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1. Definition of Terms With Respect to Sedation:

In the previous VERSED label, terms such as conscious sedation and preoperative sedation were
used to describe the pharmacological response to the administration of VERSED when in fact
sedation, amdolysis and amnesia are the targeted endpoints of VERSED administration. These
terns were somewhat confusing to the medical community because a clear consensus on the
definition of these terms does not exist. However sedation is viewed by medical professionals as
a continuum where patienis may move easily from light to deep sedation with the potential loss of
protective reflexes. For this reason sedatives should be titrated and continuous monitoring of
respiratory and cardiac function is required. In order to more cleary communicate the
pharmacological effects of VERSED. the terms conscious sedation and preoperative sedation
have been replaced with sedation/anxiolysis/amnesia and the need for continuous monitoring is
reinforced throughout this revised iabel. A new MONITORING subsection was added to the
DOSAGE AND ADMINISTRATION section which also includes a beginning paragraph discussing
the definition of sedation.

2. Labeling VERSED for Use in Neonates

This label clearly aitempts o present the risks of VERSED administration in this population so
that the medical professional may assess the benefits versus the risks. The BOXED WARNING
now includes a neonate subsection addressing the risks of rapid bolus administration and the
potential for severe hypotension and seizures in this population. Other sections of the label which
address the use of VERSED in neonates include CLINICAL PHARMACOLOGY: Pharmacokinetic
subsection; WARNINGS: Usage in Preterm Infants and Neonates subsection; PRECAUTIONS:
Pediatric Use subsection, ADVERSE REACTIONS: Neonates subsection and DOSAGE AND
ADMINISTRATION: Usual Neonatal Dose subsection.

The CONTRAINDICATIONS section also now includes a contraindication concerning rapid bolus
injection in all populations.

In addition the Agency previously requested if the dosing recommendations for neonates was
based on a limited number of patients (24) included in an article by Jacgz-Aigrain and if there
were additional data such as population kinetics available in neonates. A response fo these
inquires prepared by Dr. Charles Cote and Dr. Helen Karl is presented in Appendix B.

3. Monitoring —

This revised VERSED labeling reinforces the continuous monitoring of all patients. Specifically
the BOXED WARNING includes a statement as per the "Practice Guidelines on Sedation and
Analgesia for non-Anesthesiologists” by the American Society of Anesthesiologists Task Force
published in Anesthesiology, Volume 8, Feh. 1996, page 459. In addition the WARNINGS,
PRECAUTIONS and the DOSAGE ANDFADMINISTRATION sactions of the VERSED label also
include monitoring recommendations for patients receiving VERSED. These latter monitoring
recommendations are also in accord with the American Academy of Pediatrics “Guidelines for
Monitoring and Management of Pediatric Patients During and After Sedation for Diagnostic and
Therapeutic Procedures” published in Pediatrics Volume 89, jJune 1992. in the latter section of
the VERSED iabel 2 MONITORING subsection has been added addressing continuous
monitoring in all patients.
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4. IV Aceess

The need for intravenous access is discussed in the OVERDOSAGE section of the VERSED
label as well as in the new MONITORING subsection of the DOSAGE AND ADMINISTRATION
section. These recommendations are also made in accordance with the American Academy of
Pediatrics and their guideline entitied, “Guidelines for Monitoring and Management of Patients
During and After Sedation for Diagnostic and Therapautic Procedures” published in Pediatrics
Volume 89, June 1992.

5. Dosing Guidelines for Pediatrics

The DOSAGE AND ADMINISTRATION section of the label have been revised with respect to the
pediatric dosing guidelines. Specifically an upper himit for the 1M dose of 10 mg is now included in
the dosing guidelines. When VERSED is administered infravenously by intermittent injection to
pediatric patiefits, doses based on the age and weight of the patient are presented in the label
along with a maximum recommended dose. This maximum recommended dose is 6 mg for
patients 6 mo. to 5 yrs. age group and 10 mg for pediatric patients 6 years of age and older.

it is the opinion of the sponsor that the revised label presented in Appendix A addresses all the
concermns raised by the Agency during their review of Supplement 030 and will provide for the safe
and effective use of VERSED in all targeted populations including pediatric and neonatal patients.
Please nole that the ssue concerning benzodiazepines and glaucoma discussed at the October
10 meeting has not been resolved yet in the VERSED label. We are currently evaluating all the
published and unpublished data available on this topic and will revise the applicable staternenis in
the label at a later date.

We understand that the Advisory Committee meeting will be discussing pediatric labeling only
and not Supplements 018 and 029. In addition we would like to remind the Agency that we are
still awaiting the final approval of Supplement 029 which the Agency agreed to complete before
the resolution of the labeling issues for the pediatric supplement.

if you have any questions concerning this submission, please contact the undersigned by phone
at 201-812-3719 or via fax at 201-812-3700 or 3554.

Sincerely,
HOFFMANN-LA ROCHE INC.
\ﬂ'\‘l«u‘)m&% % 9044}2/

Margaret J. Jack
Program Director
Drug Regulatory Affairs

MJJ/gsm

Attachments
HLR No. 1986-2226
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Department of Health and Human Services
Food and Drug Administration

- APPLICATION TO MARKET A NEW FOR FDA USE ONLY
DRUG, BIOLOGIC, OR AN Application Number

ANTIBIOTIC DRUG FOR HUMAN USE
Title 21, Code of Federal Regulations, Paris 314 & 601. .

TAPPLICANT INFORMATION .

Name of Applicant Date of Submission

Hoffmann-La Roche Inc. November 18, 1996

Telephons Number { Include Area Code ) - Faesimile {FAX) Number ( Include Area Code )

(201) 812-3719 (201) 812-3700/3554

Applicant Address (Number, Street, State, Country, and Zip Code o |Authorized U.S. Agent, name & Address {Number, Steet, State. and Zip Code
Mzil Code): telephone & FAX Number)  applicable

Hoffmann-La Roche Inc. Margaret J. Jack

340 Kingsland Sireet Hoffmann-La Roche Inc.

Nutley, NJ 07110-1189 340 Kingsland Street, Bidg. 719/4

Nutley, NJ 07110-1199

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE NUMBER (if previously lssued) 18-654
PRODUCT DESCRIPTION

Estabitshed Name (e.g., Proper name, USP/USAN name) Proprietary Name (trade name) it any

midazolam hydrochloride VERSED

Chemlcal/Blochemical Name (if any) Code Name (if any)
Ro 21-3981

Dosage Form: Strengths: Route of Administration:

vial 5 mg/mi and 1 mg/ml 1.V. and |.M.

Proposed Indications for Use:

Sedation via continuous infusion and sedation of pediatric patients -
APPLICATION INFORMATION

APPLICATION TYPE
(check one) 0 MEW DRUG APPLICATION (21 CFR 314.50) [7] ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
[ BioLOGIC APPLICATION (21 CFR part 601)
IF A HDA, DENTIFY THE APPROPRIATE TYPE Il 505 (@)1) [1sosy2y [7] sor
IE AN ANDA, or AADA., IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
#Nm of Drug Helder of Approved Application
TYPE OF SUBMISSION (check one) :
[] Originat Application [X AmendmentioaPending Application [C] resubmission
"] Presubmission [} Woufication [T] Establishment Deseription Supplament
[} SuPAC Supplement | ") Efficacy Supplement []tabefing Supplement ["]Chemistry, Manufacturing & Controls Supplement
REASON FOR SUBRMISSION
Provide revised draft labeling for Supplement 030 ~.
PROPOSED MARKETING STATUS (Check one) (7] Prescription Product (Rx) (] Oves-The-Counter Product (OTC)
Letter .

[Number of Volumes Submitted L, This applicationis  [<] Paper D Paper and Electronic

[ESTABLISHMENT INFORMATION . T

Provide locations of all manufaciuring, packaging and control sites for drug substance and drug product (continues.on sheets may be used Whnecessagy). nclude
name, address, eontact, lelephone number, registration number (CFN}, DMF number, and manufacturing steps andlor type of testing (e.n. Final dosage form,
Stability testing) conducies at the site. Please indicate whether the site is ready for inspection or, if not, when it vill be ready.

Crose References (st relzted License Applications, RiDs, NDAs, PMAs S10(k}s, DEs, BUFs and DMFe referenced In the current ?QMN) )

MJJ/gsm
HLR No. 1996-2226
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This submission contains the following items (check all that apply)
1. Index

% | 2. Labeling (check one) A Drafi Labeling (] Final Printed Labeling

3. Summary {e.g. 21 CFR 314.50 {c))

4. Chemistry section -

A. Chemistry, manufacturing and control information (e.g. 24 CFR 314.50 {d}{1))

B. Samples (21 CFR 314.50 () (1), 21 CFR 601.2 [a)) (Submit only upen FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) {2) (1)}

5. Nonclinical phammacology and toxicology section (e.g 21 CFR 314.50 {d) (2))

6. Human pharmacokinetics and bioavailability section (e.g 21 CFR 314.50 {d) (3))

7. Clinical Microbiology (e.g 21 CFR 314.56 {d) {4))

8. Clinleal data section {e.g 21 CPR 314.50 (d) (5))

8. Safely update report (e.g 21 CFR 314.50 (d) (5) (vi) (b))

10. Statistical section (e.g 21 CFR 314.50 (d) (6))

14. Case report gabu!atians (0.9 29 CFR 314.50 (0) (1))

12. Case peport forms (e.g 21 CFR 314.50 (f) (1))

13. Patent information on any patent which claims the drug (21 US.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b} (2) or (i) (2) (A))

15. Estabfishment description (29 CER Par 80D, if applicable )

16. Debasment certification

17. Field copy certification =

18. UserFee Cover Sheet ( Form FDA 3397 )

x [19. Other (Specify) Provide revised labeling as requested by the Division

CERTIFICATION

JH agree to update this application with new safety Information about the preduct that may reasonably affect the statement
of contraindicatfons, warnings, precautions, or adverse reactions in the draft labeling. { agree to submit safety update
lreporis as provided for by regulation or as requested by FDA. If this application is approved, | agree to comply with all
applicable laws and regulations that apply to approved appligations, Including, but not limited to, the following:

1. Geod manufacturing practice regulations in 291 CFR 216, 211, 608 and/or 820.

2. Biological establishment standards in 21 CFR Part|600.

3. Labeling regulations in 21 CFR 201, 666, 610 and/or £03.

4. In the case of a prescription drug product, prescription drug advertising regulations in 29 CFR 202.

5. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72 and 601.12.

6. Regulations on reports in 29 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and federal environmental impact laws.
HW this application applies 1 a drug product that FDA has proposed for scheduling under the controlled substance act 2
agres not to market the product umil the drug enforcement administration makes a final scheduling decision.
The data and information in this submission have been reviewed and are ceriified {o be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, Gitle 18, section 1001.

