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idazdlam hydrachlondd has been associated with respiratary depression and Tespiratory arrest, aspecially when usad @
I

o e e h d gromatly and ffectivaiy, daath or hypoxic enceghalopathy
r sedation in noncritical care 3 , Whare this was not racognized promatly and treated o , daath ar i¢ encaghalopa
* has rastited. Jntravepous{iidazoiam hva Welhauld be used oniy in husital or ambufatory care settings, inciuding physicians' and dental officas,
that provide for contintous monwornng of FAATATETY and ca diac function, e, puise cximetry, Immediate availability of fesusCitatve rugs and aqe- and s
se-appropriate equipment for hag/vaive/mask ventiation ang intubatian, and parsonnal trained in their use and skilled in girway managemant should ba .

assured (ses WARNINGS), For deeply sedated pediatric patients, a dedicatad individual, other than the practitioner parinming the grosadura, shauld
monitor the patient throughout the pracedures, ) .

Thevinitial intravenaus dose far sadation in adult patiants may he a3 liitle a3 1 mg, but shoukd not exceed 25 mq in a novmai heaithy adult, Lower dases
-am.necexsayy for aidar {over 60 years) or debilitated ptients and in patiants recaiving concamitant narcotics or other cantrai narvous system (CNS)
depressants. The initial dose and alf subsequent doses should always ha ttrated stowiy; administer over at laast 2 minutas and allow wnadditione{ 2ar | 1 o
merct{ | mOFE minutas to fuily evajuate tha sedative effect, The use of the 1 ma/imt. farmulation or dilution of the 1 my/mi or § mg/m. formulation is recommended @
- 10 facilitata slower injection. Dosas of sedative medications in oediatric patiants must ba calcuiated on a meykq basis, and initial dasas and all -

dosas shauld aiways b titrated slowiy. The initial pediatric dase o olami A Giysi - :
{see DOSAGE AND ADMINISTRATION for complote dosing informatiomy,
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reported fallowing Tapid [V admnatration, particuiarty with
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lal pectic dass sscation/aniclysis/amness 1s age, procey, and e deperdent (es DOSAGE AND AD for complate: dosing

ypotension and seizures have heen reported foliowing rapid
Tor compiate informatio R

‘_ houid not ba 2 intsterad, by canid iniecti f.osnatal ponuiaion

@ Abbétt proprietary logo replaces Roche proprietary logo.

‘ - ials PRESERVATIVE-FREE ; Roche
Abbott insert states MIDAZOLAM HYDROCHLORIDE INJECTION ADD Vantage@ Vials P "
@ insert states VERSED (Midazoiam HCI) INJECTION. PRESERVATIVE—FRE?E is u}c!u.ded as the Abbott product cp_ntams
no preservative system. ADD-Vantage® Vials is the presentation type for this application.

v fS) VERSED in the Roche insert has been replaced with midazolam hydrechloride on the Abboit insert.
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@ DESCAIPTION PR . - g
Vidazciam hyarochioridelis s water-soiubin henzodiazeagine avaiiable as 2 stariie, tonpyragenic parenterai dasaga form for intravenous gr inramuscular
Inecan, o contains midazoiam hydrochloride equivalentte 1 myor § ma midazolam comgounded with 3.5% sadium chioride and-3.61%-dieodiume
ot ATt leahal.zs twefTlia ot Is . @ 3.5] ang 15 agliistea with hvdraehloric acidbnd, if v, sadium hydraxid
Compauia, iNSailGle i Water. (e Nyaiog) 0ad8 Sart or midazelam, which is formed i si, is solubla in
S-cMnm—G-(Z-ﬂunmnhanvﬂ«I-mumvHH-meéagjﬂ}aiﬂ.ﬁhamdlazupm hydrochioride, Midazaiam

@ Midazolam is a white ¢ fight yaliow crystalline
- aguesus sofutions, Chemicatlv, midazajam HC
hvdrachioride has me(cnemlcaxynmu!a CigthaCINy=HCY, a calculatad molacutar waeight of

9h gad
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@ VERSED in the Rache insert has beén replaced with Midazclam hydrochlioride on
the Abbott insert.

Roche states and 0.01% edetate discdium, with 1% benzyl alcohol as preservative;
statement is net included in the Abbott insert as the product is pot preserved.

@ Raoche Insert states the pH is adjusted to approxx'inately 3 thh hydrochlorifie' ag:id;
Abbott insert states the pHis 3 (2.5 -3.5) and is adjusted with hydrochloric acid.

| @ Roche insert states molecular weight as 362.25, Abbott insert states 362.24.

(5 ) Roche insert states empirical, Abbott insert states chemical.

@ Information specific to the ADD-Vantage system is added to the Abbott insert. -




ine central nervous system (CNS) dznrassam.

nn the CNS are d an the dase admni ed, the mutn of admuustmzon. and tha presence or abisence
n me of sedalive effacts after IM administrarian in adults is ISmm to gilationageurring 30 1o 60 minutes following
injaction. in one aduit studv, when testad the fnilnwmg dav. 73% of ths patients whn racaived muiazulam drachioride Jntramuscuiarly had no recall of
MERInry cards sHawa U m B memory Targs SNawa S ikadas follawing deug administration.
Onset ime of sedativa aﬂ'em in tha padiatric pupulaunn hegms wnhm § miputas and paaks at 15 10 30 mmuras dapending upon the dose administered.
In padiawrie pationts, up ta 85% had no racall of picturas shown after recsiving intramuseia, ompared with 5% of the placabo controls,

SECanon i AU and pRGIALIC PADENTS 1S ACTIEVed Within 1 10 5 MINLIes a3 V) injecson; the tima -of onsat is atfected by totai dosa
administerad and the concurrant administration of narcatic premadication. Sevanty-one parcant of the adiit patients in andoscopy studies had no recalf
of intred of the end 82% af the aati had ng racail of withdrawat of tha endoscepe. In one study of pedianic patients undergoing lumbar
Bunglife or bane marrow aspuranon. 38% of patiants had imsaired racall vs 3% of the placnhu controls, In anater pediatric oncology study, 31% of
~{idazolam¥raatad patients were amnestic comparad with 35% of ; who had 1 | aiona,

Whendudazolam hydrocrlorideys givan I as an anesthetic induction agent, induction of anesthesia oeeurs in approximately 1.5 minutes when nercotic
pramedicatton YESITEN adminisiered and in 2 to 2.5 minutes without narcotic premeditation or ather sedativa pregugdication. Some impairment int 2 tast
af memory'was nntad In 30% of the patients studied. A dosa responsn sm nf adiatric patients pramedicated wil ta/kg intramuscular (IM) meperidina
ound that aniy 4 out o7 U pediatiz patents wha received 600 meg/ lazolam oSt constiousnass, With ave closing ag.108 +140 seconds, This group
‘was comparad with aadamc patients wnu wau gmm thmpantat 5 ma/kg N‘ SoutofB cinsnd the:r eyes at 20 + 1.2 saconds| » am Jlid nat depandably

ulun. Waadioeig o N JUsg d )] gpiaig ag |n|°n'n t.l e
ad as d:rsmd dnes nat delay awakamng from general anasdlasxa in aduhs. Gross tests of recovery after awakening (orismtation, ability
o ﬂ T T walk, suitability far discharge fram the racovery room, retum to haseline Trieger competency} usuaily indicate racavery within 2 hours but
Tacovery may take ug to § hours in some cases, When compared with patiants wha racaived thiopental, patients wha racaived mxdamla'?ammﬁu
- Jecovered at a siig slawer rate. Hacovery from anesthesia or sedation for procadures in pediatric patients depends on the dose offmidazofam}
numstraunn o i ermemcaunns CAUSING LNS Aenressian and Julaiea-ersR-RLEy
1 aatgnts withaut mtes ndsaction of genarat anasthesia with MG ofam aydre mucamdmmamnderatedecrsasum
~  carabrospinai fhuid grassure ¢lumhar puncmm measurements), s:mvlarto that uhserved fnl owing | mmpental Praﬁnuna:y data in neurosurgicai patiants
- alintracranial prassura but decreased complianca {sub d screw } of intracranial pressura
n with thiopental during imtubation. No similar studies have hesn reparted in padxatm: pauam&

recal] of the mnmtamxsnmsnm
35 t0.30 minttes depends
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concurrent administration of narcotic smy-ompmtamnadmpaﬁmsm ascopy studies had ao recall of introduction of the endoscope;
Bz%mmmﬂmmcmmﬂlcfmmmmwommmmsmw patiants und mwmmnorbommrmaswaﬂm,
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tered minttes aative premedication. Samse impainment in 2 tast of memacy waa noted in 90% of the patients
annmazs ¢ ;. patlerts nremacicated with mmmmmmm%mmm4mw v.%homdv;rd
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mmwrermnts.smhrmmobsmml v ital. with normal intracranial presstre but decreased compl-

L e e e

4 ' :

@ VERSED in the Roche insert has been replaced with M:dazolam hydrochioride on
the Abbott insert. -

VERSED in the Roche insert has been replaced with midazolam on the Abbaott insert.

@ Roche insert states 1.0; Abbott insert states 1.
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Tha usual recommended intramuscular premedicating doses of pidazojam by ochlaride flo not daprass the ventilatory responsa to carbon diaxide
stimuiation ta a clinicaily significant extent in aduits. Intravenous inducon guses a Siazgiam fydrochiaride fiepress thé ventiatary response to carban
dioxide stimulation for 15 minutes or more beyond the duration of vamilatdry depressiop Iy 3e fation of thingentaf in adults, Impgirmgpt of
ventilatary respansa to carbon dioxide is mora marked in adult patients with chronic apAtructive gulmonary disease {COPD). Sadation with |
does not adversely atfect tha mechanics of respiration (resistance, static rqeail, most ng volume measuremants); ttal funy capacity and peagIRIrAOTY
flow decreasa significantly hut static campliance and maximum exairatgry flow o€ 50% of awaka totai lung capacity (Vme increase. 1gadna study of

i {midazoiamy i or 20d meg/ky) was shown o deprass tha rasponse to cpM

pediatric patiants under generai anesthesia, inwamusculay
dose-related manner, ,
2hegfs with{idazmiam hydrachloridghwas associated with a siightt moderats

WAMic Vascuiar TEStaREE SIUW Neart ratas {lessfan 65/minuta), particularly

In cardiac hamodynamic stdies in aduits, |V inducton of generd| ane

" decrease in mean anterial pressure, sardiac output, stroks voiuma aid Jysys e :
in patients taking seopcangiol for angina, tended to rise siightty; fas gart rates (s.q. 35/minuta) tended 1o siow sghtly. In pediatric patients, a
comparisan of \Vimdazniam hydrocaionaeka0 meg/kg) with pmea mgy/kg) revealed a mepn 15% d (=toiic bioad p a in p
who had received [V findazolam g s meat 5% d in systalic bisad pre foilowing prapoial

®
-fesponse 1o carbon o a cinically
stmulation for 15 minutes mnmbmdmﬂmmﬁ%"mm-
dioxids I3 more patients with chronic
s of respiration jung voluma mea-

mpiancs A

aduits, IV induction of general anesthesfa o G :;E)‘ 5% associated with a slight te moderate di mseinmaanamﬁ;l .
voltma and systemic vascular resistance. Slow heart rafzSTesy than 65/minuta), pa:mnaﬁ‘ytm patiants. iy pmwmdu”nrsngina.
heart rates (sg, 85/minute) tended o slow sfightly. In pediairic patien of N{VERSED 3500 pig/ky) with propofol

15% decreasa in.systolic bicod pressure in patients wha had received Vi a mean 25% TEPASE in systolic bload pressure

@ VERSED in the Rache insert has been replaced with Midazolam hydrochioride on
the Abbott insert. ; ‘

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.
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Pharmacakinetics:

Midazolam's activity is primarily due to'the parent drug. Simination of the parent drug takes placa vis hepatic metabollsm of midazalam te hydroxyiated
metabolites that ara conjugated and excrated in the urine, Six single-desa pharmacokinetic studies mvulvmg haaithy aduits vieid pharmacaokinetic

pat: for midazolam in the § g rangas: volume of distribution (Vd), 1.0 @ 1 L/ke; elimination inaif-lif, 1.3 to 6.4 hours {mean agproximately
3 hours); totaf clearance {C1), 0.25 10 0.54 Uhrlkg. In a paralai group study, thers was no dlﬂerence in the clearance, in subjects administared 0,16 mg/kg
{n=4} and 0.3 makg {n=4} IV doses i inaar & The clearanca wag y d by approximately 30% at doses of 0.45 mafkg {n=3)

and 0.8 mgjkg {n=5} indicating nen-iinear kumu:s in this dosa range.

bsorption: The absoluta hicavailabiity of the intramuscular raute was greater than 30% in a cross-over study in which healthy subjects [1=17) wera
admintstared a 7.5 myg ¥ or IM dose. The mean paak concentration (Cmay) and time to paak {Tmax] {ollowing the IM dose was 30 hg/mi. (0% cv) and
(.3 bir (50% evi. Cruax for the 1-hyd, bolite fe q the iM dosa was 8 ng/mi. (T

Following 1M administration, Cmu for midazalam and its 1-hydroxy metaboiite ware appmxnnata(v ane-taif of thasa achiaved aiter intravensus
injection,

Famaie gendar, ald age, and obesity are associated with increasad vaiues of midgzolam Vd_ In humans, mi pan shown 10 cross the placenta
and enter inta fetal circulation and has hieen datactad in human milk and S --!-.L!_u& [ACTNOGY, Sn anai Pn tations).

N aduits and chuidren cider than | year, midazalam is appraximatary hdliag to pfasma pratain, pnnc:paﬂv aibumin.
-Metabalism: In vitro studies with human  liver microsomas indicate that the bmu'ansiurmaﬂun of midazolam is mediated hv cytochrame P4S0-3A4. Thls
cytochirome aiso appears to ba prasent in gastrointestinad ract mucosa as well ag liver. Shaty 1o of tha bi sfurmation products is
J-hydroxy-midazofam {alss termad alpha-hydroxymidazolam} whils 4-hydroxv-mudazolam cnnsnums 5% nr less, Small amolints oi E dx"hvdmxv derivative
have aisa been detectad but nat quantified. The principat urinary excrenon fucts are g aftha

Drugs that inhibit the activity of cytachrame PA53-3A4 mayinhifit mid ‘ s and elevats smady—mta midazaiam cnncentrmns.

Studies of the intravenous administration of 1-hydroxy-midazolam in humans suggest that 1-hydroxy-midazolam is at least as potent as the parent
compaeund and may contribute ta the net pharmacaiegie activity of midazalam. /n wivo studies have demonstrated that tha affinities of 1- and A-hydroxy-
midazolam for the benzadiazapina recaptor are approximately 20% and 7%, respactivaly, relative to midazofam,

Excretion: Glearance of midazelam is reduced in association with, old age, congestive heart failure, liver dissasa (cirrhasis} or conditions wiich diminish
cardiac outnut and hepatic blued flow,

The p ﬂﬂnarv t product is f-hyd midazalam in tha form of a glucuronida conjugate; smailer amaunts of the gitcuronide conjugates of
4-hyd and id: are detected as well, The amount of midazolam excratad unchanged in the urine after a single IV dosa s less than 5%

. . n=5). Fnllnwmg a smgln W infusion ia § heaithy volunteers, 45% to 57% of tha dose was excreted in tha urine as I-ayd | midazolam
- - Phannacakmmcs—cnnnnuaus infusion; The pharmacokinetic pmﬁ!e uf mldazn!am following continuous infusion, based on 282 aduit subjects, has been
shown to be sinilar to that  following singla-dose admini af ble age, gender, hudy habitus and heaith status. However, _
T e e e (Widazolam can ‘aczumulata in peripheral fssues with costinuous mfusxon The zifects of accumulation-ara greater after long-term infusions than after
. shnn: tamt infusians, Tha effects of accumulation can be red by g tha lowest mig f rate that produces satisfactory sadation.

