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(COPD), including chronic bronchitis and emphysema.

1.2 Important Limitations of Use

Formoterol Fumarate Inhalation Solution is not indicated to treat acute
deteriorations of chronic obstructive pulmonary disease [see WARNINGS AND
PRECAUTIONS (5.2)].

Formoterol Fumarate Inhalation Solution is not indicated to treat asthma. The
safety and effectiveness of Formoterol Fumarate Inhalation Solution in asthma
have not been established.

established in clinical trials when administered using the PARI-LC Plus® nebulizer
(with a facemask or mouthpiece) and the PRONEB® Ultra compressor. The safety
and efficacy of Formoterol Fumarate Inhalation Solution delivered from
non-compressor based nebulizer systems have not been established.
Formoterol Fumarate Inhalation Solution should always be stored in the foil
pouch, and only removed IMMEDIATELY BEFORE USE. Contents of any partially
used container should be discarded.

If the recommended maintenance treatment regimen fails to provide the usual
response, medical advice should be sought immediately, as this is often a sign of
destabilization of COPD. Under these circumstances, the therapeutic regimen

6.2 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly compared
to rates in the clinical trials of another drug and may not reflect the rates
observed in practice.

Adults with COPD
The data described below reflect exposure to Formoterol Fumarate Inhalation

Solution 20 mcg twice daily by oral inhalation in 586 patients, including 232
exposed for 6 months and 155 exposed for at least 1 year. Formoterol Fumarate

observed with exposures up to approximately 1,700 times the MRHD (on a
mcg/m? basis with a maternal oral dose of 3,500 mcg/kg).

8.2 Lactation
Risk Summary

There are no well-controlled human studies of the use of Formoterol Fumarate
Inhalation Solution in nursing mothers. It is not known whether formoterol
fumarate is excreted in human milk, or whether there are effects on the
breastfed infant or on the milk production.

In reproductive studies in rats formoterol was excreted in the milk (see Data).

vial, 2 times each day (morning and evening)
breathed in through your nebulizer machine.
The 2 doses should be about 12 hours apart.
Do not use more than 2 vials of Formoterol

Fumarate Inhalation Solution a day.

¢ sudden shortness of breath immediately
after use of Formoterol Fumarate Inhalation
Solution. Sudden shortness of breath may be
life-threatening. If you have sudden breath-
ing problems immediately after inhaling your

effective use of Formoterol Fumarate
Inhalation Solution.

Medicines are sometimes prescribed for
purposes that are not listed in a Patient
Information leaflet. Do not use Formoterol
Fumarate Inhalation Solution for a condition for
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should be re-evaluated and additional therapeutic options should be considered. "'l‘gglaﬁobfj Solution WZS stygieFd ina 12’\“19;3‘8 P|3€9bﬂi’ anﬁ éCﬁVGS’CI‘)ﬂF"O”M Tal , - . - . K ‘
The drug compatbily (physcaland chemical, efcacy, and safety of Formoteral e bl i (463 ubjects beated with Eomorera Forate ! PATIENT INFORMATION * Do not mix other medicines with Formoterol medicine, call your healthcare provider or go
o e o " en e Wi onerGugs 2 nebllrhove - inhalation slton). et were oty Cucsions 65 between oS0 years Formoterol Fumarate Fumarate Inhalation Solution in your nebulizer | to nearest hospital emergency room right
3 DOSAGE FORMS AND STRENGTHS signiﬁcant’ concurrent cardiac and other medical diseases were excluded from =11 Inha at,-lon So un?“ ( or machine. away.
Formoterol Fumarate Inhalation Solution is supplied as a sterile solution for the trials. ;: moe’ ter OI fue ma ° |f . d f F t | F t ° ff t h t i | di f t
nebulization in Iow»de_nsity polyethyleng unit-dose vials. Each vial contains Table 1 shows adverse reactions from the 12-week, double-blind, pla_cebo- ﬁ' rate) you miss a dose o ormoterol Fumarate efrects on your heart, Including fast or
formoterol fumarate dihydrate, USP equivalent to 20 mcg/2 mL of formoterol controlled trial where the frequency was greater than or equal to 2% in the ﬁ: Inhalation So|ut|0n, _]USt Sk|p that dose. Take |rregu|ar hear‘tbeat’ chest pain or increased
fumarate Formoterol Fumarate Inhalation Solution group and where the rate in the o4 X
4 CONTRAINDICATIONS Formoterol Fumarate Inhalation Solution group exceeded the rate in the placebo T, & | \What is Formoterol Fumarate Inhalation your next dose at your usual time. Do not take blood pressure.
Use of a LABA, including Formoterol Fumarate Inhalation Solution, without an group. In this trial, the frequency of patients experiencing cardlpvascular adverse o1 2 . 3 H H H H 55033mm
h oA, Includl lote ! - ; 4 events was 4.1% for Formoterol Fumarate Inhalation Solution and 4.4% for S1Z | Solution? 2 doses at one time. ° changes in |aboratory |eve|5’ |nc|ud|ng h|gh
inhaled corticosteroid is contraindicated in patients with ast_hma [see WAR,NINGS placebo. There were no frequently occurring specific cardiovascular adverse g1 = . . . . . .
and PRECAUTIONS (5.1)]. Formoterol Fumarate Inhalation Solution is not events for Formoterol Fumarate Inhalation Solution (frequency greater thanor 3 '™ | ® Formoterol Fumarate Inhalation Solution is a e While you are using Formoterol Fumarate levels of blood sugar (hyperglycemla) and
indicated for the treatment of asthma. equal to 1% and greater than placebo). The rate of COPD exacerbations was 4.1% 'v: S R . . . . . . . .
5  WARNINGS AND PRECAUTIONS for Formoterol Fumarate Inhalation Solution and 7.9% for placebo. S, |0ng-act'|ng betaz adrenerglc agonist (LABA) Inhalation Solution 2 times each day low levels of potassium (hyp0ka|em|a),
; h lated i ; bati . . L @ R . . . .

5.1 Serious Astl _ Events — | fons, Intu .De_ath Table 1: Number of patients with adverse reactions in the 12-week g12 used to control the symptoms of COPD in o do not use other medicines that contain a which may cause symptoms of muscle
e  The safety and efficacy of Formoterol Fumarate Inhalation Solution in multiple-dose controlled clinical trial S ES : H H | i b i f | k b | h

Ipa;iﬁntt_is wisthla;thm_a ha;/g réc_)t tt)eceir}es:ra]blitshe? Fortm?tertzi]l FurParate Adverse Reaction Formoterol Fumarate Placebo ar % adults with COPD. COPD is a chronic |Ung ong-acting beta,-agonist (LABA) or any spasm, muscle weakness or abnormal heart

nhalation Solution is not indicated for the treatment of asthma [see i i 5 . . . .

