
is often com.plicated 

With 
associated 
depressive symptoms. 
In double-blind. four-week clinical trials in 632 
patients with moderate to severe anxiety. therapy 
with XANAX was compared with placebo. 

XANAX was significantly more effective 
(P<.OOI) than placebo in relieving the anxiety. 
with over half of the patients showing marked to 
moderate improvement by the first evaluation 
period (one week). 

In addition. over 70% o f these patients 
experienced asso-
ciated moderate to 
severe depressed 
mood. XANAX was 
shown to be signifi-
cantly more effective 
(P<.OI4) than pla-
cebo in improving 
the associated 
depressed mood. 

With 
associated 

cardiovascular symptoms. 
Almost 60% of patients in the study had anxiety 
with associated cardiovascular symptoms even 
though card iovascular disease had been ruled out 
XANAX was shown to effectively relieve anxiety 
including the associated cardiovascular symptoms. 

XANAX. the first o f a unique class-the 
triazolobenzodiazepines. 
• Well tolerated-Side effects. if they occur. are 
generally observed at the beginning o f therapy 
and usually disappear with continued med ica-
tion. Drowsiness and light-headed ness were the 
most commonly reported adverse reactions. 
• Sustained efficacy-No reported increase in dosage 
during 16-week clinical stud y. once an appropriate 
dosage was achieved. Since long-term effective-
ness o f XANAX has not been established. it is 
recommended that it not be used for longer than 
16 weeks. 
• Simple dosaqe-0.2 5 to 0.5 ,mg ti.d. 

for the relief of complicated anxiety 



XANAX"' Tablets 
( alprazolam) G 

INDICATIONS AND USAGE 
Anxiety disorders, short-term relief of the symptoms of anxiety, and anxiety asso-
ciated with depression. Anxiety or tension associated with the stress of everyday 
life usually does not require an anxiolytic. Effectiveness for more than four months 
has not been established; periodically reassess the usefulness of the drug for the 
individual patient. 

CONTRAINDICATIONS 
Sensitivity to XANAX or other benzodiazepines, and in acute narrow angle glaucoma. 

WARNINGS 
Benzodiazepines can cause fetal harm in pregnant women, hence women who may 
become pregnant should be warned . Avoid during the first trimester. Withdrawal 
seizures have been reported upon rapid dose reduction or abrupt discontinuation, 
thus reduce dose gradually. (See Drug Abuse and Dependence and Dosage and 
Administration .) 

PRECAUTIONS 
General: If XANAX is combined with other psychotropics or anticonvulsants,consider 
drug potentiation . (See Drug Interactions). Use the usual precautions in patients 
with renal or hepatic impairment and regarding prescription size in depressed and 
suicidal patients. In elderly and debilitated patients, use the lowest possible dose. 
(See Dosage and Administration .) Hypomania and mania has been reported in 
depressed patients. 

information for Patients: Alert patients about: (a) consumption of alcohol and drugs, 
(b) possible fetal abnormalities, (c) operating machinery or driving, (d) not increas-
ing dose of the drug due to risk of dependence, (e) not stopping the drug abruptly. 
LAboratory Tests : Not ordinarily required in otherwise healthy patients. Drug Inter-
actions: Additive CNS depressant effects with other psychotropics, anticonvulsants, 
antihistamines, ethanol and other CNS depressants. Plasma levels of imipramine 
and desipramine are increased. Pharmacokinetic interactions with other drugs have 
been reported . Cimetidine can delay clearance of benzodiazepines. Drug/LAboratory 
Test interactions: No consistent pattern for a drug or test. Carcinogenesis , Mutagenesis, 
Impairment of Fertility : No carcinogenic potential or impairment of fertility in rats. 
Pregnancy: See Warnings. Nonteratogenic Effects: The child born of a mother on 
benzodiazepines may be at some risk for withdrawal symptoms, neonatal flaccidity 
and respiratory problems. LAbor and Delivery: No established use. Nursing Mothers : 
Benzodiazepines are excreted in human milk. Women on XANAX should not nurse. 
Pediatric Use: Safety and effectiveness in children below the age of 18 have not 
been established. 

ADVERSE REACTIONS 
Side effects are generally observed at the beginning of therapy and usually disap-
pear with continued medication. ln the usual patient, the most frequent side effects 
are likely to be an extension of the pharmacologic activity of XANAX, e.g., drowsiness 
or lightheadedness. 

Central nervous system: Drowsiness, lightheadedness, depression, headache, confu-
sion, insomnia, nervousness, syncope, dizziness, akathisia, and tiredness/sleepiness. 
Gastrointestinal: Dry mouth, constipation, diarrhea, nausea/vomiting, and increased 
salivation . Cardiovascular: Tachycardia/palpitations, and hypotension. Sensory: 
Blurred vision. Musculoskeletal : Rigidity and tremor. Cutaneous : Dermatitis/allergy. 
Other side effects: Nasal congestion, weight gain, and weight loss. 

Withdrawal seizures with rapid decrease or abrupt discontinuation. (See Warnings.) 

The following adverse events have been reported with benzodiazepines: dystonia, 
irritability, concentration difficulties, anorexia, transient amnesia or memory impair-
ment, loss of coordination, fatigue, seizures, sedation, slurred speech, jaundice, mus-
culoskeletal weakness, pruritus, diplopia, dysarthria, changes in libido, menstrual 
irregularities, incontinence, and urinary retention . 

Paradoxical reactions such as stimulation, agitation , rage, increased muscle spasticity, 
sleep disturbances, and hallucinations may occur. Should these occur, discontinue 
the drug. 

During prolonged treatment, periodic blood counts, urinalysis, and blood chemistry 
analysis are advisable. Minor EEG changes, of unknown significance, have been 
observed. 

Liver enzyme elevations, gynecomastia and galactorrhea have been reported but 
no causal relationship was established. 

DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: Withdrawal symptoms including seizures 
have occurred following abrupt discontinuance or rapid dose reduction of benzo-
diazepines. (See Warnings). Dosage should be gradually tapered under close 
supervision. Patients with a history of seizures or epilepsy should not be abruptly 
withdrawn from XANAX. Addiction-prone individuals should be under careful sur-
veillance . Controlled Substance Class: XANAX is a controlled substance and has 
been assigned to schedule IV. 

OVERDOSAGE 
Manifestations include somnolence, confusion, impaired coordination, diminished 
reflexes and coma. No delayed reactions have been reported. 

DOSAGE AND ADMINISTRATION 
Dosage should be individualized. 

The usual starting dose is 0.25 to 0.5 mg, t.i .d . Maximum total daily dose is 4 mg. In 
the elderly or debilitated, the usual starting dose is 0.25 mg, two or three times daily. 
Reduce dosage gradually when terminating therapy, by no more than 0.5 mg every 
three days. 

HOW SUPPLIED 
XANAX Tablets are available as 0.25 mg, 0.5 mg, and I mg tablets. 

CAUTION: 
FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION . 

l.!J'utl:Htj!THE UPJOHN COMPANY 
Kalamazoo. Michigan 49001. USA 
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It's true, our Consumer Information 
Catalog is filled with booklets that can 
answer the questions American 
consumers ask most 

To satisfy every appetite, the Consumer 
Information Center puts together this 
helpful Catalog quarterly containing 
more than 200 federal publications you 
can order It's free, and so are almost halJ 
of the booklets it lists_ Subjects like 
nutrition, money management, health 
and federal benefits help you make the 
right choices and decisions. 

So get a slice of American opportunity 
Write today for your free Catalog: 

--~- Consumer Information Cent< 
Department AP 
Pueblo, Colorado 81009 
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AXIO® 
nizatidine capsules 

Brief Summary. Con sult the package insert tor prescribing Information. 

Indications and~U sage : Axid is indicated for up to e1ght weeks lor the treatment 
of active duodenal ulcer In most patients. the ulcer Will heal Wlthm lour weeks 

Axid is lnd1cated for mamtenance therapy lor duodenal ulcer p~uents . at 
a reduced dosage of 150 mg h.s. alter healmg of an act1ve duodenal ulcer. 
The consequences of contmuous therapy with Ax1d lor longer than one year 
are not known. 

Contra ind icat ion : Axid is contraindicated in patients with known hypersens•t•v•ty 
to the drug and should be used w1th caution m patients w1th hypersensitivity to 
other H2·receptor antagomsts. 
Precau tions: General-1. Symptomatic response to nizalld1ne therapy does not 
preclude the presence of gastric malignancy. 
• 2. Because nizatidine IS excreted pnmanly by the kidney, dosage should be 
reduced in patients w1th moderate to severe renal insuffic1enoy. 

3. Pharmacokinetic studies in patients with hepatorenal syndrome have not 
been done. Part of the dose of nizatidme is metabolized in the liver In patients 
with normal renallunction and uncomplicated hepatic dyslunclion. the 
disposition of nizalidine is similar to that in normal subjects. 

Laboratory Tests- False-positive tests lor urobilinogen with Muttisllx'" may 
occur during therapywithnizatidine. 

Drug Interactions-No interactions have been observed between Ax1d and 
theophylline. chlordiazepoxide, torazepam. lidocaine. phenytoin, and warfann. 
Axid does not inhibit the cytochrome P-450-finked drug-metabollzmg enzyme 
system: therefore. drug interaCtiOns med1ated by mhibi11on of hepat•c 
metabolism are not expected to occur. In patients g1ven very h1gh doses (3,900 
mg) of aspmn da1ly, mcreases m serum salicylate levels were seen when 
mzalld1ne. 150 mg b.1.d., was administered concurrently 

Carcmogenes1s. MutagenesiS. Impairment of Ferllfrty-A two-year oral 
carcmogenic1ty study m rats w1th doses as h1gh as 500 mglkg/day (about 80 
t1mes the recommended daily therapeutic dose) showed no evidence of a 
carcinogenic effect There was a dose related increase in the density of 
enterochromattin-like (ECl) cells in the gastric oxynt1c mucosa In a two-year 
study in m1ce. there was no evidence of a carcinogenic effect m male mice; 
although hyperplastic nodules of the liver were increased m the h1gh dose males 
compared to placebo. Female mice given the high dose of Axid (2.000 mglkg/day, 
about 330 t1mes the human dose) showed marginally stat1s11cal1y Significant 
mcreases 1n hepatic carcinoma and hepatic nodular hyperplasia w1th no 
numencal increase seen in any of the other dose groups. The rate of hepatic 
carcinoma in the high dose animals was within the histoucat control limits seen 
for the stram of mice used The female mice were given a dose larger than the 
maximum tolerated dose. as ind•cated by excessive (30%) weight dwement 

compared to concurrent controls, and evidence of mild liver InJUry (transaminase 
elevations). The occurrence of a marginal finding at high dose only in animals 
given an excessive. and somewhat hepatotoxic dose, w1th no evidence of a 
carcinogenic effect in rats. mate mice. and female mice (given up to 360 mglkg/ 
day, about GO times the human dose) , and a negat1ve mutagemcity ballery IS not 
Considered evidence of a carcinogemc potential for Nud. 
- Axid was not mutagenic in a bat1ery of tests performed to evaluate 1ts potential 

genetic toxic1ty, including bacterial mutatiOn tests. unscheduled DNA synthesis. 
sister chromatid exchange ~ an~ the mouse lymphoma aSsay 

In a two-generation, pennata! and postnatal. fertility study 111 rats. doses of 
mzatldine up to 650 mglkg/day produced no adverse effects on the reproductive 
performance of parental animals or their progeny. 

