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FORM 1264 PRODUCT INFORMATION

ALBUTEROL
INHALATION
AEROSOL

Bronchodilator Aerosol
FOR ORAL INHALATION ONLY VG1252

WARNING: Contams trichioromonofiuotomethane and
dichlorodifluoromethane, substances which hamm pubhc
health and envirenment by destroying ozone in the upper

Recent studies m laboratory animals (minipigs, mdems and
dogs the and

e of walac
sudden death {with b
necrosis) when beta- amsTs and methyhanmlnes were
admuustered cancurrently. The signticance of these findings
when appiied 1o humansis currently unknown.
The efiects of ising doses of albuterol and isoproterenal
Ae10s0ls were studied m volunteers and asthmatic pavents.
Results i normat that 1S ong
half to one quarter as active as isoproterenol in producing
mereases m heart rate In asthmanc pabents simitas cardio-
vascular differemabon between the two drugs was also seen.
In controlled chinicat thals involving adults with asthma, the
onset of improvement in pulmonary function was within
15 minutes, as Y
fiow rate (MMEF) and forced expiratory volume in one second
(FEV4). MMEF meawmmems also showed that near maxomum

atmosphere y tunction occurs within
50 to 90 mmutes tullmmng two Inhalations of albuterol and
DESCRIPTION: The active c of Albuterof generally continues (or
Aeroso! is alb {oe*-[{tert-butylami 1} -4-hyoroxy- lhrae to lour howrs in most panems Some patients showed a
m-xylene-a.a'-diol), a relatively selecnve beta;-adrenerglc D {defined by mak g FEV, vaives 15%
bronc , having the f g structural formula m more above basenne) that was still apparem at 6 hours,
over a
HOCHz 13 week period :n these same s,
In controlied chical trials mvoving cluldren 410 12 years of
age, FEV, 2 showed 30 b
n pulmonary function occurs within 30 to 60 minutes.
HO (‘:HCHZNHC(CHG)3 onset of clinically significant (> 15%) improvement in FEV,

OH

Albuterol is the officia genenc name in the United States. The
Worid Heaith Grganization recommended name foF the drug 1s
salbutamol The molecular weight of aibuterol 1s 239,32, and
the molecular tormula ¢s Cy3H,1NOy Atbiesierol 1s & white to
oft-white crystalline sold. it 1s soluble in alcohol, spanngly
soluble sn water, and very soluble in chiorotorm.
Albuteroé inhafation Aerosol ts a metered-dose aerosol unit for
oral whalation. k contans 3 microciystalling (95% < 10um)
of n prop tr

and dichiorodi! ) with oleic acid. Each
actuation delivers from the mou\hmece 90 meg of albuterod,
€ach canister provides at least 200 inhatations
CLINICAL PHARMACOLOGY: Jn vitro studies and 1 vivo
pharmacologic studies have demonstrated that albuterod has a-—
preferential effect on beta,-adrenergic receptors compared
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was pbserved as So0h as hve minutes tollowing BOmch
abuterot in 18 of 30 (60%) children in a comrofied dose-
ranging study. Clinically significant improvement in FEV,
coninued in the majorty of patients tor two hours and in 33%
to 47% tor four howrs among 56 patients receiving inhalation
2erosol in one pediatric study In a second study, among
48 panens receiving inhalaion aerosol, tiimcalty svgnmcam
improvement continued in the maiorty for up to one hour and
in 23% to 40% for four hours. in addition, at least 50% of the
patients i both studies achieved an improvement in forced
expiratory flow rate between 25% and 75% of the forced wital
capacity of at least 20% for two 1o five hours. Continued

ity | was di over the 12-week

study period

= In other clinicat studies involving both chidren and adults, two

halations of albuterol aerosol taken aperoximately 15 minutes
betore exercise prevented exescise-induced bonchospasm, as
demonsiraled by the mantenance of FEV, within 80% of
baseline values in the masonty of patients. Two of these
studies, one of which invotvad adults ang the other chadren,

with 1Sop While t1s hat beta,.
ptors are the pi fua) smooth
muscie, recen data indicaie hat there 1s a popuiahion of
beta,-receptors in the human heart existing in 4 »oncentrahon
between 10% and 50%. The precrse function of nese,

however, 1S not yel established

The phar ogic effects of beta gic 3gonst g
drugs, mcluding afhmerol are at least in part aft: utableto LT
through beta receptors ol 2
)

adenyl cycfase, the enzyme that catanyzes the canverswn -
of adenosine triphosphate (ATP) to cychc -3\ 5 denosine  peu
(cychic AMP) d cychc AMP levels

also the duration of the proghylactic effect to
repeated exercise chatienges, which was ewident at four hours
n 2 majority of the patients and at six hours 1 approxmately
one thicd of the patents.
INDICATIONS AND USAGE: Albuterol Inhalation Aerosol 1s
indicated for the prevention and rehet of bronchospasm in

years of age and oider with reversible obstructive

ase and for the prevention of exercise-mgduced

lipasm in patients 4 years of age and oider
inhatation Aerosol can be used with or without
int steroid therapy.