CONTRAINDICATIONS (4)). nhalacon SolutoRBhmee |, | 18 | disease that includes chronic bronchitis, reason. rhythm.
. Use of long-acting beta,-adrenergic agonists (LABA) as monotherapy 3 _ : _ H H 2 : H H

[without inhaled corticosteroids (ICS)] for asthma is associated with an Total Patients 123 (100) 114 (100) 3:3 emphysema, or both. o do not use your short actlng betal agonISt ¢ serious a"erglc reactions InCIUdlng raSh'

increased risk of asthma-related death. Available data from controlled Diarrhea 6 (4.9) 4 (35) | ot * s H ici i i i i

clinical trials also suggest that use of LABA as monotherapy increases the 21 ° FormOterOI Fumarate Inhalatlon SOIUtIon Is medICIne on rEgUIar baSIS (fOUr times a hIVeS, SWe"Ing Of the face’ mOUth’ and

Nausea 6 (4.9) 3 (2.6) .

risk of asthma-related hospitalization in pediatric and adolescent patients. Nasoph - 4 13 > 18 : Only for use with a nebulizer. day) tongue, and breathing problems. Call

These findings are considered a class effect of LABA monotherapy. When asopharyngitis (33) (1.8) 1 . . . .

LABA are used in fixed-dose combination with ICS, data from large clinical Dry Mouth 4 (3.3) 2 18 | e LABA medicines such as Formoterol Fumarate |*® Formoterol Fumarate Inhalation Solution your healthcare provider or get emergency

trials do not show a significant increase in the risk of serious asthma-related Vomiting 3 (2.4) 2 (1.8) 1 . . . . N

events (hospitalizations, intubations, death) compared with ICS alone. Dirsiness 3 24 1 e | ! Inhalation Solution help the muscles around does not relieve sudden symptoms of COPD. medical care if you get any symptoms of a

e A28 k, placebo-controlled US stud ing the safety of . . . . o . . . -

another LABA (salmeterol) with placebo, each added to usual asthma Insomnia 3 (2.4) o o] i | theairwaysinyour lungs stay relaxed to Always have a rescue inhaler medicine with serious allergic reaction.
therapy, showed an increase in asthma-related deaths in patients i i i i i p=} . H
— recening salmeterol (13/13.176 n patients treated with salmeterol vs. ggﬂ;qftgjgﬁ gve'ﬁhogg'nrjgggﬁ'rm}gfﬁ ':X*;ae";’igggesgrguggpegge';Cgp;ﬁ;gi iz prevent symptoms, such as wheezing, cough, you to treat su_dden sympt.o.ms. If you do not Comm(?n side ef:fect's of Formoterol Fumarate
) 3/13,179 in patients treated with placebo; RR 4.37, 95% CI 1.25, 15.34). clinically significant adverse events above the number expected based on the ;: T chest ﬁghtness and shortness of breath. have a rescue inhaler medlCIne, call your Inhalation Solution include:

—_— The increased risk of asthma-related death is considered a class effect medical condition and age of the patients. 3 4 _ . X ) . 55 033
mr—— of the long-acting beta,-adrenergic agonists, including 63 Postmarketing Experience Zim | o Formoterol Fumarate Inhalation Solution is for healthcare provider to have one prescribed e headache . mm
O Formoterol Fumarate Inhalation Solution. - 8 EXp 21 .

