For patients with persistent asthma

Introducing

the first multiple-strength inhaled
corticosteroid with high topical
anti-inflammatory activity

o B.i.d. convenience

o Multiple strengths to minimize
the number of puffs per dose

o Relatively rapid onset of action

are reports (<1%) of unpleasant taste'

Maximum benefit may not be achieved |
for 1 to 2 weeks or longer after starting
treatment. Onset of action and degree of
symptom relief may vary.

FLOVENT is indicated for the maintenance
treatment of asthma as prophylactic therapy
for patients 212 years of age and for patients
requiring oral corticosteroid therapy for -
asthma, many of whom may be ab
to reduce or eliminate their requnre‘ ent for
oral corticosteroids over time.

FLOVENT is NOT indicated for the relief
of acute bronchospasm.
CAUTION: Adrenal insufficiency may occur

when transferrin A% patients from systemic
steroids (see WARNINGS).

L
Reference: 1. Data on file, Glaxo Wellcome Inc. = IR

Please consult Brief Summary of Prescribing Information on adjacent page. : IX0 = [] &




Q) Flovent EXzEd
(fluticasone propionate) s>

For Oral Inhalation Only BRIEF SUMMARY
The following is a brief summary only; see full prescribing information for complete product information.

CONTRAINDICATIONS: FLOVENT Inhalation Aerosol is contraindicated in the primary treatment of

status asthmaticus or other acute episodes of asthma where intensive measures are required.
Hypersensitivity to any of the ingredients of these preparations contraindicates their use.

WARNINGS:

Particular care is needed for patients who are transferred from systemically active corticosteroids to
FLOVENT Inhalation Aerosol because deaths due to adrenal insufficiency have occurred in asthmatic
patients during and after transfer from systemic corticosteroids to less systemically available inhaled
corticosteroids. After withdrawal from systemic corticosteroids, a number of months are required for
recovery of hypothalamic-pituitary-adrenal (HPA) function.

Patients who have been previously maintained on 20 mg or more per day of prednisone (or its equiva-
nt) may be most susceptible, particularly when their systemic corticosteroids have been almost com-
letely withdrawn. During this period of HPA suppression, patients may exhibit signs and symptoms of

adrenal msumclency when exposed to trauma, surgery, or infection (particularly gastroenteritis) or other
conditions d with severe electroiyte {0ss. Although fluticasone propionate inhalation aerosol
r;m provide control of asthma symptoms during these episodes, in recommended doses it supplies less

normal physiological amounts of glucocorticoid systemically and does NOT provide the mineralo-
corticoid activity that is necessary for coping with these emergencies.

During periods of stress or a severe asthma attack, patients who have been withdrawn from systemic
corticosteroids should be instructed to resume oral corticosteroids (in large doses) immediately and to
contact their physicians for further instruction. These patients should also be instructed to carry a warn-
ing card indicating that they may need supplementary systemic corticosteroids during periods of stress

or a severe asthma attack.

Patients requiring oral corticosteroids should be weaned slowly from systemic corticosteroid use after
transferring to fluticasone propionate inhalation aerosol. In a trial of 96 gatlents prednisone reduction was
successfully accomplished by reducing the daily prednisone dose by 2.5 mg on a weekly basis during
transfer to inhaled fluticasone propi ive reduction of p dose was allowed only
when lung function, symptoms, and as-needed beta-agonist use were better than or comparabie to that
seen before initiation of prednisone dose reduction. Lung function (forced expiratory volume in 1 second
[FEV.] or morning peak expiratory flow rate [AM PEFR]), beta-agonist use, and asthma symptoms should
be carefully monitored during withdrawal of oral corticosteroids. In addition to monitoring asthma signs
and symptoms, patients should be observed for signs and symptems of adrenal insufficiency such as
fatigue, lassitude, weakness, nausea and vomiting, and hypotension.

Transfer of patients from systemic corticosteroid therapy to fluticasone pr(g)ionate inhalation aerosol
may unmask corditions previously suppressed by the systemic corticosteroid therapy, ¢.9., rhinitis,
conjunctivitis, eczema, and arthritis.

