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1 ICN Pharmacseuticals, Ine.

 LEVO-DROMORAN® @

levorphanol tartrate
AMPULS, VIALS, TABLETS

Potent Synthetic Opioid _
For Parenteral Or Oral Administration

WARNING: May he hatil forming

DESCRIPTION; Lavo-Dromoran (levorphanal as1rate) is a patant oploid angigesic with empirical
formuls Cohly NQ+C M0, 2M,0 and maolacular weight ‘4435, Eaclt m? of isvorphandat tartrats Is
squhlent 10 0.58 mg levorphanal base, Chemically lsvorphanal 1e lava-3-hyviroxy-N-malhyl-
mofphinan. The UBP nomenclatur ls Tamethyimérphinan 3-af taririte (1:1)(Sait) ditydrma.
Tha mstarisi hag 3 axymmaetre carhion atams. Tha chamical struclurs s
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%prg'rz‘ol lartrata la @ whita cryslailing powdar, solubla [n watar and ather but insoludie In
Esen 1-mL ampul cantain 2 ma isvorphianol lartals 1.8 mQ misthyl paraben presstvative, 0.2
mg pm“ﬂ paraben prasarvatiw, sodlum hydroxide i adluut%ﬂ m?bn%ui ywl.:i and Water
lorlnjacton, 0 RN | Vew v P

Each millllitar In the 10 mL vials cantalns 2 mg lavorphangl tarirate, 4,5 mg phenat presatvas
tive, sodium hydroxida to sdjust pH 10 approximataly 43 and Watar ror Injection,

Each Lablet contains 2:mg levorphanol tartrats, (agtoge, com slarch, stearlc acld and tale.
CLINIGAL PHARMACOLOGY: Phurmucodynamics: Lavo-Oromaran s a potant synthetic oplold

imiler 15 moephing in lis actions: Like oiher mu-ageniat t?ioida it ia beiiaved to act ai recapiars
In 1he pertvanirichiar and parisquaciictal gray matter In both the brain and-apingl cord to-aller the
ransmizsion and parcaplion of pain. Onsat of analggsls snd peak andlgesic elfsct following
administration of lgworphanci ara Simiar to morphing wien adminisiared 4l equianaigesic doses,

Levarphanol produges a degres of mapiritory depression aimilsr 1o that producad by merphina
at equiznaigasic 00586, and Hks MIny' mu-opicld drugs, igyorphand! produces suphoria or has 3
pouitiva wffect on mood n many Indlviduals, M“t‘na? of 'Intratruacdlar levorphanol tdrtrato
depreszas respiration 10 3 sagras approximately equivelent 10 that produced by 10 to 15 mg of

poular morphine In man. The nemodyramic changes sfter intravenous administration of
lsvorphancl have not been studiad In man but gre expucted 1o clinkeally resamble thosa sgen
attar morphina,

As with ather oplolds, the biood levels raquired for analgesla ars determinad by the oploid tolar-
iam f,‘,;h‘: rlmérm "ﬁ‘ a;:‘ mudzntnd :g;u‘ hv:lm’ :nrznh u.-.:':, Tha 'n:au of dmg‘apmmo:eamm $ o
g rlable snd 13 delorm &3, doping Interval, a0, Use of canco uga ¢
and ical sigtug of.iha patlent, While blood lavels of opleid aruge may be helplul in assess-

Ing Individual cacas, dosage i usually adjusied by careful clinfcal oLsarvwon of tha patlent,

Pnammacokinstics: Tha'pharmacokinatice at lavorphanal havs bean miudled In g Hmitad numbder
of cancar patients following intravancua {IV), Intmmuscular (IM) and' oral (PQ) adrinigtration.
rairowing iV adminigiration, plasma.concentrations of levarphanoi deciine in 3 mexponantial |
manner witn a terminal nait-uie of appronimately 11 to 18 hoursiand:a elearance of 078
11 L/kg/Me. Based on.lorminal hall-lifa, steady-stats plasma céncantmilons should ba achieved
n¥ tha third daLlol desing., Laverphanol Is rapidly distributed (<1 hr) and redlatributeg
%
[*Y

}0 2 Naourg) lollowing IV adminisiration and has.a slaady-siale volums of distribution of
to 18 Lika, In vitro studies of orotaln hinding Indicata (hat lsvorphanol is oaly 40% hound

plaama protoing, | .
No pharmacouinatic stuales of Ihe abgarption of IM [evorphanol are avallable, but clnkal dala
sugQesix that absarpiion iy repild with mmpz1 of affects within 1S to 30 minuies of adm}nlstbr:uon.

Levorphanct I3 well absorbod' aftar PO adminiatration With peak plasma coficantrations occurs
1Ing appraxdmataly 1 hour after deslng. The blogvaliability 6f levorpharol rablwmas compared to
IM or IV agministration I3 not knowa,

Plasma concentrations of verohanel fallowing chronlc administration in pasrs with cancer

AU R AR
L
SRR SR Increzsad whh the dosa, but tha anaigesic eftact was depgndept on the degres of oplold wofer~
S anca of the patient. Expactsd siaady-atate playma concentrations 1of a 8<hour dosing interval
can reach 2 to 5 lmes lhosa following a alagla doss, depending 0n Me parnta Indlvidusl
TUg. Very high pimsma concanirations of isvorphanaoi ¢an be reachod in
patients on chronic therapy tud to the fong half-lifa of the drug. One sluug thx; 11 patiems ysing

clearancs of tha drug.

