care (SC) benefitted more 
than did those undergoing treatment 
provided by community sources of 
medical care, designated as referred 
care (RC) control group. 

This conclusion, reached during 
the five-year, community-based Hy-
pertension Detection and Follow-up 
Program (HDFP), was reiterated in 
a Posttrial Surveillance Study (PTS). 
The latter measured efficacy of SC 
and RC in treating hypertension and 
collected mortality data from the 
time HDFP ended at five years 
through the PTS, which extended 
the follow up to 8.3 years overall. 

SC treatment lasted from 64 to 80 
months while RC patients received 
treatment throughout the trial and 
posttrial periods or a total of 8.3 
years. Fifteen percent fewer deaths 
occurred in the SC group than in the 
RC patients during the 8.3 years . 
Likewise, the five-year incidence of 
stroke, myocardial infarction, an-
gina pectoris, and left ventricular hy-
pertrophy declined in the SC group. 

Hypertension Detection and Follow-up Pro-
gram Cooperative Group: Persistence of reduc-
tion in blood pressure and mortality of partici-
pants in the Hypertension Detection and Follow-
up Program. JAMA 1988;259:2113-2122. 

Noninvasive treatment of 
gallbladder stones 

Shock-wave lithotripsy, combined 
with chenodeoxycholic and ursode-
oxycholic acid therapy, is a safe, ef-
fective treatment for dissolving ra-
diolucent gallbladder calculi in cer-
tain patients. 

Of the 175 patients who under-
went this procedure in this study, 
95% ofthose with one stone less than 
20 mm in diameter experienced com-

Medi-notes 

plete resolution within 12 to 18 
months after lithotripsy. 

Sackmann M, Delius M, Sauerbruch T, et al: 
Shock-wave lithotripsy of gallbladder stones: 
The first 175 patients. N Engl J Med 
1988;318:393-397. 

Walking: A healthy 
exercise alternative 

Besides benefitting the cardiovascu-
lar system, walking enhances weight 
loss by decreasing appetite; reduces 
anxiety and stress; increases high-
density lipoprotein cholesterol levels; 
and slows the rate of bone loss. 

Any prescribed exercise regimen, 
including walking, should be based 
on each person's aerobic capacity 
(V02) so as to prevent the level of 
exercise from being too easy or diffi-
cult. As such, most adults can reach 
heart rates above the training thresh-
old during brisk walking. In addi-
tion, although walking with weights 
increases energy expenditure, the 
risks for elevated blood pressure and 
injury to the extremities make this 
type of exercise less desirable. 

Rippe JM, Ward A, Porcari JP, eta!: Walking 
for health and fitness . JAMA 1988;259:2720-
2724. 

Human recombinant 
granulocyte colony-
stimulating factor and 
chemotherapy induced 
neutropenia 

Human recombinant granulocyte col-
ony-stimulating factor (rhG-CSF) 
serves as potent neutropenia prophy-
lactic in patients receiving M-VAC 
chemotherapy. It also diminishes che-
motherapy-related hematopoietic 
and oral toxicity. 

Twenty-seven patients with tran-
sitional-cell carcinoma ofthe urothe-
lium received rhG-CSF in doses of up 
to 60 f-1-g/kg of body weight daily. 
This treatment, administered after 
chemotherapy (methotrexate, doxoru-
bicin, vinblastine, and cisplatin), re-
duced the number of days by 91% in 
which the absolute neutrophil count 
was 1000/f.l-L or less. Furthermore, 
all patients were able to receive che-
motherapy on the 14th day of the cy-
cle, as originally planned. 

Gabrilove JL, Jakubowski A, Scher H, et al: 
Effect of granulocyte colony-stimulating factor 
on neutropenia and associated morbidity due 
to chemotherapy for transitional-cell carcinoma 
of the urothelium. N EnglJ Med 1988;318:1414-
1422. 

Diuretics and arrhythmia 
in hypertensives 

Forty-four patients receiving 100 mg 
of hydrochlorothiazide a day showed 
no significant change in premature 
ventricular contractions, couplets, or 
ventricular tachycardia episodes. All 
had uncomplicated systemic hyper-
tension. 