Persons who are on drugs that suppress the immune system are more susceptible to infections than
healthy individuals. Chickenpox and measles, for example, can have a more serious or even fatal course
in susceptible children or aduits on corticosteroids. In such children or adults who have not had these
diseases, particular care should be taken to avoid exposure. How the dose, route, and duration of corti-
costeroid administration affects the risk of developing a disseminated infection is not known. The contri-
bution of the underlying disease and/or prior corticosteroid treatment to the risk is also not known. If
exposed to chickenpox, prophylaxis with varicella zoster immune globulin {VZIG) may be indicated. If
exposed to measles, prophylaxis with pooled intramuscular immunoglobulin (IG} may be indicated. (See
the respective package inserts for complete VZIG and IG prescribing information.} If chickenpox devel-
ops, treatment with antiviral agents may be considered.

Fluticasone propionate inhalation aerosol is not to be regarded as a bronchodilator and is not indicat-
ed for rapid relief of bronchospasm.

As with other inhaled asthma medications, brenchospasm may occur with an immediate increase in
wheezing after dosing. If bronchospasm occurs following dosing with FLOVENT Inhalation Aerosol, it should
be treated immediately with a fast-acting inhaled bronchodilator. Treatment with FLOVENT Inhalation Aerosol
should be discontinued and alternative therapy instituted.

Patients should be instructed to contact their physicians immediately when episodes of asthma that are
not responsive to bronchodilators occur during the course of treatment with fluticasone propionate inhala-
tion aerosol. During such episodes, patients may require therapy with oral corticosteroids.
PRECAUTIONS:

General: During withdrawal from oral corticosteroids, some patients may experience symptoms of

systemically active corticosteroid withdrawal, e.g., joint and/or muscular pain, lassitude, and

del_pression, despite maintenance or even improvement of respiratory function.

luticasone propionate will often permit control of asthma symptoms with less suppression of HPA

function than therapeutically equivalent oral doses of prednisone. Since fluticasone propionate is

absorbed into the circulation and can be sy ically active at higher doses, the beneficial effects of

ﬂutlcasone propmnate inhalation aerosol in minimizing HPA dysfunction may be expected only when
ded d are not d and individual patients are titrated to the lowest effective

daily inhafation dose based on mcg/m?) for 78 weeks in the mouse or inhalation of up to 57 mcg/kg (approx-
imately 1/4 the maximum human daily inhalation dose based on mcg/m?) for 104 weeks int the rat.

Fluticasone propicnate did not induce gene mutation in prokaryotic or eukaryotic cells in vitro. No sig-
nificant clastogenic effect was seen in cultured human peripheral lymphocytes i vitro or in the mouse
micronucleus test when administered at high doses by the oral or subcutaneous routes. Furthermore,
the compound did not delay erythroblast division in bone marrow.

No evidence of impairment of fertility was observed in reproductive studies conducted in rats dosed sub-
cutaneously with doses up to 50 mcg/kg (approximately 1/4 the maximum human daily inhalation dose
based on mcg/m?) in males and females. However, prostate weight was significantly reduced in rats.
Pregnancy: Teratogenic Effects: Pregnancy Category C: Subcutaneous studies in the mouse and rat at 45
and 100 mcg/kg, respectively (approximately 1/10 and 1/2 the maximum human daily inhalation dose based
on meg/m?, respectively), revealed fetal toxicity characteristic of potent glucocorticoid compounds, including
embryonic growth retardation, omphalocele, cleft palate, and retarded cranial ossification.