I Grug for cantrol of eancer pain reported plasma concantrationa from 10 ng/mU alor a

singls 2-mg doza up 1o 50 to 100 /ML JNer repgateq orol doses of 20 to 50 my/day.

Anlmat studms suggest that hanol Iy extensively metabolized In the liver and Is eliminated

a5 the gluguronide matabolita. This renaily mmucr Inactive glucuronids matabolls scourmy- |

Lﬁsmw N ¢hronie daeing In pasma at concantratlons thal reach livefala that of the parent com- @

The silects ol aga. gander nepatic ana renal disgase on the pharmacaokinetice of lsvorphanact are a :

“mvgr:ng:& a?h}:"'z a;l druga :bh;ﬂg %lass. 9:!?!: A the axg:mu u‘rj ge alm upuﬁ:f! whs U
dverss ecauss of a greater pharmacadynamic sensitivity ang . ‘

probabie Increegeg varisbilfty in pharmacakinetics due to Age of dlssasa. v

CLINICAL TRIALS: Crnicai trials Nave bedn reparted In the medical fiteraturs that lnvestigated & -

\he usa of Levg-Oromonan a3 3 precperative madication, 3s a postoparative analgesic and in the

managemant ot chrente paln dus pﬂmarlg' E maiignancy. In‘ a:::h of thase cinlcal sellings

~Dromomn hee hean shmim s TR SR Y vres_mamlolad leimo mon st b




A single 2 mq intrimusadular nose of Lavo-Oromoran was studled as a routine preoperalive
madigalion in 100 palien’s as parl of 3 hilndad 1500 pailant ial of ‘a numbee of tynibeike
oplalds ang was 1ound 10 provida ‘sadalion similar 1g thal observed wiih 100 ma mapearding or -
. 10 mg of me|hadons, ! .
i Lavo-Oromoran has Been studiad In chronle cancer patlents, Dosages we® ndividualized o
-\ ¢ aach patlent’s level of oplald tolerance. In ona study. srarting dosas of 2 Mg twics a day often
. - i had lo be advancad by BO% or mom within g fow weeks of sariing (herapw A siudy :Y;e..q-
. " phanel indicutas ihat ne refative patancy is approximataly-4 10 8 timas that of Morphia,
© depanding 04 tha !rodhc clrcumstances of use. |n postoperative patiants, Inlramuscutar lavor-
- phanol was dstarmined Lo 84 about 8 Himas as potgnl 95 Mitramuscuiar Morphine, wharss in
cancar pstisms with cnronic pain, It was found 1o b4 anly abaut 4 TiMes as potent.
INDIVIDUALIZATION OF DOSAGE: Accaptan msdical praciics dictalss that the doaa af sy opi-
otd analgasic be appropriata to the dagrae ol‘f:m ta ba ralleved. he clinical satting, tha prysica
candition of the patlent, and tha kind and doss at gorcurrent medication. This Is espacas
important during recovery om anesthasla hacauss of he residual CN8-deprassant affects of ¢
anesthatic agants and tha advarsa sfagty of gurpery on pspiratory raserve, 1 consequence, the
dose of Leve-Oromoran shauld 39 (sduced under ircumstancas ka;? g increnze the patisars
i sansilivity ta the sdversa ghacts of oplolds, As there I3 supstantial redistrizution lavelved n me
: ' kinatics of lmrmam:. tha duration of effec) of a sigls dose may vary and physiclans must
"o judge the need 1 rapeat dosa basad on ths cllnical eponsa of the patlamt. Clitnlclng am
advisad o remamber thal whila the lang termingl haif-Jifa .¢f levorphsncl may reduce the need
for postoparaiive analgasias, the administration of an axcésslve duse precparatively mxy causs
a delay in ths return of spanlaneous respirations or proionaed hypoventuation in the postapen - R .
tive poriod. In adgalilon. accumulation of tha drug following mxmsssive dosage poslopearativety o oo e
may prolong or reault In hypovemitation, ' : :
Lavo-Dromaoran hes a fong hali-lite. similar W methadonm of othar slowly sxcrstsd oplids,
rather ihan quickly excratad agents guch as marphing or-meparidine, Slawdy sxcreled drugs may
nave.3oms advatuag:s In the manageament of chrenké pain. Unforlunstely, the durstion of pin
relief aitar & single dogs of a slowly excrated oplold cannct Aiways ba Jmmud ram pharmaco-
kinetle prirciples, and the intar-doga intanal,may heve 1o be adjustsd |o sull ina patient's inc-
vidual pharmacadynamic response. .
Levo-Dromaran I 4 o 3 times as potant as morphina and has 3 longt‘n_‘r halt-ilta. Becausa thaca is |
Incompale crusg-iolerancs amang 5, when wnvenlns 3 patient from morphing 0 Lavo-
Dromoran, (ha lotal dady dose of oral Lave-Dromoran should bagin 3t approximatsly V18 o 112 |
of the total dafly dose of oral morphine that such patients haq previously required and then me
dosa should ba adlusred to the Eaziom\s clinical responss, If 2 patisnt I8 t0 B¢ placed on fhsd=
gchadule dosing (round-the-clock) whh this drug, care xhould ba taken to allow adaquata tune :
aftar each dosa change (approximatoly 72 hours) for the ant |p mach a naw 3isady-stam
helora a subsequent dosa adrus(manl to avald excessiva sedation gus to drup accumulation,
INDICATIONS: Leva-Dromaran Ig Indicated for the managemant of modarate to sovens oain or ax
3 praoperstive magicatinn whara an oginkl analgesic s appropriate.

