Anticholinergics. Essential for COPD.

For more information visit our Web site at www.thebreathingspace.com
Please see Brief Summaries of Prescribing Information on accompanying pages.
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(ipratropium bromide and albuterol sulfate)
Inhalation Aerosol

Bronchodilator Aerosol  For Oral Inhalation Only

Brigt Summary of Prescribing Information

INDICATIONS AND USAGE Combivent® Inhalation Aerosol is indicated for use in patients with chronic
obstructive pulmonary disease (COPD) on a regular aerosol bronchodilator who continue to have evidence

of bronchospasm and who require a second bronchodilator.

CONTRAINDICATIONS C Aerosol Is i d in patients with a history of
hypersansitiwtf o suirsa a lecithin or relfated food aroducts such as soybean and peanut. Combivent®
Inhalation Aerosol is also contraindicated in patients h 1o any other comp its of the drug

uduct of 1o atropine or its derivatives
NGS 1. Pax Combivent® Inhalation Aerosol can produce paradoxical
I:mnnhospasm that can be life threatening. 11 it occurs, the preparation should be discontinued Immediately
and alternative therapy instituted. It should be recognized that paradoxical bronchospasm, when assoclated
with inhaled formulations, frequently occurs with the first use of a new canister.
2. Cardlovascular Effect. The albuterol sulfate c in Combi Aegrosol, like other
beta-adrenergic agonists, can produce a clinically significant cardiovascular effect in some patients, as
measured by puise rate, blood pressure and/or symptoms. Although such effects are uncommon after
anmlmstrauon of Combivent® Inhalation Aerosol at racummendad doses, if they occur, discontinuation of the
FI may be indicated. In addition, beta-adrenergic agents have been reported to produce ECG changes,
as flattening of the T wave, grnlo tion of the QTc imerval, and ST segment depression. Theretore,
Coml:want‘ Inhatation Aerosol should be used with caution in patients with cardiovascular disorders,
especially coronary insutficiency, cardiac arrhythmias and hypertension
ng]a_um_ﬁmﬂ_ﬂ::mmm Fatalities have been reported in association with excessive use of
mpathomimetic drugs, in patients with asthma, The exact cause of death is unknown, but cardiac
nrras'l following an unexpectad development of a severe acute asthmatic crisis and Suhsequanl hypoxia Is
suspected
4. Lmnmm.mu:lp %v_ﬁgﬁﬁlmu Immediate hypersensitivity reactions may occur after
administration of ipratropium bromide or albuterol sulfate, as demonstrated by rare cases of urticaria,
mn bronc hylaxis and oropharyngeal edema.
: The con!enis of Combivent® Inhalation Aerosol are under pressure, Do not puncture
Do not use or store near heat or open flame. Exposure to temperatures above 120°F may cause bursting.
Never throw the container inte a fire or Incinerator. Keep out of reach of children

PRECA! |
1, MMWI%LDL% Combivent® Inhalation Aerosol contains |pratropium bromide
and, therefore, should be used with caution in patients with narrow-angle glaucoma, prostatic hypertrophy or

bladder-neck obstruction.

2 m&m&mmmmmuu Preparations containing sympathomimetic amines such
as albuterol sulfate should be used with caution in patients with o disorders, hyperthy

or diabetes mellitus and In patients who are elos th ic amines.
Butl—admnel;L: agents may also produce significant hy\}nkalamta in some patlanls {possibly through
intracedlular untmq] whlc has the nct!nt 10 produce adverse cardiovascular effects. The decrease
|r| serum quiring
lisease: Gumblvenr' Inhatation Aercsol has not been studied in patients with
It shouid be used with caution in those patient populations.

