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Lorazepam Injection, USP, a benzodiazepine with antianxiety and sedative effects. 1s intended ot the intramuscuiar orintravenous routes
of administeation, It has the chemical formula (:;»7-Cnloro»5-(a-cnloropnenyl)<l.3-omydrn«3-hydroxy-2ﬁ-1 4-benzodnazepm»2»one
andthe CAS No. is (846-49-1). The structural formuia is
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CisHioClL0, : S IATTINORERERY i
Lorazepam is a nearty white powder aimost insoluble in water. Each mL of, ife iny qktmn “larg LGPy,

polyethylene Qlycol 400 0.18 ml and benzyl alcohof 0.02mL in propylene
CLINICAL PHARMACOLOGY
L

0razepam interacts with the Y-aminobutync acig (GASA)-benzodiazeplne receptor complex, which 1 widespread i the brain of humans
as well as other species This interaction 1S presumed to be responsible for lorazepam's mechanism of aclion Lorazepam exibits rela-
tively high and specific atfinily for its recognition site but goes not dispiace GABA Attachment to the Specilic binding site enhances the
affinity of GABA for its receptor site on the same feceptor complex. The pharmacodynamic consequences of benzodiazepine agomist
aclions include antianxiely effects ang sedation. The Intensity of action (s directly related to the degree of benzodiazeping receplor occyr-
pancy.
EFFECTS IN PRE-DPERATIVE PATIENTS
Intravencus or intramuscular admin; ion of the r dose of 2 mg to 4 mq of Lorazepam Ingection to adyit pahents s fol-
fowed by dose-related effects of sedation (sleepiness or drowsiness), relief of Predperative anxiely and lack of recalt of events related to
the day of surgery in the majority of patients The clinicat sedation (sleepiness Of drowsiness) thys ftoled is such that the majority of
patients are able to fespond to simple instructions whether they give the appearance of being awake or asleep. The lack of recall rs rela-
tive rather than absolute, as determined under conditions of carefyi patient questioning and testing. using orops designed to enhance
recall. The majority of patients ynger these reinforced conditions had difficulty recalling perioperative events or recognizing props from
before surgery. The lack of recal and recognition was oplimum within 2 hoyrs following Intramuscular administration and 15 to 20 min-
utes after Intravenous injection,
The intended eflects of the recy adult dose of | pam Injection usually tast 6 to 8 hours. In fare nstances and where pahents
received greater than the recommended dose, EXCESSive sleepiness ang prolonged lack of recall were noted As with other benzod:-

. and enh,; ¥ 10 CNS-depressant effects of ethyl alconol and other drugs were noted n isolated and

fare cases for greater than 24 hours
PHYSIOLOGIC EFFECTS (N HEALTHY ADULTS

Studies in heaithy aduit volunteers reveal that intravenous lorazepam in doses up lo 3.5 mg/70 kg does not alter Sensitivity to the res-
piratory stimulating efect of carbon dioxide and does not enhance the 'espiratory depressant effects of doses of meperidine up to
100 mg/70 kg (also determined by carbon dioxide challenge) as long as patients remarn sufficiently awake to undergo testing Upper air-
way abstruction has been observed in rare instances where the patient recewved greater than the recommended dose and was excessivety
sleepy and difficyly to arouse. (See WARNINGS and ADVERSE REACTIONS )

Clinicalty employed doses of Lorazepam Injection do not greatly affect the circulatory system in the Suping position oy employing a 70-
degree liit test. Doges of to 10 mg of intravenous lorazepam (2 to 21/2 times the maximum recommendeq dasage) will produce foss
ol fid reflexes within 15 minutes

keep a moving line centered) was Mmpaired for a mean of eight {8) hours following administration of 4 mg of mtcamuscutar lorazepam
and four (4) hours following administration of 2 Mg itramuscularty with considerable subject variation. Similar Indings were noleq with
pentobarbital, 150 ang 75mg Although this sludy showed that both lorazepam ang pentobarbital interfereq with eye-hand coordination
the data are insutficient to predict when it would be safe to operate a motor vehicle Or engage in a hazardoys occupation or sport
PHARMACOKINETICS AND METABOLISM

Absorption
Intravenous

A 4-mg dose provides an mitia( cancentration of approximately 70 ag/mL

Intramyscular

Following intramuscular adj ation, | D, Y and rapidly absorbed reaching peak concentratrons within 3 hours A 4-

