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DESCRIPTION

The Twicdect™ cortrine 1.1 L epineptrine 1:1000 (1 mg/ml), from which two dosas of 0.3 ml (0.3 rng) each are
avoliable for Use by Injection. The first 0.3 el dose i administred sutomatically after the pafient praparcs and frag
hTmﬂ &8 ditucted. A second 0.3 ml. dose ¢an be manually administerad following a parfiel dsassembly of
the Twinject™. The remaining 0.5 ML i ool aweiiable for use and should be discarded. Sea PATIENT DIRECTIONS
FOR USE on the accompanying Pationt instrucions.

Each 0.3 mL of Epineplwine lojecion, USP (1:1000], contsing 0.3 gy Lepinaphring, 2.6 mg sodium chiorida, not more
thar 1.5 mg chiorobutanal and Q.45 mg sodium hisulfite, Al sealed under ritrogen.

Epinephiine is a catacholamine, Its naturally cocurring Hsomer, which is twedty tmes as active a3
the disamer, 1s ohiained in pure form by seperation from the syntheficatly producad racemate.

Chemically, epineptring it 1-(3,4-dhydroxyphemyf)-2-(methylaminc)ethandl with the following structure:

OM

~CH.NHCH,
/' H

mmmbmummmmmbmwm
that show envidoncs of dscoloration should be discarded.

CLINICAL PHARMACOLOGY

Epinephrine is the dngy of choice for the emergancy treatment of severn aiergic reactions {Type 1) to allergens, such
ay those prooant i certain insect, venoms, foods, or drugs. Rmdsummdmmmmammd
unknown cause (idopathic

snephylaxis) or exercise-inducad anephyiais. Epinephirine, when given intramusculady or
subcutaneously, has & rapid onsat and short duraion of aclon, mmmmmmmw
recepiors.  Through Hts acton on alphe adrensrglc tecediors, epinephine lessens the vasodilation and increased
vasoulal permeahility that occurs during an anaphyiactic reaction and can fead o loss of infravasauiar fuid voiume and
Through ta acion on beta edranergle recsptors, epinephrine causes bronchia amocth musda relaation
mmmmmmmmmmummm Epinephrine also helps
ofieviate prurils, urficeria, and angloodema, and may be effecive in mlieving gastointesingl and genitourinary

symptoms of anaphyiade bacauee of ity relaxar effects on the smooth muscle of the stomach, intestine, wtarus and
winaxy bladder.

INDICATIONS AND USAGE
Twinject™ (epineplyine injection) USP 1:1000 s inclicated in the emergancy treatment of severe allergic reactions
{Typs I} including anephntaxis to slinging Insects (8.g. order Hymenoptara, which inckides bees, wasps, homats,
yaliow jackels and fire anis), and biling insects (a.g. trieloma, moaquitos), aftergen immunctherapy, foods, drugs,
dagnostic testng substances (6.0 radocontrast media), and other allergens, 8s well as enephylaxis to unknown
mbsiance (dopethio anaphylaxis) or exarcise-iduced anaphylaxis. Twinject™ Is tended for immediate self-
adminisiration by a person with a history of ensphytactio reactions, Such mections may ccour within minues eftor
exposLan and conist of Jshing, spprahension, syncope, tachyearda, thraady or uncbiainable pulse associdted with a
fall In bleod prassure, corviisions, vomiting, darhea and ebdominel cramps, inveluntary voiding, wheezing, dyspnea

due 1o larynged] spasm, pruitia, rashes, uricaria, or angiosdama, Twinject™ is dasigned &s emergency supportive
therspy ordy andis not a replacement of substitute for immediste medicel or hospital cara,

CONTRAINDICATIONS
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Thare & no sbsokute contraindcations k) the use of epinephins in & fe-treatering afiargio reaction