O — e Nostudy adequate to determine whether the rate of asthma related The following adverse reactions have been identified during post-approval use of Z1 &, |0ng_term use and should be taken 2 times for you. e tremor
death is increased in patients treated with Formoterol Fumarate Formoterol Fumarate Inhalation Solution. Because these reactions are reported 1 o . .
OO—= Inhalation Solution has been conducted. Clinical studies with voluntarilyhfrorp a population of \éll'\cErtain sizle, itlis not ?‘Iwaysdpossible to reliably %: = eaCh day, to Improve the sym ptoms Of COPD e Do not Stop using Formoterol Fumarate ® nervousness
formoterol fumarate administered as a dry powder inhaler suggested estimate their frequency or establish a causal relationship to drug exposure. 5.3 . . - ..
8 a higher incidence of serious asthma exacerbations in patients who Anaphylactic reactions, urticaria, angioedema (presenting as face, lip, tongue, 8 , % for better breathlng. Inhalation Solution or other medicines to . dry mouth
received formoterol than in those who received placebo. The sizes of @ . . .
O these studies were not adequate to precisely quantify the differences e ‘;h:l;‘g‘f;:'ﬂfgg‘l’o‘*z;e"ema’ rash, and bronchospasm. N Formoterol Fumarate Inhalation Solution is control or treat your COPD unless told to do e muscle cramps
—— in serious asthma exacerbation rates between treatment groups. =Y i °
. Available data do not suggest an increased risk of death with use of LABA in 7.1 Adrenergic Drugs g :3 not used to treat SUdden symptoms Of COPD' SO by your he.althcal'e prOVIder because yOUr naUS.e.a
patients with COPD. If additional adrenergic drugs are to be administered by any route, they should be g: e Formoterol Fumarate Inhalation Solution is symptoms mlght get worse. Your healthcare * vomiting
5.2 Deterioration of Disease and Acute Episodes used vyith caution because the sympathetic effects of formoterol may be % . . . .. ° .
Formoterol Fumarate Inhalation Solution should not be initiated in patients with potentiated [see WARNINGS AND PRECAUTIONS (5.3, 5.5, 5.6, 5.7)]. _5,,: not for the treatment Of aSthma' It Is not prOVIder WI” Change your medICInes as d!ar,rhea
acutely deteriorating COPD, which may be a life-threatening condition. 7.2 Xanthine Derivatives, Steroids, or Diuretics g: known if Formoterol Fumarate Inhalation needed. e dizziness
Formoterol Fumarate Inhalation Solution has not been studied in patients with C i ith hine derivati id diureti . . . . . . .
HIGHLIGHTS OF PRESCRIBING INFORMATION acutely deteriorating COPD. The use of Formoterol Fumarate Inhalation Solution pg?ecr?t?:ttear;tn\;rﬁ\a/:)nglfanl;mm?ct ef?sgttolfn:dr:r::fg?:?g'oitiitrsl[;!eov:/A/I?L;\mgz AND EH Solution is safe and effective in people with ¢ Do not use Formoterol Fumarate Inhalation e tiredness
These highlights do not include all the information needed to use * Do not initiate Formoterol Fumarate Inhalation Solution in acutely in this setting is inappropriate. PRECAUTIONS (5.7)]. gl asthma Solution' ° trouble sleeping
FORMOTEROL FUMARATE INHALATION SOLUTION safely and effectively. See deteriorating patients. (5.2) Formoterol Fumarate Inhalation Solution should not be used for the relief of 7.3 Non-potassium Sparing Diuretics : . . . . .
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Initial U.S. Approval: 2001 Fumarate Inhalation Solution or use in conjunction with other medications beta,-agonist. knowng e tion 1o advised gthe co-adminisgtration of bots agoniste. with : £ |f Formoterol Fumarate Inhalation Solution o w|th other LABA medicines effect that bOtherS you or that does not go
containing long-acting beta,-agonists, can result in clinically significant When beginning Formoterol Fumarate Inhalation Solution, patients who have ootassi ing diuretics. 1o . . . f . : :
INDICATIONS AND USAGE cardiovascular effects, and may be fatal. (5.3, 5.5) been taking inhaled, short-acting beta,-agonists on a regular basis (e.g., four ;0: ﬁ\:r;s::m:;z:sniri:;rcelch . Qre Prol Drugs : % is safe and effective in children. Call your healthcare prowder or get away. These are not all the p055|b|e side effects 55.033mm
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Formoterol Fumarate Inhalation Solution is a long-acting beta,-adrenergic agonist ;ge:r:;::(t;ler;Lnri:zrtaedlcrx]?:?alrli):;r;z:;z;;:;sirnmcnfzd?actc:lr. [();szc)mnnue and use them only for symptomatic relief of acute respiratory symptoms. When Formoterol, as with other beta,-agonists, should be administered with extreme ﬁ: 2 e Do not use Formoterol Fumarate Inhalation emerg?ncy medical care rlght. away if your of Formot.erol Furn.a rate Inhalation Solution.
(beta,-agonist) indicated for: A L . ’ " V-4 prescribing Formoterol Fumarate Inhalation Solution, the healthcare provider caution to patients being treated with monoamine oxidase inhibitors, tricyclic 2, 3, breath|ng prob|ems worsen with Formoterol For more |nf0rmat|on, ask your healthcare
« Long-term, twice daily (morning and evening) administration in the e Use w|th.cau_t'|on in patients \.Nl.th cardlovascular_or anulswe disorders should also prescribe an inhaled, short-acting beta,-agonist and instruct the antidepressants, or drugs known to prolong the QTc interval because the effect Z; S Solution if you have asthma. . . . . . .
maintenance treatment of bronchoconstriction in patients with chronic thyrotoxicosis, or with sensitivity to sympathomimetic drugs. (5.6, 5.7) patient how it should be used. Increasing inhaled beta,-agonist use is a signal of of adrenergic a%onists in the cardiovlasculahr system may ??1 potentiated by Ejhesi a: g Fumarate Inhalation SO'UUOH, you need to use prOVIder or pharmaCIst for more information.
X - ; h . o N Ne deteriorating di for which t medical attention is indicated. COPD agents. Drugs that are known to prolong the QTc interval have an increased risk 1< . . . .
obstructivepulmonarydisease (COP), ncusing choricbronchiis and - y PUERSE REACTIO — Geteriorate acutely over  pertod of hours or chronically over several days of  of ventricular arrhythmias. 715 | Before using Formoterol Fumarate Inhalation your rescue medicine more often than usual,
-\ ost common adverse reactions (22% and more common than placebo) are longer. If Formoterol Fumarate Inhalation Solution no longer controls the 7.5 Beta-block < s H I . . .
Important limitations of use: diarrhea, nausea, nasopharyngitis, dry mouth, vomiting, dizziness, and insomnia symptoms of bronchoconstriction, or the patient’s inhaled, short-acting Beta az:ne:)gcicer:ceptorantagonists (beta-blockers) and formoterol may inhibit g-: Solution tell your healthcare prowder about all or your rescue medicine does not work as well | Call your doctor for medical advice about side
e Formoterol Fumarate Inhalation Solution is not indicated to treat acute beta,-agonist becomes less effective or the patient needs more inhalation of 9 > - o H H i i H . . .
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e Formoterol Fumarate Inhalation Solution is not indicated to treat asthma. Ritedose Pharmaceuticals, LLC at 1-855-806-3300 or FDA at 1-800-FDA-1088 or relgimen shou:d be ungertakenvatl:)nce. Increasiggthe daily dosage of Formoterol bronchospasm in COP_D patients. Therefore, patients with C_OPP should not 9..: ave -eart pro ems What are the pOSS|b|e Slde effects Of 1 800 FDA 1088-
-| el
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e DOSAGE AND ADMINISTRATIONaeoeoeeoooor . W-fi.go/medwiatch. is not appropriate n this situation. e.g, @ prophylaxis after myocardia infarction, there may be no acceptable £ ! Formoterol Fumarate Inhalation Solution?
For oral inhalation only. 53 Excessive Use and Use with Other Long-Acting Beta,-Agonists e 0 the ot o betarblockers In patients with COPD.n s setine. g1 | © have diabetes Formoterol Fumarate Inhalation Solution can How should | store Formoterol Fumarate
e One 20 mcg/2 mL vial every 12 hours (2) o - DRUGtIN;E:iAC];:'IOt > " , aa As w'!th other inhaled beta,-adrenergic drugs,_FormoteroI Fumarate Inhalation administered with caution. g_h: = [ have sejzures cause serious side effects including: Inhalation Solution?
« For use with a standard jet nebulizer (with a facemask or mouthpiece) er(a rene.rglc‘ rugs may po fen a( e effect. Use wi h cau onA.( 3.7 ) Sol_utlon _shoul_d not be used more of_"ten, at hlg_h_er doses th_an recomment_ied, 8  USE IN SPECIFIC POPULATIONS E ;;; . have th roid rOblemS N ’ . | h | .
X * Xanthine derivatives, steroids, diuretics, or non-potassium sparing diuretics or in conjunction with other medications containing long-acting beta,-agonists, g H Yy P ° eople with asthma who take long-actin e Store Formoterol Fumarate Inhalation
connected to an air compressor (2) may potentiate hypokalemia or ECG changes. Use with caution. (5.7, 7.2, 7.3) as an overdose may result. Clinically significant cardiovascular effects 8'.1 Pregnancy S 7 le have liver problems peop N A g O g Soluti . fri tor bet
memrmmememeneemeneneeeene--DOSAGE FORMS AND STRENGTHS-------nosmemmemememmemeeeeee e MAO inhibitors, tricyclic antidepressants and drugs that prolong QTc interval :;ri;::ﬁg?r?iingii\::edffgg reported in association with excessive use of inhaled R:k S“'"ml‘"y 4 svailable . | ool ol 2, m p | b ti beta2 adrenerglc agonist (LABA) med|C|nes’ olution In a refrigerator between
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inhaled corticosteroid is contraindicated in patients with asthma. (4) medically necessary. (7.3) . paradoxical bronchospasm occurs, Formoterol Fumarate Inhalation Solution i;);rl?;:égorlio;usnzg?stzn? rstzzigtr;?,née';:z:zsaszzdfeglljt\Jnlltesigﬁiu(iZ?s),lnacr:?iais:ciegiteadl ! :Z: : : Fran called an Inhaled COI'tICOSteI'OId, have an open a sealed pOUCh untll you are ready to