Pregnancy-Teratogenic Effects-Pregnancy Gategory C-Oral reproduction 
studies in rats at doses up to 300 limes the human dose. and in Dutch Belted 
rabbits at doses up to 55 times the human •dose. revealed no ev1dence of impaired 
fertility or teratogenic effect but. at a dose eQuivalent to 300 times the human 
dose. treated rabbits had abortions. decreased number oll1ve fetuses. and 
depressed fetal we1ghts. On intravenous administration to pregnant New Zealand 
White rabbits. nizatidme at 20 mglkg produced cardiac enlargement, coarctation 
of the aortic arch, and cutaneous edema in one fetus and at 50 mglkg It produced 
ventricular anomaly, distended abdomen. spina bilida. hydrocephaly, and 
enlarged heart in one fetus. There are. however. no adeQuate and well-controlled 
stud1es in pregnant women U is also not known whether nizatid1ne can cause 
fetal harm when adminislered to a pregnant woman or can affect reproduction 
capacity. Nizatidine should be used during pregnancy only if the potential benefit 
justifies the potential risktothefetus. 

Nursmg Mothers-Nizalldine IS secreted and concentrated m the milk of 
lactating rats . Pups reared by treated lactating rats had depressed growth rates. 
Although no stud1es have been conducted m lactating women. nizatidine •s 
assumed to be secreted in human m1tk. and caution should be exerCISed when 
mzalldme is adm1nistered to nursmg mothers. 

Ped1atoc Use-Safety and effectiveness in children have not been established 
Use m Elderly Patients-Ulcer healing rates in elderly patients are similar to 

those in younger age groups The mcidence rates of adverse events and 
laboratory test abnormalities are also similar to those seen in other age groups. 
Age alone may not be an important factor in the disposition of nizatidme. Elderly 
patients may have reduced renal function. 
Adverse Reacti ons: Clinical trials of nizatidine included almost5.000 pat1ents 
g1ven nizatidine in studies of varying durations. Domestic placebo-controlled 
trials included over t,900 patients given nizatidine and over 1,300 given placebo. 
Among the more common adverse events in the domestic placebo-controlled 
trials , sweating (1% vs 0.2%). urticana (0 .5% vs <0.01%), and somnolence 
(2 4% vs 1 3%) were significantly more common in the nizatidine group. A 
variety of less common events was also reporled , it was not possible to 

Ax1d" (mzatid1ne, lilly) 

determine whether these were caused by nizatidine. 
Hepatic-Hepatocellular Injury, ev1denced by elevated liVer enzyme tests 

(SGOT (AST] . SGPT (All) . or alkaline phosphatase), occurred in some patients 
possibly or probab{y related to nizatidine. In some cases. there was marked 
elevation of SGOT. SGPT enzymes (greater than 500 lUll) , and in a single 
instance. SGPT was greater than 2.000 lUl l. The overall rate of occurrences of 
elevated liver enzymes and elevations to three times the upper limit of normal. 
however. did not significantly differ from the rate of liver enzyme abnormalities in 
placebo-treated patients. All abnormalities were reversible after discontinuation 
ofAxid. 

Cardrovascular-ln clinical pharmacology studies. short episodes of 
asymptomatiC ventncular tachycardia oCcurred in two individuals administered 
Axldandinthreeuntreatedsubjects. · 

Endoe'rme-Ciinicat pharmacology studies and controlled clinical trials 
showed rl'o'~vldence of antiandrogenlc activity due to Axid. Impotence and 
decreased libido were reported with equal. frequency by patients who received 
Axid a}ld by those given placebo. Rare reports of gynecomastia occurred. 

Hematologic-Fatal thrombocytopenia was reported in a patient who was 
treated with Axid and another H2-receptor antagonist. On previous occasions. 
this patient had experienced thrombocytopenia while.taking other drugs. 

lnlegumentai-Sweatlng and urticaria were_reported significantly more 
freQuently 1n nlzatid1ne than 1n placebo patients. Rash and exfoliative dermatitis 
were also reported. · · 

Other-Hyperuricemia unasso.ciated with gout or nephrolithiasiS was 
reported. 
Ove rdo s'~e·: There IS little clinical experience with overdosage of Axid in 
humans. II overdosage occurs. use of activated charcoal. emesfs . or lavage 
should be considered along with ctmlcal monitonng and supportive therapy 
Renal d1alys1s tor lour to six hours increased plasma clearance by approximately 
84%. 
_ Test animals that received large doses of nizatidine have exhibited choUnergic-
type elfects. mctuding lacrimation, salivation, emesis, miosis, and diarrhea 
Single oral doses ot 800 mg/kg in dogs and of 1,200' mg/kg in monkeys were not 
lethal. Intravenous l0~0 values in'tne rat and mouse were 301 mglkg and 232 
mglkg respectively • PV 2091 AMP {041288] 

Axjd.,(nizati~ine . litly) 

Eli'Lilly and Company 
Indianapolis; lndia·na 
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ORIGINAL CONTRIBUTION 

1209 Effects of an exercise and stress management program on cardiac patients' psychosocial and 
vocational status: Preliminary study . · 
MICHAEL T.C. LIANG, PHD, MARIO D. GARCIA, MD, and LORING MCALLISTER, PHD, 

Ci:Jicago, Illinois · 

This paper documents the benefits of a combined ca rdiac s tress managemen t and exercise 

program on 80 patients with myocardial infarction or bypass surgery. The program described did 

enhance a favorable therapeutic outcome. 