Signature of responsible official or agent Typsed name and tite Date
]! " [Margaret J. Jack November 18, 1996
W\Mﬁm B ‘ Program Director
Drug Regulatory Affairs
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PACKAGE INSERT

MIDAZOLAM HCI INJECTION
Rx only @

WARNING
Muﬁ and Pmﬂmlcs

has been associaled with end Y amest, ly wihen ussd for
sedation n noncrifeal care selinga. In soma cases, Mwa ﬁﬂs was not mcoenlmd pmmpﬁy and keaied effactively,
death o hypoxic y hes resulted, tamn should be used only by hospital or ambisatory
msemslmhnﬁngphysma\s’mdd@mauﬁcesﬁna(pmxdebvmnmmmomﬁresp?amymdunfm
f\mc@mlep\tsaaxmby hmwmmmmmmmmdmmwwmeqmtm
hath A tralned in thelr use end skied Iy alway management shouid
beaswed(mWMHmGS}Furdeﬁpys@ds&d podiatic patients, aoaﬁwmdhmawmmmmmamgr
pefoiming the proceduse, showdd mondor the patient thwoughott the procedura.

The inlfiz} intravenous dose for sedation In adult patients may be as Rlle as 4 ma, but should net exceed 25 mg in a
vonmna healthy adult, Lower doses ere necessaty for okler {over 50 years) or debiBtated paients snd in patfienis
Tensiving conchndtant nercodos or other cential nervous System (CNS) depressanta. The inllial dose end e subsequent
doses shauld ehays be iraled skowty; administer ovar at loast 2 minutes and aliow an addibenal 2 or more minutes to
fully evelusto the sodative effetd, The uss of Be 4 mofmk. formiation or diulien of e 1 mgimb. o 5 mg/ml. formaziation
1 recormmented to facBiats slvver bnjacdon. Doses of sedstive medication In padialrlc patients must be calosated on s
mglkgbash wmmaxdanmmmmwawmwmdm The ltif pediatric dosa of
for

and wute dependenl {see DOSAGE AND |-
ADMINISTRATION, PED!ATR!C PATIENTS for mlm!ete doemg information).
Neonm
Midazolam should ot be adm W@{dmeoﬁmhvBmepumwmhymnsMMumns

have been reported tapid 1V ad with i
ADMRISTRATION, Usust H&(mttal Dose lwmi‘npleha information).

use of fentany! (see DOSAGE AND

DESCRIPTION

Wzmhm!samwwmb%ebmmdmemnvaﬁ@bhasswms nonpiyrogenic parerteral dosape form for
intravenous or Inbamuseuler jnjection, Each ml conlsins midezol drochlorid: ivalert 1o 4 mg or 5 mg
nmz&mmmmn@dwmoaﬁmmmdiuidear\dﬂoﬁedmwm&mwﬁhﬁhenzy)eécohoise
> iva, and sodium hydroxide andfor hydrochioric ecid for pH adj pH 2.8,

I&dazo%&mha%mﬁjﬂyehwwyﬁaﬂmewmm Insolubls in veler, ﬂvahyﬁwhbndes&o{mhazmw?ﬁm

wmmdmsﬁumsoubhmzqmusmmmChenﬂcsﬂy_miazdmnmﬁwmb-wmmphsmﬂmﬂ%

mdm{i.S«‘i] f14]b £ hioride has bre molecuas formuta CieduCFNysHO),
) Mmd@mﬁarmqhtdaﬁliﬁmmmsgmmlm

CLANCAL PHARMACOLOGY

1s 2 shoptecting b i

The efferts of midezolam on the CNS are dependant on e dose admink the rouls of adming and the
Ppresence of sbeence of oher medications. Onset tme of sedative efiscis afier M administration In adults Is 15 minutes,
vigh paek sedation ocouring 30 tn 65 minutes foliowing Infaction. In one adult study, when testad the following day, 73%
of o patients who recelved midazolam tnframuscitarly fd no recel of memory eards showp 30 minules following drug
adminlsiration; 40% had no recal of e memory cards shown B0 minules folowing dug adminbsiration. Onset ke of

ine central nervous system (CNS) depressart,

sedativé effacts In the padiatic popdation beghs witin & minutes and poals al 15 fo 30 minutes depending upon the
Iniramuscylar |

dose administered. In pedishic pafients, upwes%mdmtaceﬁudpwﬂwwamme{vmg
midazclam compared with 5% of tha pacebo controls.

SedaﬁomhMEmmmwmmmeab5nmuiesaﬂefkmmwm(w)wem fhatmwsr
cnsat is affzcied by tolal of narcotic p

pementclﬁwpaﬂemshwndosmpysm&esMMMMMWMMWB&MMWMWWm
recafl of vithdrawal of the endoscope. In one study of pediatrie palients undergolng henbar punciure of bone mamow
aspiration, B5% of pationts had impaired recal} vs % of ha
of midazolem treated patianis were m»esncmnpmadwih 35% of patents vho had recaived fentanyl alone,

Mwnnﬁazahnkmwmmmmmmmwtmmdwmwmmmawm}mm!yu
windes when

ngicolc p fieation has baen i end In 2 b 2.5 minutes without narcotic premedication or -

other sedative jremedication. Some impaimiant n @ test of memory was noted i 80% of the patieis studled. A dose
respoise study of pediatric patienis premadicated with 1.0 mofkg Intramuscutar (M) meparidine found thal onty 4 qut of
6 pedianic patlents who recelved 600 megfkg IV midazolem lost consclousnass, with ey ciosing el 108 140 seconds.
Thkmvmmaedwﬂ\pexﬁawhpaﬁemmwmegbfenﬁ\bpemzlSMgNﬁummﬁcbsedmeireyssatm
+3.2 seconds, b lam didd not depandably Induce fiesia at s dose despite concomitant opioid administration
in pediatric padents. -

Midazolam, used es direcied, does not delay swakening from generaf anesthesta in adulls. Gross tests of recovery afler
awakening {orientation, ebiflly to stand end watk, suliabifly for discharge from the recovery room, relum b bassiine
Trieger compatency) ustally indicate tecovery wihin 2 hours but ecovery may fakie up to § hours fa soma cases. When
compared with patienis who feceived thiopertsl, patenis who received midazotam ganeraly recovered at 8 sightly
Slenier 1afe. Rewveryﬁvm anestiesha o sedation for procedures ln pediabic pafents depends on the dose of
of ofher med s causig CNS depression and durabion of the procedura,

placebo contras. In another peralrie oncology shudy, 91%

The usual ded & dicatng doses of midszolam do not depreas the venliatory resporse i
carbmdwxydemmmhao&m&yﬂgmﬁcmlammnm&b&amwhﬂwmumu!lﬂdauolandepms
meven&awfyrespmsew(zmmcrmpddaa&mm:!oﬁswrmlesmmmebeyomﬁw&mbﬂdmmm
folowing Istration of filopenta! in aduliz, inpaisment of y tespones to carban dioxide is more
mmmmmﬁmm«mmm@y«w(@m Sedation with IV midazolam does nat
4 affect the mech of {rezt static recod, most king volume measuremants); tota) lng
cap&cﬁyuﬂpeakwp&atmyﬂwdwease" ty bt glatc compk and maxk expietory fiow at 50% of
wwiake total kg capactly (Ve increase, In ono study of pediabic patiants under general anastiest, Intremuscutar
nﬁdazdam(wburzmmcg!kg)wassfwmhdapmsmamspﬂmemmbmtﬁoﬂdehadomrehwd‘nm.

{n cardiae hemodyriamic sledles in adulis, V Induction of general thesia with midolam was d wih a
sfight to moderato decrease In maan sreial pressure, cardizc owput, stioke volume and systemic visculsr resistance.
Slow hezr rates (less than §S/minuta), particilarly b paiets taking propianolol for angina, tendad to Hize sighty, faster
heett yates {ep, B5kminute) landad o slow sfghtly. In pediatiic patienta, 8 compasizon of IV midazetam (500 meg/kg) wih
propolol (2.5 mglky) revealed g mean 15% decreass tn systolic blood pressiwe In patients who had recoived I
midazolam vs 8 mean 25% decreaze in sysiofic blood pressure foflowing propatol .

Pharmecokinellcs

-Mdazuiamsacﬁvikysmaﬂyduahhepa:emdmg Ewmdmwmmugbmmmhepaﬁc
that are

iy % and axcroted In e wine, Six siple-doss
phammukhenc swudies lmoémg fiealthy adulis yield ph Xinath for midazotem In the folowing
ranges: voiums of distibution (Vd), 1ﬂw31m&mmﬂe‘1ﬁb64M(mmWw§ysm¢

" totel clearerice (C), 0.25 to 0.64 Uihwikg. In a paraliel group study, there was no diflerence in the clearance in subjstls

administered 0.15 mg/kg {n=4) and 0.30 mafiy {n=4) IV doses indicating Rnzar kinefivs. The clearance wes successively
recucst by approxinately 30% at doses of 0.46 molkp {n=4) and 0.5 mghg (=5) lndicatng nontinear Kinetics In tis
doso ranga,

Absosption: Theahsokﬂebk;ava%ﬁlydhehﬁawmmmwasgmwmnMhammskﬁymwhech

" hodiny subjects (n=17) were adsminislered a 7,5 mg IV or I dose. The masn paak concentration (Cmax) and Gma to

peak {Ta) folowing the IM dose was 90 ngiml. (20% CV) and 05 hr (50% CVLthfhe1~hy<toxyn1etahuﬁtn
follwwing fhe (M doae was 8 ngiml (Te = 1.0 ba).

Following IM administration, Cus for midazalam and fis 1-hydrowy mewboli» were appoximately one-half of those
achieved aﬂw Infravenotis h}ecﬁm

Distibution: The voluma of distibution (Vd) d : ‘ﬁmnsixshg!e—dosephamwkm‘ tic studiss ivalving healhy
aduls ranged from 1.0 to 3.1 kg, Femala gendar, oid age, and cbesity are Bsochaled with Increased values of

midazolam Vd, In humans, midazolam has been smmmmmmmmmmmmmmm .
been detecled In bumean mEX and CSF (see Spaciaf Populstions),

In aduls and pediatric patients cider than 1 year, midazolam is approximately 'mmms plasia proteln, principely
alburia, .

Motabofem; In vito shidlos with humen Bver microzomes iidicate that the biotranstormation of midazolem ks medisted
by tyiocivome P450 3A4. mswmmma!mawemwbepmsaﬂmgmanmlmmmaswelaskva
deymwwen\yparwntotme products Is 1-bydroxy-mé {also tormed alpha-hydoxy-

) wihis 4 v ﬁcr!ess.s'wianmmtsumo?hyﬁnxywa&vehaveabolmn

dehdedmtmtquanmed mwmmmwmmmm of the hydsoxy
dervatves .