Before diuretic therapy 20 pa-
tients exhibited class 2 to 5 ventricu-
lar ectopy; 17 did the same after treat-
ment. Those with left ventricular hy-
pertrophy did have increased ectopy 
when compared to baseline levels. 
Nevertheless, diuretic therapy did 
not adversely affect such arrhyth-
mias. 

Papademetriou V, Burris JF, Notargiacomo A, 
et a]: Thiazide therapy is not a cause of arrhyth-
mia in patients with systemic hypertension. 
Arch Intern Med 1988;148:1272-1276. 

Diabetic nephropathy and 
platelet inhibitor treatment 

Dipyridamole and aspirin may sta-
bilize renal function in insulin-de-
pendent diabetics with nephropathy. 
Of the 28 patients participating in 
this ten-year prospective study, 
seven patients had a decline in uri-
nary protein excretion after a mean 
treatment period of 4.3 years; 21 pa-
tients still had progressive nephropa-
thy. Baseline Ciot values exceeded 50 
mL/min per 1.73 m2 in all seven of 
the stable group and nine of the 21 
with progressive disease. 

After three months' treatment, 
shortened platelet survival improved 
so that those with the progressive dis-
ease and those with progressive sta-
ble disease were equal. 

By reducing platelet hypersensi-
tivity and thromboxane production 
by platelet or renal tissue, renal func-
tion is stabilized and constrictor ac-
tivity is decreased. 

Donadio JV, Ilstrup DM, Holley KE, eta!: Plate-
let-inhibitor treatment of diabetic nephropathy: 
A 10-year prospective study. Mayo Clin Proc 
1988;63:3-15. 
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g:J wk elf Caul! 
You have 24 superb holiday cards from which to choose. 

Select the card that best expresses your 
uniqueness and taste, style and sophistication. 
Customize your selection with our personal 
imprint service. 

Hurry! Time is running out on this holiday 
greeting card offer. It is essential that you 
order quickly. Use the descriptive brochure 
sent to your earlier; or, telephone us today. We 
will send you another illustrated brochure/ 
price list/order form. 

FREE- Your logo and Message Here 

Actual Size (open): 11 " x 15'12'' e 

. .. plus many more! 

1989 Wall Calendar now available. 
On the same telephone call ... with the same 
brochure ... you can order your supply of "Your 
Health' 89" fu II color wall calendars. The cost 
is exceptionally attractive. For less than one 
penny per day per calendar you can achieve 
positive impact and continuous exposure all 
year long. Your practice name, address and 
telephone number can be visible every day to 
key people in your practice, in the medical 
profession , in your community. 

Need another order form ? Need questions 
answered? Call today! 
The National Osteopathic Foundation 
142 East Ontario Street - Second Floor 
Chicago, Illinois 60611 
312-280-5851 1-800-621-1773-5851 

r-'t-
-<'0~ \ \ 0• 

..J.O Proceeds from the sale of cards and calendars help to support student loan and research programs. 
Your order is appreciated. 



Upjohn Introduces 
THE FIRST PRESCRIPTION MEDICATION 

PROVED EFFECTIVE 
FOR MALE PATTERN BALDNESS 

OF THE VERTEX 

!Upjohnl 



TOPICAL 
SOLUTION 

New ROGAINE Topical Solution 2% is the first prescription medication proved 
effective for male pattern baldness of the vertex. There was no evidence of 
effectiveness on frontal balding. Evidence of growth was demonstrated by 
objective hair counts and physician and patient evaluations of 1,431 patients in 
27 centers across the United States. This landmark study was divided into two 
phases: The first phase compared ROGAINE with placebo in a double-blind 
protocol for four months; the second phase, non-placebo-controlled, evaluated 
continuous b.i.d. application of ROGAINE for an additional eight months. 

PATIENTS' EVALUATIONS OF 
HAIR GROWTH OVER 12 MONTHS 
Patients evaluated their response to ROGAINE Topical Solution (minoxidil2%) 
or placebo each month for four months. They judged response to be no growth 
or minimal, moderate, or dense growth. 