WARNINGS AND PRECAUTIONS e amating G O o DA D et o e e - o1 o ernative therapy nsttuted. neonatal mortality (rats) following administration of doses that produced 33 |  Passes into breast milk and if it can harm your increased risk of serious problems from use a dose of Formoterol Fumarate
) : ! ; ) 8 . ardiovascular Effects exposures approximately 730 to 29,000 times the MRHD on a mg/m? or AUC (=3 i i i
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by increases in pulse rate, systolic and/or diastolic blood pressure, and/or ?ystemic ex?osures. No effects were observed in a study with rats that received ;)E: are ireasrfe_fedr:ng ordpla.m t? breastfeelq. Itis need|ng a tube placed in the|r a|rway to opened, Formoterol Fumarate Inhalatlon
symptoms. If such effects occur, Formoterol Fumarate Inhalation Solution ma ormoterol fumarate by the inhalation route at an exposure approximately 300 T 3 H

FULL PRESCRIBING INFORMATION: CONTENTS* 7.3 Non-potassium Sparing Diuretics heed to be discontinued. In addition. beta-agonists have been reported to  times the MRHD (see Data). = not known It the medicine formoterol in help them breathe, or death. Solution must be used right away.

1 INDICATIONS AND USAGE 7.4 MAO Inhibitors, Tricyclic Antidepressants, QTc Prolonging Drugs produce ECG changes, such as flattening of the T wave, prolongation of the QTc The estimated background risk of major birth defects and miscarriage for the ! Formoterol Fumarate Inhalation Solution o Call vour healthcare provider if Formoterol Fumarate Inhalation Solution

i interval, and ST segment depression. The clinical significance of these findings is indicated population is unknown. All pregnancies have a background risk of birth ! . . e Y p . .

1.1 Maintenance Treatment of COPD 7.5 Beta-blockers unknown. Therefore, Formoterol Fumarate Inhalation Solution, like other defect, loss, or other adverse outcomes. In the U.S. general population, the 8'1: passes into breast milk and if it can harm your breathing problems worsen over time may be used dll’ectly from the refrlgerator.

1.2 Important Limitations of Use 8 USE IN SPECIFIC POPULATIONS sympathomimetic amines, should be used with caution in patients with estimated background risk of major birth defects and miscarriage in clinically 1 bab . . e F | F Inhalati Soluti
2 DOSAGE AND ADMINISTRATION 8.1 Pregnancy cardiovascular disorders, especially coronary insufficiency, cardiac arrhythmias, recognized pregnancies is 2-4% and 15-20%, respectively. S Y. Whlle USII’\g Formoterol Fumarate ormoterol Fumarate Inhalation Solution

. and hypertension. . . . ol Tell health id b ] . .
. Clinical e our healthcare provider about all the
3 DOSAGE FORMS AND STRENGTHS 8.2 Lactation 5.6 Coexisting Conditions L;;':r"arc;:;‘ifm"""s S Yo _provic an Inhalation Solution. You may need a may also be°5t0red ?t room temPeratU re
4 NTRAINDI N 8.4 Pediatric Use Formoterol Fumarate Inhalation Solution, like other sympathomimetic amines, 4 . . L] medicines you take lndUdlng prescrlphon and different treatment between 68°F to 77°F (20 to 25 C) for up to

CONTRAINDICATIONS 8.5 Geriatric Use should be used with caution in patients with convulsive disorders or There are no adequate and well-controll_ed humal_'l studle_s that have studle_d the tg: % over-the-counter medicines vitamins and herbal . X i 3 th 90 d |f t d t
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5.1 Serious Asthma-Related Events — Hospitalizations, Intubations, Death 11 DESCRIPTION ?nTrlg\?;nougli/e,ia?/e I;e:n ;Z;ct:ted tzt:ggargac\:/r;(s; p?’eelitigt?r:g d‘gbirt]esamrz;l?tlztse;sd useﬁ)f Formoterol F“T'ateh'”rga'a“ﬁ” S?Iuhlon during Labhor s-hﬁ’md be restricted 5: 3 suppl.ements. Formoterol Fu ma.l'a.te Inhalation ° breathlng problems worsen qUICkIy temperatu re, discard Formoterol Fumarate
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which it was not prescribed. Do not give
Formoterol Fumarate Inhalation Solution to
other people, even if they have the same
symptoms that you have. It may harm them.
You can ask your health care provider or
pharmacist for information about Formoterol
Fumarate Inhalation Solution that is written for
health professionals.

What are the ingredients in Formoterol
Fumarate Inhalation Solution?

Active ingredient: formoterol

Inactive ingredients: sodium chloride, citric acid
and sodium citrate

This Patient Information has been approved by
the U.S. Food and Drug Administration.

Revised: 7/2024 RPINO197

Instructions for Using Formoterol Fumarate
Inhalation Solution

Formoterol Fumarate Inhalation Solution is
used only in a standard jet nebulizer machine
connected to an air compressor. Make sure you
know how to use your nebulizer machine
before you use it to breathe in Formoterol
Fumarate Inhalation Solution or other medi-
cines.

Do not mix Formoterol Fumarate Inhalation
Solution with other medicines in your nebulizer
machine.

Formoterol Fumarate Inhalation Solution comes
sealed in a foil pouch. Do not open a sealed
pouch until you are ready to use a dose of
Formoterol Fumarate Inhalation Solution.

=

Remove vial from the foil pouch.

2. Twist the cap completely off the vial and
squeeze all the medicine into the nebulizer
medicine cup (reservoir) (Figure 1).

1.

3. Connect the nebulizer reservoir to the
mouthpiece or facemask (Figure 2).

=F

2.

4. Connect the nebulizer to the compressor.

5. Sitin a comfortable, upright position. Place
the mouthpiece in your mouth (Figure 3) or
put on the facemask (Figure 4); and turn on
the compressor.

6. Breathe as calmly, deeply and evenly as
possible through your mouth until no more
mist is formed in the nebulizer reservoir. The
average nebulization time is 9 minutes. At
this point, the treatment is finished.

7. Discard the Formoterol Fumarate Inhalation
Solution container and top after use.

8. Clean the nebulizer (see manufacturer’s
instructions).

This Instructions for Use has been approved by
the U.S. Food and Drug Administration.