Drugs that inhibit the aviivity of cytochuume P4SO 3M may inbibt midazptam dlearance and elevale sloady-state
" witazolam concertrations.

Studios of B § dméps of {-hydraxy-midaze! thnanssuggaskma{Hwydmxy»nsdmlmb&l
least o5 polent 55 the parént ¢ and may conirbute b fie net p autivily of T n vitro

Ewmfmedmmnshaiedﬂlaimmd1md“'“ idazni
knately 20% and 7%, iy, neltmive 10 mid '

Breration: Claarance of midazolam & reduced In kiion with oid age,
{cinhosis) or conditons which diminish cardiag outpud and hepatic blood flow,

The principat urinary product Is 1-rydroxy-médazolam fn the'form of a glucuronide conjugate; smaler emounis
of the gluctronida conjugatss of 4-hydroxy- and dihydroxy-midazolam era detscled as well The amount of midazolam'
Exuetedmmangadhtheumaauerashgmvduseshssmmﬂ.s%(nS).FokmesbgéeNinfusbnhﬁrwﬂwy
vohmteera, 45% 1o 57% of the dose was excreted in fie uing as 1-hy Moyl mmid jupat

recaplor e

heart fafure, Hvé! disease

dnatics — Co Infusfon: The kinetic profie of fam foflowing infusfon, based
mﬁ&ZaMsﬂb}ecb hasbewsh%ﬂ&bedﬂ\lﬁ!hﬂm!bﬁwmdng&e@sea&nn&snhmfw&md
conmperzble ags, gendey, body habiius and heakh status. Howevef, lctazol i pesipheral ssues with
vonfinuous Infusion, The effects of laon are greater aftarjong- hﬁ:smnsmmzﬁers?wﬂkamhmmme

oifects of accumubation can be reduced by maintaining the Jowest midazelam ifusion rale inat produces gﬁs!acbq
sedafion,

Infrequent hypolenaive episodes have ocoured during confavous infusion; howevar ne«her lheﬁma uumsetnor tha
dumbmo!meep;sodaappwedmbsmmedlophsma of

Fusthat, Biere dozs not appeer to bo 2n b d chence of ofa
{oading doses, )

yp epmode w?m increased
Patients with renst impainnent may havo longer eisnlmbm hall-fives for midazotam (see Special Papulations: Rensf
Failure)., :

Spaclal Popn}auons .
Changes I the pt finelic profie of dua to drug & ions, physiological variables, ele., may resu in
changssh\hep}asm e profits and ph ..r ta midazolzm In thess pasients. Far
examplz, patients with seule renal fafiure appear (o fave a knger efimination hallk for midnzotam and may exper
delayed recovery {see Speclal Papulztions: Renal me) In other groups, the relationstip betwaen prolonged half-
e and duration of effect has not been established,

Podiatrics aﬂdNeona!os: I pedialiic patients aged 1 year and older, the pharmacokiniele propertes following & dng!e

dose of midazolam reporied in 10 separpte studies of midazolem are -gimiar to thoss I aduliz, Welght-normalzed
cleqrance s sinlar or higher {0.39 b 0,80 Uhrfkg) Bien b ecults and the terming] efimination hal-fe (0.78 1o 3.3 houss)

« 15 similar to or shorter than In adults. The pharmacokinefic properties during and foflowing continuous intravenous -

mfus!m i pediatic patlents in the operefing room 8s an ad}und to general anesthesis and in the Inlensive care
are shifar to Hose i adufis.

I patients without intracrantal feston, Induction of generat hesla with IV midazolam Is fated wih & moderat
deanasahmbmbwlﬂwpresm(hmbmwrme nmammn&).surﬂarh&uaﬁobsavedh&wmuw
al, Py data in ical patents with norma! pregsure but d

e.with fam and with

torihe o \ shoiy b,

sorew of
hhpm!ai during intubstion. Nusknﬂarsmd}eshavebeemepmwnpedhmpm

hsevmus!yilnemales,huwevef,memm| ¢ Ahaﬁ‘ﬁﬁeof dazolam is substantad

ged (65 to 120

. hours) and the disarance mdumd {0.07 to 0.12 Urhe/kg) compered to healihy adulis or olher grwps Mpﬁdtahc patients,
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kcasmbedemkmﬂhmdﬂumwmdmhagmmmemanwmmnmmm.“m
Paess or deblity.

-Obesa: In a study comparing norma!s(n-2ﬂ)m:lobesapa§m\s (tFZD)ﬁ'sema'haHlewasgreaIﬂnmeobase
. grovp (58 v 2.3 houfs) mhmmmmhamolawwmmymmmw«xxmed for tolal body weight.
mmwm;&mﬂyﬂhwthemenms

Gevistric: In three parabel group shidies, e ph kinatics of midazol Nwleeremmpmdh
young {meen age 29, n=52) and haattry elderly nﬁ)}ee&(mnagﬂ&r&)%smahalf-ﬁewasappmm\dy%
{old higher in the elderly, The mean Vd based on total body welipht Incressed conglstznty batwean 15% to 100% in e
sliderly. The mean Cl detressed approximately 25% In the elderly In two Blugies end was simiar to fat of the younger
patients i the other,

CwumMFaﬁmhpamwﬂammmmmmmngmwmbmaWMNm
Bwedrmamhalﬁfa.nzs%deueaszhmeplasmde&muarwammaasahmevoimolmmd
midezolam.

Hepatic I i id f e wemdanzvmwsmhm(uﬂﬁmﬂcg)mmmww
b7paﬁmkM&hopsywmmeicwﬂmmdﬂmﬂpaﬁaﬁanwmwhaHaeo( d

duifng of aller & b o surpleal manipulet ”*ha«hﬂiwped‘:abbpamwﬁh
hemodyrasmic lnstzbfiy, Hypolens}

. Hypod nuumedmefmqmnﬁyhﬂmsadabmsmmeshpauamsmemdmd
narvolic,

Reactions such ss sghation, feiood and muscle remor), hyperasiiviy
andmﬂnvmassmveheenrepmadmbummeManpaMtaTheserwmmybemmhadmah
of excessive dosing of impropes ad howaver, shoud be given to e possbiy
dmmhmmmemm!mm%wdmeW the response to each doss of midazolam
end g other drugs, Incheding local s, should be bafore p Remsaldwdmspmseswﬁh
Eumazent has been reporied in pediatric paients.

Cunmnmfm:seofbsrbimm slwm!wnﬁwwnmmwwssymde sanks may ioreese the sk of
ion, o aphea 6nd nay contribute o profound andlor prolonged dnig affect,
ko dap e vuspmaebwbondwldemlaﬂun

mewandpedmkzmpknlpam ddeﬁypaﬁmanddebﬁhbdadukmdpe&khpehn\swﬁem
dosages, whather or nol sedating hava been adminlstered, Adukt or pediaiic paliznis wih
COPD are iy senslive 1o the resplratory dep effact of mid Pediatilc and adu} pakients undergelng

Namouc

2.54%ld In the aloohofic paients. Clearance was teduced by 50% end e Vid increased by 20%. In another study by 21
malepaﬁemsvmmhosk.mwtmmand%nammnoymwmasdewmmdbymamdwmm
of

dlangﬁhlha‘ i or 1-hydroxy were obsarved vdien compared to healthy
ndplduaks,

Rw%&mPa&m&sw&:wmammvnnmylwvehtw on el ives for midazolem and s metat
which may resul In slower recovery,

Madazolam and -Hrydroy-mid: h soetics In 6 ICU pationts who developed acule renal e (ARF) were

umwxedw&xanuwdrmannmmdgmup Midazolam was administared 88 an infusion (5 o 15 mgf).
bbdmuiamdeaﬁmamsradmd(ﬂwlﬁmmm)wmhmmmbmednﬁn13m:s)nﬁ\uARF

patients, The renal o of the 1-hyth was p In the ARF group {4 vs 136
m)mmhmmmm(12wzsmymmmmmamvwmmmm
Blnesmdumpamldmme ip between fevels and prolonged sedation i
unclear, .

in 2 study of chronic renal fellure pafients (n=15) réceiving a single IV dosa, there wiss 8 two-old Increase In the
) end vohume of distribution but the hall-fe remeained unchanged. Metabolile levels were not shidisd.

Plasma C: fion-Edfact Relationship: C hips {afler an IV doss) have been demonstrated
for & vesiely of phamecodynamic meastres (e, feacton me, eye movemend, esdation) and are assodated whh
extensive Intersubjert varkhiRy, Lopistic regression analysk of sedation scores and steady-stats plasma concentration

traton-efled rolath

Indicated that gt plesma concentrations greater than 100 nghtil. there was al least a 50% probabliity that palients would .

* ba sedated, s respond to varbel commands (sedation scare = 3). At 200 ngiml thers vas at loast a 50% probabiity
that patiants would b astesp, bit respond to glaheRar np {sedaton score = 4.

Drusg Inferactions: For informat ing p dnefic druy interactions with midazolam {see PRECAUTIONS,
Drug tevactions) . .
THDICATIONS AND USAGE

f-idazdamhpdnnshﬁcasd——

. by for s padals

° hmwmﬁyasmawmhmdalwmwmmwudmhg‘ s, th s
P 0 Py logreph andcanﬁacmimusmm
mculogy, dilogic proced sme(‘ bons end uther plocedures eliier alone or In
combination with vther GNS depreasents; R . .

o lntravenously for induction of general ane 1, batore admink of other fhatc agents. With e use of
nancolc X on, induction of

‘ cmbsaﬁadmdwwmuelaﬁvalynazmmmngeamhashoﬂ
panodomne Intravenous midazatam con also be used &5 2 of
oxida and oxygen (balencad anssthaesta);

of nirous.

d MMMumamm:smemdmm.mwwmmloapisudes‘
ofdesahmlmmdhypqmnﬂaﬁon o parfial ahway obstucton. Adull snd pediatic patients vilh chronds rend
faliure end patients wh conestive hearl falure eliminate midazolam more slowly (See CLINICAL PHARMACOLOGY).
B&mumypaﬂmskm!yhmheﬁdemﬁmﬁondmeammnmmmw

mm:MbmﬂhmmmWWdekwﬂed and fe
pussibifity of profound endor profonged effect should be considered,

Injactable mid  should not be adminlstered to adult or pediatrc patients In shook or coma, of Iy acue alovhel
mﬂmwhdepvasmdvualm Pasticular care should be exarcised b the vee of ntravenous midazolan in
MMummmWahdmmsammwmeMWWMme&

ThmhmbeeﬂWmmdhmm&lkﬂmndwﬂdadmn%mwm&hmﬂ#ﬁedhﬁwﬁhma

wedl a5 Isolated reports of selzise aciviy In which no tlaer caussl ret hed, F againg!
mmmmhmmwm:mmmmmmmmmwavm

The safely end efiicacy of midazalam foiowing nons and ; far witles of o have ndl
been osiablished, bidazolem should anly be k [ ety ot
"Ihededmasbmenpaﬂemsmhwemwkved ¥ on an oulp basls, may
mwmpmmmmm&ww&m;mmm inery o drive & motos vahick

must be individualized. Gross tests of racovery from the sfiects of midazolam (see CLINICAL PHARKACOLOGY)

- carmot be seded upon to predict reacton fime wnder stress. it i recommendsd fhat no patient opesate hazardois

machinesy or a mator vehicle untd the effeds of the drug, such as drowslness, have subsided o7 unt one fulf daly afier
enasthesia end suigery, whichever i longes. For pediatric patiants, parcular cara should be taken to assuie safe
ambitaton, . .