Four-Month Phase 
PATIENT EVALUATION OF HAIR GROWTH AT FOUR MONTHS 
Rogaine (714} 

41% 

NO 
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ill -;: • ' 
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Non-Placebo-Controlled Continuation Phase 

MINIMAL 
GROWTH 

MODERATE DENSE 
GROWTH GROWTH 

In addition, after the placebo group was discontinued, continuous application 
of ROGAINE over an additional eight months was evaluated to determine 
growth. 

PATIENT EVALUATION OF HAIR GROWTH AT 12 MONTHS 
Rogaine (619} 

16% 

NO 
GROWTH 

,· ' .· .... ' . ,: , .. _ . ' 
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FOR THE FIRST TIME ... OBJECTIVE 
EVIDENCE OF HAIR GROWTH 
IN MALE PATTERN BALDNESS 
OF THE VERTEX 

INVESTIGATORS' EVALUATIONS OF 
HAIR GROWTH OVER 12 MONTHS 
Investigators evaluated patients on ROGAINE Topical Solution (minoxidil2%) 
or placebo each month for four months. Response was judged to be no growth, 
new vellus (baby) hair, or minimal, moderate, or dense growth. (Photographs 
on following pages represent evaluations of minimal, moderate, and dense 
growth.) In addition, after the placebo group was discontinued, continuous 
application of ROGAINE over an additional eight months was evaluated to 
determine if nonvellus growth could be sustained. 

Four-Month Phase 
At the end of four months, 34% of patients treated with ROGAINE were 
evaluated by the investigators as showing nonvellus growth, while 20% 
showed nonvellus growth with placebo, a highly significant difference 
(P<.OOOS). 

INVESTIGATOR EVALUATION OF HAIR GROWTH AT FOUR MONTHS 
~~·,;;;(714) 
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59% 

24% 

NEW 
VELLUS 

MINIMAL 
GROWTH 

MODERATE DENSE 
GROWTH GROWTH 

21% 16% 4% 
/ / ;C 0.1% 

L::,..=..::::::..::.::=.:::...::.:==--N-O--==:::::====N~E-W7---M-IN-IM-A-L7- MODERATE DENSE 

GROWTH VELLUS GROWTH GROWTH GROWTH 

Non-Placebo-Controlled Continuation Phase 
After 12 months, dense growth was observed in 8% of the 619 patients treated 
with ROGAINE, moderate growth in 31%, and minimal growth in 37%. Approxi-
mately one fourth of patients showed only vellus hair growth or no growth. 

INVESTIGATOR EVALUATION OF HAIR GROWTH AT 12 MONTHS 
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Please see next to last page for brief summary of prescribing information. 

TURN PAGE FOR PHOTOGRAPHIC EVALUATIONS OF HAIR GROWTH 



EXAMPLES OF 
MINIMAL, MODERATE, AND 
DENSE GROWTH AS 
EVALUATED BY INVESTIGATORS 



RO aine ~ s~inoxidill% 
TURN PAGE FOR HAIR COUNT EVALUATION 

Please see next to last page for brief summary of prescribing information. 



HAIR COUNTS CONFIRM HAIR 
GROWTH OVER 12 MONTHS 
Monthly Hair Count Evaluation 
Each month, nonvellus (normal) hairs were counted within a one-inch circle 
drawn on the vertex of the scalp of every patient, resulting in a mean nonvellus 
hair count. 
Four-Month Phase 
ROGAINE was shown to be significantly superior to placebo (P<.0005). Mean 
nonvellus hair count at the end of month 4 with ROGAINE was 192 versus 121 
at baseline-an increase of 59%. Mean nonvellus hair count with placebo was 
159 versus 120 at baseline-an increase of 33%. 
Non-Placebo-Controlled Continuation Phase 
Continuous application of ROGAINE for an additional eight months resulted 
in sustained growth of nonvellus hair. Mean hair count increased 58%, from 
192 at the four-month baseline to 304, confirming growth seen in the earlier 
phase of the study. 