W‘ \\%‘ R RN \ CONTRAINDICATIONS: Leve-Oromoran Iy condraindlcatad in patients hyparsensitive ta Tovers
AR SRR TR pnanot tartrate. : 1

4

WARNINGB: Raaplmtorr Depression: Lave-Oramoran, iiks marphina, miy ba axpaciad 1o pro-
duce serlous or potentially fatal ingplratory ston Il given In an oxcessive dose, too tre-
upntiy, or If given In full dosaga'to comipomised o vuinkiable patlents. This is because-tha
otas faquired to produce ansigesia in tha'ensral dinical population may cause serlous respl-
ratory daprassion [n vulnarabla patianta. usege of this potant oplold requires that tha dase
) and dosage Intarvel be [ndivioualized to cech, patient. Dased:an the Suvarityiat tha puin, waighi,
R \§\€ AR ags, diagnasts and physical statug of (he patlant, and e KING and dose of concurminlly adani-
\§"\\\§\\ \ A latsrad medication, .
'»‘\f\“\?w\ DR The initial doza of Lavo-Dramoran should he reduced by 50% or mors when the drug |s m
R fo patlanta- with any condition aifacting rsplratorycraeave or In conjungtion with m?m s
R gfoﬁlnq (Irllel rgmnﬁwv c:nam gmqu%m dazag shotld mag %nyl?dlmamry ;n:a;fa taccamb;
\ patlent's reaponta. Ras ry da roguce evorohanol tartrats ¢an
revarsad by nsloxcne, a specific antagonist ‘('5'33’ U&F‘,Dosms).
Praoxisting Pulmonary Dissasa; Becausa Levo-Dromoran causes rospiratory deprassion, it
shauld ba adminlstersd wilh caution lo patlants with Impalrsd mapiratory resarvs or resplratory
depression lrom Same other cause .(3g. from othar meditation, uramia, savara Infaction,
absiructiva respir: condiifons, restricliva reapl dlageses, Intregulmonary shunting or
enronle branchial atthma). As with athar strong oploids, uss of Lava-Dromoran In acuta or
savpra hronghial asthma is not racommended (spv Rewgialory Puprossion).
Hewd Injury and Increased Intracranisl Pressurp: Thy cospiraiory depressant effects of Lavo-
Dromeran with carbon dioxide ratentjon and, Alavation of cersbral spingt fiuld pres-
sure may be markedly exaggérated In tha'mmnu Injuly, other intracranial lasions or
pre-wxialing Ingraase In Iniragraptal prassurs. Oplalda, Including Leve-Dramoran, produce
eflacts that obscura nduralagical signg of further Increasa in pressurs in patints with hesd
Injurles. In additlon, Lewg-Bromoran may atrect lavel of consélouanang that may compiicate
neurclagical avaluation,
R Garatavascular Effacts: Tha usa of Lavo-Dromaran In acuts dial infarction or In cardhc
L e patiants with myocardial dystunction or cojonary Insufilclancy z.f:u!d ba limited becausa the
) AR 3 BCIR Ql WVOrp: on the waork o L] Ty UpKnown,
o 4tfacis of tevorphariol on Ihe work of 1he hearl arg Uik
N Hypotensive Effect; Tha sdwmintelralion of Lave-Orimoran may rasull In severa hypotansion in
tha pagtoparmive pailant qr in arly indwidugl widse iy o n}i‘g-uln'blncd prassure hag been
compromised by a aplited blond voluing or by ‘Ndrninisirallon of drugs. such ar chano-
:hlnzlm?'s c:; peeral anesthetics Oplalds may proaucd orthestatle hypotansion in ambula-
ory patlams. .
Usa in Liver Diseasa: Levo-Dromiaran should be gdminisiared witn cautinn 1o patiants wiih
sxtensive liver disezse wha may he vulnerable to axcassive sadation dua 1o Incrargad pharma-
tadynamic seansitivity or Impaired metabollem of the drug,
Bittary Surgary: Leve-Oromeran has baen shown 10 Sauss moderala to marked rlsas In pressure
}: lmucr;mmon bils ducy when given i anaigasic dosas, It I not recommendad for usa in bil-
ry surgary. ,
Usa In Alcohallam or Drug Dependance: Lave-Dromgran has By aDUss polentlal as gre:t F
marphine, and the ’gauer plion of this drug mysi always balsnca ths nrospective benefiis ‘
ainst the risk of sduse and copandaence. The usg of, hanol in petlents with a history of o e
wicotiol or other dfugsdwmdrnﬂ. olihgr ¥ctivae of in remission, has not been specilically siud- Tl e e
lsd {sna DRUG ABUSE AND DEPENDENCE). * . T
PRECAUTIONS: Saneval: As with other oplolas, 1ha administralion of Lsvo-Dromoran may e o
obscure the dlagnosis or clinkal coursa In patispte with -acuts abdominal congitions. Lyvge .
Oromoran should be edmin|siared: with cautlon, and ibs. Inltkal doss shiould be reduced n :
patinniy who are eldarly or debilitated In pat witt ra bmpairment of heprtic
@ renal funetian, hypoihyraidism, Addlaon's Hidsass, toxic psyehosls. prostatic hypertrophy o :
urothrad strteturs, acuie sicahollym, or deilrium tremens, « "
information for Puitanis: || Leva-Orororan 18 idmnisterad to ambulatary patients, thay should
ba cautlonad agains? engaging in hazardous ctcupdtions requiring ‘compiete manial alermess
such as operating machinary or driving a motor vehicls. They should sluo bes warnsd thal con-