RITEDOSD

Manufactured for:

Ritedose Pharmaceuticals, LLC
Columbia, SC 29203
Manufacture by:

The Ritedose Corporation
Columbia, SC 29203

Rev.7/2024 RPINO197
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The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for Formoterol Fumarate Inhalation
Solution and any potential adverse effects on the breastfed child from
Formoterol Fumarate Inhalation Solution or from the underlying maternal
condition.

Data

In a pharmacokinetic study in rats formoterol was excreted in the milk. The
amount of radioactive labelled *H-formoterol fumarate was less than 2% of that
in the maternal plasma.

8.4 Pediatric Use

Formoterol Fumarate Inhalation Solution is not indicated for use in children. The
safety and effectiveness of Formoterol Fumarate Inhalation Solution in pediatric
patients have not been established. The pharmacokinetics of formoterol
fumarate has not been studied in pediatric patients.

8.5 Geriatric Use

Of the 586 subjects who received Formoterol Fumarate Inhalation Solution in
clinical studies, 284 were 65 years and over, while 89 were 75 years and over. Of
the 123 subjects who received Formoterol Fumarate Inhalation Solution in the
12-week safety and efficacy trial, 48 (39%) were 65 years of age or older. No
overall differences in safety or effectiveness were observed between these
subjects and younger subjects. Other reported clinical experience has not
identified differences in responses between the elderly and younger adult
patients, but greater sensitivity of some older individuals cannot be ruled out.

The pharmacokinetics of Formoterol Fumarate Inhalation Solution has not been
studied in elderly subjects.

10 OVERDOSAGE

The expected signs and symptoms with overdosage of Formoterol Fumarate
Inhalation Solution are those of excessive beta-adrenergic stimulation and/or
occurrence or exaggeration of any of the signs and symptoms listed under
ADVERSE REACTIONS. Signs and symptoms may include angina, hypertension or
hypotension, tachycardia with rates up to 200 beats/min, arrhythmias,
nervousness, headache, tremor, seizures, muscle cramps, dry mouth, palpitation,
nausea, dizziness, fatigue, malaise, insomnia, hyperglycemia, hypokalemia, and
metabolic acidosis. As with all inhaled sympathomimetic medications, cardiac
arrest and even death may be associated with an overdose of Formoterol
Fumarate Inhalation Solution.

Treatment of overdosage consists of discontinuation of Formoterol Fumarate
Inhalation Solution together with institution of appropriate symptomatic and/or
supportive therapy. The judicious use of a cardioselective beta-receptor blocker
may be considered, bearing in mind that such medication can produce
bronchospasm. There is insufficient evidence to determine if dialysis is beneficial
for overdosage of Formoterol Fumarate Inhalation Solution. Cardiac monitoring
is recommended in cases of overdosage.

For additional information about overdose treatment, call a poison control
center (1-800-222-1222).

11 DESCRIPTION

Formoterol Fumarate Inhalation Solution is supplied as 2 mL of formoterol
fumarate inhalation solution packaged in a 2.5 mL single-use low-density
polyethylene vial and overwrapped in a foil pouch. Each vial contains 2 mL of a
clear, colorless solution composed of formoterol fumarate dihydrate, USP
equivalent to 20 mcg of formoterol fumarate in an isotonic, sterile aqueous
solution containing sodium chloride, pH adjusted to 5.0 with citric acid and
sodium citrate.

The active component of Formoterol Fumarate Inhalation Solution is formoterol
fumarate dihydrate, USP, a racemate. Formoterol fumarate dihydrate is a
beta,-adrenergic bronchodilator. Its chemical name is (+)-2-hydroxy-5-[(1RS)-
1-hydroxy-2-[[(1RS)-2-(4-methoxyphenyl)-1-methylethyl]-amino]ethyl]
formanilide fumarate dihydrate; its structural formula is:

H_ COOH

CHO
Hrll
oty I 2H,0
H04<\ >—CT| —~CHg-NH ~CH -CH, @—OCHS oo M
OH
2

Formoterol fumarate dihydrate, USP has a molecular weight of 840.93 and its
empirical formula is (C,5H,,N,0,),*C,H,0,22H,0. Formoterol fumarate dihydrate,
USP is a white to yellowish crystalline powder, which is freely soluble in glacial
acetic acid, soluble in methanol, sparingly soluble in ethanol and isopropanol,
slightly soluble in water, and practically insoluble in acetone, ethyl acetate, and
diethyl ether.

Formoterol Fumarate Inhalation Solution does not require dilution prior to
administration by nebulization. Like all other nebulized treatments, the amount
delivered to the lungs will depend on patient factors and the nebulization system
used and its performance.

Using the PARI-LC Plus® nebulizer (with a facemask or mouthpiece) connected to
a PRONEB® Ultra compressor under in vitro conditions, the mean delivered dose
from the mouthpiece was approximately 7.3 mcg (37% of label claim). The mean
nebulizer flow rate was 4 LPM and the nebulization time was 9 minutes.
Formoterol Fumarate Inhalation Solution should be administered from a
standard jet nebulizer at adequate flow rates via a facemask or mouthpiece.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Formoterol fumarate is a long-acting, beta,-adrenergic receptor agonist
(beta,-agonist). Inhaled formoterol fumarate acts locally in the lung as a
bronchodilator. In vitro studies have shown that formoterol has more than
200-fold greater agonist activity at beta,-receptors than at beta,-receptors.
Although beta,-receptors are the predominant adrenergic receptors in bronchial
smooth muscle and beta,-receptors are the predominant receptors in the heart,
there are also beta,-receptors in the human heart comprising 10% to 50% of the
total beta-adrenergic receptors. The precise function of these receptors has not
been established, but they raise the possibility that even highly selective
beta,-agonists may have cardiac effects.

The pharmacologic effects of beta,-adrenoceptor agonist drugs, including
formoterol, are at least in part attributable to stimulation of intracellular adenyl
cyclase, the enzyme that catalyzes the conversion of adenosine triphosphate
(ATP) to cyclic-3', 5'-adenosine monophosphate (cyclic AMP). Increased cyclic
AMP levels cause relaxation of bronchial smooth muscle and inhibition of release

of mediators of immediate hypersensitivity from cells, especially from mast cells.

In vitro tests show that formoterol is an inhibitor of the release of mast cell
mediators, such as histamine and leukotrienes, from the human lung. Formoterol
also inhibits histamine-induced plasma albumin extravasation in anesthetized
guinea pigs and inhibits allergen-induced eosinophil influx in dogs with airway
hyper-responsiveness. The relevance of these in vitro and animal findings to
humans with COPD is unknown.

12.2 Pharmacodynamics
Systemic Safety and Pharmacokinetic / Pharmacodynamic Relationships

The major adverse effects of inhaled beta,-agonists occur as a result of excessive
activation of the systemic beta-adrenergic receptors. The most common adverse
effects in adults include skeletal muscle tremor and cramps, insomnia,
tachycardia, decreases in plasma potassium, and increases in plasma glucose.

