(quanabenz acelate)

Antihypertensive therapy
that does not increase cholesterol

Brief Summary
Before prescribing, consult the complete package circular.
nd of hyps ion, alone or in ¢! ion with

rates and benzodiazepines. consider potential for additive sedative effects. 2
Patients with vascular insufficiency: Like other antihypertensives usc with caution
insevere coronary insufficiency, recent myocardial infarction, cerebrovasc ular dis-
case, or severe hepatic or renal failure. 3 Rebound: Sudden cessation of therapy
with central alpha agonists like Wytensin may rarcly resultin ~overshoot” hyper-
tension and more commonly produces increase in serum catecholamines and sub
jective symptomatology.

INFORMATION FOR PATIENTS: Advise paticnts on Wytensin to exercise caution
when operating dangerous machinery or motor vehicles until itis determined they
do not become drowsy of dizzy. Warn paticnts that tolerance for alcohol and other
CNS depressants may be diminished. Advise patients not to discontinue therapy
abruptly.

LAB TESTS: In clinical trials, no Clinically significant lab test abnormalities were
identificd during acute or chronic therapy. Tests included CBC, urinalysis, clectro
Ivtes. SGOT, bilirubin, alkaline phosphatase, uric acid, BUN, creatinine, glucose, cal
cium, phosphorus, total protein, and Coombs' test. During long-term usc there was
small decrease in serum cholesterol and total triglycerides without change in high
density lipoprotein fraction, In rare instances occasional NONProressive increase
in liver enzymes was observed, but no clinical evidence of hepatic disease.

DRUG INTERACTIONS: ‘Wytensin was not demonstrated to cause drug’ interactions
when given with other drugs. €. digitalis, diuretics, analgesics, anxiolytics, and
antiinfammatory or antiinfective agents, in clinical trials. However. potential for in
creased sedation when given concomitantly with CNS depressants should be noted

DRUG/LAB TEST INTERACTIONS: No lab test abnormalities were identificd with
Wytensin usc

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY: No evidence of
carcinogenic potential emerged inrats duringa two-year oral study with Wytensin
atupto9. 5 my/kg/day.ic .about 10 rec ded bt dose.In
the Salmonella microsome mutagenicity (Ames )test sysu-m,'y\ensln at 200-500
mcgper platc orat 30-50 mcg/ml in suspension gave dose-related increases in num
ber of mutants in one (TA 1537) of five Salmonella typhimurium strains with or
without inclusion of rat liver microsomes. No mutagenic activity was scen at doses
up to those which inhibit growthin the cukaryotic microorganism. Schizosacchar
omyces pombe. Ot in Chinese hamster ovary cells at doses up to those lethal to the
cells in culture. In another cukaryotic system. Saccharomyces cerevisiae,
Wytensin produced no activity in an assay measuring induction of repairable DNA
damage. Reproductive studies d cased pr y rate i givenhigh
oral doses (9.6 mp/kg) suummgmpnrmrmo‘kruluy Fertility of treated males
(9.6 mg/kg) may also have been affected, as suggested by decreased pregnancy rate
of mates. even though females received drug only during last third of pregnancy.
PREGNANCY: Pregnancy Category C WYTENSIN® MAY HAVE ADVERSE EFFECTS
ON FETUS WHEN ADMINISTERED TO PREGNANT WOMEN. A teratology study in
mice indicated possible increasc in skeletal abnormalities when Wytensin is given
orally at doses 3 10 6 times maximum recommended human dose of 10 mg/kg
These abnormalities principally costal and vertebral, were not noted in similar
studies in rats and rabbits. However. increased fetal loss has been observed after
oral Wytensin given 10 pregnant rats (14 mg/ kg) and rabbits (20 mg/ kg) Repro
ductive studies in rats have shown slightly decreased live birth indices. decreased
fetal survival rate. and decreased pup body weight at oral doses of 64and 9 6 mg/
kg There are no adequate. well-controlled studies in pregnant women. Wytensin
should be used during pregnancy only if potential benefit justifies potential risk 10
fetus.

NURSING MOTHERS: Because no informatiorms available on Wytensin excretion
in human milk. it should not be given Lo NUISING mothers.

PEDIATRIC USE: Safety and cffectiveness in children less than 12 years of age have
not been demonstrated. use in this age group cannot be recommended

Adverse Reactions: Incidence of adverse effects was ascertained from controlled
clinical studies in US and is based on data from 859 patients on Wytensin for up
10 3years. There is some evidence that side effectsare dose-related Following table
shows incidence of adverse cffects in at Jeast 5% of patients in study comparing
Wytensin 10 placebo, at starting dose of mgbid
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Placebo (%) Wytensin (%)
Adverse Effect n = 102 n = 109
Dry mouth 7 28
Drowsiness of
sedation 12 39
Dizziness ? o4
Weakness ? 10
Headache 6 5