@ Distribution: The vniuma of dxsmbunnn (le detannmed from six smgle—dosa p.halmacukmalnc studn:s mv;lvmg haatthv aduits rangad from 1.0-3.1 Uka,

hyp pisudes have osgurred dum\g enm:mmua mﬁmnw hnwwer. naither the time to onsat nor the duration of tha episoda appeared
o be refated tu plasma sentrations of midk ora ¥ Further, there dues not appear to ba an increased. chancn of
oceurrence of a v isode with i d [oading duses.

. _@‘_P}nm:wnh Tenal impairment may have !nnger elunmatmn hulf fives for mldaznlan@u CLINICAL PHARMACOLOGY, Spacial Pogufations: Renal Faﬁnve). )

~
"ROCHE
o
Phanmacakinetics: Midazol is duato drug. Elivination of the pannt drug takes placs via hepatic metsbofism of midazolam )
IamdWnlnaMmmm%GMMMmemmvmm&mﬂaMm heaithy 2duits dplwm!)t parameters il
mmamxnmmlbrlngmvdumdﬁgmuﬁmwﬂ,mmm W.MMM%WMKQW&SM%(M)MMDm. M}mwmdnses-
&%ﬁwﬁn"aﬁmumsmmm wappmmuym%ammmmm(wmasmm(ﬁ) nen-inear

kinetics in this dose range,

wera administered 2
lar route
S5 e o Bt e o Ercon ““mcf%wmmmﬁ_mmmmmmsnwmﬂ o8 (5 0. G b v
‘rnydmmnmmefammm mnsumﬂn schieved et ntravanous injection.

Following IM administration, C,, for midazniasn and its 1-hydrory metahioiits were approximitely ane-half of thasa mmw edn;rimn 10 4 31 Lk, P Famals
Distrtuton; The veiume of distibution (Vd) determined from six single~dosa pharmacokinatic stdles involving e wuﬂs ranu and enter |

? it fetal
gender, old"age, and bsnym;gwwﬂn nereased values. of m..m,.u d.]ﬂhummm“m M
mmmmmnwmmmmmwes
Inazkﬂtsandpadh!mpanumwerﬁanWmmﬂammm ndmptampmmmwaﬂwm

Metabolism; mmmmwmmmmem Mx;nmmm mumsmwmvmwmmmommmm
3&:’?‘ hy%rg;y-mdaz}:nizm) whh:mglydmxy-mndmlm cnnsﬂtum 5% or less, ﬁ“' I amounts of 2 diliydroxy denvative have alsn been dﬂmﬂd h"t not
" quantified. The principal urnary excretion products are glucuronids conjugates of the hydreeytated dertvaives.

mwsmammmmnyofmmmaPﬁnwmmmmmmmmms .

- mnwmdandm]m
Studias of iravencus dministration of Hhydmsy-midazolam Suggest deuxy—muhmhmisat!sastaspmnauuwm
mmzemngsngmmimmdmnmlnmmmmmmmmdmm- and 4-hydraxy-inidazolzm for
EWMM 0% and 7%, respectively, neiative o midazolam.

mﬂnmhmmmmuﬂwwnmddmmmwmnfﬂmﬂmmc&(m)ormmﬁnnswhn:hdhmmshwdhn
t outpulamhepmhtoodﬂ

mw\mxymumm,m me-mmm{m ghenuron juiyaie:, smfer ameunts of the glucuronide 4-yrroxy- and
dibvdroxy-midaznlam Muwﬁtm mhmﬁ%wﬁ&“mmamsvmuzmmm(ﬁ;mmamhw
l’ mmmmsnwwwiwmmmmdmmmmmmmm a5 hydroxymethyl midaznlam ﬁ:'a;zm s been e
~Continsous Infusion: The pharmatckinetic of midazalam following comtinuols infusion, based subtjects, shown simitar
gle-dosa admmisiratio mwable gonder, habitus and health status. However, midazoiam can aecumuiste in periphera Ys-
hm&msmmmmﬁm mmmngymmmmmmﬂm mfusms.mefmwwm{aumunbu
E o pomva.: epcmw aceuryed during m ' nwwwmmmmrﬂudmﬁmo! eplsadeappemdtobemfatedhplas-
L %%%mum?MWMmmmmmwmumm chenca of ocourrence of a bypotensive episoda with
increased loading doses.

Patiants with renal impairrent ray hn longer efeination hat-ives for ridazianf (ses Specid Popudations: enal Faite),

@ Roche insert states see Specxal Paopulations; Abbott insert states see CLINICAL
PHARMACOLOGY, Special Populations for clarity.

Roche insert states see Specxa! Popuiatxons. Renal Fallure Abbott insert states see
CLINICAL PHARMACOLOGY Specxa! Populations: Renal Failure for c!anty
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Spacial Papuiations:

Changes in the pharmacokinetic profila of midazoiam due to drug intaractions, phvsmlcqrcal vanahles. e!c.. mav resuft m chanqas in the plasma ,
concentration-time profils and pharmacelogical raspanse ta midazolam in these gatients, For examy hacut e B - 3
langer efimination half-iifa for midazolam and may experienca daiaved recoverfTsee CUMCAL ?HAHMACHLUGY Spacaai Pupulanum: ‘leui F-nlm) ln U
othar groups, tha relationsmp sewwveen proionged fatd-ifa ana duration of erfeci Has o s -»

Pedjatrics and Neonates: in pediatric patients aged ! ‘yaar and oider, the pharmacnkmenn pmpeme: fuuowmq a single dosa o midazolamyeportad in

10 saparate studies of midazoiam ara similar t thosa in aduits. Weight-tormalized clearancz is similar or higher (0.19 to 3.80 L/hF an m aduits and

* tha terminai efimination half-ife (0.72 ta 33 hours] is similarta or shorter than in aduits, The. pharmacekinetic propesties during and foilawing cantinusys
|mvenmés [lgﬁmnn in pediatric pattants in the operating room as an adjunct to genaral anesthesia and in the intansive cars environment afa simitar 1o
those in aduits,

in seriousiy il R , the terminal elimination haif-iifa of midazotam is sub: i {85t 12.!) haurs) and the clearance reducad
{0.07 10012 Uhr/kg) compared to heam:v 3ddults or other groups of padiatric patients, it cannatbe damrmmed if thesa diffarences are dua to age, immature
organ function or metabalic pathways, underiying illness or dehility.
Obese: in a study comparing normas (R=20) and shase patients {n=20) the mean haif-lifa was graater in the obese group (5.9 va 2.3 hrs). This was dua to
an increase of approximately 0% in the Vd corrected for totai bady weight. The clearancs was not significantly ditferent between groups.
Geniatric: in three paratlal groug studies, the gharmacokinetics of midazolam administered IV or IM were compared in young {mean age 23, n=52) and
neaithy alderiy sub[ects {maan age 73, n=33), Plasma haif-fife was approximately two-foid higher in the eiderly. The mean Vd basad on otal hudv weigftt
nly b 15% to 100% in the siderly, The mean Cl decreased approximately 25% in the elderly in twa studias and was simifar
that of the younger patients in the gther,
Cangestive Heart Failurs: in patients suffsring from cungastive heart failure, thara appearad to be a twa-fold increase in the elimination haif-fifte, a 25%
dacreasa in the plasma ci and a 40% i in the volume of distribution of midazolam.
Hepatic Insufficiency: Midazoiam gharmacokinetics wern studied after an IV single dose (0.075 ma/ky) was administered 10 7 oauzms with biopsy aroven
aleapafic cirrhosis and § cantrol patiants. The mear haif-lifa of midazolam increased 2.5-fold in the alcohuiic patients, Claarance was reduced by 50% and
the Vd increased by 20%. [n anather study in 2! male patients with cirrhasis, without ascitas and with normal kidney function as determined by creatinine
clearanca, no changss in the pharmacakinetics of midazolam or 3-hydraxy-midazolam were ubiserved when compared ta heaithy individuals.

Aanal Failure: Pauems with ranal imgairment may have fonger alimination haif-lives for midazolam and its metaiciites which may resuit in slowsr recovery.

Midazofam and 1-hydraxy lam pharmacokinetics in 6 ICU patients who daviloped acute renal failure {ARF} wera compared with a normat renat
function contral group: Midazalam was sdministered as an infusion {5 to 15 mafhr), Mldazolam nlnaram:a was raducad [1 dys 28 mUmmlkgl and the
half-lifa was pralonged {7.8 vs 13 hr} in the ARF patiants, The renal clesranca of the 1-hy g l in the ARF group

%,Vs 136 m!./mml and the haif-life was yrnhngudkuz hrvs >7.z hrl. Plasma leveis fated in all ARF patients to ahounen times thatofthe parant drug.

] bolita levals and pr d is unc

ft 2 study of citranic renal faiiura {n=15} raceiving a singte [V dasa, mem was 3 two-fold increase inthe clearanca and voluma of distrihution
tiut the haif- llfe femained unchangad. Metabuﬁts lavals were niot studiad.
Plasma C. Effect ion-effect ralanonsmp: {after an 1V dose} havs heen demonstrated for a variety af
sharmacodynamic measures h‘.g, i uma. ‘ay8 nt, ) and are d with intersubjece variability. Logistic ragression
analysis of sadation scares and steady-state p&asma ation indicatad tha: at pl cancentrations graater than 100 ng/mi. there was at leagta

50% probabiiity that patients would he but respend ta verhal commands {sedation score = 3). At 200 ng/mt. thers was at least a 0% prohahdnv B

that pauem: would hs asleep, but respond ta glaheilar tap |sadation score < 4),
Drug i For information g phanmacokinetis drug-intoractions wm{ mlduznlam.hau PRECAUTIONS,

@D ’

ROCHE

Spectal Popu it the pharmacskinetic proffia of midazotam dee to mmmmmwmwmmm changes in the plastm con-
gfmnaatzj{m-‘h\a% mra and phamwtngical mpoﬁ’?émm.m ey e } vmn acuts ”r:na.\ 1a§lum appear o havaa nwgg‘?r
ireination haif- midaeniam and may experisnce delzved (see Special Populations: Renal Faifure).\in other groups, the refationship between prol -
ﬂfeanddumlnnofeﬂec!!‘asnmbeenmahﬂshm : .(
"Pediatrics and Neanates: n pediatric patients aged 1 year and olner.mepm:mnakmah _praperties fnﬂowmcaslngie dnsu o‘VERSEDfepumdmm separm
studles of midazolam arg stmilar to thesa in aduits, Weight-norrnaiized clearanes IS simitar or higher (€19 to 080 Lhw/kg) than i aculls
me(uzsmazmm)assmwmusmnummmmmmmmmmmmmm uousmmmm mp&mmmh
the operating room a3 an sajunct i general anesthresia and in the intenisive cana environment ar simiar to Uiosw in adults.

In seriously M neonates, however the tarminat slimination Mt-lifaofmidmlam wbstanﬂalﬂpmlunged (&5&112!3 hours) and the clearancs regduced {007 '

mzum/kg)-moamdmrwﬁwauuimurmwmsot paﬂems.!lwmutbedatemmd these differences am dus t age, immature organ function of

metabolic pathways, underlying finess of debilfty.” d

Ubaso In a sty paring nonvals (n=20) and obess patients (= )mmwﬂm mmomemmp(ssvsumM).mWas 3 10 an Incresss.
mmtysn%mmwwm(mm,mmnodyw Trgacwam m&m betwezn groups, —

Gamclnmmpa:aﬂam studies, tha pharmacoiinetics of midazolam Normkwemcnmpamdlnymmg(munmzs.nzsz)mmm ;
é )Plgsnnmmfawasaopm!vm-tuldhmwhm mnnmmwm mbudywdghl censistently between 15% (;2)

mm %mmeetdeny degreased approximately 25% in the eloerty in two 1o that of the younger patients in the cther —_—

Cangastive Heart Failures In pz:ients sutfering from conpestive heart fadure, thera appeared o ba 3 two-fold tncreasa [ the elimination haitlife, 125% decreass in

mc!wanmandam%lnmmﬁamlmnedmm of midazolarm. .

* Hepatic Insutficiency: Midaznlam phermacokinetics wers studied after an IV dose mkgwmzdmrismdmmﬂewm proven aicoholile Gihosis

anad 8 control patients, Tha mean haif-iite of midazolam i mzs—masﬁg’am ) mmwsﬂ%wh\mmedbyzn% In anoth-

ar study in 21 male paﬁnnts with cirrhosis, without ascites and with normat iudnuy anInn as determined by creatifine cigarance, no changes in the

pharmacakinetics of midazolam of +hydmxy-midazclam wera abeetver when campared ta heaithy indlvidoals,

wam-mxr.wmmmwmmmwwmmmmmmmmmmmmmmmmmm
Mdazulamandﬂvydmy-mdamhm hanmacokinetics in 6 ICU patients who developed agute rénal AR pared with .
atiministered agan infusion {5 19 15 mwhr;Mﬁamhman was reduced (mgn?l?nmUnum hail-lﬂe andpmwizwas

?wp. Midzzolam was

3 liowrs) In the ARF The renai clearanca of the 1-fydroxy-midazalam, glustmmnide was prelonged in group w138ml.lm)
pmtcnge)!(12vs> hours}, Hm!mwmutmygmemﬁmmmmmmumnm (mo

metaboiite levels and pmlonged sedation is enclear,

masﬂrﬂyofdrmawrendfaﬁumm(n=15)mwmamhwmﬂuamsammmmmﬂummwmdmmlmtﬁu)nﬂ-l!fa

Pmmmmmm-mmmm&mm [after an NV dose! mmmh:mydmmm(w.

ton e, eye movement, sadatiors) and Wmmmfumamm}.um rmanamlssisdﬂdaﬂm scares and steady-stais concert-
tration indicated that at lastmmrmmaﬁn ns greater than mwmnmn‘msaxmasow that patients wauid be settated, but respond to verbal commands
(sedaﬂcnswad)AtzMng/mLﬂnmmaIaastasu%p:mbm&y patlenm Mmmdmghbdhrfap(semm=4l

Dnug Interactions: ¥ inforrmation cotcenting phanmacokinetic drug interactions wit{ VERSED Jses PRECAUTIONS -

- ® /@ VERSED in tﬁe Roche insert has been replaced with midazolam on the Abbott insert.

Roche insert states see Special Popuiatlons Renal Failure: Abbott insert states see
CLINICAL PHARMACOLOGY, Specxal Populations: Renal Failure for cianty
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v or Miiavanousy iar prenperanva sedation/anxialySis/amnesia;
. mtmvannuslv as an agent for sedation/anxiviysis/amnesia grior ta or during diagnestic, therap is or snd pic procaduras, such as by

y angiography, cargidc cathaterization, ancoiogy progad radisiogic procedures, sutura of lacerations and ather
pmcsdutes sither aione ar in combination with other CNS depregsants;

« intravenously for induction of gnneral annsthesua befora administration of ather anesthetic agens, With the use madlcaunn. inducticn

of hasia can he attained within a ral narrow dose range and in a short peried of time. Intravenoud mldaznlam an aisa be used as a
componant of intravanaus suppiementstion of nitrous oxide and axvgen (batancad anesthesial;
* continuaus intravenous infusian for sedation of intubated and mecharicaily ventilated patients as a camponent of

ar during tr ina

satting. .
Midazolamjis assnmated with a high insid of partiai ar complate impairment of racail for the next several hours {see cuchL PHARMACSLOGY).

diazapines ars contraindicatad in
anly if mey arg regeiving ap
with gfiidazaiam

R I AAATT I 4 vt
4 rhejboage ..;

shnw a

ﬁ?nmms jectohle VERSED |5 maicated:
e mmauwmmmwsﬂmm

mmwamwmmﬂwmmmf:pmmwdﬂm adiges, sutumm of lacerd _mm%mmammg‘-
naﬂonwﬂ'mc:\}swmm: ammeshmne

. of citer anesthe ith e use of narcotic premedization, induction of
mmummmm:tgmﬂ mmmmsmmmmmm a;snwgammmammssummwm
nmmmwm(wmmr -~

dng. S contraindicated fn patlers With
o ?@y Mwmgteux:ts of intrancu-

@Roche insert states INDICATIONS; Abboitt insert states INDICATIONS AND USAGE
for clarity.

