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From the FDA 

OTC acne treatment 
investigated 

Benzoyl peroxide, a common 
antibacterial ingredient in 
over-the-counter acne prod-
ucts, may prompt precancer-
ous tumors to become malig-
nant. 

According to the agency, 
benzoyl peroxide is a "potent 
skin tumor promoter in more 
than one strain of mice and 
other laboratory animals 
tested." Because of this find-
ing, the agency has revoked 
the "safe and effective" find-
ing associated with the drug 
and called for further testing. 

A panel of scientists is ex-
pected to meet later this year 
to decide whether this active 
ingredient should be removed 
from the market while further 
testing is ongoing. The addi-
tional testing is expected to 
take 2 years before final re-
sults are available. 

Advisory panel calls for 
more breast implant data 

Four manufacturers of breast 
implants have failed to pro-
vide adequate information con-
cerning the safety of their prod-
ucts, concluded the General 
and Plastic Surgery Devices 
[Advisory] Panel. 

Chairperson Elizabeth Con-
nell, MD, emphasized that the 
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panel's recommendation does 
not mean the implants are un-
safe, only that insufficient 
data concerning the implants' 
risks and benefits were avail-
able. However, panel mem-
bers did recommend keeping 
the implants on the market un-
til the agency receives further 
data from the breast implant 
manufacturers. 

Food label changes 
proposed 

Under the Nutrition Labeling 
and Education Act of 1990, 
the agency has proposed 
stricter guidelines for food 
manufacturers to follow. Nu-
tritional information that 
must appear on the label in-
cludes calories from total fat, 
total fat (in grams), saturated 
fat (in grams), cholesterol (in 
milligrams), total carbohy-
drates (in grams), complex car-
bohydrates (in grams), sugars 
(in grams), dietary fiber (in 
grams), protein (in grams), so-
dium (in milligrams), vitamin 
A (percent of daily value), vi-
tamin C (percent of daily 
value), calcium (percent of 
daily value), and iron (percent 
of daily value). 

Serving sizes would be de-
fined as those portions custom-
arily consumed by persons 
aged 4 years and older. Spe-
cific serving sizes would be 
measured according to cups, ta-
blespoons, and teaspoons. 

Uniform definitions for de-

scriptive terms have been pro-
posed, as well. For example, 
those words used to describe 
the fat content of foods are de-
scribed accordingly: 
Fat-free: Contains less than 
0.5 g of fat per serving with 
no added fat or oil; Low-fat 
Contains no more than 3 g of 
fat per reference amount; 
Light (or lite) : Product has at 
least one-third fewer calories 
than the regular version of 
the same product; Reduced 
fat: Fat content has been re-
duced by 50% or more; Less 
fat : Product has at least 25% 
less fat than comparative 
food, with a minimum 3-g fat 
reduction per reference 
amount or serving. 

Under the new guidelines, 
food manufacturers would be 
allowed to make health 
claims if a link has already 
been established between a nu-
trient contained in that prod-
uct and a specific disease, 
such as calcium and preven-
tion of osteoporosis. No other 
nutrient found in the same 
product must be linked with 
an increase in disease. Fat-
laden cooking oil, for example, 
could not be touted as a cho-
lesterol-free product. 

These proposed guidelines, 
which have also been adopted 
by the Department of Agricul-
ture for meat and dairy prod-
ucts, are scheduled to go into 
effect in May 1993. However, 
manufacturers may voluntar-
ily comply with the proposals 
before then. 

(continued on page 46) 
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Brief Summary of Prescrib ing Information surf~~~~~~oc~:irg;.lnstnuted prior to obtam1n the results from bacteria· 
logical and susceptibility stud1es to determine tRe causative organisms alld 
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Once the results are known. therapy shoug be adtusreB. rt approprrate 
Contraindi,cations: A history of aUerg1c reactJOOS to any peniCillin IS a con-
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Precautions: General: While Auomentin possesses the characteristic low 
toxicity of the penictllm group of antJbJOflcs, periodic assessment of organ 
system ncludin renal hepatic and hematopoietic function. is 
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First-Uneforall the right reasons 
'Clinical success rate for bronchitis and pneumonia was 98%. Data on file, Medical Department, Smith Kline Beecham Pharmaceuticals. 
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tive of human response , this drug should be used dunng pregnancy only if 
clearly needed. 
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adminislration of ampici!lin decreased the u~erine tone. freQuency of contrac-
tions, height of comractmns and duration of contractions. However