0

i

N

W
)

%\3\\\\&:\\ AW
QBTRERARES

R
RN
A
DB
N
o

N
N\

gurrent use of Lavo-Dromuoran with euntm'mwwa.mbun pros3ants (80, CONO], Sedatives,
mn«lcs. othar opickis, barbituratss, tricyciic’ unt pnssapt:“a‘,\mmi lazinas; tranquiilzers,
atal oysce reaxantx and antihigiamines) may-rasull in tive central nervous

system
dapressant atfacts. Pytionts should: te madaizwary of thes risk of orihastatle hypatenalon, dizz
nest and ayncope In amBulatory gatiants taking Leva-Dromoran,

Drug Intwractigng; Interactions witti Other CNS Agents: Concurrent uas of Lovo-Diomoran with
all vontral nervous Systerm depressants (wg! alcohol, vedativas, hypnotics, omar ophelds; gensrs
y anesthatlcs, barniurales, tricyclic anlidapresyants,” lazines, usnqullizers, skeletal mus-
tle relaxanis and anithistamines) may resuit'in live conimal norvaus systam dapressadt
i effacts. Respiratory deprassion, hypotansion, and profound sedation or coma’ mey OSGUT,




LEVO-DROMORAN™
(levarphanot tartrata) -
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Vo . LEVO -0RUMURAN® {lgvurpliaid craly)
SUCH COItUed Warapy I conlampialad, ma tuse of gaa or bowth agens shauld Ly regucad,
Although na ntaractjof barwesn MAQ inaibilurs ad Levo-Drdimaran has oeerl 05arved. ls
not recommanged Jor usa with MAD Infibitors. .

Moyl ca398 of saricus or Ml advarsa avents lnvoiving Leva-Oimoran reDOrea W the maius

I facturar ¢ Wha FOA heve involyad either the acminisoration of large lnilial dosag or 0o fiaquant

DN 40383 of ia G/uQ 10 Nonopiok! lokvant parlents; or the simuitaneous administration of lewos-

Do phangl with cthar arugs aflecting! raspinition {386 INDIVIOUALIZATION OF DQSAGE ana WARN- .

INGS). Tna inital dose of levorprancl snouid B reduced Dy ADOrcwimatuly 50% ar mare when

Wi given v paticing along wiln snormer drug dltecting reupiration, .

INteractions with Mixeg AgonisyAnagunist Opigid Anpigesies: Ayumsl/atoguiist Quyssics

(eg, penlazucine, nalbuphine, tutorphandi, aezocing ang tuprenurphine) shaurd NOT bw samin-

fitered 10 @ patlant who has fecelved or is raceiving a4 colrss of turapy wilh a pura sgomist

Olﬂﬂld analgasic suchias Lgve-Dromoran, i oplaid-dgpandent: patients, mixad agoniyvaniago-

nist angigesics may pracipitata withdrewal sympoms, v ¢

usa In amuulatary Patispte: Levo-Oromoaran has bedn ussd I both inpatigne ang ourpatient

sallings, Dut botn prysiclany -and patlents muyst be aware of 1her rlsk ol ortnosuatic hypotension,

dizzinzan'ang syncopa In ambylansy patients, . .

Az wity pinér ‘oplolds, 1ng uaa bt LsveiDromorai Impair mental Bnd/os physiep) philitles

fequired for l_hl'p'qﬂérmdqg‘g. Iy, hazhrdous a3k or for the exarcisy of normal goad

judgeriient ind patisnts angd sttt shoulss De' advsed aceordirigly,

Concureent use of Liva-Dromaran’ with -cantal nacvous syatem daprassunts (sg, sicanol, sdda-

livas, hypnolics, other apicids, pardilurples, tricyctic antidupraysants, prenvthiazings, Lquil-

i2ecs, Skalalal muscle relazaitg and aatihisiaminas) may rasyit i additive central nadvous

sysiem deprigsant slfects, v

Carcliggejasls, Mulaganysis, UBpairmym of Factility: No mlunfiauug apout Uiy ultecis o

Leva-Oromaoran un cargindgenesis, mutaguenesis, or lertlity is avaitabls. .