Four-Month Phase-
Significant Growth With ROGAINE 

Non-Placebo-Controlled Continuation Phase-
Sustained Growth With ROGAINE 
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MONTH 

2 3 4 4 
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PATIENT CRITERIA FAVORING GROWTH 
One cannot predict the response to ROGAINE in any given patient, but certain 
criteria favoring growth were seen during the study. 

AGE 
Younger patients showed better growth with ROGAINE. 

DURATION OF BALDNESS 
Patients balding less tluzn ten years showed better growth with ROGAINE. 

DIAMETER OF BALDING AREA 
Patients with a balding area less tluzn 10 em (about 4 inches) showed better 
growth with ROGAINE. 

LONG-TERM TREATMENT 
NECESSARY FOR 
SUSTAINED GROWTH 

Daily b.i.d. applications of ROGAINE for four 
months or longer are usually necessary before evidence 
of growth is seen in most patients. When patients 
were followed for one year, luzir growth continued. 

Newly grown hair returns to the untreated state three to four months after 
cessation of therapy with ROGAINE. 

Please see next to last page for brief summary of prescribing information. 
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DATA FROM 5,891 PATIENTS 
SHOW A FAVORABLE SIDE-EFFECT 
PROFILE 

INCIDENCE OF ADVERSE REACTIONS IS LOW 
Dermatologic reactions were more common in the group treated with ROGAINE 
(5.27%) compared with placebo (3.44% ). Otherwise, no individual reaction or 
reactions grouped by body systems appeared to be increased in the minoxidil-
treated patients. 

MEDICAL EVENT PERCENT OCCURRENCE BY BODY SYSTEM IN 
THE PLACEBO CONTROL CLINICAL TRIALS INVOLVING MINOXIDIL 
TOPICAL SOLUTION-ALL PATIENTS ENROLLED 

MINOXIDIL SOLN PLACEBO 
N = 3510 (4-6 MONTHS) N = 2381 (4-6 MONTHS) 

BODY SYSTEM % 
occ. 

5.95 

5.27 

1.28 

% 
occ. 

6.51 

3.44 

1.18 

FEW PATIENTS DISCONTINUED THERAPY 
At four months, 1.3% of patients treated with ROGAINE discontinued 
therapy because of side effects, compared with 1% of patients on placebo. 
Mter 12 months, a total of 3.1% of the patients treated with ROGAINE 
discontinued therapy because of side effects. 

POTENTIAL ADVERSE EFFECTS 
Extensive use of topical minoxidil has not revealed evidence that enough 
minoxidil is absorbed to have systemic effects. Greater absorption because of 
misuse or individual variability or unusual sensitivity could lead, at least the-
oretically, to a systemic effect, and patients need to be aware of this. 

Experience with oral minoxidil when used for hypertension has shown the 
following major cardiovascular effects: 

- salt and water retention, generalized and local edema 
-pericardia! effusion, pericarditis, tamponade 
- tachycardia 
- increased frequency of angina or new onset of angina 



MINIMAL ABSORPTION RESULTS 
IN CONSISTENTLY LOW 
SERUM LEVELS OF MINOXIDIL 
The failure to detect evidence of systemic effects during treatment reflects the 
poor absorption of topical minoxidil. In a study of patients with hypertension, 
mean minoxidil concentrations after 1 mL b.i.d. of 2% topical minoxidil 
(1.7 ng/mL) were 1/20 the concentrations seen after daily oral doses of 2.5 mg 
(32.8 ng/mL) or 5 mg (59.2 ng/mL). 

Before starting a patient on ROGAINE, the physician should ascertain that the 
patient has a healthy, normal scalp. Local abrasion or dermatitis may increase 
absorption and hence increase the risk of side effects. Greater absorption 
because of misuse or individual variability or unusual sensitivity could lead, 
at least theoretically, to a systemic effect. 