1 
it is not 

known whether the use of Augment In in humans during labor or delivery has 
immediate or delayed adverse effects on the fetus, prolongs the duration ol 
labor or increases the likelihood that forceps delivery or other obstetrical 
intervention or resuscit.atmn of the newborn will be necessary 
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nursing woman 
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less than 3% of patients discontinued therapy because ol drug-related side 
effects. The most frequently reported adverse elf.ects were diarrhea/loose 
stools (9%~nausea 13%). skin rashes and urtiCaria (3%1, vomiting (1%1 and 

va~~~i~~ral~· incidence of side effects, and in particular diarrhea, increased 
~~ru~~~ ~~~ho~r~;lom~~~~~~t~~irul~~~~ !~~\~~~~~~~~~reported reactions 

The following adverse reactions have been reported for ampicillin class 
antibiotics: 

'500' ta let for treatment ol more severe Infections. 
Children: The usual dose is 20 mg/kg/day, based on amoxicillln component 
In divided doses every eight hours . For otitis media, sinusitis and other more 
severe inlections.the dose should be 40 mg/kg/day, based on the amoxicillln 
~'fs~~~~~~~~~~~~~~~s~sbf~;ry eight hours. Also available as Augment in 

Children weighing 40 kg and more should be dosed according to the adult 
recommendations. BRS·AG:L1 9417095 
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f!!~ral update 

Revamped drug approval 
process proposed 

The Council on Competitive-
ness, chaired by Vice Presi-
dent Dan Quayle, has pro-
posed reforming the drug re-
view system. The Council's re-
port, prepared under the direc-
tion of Constance Horner, for-
mer Health and Human Serv-
ices deputy secretary, recom-
mends the following changes 
in the current system: 
• Expand the drug review proc-

ess using nongovernment sci-

INTERNAL 
MEDICINE 

Full-Time Faculty 

The University of Medicine & 
Dentistry of New Jersey-School 
of Osteopathic Medicine, Depart-
ment of Medicine , Division of 
General Internal Medicine has a 
full-time faculty opening for a 
BC/BE Internist with interest in 
teaching and clinical respon-
sibilities . Send CV to : John 
Fitzharris, DO , Associate 
Professor of Clinical Medicine, 
Suite 13100, 301 South Central 
Plaza, StraHord, NJ 08084-1504. 
The UMDNJ is an Affirmative 
Action/Equal Employment 
Opportunity Employer, m/f/h/v, 
and a member of the University 
Health System of New Jersey. 
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entific experts contracted 
with the FDA. The addi-
tional scientists would aug-
ment the agency's review-
ers, eliminating drug appli-
cation backlogs. These con-
tracted reviewers would 
have to adhere to a 180-day 
deadline. 

• Continue to maximize a 
drug's potential for approval 
by considering the risks to 
human life and health that 
may result from delay of 
any new treatments. 

• Use "surrogate endpoints" 
or other evidence indicating 
the efficacy of a drug to ac-
celerate the drug approval 
process for serious, life-
threatening illnesses and 
conditions that lack alterna-
tive modes of therapy. Fur-
ther study of the drug would 
be required to confirm these 
surrogate endpoints even af-
ter it received approval. 

• Strengthen rules for re-
moval of ineffective, unsafe 
drugs. 

• Conform, where possible, 
the US revamped approval 
system with that found in 
other industrialized nations. 
This harmony would reduce 
duplicatory testing con-
ducted in countries where 
the same drug is to be mar-
keted. 

•Implement various manage-

ment changes, including the 
computerization of all drug 
applications by 1995 and 
the installation of new sys-
tems for monitoring the 
drug review process itself. 

AIDS-related treatment 
receives IND status 

An experimental drug 
(566C80) received investiga-
tional new drug (IND) status 
for the treatment of Pneu-
mocystis carinii pneumonia. 
Under the IND status, 
566C80 will be made avail-
able to patients with the ac-
quired immunodeficiency syn-
drome (AIDS) who cannot tol-
erate standard treatment (tri-
methoprim-sulfa) for Pneu-
mocystis carinii pneumonia. 