Usage In Prograncy .
An risk of fiad matformnati tatad with the use of henzodlszeplne deugs {diazopam end
chiordlozepoxida) has been suggested i severs! studies, | s drug s used during pregnancy, ths patient

should o apprised of the potsntial hazzrd fo the fatus.

Withdrzwal symptoms of the barh
DRUG ABUSE AND DEPENDENGE saction).

d =iter the dis

typa have of banzedi (see

" Usaga In Proterm bifants and Neonates

Rapid injection should ba avoided i = neonalal p Mi i mp!&yasmmmawus
injeciion {less than 2 minutes) has been k ‘wmymw-, in tardy when the

has aiso recelved fartanyl, LaMemmhypmmhnhabmnnbammdhnwmmhgawnWmmhﬂuslm
of midazolam who then recele a repid inravencws injestion of fentanyl. Seizures have been reported in savers!
neonates folowing rapid intravenous adminitraton.

TheneonahdsohasreducedaMIahmmemnanmndmandbarwmmbhbwofmmdmdhrmm
y effects of

® wn&mshﬂmhks&mkxndahmdhmbmdmﬁmdwﬂahvw&ahdpamasa
anesthesia of during treatmant In a critical care setting.

fidazolam ks tatod Wk & high Indld

CLINICAL PHARMACOLOGY.)

of

 of partial or complets impalrment of recal for the net several hows, (see

CONTRAINDICATIONS

Mezo!amlsmnhakﬁcaladhpaﬂm@wmahwn itivity to th drug. diazepi

in paiients wit acule gl g b mraybeusedhpawmvmwpanmgbghmmy
if thay are recaiving app fherapy. ’ ok dzr pressure bn palients without eye disease show 3
mwmmmmmmmmpmsmnhmmndbemdm .

Midazolam I not inlended for intrathecal or epldurel admink
aicohol in the dosage form. :

dua to the presence oﬂhepmervaﬁve benzyl

WARNINGS

Midazolam must never be used without Indiidualiation of dosage perticulerly when used with other
meticailons capable of producing central nervous system depr . Prior to the

Lo m!damhm fn any dose lhe Imsnadiste avaRabifly of oxygen, resusciiative drugs, ags- and she-appropriale

t for b # and Intub and skilisd 1 for the mal of 2 patent

alrwny and nuppm of vanitiation should be ensured, Patlents should ba continuously monlftored with some

means of detection for awly signe of hypoventiiation, airway obstruction, or apnea, I, pulse oxtmelry.

P alrway and apnea can lead to hypoxia andlor cardiac mmest unlsss efiective
sra teken bmmed) The & fabiily of specific reversel agents {fumaxend) is highly
recosmanended, Yital chould confue to be montiored during the recovery peiiod. Because intravenous midszolam

signs
depmssa respﬁabm {sz8 CLRUCAL PHARMACOLDG’V) and because gpiold agonists and ether sedalives can add b
édazotam should be admini asunmm:&anagmqnvybyapwonkw\edhumlanam
andshm!dbeusedﬁx < dotysisl & only In the p dp
hypaventlation, malniaining a patent slway end ventlation, When usad for sedali

‘skl?edhaadydem&cno{‘

Exposmhemssmnnwﬁsdbemy!a}whdhwbem ‘\%mldly:‘,, , inelabolic acidosls),

n 4 inckd particularly b0 smaft preterm infants, There have
beenmemkddea&\spth\aﬂyhptewrmm"h. % “w?b <A [ smounts of benzy
elcohol, The amount of benzyl alcohol from med Is usuay gl to that rebeived b

fush solutions containing benzyl alcohel. Admindatration of high dosages of medications (inchuding mikdazolam)

_contairing thés proservative must take into eccount the Iotal amotnd of barzy! aicohol administered, The recomanended

dosage rangs of midazolam for prelemn nd term Infants includes amounts of benzyt alcohol wel balow that assoialed
with ity however, the amount of benzyl slcohiol &t which toxicily may vecwr 1s 1ot knovm, If e patient requires more
mmmmnendeddosagamomermemw\smnmuhﬂspmwnm the pracRioner must consider the
dally metzbobic load of benzyl aleohol from these cumbinad sources,

PRECAUTIONS

General

I oses of midazolam shotd be decreased for eldedy and for deblitaled patients. (cee WARKINGS and

DOSAGE AND ADMIN;STRAT!ON, USUAL ADULY DOSAGE.) Thesz patienis will also probably take fonges b recover
afler the Inducion of anesthesia.

wdm&andocsnmwmmmstlfnmmnhbammalpvwemagahsﬂmhaadmmaﬂkxb&w
pressure fise iated with foati uwerbgtngenela%afmﬁ)esn

UserﬂaOthNSDopressnms

Theef&acyaodsafetydnﬂdaznlemhdmm!usemkmc&xﬁdmedmesdnim&mmmmdﬁw
individual paient, and the use of of & g the CNS, pated effécts renge
m"ﬁdsadmwdeepkwbo{udamvltmlsyeqwalmlbesiakdgmefdanssmlamﬁwpslmumay
require extemal s\ppod of vital lmdiuns Care must ba taken to Individualze and carefully tirate the dose of midazolam

supporing
midezolam should always be tHrated elowly In adult or pediatric patlents, Adese hemodynamis events have been
reported In pedialric patients wkh card Instably; repid & on should aiso be avoided in
this poputation (see DOSAGE AND ADMINISTRATION, PEDIATRIC PATIENTS for complate Information).

Serous ca:dmmspnwy adverse eyenls have ocamd aler advmstmﬁon of widazolem. These have inchuded
vy piratory wvest endlor covdize ames!,
i somelknes reau!ﬁng 3 mm u‘pumanmlmunbglc Tnfury. There have dso been rare reparts of hypolensive emsodes

to fha palient's unds condifians, tmind wﬁwdeshdeﬂedbehgwiamhwahanadequab
ﬁmefotpeakcﬂsmdbom k and and have he p | &nd slze-

§ und faiitias avaiiable for monRoring and Mefvemion (se2 Boxed wummc, WARMINGS and
DOSAGE AND ADMINISTRATION, MonHorl ) Practtoners st have the skils necsssary

to menage reasonably foreseeable adverse eﬂacts paricufarly skﬂs In akway management. For information regarding
withirawa), sea DRUG ABUSE AND DEPENDENCE .

Information for Patiznts
To assure safe and effectve use of b
1o the patient vhen appropriate: *

shoull be jcated

7 the fofoving Information end instruck
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i ln‘cfmymrphysicianabmnm/almho!mmmﬁonandmeﬁmeywmnm«lakm.espedé&;mpfmute

medication end antiblotics, Including drugs you buy withoul a prescription. Alcobol has an increased effect when
consumed with benzodiazepines; horefore, Cattion should be exercised regerding skmulizneous Ingestion of alcohol
during benzodiazepine Frealmant.

2. Inform yous physickan i you ae pregnant ur are planning to become pregnant.

3. Inform your physictan ¥ you are nursing,

4. Patients should be informed of the ! effacts of mi swhassedathnawaﬂma\mchh
somepaﬁznbmaybambmdﬂededamashvﬁmpa&emsmhawwm

The vsa of Injactable midazviam i obsiebics hag not becn evalustad I cinica sluties, Because milezdin &
Bam!unedwsnsp!acmalywb@meo!wrbenm(ﬁampmwmmmehstweaksdmgmhavemswwm

neanats) ONS dap am B ot

HNursing Mothers .
Mniazdamkaxnﬂedhhmnmmcmmbe ized when midezolam |5 administered to a musing
vioiran, : '

" Podiatric Uso :

"The salely end effcacy of midazolam for sedationfemiolysih mmbmmmmmmm
int ly by In and cont Mismhavehesnes!ahﬁsmdmmmmdnemamlpam

paticularly on 2n ottpalient basts, may agein engage I achviles fequiing complete mww alertnw, operate
hazadmsmdﬂneyyudmeamo\mvmmwkmamw

5, Pnhmﬁsmw&ﬁngmn&nm&kﬂshnmmohmhaﬁmlmsaumgswanmmmmmmy
expaiience sympioms of wihirawsl folowing abrupt discontinuation,

Drug nteractions .

The sedative effed of & idazol d by eny i d d medk which

deptmaihe cenbrel nervmsswlem pmmia!!ymo&s {eg, morphing, mpemfmmmisnmyt)mda!m
} and the of midezotam should bo edjusted actonding to the type and

dasage
mmmwmwummmmdmmmmmﬁw (see DOSAGE AMD
ADMMNISTRATION)

Caution &5 advised when midazol is dministered
enzyme system such s cimetid} yiu difzem, and #n
Thmmbghwmmmmﬂhp«n&onmdsedammbadeaeasehpimdeaza:mo!nldazdam

The:ﬁmdsmlemidumdmmaneﬁdmmdﬁﬂﬂmgmﬂlﬂaondemiﬂ&lewmhﬂmsdmdunhm
shidy (=) Cimeldina increased the mean midezolam steadystale
concen‘ﬂadmkum57h71mhLRmi@emasedhenwsmdymommMonanglnLNodmmeh
choice resction Ema o sedation ndex was delecied after 8osing wih the H2 receplor sniagonists.

a h wmdmgsmaa;ektmmhmbimPﬁoaM

in a placebo drrink

4 shudy, asaSﬂDmgduse,bd‘W1waek(n=6)‘Mucedmedearm
dmdazohmMadvxgkObn\gnmNdomThehanamumey

The efiects of ditkaem {80 mg ¥4} end verapamil (80 mg tid) on the p and ph dynemics of
mdazn&amwerehresﬂgaledluahee—mymssmsmy(n9),ThahaH-ﬁ1eolmndaznhmhaeasedhmn5!o7
houre vhen was taken in with verap. ufdihazemNomuachonwasobsmedhheanhy
subfects between midazolamn and nifsdipha,

Amodemeredudimhiﬁ)chmdcsagemqhmsmsclmbpmu(abanﬁ%)hasbemm!edbhmgused
far fon in 2|

The inba dminish d mmmmam:asmmwc)mmm
requed for genaral anesthesk ms“ lates with the dose of mi no skrilar studies
havabeen(zmeduﬂnpeda‘bmpaﬁemM!mlsnosdwﬁcmssonhewedﬂwtpe&ampammwww
respond diffarently than aduls.