WARNINGS

Twinject™ should only b injected into the anfacolateral aspect of the thigh. Accidental injecion into the hands or feet
may result in foss of biood flow to the alfected area end should be evoided DO NOT INJEGT INTO BUTTOCK. &
mismmmummmmmummhmmmmmdmm
injoction when hashe goes  ~———— .io the neareat emergency roor for further featment of anaptidaxds.
Avoid posaible inadvertent Iniavascular adminstraion. Large doses or actidental Intravenous injection of epineptrrine
ey et i carxal hemonhage do to B sharp Hse in blood prassura. DONOTMECTNTRAV?@OUSLY.
Rapicdly acting vasodiators can counteract the maried prassor offects of epinophrine If thers i3 such inadvertant
adrministration.

Epineptyine Is the preterrod freatment for sarious allargic reacions or ofhwr emergency situalions even though this
prodixt containe sodhun bistfits, a sulite that may kn oher products cause allergictype reactons induding
snephyiactc symptoma o We-Sysataring or lass severs astmaiic episodes in cortain suscepfitla parsons. The
alterniives to uskng spinaphrine in & Fle-threatening cltustion may not be safistactory. The presence of a sulftte in this
procuct should not dater adminkstration of the drug for freatment of serlous allergic of cther emergency situaions,
Epinaphtine shauld be administared with caution to pallents with cardiac artythmiae, coronary artery of organic hoart
dsease, or hypartension. In patienis with coronary insufficlency of iachemic heart diseasa, epinephine may
precipitats or agpravete angina pactors ms well 83 produce vantricular antithmias. it shoud be recognized that the

presence of these condifions ts nat & contraindicalon o epinephrine administraion In an acute We-thwmatening
situation.

Epinephrina 1s light sonsitive and should be stored in the tube provided.  Store at reom temperature {200 1o 25688 ©
77°F). Donot refrigerate. Pationts should pertodically theck the schufion in the Twinjoct™ for any disccloration andfor
any precipitatss. If the solution is discolored or containe a pracipitate, replace the Twinject™.

! 'PRECAUTIONS
() General !
Twinject™ js not intended a3 a substitute for immediste medical attention or hospital care.  In conjunction with the
administration of epinephrine, the petiont should seek appropriste madicel attention, hospital care, of both.
Twdnject™ is not suitable for pafients with such disshififes a5 severy debitating artixilis of the hands, because the use

of thig product racpires same manual dedarity to adminigter, IN ALL GASES THE PHYSICIAN SHOULD INSTRUCT
THE PATIENT ANDIOR ANY OTHER PERSON WHO MIGHT BE IN A POSITION TO ADMINSTER THE
EPINEPHRINE, IN THE PROPER USE OF THE Twinjeci™. : d

Epincptrine is essanfial for the troatment of anaphyiaxds. Pafents with a history of sovers allergic reacions should ba
instructed about the cirumstances under which epinedivine should bo used (Seo INDICATIONS AND USAGE
Saciof). It should be doterminad that the palient is &t sk of future anaphylaxs, #ince thera are some concems in
spacific patients with apinophrine adminisration. {a) Epinephrine should be used with ceulion in pationts with cardiac
arhythmias, coronary artery or onganic hoart ciseasa, hypartansion, or in petients who aa on medications thet may
socwiitzn e heart bo antwihiias, e.g., dgitalts,  diuelics, or in such paflents epinophiing may
or aggravate angina pachrs as well as prodics ventrieular antythmiss. () The effects of epineplyine mey
be potantiated by ircyclic antidepraseants and mancanine axidase inhihitarx. (c) Some patients may be at greater risk
of developing adviras reacfons after epinaplrine adminisimfion, These Include pefients with hyperthyroidiem,
carciovascuiar disease, hypartension, dabatas, and eidedy indviduals, and pregnant women, [t must ba notad that
daspite these concems, epinephring s essantial for the reatment of anaphytexds.  Therefors, patients with those
condiiona, or any other paraen wha might ba In o position o adkminister ephaptiine to a petient with tege condBons
wperiencing anaphyiads thould be instructad about the ciroumatancea undor which epinaplinng should ba used.
(4 (nformation for Patients