Roche insert includes statement not intended for intrathecal or epidural
adminisiration due to benzyl alcohol. Statement removed from Abbott insert as
Abbott product does not contain benzyl alcohol.

Roche insert states Injectable VERSED; Abbott msert states Midazolam
Hydrochloride Injection.

@ VERSED in the Roche insert has been repla_ced with midazolam on the Abbott insert.

@ VERSED in the Roche insert has been replaced with Midazolam hydrochlonde en
the Abbott msert ‘




. o
Widazalam ydrachioridey must never b used without individuailzation of dosae.s witen ysed with other medications capabls of yroducing
ST TR YA e nrassion, Privr 1 the intravenons admmmunn a mxduniam ilydm:ﬁlmd in any dosa, the immediate availability of axyges,
- resuscitativa drugs, age- and size-appropriate eguipment Tor bag I o pretitin, and siiiled persomnai for the maintamance of a
3 E:;en! airway and suppeet of ventilation shnnid e ansured. Patmnu shm:ld he cunnunmiv manitored with some mesgs of detection foe aarly signs of
oventilation, airway chstruction, ar apnea, i.e., puise aximetry. Hypoventilation, airway uhstrumnn.and apmea can lond ta hygoxia and/or cardiac amrest
unless effsctive countermaasures ara taken immediately. The immadiate availability of gecific.coversal agents {fumazenil) is highly recommended. Vital
signs siauid cantinua to be monitored during the recovery pericd. Because intravennyg midazoiam Yeprasses respiration {sse CLINI CAL PHARMAC i
and becausa apioid agonists and ather sedatives can add to this depressio ?m’.rrrrr Tninistared 35 an indugtion agent sely by 3 persun raine
in general anesthasia and should be usad for sedaxmn/anxmtysxslamnesm aniy e 4resenca of i mm ned gkillad in early cetaction of dypovenul d:?(m'
maintaining 2 oatent airway and supporting ventilation. When ised for sedation/anxipl§ 2 hould aiways be titsated slowly in aduit or
pediatric ganents, Adversa hamodynamic avents have besn reportad in pedia mvascu ar instability; rapid intravenous administration
siouid alsn be avaided in this poguiation, See DUSAGE AND ADMINISTRATION "
Sennus cardmrasmraturv adversa avents have ccgurred aftar adminigeati
axygen d i apnua. resplratury arrest and/or Cardje irgers 7asulting in death or permanent naumloglc injury. There
fava aiso hazn rara rapoats of hy tr j v o larfy in aduit or
pediatric p with h ic instability. Hyp ion accurd mora freguently in fhe sedation studi in o d pramedi i with a
Reactions such as agna:mn. mvnfumary mavements {includinganicjcianic mavemanys and muscie emar), hyp and hativgness haye
aen recorted in doth aduftand pediatric patients. Thesa reactignS may ha due t inadequits or excassiva dosing or improper admlmmﬂnn nndazoiam
drachicrde thawaver, considergion should s to thefassibility of ceratiral hypgxia or true paradoxical raactions, Should such reachans G
the rasoonsa to aach dose of midazotam h druchlonde prgtail other drugs, including logal anesthetics, shouid ba evaiuated hefore proczeding, ﬂavarsal
of such rasponsas with flumazafiil nas Lean repartag
Cancomitant use of harbiturates, alcohol or other zBntral nervous system deprassgnts may i the risk of hypovantilation, airway ebstruction,
desaturation, or apnea and may contribute ta profodnd and/for pralonged drug stfect Nareatic p ditation alsa depi thae vantilatory response to
carban dioxide stimufation, e '

ese have included respiratory depressian, airway

doss, the mmulat- availability of axygen, mumlhﬂn dmg:. age- and
. Bag/al E ; ied personted for a patent
sarme means of detsction o7 ea Wn o 5
' g f amW m‘mn Continza 1 ba diging o
 opet Wmm%ﬁ%m ani b omnﬂmﬂ\dmm can add o this depressionk
as an lndum(un agent nnly by a parson trained in emal and shauid ba used for sedationfanxiofysis/amegesia an ﬂl ;
) 1 early de&ection of hy cntllaxlun. maintaming patent alrwav and supparting ventilation. When usad fof szdaunulanx o vxiSI
fheuld nediatic patianty. Adversa hema aents have been reported in pediatric patients with card!
" e Tam mmmmadm smuldalscbnmuadmm_ ation (ses DOSAGE AND ADMINISTRATION ) .
&muswuhmmmyadmnm ucumuaﬂsradnﬁ:ismﬂon !wemdudedmaﬁamryd , airway oxygent

Hon, apnea. msmrah:ryanm and/or candlar amest, sometimes

g Vesen o o afer agposic or syl manlations m“m' e Dot s win h emocyranic instaiiy, ypotEnson occurted Tmore

j ) fmmnﬂymnwsahmnswlsmpmnsgmm . ed m
. Reactions such asaqmthn.amo:untatvmcvenm mwmnhmmmmmma’ ypets g soihativeness hava been epartod It

. adu!!and pe{ﬁlatdc a -

Tnseraanﬂcmnay
carehral

8 {0 inadequate ur excessive dasing or xn&fma’
mmions. hould sueh mm!on

" Conomitant vss ofbarituraes, ofl o et santal nerwas sstom desressants may Teaease fhe sk of typoventiaton, aivay obstnction, destortion; O apneg
-m!nnymnnibummpmtounda:wurpmlmmddwqMmmmwmmmmmmmmSﬁmm

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.

@ VERSED in the Roche insert has been replaced with Midazolam hydrochioride on

the Abbott insert.




ABBOTT

Higher rizk adult and pediatric surgical patients, eidarly patients and geblﬁtamd aduft and padiatric patients require lowar dosages, whether or not

Aduit or ped| patients with COPO ara unusuaily‘sansitive ta the respiratory depressant

ava yeen

|dazniam hydrnnhlnnda edlamc and adult patients undargnmg procedures invsiving the upper airway such as upper snidoscopy or desntal

tiation due o gartiai airway obstruction. Aduit and pediatric patiems with

R ar mora

gnl
raduced inMal dosaga_on mmazulam hvdrochlnnd fis racnmmendad. and the pnssﬁnhtv of pmfnund andlnrmlnnged eifact should be considered.
ln,ecmnlﬂlnammm auid R0t De aumISTared to adulit or pe .

and hyp

chronie ranal fa:luru and patgants wnh cnngesuva heart failure efiminate midazatam mere slowiy {see SLINICAL PRHARMACOLOGY). Because etderly

argan and b hava been shown to decreasa with age,

in shack or coma, or in acute alcshol intexication with deprassion of vital
in aduit or pediatric | d acute il such

&

signs, Partied auld be ised in the usa of T

38 3avere g OF 2laciTalyia JISTOaNCES.
" There hava taen (imitad  regosts of intra-artarial injection o
reports of seizure activity in whick na ciear causal relations

Extravasation should alss be aucidne

& dacision as ta when parierts wita have recsived injer

complets mental alarmess, operate hazardous machinery
{idozolam Jsee CLINICAL PHAR

ACOLIGY} cannot be r
azardous machinary or a motarivehicle untii the effects of

d efficacy o Ilowing nonintravefious and nonintramuscutar rautes of administration hava not been anabhshsd( Wdaznla;
hvdrochioride ghould only ha'adginiswered intramuscularly o mtmvemus fy

P

imidazoiam hydrochlorida JAdversa avents have included locai aswell asi
i was astabiished. Frecautions against unintendad intra-anevial injection should ha taken.

hie jam)pardcularty an an outpadant basis, may agam angaga in activities raquiring

5ame «»' vahicle must he individualized. Gross tasts of recavery frum the effests of
d upon ta pradict reaction time under stress. it is racommended that na patient aperate
drug, such §s drowsiness, have subsided or until one fuil day after anuﬂxwa and siurgery,
uid ba takep 10 assura safs ambulation.

a continuaus infusion of midazalam who then ra€aive a rapid intraventous

fentanyl, L ikewisa, savera fhypotension has been atiser

whichaver is iongar. For padiatrif pau‘ums, pam'r:ular care
{isage in Pregnancy: An i 4 risk of § maifa d with the usa of henzadiazepine dmgs (dizzegam and chludnmpmdol
has been suggested in several studies. Hf this drug is used during gregmancy, the patient shuuld be apmscd oﬂhn putenﬂal hzard ln s
Withdrawal symptoms of the bdrhiturate typa have occutred pfter the dischntinuation of henzediazegines {see I8 i Al : m
Usage In Preterm Infaurs And wmxﬂamd injection shopld he avoidfd inthe necnatal populatior Mi aznlam hydm:hlon Na
an {{egs thian 2 mi } has heen 330 ciated with evere hypotension in negnatas, parucularty WATEN Gie

injection of fentanyl. Seizures hava heen d in ssvern| le!nwmg rayid intravenous adminisgation.
4 neonata ction and id aisn veinerable to profoun
g - =
. iy PRSI il
inerezand
i R < of benaulalcabol-Thad affooad ool Lo i s
v s cal s alcahol Adiid efhigh ofmed ¢ d ydrachieridelconaining-dny
preervathre TSt TRkt 1082 ai-benayl-alenh e Josd-dosaga ol-mideselemaydmghiosida-ar
pretermrond-term-infant-nel st barapl-sloafehwelrefrwr-that wsuciater-with-osiity it athameyk-eieahe-at-wiioh
Tt i - Jiahe-gationtaauitss.mbee-e fomebtl tha i ;
Rrcitity-miry-eesur-ir-got 4 ';mt seo-haa-e ec-dasag
pracNenermist ooty jn..... these

ROCHE @j | D b

H‘anzrmkadultam!p:mic i eldorly patiems mmmmmxmdm. .
mtmshawb;u}nn i mwmm% i mnmmwmmmm‘
gatients undengeing procesures i of deatal particuiarly
kunduntupamalanway Mmmwmmmm M;mnmfaimem
LOGY, el Ve | function of one of more oigen
age, reduged j VERSED and tha possibility of pratound m .
Ehotid not be i in shock or cama, or In acute aleohel intedeation nhdwmmof signs. Particular cam
shouid be SXereised in the usa of | ﬁvmsmﬁ:w with uncompensated acite flinesses, such a8 severs fiuid or elestrolyte disturbances,
- There have been limited reparts mmw:; SED), mmmmwmmlmm.aswd!ashmdmpmdmanﬁWymwmm
gs.astaklished, Presautions intra-arterial injection should be taken, Extravasstion should aiso
,Msafeymammy jowitig nevntravencus and noniftrasuscuar rutes of administration have it been estabtisied{ VERSER only b adminis~

feced intramuscutarty or intrvenmTS!
Thadwsmasmwhmpammw Trave received ing

ug hazandous miachinery of driva a motorvehicls 3
amuummmummmmltmmmm
- : ﬂmm subsided or until 1 fuif day after anesthesia and

in

wleslmeWm&WmMﬂhWﬁm

mmumatmm (dde'th

‘mmma:snmmemmmmmmmmrsmmmmm

Usane in Pregnancy: A incyeased congenitsl maitmtioes
mhmmnmmh&ummm mmmuwamw

mmmmwmammmmummmmm arjmi apid] J
2mmxmsz‘m=bunasommﬁlmmm panlmhﬂywhmmem kewisa
abserved Mgamnﬁm infusian of midazoiam wha

. nsonates foflowing rapid intravenous

anmmmsvaamma aicohol has been assochded wi :
S, wwm-mmm& m;hmmmm‘mnm n 2 wnhmn xcessive amounts
ol The amotnt of berayt sicohol from medicaticns is usually eol :wwmmummwmmmgwm i
Mmﬂmndwdmnsdnwmﬂmsmm ) containing this st taka i account the totel ameunt of bereyl The L
sangs of VERSED for preterm and tem infants includss amounts of benzyl aicohol weil helow that with .mmﬂuammg %
wmammmmhmmwmmqunmm or other mexiications
mmmmwmm of hemytaleohal from thasa com| somces.

2 mpid mmsmmdmmmmmwmm

® ©

e

the Abbott insert.

-

@

ey

Statements regardmg exposure

ARhntt nraduct does not contain benzy!-aicohol.

VERSED in the Roche insert has been replaced with Midazolam hydrochioride on

VERSED in ”the Roche insert has been replaéed with midéZolam on the Abbott insert.

Section added for clanty in Abbott insert.

to benzyl alcohoi removed from Abbott insert a;

AN

3z




. ABBOTT

PRECAUTIONS /
should te decreased for elderlv.and for debifitatad uanants‘(:ﬁu ‘NI:NN}HGS and DOSAGE AND

Geaural: !mxavennus doses o
ATION). These patients wm assc PG s ungertore:nvar campletely afte{midazelam 3dmini far the i ia.
«2art raa riss and/or blood pressure risa associated with

dues not protact sqainst the infrease in nmacranial pressure or against

¥4} intubation undar fight generai apesthesia.
2 wyith (ther CNG Degressants: The efficacd and safety offnidazoianin cfinical use are funclians of tha dosa administered, the clinicat statosafthe individual -
ipated aifbots range from mild sedation to desp lavels of sedation virually m

panenr. and the usa of nnncnmﬂant medlcatm 4 capable af aasrassing the CNS. Antici

0 a statg.ué hdra the patient may require extemal suppart of yital functions. Care must ba taken to individualize and carefully
titrate the dose of fidazolam ﬁvdmchlund I URE RRALETE SRR maulcasuxgma BAdRions, JCHIStar 1 e e g L AL, T .
adequate tme for pRAX ENS RIS OYNY mni zalam hydmnhiond and and havetha p ) and siz i and
TS S a T LR R ORRoHAG. a0, BTV pIlcn (350 BuXe JARNING, WARH!HES and DGSAGE AND ADMIMSTRATION "sections). Practitioners
administerina(midazelam hydraghioridejmust hava the skills necessarv {0 manage T hia ad affects, par feularly skills in airway
Tanagament. or TAonnaToT TAGATNMG witharawal see DRUG ABUSE AND DEPENDENCE sectibn.

information and instructions should Ye communicated to the

Infarmation for Patieats: To assure safe and 4 dffactive use of benzodiazepines, the followin

patiarnt when appropriate: -
1. !nform your physician | abuutany alcnhnf copsumptian and medicine you are now taking, ily blood p 2 medication and antibictics, including
i bith bnnzndlazapmes, therafare, caution should ba exercised

ot

drugs you buy without a prescription. { has an increased sffact wher consumed
reqarding simuitanecus ingeston of aicohd} durmg banzndlazapms froatment.
2. Inform your physician if you ara pregnant gr are p b pregnant,

4, Inform your physician if you are nursing.

4. Patiants should ba infarmted of the gharmagulogical sffects ofmidazolam/s s sedatidn and amnesia, which # sGma pa

barfculasly on an outpatient basis, may again engagein acnvrhas

degcision asto when gatients who have received injectabled ik
r requiring camplete mentai aleriness, 0pBrgts Nazardous mac iRary of 4ive a rvahl ia must be individualized, .
i Paunams ra;emng continuoys infusion af midazalam in criticat care settings nvar an extopded period of ime, may exp ymp of withd i
Totlowing a mpt iscontinuation.
Drug Interactions: The sedative effect of i ‘mazoiamis accantuated hy any c:mr:nmltan ministered med
cep s system, particularly narcotich {e.g,, marphine, Teperitine and fentanyi} anfl also secobarbital and droperidol, Cnnsequam!y, tite dosaga
ai(midazalam phouid he adjusted according fto the type and amount of conaomitant mudxl:anuns administared and the dasired clinical response {sea ( 2 >

@ ROCHE

effy and for debiitated
ctation fof e I0mion patients { mmussm DOSAGE AND ADMINISTRATION).