Changes in serum potassium and serum glucose were evaluated in 12 COPD
patients following inhalation of single doses of Formoterol Fumarate Inhalation
Solution containing 10, 20 and 244 mcg of formoterol fumarate (calculated on an
anhydrous basis) in a crossover study. At 1 hour after treatment with formoterol
fumarate inhalation solution, mean (+ standard deviation) serum glucose rose 26
+30, 29 + 28, and 38 * 44 mg/dL, respectively, and was not significantly different
from baseline or trough level at 24 hours post-dose. At 1 hour after dosing with
formoterol fumarate inhalation solution 244 mcg, serum potassium fell by 0.68
+0.4 mEq/L, and was not different from baseline or trough level at 24 hours
post-dose.

Linear pharmacokinetic/pharmacodynamic (PK/PD) relationships between
urinary formoterol excretion and decreases in serum potassium, increases in
plasma glucose, and increases in heart rate were generally observed with
another inhalation formulation of formoterol fumarate and hence would be
expected with Formoterol Fumarate Inhalation Solution also. Following single
dose administration of 10-fold the recommended clinical dose of the other
formoterol fumarate inhalation formulation having comparable exposure to
single dose of 244 mcg of Formoterol Fumarate Inhalation Solution
(approximately 12-fold the recommended clinical dose) in healthy subjects, the
formoterol plasma concentration was found to be highly correlated with the
reduction in plasma potassium concentration. Data from this study showed that
maximum reductions from baseline in plasma potassium ranged from 0.55 to
1.52 mmol/L with a median maximum reduction of 1.01 mmol/L. Generally, the
maximum effect on plasma potassium was noted 1 to 3 hours after peak
formoterol plasma concentrations were achieved.

Electrophysiology

In the dose-ranging study of Formoterol Fumarate Inhalation Solution,
ECG-determined heart rate increased by a mean of 6 +3 beats per minute at
6 hours after a single dose of 244 mcg, but was back to predose level at
16-24 hours.

The effect of Formoterol Fumarate Inhalation Solution on heart rate and cardiac
rhythm was studied in a 12-week clinical trial comparing Formoterol Fumarate
Inhalation Solution to placebo and an active control treatment. COPD patients,
including 105 patients exposed to Formoterol Fumarate Inhalation Solution,
underwent continuous electrocardiographic (Holter) monitoring during two
24-hour periods (study baseline and after 8-12 weeks of treatment). ECGs were
performed pre-dose and at 2 to 3 hours post-dose at study baseline (prior to
dosing) and after 4, 8 and 12 weeks of treatment. Bazett’s and Fridericia’s
methods were used to correct the QT interval for heart rate (QTcB and QTcF,
respectively). The mean increase from baseline in QTcB interval over the 12-week
treatment period was < 4.8 msec for Formoterol Fumarate Inhalation Solution
and < 4.6 msec for placebo. The percent of patients who experienced a maximum
change in QTc greater than 60 msec at any time during the 12-week treatment
period was 0% and 1.8% for Formoterol Fumarate Inhalation Solution and
placebo, respectively, based on Bazett’s correction, and 1.6% and 0.9%,
respectively, based on Fridericia’s correction. Prolonged QT was reported as an
adverse event in 1 (0.8%) patient treated with Formoterol Fumarate Inhalation
Solution and 2 (1.8%) placebo patients. No occurrences of atrial fibrillation or
ventricular tachycardia were observed during 24-hour Holter monitoring or
reported as adverse events in patients treated with Formoterol Fumarate
Inhalation Solution after the start of dosing. No increase in supraventricular
tachycardia over placebo-treated subjects was observed. The mean increase in
maximum heart rate from baseline to 8-12 weeks after the start of dosing was 0.6
beats per minute (bpm) for patients treated with Formoterol Fumarate
Inhalation Solution twice daily compared to 1.2 bpm for placebo patients. There
were no clinically meaningful differences from placebo in acute or chronic effects
on heart rate, including QTcB and QTcF, or cardiac rhythm resulting from
treatment with Formoterol Fumarate Inhalation Solution.

At an exposure from formoterol fumarate dry powder formulation comparable
to approximately 12-fold the recommended dose of Formoterol Fumarate
Inhalation Solution, a mean maximum increase of pulse rate of 26 bpm was
observed 6 hours post dose in healthy subjects. This study showed that the
maximum increase of mean corrected QT interval (QTc) was 25 msec when
calculated using Bazett’s correction and was 8 msec when calculated using
Fridericia’s correction. The QTc returned to baseline within 12 to 24 hours
post-dose. Formoterol plasma concentrations were weakly correlated with pulse
rate and increase of QTc duration. The effects on pulse rate and QTc interval are
known pharmacological effects of this class of study drug and were not
unexpected at this supratherapeutic formoterol fumarate inhalation dose.

Tachyphylaxis / Tolerance

Tolerance to the effects of inhaled beta-agonists can occur with regularly-
scheduled, chronic use. In a placebo-controlled clinical trial in 351 adult patients
with COPD, the bronchodilating effect of Formoterol Fumarate Inhalation
Solution was determined by the FEV, area under the curve over 12 hours
following dosing on Day 1 and after 12 weeks of treatment. The effect of
Formoterol Fumarate Inhalation Solution did not decrease after 12 weeks of
twice-daily treatment (Figures 1 and 2).

12.3 Pharmacokinetics

Information on the pharmacokinetics of formoterol (dry powder and/or
inhalation solution) in plasma and/or urine is available in healthy subjects as well
as patients with chronic obstructive pulmonary disease after oral inhalation of
doses at and above the therapeutic dose.

Urinary excretion of unchanged formoterol was used as an indirect measure of
systemic exposure. Plasma drug disposition data parallel urinary excretion, and
the elimination half-lives calculated for urine and plasma are similar.

Absorption

Pharmacokinetic properties of formoterol fumarate were evaluated in 12 COPD
patients following inhalation of single doses of Formoterol Fumarate Inhalation
Solution containing 10, 20 and 244 mcg of formoterol fumarate (calculated on an
anhydrous basis) and 12 mcg formoterol fumarate dry powder, through 36 hours
after single-dose administration. Formoterol fumarate concentrations in plasma
following the 10 and 20 mcg doses of Formoterol Fumarate Inhalation Solution
and the 12 mcg dose of formoterol fumarate dry powder were undetectable or
only detected sporadically at very low concentrations. Following a single 244 mcg
dose of Formoterol Fumarate Inhalation Solution (approximately 12 times the
recommended clinical dose), formoterol fumarate concentrations were readily
measurable in plasma, exhibiting rapid absorption into plasma, and reaching a
maximum drug concentration of 72 pg/mL within approximately 12 minutes of
dosing.