In the rabbit, fetal weight reduction and cleft palate were cbserved following subcutanecus doses of 4
mcg/kg (approximately 1/25 the maximum human daily inhalation dose based on mcg/m?). However, fol-
lowing oral administration of up to 300 mcg/kg ( 3 times the imum human daily inhala-
tion dose based on mcg/m?) of fluticasone proplonate to the rabbit, there were no maternal eﬂects nor
increased incidence of external, visceral, or skeletal fetal defects. No fl
in the plasma in this study, consistent with the established low bioavailability fo1lowmg oral admlnlstratlon
(see CLINICAL PHARMACOLOGY section of full prescribing |nforrnat|on2

Less than 0.008% of the administered dose crossed the placenta following oral administration of 100
meg/kg to rats or 300 mcg/kg to rabbits {(approximately 1/2 and 3 times the maximum human daily
inhalation dose based on mcg/m?, respectively).

There are no adequate and well-controlled studies in pregnant women. Fluticasone propionate should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Experience with oral glucocorticoids since their introduction in pharmacologic, as opposed to physio-
logic, doses suggests that rodents are more prone to terategenic effects from glucocorticoids than
humans. In addition, because there is a natural increase in glucocorticoid production during pregnancy,
most women will require a lower exogenous glucocorticoid dose and many will not need glucocorticoid
treatment during pregnancy.

Nursing Mothers: It is not known whether fluticasone proplonate is excreted in human breast milk.
Subcutaneous administration of 10 mcg/kg titrated drug to | rats (appre /20 the

human daily inhalation dose based on mcg/m?) resulted in measurable radloamvnty in both piasma and
milk. Because glucocorticoids are excreted in human milk, caution should be exercised when fluticasone
propionate inhalation aerosol is administered to a nursing woman.

Pediatric Use: One hundred thirty-seven (137) patients between the ages of 12 and 16 years were
treated with fluticasone propionate inhalation aerosol in the US pivotal clinical trials. The safety and
effectiveness of FLOVENT Inhalation Aerosol in children below 12 years of age have not been estab-
lished. Oral corticosteroids have been shown to cause a reduction in growth velocity in children and
teenagers with extended use. If a child or teenager on any corticosteroid appears to have growth sup-
pression, the possibility that they are particularly sensitive to this effect of corticosteroids should be
considered (see PRECAUTIONS).

Geriatric Use: Five hundred seventy-four {574) patients 65 years of age or older have been treated with
fluticasone propionate inhalation aerosol in US and non-US clinical trials. There were no differences in
adverse reactions compared to those reported by younger patients.

ADVERSE REACTIONS: The following incidence of common adverse experiences is based upon seven
placebo-controlled US clinical trials in which 1,243 patients (509 female and 734 male adolescents and
adults previously treated with as-needed bronchodilators and/or inhaled corticosteroids) were treated
with fluti propionate i ion aerosol (doses of 88 to 440 mcg twice daily for up to 12 weeks)
or placebo.

Overall Adverse Experiences With >3% Incidence on Fiuticasone Propionate in US Controlled Clinical

Trials With MDI in Patients Previously Receiving Bronchedilators and/or Inhaled Corticosterolds

dose A relationship between plasma levels of fluticasone propionate and inhibitory effects on
ed cortisol production has been shown after 4 weeks of treatment with fluticasone propionate inhalation
aerosol. Since individual sensitivity to effects on cortisol production exists, physicians should consider
this information when prescribing fluticasone propionate inhalation aerosol.

Because of the possibility of systemic absorption of inhaled corticosteroids, patients treated with these
drugs should be observed carefully for any evidence of systemic corticosteroid effects. Particular care
should be taken in observing patients postoperatively or during periods of stress for evidence of inade-
quate adrenal response.

It is possible that systemic corticosteroid effects such as hypercorticism and adrenal suppression may
appear in a small number of patients, particularly at higher doses. If such changes occur, fluticasone
propionate inhalation aerosol should be reduced slowly, consistent with accepted procedures for
reducing systemic corticosteroids and for management of asthma symptoms.

A reduction of growth velocity in children or teenagers may occur as a result of inadequate control of
chronic diseases such as asthma or from use of corticosteroids for treatment. Physicians should close-
ly follow the growth of adolescents taking corticosteroids by any route and weigh the benefits of corti-
costeroid therapy and asthma control against the possibility of growth suppression if an adolescent’s
growth appears slowed.