PRECATIONS: Gomra: @wgm
Wil 250 probably sk longnr b ey
— R - el et TN complealy after(ERSED

5 SED not
L ED s et ot Mmﬂmmmmdpmw mmmmwmmmwmmﬂlm“m
U&'aMIhOﬂuL‘Jls andmmyoVEiSED clinical status
Sfﬁﬁu? { b usaaxerunctbnsclnnduse administered, the ciinical incivichaal
; gzeumdwmmm&@msmhle eﬂam:angefmmrrﬂdscdaﬁonmd imi?ufsdaﬂcnwtgfal?ym ivales pati
! mundam ere pammmqulmmalsupnmdvmﬁnmm.mmm ‘o individusaiize and carefully titrats the ~-‘ e
aﬂl’-m's mmndmilsmqu wusmrmmadnsmdsﬂectbanwmmwamanadsaummfu'

-hmﬂmhrmmaswrasafemeﬁemusautm&mmﬁ\etdlmqmtumﬁmmhsmmnssmuldbammnmdmﬂnmmm

appropriate;

. momyourphysbanaboutmyamtnlmmnﬁmm“dchayoummm

i upwanybwpmmmemmmmmhdudmdwus 11 Bu
: duammdnn., Hlxttx-urmsedetfeuwhmmn with banzodiazepines: therafors, caution shouitl be ewseised regandicg mu!mmlsmagmy
,2. lmmmmgmndwummlmmpmcmmm

+ &, Inform your physician if you are

VERSED, as sedation and amnesta, which in soma patients may be profound, The decision
on mmmawlnmﬁsmmmm%mmowmm

mmamnmmmwmmwdmmwmammmw-

7 discontinuation,

: Drug [nteractions; The sedative effect of VERSED ated

+ particuarly tg, Momhine, and accant Wﬁ! ipistered medication, the central nervous system,
3 . Tyl} and also secobarbital and droperiiol A
metypeandamountér m%mmmmmamwm(mmmmdm VERSED foutd be adjusied accorcing ' ;

@ VERSED in the Roche insert has been replaced with Midazolam hydrochloride on
the Abbott insert. -.

"~ -

VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.




ABBOTT | : : )
. DOSARE AND ADMINISTRATION). -
Caution is advived wiven midazoiam is adntinistared sancamitanty with drugs that s knowa ta infibit the FA5E-3A4 enzyme nv:tem such 23 cimetiding

{not ranitidine), erythromyein, ditiazem, verapamil, Latocanazoie and traconazoie, Theasa drug inferactions m xuult in prolonged sedation due to &
decregse in plasma ciearanes of midezoian, 3 =y prniong
Tha effect of singla arai doses ot 888 mg cimetiding and 24 mq ranitiding an steady-stme concantrations af:mdmiamwasemmld in a randomized
crassover study {n=8), Clmetiding increasad the mman midazoiam stesdy-stata concentration from 57 o 71 na/mi. Jamitiding increased the mean
steady-state concenration ta 62 ng/mi. No cltanga in choica reaction time or sadation indax was datectad after dasing with the H2 reczptor antagoniste,
In a placaho-contraliad study, arythramycin administered as a 500 g dosa, 4d, for 1 waekin=8}, raduczd the dunumnfmmmfoﬂmg asingle
uﬁyk:gxs of m;%ha: Mf(.g;‘ wa:da, al il {:glad. 1) an the pha yreami iqaved |
g em (68 mq and verapam my Ud) on the pharmacokinetics and phavmacod! ics of midazolam ware invast na
threa-way crossovar study (n=3l. The haif-fife of mrdaznl:m inereased fram 3 tn 7 hours witen midazoiant was taken in conjunction with varagamil ar
ﬁﬂazsm. Nq interaction was shsarved in haaithy and nifectipine, e,
raduction in induction dosage requiremants af tiopental {about 15%] has been noted Toilowing cxe of i Tazol €%
mipm alveciar cancantration {MAC} of Halothane required for qenaral
RIS, This decrease o ; mmlsrnmd.nusumlarwuhwnbnmwmduutmm&mm
- . patients hutthera is na s uraasunmaxpu:ax i Spasd u.u.u..x than adidts,
Q:D Aithaugh the passihility of miner intaractiva sifects 05 ot hnnnmnvsmmd FOniitin have Geen usad Togathes i paient without
acting _cinically sienificant changes in dusage, onset ar duyation in adultsWidazo trechioride Yoss Aot protmact adainst the characteristic 4@
cirouiatory changes notad after agministrat inyichaling ar pancurgnium anc g ATt againyt the increased lmmmalmmnmd
failowing administeation of succxnw:huim aa 101 cause 2 clinicafly significant chanaga in d B, onset or duration of 3 singia intubating
( i En:o of sucmvichuﬂnn. nig simifar studies hava besn camad oug it pedinine pattents
d respand diifueudvm aduits,

fvca m:lm.!dinn v o Semmichaliv e har NoHepuSring, Tumls. FSEar) m st m;mlf'; .C;l)
gryeapy m, ruxvzing, curarine, succiny na an BF nondeps nuzscle ralaxa ar Gal
e HEL and Catacaine) have been sbserved in aduits or pediatrie patiants., I neonates, however, saval has bean

reparted ‘With concamitant administration of fertanyi: This effecs has boan shsarvad in necnates sn an infusien of mdamhm ] m:a:ved a ragid
injuetion nffamanvi and in patiswts an an infusion of fantanyl wha have racaived a rapid Injaction of mdaulnm.‘m_._\
Drag/lakoramuy Test Interactions: Mldunlam has nat bgan shown to intoviere with rasuits oitained in clinfcal C 'h on l 5

adwsecl s hen Mndagc\qm 18 adwmivistered 4o patfients
receivin ery %mmpon since this may resuat (n a
decrease in the piESma C“CAY‘&{P\CC. &f mxdaso\om.

ROCHE \

BOSASE AND ADMASTRATION).
Caution 1 wmm that kmm WSIBHSO:SM cimetisne (not rnitidine -
o i3 m&%w are b: mm;ys:m ?l { nfmda):

'muMdsﬁuu«xmdmmmumuMMmmmmmdm“mmm erossover study
’E’é’“’ mmeﬂﬂinez neregsad e mean midamlamn steady-state concantration from 57 18 71 ng/mi. Ranitiding increased the mean shadrsmmmﬁnnm
y mmmmmnwmmmmmmmhmmm

n 32500 for 1 wesk .Mhdﬂaﬁad ns
Nm wsbxdy.ayhmgx“ﬂumuﬁ a quou.& {n=3) mmnum:m mgky
" [The effects of (=] verapamil (B0 myg tid) on the pharmacokinetics and pharmacodysamics of wars nvestigated in a threeway

. {m(nﬁ.mw!—ﬁédmd ( m ;ans Mmmmmmmumms&mnmmun
-mmmmmmm

; mmmmmwm
. ,,‘“ ahtdatny changes i
Msmmmmh mmuammumasg;&gmq e mmwm
- m;wm&mmmmmmmmm

: msgmmmmanmmwmmmmmmm m@mmw
“dfzzepam, hycrmyzine, d-Wuhorring, succinyicholine and aiher nondepalarizing. muscls reiaxants) or topical (including Sdocsine, dycisning HEY
.m)mmmsmmhmwmm WMMM m%mmm ﬁmnyl.‘na

. ‘ﬁmm&wmn!mm:mm MMWmmdawdumdmthtsmmMMmmNMa
maMWMthMmemmmhammhmmum
immmmmuwmummmmhaﬁmm

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.

@ VERSED in the Roche insert has been replaced with Midazolam hydrochioride on
the Abbott insert.
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P

Carcinogonesis, Mutagenesis, mpairment of Fertility: Carcinogenesis: Midazolam maleate was administered with diet in mice and rats for 2 years at
. dosages of 1,3 and 80 mg/kg/day. in femafe mics in the highest dosa qroup thera was 3 mayked in in the incid of hapatic tumors. In high-dose
male rats there was a small but statistically significant increasa in benign thyroid foilicuiar caif tumors, Dosages of 2 ma/kg/day of midazofam maieate
125 times a human dose of 0.35 ma/ka) do notincraase tha incidencs of tumors. The pathogenasis of induction of thesa wmors is not known. Thess wmors
- ware found ater chronic administation, whereas human uge will ordinarily be of singla or several dosas, : . ’
Mutagenesis: Midazolam did not have mutagenic activity in Saimonadla typhimurium (5 b ial straiss), Chinese h fmg seils {\78), fuman
lymphacytes ar in the micronucieys test in mice, )
J:fng;:smgrlrzof Fartility: A reproduction study in male and femala rats did not show any impairment of fertifity at dosages up to 10 imas the human IV dose
of 0.35 mafky.
Pragnaney; Taratagenic Effects: Pregnancy Catagory D {ses WARNINGS), 5
Segment |l lagy studies, perfr i with midazolam maleate injectable in rabbits and rats at 5 and 10 times the human dose of 0.35 mo/kg, did not
show evidenca of teratagenicity. )
Nertaratogenic Effacts: Studies in rats showed no adverse effects an reproductive s duting g
approximately 10 imes the human dose of 0,35 ma/kg. N . .
Labor and Delivery: In humans, maasurabie levels of midazalam were found in maternal venous serum, umbilicai vanous and arterial serum and amnigtic
fluid, indicating pi I fer of the drug. Foilowing i lar administration of 0.05 ma/kg of midazolam, both the venous and the umbiiical
arterial sarum concentrasienswesa [ower than maternal concentrations, . »
[ha_use.of ipie . abstetrics has not heen evaiuated in clinieat studies, B dazolam,i fagzed transpfacantally and
TS MVen in the last weeks of pragnancy have resuitad in nesnatai CNS deprassion{midazalam % not recommaendad for

410 3 nursing /t\

"

and | jan. 3 testad wera

Y

g gt lpiects
because ather benzodiaZly
abstatrical use, .
Nursing Mathers: Midazolam is excreted in human milic Caution shouid be exercisad when fiidazatam hydrochi

Carcinogenests, Mitagenesis amd kmpaivment of Fertility: Carcinogenesis: Midazolam maleats was administered with diet In mice and rais for 2 years at dosages of
19and 80 m dzy.mﬁmmmm!ﬂmd‘mmmmmamb&iminmmdlﬁaﬁgmm.mmgn-dnsemmsmemwasasnau
But statistically significant. incraase in benign thyrold follicular call tumors. Dosages af 9 mo/ku/day of midazolam maleata (25 times a human dose at
0.35 mg/kg) do nolincreass the incidenca of ttmors. Tha pathogenesis of Induction of these tumors is ot inown. Thesa tumors were found atter chromic administration,
whereas human use will erdinarily be of single or several doses.

T uw&mmmdummmamcmmmﬂawmm(smmnmmmmm).mmmuhm
miconucieus test in . C L ; -
=hnpaﬁlmdfﬂﬂﬂy:Araplmﬁuns1udyhnﬂlezndW§mdummwmmmdmamwmwmmhmNdnseof!!SSmm

‘Preguancy: Tratogenic Efects: Pregnancy Category D (ses WARNINGS), , ) . -
‘Segment I teratoiogy studies, performed with midazaiam malezte injectsble it rabbits and rats at 5 and 10 tmes the huran dose of Q35 mykg, did not show evidencs of

:f.’mreramgem'cEffem:smdias in rats showed no adversa eifects on reproductive parameters during gestation aid lactation. Dosages tested were approximately
10 times the haman dosa of 0.35 m/ky. )

Latige and Delivery: in humans, measurahle levels of midazolam were found in maternal venous senum, umbdlical venous ard arterial serim and amniote fluid, indicating
{placental transfer of the drug. Foilowing intramuscutar administration of 045 ma/kg of midszclam, both the vencus and the umbilical arterial serm concentrations wera
sower than matemal ons. ;

" T usa o fpclabi VERISED 1) cbttries has notheen evaliated in clical sty Because midazotam fs trnsfered transpl

!mmmm:mwmnismmiummiﬂc Canﬁunshoddhe: cised whefi VERSED igadministered to a nursing weman,

. VERSED in the Roche insert has been replaced with Midazolam hydrochloride on
_the Abbott insert. : S

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.




gutdehnes seg oned WARNING CUMICAL PHARMACCLOGY, INDICATION P ADVENSE REALTIU
™, il A DASAGE AND AOMINISTRATION sections. UNLIKE ADULT PAT PETATRIC PATIENIS ENE&ALLY RECEIVE iNCREMENT S OF
ol WDAZOLAM ON A MGIKG BASIS. As a qroup, pediatric patients genarally raquire fignar nnsagas at ma/kg) than do adults. Younger fless

ABEOTT

Pediatric Use: The saioty and efﬁcacv sedzu fanxiciysis/amnesia following single dose i musnular administration, intravenously by
intarmittant injections and continuous iINISTEN-NEVe been established in pediatris.and-naen tal patients, e monmmnq and dnsaqe
tf, Y

than six vears) pediatic patients may raguire higher dosagas {mgfka) than aider pesd Hat ang_mav raquira closer monitoring. in obese

?EDYATRIC PATIENTS, the dose shauld be calculated based an ideai body weight. Whe gweu in canjunction With opioids ar Giher seqatives

the patential for respiratory depression, airway abstruction, ar hypoventifation is increaSmi-Ti eaim caru practitioner wha uses this medication in
awara of and fallow aczapted prafessional quidelinas for padiati priate to thair situation.

o4 Mldazniam hydrochiorida yhould not ba administered by rapid injection in the neanatai population, Savem hypotensmn and seizures hava been reported

ara [econmended, 2 shuuld be decreased for eldsrly snd for debilitated patients {see WARNINGS

shout
““‘%ﬁwmumbaadmnmdbyrapmnh»cﬁnnmtummmmmmwmmmmmmwmmmmumem
with concomitant usa of tentanyl. P

AND ADMING st"IGe may ha namcnlarly sensitive. These patients will also probably take longer to recaver
comaietely after( inistration for me induction of ristration of IM and IV m|dazalamm aiderly andfor high risk surgical
patients has o e oith rare regorts of deatts under circumstances compatible with cardt ion. in most of these casas, the

p;;;:;\: alsa rs;iwed mer cansral nervous systam deprassanrs capable of depressing resplrauon. aspeuully narcotics {see DOSAGE AND
ided in the DOSAGE AND ADMINISTRATION section fur premedicated patients

Snacxﬁc dnsmq and mnmtnnug gmdaf' inas far geri:
for mnesia q IV and IM admmtszranon, fnr induction of anesthesia foilowing IV administration and for continucus infusion.