The mean amount of formoterol excreted unchanged in 24-hour urine following
single oral inhalation doses of 10, 20, and 244 mcg Formoterol Fumarate
Inhalation Solution were found to be 109.7 ng, 349.6 ng, and 3317.5 ng,
respectively. These findings indicate a near dose proportional increase in
systemic exposure within the dose range tested.

When 12 mcg of a dry powder formulation of formoterol fumarate was given
twice daily to COPD patients by oral inhalation for 12 weeks, the accumulation
index, based on the urinary excretion of unchanged formoterol was 1.19 to 1.38.
This suggests some accumulation of formoterol in plasma with multiple dosing.
Although multiple-dose pharmacokinetic data is unavailable from Formoterol
Fumarate Inhalation Solution, assumption of linear pharmacokinetics allows a
reasonable prediction of minimal accumulation based on single-dose
pharmacokinetics. As with many drug products for oral inhalation, it is likely that
the majority of the inhaled formoterol fumarate delivered is swallowed and then
absorbed from the gastrointestinal tract.

Distribution

The binding of formoterol to human plasma proteins in vitro was 61% to 64% at
concentrations from 0.1 to 100 ng/mL. Binding to human serum albumin in vitro
was 31% to 38% over a range of 5 to 500 ng/mL. The concentrations of
formoterol used to assess the plasma protein binding were higher than those
achieved in plasma following inhalation of a single 244 mcg dose of Formoterol
Fumarate Inhalation Solution.

Metabolism

Formoterol is metabolized primarily by direct glucuronidation at either the
phenolic or aliphatic hydroxyl group and O-demethylation followed by
glucuronide conjugation at either phenolic hydroxyl groups. Minor pathways
involve sulfate conjugation of formoterol and deformylation followed by sulfate
conjugation. The most prominent pathway involves direct conjugation at the
phenolic hydroxyl group. The second major pathway involves O-demethylation
followed by conjugation at the phenolic 2'-hydroxyl group. In vitro studies
showed that multiple drug-metabolizing enzymes catalyze glucuronidation
(UGT1A1, 1A8, 1A9, 2B7 and 2B15 were the most predominant enzymes) and
O-demethylation (CYP2D6, CYP2C19, CYP2C9 and CYP2A6) of formoterol.
Formoterol did not inhibit CYP450 enzymes at therapeutically relevant
concentrations. Some patients may be deficient in CYP2D6 or 2C19 or both.
Whether a deficiency in one or both of these isozymes results in elevated
systemic exposure to formoterol or systemic adverse effects has not been
adequately explored.

Excretion

Following administration of single 10, 20, and 244 mcg Formoterol Fumarate
Inhalation Solution doses (calculated on an anhydrous basis) delivered via
nebulizer in 12 COPD patients, on average, about 1.1% to 1.7% of the dose was
excreted in the urine as unchanged formoterol as compared to about 3.4%
excreted unchanged following inhalation administration of 12 mcg of formoterol
fumarate dry powder. Renal clearance of formoterol following inhalation
administration of Formoterol Fumarate Inhalation Solution in these subjects was
about 157 mL/min. Based on plasma concentrations measured following the 244
mcg dose, the mean terminal elimination half-life was determined to be 7 hours.

Gender

As reported for another formoterol fumarate inhalation formulation, upon
correction for body weight, pharmacokinetics of formoterol fumarate did not
differ significantly between males and females.

Geriatric, Pediatric, Hepatic/Renal Impairment

The pharmacokinetics of formoterol fumarate has not been studied in elderly
and pediatric patient populations. The pharmacokinetics of formoterol fumarate
has not been studied in subjects with hepatic or renal impairment.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of formoterol fumarate has been evaluated in 2-year
drinking water and dietary studies in both rats and mice. In rats, the incidence of
ovarian leiomyomas was increased at doses of 15,000 mcg/kg and above in the
drinking water study and at 20,000 mcg/kg in the dietary study (AUC exposure
approximately 2,300 times human exposure at the maximum recommended
daily inhalation dose), but not at dietary doses up to 5,000 mcg/kg (AUC exposure
approximately 570 times human exposure at the maximum recommended daily
inhalation dose). In the dietary study, the incidence of benign ovarian theca-cell
tumors was increased at doses of 500 mcg/kg (AUC exposure was approximately
57 times human exposure at the maximum recommended daily inhalation dose)
and above. This finding was not observed in the drinking water study, nor was it
seen in mice (see below).

In mice, the incidence of adrenal subcapsular adenomas and carcinomas was
increased in males at doses of 69,000 mcg/kg (AUC exposure approximately 1000
times human exposure at the maximum recommended daily inhalation dose) and
above in the drinking water study, but not at doses up to 50,000 mcg/kg (AUC
exposure approximately 750 times human exposure at the maximum
recommended daily inhalation dose) in the dietary study. The incidence of

hepatocarcinomas was increased in the dietary study at doses of 20,000 and
50,000 mcg/kg in females (AUC exposures approximately 300 and 750 times
human exposure at the maximum recommended daily inhalation dose,
respectively) and 50,000 mcg/kg in males, but not at doses up to 5,000 mcg/kg
(AUC exposure approximately 75 times human exposure at the maximum
recommended daily inhalation dose). Also in the dietary study, the incidence of
uterine leiomyomas and leiomyosarcomas was increased at doses of
2,000 mcg/kg (AUC exposure was approximately 30 times human exposure at the
maximum recommended daily inhalation dose) and above. Increases in
leiomyomas of the rodent female genital tract have been similarly demonstrated
with other beta-agonist drugs.

Formoterol fumarate was not mutagenic or clastogenic in the following tests:
mutagenicity tests in bacterial and mammalian cells, chromosomal analyses in
mammalian cells, unscheduled DNA synthesis repair tests in rat hepatocytes and
human fibroblasts, transformation assay in mammalian fibroblasts and
micronucleus tests in mice and rats.

Reproduction studies in rats revealed no impairment of fertility at oral doses up
to 3,000 mcg/kg (approximately 730 times the maximum recommended daily
inhalation powder dose in humans on a mcg/m? basis).

13.2 Animal Pharmacology

Studies in laboratory animals (minipigs, rodents, and dogs) have demonstrated
the occurrence of cardiac arrhythmias and sudden death (with histologic
evidence of myocardial necrosis) when beta-agonists and methylxanthines are
administered concurrently. The clinical significance of these findings is unknown
[see DRUG INTERACTIONS, Xanthine Derivatives, Steroids, or Diuretics (7.2)].