The long-term effects of fluticasone propionate in human subijects are not fully known. In particular, the
effects resulting from chronic use of fluticasone propionate on developmental or immunologic processes in
the mouth, pharynx, trachea, and lung are unknown. Some patients have received fluticasone propionate
inhalation aerosol on a continuous basis for periods of 3 years or longer. In clinical studies with patients
treated for nearly 2 years with inhaled fluticasone propionate, no apparent differences in the type or severity
of adverse reactions were observed after long- versus short-term treatment.

Rare instances of glaucoma, increased intraocular pressure, and cataracts have been reported follow-
ing the inhaled administration of corticosteroids.

n clinical studies with inhaled fluticasone propionate, the development of localized infections of the pharynx
with Candida albicans has occurred. When such an infection develops, it should be treated with appropriate
local or systemic {i.e., oral antifungal) therapy while remaining on treatment with fluticasone propionate
inhalation aerasol, but at times therapy with fluticasone propionate may need to be interrupted.

Inhaled corticosteroids should be used with caution, if at all, in patients with active or quiescent
tuberculosis infection of the respiratory tract; untreated systemic fungal, bacterial, viral or parasitic
infections; or acular herpes simplex.

Information for Patients: Patients being treated with FLOVENT inhalation Aerosol should receive the
following information and instructions. This information is intended to aid them in the safe and effective
use of this ication. It is not a di e of all possible adverse or intended effects.

Patients should use FLOVENT Inhalation Aerosol at regular intervals as directed. Results of clinical

FLOVENT FLOVENT FLOVENT
88 mc: 220 me| 440 mc?
Placebo twice dally twice daily twice daily
(n=475) | (n=488) (n=95) n= 185
Adverse Event % % %
Ear, nose, and throat
Pharyngitis 7 10 14 14
Nasal congestion 8 16 10
Sinusitis 4 3 [ 5
Nasal discharge 3 5 4 4
Dysphonia 1 4 3 8
Allergic rhinitis 4 5 3 3
Oral candidiasis 1 2 3 5
Respiratory
Upper respiratory infection 12 15 22 16
Influenza 2 3 8 5
Neurological
Headache 14 17 22 17
Average duration of exposure (days) 44 66 64 59

The table above includes all events (whether considered drug-related or nondrug-related by the inves-
tigator) that occurred at a rate of over 3% in the combined fluticasone propionate inhalation aerosol
groups and were more common than ir. the placebo group. In considering these data, differences in
average duration of exposure should be taken into account.

These adverse reactions were mostly mild to moderate in severity, with <2% of patients discontinuing the
studies because of adverse events. Rare cases of immediate and delayed hypersensitivity reactions, including
urticaria and rash and other rare events of angioedema and bronchospasm, have been reported.

Systemic glucocorticoid side effects were not reported during controlled clinical trials with fluticasone
propionate inhalation aerosol. If recommended doses are exceeded, however, or if individuals are particu-
larly sensitive, symptoms of hypercorticism, e.9., Cushing's syndrome, could occur.

Other adverse events that occurred in these clinical trials using fluticasone propionate inhalation aerosol
with an incidence of 1% to 3% and which occurred at a greater incidence than with placebo were:

Ear, Nose, and Threat: Pain in nasal sinus(es), rhinitis.

Eye: Irritation of the eye(s).

Gastrointestinal: Nausea and vomiting, diarrhea, dyspepsia and stomach disorder.

Miscellaneous: Fever.

Mouth and Teeth: Dental problem.

Musculoskeletal: Pain in joint, sprain/strain, aches and pains, pain in limb.

Neurological: Dizziness/giddiness.

Respiratory: Bronchitis, chest congestion.

Skin: Dermatitis, rash/skin eruption. .
Urogenital: Dysmenorrhea.