ation for Palients Patients should be cautioned to avoid spraying the agrosal info their eyes and be
advmeu that |h|s ma]{ result in precipitation or worsening of narrow-angle glaucoma, eye pain or discomfort,
temporary blurring of vision, visual halos or colored images in association with red eyes from conjunctival and
comeal congestion. Should any combination of these symptoms develop. consult your physician immediately.
The action of Combivent® Inhafation Aerosol should ast 4-5 hours or longer. Combivent® Inhalation Aerosol
should not be used more frequently than recommended. Do not Increase the dose or frequency of
Combivent® Inhalation Aerosol without consulting your physician, If ynu find that treatment with Combjvent®
Inhalation Aerosol becomes less effective for symp ic rellef, yo become worse, anum Ll

a ic or rsnal Insuﬂn:len

Pregnancy TERATOGENIC EFFECTS Pregnancy Category C
Lpoz [mﬂ um bromide. Pregnancy Cate, cl;;!r.rry 8. Oral reproduction studies were performed al doses of
mg/kg in mice, 100 mg/kg in rats and 125 mg/kg in rabbits. These doses correspond, In each species,
ruspectnve to approximately 300, 600 and 15,000 times the maximum recommended human daily
inhalation dose on a mg/m* basis. inhalation reproduction studies were conducted in rats and rabbits at
doses of 1.5 and 1.8 mg/kg/day {apprunlmg and 210 times the maximum recommended human daily
inhalation dose on a mg/m basis). These studies have demanstrated no evidence of teratogenic effects as a
result of ipratropium bromide.
| rol. Pregnancy Category C. Albuterol has been shown to be teratogenic in mice. A reproduction study
-1 mice given albuteral sum:maneuusry (0. 0‘25 0.25 and 2.5 rnuflm] showed cleft palate formation in
5 of 111 (4.5%) fetuses at 0.25 Pﬂ? 0 the human daily |
dose on a mg/m* basis) and in 10 of 108 (9.3%) I'e!uses at 2.5 mg/kg (approxi 10 times the
recommended human Uau;l inhalation dose on a mg/m* basis). None was observed at 0.025 mg/k
(approximately one-tenth the maximum recommended human daily inhalation dose). Cleft palate also
accurred in 22 of 72 (30.5%) fetuses treated with 2.5 mi ec?mﬂ isoproterenol (positive control). A reproduction
study with oral albuterol in Stride Dutch rabbits revealed cranioschisis In 7 of 19 (37%) fetuses at 50 mg/kg
(approximately 1000 times the maximum rec ] human daily i ion dosa on a mg/m* basis},
There are, nnwnver no and well-C studies of C lation Aerosol, pil
| sulfate. in preg women. B animal repr tion studies are not alwa
predictive nf human response, Combivent® Inhalation Aerosol should be used during pregnancy only if the
otential uenelll |usnlins the potential risk to the fetus
bor and D of the | for beta-agonist interference with utarine contractility, use of
Combivent® Inhalation Aerosol for the treatment of COPD during labor should be restricted to those patients
in whom the benefits clearr{uulwmun the risk
Nursing Mothers It is not known whether the ¢ ts of C
human milk
\pratropium bromide; Although lipid-insoluble quaternary bases pass into breast milk, it is unlikely that the
active component, ipratropium bromide, would reach the infant to an important extant, espacially when taken
ny aernsol However, because many drugs are excroted in human milk, caution should be exgrcised when
Aerosol s d to a nursing mother.

Because of the potential for tumarigenicity shown for albuterol in animal studies, a decision
sl‘mulﬂ be made whether to discontinue nursing or to discontinue the drug. taking into account the
importance of the drug Io the mather.