Abhough the possiiiy of minor ileracive elfocts has not been fuly studied, midazotem and pancisorium have been
used together in patients without noting clinjeally significant changss in dosaga, onset or duraion in adufts, Midazolem
dozs mot protect ageinsl the characiariatic ciroulatory changes noled afisr administration of succhykhoine of
pancuronitm and does not prolect agelnst the Wcreased knrecranis! prossure noted following edministration of

Midszoleam does not cause a dinieally sipnificant change In dosage, onset or duration of a single |

For specific safely nmltxm and dosage guidefines seo Baxed WARRING, CLRHCAL PHARBACOLOGY,
WDICATIONS AND USAGE, WARNINGS, PRECAUTIONS, ADVERSE REACTIONS, OVERDOSAGE and DOSAGE
AND ADKINISTRATION. UNLIKE ADULT PATIENTS, PEDIATRIC PATIENTS GENERALLY RECEWVE INCREMENTS
OF MIDAZOLAM ON A MG/KG BASIS, As 2 group, pediatric pationts generaly require higher dosages of midazolam
{malkg) than do adults. Younger (leas than six years) pediabic patients may require higher dosagas (mpfkg) than older
padialris patients, and may require closer monkoring. In obase PEDIATRIC PATIENTS, the dose should be cakulated
basad on kleal body tmmm&mmhmjmmmmmmmmmb
resp¥atory dap aiway obsl of b d. The hozdth care prachiionier who uses this
m&mmmmmmbemmmmuwammmmmimmmwmmmm
appeopriste 1o thelr shuetion,

Nﬁdawamlhm»ﬂmbemuwbymmmhhemwmm&Wmhwmmmm

bave been reposted Solowing rapid 3V ads with tant use of fontanyl.

Goristrlc Uss '
Bmugankkpmmsmzyhawaﬁmddmg asmumqmwmm&mmm reduced
doses of 819 and shotid be for

elderly and for debiiated patients {sce WARNINGS and DOSAGE ma AnleS‘mATION)and subjects over 70
yoars of age may be parfcularly senstive, Theze paBents will also probably ake longer to recover completely afler
widazolam administration for tha Inducton of enesthesia. Mmkﬁabnﬂmo!lMsruﬂVntdmbnhek!eﬂyandmluqb
ek sumgicel patients has been essockisd with rere reports of desth under chuumslances compatible wih

cardiorespiratory depression, hmstolhsecases,&wpaﬁeﬁsa)s recelved olher
d is capatie of d » espadlaly narcétics (see DOSAGE ARD ADMMISTRATION).

SpecﬁcdosmgmdlrmbmgmndaﬁrmhrmmmaﬁsmmmmmnOSAGEAHDAﬂmmmN
secton for premedicated patien ¥ foflowing IV and IM administration for induction of
ftﬂmiu

W admént undkx Infusion.
ADVERSEREACTDNS
Seo WARNINGS g sarious cerdioresph ,mmandposuhkpmdoxlca!mdmﬂnua’imm
widmwaohnmliwmﬂysem%@fn&mhg of lam in adulls end
nmmmedﬁddw&nmwm:ammmdmms%dpdmhﬂowwNaﬂde%ofpabens
following 1M administration) and apnea (15.4% of patierds fotiowing IV ed ), 85 well £ in blood

& oiher capuble of ing e -
mmmMIMuMMMmthhpﬁnmmdwprmdunshwolvhgtm
alrway without the p ive effact of 2n endoirachesl tubs {eg, upper end y end dartal

Adults
Tha ioﬁowbg addfonel adverse reactions were reporied after inbramuscular admrﬁskaﬁm’

P 1

succnycholing,
Ilubsting doss of succhyicholine no smBar shdes have been garid out n peciar patients but hore s no sienfic "o (19%) ey Y onste
reason to expect that pediatric patients would respond diferenty than adulls. M‘nﬁw(%'/-)
- - - redness (05%)
No adverse 3ud usedd\mng theska and
ving g, S vt rookinirimme # or drugs presihests and sugery miscls s¥fnass (0.9%)
i Y ormrz!local % Kdocaine, dydonine HCl and b ine) have Rt »
bemobservadha&!bmpedamcpathm.hmonmm sevure hypolension has been reporied with doath under of it W““’*”Y”W«MbunsksmmlMhﬁmﬁn&mﬁmﬁ;mi
conoorritant adménfstation of fentanyl. This effact has been observed i neonates on an infusion of mitlazolam who recebied oter centrel norvous system o capable of depressh , ¥ narooics {seo
mcdv&-;;rqﬂd&bcémdmnﬂﬂndhpaﬁc(ﬁmmMsbndmwmhaverwemdarapukiecmd DOSAGEANDADM{N(STRATION) * A L
mbmmmmm&mhmwn&mewmmms may tesult in a :L‘;awwmeagmlhad\mw;!: T ? o asa;mg@
d in tha plasma of
DrugiLaboratory Tost Intaractions hiccoughs (3.9%)  Local effecis of tha IV sile
Widazolam has not been sbwm tolnterfere with results oblslned in cinical lsboratory lests, nausea (2.8%) tendemess (5.6%,
' e o, snd mparment of Fertliy vamiling (2.6%) palndumgm}ecﬁm(":ﬂ%)
coughing (1.3%) redness (2.6%)
Cm;hogenesi.s momrmhwmadmmkmdwﬁmﬂmmmdmkhuemadmgesoﬁ 9 and 80 . (1.5% foduration .7%)
myfiglday. in femele mice n e bighest dose gioup Bere was a merked increase & tha Indidence of hapatic tumess. In m"?ﬁ“ﬂ) phisblis (04%)
High-dose male rals there was s small but stefisically signifcant incréase in benign thyrold loficular cefl imors, iness (4.2%) )
Dosages of & mgfkgiay of midszolam maleate (25 imes a humar dose of 0.35 myfig) do not ineraase the incidance of
fumors. The pathogenesis of inducion of theze lumors fs not kmown. Thess tumors were fomd afier chronke Padiatric Patlents

admlshnim,vmereas human use wil ordinarly be of dngle or soveral doses.

vesis: wmammmm ic achivily fn Sa
hamster hmy cels (V79), kuman lymphocyies or in the microrucleus lestin mice.

Impalment of Fertifiy: A rep ! smdymrnalemﬂemalerarsd‘udm\shwmyunpammtoﬂwmyalmS;as
upmobme.smeh\manwdmofuwmglkg

Ao N it

{5 bactertal stralng), Chinese

Prognancy
Teraloganic Effecis: Pregnancy Calegary D. (See WARNINGS).

Segment Il studies, d with midazok mhahah}sdab\ehmbwsmd'mlsatsmmim&ﬁm
lwmmdoseomSSmg&g.d}dndshwmdemoimbgemdy

eric Effscts: Studies in rels no edverss effects on reproductive paramelers during geﬁlaﬂon and
lactation, Dnsagmlemdmeawmmtdymmmehumdoseomasmlkg

Labor and Delivery

In humans, measurable levels of midazolam wers lound in matémal venos serum, umbiiical venous end aeriat senm

and amniofic fuid, Indicating placental tensfer of the drug, Fotiowing Invamuscular administiation of 0.05 mgfkg of
midazalaim, bath the venots and the umbiical arterial serum concenirations wore lower than matemal contenbations.

TbalolmvmadwseevmsvemedbﬂwuxdWmdzzolamanodbbtpaben)swezewbdhhemM
Reratre; desaturation 4.6%, epnes 2.8%, hypolension 2.7%, paredoxical reacfons 2.0%, hiccough 1.2%, selzure-the
activity 1.1% and nystagmus 1.1%. The majoly of ainway-related events occumred in pationts receiving ofher NS

depressing mediczBons and in patients where midazotam was not used as 3 single sedating agent.

Neonates )
For Information concesming hypotensive eplsedes and seizures following the administreion of midazolem to neonsles
(see Buxed WARNRIG, CONTRAINDICATIONS, WARNINGS and PRECAUT!ONS).

Other adverse experiences, ohserved malaly following IV injacton es u single sedat:velmxlolyhdanm agent and

_ommvga!anhchemdﬂﬁ%hadtﬁtamlpecﬁanpalmts,msbﬂw:

sptatory: Laryngosp ¥ dyspnes, hyp fion, v shall ospiraions, sy
obshmmamymea. - .
C Bigemly, p icul gat episode, y h nodat
hytm.
Gastroinfestinal: Ackd taste, Ive safivation, feldiing.
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cenlrel hevous eystem



PACKAGE INSERT

CNS/Nsuromusculzr: Retrograde emnesla, suphoris, b i

Aduits and Pediafrics: Sedation guldef: ncam’m ion history o hwapahm(s

cmfwoﬂ ) 8
nnx»ely. grogginess, resﬁessnais. emergence defrim of agi\aﬁon, prolong from' fvesh
shesp di Insomnia, nk alhal , seizure-fite activity, atmada, rﬁzzmess.
dyspi'um ghured epeach, dysphonia, peresthesia,

Spaekd Senses: Bluned vislon, diplopia, nystagmus, ;ﬂnpozﬂx pupls, cyclic movements of eyelids, visual dishubance,
@ficuty focusing eyes, ears blacked, loss of balance, ight-headadnass.

Infsgumsntary: Hive-Te elevation atinjection ste, sweling er fesfing of burming, wanméh o coldness sl mjeckon ste.
Hypersensifuly: Atzrgic reactions inchuding ansphylaciuid rescions, hives, rash, pruris,
Miscelansous: Yauning, lathargy, chitls, weal tothache, faint feeling, homat
DRUG ABUSE AND DEPENDENCE
E.Eﬂazdam is subject to Scheduls IV conto! under e Controfied Substznces Actof 1970,

fying madical condions or concomiant medicatons m!gm aflect thelr respones io sedationfanalgesia as wellas a
physical examination including a focused wmkmﬁon of the airway lor gbnorme!fies. Furter recommendations include
approprigte presedaton fasting.