In a 16-week study in asthmatics requiring oral corticosteroids, the effects of fluticasone propionate
inhalation aerosol, 660 meg twice daily (n = 32) and 880 mcg twice daily (n = 32), were compared with
placebo. Adverse events (whether considered drug-related or nondrug-related by the investigator)
reperted by more than three patients in either fluticasone propionate group and which were more com-
mon with fluticasone propionate than placebo are shown below:
€ar, Nose, and Throat: Pharyngitis (9% and 25%); nasal congestion {19% and 22%), sinusitis s19%
and 22 %); nasal discharge (16% and 16%); dysphonia (19% and 9%}; pain in nasal sinus(es) (13%
and 0%); Candida-like oral lesions (16% and 9%); oropharyngeal candidiasis {25% and 19%).
Respiratory. Upper respiratory infection (31% and 19%j; influenza (0% and 13%).

Other: Headache (28% and 34%); pain in joint (19% an 13%) nausea and vomiting (22% and 16%);
muscular soreness (22% and 13%); malaise/fatigue (22% and 28%); insomnia (3% and 13%).
OVERDOSAGE: There are no data avaitable on the effects of acute or chronic overdosage with FLOVENT
Aerosol. Inhalation by heathy volunteers of a single dose of 1,760 or 3,520 mcg of fluticasone

trials indicated significant improvement may occur within the first day or two of tr the
full benefit may not be achieved until treatment has been administered for 1 to 2 weeks or longer. The
patient shouid not increase the prescribed dosage but should contact the physician if symptoms do not
improve or if the condition worsens.

Patients should be warned to avoid exposure to chickenpox or measles and, if they are exposed, to
consult their physicians without delay.

For the proper use of FLOVENT Inhalation Aerosol and to attain maximum improvement, the patient
should read and follow carefully the Patient's Instructions for Use accompanying the product.
Carcinogenesis, Mutagenesis, Impairment of Ferlility: Fluticasone propionate demonstrated no tumori-
genic potential in studies of oral doses up to 1,000 mcg/kg (approximately two times the maximum human

propionate inhalation aerosol was well tolerated. Fluticasone propionate given by inhalation aerosol at doses
of 1,320 meg twice daily for 7 to 15 days to healthy human volunteers was also well tolerated. Repeat oral
doses up to 80 mg daily for 10 days in healthy volunteers and repeat oral doses up to 20 mg daily for 42
days in patients were well tolerated. Adverse reactions were of mild or moderate severity, and incidences
were similar in active and placebo treatment groups. Chronic overdosage may resuit in signs/symptoms of
hypercorticism {see PRECAUTIONS). The oral and subcutaneous median lethal doses in rats and mice were
>1,000 mg/kg (>2,000 times the maximum human daily inhalation dose based on mg/m?).
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American Medical Association...

Syn qy st

Physician and hospital leaders...

Working together to improve community health and quality care
through... Provider Sponsored Organizations (PSOs)

To find out how... attend the first AMA/AHA joint educational event on December 6 in
Atlanta. The program is part of the 1996 Interim AMA Organized Medical Staff Section
Assembly Meeting.

The Program®...
Learn to build strong physician-hospital partnerships vital to survival and success in health
care today!
Get practical information on what PSOs can mean to patients, communities and you!
Discover the advantages and differences when hospitals and physicians take the lead!
Hear from physician and hospital leaders...PSO success stories!

'he cos..-. is frl'.'t“l

The Speakers...
Dartmouth health policy expert John E. Wennberg, MD, MPH, will give you the big picture.
His Dartmouth Atlas of Health Care shows how and where care is provided in America.

PSO leaders K. James Ehlen, MD, Allina Health System in Minneapolis, and Stewart H.
Gleischman, MD, Health Source Medical Group in Los Angeles, along with AMA and
AHA experts will chart your path to PSOs.

Come experience the new Synergy. Plan now to attend. To register call
800 AMA-3211 and ask for the Department of Organized Medical Staff Services.

* The AMA is accredited by the Accreditation Council for Continuing Medical
Education to sponsor continuing medical education for physicians.