PNISMM Safety and affectivenass of Combivent™ Inhalation Aerosol in pediatric patients have not been
establl
ADVERSE REACTIONS Adverse reaction information concerning Combivent® Inhalation Aerosol s derived
from two 12-week controlled clinical trials (N=358 for Combivent® Inhalation Aerosol)
All Adverse Events (in percentages), from Two Large Double-Blind, Parallel,
12-Waek Studies of Patients with COPD™

Aprosol are excreted in

Combivent® Ipratropium Bromide Albuterol Sultate
Ipratropium Bromide 36 meg g.ld 208 meg g.id
36 mep/Albutarc! Sullate
206 meg o..d. N=358 N=362 N=347
Body & A Whols-
General Disotders
Headache 56 a8 6.6
Pain 25 18 1.2
Influgnza 14 2 28
Creest Pain 03 14 28
Gastrointestinal System Disorders
Nausea 20 25 26
FBegniratary System Digorders (Lower)
Bronchitis 123 124 179
Dyspnga 45 ia 40
Coughing 42 28 26
Respiratory Disorders 25 1.7 23
Pneumonia 14 25 08
Bronchospasm 03 34 11
Bespiratory System Disorders {Upper)
Upper Resp. Tract Infection 10.8 1.7 13,0
Pharyngitis 22 33 23
Sinusdtis 23 1.8 09
Rhinitis 1.1 5 23

*All adverse avents, regardiess of drug relationship, reported by two percent or more patients in one or more
treatmant group in the 12-week controlied clinical trials.

Additional adverse reactions, reported in less than two percent of the ualb:nls in the Combivent* Inhalation
Aerosol treatment group include edema, fatigue, fr tremor,

need to use the product more frequently than usual, medical atlanwn st'lnuld be sought i d

you are lakln? Combivent® Inhalation Aerosol, other inhaled drugs should be taken only as directed by yor
R:ysn::an you are pregnant or nursing, contact your physi about use of Combivent® I'nhalanun
rosol. Appropriate use of C: ion Aerosol includes an g of the way It should

be administered (See Patient's Instructions for Use)
Drug Interactions Combivent® Inhalation Aerosol has been used concomitantly with other drugs, including
sympathomimetic bronchodilators, methylxanthines and steroids, commonly Used in the lrsalmeni of COPD.

diarrhea, dry mouth crysuensta yomiting, arrh\flhmla palnltal:on tachycardia,

annralqla angina, increased sputum, taste parversion, and urinary tract infection/dysuria

Allergic-type reactions such as skin rash, angioedema of tongue, lips and face, urticaria (including giant

urucarlah laryngospasm and anaphylactic reaction have been reported, with positive rechallenge in some
of these patients had a history of allergies to other drugs and/or foods including soybean

(See CONTR INDICATIONS)

Additional information derived from the published Iiterature and post-marketing surveillance on the use of

without adverse drug reactions. No formal drug interaction studies have been pedermed with
Inhalation Aerosol and these or o{rrer m n the ol COPD.

or albuterol jnh aarosol singly or in combination that is not included in the lists above
casa's of p g of narrow-angle glaucoma. acute eye pain, blurred vision,

prarity

Antichglinergic agents: Although bromide is
there is some potential for an additlve |mera:1mn with conc
Caution Is therefore ad
anticholinergic-containing uruns
B.Eﬂ.iﬂllﬂﬂlﬁi_m& Caution Is advised in the co of C Inhalation Asrosol and
other sympathomimetic agents due to the increased nsk al adverse cardiovascular effects.
&ﬁn_mnmmmuﬂu_?mm and albuterol inhibit the effect of each other. Beta-receptor blocking agants
should be used with caution in patients with hyperreactive airways.

Diuretics: The ECG changes and/or hypokalemia which maﬁa result from the administration of non-potassium
sparing diuretics (such as loop or thiazide diuretics) can be acutely worsened by beta-agonists, especially
when the recommended dose of the beta ag:mst is exceeded. Although the clinical significance of these
effects is not known, caution is advised in the co-administration of beta agonist-containing drugs, such as
Combivent® Inhalation Agrosol, with non ium sparing diureti
Mﬂummuﬁjwwﬂummﬁuﬂmﬂmﬂm Combivent® Inhalation Aerosol should be
administered with extreme caution to Ipallen'ls being treated with monoamine oxidase inhibitors or tricyclic
antidepressants or within two wesks of discontinuation of such agents because the action of albuterol on the
cardiovascular system may be potentiated