Cormpiate pationt information, indluding dosage, directions for proper admiristraon, and precautions, can be found
Insida aach Twinjoot™ package,

Eplinephrine may produce symptoms and signs that includa an Increass in puise fate, the sensation of & more forceful
hearbost, peipitafions, a throbbing headache, pdlior, facfings of oversimulalion, spdely, weslness, shakiness,
&Z2iness, of nawrsea. These aigna and symploms ustsally subside rapidly, espacially with rest, quiet, and meurmbency.
Pafients with hypacansion or hyperthyroldism mey dovelop mors sevore or persistent effects, and patients with
coronany-artery deass could experence ahgina, Pafients with disbetos may dawelop increased blood ghicose levels
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- . Scliowlng epinephrine adminiskration. Patients with
Paridnacr’s disoass may nolice & temporary worsening of symploma.
{3} Orug fnteractione

- Paterts who Tacaive epinephiine whila conconitantly taking cardac glycosides o duetics shold be cheerved
: o carsfully for the development of cardac anhythmias,

The effects of epinephring may ba potantiated by bicyclc anfidepressants, sodum kvottyrordne, and certain
e pnsprne my be :

tripelennamine, and dphanhydramine,
_ The cardiostimuialing and tronchadialing effects of epinephrine aro antagonized by beta-adrensrgic blocking drugs,
N ouch as proprenclol.  The vasoconsiricting and typertensive efifects are -

antagorized by dipha-adrenergic blocking

drugs, such as phentolamine, Ergot aikalckds and phenofhizzines mey also reverss th pressor effacts of epinephrine,
~. (@ Carcinogenesls, Mutagenesis, impairment of Festiiity

Thare ete no data trom either arimal or human studies tegardng the caminogenicty of mutageniclty of epinephrine,

and no sixdes have been conducted to deterrtine s potenfial for the mpaiment, of fexfily. This sheuld not pravent

e usa of spinephring under the condiions notad under INDICATIONS AND USAGE socon.

{8 Pregoancy

C: Epinephrine hag boen shown to have developmental effects in rebbits et a subcutaneous dose
of 1.2 mo/ky (approximately 33 times the maximum recommended dally subcutaneous o intremusciiar doss on a

mpAm? basle), ki mica at a subcutannous dose of 1 m/g {epprasdmately 7 $mes the maximem recormmended daily
subcutaneous of intamuscular dosa on & iy basls), and in hamstors ot & subcttaneous of intramusculer dose of
0.5 mg/kg (approximataly 9 Smes the maximum recomimendsd dally subritansous or niramuscular dose on a mgh
basls). These effects wers not seen in mice at a subcttansous doss of 0.5 mgkg {approximately 3 §mes the
maxdmum recommended defly subcutanecus or inramuscitar dose on & mgitit basls).  Although ther am o
adoquate and well-controliod stixfies in pragnant wamen, epinephine crosses the placerta and could feed fo fufal

snaxia, spontaneous sbottan of bofh, Therafore, epineptiing tholikd be wsed in pragnancy only ¥ the potenfia benefit
Justifies tho potential iek Yo 16 folus,

ADVERSE REACTIONS
Adverss mections to epinephvine include fransient, modemts amdety; apprehensivenees; rosfiessness, tramor,
weakness; dzziness; Sweetng; peipitations; pallor; nauses and vomiting: headache, andlor resplratory dificulties.

particularly in aidady pafionts with cardiovascular dissene. Angina may oocur in patients with
coronafy-artey dssase.  The potential for epindpivine to prodics thesa types of adverse reacions does not
contralndicate its use In sn ecute life-threatering allergic reaction,