The most serious side effect 
associated with 566C80 in din-
cal trials was the outbreak of 
severe rashes. Less serious 
side effects included mild 
rashes, fever, minor blood ab-
normalities, and various diges-
tive problems. 

Physicians interested in en-
rolling patients in this IND 
status program or an open-
study protocol may contact 
Burroughs Wellcome Co (Re-
search Triangle Park, NC) at 
(800) 755-2020. 
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CJIRDIZS 
(diltiazem HCD 

PUIS YOUR 
ANGINA PAI'IENI'S 
BACK IN AC'I'ION . 

. EXI'BMEIY WEll fOIERARD' 
'CARDIZEM (diltiazem HCI) is indicated in the treatment of angina pectoris due to coronary artery spasm and in the manage-
ment of chronic stable angina (classic effort-associated angina) in patients who cannot tolerate therapy with beta-blockers 
and/or nitrates or who remain symptomatic despite adequate doses of these agents. 

CAZXC567/A31 2 l Please see brief summary of prescribing information on next page. 6443Ml 



tJJRDIZE.® 
(diltiazem HCD 
UNSURPASSED 
EFFICACY AND SAFE'IT 
• Unsurpassed reductions in the frequency 

of anginal episodes2
·
5 

• Unsurpassed increases in exercise tolerance2
-
4

·
6 

References: 
1. Data on file. Marion Merrell Dow Inc . 2. Frishman W. Charlop S. Kimmel B. et ol. Circulation. 1988:77:774-786. 3. Klinke WP. Kvill L. Dempsey EE . Groce M. JAm Coli 
Cordial. 1988;12: 1562-1567. 4. Hung J. Lomb IH. Connolly SJ , Jutzy KR. Goris ML. Schroeder JS. Circulation. 1983:68:560-567. 5. L'Abbote A. Parodi 0 . Ponciroli C. et o l. 
Cardiology Board Review. 1989:6(suppl):50-54. 6. Anderson JL. Wagner JM. Dotz FL. Christian PE . Bray BE , Taylor AT. Am Heart J. 1984:107:698-706. 

BRIEF SUMMARY 

CARDIZEM"' 
(dlltlazem hydrochloride) Tablets 

CDNTRAINDICATIDNS 
CARDIZEM is contraindicated in (1) patients with sick sinus 

syndrome except in the presence of o functioning ventricular pace-
maker, (2) patients with second- or third-degree AV block except in 
the presence of a functioning ventricular pacemaker. (3) patients 
with hypotension (less than 90 mm Hg systolic). ( 4) patients who 
have demonstrated hypersensitivity to the drug, and (5) patients 
with acute myocardial infarction and pulmonary congestion docu-
mented by x-ray on admission. 

WARNINGS 
l. Cardiac Conducllon. CARDIZEM prolongs AV node refractory 

periods without significantly prolonging sinus node recovery 
time, except in patients with sick sinus syndrome. This effect 
may rarely result in abnormally slow heart rates (particularly in 
patients with sick sinus syndrome) or second- or third-degree 
AV block (six of 1,243 patients lor 0.48%). Concomitant use of 
diltiazem with bela-blockers or digitalis may result in additive 
effects on cardiac conduction. A patient with Prinzmetal's on-
gino developed periods of asystole (2 to 5 seconds) otter o 
single dose of 60 mg of diltiazem. 

2. Congestive Hean Failure. Although dittiazem has o negative 
inotropic effect in isolated animal tissue preparations. hemody-
namic studies in humans with normal ventricular function hove 
not shown o reduction in cardiac index nor consistent negative 
effects on contractility (dp/dt). Experi ence with the use of 
CARDIZEM alone or in combination with beta-blockers in pa-
tients with impaired ventricular function is very limited. Coution 
should be exercised when using the drug in such patients. 

3. Hypotension. Decreases in blood pressure associated with 
CARDIZEM therapy may occasionally result in symptomatic 
hypotension. 

4. Acute Hepallc Injury. In rare instances. significant elevations in 
enzymes such os alkaline phosphatase. LDH. SGOT. SGPT. and 
other phenomena consistent with acute hepatic injury have 
been noted. These reactions have been reversible upon discon-
tinuation of drug therapy. The relationship to CARDIZEM is 
uncerta in in most cases. but probable in some. (See 
PRECAUTIONS.) 