The AMA designates this continuing medical education acrivity for
up to 3 credit hours in Caregory 1 of the Physician’s Recognition Award.

American Medical Association

Physicians dedicated to the health of America
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with significant renal dysfunction (serum creatinine >2.0 mg/dL) have not been conducted. Therefore,

Dosage and Administration treatment of these patients with PRECOSE® is not recommended.
Drug Interactions: Certain drugs tend to produce hyperglycemia and may lead to loss of blood glucose
Taken With the First Bite of Each Main Meal control. These drugs include the thiazides and other d oids, p thyroid
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nel-bl rugs. an en suc rugs are administered to a patient receiving
Initial W 25 mgb’d Mo{amm the DaNenI shau?d be closely utrsewad for loss of blood glucose control. When such drugs are with-
drawn from patients receiving PRECOSE® In combination with sulfonylureas or insulin, patients should

Omgﬂd

Maintenance dosage: 50 mg tid to 100 mg tid
Maximum dosages: 50 mg tid for patients < 132 Ib
100 mg tid for patients > 132 Ib

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION

L
PZ500036B5 4/96
INDICATIONS AND USAGE

PRECOSE®, as monotherapy, Is Indicated as an adjunct to diet to lower blood glucose in patients with

non-insulin-dependent diabetes mellitus (NIDDM) whose hyperglycemia cannot be managed on diet alone.
PHEGDSE@ may also be used in combination with a sulfonylurea when diet plus either PRECOSE® or a
sulfonylurea do not result in adequate glycemic control. The effect of PRECOSE® to enhance glycemic
control is additive to that of sulfonylureas when used in combination, presumably because its mechanism
of action is different.
In initiating treatment for NIDDM, diet should be emphasized as the primary form of treatment. Caloric
restriction and weight loss are essential in the obese diabetic patient. Proper dietary management alone
may b be eﬂecthre in controlling blood glucose and symptoms of h)'p,lveru lycemia. The importance of regu-
lar physical activity when iate should also be stressed. If this treatment program fails to result in
adequate glycemic control, the use of PRECOSE® should be considered. The use of PRECOSE® must be
viewed by both the physician and patient as a treatment in addition to diet, and not as a substitute for
diet or as a convenient mechanism for avoiding dietary restraint.

CONTRAINDICATIONS
PRECOSE® s contraindicated in patients with known hypersensitivity to the drug and in patients with
diabetic ketoacidosis or cirrhosis. PRECOSE® Is also contraindicated in patients with inflammatory
bowel disease, colonic ulceration, Egan‘lai intestinal obstruction or in patients predisposed to intestinal
obstruction. In addition, PRECOSE® is contraindicated in ?auents who have chronic intestinal diseases
associated with marked disorders of digestion or absorption and in patients who have conditions that
miay deteriorate as a result of increased gas formation in the intestine.
PRECAUTIONS

General
Hypoglycemia: Because of its mechanism of action, PRECOSE® when administered alone should not
cause nygo%écemia in the fasted or poslpran:llal state. Sulfonylurea agents may cause hyp ogcyoemla
Because 0SE® given in i fonyl will cause a further lowering of blood glu-
cose, it may increase the hypoglgcemll: potenha1 of the sulfonylurea. Oral glucose (dextrose), whose
ahsurphun |s not inhibited by PRECOSE®, should be used instead of sucrose (cane sugar) in the treat-
rnenl of mild to moderate nynoqlfloemla Sucrose, whose hydrolysis to glucose and fructose is inhibited
by PRECOSE®, is unsuitable for the rapid correction of hypoglycemia Severe hypoglycemia may require
the use of either i glucose infusion or glucagon injection.
Elevated Serum Transaminase Levels: In chmcal trials, at doses of 50 mg t.i.d. and 100 mg t.id., the
incidence of serum transaminase elevations with PRECOSE® was the same as with placebo. In long-term
studies (up to 12 months, and including PRECOSE® doses up to 300 mg t.i.d.) conducted in the United
States, treatment-emergent elevations of serum transaminases (AST and/or ALT) occurred in 15% of
PRECOSE®-treated patients as compared to 7% of placebo-treated patients. These serum transaminase
elevations appear 1o be dose related. At doses greater than 100 mg t.i.d., the incidence of serum
transaminase elevations greater than three times the upper limit of normal was two to three times higher
in the PRECOSE® group than in the placebo group. These elevations were asymptoma'hn rwaryb&e