Tmaﬁmwaﬁmwisamwm@nmmkmwmmmmm 1t should ba rotad that adequale tme b
achieve pask contral nervous system offect (3 o § wines) for midazolam shiovld be allowad babween doses b
minmize the patentizl for oversadation. Suffictent Eme must elapse between doses n( conmmkam sadative medications

to elow the effoct of each dose o be d before guent dug This is an impostant
consideration for ad patients who recaive Biravencus midazelam,
hmmetials svallabiBy of Hative drugs and age- and 3i Spment and p } brafned in thelr use

2nd sklled i m alrway management should be assured (sea WARNFNGS)

Pediatrics: Fm dosply eedaled pediatic palients @ dedicated Individual, ofher than te praciionsr perfoming the
procedure, should mondtor ﬂhe patient Biroughout the procedure.

huﬁvenws access b not thought t be necessary for 2 pedishic patents sedated fr a diagnosfic o therapautc

e WSEWN Hradminislered fn primzte models used b assess the postive relnforciny offects of procedure because In soma cases he difficully of painlng IV actess would defeat the purpose of sedating the chid;
psychaactive drugs. ‘ . ramsnphssisshowdbe‘pla:edupmhmﬁxehkave«meqlmmlm!&b%eandamacﬂhmaskﬂedm
grezam produsd physlcel 6 of ami to moderats nfendly in {gbs monkeys aller 5 0 10 weoks of %l&ﬁmﬁmvawﬂaaﬁmﬂhp&d&ﬂkpﬁbﬂﬂskﬂm&fﬁmﬂwmh&
i Avalisbla data ing the tiug abuse and dependence polential of midzzolam suggest that ks abuse .
polensiat i atfoast aquivalent lo et of dizepam. “S',JMADULTDOSE )
Widrawe! symplams, simiter i citeractel © hose noted with bartucales and aloohet {comvulsi inati g'm“""mw- mﬁm ool The estion dose of id for
remo, @dmma![:nd mgwc!emnps vomding and swaam). have ncamdgm::gnn aLbn:p: o d (inducion o ) ek and rellel of  good risk {ASA Physical Status | & 1) adul patients balow
symptoms of hdrased b nfens. The more severe wihdravel symoms hev waualy been il 1o iaso i w0 gl oy of P o ago of 8 years s 007 ko .08 molky M (spprimaely
vho had tecelved axcessive doses over on axlendod perfod of e, der yony [C3 events) g M) adrinklered up fo 1 hour befpre sugry.
dysphoria end lnsomnta) havs beon repaiad foloving abrupt d of b takon contnvously &t Foy invamuscuar use, midazolam showd be lnjecled  The duse must be idividuaized and reduced vhen
therapett Lovelsfor soversl months., Conasquanty, et extended therapy, abrupt disconfinsation should generall be desp In a lrge muscle mass. Bindent midmolam bs sdministered o patients with chionic
avoided and a graduel dosage tapering schedile followad, There is no consensts In the madical eralure regarding o cbstructive puimonary disaass, olher higher tisk surglcal
tapating schedules; thercfore, practiionars are advised to dividusize therapy o mest patient's needs. in some case palfentts, pasienls 50 or more years of age, snd patients Who
reporls, palients who hava had severe withdrawal mactons duo lo-ébrupt discontinuation of high-dose Jong-term have received concomdiart nercoles o olher CNS
have been weaned offof over g petiod of several days. Uepressants {soe ADVERSE REACTIONS), In a study of
OVERDOSAGE palients 60 yeafs or older, wiho ¢id nof revsive concomilant
. ,aamwsmdmmzmamg(mmaosmm)d
Ly " rmdaznhmpmd{mdadaquate sedation duing the
The o of tmzesmrh&mmﬂeﬁmmm‘ Wmm MZ"‘“’@;"’E’“’?“ mohmmy
Bcd rellees, undoyrad su some oldar pal entcpated intsnstly
vitel signs, No evidence of speciic omgen toxiohy from midazelam overdossge has been reportsd, snd duration of sedation bs s oritcel. As wih ey potential
Troatmant of Overdosaga respigatory depressent, these pafents require observation
Treatmen of hyectzbls midazolem overdosage Is the same &5 that folowad for vith otiver berzodiazep for signs of cardioresplralory depresslon afler recelving B4
Respirtion, puise rate snd bood pressure showd be monftored and genaral Stpport should be employed midazolam.
Amn;mﬁkgﬂm“mmmmdamméwmmdmm lmhxfzngadmhslraﬁmwod{ mﬂgmﬁwms‘mm;%@hﬁmﬁn
oxygen. An infrave uslon etarted. Shoud b Includa & an by administered concormita
tharepy, repostioning, juticlous use of vasopressors eppiopriate 1o the cinical siuation, I indicaled, end olher sm;mmmmmmm%madﬁzdmm?
appropiste counteiinsasures. There B no Informaton ss to whether perilonaat dialysis, forced diwresis of hemodialysis Inlravenous!y .

are of any value In the reatmant of imidazclam overdosaga,
3. i, a spectfic b % plor iat, is Indicated for the complete or partizl reversel of the

When used for eedaton Jfanudolysisiamnesin for a
procedure, dosage must be individualized and tirated,
Midazolsm should slvays be trated slowly, administer over

for, {een
RIDICATIONS AMD USAGE) Na:mlk: premadicaton
resdtslnleﬁvambﬁiyhpaﬁemmspomemda

v L

m&mmbemﬁfmﬂiym%ﬁzm wehah &n overdose vith a benzodiaze Am“"w“ reducion In dosage of midazolam. For perorel ol least 2 minutes and alloy an addiional 2 or more minutes
suspel ere ave anecdala repuits of teversal 238 dynar W procedures, e use or an appmpnabe mpm o fully evaiuate tho sedative effect Individusl response wil
fotkowring adminlstration of umazand to pedisic padas, Prior I te ol fuumazenll, b Y thetic s For vary with age, physical slatus and concomitant medicaions,
showld be mstiuled to secure aiway, asawe adqunkﬁ venflaton, and esteblish } N0US 2008, P the use of namotic premedication " but way 2o vary Mgpm o{ these factors, {see
Fremazenll is itended as an sdfunet to, not 65 @ for, propet ol overdose, remnmvdad WARNINGS Val
Patierts Yrested uith Sumszend showld ba monhored for resed ;i and other residuzt obsinuctions hypoventiton), !
benzodinepiie offeuds for an appropriste period afier reaiment. H'umnanﬂ wm omy rovarse henzodiazepine- i

Tnduced effects but will hot reverse the effocis of ofier concomMfant madlcations. The reversal of Midazok 1 mghnL U ion §5 ffor 4. Howllhy Adulis Below the Age of 60; Tirale slowly to

eflects may bs associated with the onsst of seizures In cerlzln high-risk patients. The pmscrﬂm shoutd be awars of a
risk of selzure In Istlon wilh | th icularly Tn long-4 fnzaplne users and In
eyclic antidsprussant overdose. The complste lea_ani package lnzen, induding CONTRA}ND]CAmNS,
WARNINGS and PRECAUTIONS, should be consuited prior to ise.

'DOSAGE AND ADMINISTRATION

Midazolen Is a polent sedstive agent that requles slow ediminizlrstion and Individuallzatlon of dosage. Clinics!
experloncs has shown midszolam to be 3 to 4 thmss a5 potsirt par mg =5 diazopum, BECAUSE SERIOUS AND
LIFE-THREATENING CARDIORESPIRATORY ADVERSE EVENTS HAVE BEEN REPORTED, PROVISION FOR
MONITORING, DETECTION AND CORRECTION OF THESE REACTIONS MUST BE MADE FOR EVERY PATIENT

TO WHOM MIDAZOLAM INJECTION 13 ADMINISTERED, REGARDLESS OF AGE OR HEALTH STATUS.

Excessive single doses or repld er Intravencua edminlslration may rusult In resplrtory dopression, alrway
ubstrucﬂen am:!lor nrrmsL The potentls for these hﬂcr effects |5 Increased In debliftated peatlents, thosa

capabls of dep g tha CNS, and pationts without an endofracheal tuba
bist undergoing a procedure volving tha upper aliway sueh 53 endoscopy o dental (ssa Boxsd WARNING and
) .

WARNINGS,

Reactions sich B3 aglladon, § i hyperactivity and i have bean repoited in adit and
pedlaﬁbpa&nhstmu{dsﬂchwhmsnm.mmnmu’.dbe fsed belore i iistration of
midazolam. {sea WARNINGS).

Midazctam should only be administered 14 or IV (se WARNINGS).

Care should he taken b avold intra-arterial injocfion or ex¥avasation. (sea WARNINGS).

Wdazdamh;ec{meemedmu‘lesamesymmmmmeio!wm iy used premadications:. morpht

sulfats, meperiding, aopine sulfats or scop ata ki of 0.5 mg/ml., is compativle with 5%
dextrose bn water and 0.9% sodium chiosida for up Yo 24 howrs and with factated Ringer’s solufion for up to 4 hours, Both
the 1 mg/mL and 5 mg/ml. formartations of midazolam may be divted with 0.9% sotium chioride or §% dextrose In water.

Honitering

Patient responss lp sedative ugents, and resuham respiratory slalus, is vartable, Regardiess of e Inlended level of
sedation or route of sedafion i a cont a patien! may move easlly from ight lo deep sedabion, with
potentiat loss of protective reflaxes, This is especially true in pedialiic patients, Sedative duses should be individuatly
fitrated, taking into acoount pafien! age, tinical stats and concomftant use of other CNS depressants, Continuous™
monitoring of sespiratory and cerdiac funclion s required (e, pulse oximetry).

d: for procadusres to faciftate
‘stower Injection, Both the 1 mgImLandmeSmglm{_
formudations may be diuted with 0.9% sodium chlorids
of 5% dexbose in waler,
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the dasired effect, (ef, the initiation of slurved spesch).
Same patients may respond lo as fitte a5 1 mg. No
mose en 2.5 my shotild be given ‘over a period of at
feast 2 minutes, Walt zn additonal 2 or more minutes
to fully ovaluate ths sedative effect, i further Btration ks
necessary, contnuz to tirate, using small Incremants,
to the appropriste level of sadation. Walt an addiiona!
2 or more mEnwtss after ‘aech increment to fuly
evaluatla the sedative effect, A totaf dose greater than
Smg Is-not ususlly nacessary i reach the desired
endpoint.

If narcotc premedication or other CNS depressants
are yssd, patiants wil require appraxdmately 30% less
midazolam then unpremedicated patients.

2 FallenisAge 60 oy Oldor, and  Doblifsfed  or
C)nonkak’y B Patlenis: Bechuse the dangel of
ainvay or =pes BB
g:eatar 1) eldady patienls and. those with chronic
disense stales of decreased pulmonery ressrve, and
because the peak effect may take longer in thase
patients, lnmamenk should be smater and the rale of
infection

mmslwﬂyhhadawdeﬁed.(cg.memﬁmoi
shured speech), Some patients may respond lo a8
fitte a5 1 mg. No more than 1.5 mg should ba given
over a period of no less than 2 minutes, WeX an
eddiional 2 or more miniles Yo fully evaliale the
sedativa efiect. if additiona! tiration s necessary, it
sheutd be given el a rate of no more then § mp over 8
period of 2 minutes, waiting an addiional 2 of more
minttes esch fme o fully evaluele the sedative effect,
Tolal doses greater then 3.5 mg are mot usually
NECessary.




