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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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' amoxiclin/Clovulonate pofassim
First-line for all the right reasons

*Clinical success rate for bronchitis and pneumaonia was 98%. Data on file, Medical Department, SmithKline Beecham Pharmaceuticals.
i5 Dosage: M_Ml_s: The usual adult i5 on

eight hows. For mone Severe infections and in
tract, the dose should be me.mrgmwm 00’ ta
Since both the Augmentin ‘250° and ‘500 5 né
amount of clavulanic acid (125 mg, as the potassium sait), two Asgmen|
‘250" tablets are not equivalent (0 one Asgmentin ‘500" tablet, Therelore
two Augmentio ‘250" tablets should not be substituted for one Avgment
‘600" tablet for treatment of more severe infections. -
Children: The usual dose is 20 mg/kg/day, based on amaxicillin componen
iied doses every eapht hours, For otitis media, Sinusitis and olher mos
5, the dose should be 40 mg/kg/day, based on the amoxicilli
ded doses every eight hours. Also available as Avgments

SmuthKline Beecham
Pharmaceuticals

Philadelphia, PA 191
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{continued)

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 #3100, 301 South Central
Plaza, Stratford, 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
otherindustrialized nations.
This harmony would reduce
duplicatory testing con-
ducted in countries where
the same drug is to be mar-
keted.

*Implement various manage-
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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 clin-
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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CARDIZEM

diltiazem HCI

PUTS YOUR
ANGINA PATIENTS
BACK IN ACTION

)

“1.3% 1.2%

Dizziness Rash Asﬂ_mnia

EXTREMELY WELL TOLERATED'

*CARDIZEM® (diltiazem HCI) is indicated in the treatment of angina pectoris due to coronary arfery spasm and in the manage-

ment of chronic stable angina (classic effort-associated angina) in patients who cannot folerate therapy with beta-blockers
and/or nitrates or who remain symptomatic despite adequate doses of these agents.

CAZXC567/A3121 Please see brief summary of prescribing information on next page. 6443M |




CARDIZEM
(diltiazem HC))

UNSURPASSED
EFFICACY AND SAFETY

B Unsurpassed reductions in the frequency

of anginal episodes*®

B Unsurpassed increases in exercise tolerance?**

References:

1. Data on file, Marion Merrell Dow Inc. 2. Frishman W, Charlap S, Kimmel B, et al. Circulation. 1988;77:774-786. 3. Kiinke WP. Kvill L, Dempsey EE, Grace M. J Am Colf
Cardiol. 1988;12:1562-1567. 4. Hung J. Lamb IH, Connelly 8J, Jutzy KR, Goris ML. Schroeder JS, Circulation, 1983;68:560-567. 5. LAbbate A, Parodi O, Panciroli C, et al.
Cardiology Board Review. 1989:6(suppl):50-54. . Anderson JL. Wagner JM, Datz FL. Christian PE. Bray BE, Taylor AT. Am Heart J. 1984;107:698-706.

BRIEF SUMMARY

CARDIZEM*®
(diltiazem hydrochloride) Tablets

CONTRAINDICATIONS
CARDIZEM is controindicated in (1) patients with sick sinus
ynd: except in the p of a functioning veniriculor pace-
maker, (2) patients with second- or third-degrea AV block except in
the presence of a functioning ventricular pocemaker, (3) patients
with hypotension (less than 90 mm Hg systolic), (4) patients who
have demonstrated hypersensitivity 1o the drug, ond (5) patients
with acute myocardiol infarction and pulmanary congestion docu-
mented Dy x-ray on odmission

WARNINGS

Cardiac Conduction, CARDIZEM prolongs AV node refractory

periods without significantly prolonging sinus node recovery

fime, except in patients with sick sinus syndrome. This effect
may rarely result in abnormally slow heart rates (porticulorly in
patients with sick sinus syndrome) of second- of third-degres

AV block (six of 1,243 patients for 0. 48%). Concornitant use of

diltiazem with beta-blockers or digitalis may result in odditive

effects on cordioc conduction. A patient with Prinzmetal’s an-

gina developed periods of osysiole (2 fo 5 seconds) affer a

single dose of 60 mg of diltiazem

2. Congestive Heart Fallure. Although diltiozem hos o negative
inotropic effect in isolated animal tissue preparations, hemody-
namic studies in humans with normal ventriculor function hove
not shown a reduction in cardioc index nor consistent negative
effects on contraclility (dp/dt). Experience with the use of
CARDIZEM alone or in combination with beta-blockers in pa-
tients with impaired ventricular function ks very limited. Coution
should be exercised when using the drug in such patients.