be observed closely for any a\rrdent:e of hypugryoamla
Intestinal adsorbents (e.g., ) and enzyme preparations containing carbohydrate-splitting
enzmes“;an amylase, pancreatin) may reduce the effect of PRECOSE® and should not be taken con-
com
Carcinogenesis, Mutagenesis, and Impairment of Fertility: Nine chronic toxicity/carcinogenicity stud-
ies were conducted in three animal species (rat, hamster, dog) including two rat strains (Sprague-
Dawley and Wistar),
In the first rat study, Sprague-Dawley rats received acarbose in feed at high doses (up to approximatel
mg/kg body weight) for 104 weeks. Acarbose treatment resulted in a significant increase in the inci-
dence of renal tumors (adenomas and adenocarcinomas) and benign Leydig cell tumors. This study
was repeated with a similar outcome. Further studies were performed to separate direct carcinogenic
effects of acarbose from indirect effects resulting from the ca(buh drate mainutrition induced by the
large doses of acarbose employed in the studies. In one study us ngﬂSprague‘Daney rats, acarbose
was mixed with feed but carbohydrate deprivation was prevented addition of glucose to the diet.
In a 26-month study of Sprague-Dawley rats, acarbose was administered by daily postprandial gavage
50 as to avoid the pharmacologic effects of the drug. In both of these studies, the increased incidence of
renal tumors found in the original studies did not occur. Acarbose was also given in food and by post-
prandial gavage in two separate studies in Wistar rats. No increased incidence of renal tumors was
found in either of these Wistar rat studies. In two feeding studies of hamsters, with and without glucose
supplementation, there was also no evidence of carcinogenicity.

Acarbose showed no mutagenic activity when tested in six in vitro and three in vivo assays.

Fertility studies conducted in rats after oral administration produced no untoward effect on fertility or on
the overall capability to reproduce.

Pregnancy:
Teratogenic Etfects: Pregnanc Categur‘v”% The safety of PRECOSE® in pregnant women has not been
established. Reproduction studies have been performed in rats at doses up to 480 mg/kg (correspond-
ing to 9 times the exposure in humans, based on drug blood levels) and have revealed no evidence of
impaired fertility or harm to the fetus due to acarbose. In rabbits, reduced maternal body weight gain,
ﬂrohably the result of the pharmacodynamic activity of high doses of acarbose in the intestines, may
ave been responsible for a slight increase in the number of embryonic losses. However, rabbits given
160 mo/kg acarbose (corresponding to 10 times the dose in man, based on body surface area) showed
no evidence of embryotoxicity and there was no evidence of teratogenicity at a dose 32 times the dose
in man (based on body surface area). There are, however, no adequate and well-controlled studies of
PRECOSE® in pregnant women, Because animal reproduction stud es are nol always predictive of the
human response, this drug should be used during freqnancy onl dy if clearly needed. use current
information strongly suggests that abnormal biood glucose levels during pregnancy are associated with
a higher incidence of ¢ as well as | d neonatal morbidity and mortality, most
experts recommend that insulin be used during pregnancy to maintain blood glucose levels as close to
normal as possible.
Nursing Mothers: A small amount of radioactivity has been found in the milk of lactating rats after
administration of radiolabeled acarbose. It is not known whether this umg is excreted in human milk.
Because many drugs are excreted In human milk, PRECOSE® should not be administered to a nursing
woman,
Pediatric Use: Safety and effectiveness of PRECOSE® in pediatric patients have not been established.
ADVERSE REACTIONS
Digestive Tract: Gastrointestinal symptoms are the most common reactions to PRECOSE®. In U.S.
placebo-controlled trials, the incidences of abdominal pain, diarrhea, and fiatulence were 21%, 33%,
and 77% respectively in 1075 patients treated with PRECOSE® 50-300 mg t.1.d., whereas the corre-
nding incidences were 9%, 12%, and 32% in 818 placebo-treated patients. Abdominal pain and
diarrhea tended to return to ﬁrelraalmenl levels over time, and the frequency and intensity of flatulence
tended to abate with time. The increased gastrointestinal tract g:mms in patients treated with PRE-
COSE® is a manifestation of the mechanism of action of PRECOSE® and is related to the presence of
undigested carbohydrate in the lower Gl tract. Rarely, these gastrointestinal events may be severe and
might be confused with paralytic ileus.
Elevated Serum Transaminase Levels: See PRECAUTIONS.
Other Abnormal Laboratory Findings: Small reductions in hematocrit occurred more often In
PRECOSE®-treated patients than in placebo-treated patients but were not associated with reductions in
hemoglobin. Low serum calcium and low plasma vitamin By levels were associated with PRECOSE®
therapy but were thought to be either spurious or of no clinical significance.