PACKAGE INSERT

Inducton of Anesthasia:
For fnducion of general anesthesia,
administration of uther anesthetc agents,

belore

[ CNS dep t dications are
used In thege patisnts, meywﬂraquealkeaswoﬁs
+ fess midezolam then healthy young wpremediated
patienis.

3 Maintensnoe Doss: Additional doses to malatain the

dosired lovel of sedation may be given b increments
of 25% of the does used to frst reach Hie sedative
endpoint, but agetn only iy siow thration, espedialy in
the eldedy and cheonically | or debiitated patient
Thege addilionst doses should be given only aftar a
mmummzﬂem&mmhmmmm
for eddiional sedation.

kwﬁﬁduaémsponsebﬁmdmglamiab}a,pwﬁmiym
a narcolic presmedication Is not used. The dosage should be
Guated to the desired effect according b the patient’s age
and chnicel elatus,

Whan midezolam Is vsed before other inbevenous sganls
for Induction of anesthesia, the Inktia) dose of each agent
may ba signiicantly retduced, al Bmes to as low as 25% of
the usual inifal dose of the Individual sgants.

Urpremedicsted Pelionts: ’

In fie absence of premedication, mevmgeaduaumier
the age of 55 years will usually require en nifial dose of 0.3
to 035 mglky for induction, administered over 20 o 30
ssoonds and elowing 2minutes fof eflect N needed t

- complete Induction, increments of approximately 25% of the

pawsbmmumaybouwd;kuiuctmmaylnswadbe
with #ics. In resistant tases,
up to 0.6 mlkg totat dose may ba used for Induciion, bit
mmhwdmsmaypmbngwey.
Unpremedicated patients over the sge of 55 years usually
vequire less midazolam for inducton; en intial dose of 0.3
mghy ¥ mcommended. Unpremedicaled pafients with
sovere sysiermic disease of other debRinkon usualy require
{pss midazotam for inducton. A inidal dose of 02 b
0.25 mpfy wH usually suffice; i1 some cases, as Bifle as
0,15 mofkp may sufice.

Premadicated Pefisnis:
Whe:\hepeﬁeﬁhasmmmdwdaweprm\:
the

narcofic
rangs o(wwmnauied doses 50,15 10.0.35 mghkg.

" by averege edulls below tw sge of 55 yeers, @ dose of

0.25 mg/kg, sdministered over 20t 30 seconds and
wioving 2 ninutes for affsct, wil ustaly suffice.
The intfiz} doss of 0.2 mgfkg is recommended for good risk
(ASA | & ) surgical pagents over the age of 55 years. |
In somp pafonts with severe systemic disesse or
debitafion, as Wile as 0.15 mg/kg may suffice,

. Naeotic premadicalion frequantly used dusing cinica! Yials

nchited fentery! (15 10 2 meghg I, edmatstzred 5
mines before & [dosage indivk
vp o D5 mofkg IML “and meparidine * {dosage
individusiized, up to 1 mg/kg M), Sedative premedications
vere hydroxyzing pamoate (100 my oraly} and -sodium
secobarbitel (200 mp orally). Excepl for intrevencus
fontanyl, administered 5 minvies bofore lnduction, &f other
premedicatons shouid be adminislered approximately 1
bmlrwmmaﬁmmﬂapateﬂomﬁdmmmm

hﬂanleh*e medaoh!m can olso be used duing K injections of ly 25% of the induction
of fa, for surgical procedures, as dosestmldbegweumrespmsobsignsnfﬁghfsﬂhgof
amﬂdbﬁm thesia. Effecive hesta and repedted as y
nareote p Is espechly ded Iy
such cases.
Continuous Infuston
Fo( mnmuws infusion, midezolam § mgl  Usval Adult Dose:
d diluted lo & i e kading dose is necessary ko rapidly hitiate sedation,

o!OSmgImLMhOB%sodmmchkmdeofﬁ%
dextrose in watar,

0.01 to 0.05 mpfkg {spproximately 0.5 1o 4 mg for 2 typleal
aduif) may b given elawly or infused over several minutes.
This dose may be repeated at 10 to 15 minute Intervals unti
adequate sedation is achieved. For maintenance of
sedation, the usual Indflel infuslon sale is 0.02 b 0.1
mofkghy (1 to 7 mghu). Higher loading or malnsnance
infusion reles may occasionaly be required o some
palients, The lowest recommended dosea should bz used in
pafienits wilh residuel effects fom ancsthetic drugs. of In

those ceiving other sedatives or

k;dwmahespmsabnidazohmxsvaﬂab!e.mhmshn
rate showld ba Ulraled fo the desired Jevel of sedation,
taking info eccount the pabients age, ténical status and
cyment modical I general, tam should ba
infused 2t & lowest rate that produces the desired Jovel of

" sedation. Assessment -of sedation should be performed &t

regular Infervaly and the midazekam Infusion rate sdjustsd
up or dowm by 25% lo 50% of the Inliial infuslon rate a0 a3
fo assure edequate firsfion of sedalion level Larger
sdustmans or even 7 smal Increments! dose may -be
necessary f rapid changes In e level of sadefion are
indficaled. In additon, the Infuslon rate thould be decreased

by 10% to 25% every fow houss to find tha minimum
effoctive infuslon rate. Finding e wminkinum efiscive
infusion rele decessss The polential accumulsfion uf
midazolam end provides for the most rapid recovary once
fhe infusion b5 temminated. Paﬂentsw'mexﬁb&agtta&m,
hypemnﬁm‘ o lachycarda @ recponzse o noxous

but who are olfenvdsa edaq sedaled, may
benel fom -concistent administrafon of @ oplold
enalgesic. Addion of an opicld wil penerally roduse the
minlmem eflecive midszolam fulon rete. .

URLIKE ADULT PATIENTS, PEDIATRIC PATIENTS

PEDIATRIC PATIENTS

GENERALLY RECEIVE RICREMENTS OF IDAZOLAR
ON A MGIKG BASIS., As a grovp, pediatic plieits
. ganesally requiro bigher dosages of midazolsm (mofkg) han
o udulls, Younger Qoss then six years) pecatiic patients
- may roquina Higher dasages {mfkg) then oldes pediatic
patents, end may eqire close monlioring (see Wbles
balow). i ohese PEDIATRIC PATIENTS, the dose should -
be calcuisted based on idaal body weight. When midazolem
agvmhmmmmmmwm the
pch:zﬂd eras;;kmwy dmessagl. eivray obsbucton, of .
mordtoring soe Boried WARNING, WARNINGS, DDSAGE
AND ADEBUSTRATION, Monltodng. The health cae
preciioner who uses this medicalion In pediatric patents
shoutd bs aware of and follow accepled profsssional
quidelnes for pediablc sedafion appioprisle fo fhelr
situstion,
DBSERVER’SASSESSMENTOF ALERTNESS/SEDATION {OANS)
Assessmen Categories
Responsiveness Speech Facia) Eyes Composte
Buresslon Stpre
Responds adiyts  notmal nomnat dlear, no plosle 5 {alert)
name spoken in ®
rormal bong
Lethasgic responseto  mid stowing of mitd relaxmtion glazed o mid plosls 4
wamg spoken it thickening (less than halfthe -
nonmal tona eye) :
Responds onlyafer  shaving or procinent  merked reluation glazed and matked 3
shering o name Is slowing {slack jaw} plosis (haff the eye or
catiad loudly andfir mare)
repeatedy
." Responds only sfier  few recognizable — - 2
frild prodding or words
shaking
Dossnotrespondls  — - — 1 {deep sleap)
mid prodding or :
shaking
FREQUENCY OF OBSERVER'S ASSESSMENT OF ALERTNESS/SEDATION
COMPOSITE SCORES IN ONE STUDY OF PEDIATRIC PATIENTS UNDERGOING
PROCEDURES WITH INTRAVENOUS MIDAZOLAM FOR SEDATION
Age Range n - OAA'S Score
{years)
1 {deep sleep) 2 3 4 5 {alert)
+2 16 & 4 3 3 b
{36%) (25%) {19%} (18%)
28 2 . 9 5 8 ] ]
: {A1%) {23%) {36%)
>542 k) 4 6 2 § )
{3%) {18%) {65°%) (15%)
247 18 0 ' 4 14 6 9
. {2%) {78%)
Total (117} %0 16 19 47 8 0
{16%) (21%) (52%) 8%}
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PACKAGE INSERT
Inuamusculady

pn« to anasthesk
for ! can b used

to sedaf»e pedia!ric patients lo faciale less saumatic
fnserfion of =n Intravenous catheler for firalon of
addional madication.

intravenously by Intermitient Injection
For sedalvelamdolysisfamnesia prior to and during
procedures or prior b anpsihiesia,

Continuous Intravenous Infusfon
Far sedslion!amblysislammsh In oitcel care
seliings.

Usual Pediatrle Dose (Non-Neonatal)

Sedation afer inframuscular midazolem s age and dose
dependent: ligher doses may sesult In deepor and more
prolonged sedation. Doses of 0. to 0.15 mghky are usualy
effective and do not prolong emeigence fom general
anestiesia. For more amdous patients, doses up to 0.5
mgfkg have been ussd. Ahough nol systemsticaly studied,

" e il dose usually doss not excead 10 mp. i midezolam

Is given wih 2n eplold, ﬁwlnibaidosedaad)nus{be
feduced,

Usual Pediatric Dose (Hon-Naonatal)
#t should bo repognized that the depth of sedationfenxlolysts
needed for pediatic paients depends on the type of
pnmdun-. b be psmmm For example, shnph fight
J fve period i quite
ﬁﬂwmlhn&wdeepsedammmamqundm
muﬁmwpkmdwehadﬁdFum&mmma
a broad rmg: domge. Fct 8l padiatiic geﬁents.
dlzss of Bio
mmmm:;znmmmmm nredcatons
slowdy lo the desired clinical eflact. The kltal dose of
idazotam shauld be administered over 2 lo 3 minutes.

Sinoe midazulam Is water soluble, it tekes approximately ©

threa mes longer then diazepam to achleve pesk EEG
affects, thorefore one must wait an addifonal 2 1o 3 minules
to fully evalusle the sedative eflect before Inffiating a
piocedure of repoafing a dose. § furher sedaion hn
nacessay, confinus to Erate with smal Increments un® the
spwopriaia lavel of sedafion Is achlevad, i other modications
capabla of depressing the CNS are © ink the peak
eifect of those conc ications must be

and te'doss of midazolam adjusted. The inportance of drug
frntion ko effect s vital b the safe sedafionfaniiolysis of the
pediairic patient The lofel dose of midazolam wi depand on
pafient response, the type end duration of the procedure, a5
well a5 the type and dosa of concomitant madications.