PRECAUTIONS 
General. CARDIZEM (diltiazem hydrochloride) is exlensively 

metabolized by the liver and excreted by the kidneys and in bile. As 
w~h any drug given over prolonged periods, laboratory parameters 
should be monitored at regular intervals. The drug should be used 
with caution in patients with impaired renal or hepatic function. In 
subocute and chronic dog and rot studies designed to produce 
toxicity. high doses of dittiazem were associated with hepatic dam-
age. In special subocute hepatic studies. oral doses ol125 mg/kg 
and higher in rots were associated with histological changes in the 
liver wihich were reversible wihen the drug was discontinued. In 
dogs, doses of 20 mg/kg were also associated with hepatic 
changes; however. these changes were reversible with continued 
dosing. 

Dermatological events (see ADVERSE REACTIONS section) may 
be transient and may disappear despite continued use of 
CARDIZEM. However. skin eruptions progressing to erythema mul-
tiforme and/or exlol iative dermatitis hove also been infrequenHy 
reported. Should o dermatologic reaction persist, the drug should 
be discontinued. 

Dnlg Interaction. Due to the potential for additive effects. caution 
and careful m<otion are warranted in patients receiving CARDIZEM 

CAZXC567/A3121 

concomitonHy with any agents known to ottect cardiac contractility 
and/or conduction. (See WARNINGS.) 

Pharmacologic studies indicate that there may be additive effects 
in prolonging AV conduction wihen using bela-blockers or digitalis 
concomitanHy with CARDIZEM. (See WARNINGS.) 

As with oil dru~s. core should be exercised wihen treating pa-
tients with multiple medications. CARDIZEM undergoes biotrans-
formation by cytochrome P-450 mixed function oxidase. 
Coadministration of CARDIZEM with other agents wihich follow the 
some route of biotransformation may resull in the competilive 
inhibition of metabolism. Dosages of similony metabolized drugs, 
particularly those of low therapeutic ratio or in patients with renal 
and/or hepatic impairment, may require adjustment wihen starting 
or stopping concomitanHy administered CARDIZEM to maintain 
optimum therapeutic blood levels. 

Beta-blockers: Controlled and uncontrolled domestic studies 
suggest that concomitant use at CARDIZEM and beta-blockers or 
digitalis is usually well tolerated. Available data ore not sufficient, 
however. to predict the effects of concomitant treatment. porticulony 
in patients with left ventricular dysfunction or cardiac conduction 
abnormalities. 

Administration ofCARDIZEM (di lliazem hydrochloride) concom-
rtantly with propranolol in five normal volunteers resulled in in-
creased propranolol levels in oil subjects and bioavailobility of 
propranolol was increased approximately 50%. II combination 
therapy is initiated or withdrawn in conjunction w~h propranolol, on 
adjustment in the propranolol dose may be warranted. (See 
WARNINGS.) 

Clmelldlne: A study in six heollhy volunteers has shown o 
significant increase in peak diltiozem plasma levels (58%) and 
area-under-the-curve (53%) otter o 1-week course of cimetidine at 
1.200 mg per day and dittiozem 60 mg per day. Ronitidine pro-
duced smaller. nonsignrticont increases. The effect may be me-
diated by cimetidine's known inhibition of hepatic cytochrome 
P-450, the enzyme system probably responsible lor the first-pass 
metabolism of diltiozem. Patients currenNy receiving diltiazem ther-
apy should be carefu lly monitored lora change in pharnnocologicol 
effect when initiating and discontinuing therapy with cimetidine. An 
adjustment in the diltiazem dose may be warranted. 

Dlgllolls: Administration of CARDIZEM with digoxin in 24 
heallhy male subjects increased plasma digoxin concentrations 
opproxinnotely 20%. Another investigator found no increase in 
digoxin levels in 12 patients with coronary artery disease. Since 
there hove been confticting resulls regarding the effect of digoxin 
levels, ~ is recommended that digoxin levels be monitored when 
initiating, adjusting. and discontinuing CARDIZEM therapy to ovoid 
possible over- or under-digitalization. (See WARNINGS.) 