, OVERDOSAGE _

Epinaphring Is rapldy inectivaied In the body, and reatment following ovardosa with epinephrine 18 primerty
supporive,  If pececsary, preseor effects moy bo counteracted by rapidy acing vasodistors o - ipha-edrenergic
blockdng drugs. Hf prolonged hypotension follows such meastres, & may ba necessaty to administer another pressor

du;-—-—-—-—-..-.«

Overdosags of apinephiine may produce exiremely elevatad arteral prozsurs, which may rest in cecebrovascular
hemorthage, parBiculady in eldedy patients,

if an epinepivine overdose induces pulmenary adema that interforas with respiration, freatment consists of & roidy
aeiing sipha-adrenerfic blocking drug, andfor reepimtory support.

———
P et

folowed
> fatal cardac enthythmixs. Premature veniricutar contractions may sppsar within one
rinute after injection and may be followed by Mmullifocsl venbicular bactycardia {prefibdiafion ythm). Subsidence of
the vertrcular effects may bo followsd by airial tachycardia and accasionally by atioventricular block. Treatment of
anhythmias consists of admimiziration of @ beta-adrenenyic blocking drug es et propranoki.,
Qverdosage

X sometimes tesults fn edreme pafior and coldness of the skin, metabolic adidosls, and Kdney failire.
Suitatle correciive measures must bo takon in such situations.
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DOSAGE AND ADMINISTRATION :
mmdmmpm&ammummmmmmwmmm This review
should inciuda the proper 1189 of the Twinject™ 10 enaure thet subcutaneous or inrammsecular injections ars given Into
the anterolaters aspect of the tigh, rough dothing ¥ necessary, Sea aito the detaled PATIENT DIRECTIONS FOR
USE on the acoompanying Paient instructions.

Twinjoct™ is capeble of dalivaring two doses of 0.3 mg (0.3 ml of 1:1000 diution of epineptrine} each. The first dose
ummuwmwmmmmmmlsmmmmumwmm
following & perlal disassarmbly of the Twinject™ device.

Tmmbwmmwmmmmmmum{wmmmmm
The ususl — dova of epinephiine for allergic amergendies in patiends who weigh 30 Kiograms or greater is 0.3 Mg
0.2 mi. of 1:1000 dition of sineohrine). A dosage of 0.01 mokg body weight s ususally recommended for pediatric

]
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Since tha _-deephwﬁnddiwmwwmmdat
osmmmmmmmdwmmmmmoam are falt to ba
nacesaary {e.g., children lexs than 30 Kilograms), The prascribing physician should carghuly assass each petient to

daterrine the most appropriate dose of epinephrine, recognizing the Rfe-threetaning nature of the reactions for which
this deug is being pregcribed.
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Pationts should be instnucted to parodically visually inapect the epinephrine sofufion for parficulale malter and

discoloratknt. It the solufion contains particulabs mattar or dovelaps a pinkish color or bacomes darker than alightly

yollow, mwmmmmmmm sinca thase changes indicale that the
mammmmmm

HOW SUPPLIED
n.-mwmmmmmmm 1 mi, of Eginephrina injoction, USP, {1:1000 or 1 mgtmL, of

which an Inifial 0.3 mL [0.3 mg) dose can be delivered by autolnjection, and a gacond 0.3 mi_ {0.3mg) doso iz available
by manual adminisiration. The remalning 0.5 ml that is ot after these two doses of 0.3 mi sach cannct b further
administerad end shoud be dscarded with the devica.

PROTECT FROM LIGHT. STORE AT ROOM TEMPERATURE, 20-25°C (88-77°F).
PROTECT FROM FREEZING.
Rx oniy.
Epinephvine Infeclion, USP (1:10003, Is mantfactured for Hollister-Stier Laboratortes LLC by
Abbott Laboratores, McPherson, KS 67460

Hbllister-&tier

Packaged and Distitated by

Hollister-Stier Labaratories LLC
Spokane, WA 99207 USA
Printed In USA . Revised Jansary, 2003