are associated with relaxation of broncheal sm.oth muscle and..”- ““CUMTRAIRDICATIONS: Atbuterol inhalation Aerosul s contra-

nhibiion of reiease of of .
from cells, especialty from mast cells

Albuterol has been shown in most controlied ciimcal tnals tofEi -
[Ty

“~Indicated in patents with a history of hypersensitivity to any of

L it Gomponents.

~WARNINGS: As with other inhaled beta-advenergic agonists,
mmuol wmhaiation aerosol can produce paradoncal

have more effect on the resperatory tract, in the form of
, than i

bronchial smoath muscle

comparable doses while producing tewer cardiovascitas oo )ﬂe

effects. Controlled chrucal studies and other clinical experi

have shown that inhaled albuterot, like other beta-adrenergi

agonist drugs, can produce a significam cardiovascular eff

N some patients, as measured by puise rate, blood pressy
ptoms, and/or elec

that can be iife g. if K occurs,
should be d y and
therapy instituted.

fbe:. have been reported in association with excessive use
u-o sympathomimetc drugs The exact cause of death
seknown, but cardac arrest following) the

Z2d0Elopment of 3 severe acule asthmatic cnsis and

Albuterol 1s longer achng than isoproterenol n mos1 panems Jent hypaxa is suspected

by any route of #t is not 2 Immed ate hypersensitivity nacﬂms may occur after adminis-
the cellulas uptake processes for catecholamines nor for tration of atbuterol inhat aerosol, as by rare
catechol-O-methyl transterase cases f urticaria, angi rash, b pasm,
Because of its gradual absorpon trom the bronch, systemic anaphviaxis, and oropharyngeal edema.

levels of are low after inh of The of Albu halation Aerosol are under
dasesswommd«takenwmloursqu 00 not x . Do not use or store near heat of

tribated albuterod resulted in maxime.n plasma concentrations
ocCuIng within two to fous hours. Hue 1o the sensitivity of the
assay method, the metabolic rate and hatf-lite of elimination of
m:ml W plasma could not be determined. However, urinary
daia that alb | has an
elmination hatf-ife of 3.8 hours. Approximately 72% of the
inhaled dose 15 excreted within 24 hours i the unne, and
consists of 28% as unchanged orug and 44% as metaboltte

Ammal studies show that albuterol does not pass the diood-
brain barner

open flams, Exposute 10 temperatures above 120°F may
cause bursting. Never thow comainer into fire of incinerator.
Keep out of the reach of children,

PRECAUTIONS: General: Albuterol, as with all sympath-
onumete ammss smm be used with caution in patients with
ly coronary insufficiency,
cardiac arhythmias, and hypertension; in patients with
cofvuisive disorders, hyperthyroidism, of mabetes mellitus;

' This product contains tnchioro-
monoﬂuoromemane and dichioro-
mfmromemane substances

. which harm the envionment by

t depleting ozone in the

; upper atmosphere

: Patient's Instructions lor Use

| Before using your Albytersi

1 Inhatation Aerosol, read complete

! instractions carefully.

Giately before each use. Then remove
he cap from the mouthpiece. (See
Figure 1) Should the cap be disiodged
of lost, the inhaler mputhpiece should
be msoeded for the presence of
oreign obiects before each use Make
ure the canister 15 fully and firmy
inserted into the actuator
. BREATHE OUT FULLY THROUGH
HE MOUTH, expeliing as much air
om your Iungs as possibie. Place
the mouthpiece fully into the mouth,
hoiding the inhaler In its upnght
posttion (See Fvgure 1) and closing
the ips an

VIHILE IREATHIHG N DEEPLY
WLY THROUGH TH
MOUTH, FULLY DEPRESS THE ToP

OF THE METAL CANISTER with your
index hinger (See Figure 2).

For Orai inhatation Only

, Figure 2

Bu g

?;N
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4. HOLD YOUR BREATH AS LONG AS
POSSIBLE. Before breathng out,
remave the inhaier from your mouth
and release your finer from the
canister.

DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT. THIS LEAFLET SHOULD ACCOMPANY EACH ALBUTEROL INHALATION AEROSOL OR REFILL DISPENSED

msnann THE CANISTER AFTER
YOU NAVE USED THE LABELED
MUMBER OF INNALATIONS. The

) correct amount of medication in each

PHARMACIST -

and in patents who are
oTimetic amnes.

H cannot be assured afier ths
1 point {contnwed)

ta
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THE REFILL CANISTER
IS YO BE USED WITH THE
CCL INDUSTRIES LTD. ADAPTER

DOSAGE: Use only as directed
by your physician.

WARNINGS: The action of
Albuterol Inhalation Asrosol
may last up to six hours, and
therefore it shonld aot be used
more frequently than recom-
mended. Do not increase the
number or frequency of doses
without consulting yosr
physician. If recommended
dosage does not provide rehet
of symptoms or symptoms
become worse, seek immediate
medical attention. While
Albuterol Inhalation Aerosol,
other inhaled medicines shosid
be used only as prescribed by
your physician.

Contents Under Pressure. Do
not puncture. Do not use or
store near heat of open flame
Exposure to temperatures above
120°F may cause bursting.
Never throw container inta fire of
ncinerator. Keep out of the reach
of chitdren.

Store batween 15° and 30°C
(59° and 86°F). As with most
inkaled medications in seroso!
canisters, the thesapeutic
effect of this medication may
decrease when the canister is
cold. Shake weli before using.

Manufactured by
CCL Industries Limrted
{};ncom WA7 1NU

Distnbuted by
Barre-National inc
Battmore, MD 21244
UsA
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Large doses of intravenous albuterol have been reported to
aggravate prmsnng thabetes mellitus and ketoacldosas As
with other beta sts, inhaled and &

may produce signiticant hypokalemia in some pabents,
possibly through intracefiutar Shunbng, which has the potentiat
1o produte adverse cardiovascutar effects. The decrease is
usually iend, not i

2, § Sy

Athough there have been no reports concerming the use of
Albuterol Inhalation Aerosol during fabor and delivery, it has
been reported that high doses of albuterol administered intra-
venously inhibit uterine comractions. Although this effect is
extremely uniikely as a consequence of aerosol use, & should
be kept in mind.

Intermation fov Patients: The action of Albuterol inhaiabon
Aerosol may tast up to six hours, and therefore it shouid

of sympmms of syrnmoms become worse, seek immediate
taks Aev0s0l,

o!hev inﬁaled drugs shuuld not be useu uniess prescribed

I general, the technique for administening Albuterol inhalation

Aerosol to ciwidren 1s Simitar to that for adults, smce children’s

smaller ventilatory exchange capacity automabcally provides

proporhonally smaller aerosol intake Chitdren showd use

Albutero! Inhalabon Aerosol under adult supervison, as

nstructed by the patient’s physician.

See ilusirated Patient’s Instructions For Usa.

Drug Interactions: Other Ssympathomimetc aerosol
bronchodilators should not be used concomitantty with
albuterol. il additional adrenergic drugs are to be administered
by any route, they should be used with caution to avoid
deletenous cardovascular effects
Albuterol shoukd be admimistered with extreme caulon to

bemg treated with monoamsne oxrdase inhibrtors or
tricyclic anbdepressants because the acton of abuterof on the
vascular System may be potentiated.
Beta-receptor blocking agents and afbuterol inhibit $he effect of
each other.
Carcinogenesis, Mutagenesis, impairment of Fertility:
Albuterol sultate, like othes agents in ts class, caused a
sigmihicant dose-reiated increase in the inCidence o benign
lesomyomas of the mesovarium in a2 two-year study in the rat
at orat doses of 2, 10, andﬁOrrW currespomnqtoea

, the

; and i biood p . tewer than 5 per
1wwmmmumdrsopmerenol lnmesamesmay
both drugs caused tremor oF nausea in fewsr than 15 pabents
per 100, and dizziness or heartburn in fewer than 5 per
100 pavents. Nervousness occurred in fewer than 10 per
100 patients receiving abuterol and in fewer than 15 per
10Q patients recenang tsoproterenol.

In 12-week, double-blind studies involving the use of Albuterol
Inhalation Aerosol 180 mcg qnd by 104 asthmatic chitdren
aged 4 to 11 years showed the following side eftects.

WWW Headache, 3d104mtlems(3$)

acwny and aog:esswe behavior, each in 1%
Gastrobmestinal: Nausea and/or vomitng, 6 of 104 (6%);
stormachache, 3 of 104 (3%); diarhea in 1%.
Oropharyngeat: Theoat irtitation, 6 of 104 (6%); tscoloration
of teeth in 1%.