Ll

ADVERSE REACTIONS

folfowilig rapid IV admumsiration, particularly, with concomitant usa of fantanyi. .
Geriatric lsa: Bacanse geriatric patients may have_aiteradulruy distribution and diminished hepatic and/or vanal function, raduced doses a@xdaznlam ] kY
and

| ROCHE
2.
Use: The safety and eificacy SED szdaﬂonlanxblysxs/ fnlluwmusmuisdosa by intenmittent:
‘Pediatric ] an famnesia
‘injactions and continuous Infusion WW g:&! and nesnatal patierts. spadﬁcsa(ekvmmuhmnaanddnsane seegmdwm
CLINICAL PHARMACOLOGY, INDICATIONS, WARNINGS, | ONS, ADVERSE and DOSAGE AND AD ADULT
MIS, PEDIATHIC PATIEWISGENEHMRHIHVEINGREMENTSOFVERSEDONAMGA(EBASI&AMMpedlampatuntsqewzllquux xgherdmsof
mn/kg)thandnadults.m than six years) pediatric patlents asqns 1/%g)-thes-alder nediatric patients, gmyreqmdos-
- TmAtodng. | gfﬂllﬁrﬂb i Ihe dose shy dbem!wwbased'm]m Thuhulth wn i,z inn. witlt opivig AN
sadati ,memlal respiratory fdepression, airway obstruction, of hypoventl: s increased. : ne 3
oy tfbaawamafang ammdmfen:ymnavgummsfupedwmmmwmnmmmmmm

2 alwmdmmsmbuﬂmaltddfmhﬂsmhemm ru:alﬁmdion Muceddnses

Iiraiengis 40 ncamiacuad gies ORUERSEDould e decreased for sidtly and fo : gttt patents (Ssa WARNICS and DOSAEE]

ubierts oves 70 years.of ; . i na»m?(;ﬂﬂu sensitive. These natients wil pha XE ity artn:emvermm
lion otanesthm.m VVER S taeldedyandlor mqh-ns Sugica B Sociaied B death under circumstances
mmpaﬁblawrﬂlcami zalranxydwmssm lnmnstutmm patients aiso mvedmhercmal newnus system deprassamsmpabieufdwmsmg respita-
fion, especiall ADMINISTR,

and minriR? piines for gesiatric patlents are provided In the DOSAGE AND ADMIlemAnnN section for premedicated patients for sedation/
mmm mmmcm a?u‘im M administration, for induction nlt’ anesthesia following IV administration and for cominuous infusion,

REACTIONS: Sea WARMNGS concatiing serioys-cantisnespiral umhandpnsﬂﬂs mdninlmﬂhm. Hucmatmnsmvnai sxanswemme musﬂm—
Juently suen findings foliowing p arenteral aomivistration o VERSED Tl e thiatro H we-tiecy
owing \gnsnd 10.8% of panents following IM admmis NG

pulse rate. The majority of serious effects, and
steredw:ﬂ:o:tnrmedlwﬁunsczgzmddﬂmmﬂ\emm mmwmmmmmmm
mwmmmmnummnwmm (eg,upp::enﬂmuwaﬂdsu&almwdnm).

VERSED in the Roche insert has been réplac_ed’with Midazolam hydrochloride on

the Abbott insert.

™~

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.

e
®

Roche insert states INDICATIONS Abbott insert states INDICATIONS AND USAGE
for clarity.

Roche insert states doses of VERSED Abbott msert states Midazolam, for
readability.

Soe WARNINGS i i it and possible doxical reactians. Fuctuations in vital signs were the most frequently =
sean fincings follawing paremeral admxmstmnon u{ midazalam W adznTs and xnczaﬂei ‘Jecredsed 1eal voluma ang/ar Tespiratary rata acrease (2.7 af

patients follnwmg N and 10 8% of patisnts following 7 Tstration) and apnea {15.4% of patients {ollowing IV administration), as well as variations in

biaod p 8, The mammv of sennus advarse affacts, particularly those associated with oxygenation and ventilation, have been reported

whet midazo(am hvdruchlon‘d ; re gther medications capable of dapressing tha cantral nezvnns em. The mudance of such avens

s higher I patiemms o denm fta datra;

pracadures,




Adunlts: Taa following additional-ad reactong wera reported aftar intr; lar administrati
headache (1.3%} Lacal affects at IM injoction site
: aain (37%)
induration (0.5%}
redness {0.5%)

- . ) muscia stitfness {0.3%)

_Administration of IMUnidazelam hydrechloride ko eiderly and/or higher risk surgicai patients has heen associated with rare reparts of death under
cireumstances sompatihle With CAYORYESEGaTary depression, In most of thesa cases, the patients alsg roceived ather cenvral nerveus system
depressants capable of deprassing respiracion, aspecially narcotics {saa DOSAGE AND ADMINIS!BA!‘IQN}: _ -

Tha foflowing additional adverss rsactions wera raparted subsequant ta intravangus administration as a singfe sad: ytic/; e agent in adult patients;
’ hizeoughs (3.9%} Lacal effécts at the [V site
nausea (23%) . * tandarnass {5.5%)
vamiting {2.6%) pain during injection (5.0%)
¢oughing (1.3%) rednass (2.5%)
“avarsedation” {1.6%) induratioa (1,7%}
headache {1.5%) . phienitis (0.4%)
drowsineas {1.2%)

ROCHE .
Adults= Yha followion aditonal adversa veactions were regorted after niramuscular adniistration:
aadache (13%) Locaftstst M ctan s
' mm?usv.)
redness (5%}

- * musde stfiness (03%)

eiderly and/or higher risk sumieal patlents has been assaciated with rare reports of death under circsmstances compathie with -

i, T mast of thesa cases, the patients 2i5o received other centrad narvous system degrassants capabla of depressing respiration, especiaily nar-

{ste DOSAGE AND ADMINISTRATION),
The following addittanal adverse raactions wers reported subsequent to Intraveniqus administration as 2 singls sedathefaniolytic/amuestic agent In adult patients:

hs (39%) Local effacts at i IV site

m(zé@ i T tendemens (55%)

vomiting (2.6%, pain durmg njection (5.0%)

caughing (13% . Tedness (2.5%)

headachs (15;‘ L5%) : phiebiis (mlg'%j)

drowsmess (1.29%)}

VERSED in the Roche insert‘has been replaced with Midazolam hydrochioride on
the Abbott insert. , ‘




ABBOTT » .

Pediatric Patients: Tha follawing adh events related ta the use of lvg'dazulam hzdmchiurida in pediatric gatients were reparted in the medical -
7Li_;;’;!raﬂr‘:l\jﬁ: desatiration 4.6%, annea 23%, hypatension 27%. paradoxicaf ré S 0%, maaugn 1.2 %, Srandaugtagmus 1.1%.
a10rity of airway-related ave ed ig aatient sy 2 anre adications a 3

2b 0 b L. Hente Lo

Neonates: For infarmation conceming hypotansive apisades and seiuras ing the admiristration cf{midazolam hydrochloride}to nesnates, see
- Boxed WARNING, CONTRAINDICATIONS, WARNINGS and PRECAUTIONS Gectj 3
Gther adverse sxperiences, ohserved mainly fatlawing (V injection ag a singfe sadatve/anxiciyticlamnesia agent and oCTUTTING At 2N INCINENCE 0 <1.00

* in adult and pediatric patients, are as follows:

Respiratory; Laryngospasm, bronchospasm, dysphea, hyperventilation, whaezing, shallow respirati airway ab: i h
Cardiovascular: Bigeminy, pramatura ventricular contrast gal episode, hradycardia, tachyeardia, nodai rhythm
Gi i i Acid 3 livation, retching )
CNS/Neuromusgular: Retragrade amnesia, auphavia, hatlucination, ¢ n, arg ivaness, ner iety, grogginess, rastessness,
eimargenca defirium ar agitation, proionged smergenca fram anesthesia, 4 q during gangs, sleep distarhanca, insomnia, nightmares, athetoid
movemsnts, seiure-iike activity, ataxia, dizziness, dyspharia, shurred spaach, dysghonia, paresthesia _

CQ‘ f.""ﬁ“ﬂ .ls‘ense:: Blurrad lvishitnn, diplopia, nystagmus, pinpoint pupils, cyclic movements of syellds, visual disturbance, difficuity focusing eyes, sars

, loss of hal iaht-headed

14 anca, ig! eSS . N
) Inmgumen{qrg Hive-like afevation at injection sita, sweiling ar feeling of huming, warmth or coldnsss at injaction site
: - Hypsrsensitivity; Alergic raactions including anaghyiactoid reactioas, hives, rash, pruritus
:\: > Miscaflanaous: Yawning, lethargy, chills, waakness, toothaches, faint feeling, hamatoma

DRUG ABUSE AND DEPENDENCE
Midazolam is suhject to Scheduln IV control under the Comrlied Substances Act of 1970, 5 R .
Midazolam was activaly salf-adwministecad in primiata models usad ta assess the pasitiva reinfarcing affects of psychoactive drugs. . :
Midazotam produced physical depend of 2 mild to mod! i yin cy |lqus monkays aftar 5 to 10 wasks of administration. Available data
concaming the drug abuse and dependence potential of midazolam suggest that its abuse 1 jal is at least equivaient to that of dizzepam.
Withdrawal symptoms, similar in character to those noted with barbiurates and alcohot {convuisions, hallucinations, ramer, abdominal and musete ...

cramgs, vomiting and sweating), hava aceurrad following abrupt discontinuation of henzadiazepines, including midazolam. Abdominat distention, nausea,
e - 77 vamiting, and tachyeardia are prominant symptoms of withdrawal in infants. The more severa withdrawal symptoms have usually heen limited to those

tients who had 1 d ive doses avar an extanded period of time. Generally milder withdrawal symptoms {e.g., dysphoria and insomnia) have
buen reported following abrupt discontinuanca of banzodiazepines taken continuusty at therapautic levels for several months. Consequently, after
extended tharapy, abrupt discontinuation shauid generaily 4e avaided and a gradual dosage tapering schedule followed. There is na congensus in the
medical fiterature regarding tapering schedules; therefors, practitionars are advised b individualize therapy to meet patient's needs. In some case
regorts, patients whe hava had sevare withdrawal reastions due to abrupt discontinuation of high-dose long-térm midazolam, have been stully
weaned off of midazolam over 3 period of sevaral days, T .

ROCHE .

Pediatric Patiants: The following adverse events miated to the se of RVER pediatric pattants were reported in the medical erature: desaturstion
3 20%, ! vi : i i

45%, apnea 2.3%, hypotension 27%, paradoxical reactions 2.0%, hicezugh ity 11% airway-related everts
occurred in patients receiving other CNS depressing madications and in patients wh:m { nﬁtm mm%%wmwd
23: FOF Informiation conceming hypotensive episodes and seizures fofowmg tha adiministration SED 13 neanates (sea Baxed WARNING, CONTRAINDICATIONS,

memvg'gammmmmmwmgwmmma a single sedative/anxiolytic/amnesia agent and octurving at an incidencs of <10% in aduitand pediri
Respiatary: Laryngospasm, hranchaspasm, dyspnea, hyperventation, wheezing, shallow respirations, ainsay abstuction, tachypnea
czm@swhr:stganm presmature ventricular contractions, vasovagal episade, radyeardia, tachyeardha, nocal rhythm
CNSMewomuscatar: Retrograda amnesia, euphocia, Rallucination, confusian, argumentativeness, neyvousness, amxiety, grogginess, estessness, emergencs deliim o
agitation, pralonged ence from dreaming duc sleep distu ! ia, i - I i ivi i

: .dysptxnria.% m g during emergencs, sleep thanca, nmua‘mgms.‘mmd movements, seizys-ike activity, taxia,
Speulé‘ems.;s&lunedvisinu. diplopia, nystaynms, pinpoint puplis, cyeiic movements of eyelids, visual disturhancs, difficuity focusing eves, ears blocked, lass af baiaics,

s

light-hadedns:
mmmmammmmmwmum,Mwmammm

Miscollaneoiss: Yawring, lathargy, chills, weakmess, tothachs, fint fesiing, hematoma -
mmmmmwwp«mwﬁwmmmmm&ummum .
MWWMMMMM&MMMWMMMMWM . .

Midazolam produced physical dependenics of 2 mid to modarate intensity in cynomoigis mankeys after 5 to 10 wesks of administration, Availabls data concerming the
ahpmmﬂ@wﬁamp@ﬁddm@mmmﬂmhaﬁmpﬁnﬂh&!&mﬂw@hﬂﬂdm : a

itherawal symptoms, Stmilar in character to thass noted with barbittrates and aicohol Yemox, abdominal and muscl cramps, vamiting and
oy  (emwisons, ballochatons, yemos . s, vemiting

), {etiawing abrunt discontingation of benzadiazepines, ncluding dominal distention, nausea, vomiting, and tachycardia ara promment
symptoms of withorawal In infants, The mcre severa withdrawed beens iimited to those pat i fve doses extanded
poriod of b s svmy;:‘d %w wha ha received excessiva dases over an

tegarding tapering seheditles: practitioners am advised i 2lize L]
figeds. In soma case reports, patients who have had i o i 3
T of wgmqt: p . severe witfidrawal reactions dua wmunmmmmlmmmmm have heen successiuly

zolam hydrochioride on

VERSED in the Roche insert has been replaced with Mida
the Abbott insert. -

(3 ) VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.

. @ Section added for clarity in Abbott insert.

3%
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The mamfestannns of

Tocniorids Wverdasage has haen reported.

verdosage: Treatment of rmectablverdusaga xs the same as that foflowed for uverdnsage w:th other benzodiazepines.

asmramm fpuise rate and hicod pressure snouid o TENMETad and g should ke y shou(d ba given to the

mammnancs of a patent airway and support of varclation, mcludmg admmtstrannn of oxvgen. An intravenous mmsmn shouid he started. Shauid

nt mey includs intravencus fluid therapy, repesitioning, judi e of appropriate 1o the clinical situation, if

’ mdxcatad and othar appropriste csuntemeasures, Thare i3 no infarmation as 1o wiether pamnneal d:atysxs foreed diuresis or hamndialysis are of any
valug in the treatmant of midazolam wverdesage,

Fumazenil, a specific b i Y i Is inditated for the plate ar ;xamal afths sedanva affects of benzodiazapines
and may be used in situations when an gvare with digzenine is knowa ar susp dotal raports of revessal of aduerse
hemodynamic responsss assaciatad witt 1daznlam hydrochlnnde bilawing administration of ﬂumazemi k| pndmnc patients. Prior ta the administration
of flumazenil, nacessary meastres should ba NS 10 SACT7a tha airway, assura adequata ventilation, and establish adequats intravanaus 2ccess,
Fumazenil is imtended as an adjunct t, nat as 3 substitute for, proper management of henzndiazegine overdose, Patients treated with flumazenil should

he mnnrtnred far resadation, esgiratory d n and other residual benzodizzapine affacts far an appropriate geriod after treagnent. Flumazenil wiit

only duced sﬁants bt wm not reverse the effects of other concomitant medications. The reversa of henzadiazepine affects
may be assaciated with me anset of seizures in certain high-risk patients. The prescriber shoafd be aware of a risk of seizure in assaciation with
flumazenil treatment, particularly in long-term Yewzudiazepina users and in eyclic antidepressant overdase. The completa flumazenil package insart,
m:ludmg CUNTRAINDKCAT]UNS WARNINGS and PRECAUTIONS, should be consuited grior to use.

B Ne 3 AL i 1
P AD HAVE BEEN HEPOHTED FﬂlWISlDN HIR MOMTURING DETE!!TIDN AND CDI!HEE“I)N UFTHESE REM!TIDNS
Psﬂrlésr BE MADE FOH EVEHY PATIENT 70 WHOM MIDAZOLAM HYDROCHLORINE INJECTION S ABMINISTERED, REGARDLESS OF AGE OR HEALTH

JUS, Excessiva single doses or rapid intravenous admmmraﬁnn may resuit in resy y dep anway i and/nr arrest, The
.. poteatiad. for these latter. effects is increased in deb:hfami thuse i dicati of d tha CNS, and
W“;;;? \Etstimm an and heal tukte but undergaing a p i q the uppar airway suckh as endoscapy or dental {see Boxed WARNING and
JARNIN .