IS Compl
mg dose provides a Cmax of approximately 48 ng/mlL Following administration of 1.5-5.0 mq of lorazepam IM. the amount of lorazepam
delivered to the circulation is Proportionat to the dose administered.
Dlslrlhuﬂon/Malaholism/ﬂlmlnatlnn -
Al clinically refevant concentrations, lorazepam is 91£2% bound to plasma proterns, ts volume of distribution IS approximately 1.3 Likg
Unbound lorazepam penetrales the blood/brain barrier Ireely by passive diffuston, a fact confirmed by CSF sampling Fallowing paren-
teral administration, the terminat halt-life and total Clearance averaged 1425 hours angd 1.1:0.4 mL/mmnskg, respechively
L Pam is extensively 9 to the 3-0-phenolic glucuronide in the hver and 1s known 1o undergo enterohepatic recirculation
Lorazeparn-ulucummde 1S an inactive melabolite and is eliminated mainly by the kidneys
Following a single 2-mg oral dose of Y4C-lorazepam to 8 healthy subjects, 88+4% of the admunistered dose was recovered in unne and
712% was recovered in feces. The percent of administered dose recovered in urine as Iorazepam»glucuromde was 74:4% Only 0. 3% of
the dose was recovered as unch; i - and the o tha radinactity reoresented minor metaboliles




SPECIAL POPULATIONS

Eftect of Ags

PEDIATRICS

Neonates (Birth to 1 month)

Following a single 0.05 mg/kg (n=4) or 0.1 mg/kg (n=6) intravencus dose of forazepam. mean total clearance normalized to body
weight was reduced by 80% compared lo normal aduls. terminal hali-life was prolonged 3-fold, and volume of distnbution was

by 40% in with asphi Um camp to aormal adulls All neonales were of >37 weeks of gestational age
infants {1 month up to 2 yearsj
There is no inl on the p profile of lorazepam in infants in the age range of 1 month to 2 years

Children (2 years to 12 years)

Total (bound and unbound) lorazepam had a 50% higher mean volume of distribution (normalzed lo body-weight) and a 30% tonger
mean half-life in children wilh acute lymp y in pl remission (2-12 years. n=37) compared to norma! adutts (n=10)
Unbound lorazepam clearance normalized to body-weight was comparable in children and adulls

Adolescents (12 years to 18 years)

Total {bound and unbound) lorazepam had a 50% higher mean volume of distribution (normalized fo body-weight) and a mean hall-hfe
thal was two-fold greater in adolescents with acute lymphocytic (eukemia in comptete remission {12-18 years, n=13) compared to nor-
mal adults (n=10). Unbound lorazepam clearance normalized to body-weight was comparable in adolescents and adults

ELDERLY

Following single intravenous doses of 1.5-3 mg of Lorazepam (njection, mean total body clearance of lorazepam decreased by 20% in
15 elderly subjects of 60-84 years of age compared to that in 15 younger subjects of 19-38 years of age. Consequently, no dosage adjust-
ment appears 10 be necessary in elderly subjects based solely on their age

Ettect of Gendsr

Gender has no effect on the pharmacokinetics of lorazepam

Effect of Race

Young Americans (n=15) and Japanese subjects (n=7) had very comparable mean total clearance value of 1.0 mL/mmn/kg However,
elderly Japanese subjects had a 20% lower mean fofal clearance than elderty Amencans. 0.59 mL/minjkg versus 0.77 mifmin/kg,
respectively.

Patients with Renal Insufficiency

Because the kidney is the primary route of elimination of lorazepam-glucuromde, renal impairment would be expecled to compromise its
clearance. This should have no direct effect on the glucuronidation (and inactivation) of lorazepam There rs a posstbility that the entero-
hepatic ion of | gl ide Jeads to a reduced efficiency of Ihe net clearance of lorazepam (n this poputation

Six normal subiects, six patients with renal impairment (Clcr of 22+9 mL/min). and four patients on chronic maintenance hemodaalysis
were given single 1.5 to 3.0 mg intravenous doses of lorazepam. Mean volume of distribution and terminat hall-fife values of torazepam
were 40% and 25% higher, respectively, in renally impaired patients than i normat subjects Both parameters were 75% higher in
patients undergoing hemodialysis than in normal subjects. Overall, though, in this group of subjects the mean total clearance of
lorazepam did not change. About 8% of the administered intravenous dose was removed as intact lorazepam duning the 6-hour dialysis
session

The kinetics of lorazepam-gl ide were markediy affected by renal dyslunction The mean lerminal half-ife was prolonged by 55%
and 125% in renally impaired patients and patients under hemodialysis, respectively, as compared to normal subjects. The mean meta-
bolic clearance decreased by 75% and 90% in renally impaired patients and patients under hemodialysis. respectively. as compared to
normal subjects. About 40% of the administered lorazepam intravenous dose was removed as glucuronide conjugate duning the 6-hour
dialysis session