BRIEF REPORTS 

1219 Combined transurethral electroresection and neodymium:YAG laser therapy for obstructing 

~~~ -
LAURENCE H. BELKOFF, DO, MSC. LEONARD H. FINKELSTEIN, DO, MSC. FACOS, 

Philadelphia, Pennsylvania 
The use of the neodymium:YAG laser in conjunction with traditional transurethral resection of 

the prostate for obstructing prostati sm had some significant benefits. It resu lted in reduction in 

the du ration of continuous bladder irrigation, the indwelling ca theter time, and the postoperative 

hospital stay. 

1223 Unilateral interfacetal dislocation in the lower cervical spine 
DAVID E. GIDEON, DO, Waterville, Maine, JAMES C. MULKEY, DO, Chesterfield, Missouri 

Unilateral interface tal dislocation of the lower cervica l spine presents a diagnos tic challenge. 

Symptoms may be so slight that medical attention is not sought. In one se ries, a third .of the 

patients presented with complete quadriplegia . The diagnosis, treatment, and prognosis are 

discussed . -

CASE REPORTS 

1231 Facial malignant melanoma in a 3-year-old child 
RAFAEL TARNOPOLSKY, MD, LEE ABRAMSOHN, DO, KYUNG W. MIN, MD, Des Moines, 

Iowa 
This case report documents a very rare tumo~. Diagnosis, treatment, and prognosis of childhood 

malignant melanoma also are discussed . 

1239 Small-bowel obstruction by adhesions secondary .to caval perforation by Greenfield vena cava 

filter 
TIMOTHY M. BURANDT, DO, Cheboyga n, Michigan, ROBERT W. JARSKl, PHD, Rochester, 

Michigan 
This article discusses possible causes of cava l perforation on a Greenfield vena cava filte r that had 

been inserted tbree years earlie r. ~autions about placing the filte r are included. 

continued on page 1169 
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vasodilation beta blockade 

NORMODYNE y y 
Beta Blockers y 
ACE Inhibitors y 
Calcium Channel y 
Blockers 

Favorable adverse effects profile 
and a high degree of safety 

o Low incidence of impotence, fatigue, 
or cold extremitiest 

o Lipid and potassium levels are not 
adversely affected 

o Minimizes risk of reflex tachycardia 

o Maintains cardiac output 

o Maintains exercise capacity 

o Does not adversely affect heart rate 

o Maintains blood flow to vital organs 

o Renal function is unimpaired 

NORMODYNE® 
Clabetalol HCD Tablets 
vasodilates and protects the heart* 

*reduces double product (HR x SBP) and mini-
mizes the risk of reflex tachycardia 

t Mostadverse effects are mild, transient, and 
occur early in the course oftreatment. In control-
led clinical trials of three to four months' duration, 

the most common side effects noted in treating 
mild to moderate hypertension with NORMODYNE 
(labetalol HCI) Tablets include dizziness (11%), 
nausea (6%), and fatigue (5%). Dyspepsia (3%), 
nasal stuffiness (3%) , impotence (1%), and drows-

For Brief Summary, please see following page. 

iness (< 1%) occurred to a lesser degree. Overall, 
reports of symptomatic postural hypotension 
have been uncommon and have included rare 
instances of syncope. For complete side effects 
profile, see Prescribing Information. 

11:11 Key Pharmaceuticals, Inc. 
11-.11.. Kenilworth , NJ 07033 
World leader in drug delivery systems. 
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NORMODYNE® 
bl'lnd of lobelalol hydrochloride 

Tablets 
BRIEF SUMMARY 

INDICATIONS AND USAGE 

PRODUCT 
INFORMATION 

NORMODYNE (labetalol HCI) Tablets are indicated in the man· 
agement of hypertension. NORMODYNE Tablets may be~ alone or 
in combination with other antihypertensive agents, espttially thiazide 
and loop diuretics. 

CONTRA INDICATIONS 
NORMODYNE (laberalol HCI) Tablets are canna indicated in bran· 

chial asthma, oven cardiac failure, greater than first degr~ heart block, 
cardiogenic shock, and ~vere bradycardia (~e WARNINGS ). 

WARNINGS 
Cardiac Failure Sympathetic stimuladon is a vita l component sup· 

porting circu latory fi.mcdon in congestive heart failure . Beta blockade 
carries a·potential hazard of further depressing myocardial contractility 
and preCipitating more severe fai lure. Although beta-blockers should be 
avoided in overt congestive heart failure, if necessary, labetalol HCl can 
~used with caution in patients with a hiuory of heart failure who are 

;:l;~~~:~i~i~~,~t~cte~~~~~t ~C1 ~ =;ool!;h the 

ino~~~~oW~~~~~~h:iC:J:1F;ulure In patienu with latent 
cardiac insufficiency, continued depression of the myocardium with 
~ta-blocking agents over a period of time can, in some cases, lead to 
cardiac fai lure. At the first st or symptom of impending cardiac fail · 

d:·::;tie~;: ~~~: c~ly. if}~!~~:fa~~~e~;~~i~~~~~::t:~; :d~-
~ate dl:italization and diuretic, NORMODYNE (labetalol Hen 
eE~=J~~/~~~H~~~~i~~)Abrupr Wiclvlraud 

~~~.iHo':!~~:sht;:~~t~~i~~~~e~fola~~~: 1h!sH~!~i:~~~d~~ 
patients withdrawn from ~ta-blocker therapy; exacerbation of angina. 
and, in some c~s. myocardia l infarction have occurred after abrupt dts· 
continuation of such therapy. When discontinuing chronically adminis· 

~.:;~i~~;?£~a!.(~ht:~1 ~~2~fd~~%d~~l~~ :d~~ ~~~~ a 
period of one tO two weeks and t~e patient shou ld be carefu lly moni· 

:~Ng~~OYN~(1!bew~rC:i'HCI)a~:J::i~fsrt:~~ni~h~dt~cy devel· 
reinstituted prompdy, at least temporarily, and other measures appropri-
ate for the man~ement of unstable angina shou ld be taken. Patients 

~d:~~~aph;si:i~~~:di~i~e~~~~rc~=~~~~~;~d:!e~~~m­
NQnRM~'[)~~ o~~~~iH~Ii\h:~~ ~~~cl~ ~~~~~~~~~~~ue 
treated only for hypertension. 