Pragonayoy: Tacatgypnic Effectyt Prognancy Calegpy €, Lavo-Diumioran fwd Usen Shuwil [T

lersloganic in'mice when given al a singic Gral dosu ot 25 Mmo/kQ. Tl tesied gude Cau3ed 2

near 5% norRly of tha mouse ¢ripryos, There are Nu’AUuquAKs 3nQ well-cunlioliud gludies

In preonant woman. Lave-Orgmoran should bu usad ip pregnaacy unly if \ha pajential Dendlit

RN MR+ 0 " b s
AR justilias the polenial risk 10 iy fews. . R
% 3&@& Nomarawgenic E1acts: Babisa boril b matiors who nave Deen Tknly upioiss gyulatly prior s Q‘%\’\%“:\’\i\
) k\ Uslivary miay by physically dependent. . RN

\‘\\\
) A siugy [n aoolis nas damansiraied that &t duses ol 15 W 20 in@/ky, LevusUromiarsil sgnvios-
tered InUavanously crosses-ive placantal barviar and cepressas tetal resgiation,

Labor andl Dalivery: The use of Lavo-Qromoran In' jabor and dulivery In humans s not Luwe
swudled. However, 28 with glier opiolds,- sdministration of Levo-Dramueaa (o the mothar dusing
labor and dekivery may result in raspiritory gepreasion in the newbarn. Tharsiors, Its use during
jabar ang deliviry ik not rscammended. *

Nursing Molharss Studlas of levorphancl concentrutiuns il braast itk Ruve ol et per-
farmed. Howevdr orphine, whicty & structyrally similar w luvarphangl, |3 axcieied in human
mitk. Bacause af Ma potantial:for serlaus’ advarse reactions from Livo-Dromoran In nuesiny
intants, a decislon should be made whalher 10*discontinua nyrsing or 10 discontinge (N drug,
waiing inw account tha iImporiance of T drug W the mothor
Puallatric Usg: Levo-Diomoaran I8 ngt igcommendad i ehildren under (he ays of 1 yews stk
salaly and et licacy of the drug In (is Fapuiniion has not badn sstabiishea.

Garfatric Usy: The Iniiial dosy of LavorDiomoran’ shquld be raducad by §0% or mule in lhs
Intlrm aldarly. patignt, L3} l‘l % "have Heed).no rugarts of unexpecied auverse dyents
in odyr pd‘?m'l}_gns. (Sg %?4 ] 4.3 nis glasx may’be assocldlad with a profoynd or prolonged
!ﬂfgg‘;ﬂ'ﬁa urly, gapenls [or peh, plagrecokinatle ana phymigudynamie raasons and’caution
i at94. :

ADVERSE AEACTIONS! |, approxlinaisly 3400 pyii reaed with Lava-Diginueat i Gon-
tmﬁo? qtlenm tf'gg, e “l’y‘pq aﬁ I nt;,’ o[_slgmctma (wse gxpectad of an opiokd
analgesic, snd no' unforesaan or Unugpa) gxicity Wiy reortad, .
== Drugs ol this Typa are axpecled (g produce  cruster of typicyl qpipld. effspta Jn adoifion L
| == anal oas?a, con:aycurpo of nausaa, ».smS}f" -aleryd, mooed ar n‘m\w ;n_ pruritys, flushing. ulf-

ticvilles In urinatldn, conpstipatian ang "m(f Bpasm,, The frafuency and Intansity, of thase
eifacts agpears t be dosq (aiared, Althtugn listad as-ddyerse avanta thasa are axpacis phar-
macolagic actians of these drugs and should be Interpratad as such by tha cliniclan,

T Ioowing aaverse awiniy have bsan reppvied with the yse of Lewa-Promoraa:
8ady 38 a Whols: apngomiaal pain, dry mouth, sweating
Carthova3cular Systent vurding gerest, shack, hypatension, an ly linipus Nchuling b sdyduoi

wnd Yaghycardu, palpilsliuns, axira-systolsy
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Vlyesiive Syst=in hausea, varniting, dyspapsia, biliosy r=ct SDualh .
Novrvuus Systam; cond, ulcide Fempt, CoyvulBions, Gepresuiun, dsduieas, Willusiu, 3 \ NG
fethargy: abnermali aruamas, apndrmal thinking, nervoys)ess, diug RN DR

withdrawal, nypokinesla, dyshkinasia, hyparkinesis, CNS stimulsuion,

parsonaiity disorder, amngsia, Insomnla -
Hesunotory Syt apnea, cyanosls, hypovenlllatien .
Phinn & Appuncagas; prurltys, urticara, rasn, njectnn s‘up redctiun
Spackal Senxss:.. abngrpal vigion, pupiliary disprger, Qiploplz
Uroganital Systan: kidney fRlure, arinary ratanlon, difticulty uringung. -
DAYG ABUSE ANO DEPENDERGCE: Warhing; May,oe Habit Forming
Lovu-Oromoran 1s a Scneduls b Contollad Subgtancd, All drugs O} Jhid cluas (tiu-upipus ul
ne Mmarphine lypug‘ are habit forming and, should bé srec, prescrined, wsad and disppsed of
uccardingly, Psychalogical/physical depandénce and” olarance may devalop vpoll repeawd
adoinistration of Lavo-Draingran. , e
Disconlipvation uf Lave-Oromrgn wur chjonly use his buen iepurtsd W iasuit W willitiseal
SyndroMas, ang SOMIO ryporty ol oveiusa dnu swii-reporiay addictun nave Lssn raculvea.
Nwitner whiarawa) nar withilrawds symplarps aid, usugily expaectad in poslopesative palanis
who ussd lhe orug for 885 lhan 8 week or' in pallenis whc are gradually tagered oif the diuy
shar longer s,
OVERDOEAGE: Moy thumi s 4f UVIG0B3Ye Kiowil 1@ (g IMsputciurer diid w e FDA hivdive
}ﬂm ciinjg3i siiwationg.; Thega ara; -1 .tha y3e oI 1argur than recarnendaed go3es or 0o
frequent dosss, 2. sdmjnisiration of the drig o ehildien or smail adulls witnout any sedugtion
i) dosage, and 3, the upe ot tne drug.in ardlpary gosags in pailents cumpromised by
SONCUITBNE jinass. . CEPAFTFA U B Y ,