Hepatic Disease

Because cytochrome oxidation is nof invalved with the metaboism of lorazepam, liver disease would not be expected to have an effect
on metabolic clearance. This prediction is supported by the observation that following a single 2 mq ntravenaus dose of lorazepam, cir-
rhotic male patients (n=13) and normal male subjecis (n=11} exhibited no substantive difference in their ability Lo clear lorazepam
Etfect of Smoking

Administration of a single 2 mg intravenous dose of lorazepam showed that there was no ditference in any of the pharmacokinetic para-
melers of lorazepam between cigarette smokers (n=10, mean=31 cigarettes per day) and nonsmoking subjects {n=10) who were
maiched for age, weighl, and gender

INDICATIONS AND USAGE

PREANESTHETIC

Lorazepam Injection is indicated in adult patients for preanesthetic medication, producing sedation (sleepiness or drowsiness), relief of
anxiety and a decreased ability to recall events related to the day of surgery Il is most useful in those patients who are anxigus about
their surgical procedure and who would prefer ta have diminished recall of Ihe events of the day of surgery {see PRECAUTIONS-
Information for Patients)

CONTRAINDICATIONS

L | is contr. I patients with a known sensitivity to benzodiazepines of its vehicle (potyethylene glycot. propy-
lene glycol and benzyl alcohol) and in patients with acute narrow-angle glaucoma The use of Lorazepam Injection inlra-arterially is con-
traindicated because, as with other injectable benzodiazepines, such use may produce arteriospasm resulling in gangrene which may
require amputation (see WARNINGS)

WARNINGS

PREANESTHETIC USE

PARTIAL AIRWAY OBSTRUCTION MAY OCCUR I HEAVILY SEDATED PATIENTS. INTRAVENQUS LORAZEPAM. WHEN GIVEN ALONE
IN GREATER THAN THE RECOMMENDED DOSE OR AT THE RECOMMENDED DOSE AND ACCOMPANIED BY OTHER DRUGS USED DUR-
ING THE ADMINISTRATION OF ANESTHESIA, MAY PRODUCE HEAVY SEDATION: THEREFORE. EQUIPMENT NECESSARY TO MAINTAIN
A PATENT AIRWAY AND TO SUPPORT RESPIRATION/VENTILATION SHOULD BE AVAILABLE

As is true of simular CNS-acting drugs. patients receving injectable lorazepam should not operate machinery or engage in hazardous
occupations or drave a motor vehicle for a period of 24 to 48 hours. Impairment o performance may persist for greater ntervals because
of extremes of age. concomitant use of other drugs, stress of surgery or the general condition of the patient

Chinical trals have shown that patients over the age of 50 years may have a more prolound and prolonged sedation with intravenous
lorazepam. Ordwnarily. an initial dose of 2 mg may be adequate unless a greater degree of lack of recall is desired

As with all central-nervous-system-depressant drugs. care should be exercised in patients given injectable lorazepam as premalure amby-
lation may resull in injury from falling

There is no added beneficial effect from the addttion of scopolamine to injectable lorazepam, and their combined effect may result m an
wncreased incidence of sedation. hallucination and irrational behavior

GENERAL (ALL USES)

PRIOR TO INTRAVENOUS USE, LORAZEPAM INJECTION MUST BE DILUTED WITH AN EQUAL AMOUNT OF COMPATIBLE DILUENT (SEE
DOSAGE AND ADMINISTRATION). INTRAVENOUS INJECTION SHOULD BE MADE SLOWLY AND WITH REPEATED ASPIRATION CARE
SHOULD BE TAKEN TO DETERMINE THAT ANY INJECTION WILL NOT BE INTRA-ARTERIAL AND THAT PERIVASCULAR EXTRAVASA-
TION WILL NOT TAKE PLACE

Since lhe fiver 1S Ihe most likely site of conjugation of lorazepam and since excretion of conjugated lorazepam (glucuromide) 1s a renal
function. this drug is not recommended for use in patients with hepalic and/or renal failure This does nol preclude use of the drug
patients with mild-to-moderale hepalic or renal disease (see DOSAGE AND ADMINISTRATION;]

PREGNANCY

LORAZEPAM MAY CAUSE FETAL DAMAGE WHEN ADMINISTERED TO PREGNANT WOMEN Ordinanly, Lorazepam Injectian should not
be used during pregnancy except in sefious or life-thfeatening conditions where sater drugs cannot be used or are ineffective