more common in females, and, in general, were not associated with other evi of live

In international post- marke!lw% exﬁnam:e with PRECOSE® in over 500,000 patients, 19 cases of serum
fransaminase elevations > of which were associated with jaundice) have been reported.
Fifteen of these 19 cases received tr&atmanl with 100 mg t.i.d. or greater and 13 of 16 patients for
whom weight was reported weighed < 60 kg. In the 18 cases where follow-up was recorded, hepatic
abnormalities improved or resolved upon discontinuation of PRECOSE®.

Loss of Control of Blood Glucose: When diabetic patients are exposed to stress such as fever, trauma,
infection, or surgery, a temporary loss of control of blood glucose may occur. At such times, temporary
insulin thuraw may be necessary.

Information for Patients: Patients should be told to take PRECOSE® orally three times a day at the start
(with the first bite) of each main meal. It is important that patients continue to adhere to dietary instruc-
tions, a regular exercise program, and regular testing of urine and/or blood glucose.

PRECOSE® itself does not cause hypoglycemia even when administered to patients in the fasted state.
Sulfonylurea drugs and insulin, however, can lower blood si E@gar levels enough to cause symptoms or
sometimes life-threatening hypoglycemia. Because PRECOSE® given in combination with a sulfonylurea
or insulin will cause a further lowering of blood sugar, it may increase the mdypoglmmlc potential of
these agents. The risk of hypo?rycamla its symptoms and treatment, and conditions that predispose to
its development should be well understood by patients and responsible family members. Because PRE-
COSE® prevents the breakdown of table sugar, \Pabents should have a readily available source of glu-
cose (dextrose, D-glucose) to treal symptoms of low blood sugar when taking PRECOSE® in combina-
tion with a sulfonylurea or insulin,

If side effects occur with PRECOSE®, they usually develop during the first few weeks of therapy. They
are most commonly mild-to-moderate gastrointestinal effects, such as flatulence, diarrhea, or abdomi-
nal discomfort and g hin y and intensity with time.

Laboratory Tests: Therapeutlc response 1o PRECDSE@ should be monitored by periodic blood glucose
tests. Measurement of g y Is is ded for the monitoring of long-term
glycemic control.

PRECOSE®, particularly at doses in excess of 50 mg L.i.d., may give rise to elevations of serum
transaminases and, in rare instances, hyperbilirubinemia. It is recommended thal serum transaminase
levels be checked every 3 months during the first year of treatment with PRECOSE® and periodically
thereafter. If elevated transaminases are observed, a reduction in dosage or withdrawal of therapy may
be indicated, particularly if the elevations persist.

Renal Impairment: Plasma concentrations of PRECOSE® in renally impaired volunteers were propor-
tionally increased relative to the degree of renal dystunction. Long-term clinical trials in diabetic patients

C: : Federal law prohibits disp g without a p p
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