Care oeen. moplmaotob Fenilit,

ly absorbed into the sy
} holinergic medications
Aerosol with other

n the co omb

nasal urymg of secrallans rnumsal | ulcers, irritation from aerosol, paradoxical bronchospasm,
wheszing, exacerbation of COPD , CNS . difficulty,
weakness, Itching, flushing, alupzcra , pastr distrass, and urinary
ditficulties.
HOW SUPPLIED C Aerosol Is supplied as a rnelﬁred ause Inhaler with a white
mouthplece which has a clear, colorless sleeve and an orange p The Ce * Inhalation
Asrosol canister should be used with the Combivent® Inhalation Aerosol arluimr only. The actuator should
not be used with other aerosol medications. Each actuation meters 21 meg of ipratropium bromide and
120 meg of albuterol sulfate from the valve and delivers 18 meg of ipratropium bromide and 103 mecg of
albuterol sulfate (equivalent to 80 mcp albuterol nnseg from the mouthplece. Each 14.7 gram canister
provides sufficient medication for 200 inhalations (NDC 0597-0013-14)
The canister should be discarded after the labeled number of actuations have been used. The amount of
medication in each actuation cannot be assured atter this point.
Store between 59° F (15" C) and B6® F (30 C). Avoid excessive humidity, For optimal results, the canister
should be at room temperature before use. Shake well before using.
Note: The indented statement below is required by the Fedaral government's Clean Alr Act for all products
containing or manufactured with chiorofiuorocarbons (CFC g

Wlminn Cuntams trichloromonofiuoromethane (CFC-11), dichiorodifluoromethane (CFC-12) and

wo-year oral carcinogenicity studies in rats and mice have d no carl
potential at doses up to 6 mg/kg/day. This dose corresponds to approximately 360 ami 180 times tha
maximum recommended human daily inhalation dose In rats and mice respectively, on a mg/m* basis.
Fesulrs of varous Stuties {Rmes Test, mouse tomimanm et 1est, mouse micronuieus B8
and chromosome aberration of bone marrow in Chinese hamsters) were negative. Fertility of male or temale
rats at oral doses up to 50 mo/kg/day tnpnro:imatg; 3000 times the maximum recommended human daily
200ve

innasnivy ghse gir 3 mgin s TETTOMATT D TG SOITNRSTTAN0N "pses
90 mp/kg/day (approximately 5400 times the maximum recommended human daily inhalation dose on a
mg/m’ basis), increased resorption and decreased conception rates were observed

Albuterol, Like other agents in lis class, in the incidence
of blvg of the jum in & two-year study in the rat at dietary doses of 2, 10 and

o/day llﬂnmximataly 20, 100 and 500 times the maximum recommended human dally inhalation
lﬂm on a mg/m’ basis). In another study this etfect was biocked by the co-administration of propranolol
The relevance of these findings to humans ts not known. An 18-month study in mice at dietary doses up to
500 my day (approximately 2500 times the maximum recommended human daily inhalation dose on a
mg/m? basis) and a 99-week study in hamsters at oral doses up to 50 mg/kg/day (approximately 375 times
the maximum recommended human dally inhalation dose on a mg/m* basis) revealed no evidence of
tumarigenicity. Studies with albuterol revealed no evidence of mutagenesis. Reproduction studies in rats
with albuterol sulfate revealed no evidence of impaired fertility

| caused a signif dose-related i

hil hane (CFC-114), which harm public health and the’ énvironment by
destroying ozone in the upper atmosphere.

A nutnc:r:mrlar to the above Wmlng has been placed in the information for the patient of this product

Envirommenial s (EPAS) regunhiions. Ve paifens winming st tha e
patient should consult his or her physician it there are any questions about altermatives
% omy
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