i
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AS willl Jil GGy, Ueidute U ueiur Yud W staidental u fntenlivid lususd U Und pudu,
esueciglly W infants and children who 1ay gany aceess 10 (ne orug in (e HAme. Based an iz
pharmacoiogy, lavorphanol overgosage would pe wxpusled |9 pOduce sSigns ul fespiratury
Yupingsign, g diovasculur fudure (esgacially 1 predispusad pubenls) and/O Cenurdl (wrvoys
Systanm deprussion, Svrlous overdossge wil Lewo-DrOmorsn i CRruClen2ed Uy ruspiralory
uepression (3 deCrobss i respirslory rate ana/or tQal volutne, Periogle DIERUULG, Cyanosis),
EXIf2ITid SDIMAGIENCS Pruiesding tu slugor or comd, skalelas muscle ftmeowily, cold ang ciam-
miy $kin, consyicled pupild, $na scinailnies Dradgycardia wig nypulension 10 severe over-
dusaye, Gpnea, cisuuluiny COllgpsy, Curdiae arredl ang QulLN My SECUl

Traiment: Thw spegille heatmeR Ul SUIpPYEIEd 1BVOrPNINGL (AT Qverdusiuye 1§ iUfdgang
pstablishmsnt uf an a0eqyuily wirway ang ventiiatian, lollowsd Y' nacsssary) Dy nUavinous
naloxane, Tne rospiratary and cardiac status’of the patient shoyld be continuuusly monitored
and approprisly Supportlve meusuryy instirgled, sWon as OxXygsn. inlravunous jluida andsor
vasopressors, 1 requirsd. Physiclans are reminded thal the durion ol levorpinanol activa far
wxcueas dw duralon el action of nalxuny, ang repesled JOFNg wim naluxenk (ay by requlrad,
Nalgxong should Ds adiminisivred cuticusly W PErsohs ROwn o SU3PECIad (0 08 Phydically
gepsndeant on Luvo-Dromeoran, 1n'such casey an afrupt And comickta ravarsat ol opioid ol lects
may pecipitate &y oyl ADslinunce syNAOme. it népagsry to edminiser NaloxQne 1o the pryw-
ically Gupandent patlanit, Ine antageniet should be sdiministered with axirurna care ang by tlisa-
tion wilh smaller than usoal 00s¢s of e antagonist,