NonaUergic Bronchospasm (e.g., chronic bronchitis and emphy-

:C':!:b!~~bj~~r!:NQ~b~Yrt~~ ~~~ ~~rr;:~~~.0how-
ever, in patients who do not respond to, or cannot tolerate, other 
amihypenensive agents. It is prudent, ifNORMODYNE is used, to use 
the smallest effective dose, so that inhibition of endogenous or exoge· 
nous beta·agonists is minimized. 

PheoehromocylOmll Labetalol HCI has been shown tO be effective in 

loh=~o~~b;~i.rHo~::e~~ ;:~dv~~rC:Jh:;;:~~~~~~n~~hhave ~en reponed in a few patien ts with this tumor; therefore, use caution 
when administering labetalol HCI to patiena with pheochromocytoma. 

Diabtte.s Mellitu.s and Hypogf)ctmia Beta-adrenergic blockade may 
prevent the appearance of premonitory signs and .symptoms (e . ~., ta.chy-

~~~~~ ~~:~~~~~:~a;~!~s~~~~~ ~fro's~ji~t i~i:es;,~: to 
hyperglycemia ; it may therefore be necessary to adjust the dose of anti· 
diabetic drugs. 

Major Surgery The necessity or desirability of withdrawing beta· 
blocking therapy prior to major surgery is controversial. Protracted 

l!:~rha7~:~s;~;,~~ d~~hu~i~~l:k:~~th: ~ff~:a~fl:~~a~~jn 
HC I's alpha-adrenergic activity has not been eva luated in this setting. 

A synergism between labetalol HC I and halothane anesthesia has 
been shown (see Drug Interactions). 

PRECAUTIONS 

Tab~~h:~~~H!~:u~~~ ~~i~~u0~~;~~~=a~~~~~l) 
function since metabolism of the drug may be diminished. 

Jaundice or Hepatic D,sfuncrit;m On rare occasiom, labeta lol HCl 

~~:r~~ =~::~nd~t~~;~~~~~~:~ !i~hi~be~~tof~o~j~t~~~·~ 
immediately should a patient develop jaundice or laboratory evidence of 
liver injury. &th !lave been sh<?w.n to be reversible on stopping therapy. 
Information for Patients 

pati~t;::~!l t~~~!dw~~h~:~~!t~~ifst:~~~~tTh1sv:~fo~~tion 
is intended to aid in the safe and effective use of this medication. It IS 
not a disclosure of all possible adverse or intended effects. While no 

~nci~e:'t oft~~~}t~pbe~~~~;,~~:frhJ~ben~~fHCtJ:ii~~ ~~h 
N{!)RMO'DYNE Tablets should not~ interrupted or discontinued with· 

Tab1~~~h!il~t"~~~~~· :h;~fc~~nt:ti~~:r~~~f~~~~~~c?~~E 
failu re. Also, transient scalp ringling may occ:ur, usua ll y wten treat-
ment with NORMODYNE Tablets is initiated (see ADVERSE 
REACTIONS). 
Laboratory Tests 

fu with any new drug given over prolonged periods, laboratory 
parameters should~ observed over regular imervals. In patients with 
concomitant illnesses, such as impaired renal function, appropriate tests 
should~ done tO monitor the~ conditions. 
Drug Interactions 

In one survey, Z.J% of patients taking labetalol HC I in combination 
with tricyclic antidepressants ex~rienced tremor as compared to 0. 7% 
repon·ed to occur with la~talol HC I alone. The contribution of each of 
the treatments to this adverse reaction is unknown but the possibility of 
a drug imeraction cannot be excluded. 

Drugs jX)SSt:SSing hera-blocking properties can blum the bronchodtla-
tor effect of beta-receptor agonist drugs in patients with bronchospasm; 

~~~i~~rb~~J~~~~: J:; ~=Yn~":'~u~~~.asthmatic dOst of beta· 
Ci metidine has been shown tO increase the bioavadability of labeta· 

lol HCI. Since this could be explained either by enhanced absorption or 

~~J~~~~~~blf~hi~~h';>~ ~~~teed~~lr ~~s~;~r~~~n-
ttOI in such patients. 

Synergism has been shown between halothane anesthesia and 
intravenously administered labeta lol HCI. During controlled hypoten-
sive anesthesia using labetalol HCI in :moc: iation with halOthane, high 
concentrations (3% or above) of halothane should nor be used because 
the degree of hypotension will be increased and because of the possibility 
of a large reduction in cardiac output and an incre~ in cenr~l ve~ous 
pressure. The anesthesiologist should ~ informed when a pattent ts 
receiving la~ralol HCI. 

.· 

La~talol HC I blunts the reflex tachycardia produc~ by nitroglyc· 
erin without preventing its hypotensiveeffect.· fflabetalol HCI is used 
with nitroglycerin in patients with angina pectoris-, additional antihy· 
penensive effects may occur. 

Oru~~;~r: J~~;:.:~~i~~~f labeta lol in the urine may resuh in 
fa lsely increased levels of urinary catecholamines when measured by a 
nonspecific trihydroxyindole (THI) reaction. In screening patients sus-
fi(ted of having a pheochromocytoma and being treated with labetalol 

ph~l::~h~~:S":h:l~c~ru~ht~d~~;:i~~el~~~~~dof~~~hlra · 
amines or their metabolites. 

Ca'l!~~;:~!fd:fn;~:~di~:~hi:~~fJH~;tTor I8 month~ in 
mice and fo r 2 b!ars in rats showed no evidence of carcinogenesis. 

~ti~~:~~i~~~i:l~i~r~·,:~~:r!o~~~~~~:\~a~:lil~nAram~~~t5, 
showed no evidence of mutagenesis. 