3. Hypotension. Decreoses in blood pressure associated with
CARDIZEM theropy may occosionally result in symplomatic
hypotension.

4. Acute Hepatic Injury. In rare instonces, significant elevations in
enzymes such as alkaline phosphatase, LDH, SGOT, SGPT, and
ofher phenomena consistent with acute hepatic injury have
been noted. These reactions have been reversible upon discon-
finuation of drug therapy. The relationship fo CARDIZEM is
uncertain in most cases, but probaoble in some. (See
PRECALTIONS )

PRECAUTIONS

General. CARDIZEM (diltiozem hydrochloride) is extensively
metabolized by the liver and excreted by the kidneys and in bile. As
with any drug given over prolonged periods, laborotory parometers
should be monifored af 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 fo produce
taxicity, high doses of diltiozem were associaled with hepatic dam-
oge. In special subocute hepatic studies, orol doses of 125 mg/kg
and higher in rats were associated with histological chonges in the
liver which were reversible when the drug wos discontinued. In
dogs, doses of 20 mg/kg were also associoted with hepatic
changes; however, these changes were reversible with continued
dosing.

Dermatological events (see ADVERSE REACTIONS section) may
be transient and may disoppear despite continued use of
CARDIZEM. However, skin eruptions progressing fo enythema mul-
fiforme andior extoliative dermatitis have olso been infrequentty
reported. Should o dermatologic reaction persist, the drug should
be discontinued

Drig Interaction. Due 1o the patential for odditive effects, coution
and careful fitration are warranted in patients receiving CARDIZEM

CAZXCS567/A3121

concomitantly with any agents known fo affect cardioc confractility
and/or conduction. (See WARNINGS.)

Pharmacologic studies indicate that there may be odditive effects
in prolonging AV conduction when using bela-blockers. o digitalis
concomitantty with CARDIZEM. (See WARNINGS.)

As with all drugs, core should be exercised when treating pa-
tients with multiple medications. CARDIZEM undergoes biotrans-
formation by cytochrome P-450 mixed function oxidase
Coadministration of CARDIZEM with ofher agents which follow the
some route of biotransformation may result in the competitive
inhibition of metabolism. Dosoges of similorly melobolized drugs.
particularly those of low therapeutic ratio or in patients with renal
and/or hepatic impairment, may require adjustment when starting
of sfopping concomitontty odministered CARDIZEM o maintain
optimum therapeutic blood levels.

Beta-blockers: Controlied and uncontrolied domestic studies
suggest thot concomitant use of CARDIZEM ond beto-blockers or
digitalis is usually well toleroted. Available data are not sufficient,
however, 1o predict the effects of concomitant treatment, particulory
in patients with left ventriculor dystunction or cardioc conduction
abnormalities

Administration of CARDIZEM (diltiazem hydrochloride) concom-
ifonity with propranolol in five normal volunieers resulted in in-
creased propranoiol levels in all subjects and bioavailobility of
propranolol was increased opproximately 50°. f combination
theropy is initicted or withdrawn in conjunclion with propranolol, an
adjustment in fhe propranolol dose may be warranted. (See
WARNINGS. )

Cimetidine: A study in six healthy volunteers has shown a
significant increase in peak diltiozem plasma levels (58%) and
areg-under-the-curve (53% ) afer o 1-week course of cimefidine af
1,200 mg per doy ond diltiazem 60 mg per doy. Ronitidine pro-
duced smaller, nonsignificant increases. The efiect may be me-
diated by cimelidine’s known inhibition of hepatic cytochrome
P-450, the enzyme system probably responsible for the first-pass.
mefobolism of diltiazern. Patients curmentty receiving dilfiozem ther-
apy should be corefully monitored for a change in pharmacological
effect when inifiating ond discontinuing therapy with cimetidine. An
odjustment in the diltiazem dose may be warranfed

Digitalis: Administration of CARDIZEM with digoxin in 24
healthy male subjects increosed plosma digoxin concentrations
approximately 20%. Another investigator found no increase in
digoxin levels in 12 patients with coronary arfery disease. Since
there hove been conflicting results regarding the effect of digoxin
levels, it is recommended that digoxin levels be monitored when
inifioting, adjusting, and discontinuing CARDIZEM therapy to avoid
possible over- or under-digitolization. (See WARNINGS.)