DOSAGE AND ADMxmi’ma\Thun: Intravenoyg; Thy Lsuvl FECLININGNILEY dL Ly dose lur 1V
adminisusion is up 10 1 1mg. glven in dividea. dosas, by sluw injsction. This May De repailed in
4 W 4 hwurs 48 ngedey, Urovidud the palient i 13383384 for signs o hypuvealilutiun of yxges-
give sedalion. Dusyyu should be udjusted accarding to thi severily Ql the pain; age, weight ang
physical statuy af he patiant; Y Suuem% underlying dizsases; uss of congumilant magica-
tions; 8ua other 1actory (3¢e INDIVIDUALIZATION OF DRSAGE, WARNINGS ano PRECAYTIONS),
Tot daly doses OF INUIE Uiwn 4 to B 1ig IV In 24 howrs are geoesally oy rvconiviended as
Starbag duses ut nouapicid talesant patients; lower Wiyl gaiy Juses My Ue awdreprla,
isdramuscular or Subcurancous: Tha ususl (4comunanaéd stasting dosw lor IM ur SC adinmis-
tralion is 110 2 ng. This may:be repanatl in B8 10 B houre a3 néeced, Proviced Lhe gatienl iy
aysussud for signs ol hypavaniilulion or excessive vddativn. Oozage shoulg bBe agjusias
accoraing w e sevurily o \Ne paln: ags, weight and pnysicat stalus of thu pativng; Ine patient's
vnderlying dissases; use of concomiiant mwdigstions: ana owar laciars (sae
INOIVIDUALIZATION' OF DOSAGE, WARNINGS &t PAECAUTIONS). Total dafly doses ot mamn
than 3 1o @ mQ M In 24 hours pre genesaily Not feeommended as slarling doses i nonuglaid
tolerant pavients; lower total Qa/jy dosss may bg sppropriate. )
Oral Tha uxuxt recommanaed stasling dose for oral gaministmtion 13 2 g, This wmay De
ropested 11 8 10 8 huurs uy pesged, Drovioad tha patlant is assessed lor siyny ut nypoventitajon
and excegyive 3udatiun. Il nucassery, (the dose may be incryassy 0 up W 3 MY evory
§ (o 8 Nours, arter aduquare evaluatian Gl thy petlantd response. Higher duses may te sppra-
priate it oploid wluram potients, D03aye Shauld Bu idjusled according 1w the sywrily of the
puln; uge, weight and physical statug of ne palient; e putients undedlying iseuses; use ol
gonculitant muwoaliung, &nd uther taclurs }wa INDIVIDUALIZAT ION OF DOSAGE, WARNINGS
N0 PRECAUTIONS), Towl vriy daily doses uf mure than 8 1o 12 mg in 44 houts we genarally
N0t rycomunended as Stacung goses it nonopioid tuleeng patients; lowe towl cady quses may
0 Gppropriale.
Usd in Chronle Pan: i gosuge U Levo-Didumrin i pulisnts wah Sancan of witli otiar soadi-
Yons for waich chroiue cpluld thetapy s indicalod 1pusl be Inuividudilzed (3uw INDIVIQUALIZA-
TION OF DOSAGE{. Lavo-Dromoran 13 4 10 8 tlmes us polant as morphine aiid Nas a lodger
natl-life, Because Uwru is ingomplate CrosS-WlUrancs WNONg Opiaids, whe cuiwyerling & patlent
fram murphing to Lavo-Dromoran, the igtal daly dose’ of oral Levo-Oromaran® 3hould bagin” at
approaimaily 1/15 to 112 8 the'tbtal"aily aose ol ora) marphine et Such patiunts had previ-
Qusly raquired and men tne dosa snuul( De Agjusted W the patiend’s clinlcal responss. it a
gal-ﬂll is to be placed an lixed-goheduis. dosing (rowna-1he-clock) with this drug, ¢are snould
¢ taken (o allpw agaquale lime atter sach dosercnangs (ﬁpprnxmuw 72 hours) 107 tha patian
10 rench @,now Sleady-Stly balore a subsequéent desg adlusunent 10 avoid uxcussive spaxion
Que 10 Dyuy '{wcumulalwn,
Usa i The Peyloperative Pyiio: Liva-Ditmoia hay gyt usgy 1us saalysaic seton duning pre-
maalcation and the yosloperative puriog, FISWIS 10 D& cunsidurpd w1 deterniining tw dossge
intluds age, Dody. walght, physlcal $1atus, underlying pamhological cunditive, use uf othe
aru?s. typy of Knushusiy uSad, the surglonl procecure Jovolwed and (ne Sovenly of pain (e
INDIVIDUAUIZATION QF DUSAGE, WARNINGS aia PRECAUTIONS).
Promudicativn: Tha '%'w erative medicstjon dose gf Lavo-Dremu s stiuuld Le individualizud
(se8 INDIVIDUALIZATION OF DOSAGE, WARNINGS and PRECAUTIONS). The usudl 0osd 100
heathy yoyngiagyliz 13 1 102 mg \nuamusquidcy or subcutanequsily, auminiglered 60 to 90
minuigs before gurgery, Qiger o¢ fabilitaled paxiants usually raguine less drug. Two mg of Lava-
Deamoran iz approximataly, aquivaient 1o 10 ta 15.mg of morphing or 10Q mg of mupecidine.
NOTE: Parentaral diug progucts should be Inspectad visually for pareulale matter and dincol-
oration grior 0 admingiration, whenever sqluviomnana cantalngr parmil,
Pharmaceutical indomparidiiitas of Levo-Dromorans Lavorphenct arnrata i;.iuuliun has been
raparted to bo phﬁlcall incompatioleiwith solutions contalning -ummopgz line, ammoniusw
chiaride, amoparbi wd{um.-enmmlazld- wodlum, heparin sadlum, methicliin soalum, nliro-
furanwin sodium, novoblocin sodium, pentoberbitel yodium, porphenazing, phenobarbital soc-
um, phenyioin sodium, zecabarbital sodiym, sodlum bdicardonale, sodlum lodids, sultadiazine
3calum, sultisoxgzole divthanolamine ana tplopsatal sowiyal, i
Satay and Handifng: Levo-Dromoran i packaged: Ip saaled Systuma that nave 3 Jow rlsk of
acchdental exposure to health cars workars, Ocainary.cars should ba taken w avoid gercsol gen-
sraton while Flaparmo'n myringe for usa. Signilicant absorprion from accldental dermal uxpa-
sure I3 unlikely, and spiliad {Lavo-Dromordn should-oe washed lrom ma skin by rinsing with
coal wpter-As with. all controlled subaiances, abuse by heaith care parsonnal is pogsie and
iha urug should be hanaled accordingly.’ vt

HOW SUPPLIED: Ampuls: 1 L, 2 mgAnL kevorphanol L liue = buses ut 10 (NDC 0004-1910-08).
Mulnplé-Ogse Vla,,{s.: 10 k., 2 g/ml leverphunel lartate — baxes of 1 {NDC 0004-1811-Q06).
Scorad Oral Thbiets: 2 g leyorunanol lartrats - boipids o1 100°(NDC 0004-0044-01).

Storage. Tabiets should be slored at 59° w §8'F (15" to 30°C).

Dispense in tight contalners as dutined In USP/NE

Parenteral duszge forms 3hauld Yo slored at 59° 10 86° F (16” v SU°L).

WARNING: May ba:hablt forming, '
v OEA Qroer Furm Required.

[H'E |
ICN Pharmaceuticals, Inc.