In other controlled clinical trials at starting dosc of 16 mg/ day in 476 patients, in
cidence of dry mouth was slightly higher (38% ) and dizziness was slightly lower
(12% ). but incidence of most frequent adverse effects was similar to placebo-con
trolled trial. Although these side effects were not SErious. they led to discontinua
tion of treatment about 15% of the time. In more recent studies usingan initial dose
of 8 mg/day in 274 patients, incidence of drowsiness or sedation was lower, about
20% Other adverse effects reported during clinical trials but not clearly distin
guishable from placebo effects and occurring with frequency of 3% or less: Car
diovascular—chest pain, edema, ¥ palp I
nausca, cpigastric pain, diarrhea, vomiting, constipation, abdominal discomfort
Central nervous sy icty, ataxia, dept sleep bances. ENT dis
orders—nasal congestion. Eye disorders—blurring of vision Musculoskeletal—
aches in extremitics, muscle aches Respiratory—dyspnea Dermatologic—rash,
pruritus. Urogenital—urinary (requmcy,dnslurbau:uo{suuzlﬁmclmn Other—
gynecomastia, taste disorders.

Drug Abuse and Dependence: No dependence of abusc has been reported
Overdosage:Accidental inge yp ¢ lethargy, irrit
ability, miosis, and bradycardia in two children aged one and three years. Gastric
lavage and pressor substances, fuids, and oral activated charcoal resulted in com-
plete and uneventful recquery within 12 hours in both. Since experience with ac-
© 1l islimited, SUgg is mainly supportive while drug
isbeing climinated and until patient is no longer symptomatic Vital signs and fluid
balance should be carefully monitored. Adequate airway should be maintained and,
if indicated, assisted respiration instituted. No data are available on Wytensin
dialyzability.

Dosage and Administration: Individualize dosage. A starting dosc of 4mgb.id
is recommended, whether used alonc o with a thiazide diuretic. Dosage may be

increased in increments of 4 10 8 mg/day every one [0 (WO weeks, depending on
response. Maximum dosc studicd has been 32 mg bid., but doses this high are
rarcly needed.

How Supplicd: Wytensin (guanabenz acetate ) Tablets, 4mg, bottles of 100 and
500, Bmg, bottles of 100 1/5/84

Wyeth Laboratories

Philadelphia Pa 19101
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Interactions not clear-cut

Physiology Influences
Diet’s Link to Cancer

Washington—Researchers atatwo-
day conference here reported new
links between cancer and diet, but
they warned that nutrition’s role in
carcinogenesis is complicated by often-
overlooked genetic and metabolic
factors.

New data. Researchers refined or
reworked the realm of assumptions
about diet and cancer ata conference
on calories and energy expenditure in
carcinogenesis. Though the investi-
gations are generally in early stages,
many having not advanced beyond
the animal study level, the research-
ers’ data suggest:

@ though some fibers protect against
cancer, others may be carcinogenic.
®seafood may be more important
than vegetables in supplying nutrients
that can ward off cancer.

®total caloric intake and body fat
may be more important than dietary
fat in carcinogenesis.

@ genetics and exercise may override
dietary factors in some instances.
@body fat in obese postmenopausal
women may act as a catalyst in pro-
ducing additional estrogen and in-
creasing the risk of cancer.

“The questions we need to explore
are no longer simple ones dealing
with single foods or nutrients but
rather how foods interact and are in-
fluenced by other aspects of nutrition,
such as exercise and caloric expen-
diture.” said Dr. Saxon Graham, chair-
man of social and preventive medi-
cine at the State University of New
York at Buffalo. “The study of fatsin
cancer epidemiology is relatively
new.” he said, “and I suspect that in
10 years we will look back on this
period as being one in which we had

hardly begun to scratch the surface.”

Several investigators reported find-
ings on increased estrogen produc-
tion in postmenopausal women who
are more than 50 pounds overweight,
which, combined with decreased pro-
gesterone, results in an endometrial
cancer risk comparable to that linking
smoking and lung cancer, as well as
in a greater susceptibility to breast
cancer.

A number of researchers cited stud-
ies showing that anincrease indietary
fat is linked to an increased rate of
tumor formation or tumor size or both
in a range of animal models, and epi-
demiologic studies have also tied high
fat consumption to a greater risk of
cancer. But total caloric intake and
body size can be mediating factors,
one investigator pointed out at the
conference, sponsored by the Interna-
tional Life Sciences Institute and the
Nutrition Foundation, in cooperation
with the AMA, the Department of
Agriculture, the American Dietetic
Association, and the American Chem-
ical Society.

Implications. Dr. Michael W. Par-
iza, a professor of food microbiology
and toxicology at the University of
Wisconsin at Madison, said rats that
attain a large body size on a high-fat
and high-calorie diet have a greater in-
cidence of chemically induced breast
cancer than smaller ratsona high-fat
but low-calorie intake. The findings
could have public health implications,
Dr. Pariza noted, because neither total
calories nor body size is considered in
the National Research Council’s rec-
ommendation to lower fat in the diet
from 40% to 30% to reduce cancer
risk.
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Genetic factors influencing body
size and metabolism also play a role
in the relationship of dietary fat to
cancer. A strain of rats tending to
become more obese as adults was
found to be much more susceptible to
the tumor-generating effects of a
high-fat diet than was a slower-grow-
ing, leaner strain of rats. But the can-
cer-enhancing effects of dietary fats
were less pronounced if animals were
fed a natural diet as opposed to a
purified diet, said Dr. Clement Ip, a
cancer researcher at the Roswell Park
Memorial Institute in Buffalo, N.Y.
A natural diet may have certain un-
known elements, such as ingredients
other than protein in fish meal. Buta
purified diet, Dr. Ip told MWN, is one
in which the composition of every in-
gredient is known exactly. He uses ca-
sein, for example, as a protein source
in a purified diet.