P'1:,~~:;.~~~e~ have been perfonned with labetalol in rats and 

=~~U.:~~~ =a~d:!~~R~Q)t,e~~6 a~t~lt~~No ~e =~~bl:evi· 
dence of fetal malformations was observer.Jncreased fetaf reso_rptions 
were seen in both species at doses approximating the MRHD. There are 
no adequate and well-controlled studi~ in pregna~t women. ~~talol 
should be used during pregnancy only 1f the potenttal benefit JUSttfies the 
potential risk to the ferus. 
Nont~ntogenic Effecu · 

Infants of mothers who were treated with labetalol HC I for hyper· 
tension during pregnancy did nm arcpear to be adversely affected by the 

~~~:a~~~;~~~~/ ~at~~tt~!~~ ili~ ~u~"f>1~~:::J~~~~rease 
in neonatal survival. 
Labor and Delivery 
• ' Labetalol HCI given to pregnant women with hypenension did not 
appear to affect the usual course of labor and delivery. 

NuS~a,l~~~~:s of labetalol (approximately 0.004% of the maternal 
dose) are excreted in human mi lk . Caution should be exercised when 
NORMODYNE Tablets are administered to a nursing woman . 
Pediatric Use 

Safety and effectiveness in children have not h«n established. 

ADVERSE REACTIONS 
Most adverse effects are mild, transient and occur early in the course 

of treatment . In controlled clinica l trials of 3 tO 4 months duration, dis· 
continuation ofNORMODYNE (labetalol HCI) Tablets due toone or 
more adverse effects was required in 7% of all patients. In these same 
trials, beta-blocker control agents led to discontinuation in 8 to IO% of 
patients, and a centrally acting alpha-agonist in 30% of patients. 

The incidence rates of adverse reactions listed in the following table 
were derived from multicenter controlled clinical trials, comparing labe-
talol HCI, placebo, metoprolol and propranolol, over treatment periods 
of3 and 4 months. Where the frequency of adverse effects for labetalol 

~~~~~cad~e;!:ir~!~~~~~~~~~~:~ns~&~b~nd~~~!~ia~eb;~h: 
investigator. If all reports are comidered, t~e rates are somewhat higher 
(e.g., dininess 20%, nausea I4%, fatigue II %), but the overall conclu· 
sions are unchanged. 

Body as a whole 
fatigue 
asthenia 
headache 

Gastroin testinal 

J..bctaloi HCI 
(N=221) 

% 

nausea 6 
domiting <1 

a~~~al pain 0 
diarrhea < 1 
taste distortion I 

Central and Peripheral Nrrvous Systems 
dizzi ness II 
paresthesias < I 
drowsiness <I 

Autonomic Nervous System 
nasal stuffiness 3 
ejaculation failu re 2 
impotence I 
increased sweating < I 

Cardiovascular 
odema 
l:~~~rr'tension 

Respiratory 
dyspnea 

Skin 
rash 

Special Senses 
vision abnormality 
vertigo 

I 
0 
I 
0 
0 
0 

0 
0 
0 
0 

12 
I 
I 

12 
0 
2 

0 
0 

12 

The adverse effects were reported spontaneously and are represen· 
tative of the incidence of adverse effecrs that may~ observed in a 
properlY selected hypertensive patient population, i.e., a group exclud-
ing potients with bronch<»pa.nic di~ase, overt congestive heart (ailurc, 

or 
0~f~i~~~:~bd~l:~~~f~e'd:~::~~fl~~:a:;ly doses u to 

2400 mg in more severely hypertensive patients. Certain of tbe side 
effects increased with increasing dose as shown in the table below which 
depicts the entire U.S. therapeutic trials data base for adverse reactions 
that are clearly or possibly dose related. 

Labetaloi HCI 
Daily Dose (mg) 200 300 400 600 
Number of 

Patients 522 181 606 608 
Dininess(%) 2 3 3 3 
Fatigue 2 I 4 4 
Nausea < I 0 I 2 
Vomiting 0 0 <I < I 

~::h~~as I 0 2 I 
2 0 2 2 

Nasal Stuffiness I I 2 2 
Ejaculation Failure 0 2 I 2 
Impotence I I I I 
Edema I 0 I I 
LabetaloiHCI 
Daily Dose (mg) 800 900 1200 1600 2400 
Number of 

Patients 503 117 411 242 175 
Dininess(%} 5 I 9 13 16 
Fatigue 5 3 7 6 10 
Nausea 4 0 '7 II 19 
Vomiting <I 0 I 2 3 
Dyspepsia I 0 2 2 4 

Labetalol HCI 
Da;Jy Dose ( mg) 
(cont.) 800 900 1200 1600 2400 
Paresthesias I 2 5 
Nasal Stuffiness 2 4 5 
Ejaculation Failure 0 4 3 
Impotence 4 3 4 
Edema 0 I 2 

In addition, a number of other less common adverse events have 
~en reponed in clinical tnals or the literature: 

5 
6 
5 
3 
2 

Car~ Postural hypotension, including rarely, syncope. 
c~,uraJ and Ptripheral Ntf1J()Ul s.,stnns Paresthesias, mos.t frequencl.y 

described as scalp tingling. In most cases, it was mi ld , transient and 
usually occurred at the beginning of treatment. 

Colla(en Disorders Systemic lupus erythematosus; positive ant inu· 
clear factor (ANF) . 

Eyes~yes. 
lmmu . S.,stmt Ami mitochondrial antibodies. 
Uuer and iliary S)St.em Cholestasis with or withour jaundice. 
Mwculo-Skelttal s.,st.em Muscle cramps; toxic myopathy. 
Respirator') S,nem Bronchospasm. 
Skin and Appendages Rashes of various typeS, such as generalized 

maculo-papular; lichenoid; urticarial ; bu llous lichen planus; p$0riaform; 
facia l erythema; Peyronie's disease; reversible alopecia. 