-

Rovisey: Nuveriiour 1998
249924 20-1uH Printed In USA




2unyeubls e BUILIEIG0 INOYUM JuaWIdIYS SIY JOAII3P O] S SZLIOYINE NOA Bujubis 49

'S 11 NI GAINIA X300 L00Z-BBL@vSOIOLSNE Uede 10/01 9120 AOHASHS - 3
‘BEEE'EIV 008 HAPOI 0D 008 IBO 10 m u g o, -
wi09°Xepay 32 9}IS Gej] INo JISIA jsuopseny  B2il TEYS01S0  HI
*swiejo Bunjnsas Aue Wo) SsejuLey Sn ploy pue Aguwspul o} aaifie pue
*
Bumeubis buipqo inoyum Aienjep szuopne o] ubis a_mwums asealau 8

‘ ‘s|IE1ap o} aping 82/AI8S X3pe- BY) 893 ‘anjen saybil e 21808p NOA SS3JUN OIS 0} P St AYfIgRr Iy

iy pieg ypeiy

#5hd h2EL HEER

iy I

Z %ﬁ;’lﬂnd Je0p

;oo

. diz el .

: o, g bt ] e
| M padi 5 e g/ £or ’j’éajf/
' o
. iy : . wogemsionyeg S
. ‘papgeqimy - IR poet kY o 1 ~ g

N umlcasul op ooy 4 v @ £ Y 4 & A - I
' -~ ¥oaugysed | ] pregwpesd [ | Auedpayl[ ] uadioay D lapuag @ 7 ; v . - 7
| o . i “MOIBT ‘ON P8 B 10 0N 1 H $ap09 diZ 0'd 40 58X00 '() d 03 J3AIP 20ULIED A 'SSOIppR XIPaL U ‘UONEI0 X3P8] 18 , TTOH, OL
: s | 0N 190y L—————"Mojaq 'O pe) }pas) 10 0N 109y X3pay tajuy -
| C doayueiag [ | g xuaullled L ;o s, SSBIPY
' . 'V 1 Al i *Buibieyoed x3pa w paddiys aq 10uuea (a9} Aig Buipnjoul) spoon snasebueq i " 4 ’,,/
i . JuQ Yesally obien D !
: - By M ey paunhgamu I.IﬂllEJE[:Iﬂu s,mdgms ¢ i
i Uoneie|aag s jaddiyg s\-/ i ~fuedwon
i aolk.l(] O S8 O D oN". Y DLt uedwog
| i ‘Pyoayo aq 38 xog suo — /1 Y
! ! StonE00|10a[@s ¢spoofi snoxabuep mejuos Juawdiys s saog -
) afegpapaipie o P UEIOD LS S Sa0q L e
wbweag Alold x3pe WbiuIeQ 181 x3pay $9P0D 4|7109]95 0} ~ aluenN

' 10} Ajuo aje|ieay Jo} 8jgejeaR JON Aegz x3ped pue yBiuiang . flua[d|338

o~ uoneanT Xgpa4 1e F_‘| U0i}ea07 X3pa4 1e ApsouqxgpaJ o} Auo aigeyieny b

Aepames qrioH Aepyasp aOH HKianjag AVQUNLYS . ) ) oL

£

“tuopoag U ssaippe POy AP —————— Buijpuey jeroeds g -
o4 Apams xgpay pue ed ebret '
X324 “ed oW XJpad sapnjou .

aoualajay Buipg [eusojuf inog g

s
{

K Buwiow ssauisng 1xau seijieg UDOLIBYE SSBUISNY A
] wblweng s xgpa] [ | yfiuang piepuelg x3pad
"Seale SL0S L 1g1e} 8q ApL JusunuIos Alanije(

'sq1 gG1 0y dn sabeyoed

0 mammﬁsg{g ' @5h2h2ELhEER

agyuag abeyoed ssa.ldxg e

Jayig D #ed X3 x0dojoAu7 x3paq D Q diz alels

i ! &ETY . AN A

%/ L 008§ L anjeA paJE[36( [ / b Bumbeyoeq § | » ﬁﬁii%;{ﬁ wf
| | ~ nsionniog
! 304180 ) ssaJppV
i PN ’ i Xsssman payy Aep ssauisnq puoseg Aep ssauisng IxeN . \ E?Q g? ’»ﬁ»gng'? gﬁ‘ﬁi ..i_ a%mn*-ﬂ" g {}Qf‘? ? '
i wbiaq Aeggxapad [ wbiau heqzapay [ ] aubio Aeqioaped [

- SBAJE SLIOS Ui J218] 3G ABUI JUBLIIWOD AfAIS(Q . Rueduio
Doy j 'sqy g1 4040 salbieyoed agiuag ybray ssaidxy qp N I gf} TAMAES Ll 0 e N“;"MH 39T ’
' J ; 8]e1 punod-aug :@bIeys WNWILI B|qe)ieAR JU 611 ad0[eAu] Xipa] :

[ i J3Ae! Ss"gﬁa““'““l FJ;U El for SASZ‘”S”EI P”“‘gs D ! auoyd awe
i § ssaithq e sl 1esI-e89 914 ey
f I~ SU07890]303(as 0] Alalap : : { !
|
i

3WIH 7133d =1i\ia|¢|loaa

vohd h2el hEER

619 a
Spiodal s,mauilaau m,lpol\mum GI] uea llDl]iO Iu u]O,H
oy ' ssaldxg
BGuyae),
xJped

10y vsn “XZpdd o

b B

o