PATIENTS WITH CARDIOVASCULAR DISEASE 
Patients with a history of underlying heart disease should be aware that ad-
verse effects in them might be especially serious. Patients should be alerted to 
the possibility of tachycardia and fluid retention and should watch for, and be 
monitored for, increased heart rate and weight gain or other systemic effects. 
No drug interactions have been reported with ROGAINE but, theoretically, 
orthostatic hypotension may occur in patients taking guanethidine. 

No Appreciable Phannacologic Response in Untreated Hypertensives 
A well-controlled multicenter study of patients with untreated hypertension was 
conducted to determine if ROGAINE had an effect on blood pressure or pulse 
rate or caused fluid accumulation. No appreciable pharmacologic response was 
seen after application of ROGAINE twice daily for four days. 

Please see next to last page for brief summary of prescribing information. 
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THE FIRST AND ONLY STANDARDIZED 
FORMULATION FOR HAIR GROWTH 
ROGAINE Topical Solution (minoxidil2%) is a cosmetically elegant, consistent 
formulation. ROGAINE is attractively packaged with a choice of applicators 
designed to suit individual needs (see below). Each 60-mL bottle of ROGAINE 
provides enough medication for one month's therapy. 

A STRICT REGIMEN: TWICE A DAY, EVERY DAY 
One milliliter of ROGAINE should be applied to the total affected areas of the 
scalp twice daily. Hair and scalp should be dry before application. 

CONTINUED USE NECESSARY 
Patients must follow the regimen for ROGAINE faithfully and understand that 
twice-daily application for four months or longer may be required before hair 
growth can be expected. The studies also showed that further growth continued 
from month 5 through month 12. There was no evidence of effectiveness on 
frontal balding. 

Continuous use is necessary to maintain growth. Newly grown hair 
returns to the untreated state three to four months after cessation of treatment. 

Each prescription of ROGAINE comes with three complimentary, disposable applicator tips to suit 
individual needs: The regular spray attachment applies solution lo large areas of the scalp; the 
extended spray attachment applies solution to small scalp areas or under hair; the rub-on 
applicator tip aids in spreading solution directly on the scalp. 



CONTRAINDICATIONS 
A history of hypersensitivity to minoxidil, propylene glycol or 
ethanol. 

WARNINGS 
1. Need for normal scalp 
Before starting treatment, make sure that the patient has a normal, 
healthy scalp. Local abrasion or dermatitis may increase absorp-
tion and hence the risk of side effects. 
2. Potential adverse effects 
Although extensive use of topical minoxidil has not revealed 
evidence that enough minoxidil is absorbed to have systemic 
effects, greater absorption due to misuse, individual variability or 
unusual sensitivity could , at least theoretically, produce a sys-
temic effect. 
Experience with oral minoxidil has shown the following major car-
diovascular effects (Review the package insert for LONITEN" 
Tablets for details): 
- salt and water retention , generalized and local edema 
- pericardia! effusion, pericarditis, tamponade 
- tachycardia 
- increased incidence of angina or new onset of angina 
Patients with underlying heart disease, including coronary artery 
disease and congestive heart failure, would be at particular ri sk of 
these potential effects . Additive effects could also emerge in pa-
tients being treated for hypertension. 

Potential patients should have a history and physical, should be 
advised of potential risks and a risk benefit decision should be 
made. Heart patients should realize that adverse effects may be 
especially serious . Alert patients to the possibility of tachycardia 
and fluid retention, and monitor for increased heart rate, weight 
gain or other systemic effects. 

PRECAUTIONS 
General Precautions 
Patients should be monitored one month after starting ROGAINE 
and at least every six months afterward. Discontinue ROGAINE if 
systemic effects occur. The alcohol base will burn and irritate the 
eye. If ROGAINE reaches sensitive surfaces (eg , eye, abraded 
skin and mucous membranes) bathe with copious cool water. 

Avoid inhaling the spray. 
Do not use in conjunction with other topical agents such as 

corticosteroids, retinoids and petrolatum or agents that enhance 
percutaneous absorption. ROGAINE is for topical use only. Each 
ml contains 20 mg minoxidil and accidental ingestion could cause 
adverse systemic effects. 