Urinary Systnn Difficulty in micrurilion , including acute urinary 
bladder retention. 

mo~~~edi~e~~u~1e~rn:~r:f~i":Pi;r~~f~~;f~~~~:ts was 
conducted for further safery and e~cacy eva luation of this product. 
Results of this survey indicate that the rype, severity, and incidence of 
adverse effe<:ts were comparable to those cited above. 
Potential Adverse Effects 

In addition, other adverse effects not listed above have ~en 

repo~~i~= ~=dR:~~~:b~~~~:~~l ~~~~~ion progressing to 
catatonia; an acute reversible syndrome character~zed br: d!S?rien~ation 

~~~~~ ~n~~~a~;, s:~dd~~a:d';Joi:S~n~~~~o~:~~~!~~~~=~~~~. 
Cardio«:ucular Intensification of AV block. See 

CONTRA INDICATIONS. 
Alkrgic Fever combined with aching and sore throat; laryngospasm; 

rcspiratoryd1stress. 
Hematologic Agranulocytosis; thrombocytopenic or nonthrom· 

bocyropenic purpura. 
Gasrroimesrinal Mesenteric artery thrombosis; ischemic colitis. 
The oculomucocutaneous syndrome associated with the beta-blocker 

practolol has not been reported with labetalol HC I. 
Clinicallabontory tests: There have been reversible increases of 

serum transaminases in 4% of patients treated with labetalol HCI and 
tested, and more rarely, reversible increases in blood urea . 

OVERDOSAGE 
Overdosage with NORMODYNE (labetalol HCI) Tablets causes 

excessive hypotension which is posture sensitive, and sometimes, exces· 
sive bradycardia. Patients should be laid supine and their lefo raised if 

~~~im~:u:Psh:~~n~b~~~~!'S1i} ~~~:s.!'~iE~~~!>~~in!r::_ 
administer atropine (3.0 mg). If there is no response to vagal bfockade, 
administer isoproterenol cautiow.ly. Cardiac failure - admi nister a digi· 

:~i·s·g~~~:ii%;h~~e~iTh~~~· i~~f:::!:~;~~~~~~~~~;~a';r~~~~ne­
~t7~~ia:~ ~e~tea~dfo~~ ~~oiceh~lf:::S::t~:.dminister a beta2· 

Gastric lavage or phanna:fogically induced emesis (using syrup of 
ipecac) is useful fo r removal of the drug shon ly after ingestion. Labeta lol 
HCI can be removed from the general circulation by hemcxlia lysis. 

The oral LDso value of labetalo l HC I in them~ is approximately 
600 mg/kg and in the rat is greater than 2 gmfkg. The intravenous LDso 
in these species is 50 to 60 mgfkg. 

DOSAGE AND ADMINISTRATION 
DOSAGE MUST BE INDIVIDUALIZED. The "'commendod i!!i: 

rial dost. is IOO mg twice daily whether used alone or added to a diuretic 
rij'imen. After 2 orJdays, using standi ng blood pressure as an indicator, 
dosage may br titrated in increments of 100 mg bid every Z or 3 days. 
The usual~ dosa·ge of labetalol HC I is between 200 and 
400 S~~c~ fuj~ ~~tih nensive effect of labeta lol HC I is usua lly seen 
within the first one to t~e hours of the initial dose or dose increment , 

~i~~~~~~:~b~:h:d~n°~h; ~ffi~~~~tt~g~~~~~W\~:e;:v~aeff:ts 
of continued dosing can be measured at subsequent visits, approximately 
lZ houl'$ after a dose, to detennine whether further ritration is necessary. 

Patients with severe hypertension may require from 1200 mg to 
2400 mg fhr day, with or without thiazide diuretics. Should side effects 

~~~cr!f: t~t~d!fiv d!~~~~i::J7~~~e1~i:eesdd:tl/:~:~~~~~e bid, 
tolerability and facilitate funher titration. Titration increments should 
not exceed ZOO mg twice dai ly. 

When a diuretic is added, an additive anrih yt>e:rtensive effect can be 
expected. In some cases this may necessitate a labetalol HC: dosage 

NdbRMOD~st+!~,~osatr!~i~:if;To~":~~~ ~~fe~~!l:a~=f~; ~f 
diuretic . 

When transferring patients from other antihypertensive drugs, 
NORMODYNE Tablets should be introduced as recommended and the 
dosage of the existing therapy progressively decreased. 

HOW SUPPLIED 
NORMODYNE (labetalol HC I) Tablets, 100 mg, light -brown, 

round, scored, film-coated tabletS engraved on one side with Schering 
and product identificalion numbers 244, and on the other side the num· 
her IOO for the strength and "NORMODYNE"; bottles of 100 (NDC· 
0085·0241-04). 500 (NOC-0085·0244.05), and bo• oi iOO lo• "not-dose 
dopensing (NIJC-0085-0244-08). 

sco~~~~~~~E ~~l~tstae~~~~ !~b~~~·s~~ Sch~~~~~~· 
2roduct identification numbers 752, and on the other side the number 

~£~o7~1.04!1~ ~~.~~Ps~~;·:~:;:'~£~~~~~i~..;.. 
~~~~~,~offi~~~~ii~~~:o;;i~~lendar Package of ~ 

NORMODYNE (labetalol HCI) Tablets, 300 mg, blue, mund, lil.m-
coated l3blets engraved on one side with Schering and product identl• 
fication numbers 438, and on the other side the num~r 300 for the 
mength and ''NORMODYNE"; bonles oiiOO (NIJC-0085-0438.03), 
500 (NOC-0085-0438-05), box of 100 for unit-dose dispensing (NOC-
0085-0438-06), and Patient Ca lendar Package of 56 (4 bottles of 14 
~ablets) (NIJC-0085.()438-02). 

NORMODYNE (la~t21 lol HCI ) litblets should be stored between 
2' and 30'C (36' and 86"F). 