Anesthetics: The depression of cordioc controctility, conductiv-
ity, and automaticity os well os the vascular dilation associated 
wilh anesthetics may be potentiated by calcium channel blockers. 
When used concomitantly, anesthetics and calcium blockers 
should be titrated carefully. 

Corclnogenesls, Mutagenesis, lmpalnnent or Fenlllry. A 24-
nnonth study in rots and a 21 -month study in mice showed no 
evidence of carcinogenicity. There was also no mutagenic response 
in in vitro bacterial tests. No intrinsic effect on ferti lity was observed 
in rots. 

Pregnancy. Category C. Reproduction studies have been con-
ducted in mice. rots, and rabbrts. Administration of doses ranging 
from five to ten times greater (on a mg/kg basis) than the daily 
recommended therapeutic dose has resulled in embryo and fetal 
lethality. These doses, in some studies, have been reported to 
cause skeletal obnornnolities. In the perinotoVpostnotal studies, 
there was some reduction in eany individual pup weights and 
survival rates. There was on increased incidence of stillbirths at 
doses of 20 times the human dose or greater. 

There ore no well -controlled studies in pregnant women; there-
fore. use CARDIZEM in pregnant women only if the potential benefit 
justifies the potential risk to the fetus. 

Nursing Mothers. Diltiozem is excreted in human milk. One 
report suggests that concentrations in breast milk may approximate 
serum levels. II use of CARDIZEM is deemed essential. on alterna-
tive method of infant feeding should be i nst~uted . 

Pedlorrlc use. Sotetyand effectiveness in children have not been 
established. 

ADVERSE REACTIONS 
Serious adverse reactions have been rare in studies carried out to 

dote. but it should be recognized that patients with impaired ventric-
ular function and cardiac conduction obnornnolrties have usually 
been excluded. 

In domestic placebo-controlled angina trials, the incidence of 
adverse reactions reported during CARDIZEM therapy was not 
greater than that reported during placebo therapy. 

The following represent occurrences observed in clinical studies 
of onginq patients. In many cases. the relationship to CARDIZEM 
has not been established. The most common occurrences from 
these studies. os well os their frequency of presentation are: edema 
(2.4%), headache (2.1%), nausea (1.9%), dizziness (1.5%). 
rash ( 1.3%), asthenia (1.2%). In addition. the following events 
were reported infrequently (less than 1 %): 
Conliovosculor: Angina. arrhythmia. AV block (first degree), AV 

block (second or third degree - see conduc-
tion warning), bradycardia. bundle branch 
block, congestive heart fai lure. ECG obnornnol -
ity, flushing, hypotension, palpitations. syn-
cope, tachycardia, ventricular exlrasystoles. 

Nervous System: Abnormal dreams. amnesia, depression. gait 
abnormality, hallucinations. insomnia, ner-
vousness. paresthesia, personality change. 
somnolence. tremor. 

Gasrrotntestlnal: Anorexia, constipation. diarrhea, dysgeusia. 
dyspepsia. mild elevations of alkaline phos-
phatase, SGCT. SGPT. and LDH (see hepatic 
warnings), thirst, vomiting, weight increase. 

Dennotologtcot: Petechiae. photosensitivity, pruritus. urticaria. 
Other: Amblyopia. CPK elevation. dry mouth, dys-

pnea, epistaxis, eye irritation. hyperglycemia, 
hyperuricemia, impotence. muscle cramps, 
nasal coogestion. nocturia. osteoarticulor pain, 
polyuria, sexual difficulties. tinnitus. 

The following posfrnorl<eting events have been reported infre-
quently in patients receiving CARDIZEM: alopecia. erythema mutli-
lorme, exlrapyramidol symptoms, gingival hyperplasia, hemolytic 
anemia, increased bleeding time, leukopenia. purpura, retino-
pathy, and thrombocytopenia. There have been observed cases of 
o generalized rash. characterized os leukocytoclostic vascul~is. In 
addition. events such os myocardial infarction hove been observed 
wihich are not readily distinguishable from the natural history of the 
disease in these JXllients. A definitive cause and effect relationship 
between these events and CARDIZEM therapy cannot yet be estab-
lished. Exloliative dermatitis (proven by rechallenge) has also been 
reported. 

Issued 1191 

MERRELL DOW INC. 

PRESCRIPTION PRODUCTS DIVISION 
C ITY . MO 6 4114 

6443Ml 