Anesthetics: The depression of cordioc controctility, conductiv-
ity, and outomaticity as well as the vasculor dilation associoted
with anesthehics may be polentiated by calcium channel blockers.
‘When used concomitanfly, anesthetics ond calcium blockers
should be fitrated carefully.

Carcinogenesis, Mutagenesis, impairment of Fenility. A 24-
monih study in rats and o 21-month study in mice showed no
evidence of corcinogenicity. There was also no muhogenic response
in in vitro baclerial tests. No infrinsic effect on fertility was observed
in rofs

Pregnancy. Category C. Reproduction studies have been con-
ducted in mice, rats. and rabbits. Administration of doses ranging
from five to fen times greater (on @ mg/kg basis) than the daily
recommended therapeutic dose has resulted in embryo and fefal
lethality. These doses, in some studies, have been reported o
couse skeietol abnormalities. In the perinalol/posinatal siudies,
there was some reduction in early individual pup weights and
survival roles. There was an increased incidence of stillbirths ot
doses of 20 fimes the human dose or greater

There are no well-controlled studies in pregnant wormen; thene-
fore, use CARDIZEM in pregnant women only if the pofentiol benefit
justifies the potential risk to the fetus.

Nursing Mothers. Dilfiozem is excreed in human milk. One
report suggests that concentrations in breast milk may opproximate
serum levels. If use of CARDIZEM is deemed essential, an allerna-
five method of infant feeding should be instituted

Pediatric Use. Sofety and effectiveness in children have not been
eslablished

ADYERSE REACTIONS

Serious odverse reactions have been rare in studies comied out fo
date, but it should be recognized thot patients with impaired ventric-
ular function and cordioc conduction obnormalities have usually
been excluded

In domestic plocebo-controlled angina friols, the incidence of
odvarse reactions reported during CARDIZEM theropy was not
greater than that reporied during placebo thenapy.

The following represent occurrences observed in clinical studies
of angina potients. In many coses, the relationship fo CARDIZEM
haos not been established. The most common occumences from
these studies, os well as thelr frequency of presentation are: edema
(2.4%), headoche (2.1%), nousea (1.9%), dizziness (1.5%),
rash (1.3%), asthenia (1.2%). In addition, the following events
were reporfed infrequently (less than 1%)

Cardiovascular:  Angina, arhythmia, AV block (first degree), AV
block (second or third degree — see conduc-
tion warning), bradycardio, bundle branch
block, congestive heart failure, ECG abnormal-
ity, flushing, hypotension, polpitations, syn-
cope, fochycordio, veniriculor extrosysioles

Mervous System: Abnormal dreams, amnesio, depression, gait
abnormality, hallucinations, insomnia, ner-
vousness, paresthesia, personality change,
somnolence, fremor

Gastrointestinal: Anorexio, constipation, diortheo, dysgeusio,
dyspepsia, mild elevations of olkaline phos-
phatase, SGOT, SGPT, and LOH (see hepatic
warnings), thirst, vomiting, weight increase.

Dermatological: Petechioe, photosensitivity, pruritus, urticania

Other: Amblyopig, CPK elevation, dry mouth, dys-
pnea, epistaxis, eye imitation, hyperghycemio,
hyperuricemia, impolence, muscle cramps,
nasal congestion, nocturia, osteoarticular pain,
polyuria, sexuol difficulties, tinnitus:

The following postmarketing events have been reported infre-
quently in patients receiving CARDIZEM: alopecia, erythema multi-
forme, extrapyramidal symptoms, gingival hyperplasia, hemalytic
anemig, increased bleeding time, leukopenia, purpurg, retino-
pathy, and thrombocylopenia. There have been observed cases of
0 generalized rash, characlerized as leukocytoclastic vasculitis. In
oddition, events such as myocordiol infarchion have been observed
which are not readily distinguishable from the naturol history of the
disease in these patients. A definitive couse ond effect relationship
between these evenis and CARDIZEM theropy cannot yet be estob-
lished. Exfoliotive dermatitis (proven by rechallenge) hos also been
reporied
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