NORMODYNE (l:ab(talol H CI) litblets in the unit-dose boxes 
should be protected from excessive moisturt:. 

For complete prescribing information, pie~ consu lt package insen. 

lir.=IIJ. Key Pharmaceuticals , Inc. 
-1. .. Kenilworth. NJ 07033 USA 

Revised 3/85 
Copynght <e'J 1984 . 1985, Key Pharmaceuticals , Inc. All nghts reserved . 
NA-614/14315500 
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MEDICAL EDUCATION 

1243 Hippocratic thought: Its relationship to and between Andrew Taylor Still and Sir William Osler 
ROBERT E. SUTER, MSC, Des Moines; Iowa 
This paper examines the biographical similarities and parallel therapeutic approaches between Sir 
William Osler and Andrew Taylor Still. The relevance of Hippocratic writings to their beliefs is 
also explored. 

CLINICAL PRACTICE 

1255 The role of hyperlipidemia therapy in preventive care 
JEFFREY M. BLEICHER, DO, Fort Worth, Texas 
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This paper provides a basic understanding of the approach to lipid disorders. The many 
therapeutic options ava ilable are discussed. 

Laser vaporization of cervical intraepithelial neoplasia 
MICHAEL R. STEVER, CPT, MC, USA, ENRJQUE HERNANDEZ, MAJ. MC, USA, Philadelphia , 
Pennsylvania, KUNIO MIYAZAWA, COL, MC, USA, Honolulu, Hawaii 
This paper reports on a protocol for the training of gynecology residents in laser vaporization of 
the cervix uteri. 

Color Doppler imaging: An overview 
VARTAN N. IGIDBASHJAN, DO, Havertown, Pennsylvania, DO ALD G. MITCHELL, MD, 
DANIEL A. MERTON, ROMS, BARRY B. GOLDBERG, MD, Philadelphia, Pennsylvania 
One of the greatest advantages of color Doppler imaging (COl) is its abi lity to depict actual blood 
flow through vessels. This paper discusses the principles and various applications of CD!. 

EDITORIAL 

Hippocrates , Still, and Osler: A shared philosophy, Thomas Wesley Allen, DO, FACOI 

PATIENT HEALTH GUIDE 

This month's column examines the complexities of dyslexia . While primarily a reading disability 
in persons with average or above average intelligence, dyslexia affects educational and 
psychosocial development. For this reason, early diagnosis and a team approach for successful · 
treatment are critical. 

DEPARTMENTS 
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Editorial comments 

CME home certification form 

New products and services briefing 

Book reviews 

Books received 

CMEquiz 

CME quiz discussion 

New members 

Advertisers' index 

COVER 
Becau se lasers are an increasingly important 
therapeutic option in practice today, teaching of resi-
dents is vital. The article beginning on page U69 
discusses a protocol for the training of gynecology 
residents . Cover design by Barry and Wayne Lnu of De-
sign Two , Ltd. 

All opinions expressed in JAOA are those of the 
authors and not necessarily those of the ed itors, the 
AOA, or the institution with which the authors a re 
affiliated, unless expressly stated. JAOA is indexed 
by i11dex Medicus, Excerpta Medica , Current Contents 
(Clinical Practice), Biological Abstracts, and Chemistry 
Abstracts. 

No part of the JAOA may be reprinted or reproduced 
in any form without written permission of the editor. 
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Quick! Who has the 
hearing problem? 

jimmy? Joe? Mrs. Wilson? 

It could be any one of them, 
and with a single AudioScope 3~M 

you can screen them all. 
AudioScope 3. Now one instrument 

an do the work of three. 
These days the demands on your 

ime and professional ski ll s are greater 
han ever. That's why AudioScope 3 is 
1uickly becom ing the preferred method 
Jr screening for hearing loss. With 
•ud ioScope 3 you can screen you r pa-
ients quickly and accurately-and with 
nore flexibility. It's a simple procedure 
hat takes only seconds. Not only is 
1udioScope 3 screening fast and easy, 
~ many instances it is third party 
eimbu rsab le. 

Because AudioScope 3 has 20. 25 
nd 40 dB HL leve ls in one unit. you 
an screen all of your patients with a 
ingle instrument And the tones are 
>resented at random interva ls so your 
>atients ca n't second guess their hear-
ng screen . Thi s va ri ed timing means 
mproved resu lts. 

Welch Allyn has also bui lt in a 
1000Hz pretone. presented at 20 dB HL 
above the screening level. so you r 
patients have the opportunity to 
"practice" li stening before they' re 
actually sc reened . 

After the pretone your patient is 
given the easiest tones first. beginn ing 
at 1000Hz. enhanc ing the reliabi lity of 
the pat ients' responses. 

At Welch Allyn, we hear you! 
You told us you wanted a hearing 

screen with . 
• three screen ing levels 
• varied timing 
• pretone 
And we've done something about 

it AudioScope 3 represents the latest 
in aud iometri c screening technology. 
combined with the reliability for which 
Welch Allyn has become known . 

,,~~\ 

Welch Allyn 

Welch All yn. Inc. 
4341 State Street Road 
P.O. Box 220 
Skanea teles Fa ll s. NY 13153-02 20 
(315) 685-835 1 

r-----------------------
1 
I 
I 
I 

Welch Allyn, I hear you! 
I would like a demonstration 
of AudioScope 3 in my offi ce. 

1 Name ____ _ ___________ _ 

I 
I 
I 

Address _______________ _ 

City/State/Zip ______________ _ 

I Phone( _________________ _ 
.I 
1 Best time to ca ll ___ ___ ____ (AM.) (PM.) 

I 
I 

lAO 

,,.~\ 

Welch Allyn 
Welch Allyn . Inc 

4 34 1 State St reet Road 
PO Box 220 

Skaneateles Fall s. NY 13153-0220 
13151 685-8351 