Respieatory: Epistaxis, 3 of 104 (3%); coughing, 2 of

104 (2%)

Musculoskeletal: Tremor and muscle cramp, each in 1%.

Rare cases of urbcaria, ang Tash,
hoarseness and orapharyngeal edema have been reported
after the use of inhaied atbuterol.

In addmon, like other symp agents, can
cause adverse reactions such as hypertension, angina,
vertigo, certtral nefvous Sysiem stmulation, insomnia, and
unusual taste

OVERDOSAGE: Manifestations of overdosage may include
sezuwes, anginal pan, hypertension, hypokaiemia, tachycardia
with raies up 1o 200 beats per minute, and exaggeration of the
pharmacologic effects listed in ADVERSE REACTIONS.

As with 2 sympathomimetic aerosol medications, cardiac
arrest and even death may be associated with abuse.

The oval LDsg in male and female rats and mice was greater
than 2,000 mg/kg. The inhalational LDsy could not be
Getermined.

Dialysis 1S not appropsi for

albuterod inhatabon aerosol. The judicious use of 3 cam
selective beta-receptor blocker, such as metoprolol tartrate,
is suggested, bearing i mind the danger of nducing an
asthmatic attack.

DOSAGE INII Anwmxmnou Foc xreat{neru of acute

463, and 2,315 tmes, resp
dose for a 50 kg human. in another study this ernect was
biocked by the The
of these findings ta humans is not Jnown An 12 month study
in mice and a iteme study i hamsters revealed no evidence
o Studies with revealed no evidence
of rudagenesis. Reproduction studies m rats fevealed na
Fo dr nce of impaired 1ertil‘ny

Te Elfects: Pr y Category C:
P oierol has been shown 10 be teratogenic in mice when
gnen in doses covresponding to 14 bmes the human dose.

syrnptwns the usual dosane for 20ults and children 4 years
and older is two inhalations repeated every four to six hours;
1 some patients, one inhalation every four hours may be
sufficient. More frequent admimstration or a farger number
are not
Tmusedmbmunl Inhalation Aerosol tan be cominued as
to control g bouts of broncho-
spasm. During this time most patients gain aptimal benefit
from reguiar use of the nhaler. Safe usage for periods
wendmn over:cveral years has been documented.

Tnese are no and wefl- studies in preg
viomen. Albuterol should be used during pregnancy only it
ine potendal benefit justifies the potential risk to the fetus.

4 raproduction study in CD-1 mice given albutero) subcuta-
noously(oozs 0.25, aMZSanu corresponding to 1.15,

fa ective dosage regimen fails to provide the
usual relief, madu:al advice shouid be sought immediately as
this is often a sign of wmsry worsening asthma which
would require reassessment of therapy.

ise-induced Bronchospasm Prevention: The usual

11.5, and 115 times,
dose for a 50 kg human) ' showed cleﬂ palate formation in 5 of
111 (4.5%) fetuses at 0.25 mg/kg and tn 10 of 108 (3.3%)
fetuses at 2.5 mg/kp. None was observed at 0.025 mg/kg
Cieft palate also occurred in 22 of 72 (30 5%) vmms treated
with 2.5 myg/kg iSoproterenol (positive control). A

study with oral albuterot in Str de Dutch rabbits revealed
cramoschisis in 7 of 19 (37% fetuses at 50 mg/kg.

oosaoﬂuadmsmdcnﬂdml years and oider is two
inkalabons 15 minutes before exercise

For treatment, See above.

HOW SUPPLIED: Albutero! inhalation Aerosol is supplied n
17-g canisters in boxes of one with pabent’s instructions and
an oval adaptor o as refils, without oral adaptor. Each
delivers 90 mcg of Aiuterol from the mouthpiece.

corresponding to 2,315 times the
for a 50 kg human,

Nursing Mothers: it is not known whether this dyug is

excreted in human milk Because of the potential Vov wmori-

genicity shown for albuterot in ammat studies, a decision

should be made whether to discontinue nursing of 10

discontinue the druy, taking i o account the importance

of the drug to the mother.

Pediatric Use: Safety and eftectiveness in pediatric patients

below 4 years of age have not besn estabhished

ADVERSE REACTIONS

The adverse reactions to aluterol are similar i in nature to
to other sy ents, h

age
Incidence of certam cardiovascular effects 1s lower with
albuterol

A 13-week, double-| blmd sudy compared albutemi and
147

12 years and older. The 1esilts of this study smywed fhat the
ywidence ot ¢ etlects was: paip# fewer
t1an 10 per 100 with albuterol and fewer than 15 per 100 with
r.oproterenol; tachycardia 10 per 100 with both albiterol and

Each canister provides 200 meterad inhalations.