1. Pedizlric Patisnls Less Then 6 Monfhs of Age: Umited
information is avaliable I nondniubated pedialiic
pationts less than 6 months of ege. Ris uncertein when

the patient Wenslers from neonsiad physiology to

pediatic  physiology, therefore  ts . dosing

recommendations sre unclear. Pedfaic pafients loss

mansmomhsnfagempmﬂyuﬂnmw
obstruckon  and

. therefore '

airway
fration with smad icrements to clnical offect and
carefu] monosing are essential

2 Pedislic Pefionts 6 Months to § Years of Age: hnltial
dase 0.05 1o 0.1 mghkg; lotal doze 1 to 0.6 mp/kg may
bz nacessary b reach the desired endpoint bul usuatly
doesnoiexoaedﬁmg Pmimgedsedaﬁonandnskof

Y may be iated with fie higher
doses,

3. Pedalic Palients § fo 12 Years of Age: inliel dose
0.025 10 0.05 mgfy; totat dose up to 0.4 mgfig may
be needad io reach tha desired endpoint bt usually
doas no! exceed 10 my. Prolonged sedation and risk
of hypoveniiation may be assoduled with Lhe higher
doses. .

4. Paifwaaﬁenfsﬂﬁ)!BYmdAgeSmﬁdbu
dosed 45 adults. Prolonged sedafon may ba

associaled vith higher doses; some pafients in this

age range wil require higher than recommended adult
doses bt the total dose usually does not exceed 10
my.

The dose of midezitam must be reduoed h pofents

. premedicated with opiold or other sedative agents including

midazolam, Higher risk or debfilated patients may require
lower dosages whether of nol concomitant sedating
medications have been adminsiered (sco WARNINGS).

Usual Pedlatric Dose (Non-Haoniatal)
To Iniiiale sedation, an intravenous boading dose ‘of 0.06 to
0.2 mgfikg adménislered over at least 2 bo 3 minutes can be

- used to establish the desked clinical effect IN PATIENTS

WHOSE TRAEHEA 1S INTUBATED. (Midazolam shoud not
be istered a5 a rapid dose.) This foading
dose may b folowed by a contiuous lntravenous Infusion
to maintaln the effect An infusion of midazolam has been
used in patients whose trachea was intubated but who were
afowed 1o breathe spontancously, Astisled veniZation is
recormended for padialiic patients who are receiving other
cantral netvous system, depressent medications such as

oploids. Basedmpham:acokmsﬁcpamne\efsandmpomd
clinical Infusions of
midazolam shouid be inffated ot a rale of 0.08 to 0.12
mgrkghr (1 to 2 meghkghmin). The rale of Infusion can be
Increased or decreased (generally by 25% of the Iniial or
subsaq«mu infusion rate} us required, or supp!emlm\al

doses of can be

ncrease  or  maintaln  the desa'ed effect. quuont
essessment al reguiar intesvals using slendard palnfsedation

scales Is recommunended. Drug efmination may be delayed in

t

Continuous Intravanous Infusion
For sedafion in critical care seliings.

palionts recedving erylivomydn andior other PA5) 3M -
enzyme inhibllors (see PRECAUTIONS: Drug interactions)
and m patients vith fver dysfunclion, low cardiac output
(especla!y mose leqmmg m:mpk wppm), and In

may be ob d in patiants who are
mfm!yl! mrwjaﬂyﬁme rece)mgopwﬂsand.’mmn
midazolam s rapidly adminis

Mmmﬂialingmnkmlonw%hm’azdamn
hemodynanically compiomised patients, the usual loading
dose of midazolem should be fwated In small Increments
and the patient monilored for hemodynamic fstablily (eg,
hypotens&on) Tbesepaﬁmkma&mmﬂn&rah!shﬂw

effects of e requle
carerﬁm mumtumg of respiralory rite and oxygen saluraton,

Usual Nevnatel Dose

Baged on pharmacokwm paemelers and reported cinkal
experience In prelenn and term neomles WHOSE
TRACHEA WAS INTUBATED, oonfintous intravenous
infusions of midazolam shaidd be inidated et a rate of 0.03
mg/kpr (0.5 moghkaimln) In neonates <32 weaks and 0.08
mgikg/w (1 meghg/ming In neonates >32  weeks.
Intravenous Joading doses should not be wsed in neonates,
rather the infusion may be run more rapidly e the first
several howe lo esteblish terapeutc plasma levels. Tha
rale of infusion should be carefuly and frequenty
Teaseessed, after the first 24 hours 0 &5 b

* administer the kwest possible sffective dose and reduce e

potential for dreg sccumutation. This is particittarly important
because of e polential for adverss eflscls refaled bo
metahofism of the banzyl elcohol {see WARNINGS: Usage
i Proterm Infants and Heonates), Hypolemsion may be
Dbsewedmpaﬁentswbosveuimﬁyﬁandm;meexmapd
letm infants, periicularly those receiving fentanyl “andlor

vhen midazolam Is edministered rapidy. Due b an
increased risk of apnea, extrema caufion I8 advised vhen
sedaﬂ:rﬂpveﬂexmnndbmwpmmnpammnm
is not inhubated.

Nota: Parentsral drug products should be nspected vistally for matter and discok ptiufh dministz
whenever solution and container penmit -

HOW SUPPLIED
Pathage for Midazolam Hydrochioride Injection containing midazolam hydsochioride equivalent o 5 myg
midazolam/ml:

1 ik vials - unit pack of 10
2 b vials — unit pack of 10
5 mi vials - unlt pack of 10
10 ml vials — unit pack of 10

Package tons for Midazolam Hydrochk
midazolamiml:

2 mi. vials - unit pack of 10
§  mi vials-- unit pack of 10
10 mL visls ~ unit pack of 18

de oction conlaining midazelam hydrocrk N

o 1my

Case packs confaining 20 unit packs are also available for each vial ske.
Store at controlled foom lemperatite 15 o 30°C (69-86°F). [sue USP]

Migby: " Migfor

Novex Phiamma Apatex Corp,
Richmond R, Ontario Weston, FL. 33326
Cenada L4C 5H2 - '
Revized: August 2000
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ECMO (Extracorporeal Membrane Oxygenation)
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EERL : T R=Ymr
Ak - AE | REIZBW T, RKEMRFET 7 I — AAN) . /NNEmRES
Z(CNS)DHA FFZ A4 TT Vv K=Y (predonisone)
0. 75mg/kg/ B AR, FEHEM, R & ORWERH BRI
0. 30mg/ke/ B ~HET 2 H# AR ST D,
REZBWTHEHERAB 2 R BB EL LT
L K=y 1 (predonisolon) 0.75mg/kg/ HEENHELEX
TWa,
AFTHE., v F=Y oy 0. 6ng/kg DR EEDS ST
L. FOBTHEDTHY . RITERD D720,
SREE | AN SFR TR E 255, bR T TORBRITIFFIC
BIp,
Z DA,
Bl 1o | 2) ERCE—A255 5 & ORE SR OEEL LS 525, /)
E=2pit) W (D WITRE OFEE) OMERES (LT THENS
EVND ) BEVWHD,
(7) INR (DD WDREEDOF ) OMOBEIRITH D
(AEXLZEMOFMEAH ORBEINTWVD)
(1) B A PR B EE T b BB A3 720,
2. Bk | KRG | BKTIHIBFRED—2& LTHENTH S,
T O A | EH kO | KETECREMEET 77 1 —AAN) , /NIRRT (ONS) T
L | REHH %t Duchenne WHH A b7 4 —HE~DTS LV FV
(predonisone) EHA K74 bIER ST D,
R4 ORAPRED (— fi¥ 44 : predonisolone sodium phosphate oral
solution) 72 &
B 1% 4> ¥ | Biomarin 72 &
£
T - Bk

e - hR

Duchenne S X b7 4 —BE BT A EREN. 11
M, EEHEE R AR O#E,
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EERL : T RF=Yny
Ak RE | KEBWRET 17 I — AAN)  /NERFESCNS) DH A KT
AT, PV K=Y (predonisone) & LT 0. 75mg/kg/
B AR, BIFE A HERIFIZIL 0. 30mg/ke/ B ~ET 5 et o3
BINTWD,
HE T L F=Y o (predonisolone) & L T
0. 76mg/kg/ B &5 M HELE,
ARFER | —REC 6L
Z DA, KEFRET BT I — (AAN) | /NEFRFES (CONS) DT A K5
A TEHEEaVFaf FELLTTV =YY
(predonisone) 2SE#EINTWBD, EETIE L F=yn
> (predonisolone) T 5,
3. A (7)
& | OoF LM
4 T B IZonT
7: e (7) | Duchenne B!#H R bz 7 ¢ — (DMD) R\t D E = v
eow Q@OFYME | FaA FREICLDIEFCBE LTI E TITH
T .
IZoN T 30 DHERDH D,

FTHUUTD b fRITEFAR L L. £EEA " EEmEL

FRLTRY, MARTZET A THEEEZLND,

(1) Mendell Jr et al.N.Engl J Med 1989;320:1592-1597

(2) Griggs RC et al. Arch Neurol 1991:;48:383-388

(3) Angelini C et al. Muscle Nerve 1994;17:386-391

(4) Backman E et al. Neuromusc Disord 1995;5:233-241

(5) Rahman MM et al. Bangladesh Med Res Couns Bull
2001;27:38-42
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1% (1) Neurology. 2005 Jan 11:64 (1) 113-20. |[Z#B#E, X217~ Moxley RT
3D (Practice parameter: corticosteroid treatment of Duchenne
dystrophy: report of the Quality Standards Subcommittee of the
American Academy of Neurology and the Practice Committee of the Child
Neurology Societ) {ZAMNE L 7 KERET U7 X — (AAN) | /NEMREF S
(CNS) DAA KT A DR & 72> TV D, Z OWEIL 1966 FH>H 2004
FETODIM EFEFEaNT a4 FIBRICET D 26 OHiE 2, 165, &
BEHM L 7L F=Y > (predonison) DFEEIZL D WL DD 7 —
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bz, fEfmée LT 0. 75mg/ke/ BiRG5 0 & bRIERA 372 < ShREG 7265
RrFEonsixsEE LTHRIN,
F 7= (2) Cochrane Database Syst Rev. |Z 2004 SE|Z T X .. LIE L AkE:
LTHESINTWAD Manzur AY 2 L5 L ¥ =— (Glucocorticoid
corticosteroids for Duchenne muscular dystrophy) (ZEBWTH REFEIC
Cochran Neuromuscular disease group register & 1966 &ELLH DG D
s b+ 2R » H 0 | R oEFSRR 21T > T S5 2 fl
MU, FHlEIT> T2, FMINAEIL6 » A 2FERNOF . EikEe
WEDiThhiz, ()RR, FEZZ2 b T, HHaLFaA R
(Predonisolone, predonisone, deflazacort) BEHEEEICHIENR D B
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