* erdosaga reported are similar to those obsesved with other banzadiazepines, including sedation, somoa - g ' 3
confusion, :::axrad coortiatian, diminished reflexes, coma and untoward effects an vital signs. No evidence of spacifie orqgan toxicity fra idazoiam
i

ROCHE | | -

3

OVERDOSAGE: The mamfesxaﬂuns VERSED pberdosage reaom:d are similar to those chsarved vntn ather henzodiazepines, incl on, samnolencs,
_____confusion, impaired eoordinatio M aﬂ ant untoward effects on vital Signs. No evidenta of specitis organ toxiz! WMWMMBMbm

Treatment of Overdusage: Yreanwes »m-:- :». em?ssameasmfonmd for overdosage with ciher berzodiazepines. Resplration, nulserahand
b!mdmssumshmxldﬁmmmmandgwml Upitive should ba employed, Attentian should be given 1o tha maintenanca of 3 patent airwsy pponot
ventilation, incuding adminisiration of axygan, Anmummus infusion shuuldbastaned. Should hypotension p.mnmmyxwuﬁammmus uid
repositioning, judicious use of vasopressors apprapriaia to tha clinical situation, lfmmmmwnmmmmmmTMmsmmfwmuasmm
peritoneal wvd&fmmdfmwhemndﬂyx&mﬂwvﬂucmmmmm idazmiam overdosage,

Hmmmmlasnmhmdnnpmmmm%mstlsmmwwﬂummpmwpaﬁdwMﬂnsedaﬂwd?eckofb sandnwbauszd!nszt-
6A-flen an-overdose with a henzodiazeping Known or suspected. There are anecdatal reperts of reversal of adverse hem respanses associated with
owing administration of flumazemi o mmmmmmmmdﬂmmmmsmmmmm,mm
revay; adaqumvamlaﬂun.mambﬂsb equatsmmnws Flumazend is intended as an adjunzt o, not 28 a substituts fog proper mrnagentent of ben~
zadiazeping overdeosa, Patients treated with flumazend shouid be mwnitored for resedation, respiratory depression and other resicdual benzodiazepine effects for an appropri-
mpmmmmﬂmmmmw heazodiazepina-inducsd effects hut will 1ot reverse ihve sifects of other caneomitant madivations. Tha reversal of
eﬂu:tsmaybnassnc:atdmmmammsmesmcmmgh-mkpmu.mmnmnlmmar&u!smm agsaziation with

flumazanil treatment, ar In!m;—!nmhumdhmam users and In cyelic antieprassant overdosa, The compiata fumazend par.hqumf.mdudhgmn-

[BANDICATICN:! S angl PREGALTIONS, should be consulted priorto use.

DOSAGE.] ) ADNINISTRANY & apWM%WMMﬁsﬂuMﬂmmﬂhﬂMaﬂnﬁmdqu&WMmhsm
ED e 3 tn 4 Uimes 2¢ 1w o | q as diezeuam, BECANSE SERIO! PR THREATENING .,;m.mumm uu-u. FUENTS HAVE HEEN REPORTED

PRV I RITIIRE OE; XN CORBECON (F THESE REN ro“ SUSY SE MAGE TOR £VEHY PATTEN WHOM VEHSED INSECTION 15

mmatummmmmﬁ-amunwm wnaﬂummmmam
and/or amest. The gotential for thass [atter =ffscls s Increasad i dehifitated patients, thase recaiving concomitsnt medications thm Gﬂl.and
patients without an andobacheal e burk mmapmmlmﬁmhmaﬁmmawwm(mzm m NINGS).

RSED in the Rache insert has been replaced with M;dazolam hydrochloride on
Abbott insert.

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.
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React such as gitation, invai y movements, hyperactivity and comhati oxted in a;iuit énd peuiatric patiants, Should such
q 5tiow isnsiguld bagrereised before continuing administration ofmidazolam hydrochioridelses WARNINGS),
3 ?“"‘"“ m hould oniy be administered IM ar IV {sae ST

Qyoid T ~ananal injaction or axtravasation {see WARNINGS),

().
Y 4

g mized in the same syringe with the following fvequemty used premedications: morphine suifate, meperidine,
hta ion of 0.5 mg/mL, is compatibla with 5% d 0.9% sodium chloride for up to

actated Ninge on for un to 4 haurs. Both the | mg/mL and 5 mg/mt. fnnnu}auuns oé midazclam ,mav be diluted with 0.9% sodium

chlnnda or 5% dextrase in water.

MﬂNmJRMIG. Patient response to sedative agents, and resultant respiratory statos, is variable. Regasdless of the intended Iaval of sedat o of raute nf

at g isa 3 patient may move easily from light to desp sedatian, with p ial loss of 1 This
s in pedlamc patients, Sedative dosas shoufd be individually titrated, taking into ascoun patient age, clinicat status and concamitant use nf ather CNS
dagr ing of respiratory and cardiac function is required [Le., pulsa oximetry}.

Aduits and Fsdlamcs: Sedation guidelines recammend a careful presedation history to dsterming haw a patient's underlving medical condidons or
concomitant medications might atfect their responss sedation/2naigesia as well as a physical axamination incliding 3 focused examination. of tha
airway for shnormaiities, Further racammendations m::tudn appropriate prasedation fasting,

Titration to effact with mufnma smalt dosas s | for safa administration. it should be noted that adequate tims to achieva geak cantrai nervaus

systam effsct (30 8 } for midazolam should ba allowed } doses to minimize the potential for sversedation. Suificient tme must sapse
dosas of i dative medications to alfow i ch doss ta he d befara sub: drug administration. This is an

.mennam consideration for all patients who receive - — ————

tmmediate availsbifity of resustitative drags and age-~ and te equipment and personnal trained in their use and skilled in airway
Management should be assured (see WARNINGS). » ) ) .
Pediatrics: For deaply sad; tric p a dedicated individual, ather than the practmnner performing the procedura, shouid manitor the patisnt
throughout the procadure, .

Intravenous accass is natﬂmughtm he nacsssary for aff pediatric g dated for a d orth dure b in some casas
the difficuity of gaining IV access would defeat me purnose af sadaung the child; rather, smphasls shuuld be piaczd upon having the intravenous
equipmant available and a practitoner skilled In hing lar ateess in padi i
Rmdmmaﬂxasaqmmmymmmm. conbativeness have beer reparted n adut and pediric patients, Sheidd such reactions ocour, cag-
g should ha exercised hafore comtinuing administration WARNINGS), . 4

- anly he administered M ar IV (s2e
I8 munammawmmmmmm aa&mﬂon(wmm).

@ in water anvd 09% sudium chiorida for up
I : badmmmrmos'/.mmmmm%mmm
wmmma:mmmnsam status, s

Tespirataty R&znﬂas : o rauts
mnssammmu usﬂyfmml!ghmdezpsmaﬂmv«mnmm! mnmmmmsit
shuutdbemdiv aceount patient age, o mwmaummmmmmcmsdwm%m monitwmyg of respiratory
cardian finttion lsmued(b.pulsammi
Adults and mmmwmmamwnmmMmeamwm medical conditians or concemitant medications
might affect their rsa. o sedation/an 2
Tt raspal aigesia as well a5.3 exarnination including a fecused examination mmmrahmnWMMHmmmm
Titration ‘o ummmtlphsnmldcsesisessamfnr mmmnmmldhemmadeqmume achieve central nervous system effect
(amSmmutes)‘urmadamlams!wuldhaauuwedmm 0 minimiza the potential for aversedation. utﬁc&mﬁnfgmsx Mmdmnfccmmm
sedative aflow msslfec:nlmdnsemhaassessadbdnmmm@gadmnisﬂaﬂun.msisanmmwnsmraﬂmmr patizmis who receive

izuﬂmnaybanﬁmdhﬂnsmmsym wilh tha followi mmuymmw morphin suifats, mepesiding, atroping ’:
cancertration of la with 5% "q' tozt:!!"mrsmdwmwmmnm :

gsnsmua}z?wavwm uf)m»smwhmdmgsam age- and size-appiepriate equipment ang personned trained I their usa and siilled in- sirway managtment shouid be
m&rmmmmammawﬂmmwﬁmumnmmmwmmmmmm

Intravenous access is mot thought ts be neeessary for alf pediatri 1 dlagnostic or mmmmwummmmdmwdwm
I actess woulsl defeat the purosa of sedating the chi b d er skilled
g wrc i Wrmxenphasxsshw)d aplace upan having the intravengus equipment availabls and a practition i

the Abbott insert.
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~
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USUAL ADULY DOSE
INYRAMUSCULARLY

For preoparative sedation/  The recommendad premenlczmon dose uw of good risk (ASA Physical Status | & 1]} aquit patients
anxialysisfamnesia (induction of baiow the ags of 50 yaars is 007 10 0.08 moRg TW Tapproximately & mg IM) administered up to 1 hour hefore G
sleepiness or drowsiness and raiief surgery.

of agprehension and o impair

The dosa must he mdxwdnahzed amd raduced when IM @ildazn{ambs administered to patients with chronfc
memery of petioperative events). abistructive puimanary diseass, othes higher risk surgical patients, Fatients 50 or maore yaars of age, and patients . - C 3! )
For intramuscular use, midazolam) wha have recaived cuncnmltant narcaties or athsr CNS deprassants {ses ADVERSE REACTIONS). In a study of

@..____g@ shouid he%ec R0 patients 60 vears or_xider-wha did not raceive concamitant administratioh nf narcotics, 2 to 3 mg
860 10 d [arga muscle mass, {0.02 to 0,08 muskg) o xdazulam d adequata sedation during the preoperath e periad. The daseaﬂ mg

IMq 2y suffica for some older patients # the anticif ity and_ 5 of

sedation is1ass comicar, th any i raspirgtanyd thesa gati requ\'re observation for signs

of candioraspiratory depression after raceiving | 1am. Y

Onset is within )5 munutes, psakmg at 30 to 60 mmutes it can ba adm:mstemd cnm:nmnanﬂv with atrapine

suifata or seop and d doses of
INTFAVE.\IDUSLY ) .

Sedation/ for lysis/, for dure, dosage must be individualized and titrated.
procadures (Sas mmcmnus AND k uuld ahvays be mrated “slawly; administar aver at foast 7 mmutas and ailow an -
USAGE]: Narcotic gremadication Jggigonal 2 of T : Iy eVailuala (e Seaanve GHTECt, MOV v s y

resujts In less variability in patient stams and cnncnmmm msdlcatmns, hut may also vary mdependam of thesa fac:nrs. {Ses WAHNINES

rasponss eduction in dusage  concerning cardiac/respirato: arrest/anwa nbstruction/hypoventilation.) D
@ of For pemrgai coneeming pirswy Y e C )
arocsauies, o 8

use aof an

topical ,

recommended. For hmnchnscnplc ) . - : e i ]
. . procedures, the .use .ol ndrcatic - - — -

CrmeTmrmmm premedication is recommended.

ROCHE .

USURL ADULT DOSE X
INTRAMUSCLULARLY 5
For preoperative sedation/auioly- mmmmmmMmﬂmdg’s:;ﬁss@rgnodM(mwml&n)aduhpaﬁemsbelmvmaagad
ss/amne:la (uilducﬂonmaf !:ule:p& 60 years is 0.07 to Q08 mgrkg IM (ap mg g 10 1 hour before surgery, e
less or m‘"s‘ma B Of pe ust b mv.duamummdmmm j& atministered o patients with chronis cbstructive -
apprehension and to impair mem- ezs&dﬁaa'mmgh; stgical ts B0 o mutag&ax\dpaﬁmtswmmmmdwmnmmhm oF
ofy of perioperative events mmrmsdewmnts(seamssﬁgg?‘m& 50 years or older wita did nat recsive concomitant simin-
For intramuscular uWVERSED istration of mg (042 W 605 g) n{ aﬂw satation during the preoperative period. The
sheuld be injected deep @ dosenﬂ quM fursum.a TThe anticinated intensity and duration of sedation is less oritical. As
ass, i yaﬂwzsmqmnbsavaﬁmfwsxgnsufcammswmxydwmnaﬂermcmg
e - - i . - OnSat 15 within 15 minutes, peaking at 30 to 60 minutes. 1t can be administered soncomitantly with atropine sulfate or
- ToT o C scopolarming tydrochlorida and redicad doses of fiancotics.
INTRAVENQUSEY

he
Setation/arndclysis/amnesia for When used for sadation/ansi uiysxslamnwafurapmcerﬁ:m.dasagumustbe individualized and titratec d afways
cedum(seummcmou& Nax- titrated slowly; administer over af least 2 minutes and allow 3n ariditional 2 or o mere minutes to fully sedative affect,

cotls premedication msnrls in las Individual responss will vary with age. physical status and Concomitant medications, but may also vary mdenendent of these
: factors (see WARNINGS conceming cardlac/respiratory aimestizirway obsnucmwhypmnmanon)

peoral procedures, o

appropriate mpn:al anasmetlc ls
recommended, For -
prucedures, mc use of namotie .

@VERSED in the Roche insert has been replaced with Midazolam hydrochloride on
the Abbott insert.

@VERSED in the Roche insert has been replaced'with midaquam on the Abbott insert.
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BTty rerenTfisnded
sadation/anxiolysis/amnasia

proceduras 1o

daxtrase in water, .

ROCHE

L G .
iaiamnosa for ptocanes 1
is/amnesia for pro
facilltate slower imjection. Both the
1 mg/mL and the 5 mg/ml for-
mutations may Se dituted with
0.9% sedium chioride or 5% dex~
" hose iy war

N0,

vthe Abbott insert,

Midazoiam hydrachloride 4 mo/mb

for Soma patients may respand 1 as {iitle ax 1 my, No more than 2.5 my shouid be given aver 2 period of atfeast
; far 2 minutes, Wait an additionat 2 or more minutes to fully avaluata the sedative effact. if further titration is
facilitata  siower
injectien. Both the | mo/ml and the
5 my/ml. formulations may be diluted
with 0.3% sodium chloride or 5%

1. Heafthy Adults Below tha Age of 60: Titrate slowly o the desired efact; a.q,, the initiation of sirred speech,

necassary, continue to titrate, using smaif incr ta the apprapri
2 ar mora mi after sach t 1 fully eval the sedath
not usuaily necessary 1o reach the dasired endgoing,

{evel of sedation, Wait an additional
effect, A total duss greaterthanSmy is

1 zarpatic.qy(emedication or other CNS dap ara used, patfents will raguire approximately 30% less
midazolam thln unpremedicated patients. .
2. Patiants Aga 80 or Hder, and Debilitated or Chranicaily il Path ] the danger of hypaventiatan,

airway ohstruction, or spnea is graater in eldariy patiants and those with chranic disease states ar dacreased
puimonary rasarve, and bacause the peak affsct may take langer in these patients, increments should be
smaiier and the rate of injection siower, -

Titrata slowly to the desired affect, e.q., tha initiation-of siurrad speech. Some patients may respond o s litte
as 1 my, No more than 1.5 mg should be given over a pariod of no less than 2 minutes. Wait an additionai 2 or
mare minutes to fully avaluate the sedative effact. If additional titration is necessary, it should ba given ata
rate of no more than | mg over a period of 2 minutes, waiting an additional 2 or mors minutes sach time to fully
avaiuata the sedative effect. Total dases greater than 3.5 mq are not usually necessary.

sncomitant CNS deprassant gremadications are used in these patients, they will raquire at Jeast 50% less
an heaithy young unpremedicated patients.

3. Maintenance Dose; Additianal dose to maintain te desired level of sedation may b given m IACIEMENts of
25% of tha dose usad to first reach the sedative endpaint, but again onfy by slaw titration, especiaily in the
eidarly and chronically il ar debilitated patiant. These additionai doses should be given oniy after a thorough
clinical evaiuation clearly indicates the need for additional sadation.