Siore al controtied reom lemperature 15°-30°C (58°-86°F).
As with most inhaled madicationsin serosol canisters, the
therapeutic effect of this medication may dacrease when
the canister is cold.

Shake wetl defore using.

CAUTION: Federal taw prohibrts dispensing without prescr.pbon

Manutactured by Distbuted by

CCL industries Limsed Barre-Navona! Inc

Runcom WA7 1N Baltimore, MD 21244

UK usa

FORM NG 1264 Rev 8/96 VG1252

.

ta



A.L. LABUHARIURILY, INL.
ANDA #73-045
Albuterol Inhalation Aerosol 17 g

200 metered Inhalations

Final Printed Labeling

PATIENT'S INSTRUCTIONS 4. HOLD YOUR BREATH AS
FOR USE LONG AS POSSIBLE. Betore
Sefore using your Albwterol breathing out, remove the
THE AEFILL CANISTER IS TO BE USED Instryctions carstully roiease
WITH THE CCL INDUSTRIES LTD. o Aaroust wate MR 5. ok a0 a3 SHARE
ADAPTER. insert for full prescnby , 88 Instrected the nhaler
) See package prescnbing rmu'- by H ‘azn.:ﬁpu eps
USUAL DOSABE: Use only as directed ™ wELL W"“#‘ by inhaiahon
by your physician Read i before sach use 6. CLEANSE |m
WARNINGS: The actien of Albwiersi dirpctions carstully nunm(s.:.mu s Mm';m"u
Inhalatien Asrasol may last wp fo 3ix Stors between 15° and 30°C (59° and k QUENTLY. Remove
hours, and thersiors N shosld 80t be 86°F) As with most inhaied medica- L”mmu m-;pmm
uzad more frequently than recom- tions 1 aerosol canisters, the therapey- should be mspected for the oughly 1N warm, running water,
um»ﬂon:mmm'm: fic affect of this medication may cd" mm mmm:"?mm
of raquency withowt cons: decroase when the canisier is cold each use sure plastc case
symptoms cansies is fuly and 3 Teplace e can-
yoer physician immadistely. Other e e P o roneat  THRDUGH THE MOUTH, Toks it a drcsol medice
Inhaied medicines shewid be used punciure. opelng s much 3 fom your  ions, & 1 recommendad 10
oaly a8 prascribed by your physicion. or open flame Exposure 10 tempera- fungs 2 possble Place the st spay” o a beon
Shake well before using. fures above 120°F may cause bursbng. mouthplece fully Ino the mouth,  sing for the first tme and M
Never throw contalner into fire or incin- upright cases where the aerpsol has
erator Keep out of the reach of Children mbogxmlunww
For oral inhalation with CCL industries Lid. ) T
Albuterol Inhalation Aerosol adapter only. LABELED NUMBER OF
0 INMALATIONS. The corract
Manufactured by Contents: Each canister contains a microcrystaline amaunt of medcation I 8ach
CCL Industnes Limied suspension of aibuterol in propellants (trichi ™M this point
Runcorn WA7 1NU fluoromethane and dichlorodifluoromethana) with oleic 0
UK acid. Each actuation delivers 90 mcg of albuterot from ———— ~§
the mouthpiece. O
Distibuted by Atteation Pharmacist: Detach patient’s leafiet of =N
Base-National tnc instructions from package insert and dispense with —
Batbmore, MD 21244 inhaler. prusse—————————— o\ |
US‘ mﬁ mmt i \I' f — s
and dichiorodifi which e )
harm the environment by depleting ozone in the r——
12640094 upper atmosphere, e
F23)

Caton 17 g (refill)
12640994

h 297



A.L. LABORATORIES, INC.
ANDA #73-045
Albuterol Inhalation Aerosol 17 g

200 metered Inhalations

Final Printed Labeling

R
ng ox!

b MOCOT2-128488 - . - Avcramerane) i e 100 £achsctbon ekvrs
b mmlm Soe Package e for ol prescrbeng formanon

200 Maleod bailions "7 Read accompanyng aractions carstully

179 Refill m”-gaj_aﬂ.a'z:m

Cattnts vodes Prezaurs’ 00 oA puncthure O
umn-l-lawm mumnmu

s -in--uanvnmumwn
. 30T 15T ane 30°F) 1254094
 Mywtactiowd by
%" CCL inusmes rmwed, Auncorn WA7 INU UK
i mmvx Baber, 40 71264 USA

’ -
:u.«' : 3 I\'\Ji

2583

Label 17 g (refill)
12640994
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