14 CLINICAL STUDIES

14.1 Adult COPD Trial

Formoterol Fumarate Inhalation Solution was evaluated in a 12-week,
double-blind, placebo- and active-controlled, randomized, parallel-group,
multicenter trial conducted in the United States. Of a total enrollment of 351
adults (age range: 40 to 86 years; mean age: 63 years) with COPD who had a
mean pre-bronchodilator FEV, of 1.34 liters (44% of predicted), 237 patients
were randomized to Formoterol Fumarate Inhalation Solution 20 mcg or placebo,
administered twice daily via a PARI-LC Plus® nebulizer with a PRONEB® Ultra
compressor. The diagnosis of COPD was based upon a prior clinical diagnosis of
COPD, a smoking history (at least 10 pack-years), age (at least 40 years), and
spirometry results (pre-bronchodilator baseline FEV, at least 30% and less than
70% of the predicted value, and the FEV,/FVC less than 70%). About 58% of
patients had bronchodilator reversibility, defined as a 10% or greater increase in
FEV, after inhalation of 2 actuations (180 mcg) of albuterol from a metered dose
inhaler. About 86% (106) of patients treated with Formoterol Fumarate
Inhalation Solution and 74% (84) of placebo patients completed the trial.

Formoterol Fumarate Inhalation Solution 20 mcg twice daily resulted in
significantly greater post-dose bronchodilation (as measured by serial FEV, for
12 hours post-dose; the primary efficacy analysis) compared to placebo when
evaluated at endpoint (week 12 for completers and last observation for
dropouts). Similar results were seen on Day 1 and at subsequent timepoints
during the trial.

Mean FEV, measurements at Day 1 (Figure 1) and at endpoint (Figure 2) are
shown below.

Figure 1: Mean* FEV, at Day 1
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Figure 2: Mean* FEV, at Endpoint after 12 Weeks of Treatment
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*Figures show least-squares means adjusted for baseline FEV,
Patients treated with Formoterol Fumarate Inhalation Solution used less rescue
albuterol during the trial compared to patients treated with placebo.
Examination of age (2 65 or younger) and gender subgroups did not identify
differences in response to Formoterol Fumarate Inhalation Solution. There were
too few non-Caucasian subjects to assess differences in populations defined by
race adequately.

In the 12-week study, 78% of subjects achieved a 15% increase from baseline
FEV, following the first dose of Formoterol Fumarate Inhalation Solution 20 mcg.
In these subjects, the median time to onset of bronchodilation, defined as 15%
increase in FEV,, was 11.7 minutes. When defined as an increase in FEV, of 12%
and 200 mL, the time to onset of bronchodilation was 13.1 minutes after dosing.
The median time to peak bronchodilator effect was 2 hours after dosing.

16 HOW SUPPLIED/STORAGE AND HANDLING

Formoterol Fumarate Inhalation Solution, 20 mcg/2 mL is supplied as clear,
colorless sterile solution for nebulization in 2.5 mL low-density polyethylene unit
dose vials. Each vial is overwrapped in a foil pouch and supplied in cartons as
listed below.

Carton of 30 individually wrapped unit dose vials, NDC 76204-030-01
Carton of 60 individually wrapped unit dose vials, NDC 76204-030-02
Storage and Handling:

Prior to dispensing to the patient: Store in a refrigerator, 2°C to 8°C (36°F to
46°F). Protect pouch from light and heat.

After dispensing to the patient: Store in a refrigerator at 2°C to 8°C (36°F to 46°F)
and discard when drug expires or store at room temperature, 20°C to 25°C (68°F
to 77°F) and discard if not used after 3 months. Protect pouch from light and
heat.

* Formoterol Fumarate Inhalation Solution should only be administered via a
standard jet nebulizer connected to an air compressor with an adequate
airflow and equipped with a facemask or mouthpiece.

e Vial should always be stored in the foil pouch, and only removed

IMMEDIATELY before use.

Do not take by mouth.

Contents of any partially used container should be discarded.

Discard the container and top after use.

Keep out of the reach of children

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient
Information and Instructions for Use).

Serious Asthma-Related Events

Inform patients that long-acting beta agonist, such as Formoterol Fumarate
Inhalation Solution, when used as monotherapy [without an inhaled
corticosteroid], increase the risk of serious asthma-related events, including
asthma-related death. Formoterol Fumarate Inhalation Solution is not indicated
for the treatment of asthma.

Acute Exacerbations or Deteriorations

Formoterol Fumarate Inhalation Solution is not indicated for relief of acute
symptoms, and extra doses should not be used for that purpose. Acute
symptoms should be treated with an inhaled, short-acting beta,-agonist (the
healthcare provider should provide the patient with such medication and instruct
the patient in how it should be used). Patients should be instructed to seek
medical attention if their symptoms worsen despite recommended doses of
Formoterol Fumarate Inhalation Solution, if Formoterol Fumarate Inhalation
Solution treatment becomes less effective, or if they need more inhalations of a
short-acting beta,-agonist than usual.

Appropriate Dosing

Patients should not stop using Formoterol Fumarate Inhalation Solution unless
told to do so by a healthcare provider because symptoms may get worse.
Patients should not inhale more than the prescribed number of vials at any one
time. The daily dosage of Formoterol Fumarate Inhalation Solution should not
exceed one vial twice daily (40 mcg total daily dose). Excessive use of

sympathomimetics may cause significant cardiovascular effects and may be fatal.

Concomitant Therapy

Patients who have been taking inhaled, short-acting beta,-agonists (e.g.,
albuterol) on a regular basis should be instructed to discontinue the regular use
of these products and use them only for symptomatic relief of acute symptoms.
Formoterol Fumarate Inhalation Solution should not be used in conjunction with
other inhaled medications containing long-acting beta,-agonists. Patients should
be warned not to stop or change the dose of other concomitant COPD therapy
without medical advice, even if symptoms improve after initiating treatment with
Formoterol Fumarate Inhalation Solution.

Common Adverse Reactions with Betaz-agonists

Patients should be informed that treatment with beta,-agonists may lead to
adverse reactions that include palpitations, chest pain, rapid heart rate,
increased or decreased blood pressure, headache, tremor, nervousness, dry
mouth, muscle cramps, nausea, dizziness, fatigue, malaise, low blood potassium,
high blood sugar, high blood acid, or trouble sleeping [see ADVERSE REACTIONS
6.1)].

Instructions for Administration

It is important that patients understand how to use Formoterol Fumarate
Inhalation Solution with a nebulizer appropriately [see the accompanying Patient
Information]. Patients should be instructed not to mix other medications with
Formoterol Fumarate Inhalation Solution or ingest Formoterol Fumarate
Inhalation Solution. Patients should throw the plastic dispensing container away
immediately after use. Due to their small size, the container and top pose a
danger of choking to young children.
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