1. Healtly Adults Baiow the Aga af 60: Thrats siowly o ths desired etfect (eg, the Initiation of siurred speech). Sai i
spond to as Rifaas 1 mg. No more than 2.5 mg shouid ba gn wa(?ﬁddamzéﬁlmaw%‘a&n%ﬁn:mﬁ
mmuteqﬂ:mmmm%mmltgnumbmwmmmmgmmmm.mm
Mdmn.wmm\dzwmmmmrmmmmmmmumiuatethssedaxivammkm

g@

dose greater than 5 my is aot usually necessary to reach tha desired emdpoint.

mmﬂqmafmﬂmcrumermsmmamuséd,patfennwillmquimapﬁmmrysu%zgss ERSED $hdn-umpremed-

2.HﬂmﬁgeMNddmedewMIWMBemséMdmdmmmmmm o
apnea is greater in elderly patlents and those with chiomc diseasa states or decreasd puimanary feserve, and hecause e
mmmmmmmwmmwmmmmmmmmﬁms&ya n ® the poak

Titrata siowly to tha desired effect (eg, tha initlation of siurred speech), Soma patients ray respand ittla 5
than 15 myg shouid ba gi averangﬁm_iofno!mmzmmmaddﬁm:ynsngmgfmrmmgt;%gm
the sedative effect, |f additional titration is necessary, R should be given at a rate of no move than 1 my over a pericd of
2 minutes, waiting an additional 2 or more minutes each fime to fuily evalumta the sedative sffect. Total d f2ater than

{VERSED tsad heithy

Y-

1 Dosa: pddiiaral doses Yo meintain the desired level of sedation may be gives in Increments of 25% of the dose used ta-

Maintenance
first reach the sacdative endpoing, but again only by siow titration, especiai in tha elderly i litated patient. Thesa
mmmmamnmmWamnmmndﬁmmﬁdﬂmﬁmu, )

VERSED in the Roche insert has been rep!aced with Midazolam hydrochioride on

@ VERSED in the Reche insert has been replaced with midazolam dn the Abbott insert.
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fndetion of Anesthesia: Indlv.dual respnn:e ta the dmg s variabla, panticularly when a narcotic gremedication is not ssed. The dosage

For industion of general anesthasia, shouid he titraled to the desired effect acsording to tha patient’s age and clinical status,

before  administration  of other  Whaep r used before other intravenocus agents for induction of.anesthesia, the initial dosa of eacit
@ anesthatic agents. agentMay 5a significantly reducad, at times ta as inw as 2% of the usual initial dase of the individual agents,
Unpr dicated Patis In the ab of pr isation, an go aduit under the age of 55 vears will
uxuarlv requir an initiat dosea of 0.3 tn 0.35 mg]kq for mducnm. administerad ovar 20 tu 30 seconds and ailnwmg
2 minutes for affect. If needed to compiete induction, increments of approximately 25% of the patient's initial

dusa may be used: induction may instead ba completed with intalational anesthetics. Int resistant cases, up to
0.8 mgfkg total dosa may be used for induction, but such lamer do::mmcwem

Unpmnudmmd patients averthe age of 55 years usuaily raquire | idazatam ﬁsr induction; an initial doxe of -
03 my/ky is adgd. Unaremadigated patients with severe systamic disease ar sther debilitation usua
require lo i g 5; i same cases, as
litla as .15 mg jay suffica,

Premedicated Patignts: When the patient has ived sad; atic pramedication, particularly narcotic

premedication, the ranga of recommended doses is .15 ta 0.35 mwkg.

tn avarage aduits below the age of 55 vears, a dose of 0.25 my/kg, admlmsmxed qver 20 m ki ] sncnnds and
allowing 2 sinutes for sifect, wil usnally sutfica.

The initial dose af 0.2 mu/kg is recammanded for geod nsk {ASA | & I} surgical patiants over the age of 55 years.
in same patients with severs systemic diseasa ar debiftation, as ithe as 018 mg/kg may suffica. )

Marcotic premedication fraquenty used during clinical trials included f (1.5 to 2 meg/kyg iV, administared
5 minutes hefore induction), marphine (dasage individualized, up to 0,15 moska 104}, and meperidine (dosaga

individualized, upta 1 mo/kg iM}, Sedative pramndsuannnswm hydraxyzine gamoate (100 mg orallyj and sndmm
secoharhital (208 my orally). Sxcept for intravenous featanyi, administarsd & miputes hefora inductige datheg e
—

premadications should he administered approximately 1 hour prior to the time anumpamd 1¢
induction,

. !n;e:mhl midazafam hydrochloride lm::nmnmal injectians of approxnnatnfv 25% of tha induction dose shauld be givern in rﬁpnnsa o signs of
i A1 ,ma(snb- gy meintenanta  lightening of and rep y. . o L

ansmhessa, for™ “surgical
Emcadms, a compenent of
alanced anesthesia, - Effactiva
narentic pramadication is aspacizily
. rcammended in such cases,

ROCHE
Induction of Anesthestas mmuammmmaugrsmammwm;mmmwmummmmmummm
Formdm.'ﬁonofmala;e.wn- e desired effert acearding mﬂ‘saqamwms.
sia, before admimstration W usadhem fmduninnatanmmsia.ﬂumdosamm ba sigrificantly
et ot uamamammwmummﬁm il

wwmmmmmmmm ad:utmdu-ﬂn 2 of 55 years wil mﬁammﬁ!md
MM'wmh%AW%wsm&#n zangmua effect.ﬂ mfnmte&mmm,
nenermants of Zpprocmeately tha patients may ba used; induction may instear be compieted inhaiafional anesthes-
n&!nrwsizrﬂmmmdﬁmmwmembewfwmm lamerdmmm

Ll ' Uxmmw:mummmm of 55 years usually requira fes{VERSER § mmcman 3 ma/kg 1S recom
) mmwmmﬁsmmmm Iyreqmre m&uwgm./\mm-

Mdnsuamzn:usmmwmwty msmnacasu.asitﬂaasd&img/kgmay
Premedicaled Potiorts: When the paiisnt hag feceived sedative or narcatic mremedication, pa;ﬂmxluiymmﬂcmmwmm
range of recommended doses is (115 to 035 m/ko.
In average acults halow W age ot 55 amduzsmm.wmwmmmsommmﬂbm 2 tinutes for
effect, will usually eutflea, e,
muuwmmummmmmgmdnsxmt&mwm“mmussm

' mmpmmmmammawmmmsmsmmm }
~ ) Narcatie premedication freg used during cllcical trials included fertanyl (154 2 IV, atfrninistered 5 minutes befor fdue-
o :'**"*“"?M":;,;mﬂ#m o e B o HEEE
mod onswoL mxvznc ;‘ T thar 3860 9 B0

5. Defore

@ VERSED in the Raoche insert has been replaced with Midazolam hydrochioride on
the Abbott insert.

VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.
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CONTINUQUS INFUSION

For_santingoys infusion, midazoiam Usial Aduit Dosar if 2 {nading dose is necassary 1o rapidly initiate sedaricy, 2.01 o 0,05 m/ka {approxintately 05
——Tydrochlonde Ymo/iii forMIGNGE s tod Mg far 2 typical ddult) may be given sluwlywur inﬁ.lg:::y over several minutes, This dose may be rapested at 10
fecommended diuted o 3 twliSminate intervals-until adequate Sedation is achisved. For maimananca af sedation, tha usual initiai infusion
Zancentration of 0.5 mefml with 6.9%  rate s 002 to 0.1 mgvkg/hr (3 0 7 mahr, Highar loading ar maint infusion rates may occasianally ba
sodium chloride ar 5% dextrosa in feauired in same patients. The lowsst 7acommended doses shauld be vsed in patiants with residual effects frons.
. Water, anesthetic drugs, o in thoss.cageurrenty recaiving athar sadatives or opioids,
!ndfw‘dx;al respanse . variahis, The infusion rate should be titrated 1 the desiiag ave i .
taking inta acczunt the GAVENT aqe, clinical status and curvent medications, In genera b @
infused at the lowest rate that prodycas-she~dagired level of sedation, Assessment o7 tato should te
partoned at reqular intarvals and 4 midazolam i\fusion rate adjusted up or down by 25% 50% of the initial
Infusion rate so as to assure adequate GHSRGN T SAQation Javer, Lay gar agjustments or evan 3 sma incrementa
dose may be nacassary if rapid changes int the lavel of sedation are indicated, In addition, the infusion rate shoui
be decreased by 10% to 25% every fow hours ta find the minimum effactiva infusion rate. Finding the minimum
ffactiva infusion rate d tha ial aczumulaton of midazalam and provides for the most rapid
fecovery once the infusion is terminated. Patiants who exhibit agitation, hypertension, or tachycardia in responsa
1o naxigus stimoiation, hut wha ara otherwise adequatsly sadatad, may !gennﬁtf;om con inistrati

O

an cpioid analgesic. Addition of an opioid will generaily reduce the idazatam hydrochionde
infusion rata, e
PE!IA’!RICPATIEMS UNLIKE ADULT PATIENTS, PEDIATAIC PATIENTS GENERALLY RECEIVE INCAEMENTS OF MIDAZOLAM

HYDRGCHLORIDE ON A MG/XE BASIS. As a group, pediatric patients qenenlly require higher dasages of
midazolam hydrochlaride {mg/kg) than do adults. Yaunger {less than six years) pediatric patients may reguira
higher dosages {mofkg) than aider pediatric patients, and may raquire close monitaring (see tabias helow), It .
ohass PEDIATRIC PATIENTS, tha doss should be caleulated basad on ideal body weight. When midazolam is -

given in conjunction with opiaids ar ather sedatives, tha potential far raspiratory degression, sirway chstruction,
ian iy increased Foc aparopsiatamgatient monitoring, see Boxed WARNING, WARNINGS, and
AGE AND ADMINISTRATION, MONITORIN 8 heaith care practitioner who uses this medication in

@ oL i Fatents i of and Inilow accapted professional guidelines for pediatric sedation
: ~appropriaty to their situation, . ] : s e Lo
ROCHE.
E . CONTINUGUS INRISEIN ;
For contntots infis) {sraf Aduit Dasee 1§ loading dosa ia necessary o vapidy itk
- 5 m%ml. formuation IS recom- cal adult) may be g’%‘ slmtydgrs?nfusm mmsav;r?%m
diiuted 10 2 comzentration  sedation s achieved. For maintenanca of sedation, 13 usual
L of 45 mo/mi. with 15% sadium o maimenancs infusion
chlaride ar 5% dextrose in water patients with rsidiza) affe
: - incividual responsa 2 L
oy S e T et P e S e ’
a ] 50 as o assuma i avel, Larger adjustments or even a
small nciemental dose may ba necessary i rapid changes in the level of Sedation ars Indicated, Jn andition, 4 amﬁ]lsion a2 shauld he

decmsedb{m'f.tnzs%mwmthMﬂmmxmmmmmkﬁumnmm\ﬁngmmmmmemmvan:

g:%oamﬁea;im:nfhypm{ ggmcardiaaiﬁd o gﬂm. s&mﬁﬁmmmmr'isadmwaa&s
Bnsion, or & i Fesponsa 1o noxiols are athenwise S|

ﬁpmcqngx_mntadmm»smgnpatanopmuanalmnmmmnfanupiuidwﬂlgmauymduuemmmimmeﬁegm

INCREMENTS OF VERSED ON A MG/KG BASIS. As a group,
aguits. Younger {less than six vears) pediatric patients
uita o mb;&u)gpim“zﬁnmopgc
njunction with opioids
ed.F:':rawmwiam i

o WND USES TS memication 1 pedt
appropriate to their situation,

-

@ VERSED in the Roche insert has been replaced with Midazolam hydrochloride on
- the Abbott insert. :

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.

of DOSAGE AND ADM!N!STRAT}Q ;

RING subsection _
OE AND ADMINISTRATION, MONITORING.

Roche insert states MONIT
Abbott insert states DOSAG




ABBOTT

UBSERVER'S ASSESSMENT OF ALERTNESS/SEDATION {0AAS)

»

Assossment Categaries

onsive ) Spesch Faciyl Expression fyes Lampnsite Seore
Responds readly to name nermal narmal : clear, no gtosis 5 {alart}
spoken in normai tone .
Lamargxc responss to name mild sfowing miid refaxation glazed or mild musis 4
spoken in normal tane or thickening .+ lless than haif the eye)
Reapnnds anly aiter name is slurring ar marked refaxation glazed and marked gtesis 3
callea laudly andfor repeatedly - srominent slowing {stack jaw} (haif tha eye ar mare}
Aesgands enly aitar mild few racoqnizable - - 2
prodding ar shaking . words : .
Does rot respond to mild -~ ~- - 1 {deep sieep)
pradding ar shaking

FREQUENCY OF DBSERVER'S ASSESSMENT OF ALERTNESS/SEDATION COMPOSITE SCORES IN UNE STUDY OF CHILDREN UNDERGQING
PROCENURES WITH INTRAVENOUS MIDAZOLAM FOR SEDAT!

Age Range
{yearsi ) 3 DAA/S Score
1 {deep staep) 2 3 4 . Sialert) -
1-2 16 B 4 3 3 [}
i {38%) (25%) {19%)} f19%)}
>25 73 g - 5 8 ) ]
{41%} (23%) (35%} :
>§-12 b/ ] . 1 § yr3 ] ]
. {3%) {18%} (65%) {15%)
. al 18 8 o A B 4 -
U S S CR o i i coe ) (22 mm
Totat{1-17) E) 16 19 3 []
) (18%) (21%) (52%) (9%}
ROCHE
. OBSERVER'S ASSESSMENT OF ALERTNESS/SEDATION (CAA/S)
' Assessmant Catogories
Respends readily to name ) normal " normal clear, o ptosiz . § (aler)) :
spmn Inriormal tona wilh s
Lathanic respansa to ild stowi mild relaxation glazed o wdid posis
Spoken in rorm te o ickening [ttty X
onds only after name is slurring or marked relaxation and marked posis
m loudly g»dlnr mmte,dly ymmmgIMQ {slack jaw) (hafl ﬂn eye or more) »
Rasponds only after mild Tow recognizable - :
precding orsl?amg wards :
* Dees nmm;mnqm mild — — - 1 (dezp sieen)
B eadding or shakdag
FREQU OBSEWE%' ASSES! AERTMESS/SEDATION COMPOSITE SCORES IN ONE STUDY OF PEDIATRIC PATIENTS UNDERGOING PROCEDURES
G OF s SMENT OF WiTH INTRAVENDUS MIDAZOLAM FOR SEDATION
Am?ﬂ n ~ CAA/S Score
1 (deep sieep) 2 3 4 5 (alert)
16 8 4 3 3 0 .
2 (33%) . @5%) (19%) (19%) ‘
» >2-5 b3 | § 8 . ] [}
- PR R - .
532 ‘ @ s 655) 0% .
1247 18 b}
> - %) %) ~

1 k] 4 8
En . . (18§E) {21%) . {52%) @%)




ABBOTT -

‘

INTRAMUSCULARLY

USUAL PECIATRIC DOSE (NON. TAU ' ;
For sadaunn/anxmiysxs/amnesm prior Sedauun aftar intramuscula idazu!am aga and dase dependent: hngher dosas may rasuit in deeper and mare
ngsthe proiong d Doses o7 mag/kq are usually =ffective and do not prefong amargenca from generai

lmramuscular ' can ba usad thesia, For mora d doses up ta O, ave haen usad, Althouah not systematically
ta sedate padlamc patients o facilitate smﬂxehd mz tm‘li‘dnse usually does not exceed 10 mg, lffidazotam ¥ given with an apicid, tha initiai dose of sach
must be reduce

less traumatic insertion of an
intravenous catheter for titration of
additional medication.

INTRAVENQUSLY BY
INTERMITTENT INJECTION USUAL PEDIATRIC DOSE {NON-NEGNATAL)

For sedation/anxialysis/amnesia prior [t should ba rscngmzad that ma depth of :adnnnnlarmn(vsls nesdad for psdmnc patients depends on the type
to and during procedures ar prier to  of dura 1o ba d. For e, simpis light in the period is quda
anasthesia, dxﬂarentfrum tha denp sadaurm and ana(gasla requirad far an endescapic grocedurs in a child. For this reasan,

thare i xs‘a broad range S2gge, nagiatric anents reqard!ess uhhe indications for sedaunn/anxm(vsss
tt (s vital tn ntra & med

is water sulubie makas apprnxxmaxaly three times longer than diazepam to achieve peal BCTS,
ona must wait an additional 2 to 3 minutes to fully evaluata the sedative affect hefora mmatmg a procedura or
rapeating a duse, f further sedation is inue to titrata with small i until the

lavel of sedation is achieved, If ather madlcznnns capahle of depressing the CNS Mﬂd ‘the peak

affsct of those concomitant madications must be considered and the dese of midazoiam ydjusted. The

0

ROCHE

INTRAMUSCULARLY

Sedaﬂm higher dm may tesuit in deeger and more pmlmmd
Dnsesnimmﬂﬁm gffective and da not prolong emergencs from general anesthesia, Far more anxicus patients,
doses ug £0) havs been used. ‘Althougn not syst:matlea!ly studiad, the total dose usuany doas not axcaed
0 mo. ISEASED 9 aivei with an opiok, he il cose of each st be edeced.