Researchers from three major in-
stitutions cited evidence supporting
the theory that fat plays a role in the
development of endometrial and breast
cancer by potentiating increased es-
trogen production. Adipose tissue
functions as an endocrine organ, said
Dr. Artemis P. Simopoulos, chairman
of the National Institutes of Health
nutrition coordinating committee, re-
ferring to fat tissue’s ability to convert
adrenal estrogen precursors into ac-
tive, circulating estrogen through the
action of the enzyme aromatase. More-
over, she said, obesity lowers the nor-
mally protective level of sex-hormone-
binding globulins in the blood.

Efficient. Dr. Pentti K. Siiteri, a
reproductive endocrinologist at the
University of California, San Fran-
cisco, pointed out that postmenopausal
women lack progesterone, which or-
dinarily counterbalances estrogen ac-
tion. And clinical studies have shown,
he said, that adipose tissue is among
the most efficient in carrying out the
estrogen conversion process.

Age also adds to increased estrogen
production in fat tissue, said Dr. Evan
R. Simpson, a professor of ob-gyn and
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biochemistry at the University of
Texas Health Science Center at Dallas.
His studies of cultured human fat
cells show a decline in functioning
growth factor receptors with aging,
thus reducing the ability of epidermal
growth factor and fibroblast growth
factor to inhibit aromatase activity.
“Physicians may need to consider

‘We need better human
studies and fewer popular
notions on fiber and
cancer’ without lumping
fibers together.

preventive estrogen therapy only for
nonobese postmenopausal women,’
said Dr. Paul MacDonald, also a pro-
fessor of ob-gyn and biochemistry at
UTHSCD. He pointed to these find-
ings in light of the 1984 NIH consen-
sus development conference recom-
mending that postmenopausal women
be considered for supplemental estro-
gen to prevent osteoporosis.

Findings from other studies on the
effects of fat and fiber on tumor growth
were often conflicting. Dr. Rashida A.
Karmali, an associate professor of
nutrition at Rutgers University in
New Brunswick, N.J., said studies
with rats showed that dietary fish oil
either inhibited the growth of trans-
planted breast or prostate tumors or
reduced the number of chemically in-
duced tumors. _

An epidemiologic study of men with
prostate cancer supports her findings,
Dr. Karmali said. Of the dietary risk
factors examined, a lack of seafood
ranked the highest and was substan-
tially higher than a lack of green veg-
etables, which are rich in both fiber
and vitamins. She suggests that the
omega-3 fatty acids in fish may inhibit
certain tumors by blocking the pro-
duction of prostaglandins.

Dr. Clifford W. Welsch, a professor
of anatomy at Michigan State Univer-
sity in East Lansing, noted that some

animal studies implicate polyunsatu-
rated fats in the development of breast
cancer and exonerate saturated fats.
But other findings are contradictory.
The researchers attribute the incon-
sistencies to the difficulty in quanti-
fying dietary intake over long spans
of time and a lack of consideration of
factors such as exercise, total calorie
intake, and the interaction of dietary
components such as fat and fiber.

The National Cancer Institute may
soon launch a multicenter clinical trial
to determine whether diets with 20%
or less of total calories from fat will
reduce the incidence of breast cancer.
“This study will permit more precise
examination of the nature of dietary
change and the potential influence of
other factors that may interact, such as
total calories, energy expenditure, and
body weight,” said Dr. Peter Green-
wald, NCI director of cancer preven-
tion and control. The study, if feasible,
could enroll about 30,000 women at
30 centers, he said.

Fibers differ. Dr. Lucien Jacobs, an
associate professor of medicine at the
University of California, Davis, pre-
sented studies in animals implicating
certain kinds of fiber in carcinogen-
esis. Rats fed diets high in pectin, oat
or corn bran, carrageenan, or agar
had a higher incidence of colon cancer
than did controls. But rats fed diets
high in cellulose, wheat bran, or lignin
fibers had a lower incidence of colon
cancer, he said.

His studies showed that the types
of fiber linked to carcinogenesis were
highly fermentable. Fermentation
lowers the pH in the colon, prompting
epithelial cell growth, and it “appears
to enhance the initiation stage of car-
cinogenesis by stimulating cell prolif-
eration following carcinogen-induced
DNA alterations.”

“We need better studies on humans
and fewer popular notions on fiber
and cancer,’ Dr. Jacobs said. “We can
no longer lump fibers together when
considering their effect on carcino-
genesis.” 3l