Decreased integrity of the epidermal barrier caused by inflam-
mation or disease of the skin, eg , excoriations, psoriasis or severe 
sunburn, may increase minoxidil absorption . 
Patient Information 
A patient information leaflet is included with each package and in 
the full product information. 
Drug Interactions 
No drug interactions are known. Theoretically, absorbed minoxidil 
may potentiate orthostatic hypotension in patients taking 
guanethidine. 
Carcinogenesis , Mutagenesis and Impairment of Fertility 
No carcinogenic ity was found with topical application . There is a 
suggestion that oral administration may be associated with an 
increased incidence of malignant lymphomas in female mice and 
hepatic nodules in male mice. In rats, there was a dose dependent 
reduction in conception rate . 
Pregnancy Category C. ROGAINE should not be used by preg-
nant women. 
Labor and Delivery: The effects are not known. 
Nursing Mothers: ROGAINE should not be administered. 
Pediatric Use: Safety and effectiveness have not been established 
under age 18. 

ADVERSE REACTIONS 
ROGAINE has been used by 3510 patients in placebo controlled 
trials. Except for dermatologic events, which were more com-
mon in the minoxidil group, no individual reaction or body 
system grouping seemed to be increased in the minoxidil 
treated group. 

TOPICAL 
SOLUTION 

Medical Event Percent Occurrence By Body System In The 
Placebo Control Clinical Trials Involving Mlnoxidil Topical Solution 

-All Patients Enrolled 

Mlnoxidll Soln Placebo 
N = 3510 N= 2381 

(4-6 months) (4·6 months) 
# % # o/o 

BODY SYSTEM PATS. DCC. PATS. DCC. 

RESPIRATORY 209 5.95 155 6.51 
{bronchitis, upper respiratory 
infection, sinusitis) 

DERMATOLOGICAL 185 5.27 82 3.44 
(irritant dermatitis, allergic 
contact dermatitis) 

GASTROINTESTINAL 120 3.42 117 4.91 
{diarrhea, nausea, vomiting) 

NEUROLOGY 90 2.56 71 2.98 
{headache, dizziness, 
faintness, lightheadedness) 

MUSCULOSKELETAL 76 2.17 43 1.81 
(fractures, back pain, tendinitis) 

CARDIOVASCULAR 45 1.28 28 1.18 
{edema, chest pain, blood 
pressure increases/decreases, 
palpitations, pulse rate 
increases/decreases) 

ALLERGY 36 1.03 15 0.63 
(non-specific allergic reactions. 
hives, allergic rhinitis, facial 
swelling, and sensitivity) 

SPECIAL SENSES 33 0.94 26 1.09 
(conjunctivitis, ear infections, 
vertigo) 

METABOLIC-NUTRITIONAL 21 0.60 19 0.80 
(edema, weight gain) 

URINARY TRACT 16 0.46 15 0.63 
(urinary tract infections 
renal calculi urethritis) 

GENITAL TRACT 16 0.46 10 0.42 
{prostatitis, epididymitis) 

PSYCHIATRIC 10 0.28 21 0.88 
(anxiety, depression, fatigue) 

HEMATOLOGY 8 0.23 6 0.25 
{lymphadenopathy, 
thrombocytopenia) 

ENDOCRINE 3 0.09 4 0.17 

Patients have been followed for up to 5 years and there has been 
no change in incidence or severity of reported reactions. 

Additional events reported in postmarketing clinical 
experience include: eczema, hypertrichosis , local erythema, 
pruritus, dry skin/scalp flaking, sexual dysfunction, visual 
disturbances including decreased visual acuity, exacerbation of 
hair loss, alopecia. 

DOSAGE AND ADMINISTRATION 
Hair and scalp should be dry before application. 1 ml should be 
applied to the total affected areas twice daily. Total daily dose 
should not exceed 2 mi. If the fingertips are used to facilitate drug 
application . wash the hands afterwards. 

HOW SUPPLIED 
60 ml bottle with multiple applicators NDC 0009-3367-05 
Caution: Federal law prohibits dispensing without a prescription. 

minoxidil2% 
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