.
ot

USUAL PEIATRIC DOSE (NON-NEONATAL) . o ot
For sodation/anxiolysisfamnesia 1t should ba recognized that the depth of maﬂmwsismededfurpmmtsdepmdsmh g of procedure per-
rlormanddunn rogedures or  formed. Fur exanipla, simy t sedation/; mmwunsmwmmmm eepsemﬂnnandanajges:a
p mhm?p muﬁedhrmuﬁnsmnﬁx&mmmm m RS Fcr vatierts, reqardiess
mlmmonswswwm/ ks vitai I titrateg 300 Qihe t:nmu BT EGiCatD z;" BT 1
it : dnse ot YERSED)shauid ba a3 ared aver 2 ta 3 minntas. Slnca 4 RSED X Wi
snlubtﬂ.tttahas than diazepam to achieve peak SEG effects, therefore dlﬁunalz

; - 2
o 3 minutes to evaluzate the sedative etfert befora initlating 3 procediure or ! iy 2 dose. if further sedation is
%mwﬁmnmmmmwmmmmmmﬁmlg{anwmmwnm 203l

@

VERSED in the Roche insert has been replaced with Midazolam hydrochionde on
the Abbott insert.

_ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.




'

.

gf drug titration to effect is vitai to the safe sedation, jiatric patiant. The total dose
X ill dapend on patient response, the type and dma‘nnn nftha pmcadure, as well as the type and
duSe of concumitant madications.

1. Podjatric patients less than § months of age: limited information is availabla i m nnn—mtubated pemamc panems
Iass than § months of age. it is uncertain when the patiant tr gy to
physiatagy, therefore tha dasing recommendations are unciear, Padiatric panemx less than 8 months of ags are
particularly vulnerabla to airway ob: and hypovantilation, therefarg titration with small incremenss o
ciinical effect and careful monitoring are essential,
" L Pediarric patients 6 months ta 5 yaars of age:initial dose 0.05 to 0.1 mafkg. A totai doss up to 0.6 mg/kg may ba
nacsssaty to reach the desired andpoint but usually does not excaad § mg. Prulnngad sedation and risk of
hypavantilation may ha associated with the higher dases.
3. Pediatrie patients 6 to 12 years of age: Initial duse 0.025 t0 0.05 mg/kg total dosa uptu M mglkg may he needed
ta mach the desired endpeint but usually does not 10 my. ¥ and sisk of
hypaventifation may ba associated with the higher doses. . -
4. Pediatric patients 12 to 15 yaars of age: should be dosed as adults. Prol d sedation may he fatad with -
higher dasler some panamx in this age range will require higher than recommendad adult doses hut the wtai
duse usuaily.do ed-12qa.
hidazlam fydroehiarideyust be raduced jn patients p dicatad with opioid or athar sedative @
agants inclding \nn. o7 Tisk oc dehifitatad patients ma Tequire lower dusagas whether of niot P
eoneanvitant sgdath g egicanons Nave ARNINGS

. , : " ROCHE

S — -t

titration fo etfect Is ki ]
| | ?“""lm“"wﬁwmi%ﬁﬁmm;‘ o "”:ﬂi.’is'a‘m:::mm e
= e mmm’%ﬁ .,us,,.".f:? =
hypovertitation, thereior Stration With st icements 10 o sfect mgm prspendky on 2nd

ammsmemwwfmmmmsmm 5 ma/q; total dose up to 04 myvkg nesded
destmdmdpmmbmumﬂydnesmmed‘mmg Plonged sedalion an mkm?phynuvwﬂaﬂm%%eaumﬁd%g:

&PeaﬁmPamezmmesungMﬁbadnsedasamxmmdmﬁ may be associated with highsr doses;
pat!emsmmusaoemgumllmqulmmghermanm:ammmdedaduudcssbuwmwuusauwauyd‘:)unm%d W0
Tha dose o VERSED hust ha reciuced In patients premedioated with foid ov other sedative agents ind
?ﬁnﬁg)mu '@ Tequins fower dosages wiiether or not camrggamsedmtq wedications mhfeg

@ VERSED in‘the Roche insert has been replaced with midazolam on the Abbett insert.

~

| VERSED in the Roche insert has been replaced with Midazolam hydrochloride on
§ @ the Abbott insert.. )
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ABBOTT . | -

' CONTINUGUS
INTRAVENUTUS INFUSION USUAL PEDIATRIC DOSE (NON-NEDNATALY | .
- For sedation/anxiolysisfamnesiain ~ * To inidate sedation, an intravanous loading dase of 0.05 to 0.2 m/ky administerad over at faase2 to 3 mj @
eriticai cars sestings. ) he usad ta establish the desirad ciinical effact N PATIENTS WHUSE TRACHEA s INmBATEu*———ﬁ!.I am
shouigd not be administered a3 a rapid intravencus dose.) This joaring.dos ha fotlowed. by 3 comImons o {
ntravenous infusion to maintain the effecs. An infusion ofdazolam hvdmnh(undn injection Jas hean usad i
patients whose trachea was intubated but wha wers allowed 10 Dreatiia SPoMANSIUNIV. ASTistad ventilation i3
/.;" ) racnmmandad for pediatric patignts who ara recaiving other central netvous sysmm dapressant medications
5 . ad pn pharmacokinetic parametsss and repartad clinical axperisnce, continious intravenous

o ba intlated ata 52 of 105 o 012 mg/kgsbr {1 to 2meglky/inl. The rata of nfusion
dacressed {ganarall al ar suhsemmnt infusion rate} 2s raquirad, ar

|dazniam mnhlunda TRTET Frad To NCIease OF TaaTiam e

wpolmntaimxmmnnus doses ot
desired affect, Frequent assassmant 3t requiar IMBIVAIS USmY standard pam/sadaunn scaies i3 recommandad,
Drug elimination may be deiayed in patients erythromycin and/or othar PASI-1A4 enzyma inhibitors (see

PRECAUTIONS, Inrg Interactians snmzm) and in paﬂzm: with livar dysfunction, !uw cardiac output (espacially

m thoss requiring inotropic supn o 1y, may be ob 4 in patients who ara critic:
D il, pamcuhrq mnse FRCSIVIN dlur witef midazciam i idly administerad,
( . m i midazotam ik fiemodynamically compremised patiants, the usual loading dose of
Sy Ymidazolam hydrochlarids 3hout @ in smail increments and the patient manitored for hemadynamiz
- ostatug-£ g, nyporansion. These patients are alsa vulnemhle ta tha respiratory degressant sifects of
SN -9 ] . _! mm tam apd requira caraful manioring of respiratory rate and axygan saturation.
Ny N
: : ROCHE ==
coNTINUOUS
INTRAVENCUS INRISION
For sedatlon/anxiolysis/amnes:
in eritieat camsemg?. ?
m mﬂc and reparted COREUUS muwxms
onsmmzmwm ﬁBZWM) memdwmnmha' asedtord
ggnummsmn rate) a8 rmquired, or supn!mmd us doses
uahams uythmmym ot other P450 3M emzyme
g mpaﬁenswmam i
When initiating an infusion wig
imated m :mﬁl mmmems and e
i

VERSED in the Roche .
@ the Abbott insert insert has been replaced with Midazolam hydrochioride on

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert,




ABBOTT

CONTINUOUS

- INTRAVENQUS INFUSION USUAL NEONATAL DOSE o o
For sadation in critical cara settings.  Sased on pharmacakinetic paramatars and repnned c'mm:u expen poa i o 3 L
TRACHEA WAS INTUBATED, o ldazulam hyumchiunda mlac!:on euld he
initiated at a rate of (133 mg/kg/hr {0. 5 mcrykq{mm} in neonates <33 WRERS 100 16 mHo/kefmin in
>32 weeks, Intra g dases.sfoutd nat be used in neuna:es. rzthet the mfusmn may te sun
mora rapxdly fnr the ﬁrst saverai hnurs m esmnhsh mafapaunu nlasma lavsls Thn rate of mfusmu shouid ha
Y and freq after the first 24 te )
9\ 3 oohe t nmm eterm ""éi)
: admnusterad ramd!v Juatoan u\c:eased
2 § pretarm and former preterm patients whosa trachea is
not intubated, .
Nate: Parantaral drug praducts should be insy d visually for particulate’ matter and diseciorati pricr ta administratl t {ution and
containar permit, ’
«
ROCHE
{ conTmwous
+ INTRAVENGUS INFUSICN USUAL NEONATAL DOSE '
‘Fursedannnmaiﬁcalmsat- Based an pharmacokinetic parameters and reported
S Dt B nﬁmalmmeneme in preterm and - term neonates- - - - --— - e
| WHUSE TR, us
i mfusin
at a rats of 0.03 m é}glkglmln)
' 1111 naonaﬁ's) ;32 vmks and ou g[kg hr -
' i dosasshnu(d'nmbuusedhmales.ramu’ benmmmemp{d:yfwmaﬂmmm!hmmmhnsn
plasima levels, The rafe of hﬂxsmnshwldbecammayandrrequenﬁy raassessed.wﬁwladyaﬁerma first 24 hours so
35 10 administer the lowest possible effective dose an reduce drug accumutation. This IS particuiarly inportant
becausa of the patential far adversa effects maiedtnmzlahmsm oﬁha hmzYl alcahol {sge WAHNWGS. Usage in Prelerm Infants
and Neomates). Hypo!mslv;lge xd in patients who are critically il and in preterm and termt infants, particularly those
receiving {ertanvi snd/or

‘ SE TFNS&M vapidly. Due 10 an increased risk of apnea, extrame caition is advised when
ef preteyiatients wihose trachea is not intubated, ap

sedaling prey
Nnm'Pammaraldmpmducts smuld ba hspmdvmwyfnrpmmm matter and discnimamn prior to administration, wienever soltsion and cortainer permit.

VERSED in the Roche insert has been replaced with deazolam hydrochloride on
the Abbott msert ’

@ VERSED in the Roche insert has been replaced with midazolam on the Abbott insert.

Statements regarding expdsure to benzyl alcohol removed from Abbott insert as
Abbott product does not contain benzyl alcohol.




INSTRUCTIONS FOR USE

Yo ilse Yial in ADD-Vantage Flexilila Dilnent cuntaiher ..

To Open: ;

Peel overwrap at comer and remave solution cnmamer. Seme spacity of the plastic dua to mmsmrs ahsorption during the

sxar‘;hz:;[t\!,nn pracass may be observed. Thisis normatamd-dees not affect the soittion quality or safery, The opacity will diminish

graduaily.

To Assembls Vial and Flexible Diluent Containes:

{Use Aszptic Techuinne)

1. Remove tha protactive covers fram the top of the vial and the vial port an the diluent container 2s follows: :
a,To remova the breakaway vial cap, swing the pull ring over the top of the vial and pull down far encugh to start the

opening (SEE FIGURE 1.}, then pull straight up to remove the cap. {SEE FIGURE 2.} NOTE: (o not access vial with syringe.

. Fig. 1 ﬁg.z 4
e e e e e T rEMOVE the wal part cover, grasp the tab on the pull ring, pull up to bmakths tia membrane, then puﬂ hacktoremova . ’ —
the cover, {SEE FGURE 3.) )
2. Scraw the viai into tha vial port until it will go na further, THE VIAL MUST BE SCAEWED IN TIGHTLY TD ASSURE A SEAL.

This aecurs approximately 1/2 turn {180°) after the first audible click. {SEE FIGURE 4.) The clicking sound dees not assure

2 seal; tha vial must be tumed as far as it will go. :

NOTE: Onca vial is seated, do not:attempt to remove. [SEE FIGURE 4}
2. Recheck the vial to assure that it is tight by trying to tum rtfunher inthe diractmn of assemblv
4, Label appmprlamly.

-guﬂuaﬁdmkﬁg.s
Ta i :
1 Squaeze the bottom of the diluent container gently to inflate the partion of the container surrgunding tha end of the drug

2 With the other hand push the drug vial down into the container telescoping the walls of the container. Grasp tha inner cap
of tha vial thraugh the walls of the cantainer, (SEE FIGURE 5)
3. Puilthe inner cap from the drug vial. {SEE FIGURE &) Verily that the rubbar stoppar has baen puilad out, allowing the drug
) and diluant ta mix.
- 4 Mix vantainer contents thoroughly and use within the specified time.

Fg.3
Praparation for Administration:
(Ilsu Azaptic Ted:mqu)
. Canfirm the activation and admixturs of vial cantonts,
Check for taaks by squeszing container firmiy, if leaks are found, discand unit as sterility may be impaired.
Close flow controf clamp of administration set.
Ramova caver fram outiet part at hottom of container
Ingert piercing pin of administration set into port with 3 twisting mation until the pin is firmfy seated. NOTE: Sea full direc-
tions on administration set carton, -
LiRt the frae end of tha hangar igap on the bettom of the vial, breaking the two tie strmgs. Bend tha laop utward 1o Ioz:‘: it
in tha upright positian, then suspend container from hangar.
Squaeze and roiease dip chamber to astablish prnper fiuid levat in t:hamhar.
Open flow controf ciamp and clear air from set. Close clamp.
Attach sat 1o venipunctura davice. If devica is nat indwelling, orima and maksa venigunctura.
10, Reguiata rata of administration with flow controi clamp.

WARNING: 30 nntuss ﬂulblu sontaingrs in series canaections.

PPN P e

O !nformatxcn specific to the ADD-Vantage system is added to the Abbott insert. 5 0




- ABBOTT _

-
.

HOW SUPPUED

Package coniigg ining midazoiam hydrochiorids equivalent to 1 ma midazolam/mi:
' Tatal Midazmiom
list Mumber [ Fill Yolome {per container} |
587 Fiptag Vial Zmg
2567 Fllptap Viat Smy
2587 Fliptap Viat

g
R Patkage configurations containing midazelam hydsochlotide aquivalent 1o § ma midazolenymi: '

. Total Midazalam
Uist Numbae Container Dascripti fill Volume (yar cantainer)

P Higtop Mal. Iml, Smg.
BB CligtopVigi— R g

2588 m Fiptop-Vish— - Sk

3535~ : Figtag-Vie NN .1 —-flmg.

234 ADD-Vantrqe® vial 10wl Sorng
( Store at 157 to 30°C {553° to 86°F). )
@ ©Abbott 1539 RAO6111-R3-Rev. July, 1999 Printed n USA
S ( ABBOTT LABORATORIES, NORTH CHICAGO, IL 60064, USA |-
ROCHE
) b OF 10 (aae oo 22, viss (10 my) — boes o 10 (NDC 0D04<973-01); 5L vids — boxes of 10 ND
by of 10 (NDG on&iqm—m). §an e-E~Joct® disposatle syringes (10 mig) ~—~ bex a1 ( c'am«wus“ §N = 5‘33&3"‘3 :
T Paciag confguratins contarie midziam hydehlerids equivalentto 1 mg midazoamimts ' '
2-1mi. vials (2 moj o / . :
gy : o ;fg}“"c“mﬁsmﬂ- S Vs (5 1) — b cf 1 (NDG OD044598-1); 0-n. vl (1 g} — ez of 10 {40 0004-2000-0),
— ,
- Distributed by:
- Pharmaceuticals.
Roche Laboratories Inc.
o " 340 Kingsland Syeet 5
.25‘”55“5'0299 ) Nutiey, New Jersey 07110-1199 R e oo

Abbott format fdr how suppii i
pplied secti :
@ - numbers; Roche utilizes NDG numboe?'sr.ep’aces Roche.vs format. Abbott utilizes list

@ Roche insert states store at 59° to 86°F (15° to 30°C); Abbott insert states store at
15° to 30°C (59° to 86°F). -

@ - Abbott name and address replaces Roche name and address.