An increased risk of congenital malformations associated with the use of mior tranquilizers (chlordiazepoxide. diazepam and meproba-
mate) during the tirst trimester of pregnancy has been suggested in several studies. in humans, blood levels oblained from umbilical cord
blood indicate placental transfer of lorazepam and lorazepam glucuronide

There are insufficient data regarding obstetrical safely of parenteral lorazepam. including use n cesarean section Such use therefore, is
nol cecommended

Reproductive studies in animals were performed in mice, rats and two strains of rabbits Occasional anomakes (reduction of larsals, hbra,
metatarsals, malrotated mbs, gastroschisis, maltormed skulf and microphthalmia) were seen in drug-trealed rabbits without relation-"
ship to dosage Allhough all of these anomaiies were not present in the concurent control group. they have been reported to occur ran-
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domly in historical controls. At doses of 40 mg/kg orally or 4 mg/kg mravenously and higher, there was evidence of fetal resorption and
ncreased fetal loss in rabbits which was not seen af lower doses

ENDOSCOPIC PROCEDURES

There are insufficient dala to support 1he use of { Injechion for outpatient endoscopic procedures Inpatient endoscopic proce-
dures require adequate recovery room observations.

Pharyngeal reflexes are not p when Lc Inj is used for peroral end pic pr . therefore, ad topical

or regional h is rece to reflex activity assocated with such procedures

PRECAUTIONS

GENERAL

The additive central-nervous-system effects of other drugs, such as ph ines, narcotic bar 3 ,
and oxidase inhiditers, should be borne in mind when these other drugs are used concomitantly with or dur-

ing the period of recovery from Lorazepam Injection (see CLINICAL PHARMACOLOGY and WARNINGS})
Extreme care must be used in administering Lorazepam injection to eiderly patients, very ill patients and to patients with limited pui-
monary reserve because of the possibility that underventilation and/or hypoxic cardiac arrest may occur. Resuscitative equipment for
ventilatory support should be readity available {see WARNINGS and DOSAGE AND ADMINISTRATION).
When Lorazepam Injection is used IV as the premedicant prior ta regional or focal anesthesia, the possibility of excessive sleepiness or
drowsiness may interfere with patient c peration to d levels of th This is most likely to occur when greater than
0.05 mg/kg is given and when narcotic gesics are used ly with the dose (see ADVERSE REACTIONS)
INFORMATION FOR PATIENTS
As appropriate, the patient should be informed of the pharmacological effects of the drug. such as sedation, relief of anxiety and lack of
recall, and the duration of these effects {about 8 hours), so that they may adequately perceive the risks a5 well as the benefits to be derived
from its use.
Patients who receive Lorazepam injection as a p i should be cautioned that driving an or g h

hinery or ging in 3 b sport shouid be delayed for 24 to 48 hours fallowi g the injection. Sed N lizers and nar-
colic analgesics may produce a more prolonged and profound effect when administered along with injectable lorazepam. This eftect may
take the form of ive sleepi or d i and, on rare occasions, interere with recall and fecognition of events ot the day of
surgery and the day after.
Getting out of bed unassisted may result in falling and injury if undertaken within 8 hours of receiving Lorazepam Injection. Alcoholic bev-
erages should not be consumed for at least 24 1o 48 hours afler recewving lorazepam injectable due to the additive eflects on central-ner-

vous-system depression seen with by di in general. Eiderly patients shoutd be told that Lorazepam Injection may make them
very sleepy for a period longer than 6 to 8 hours following surgery.
LABORATORY TESTS

In clinicat trials, no lab Y test lities were id with either single or muttiple doses of Lorazepam Injection. These tests
included CBC, urinalysis, SGOT, SGPT, bifirubin, alkahine phosphatase, LDH, cholesteral, uric acid, BUN, glucose, calcium, phosphorus
and total proteins.

DAUG INTERACTIONS

Lorazepam Injection, like other inj b ines, prod depression of the central nervous system when administered with
ethyl alcohol, phenothiazines, barbi . MAG inhib and other antidepressants, When p is used with
inj 4 pam, an i incid of sedation, halls and behavior has been observed

Concurrent admini ion of any of the followi 9 drugs with § had no effect on the phar ics of | pam: metopr
lol, cimetidis itid isulti lo!, i and p f No change in Lorazepam Injection dosage is neces-

sary when concomitantly given with any of these drugs.
Lorazepam-Valproate Interaction

Concurrent ini of | pam (2 mg i ly) with valproate (250 mg twice daity orally for 3 days) to 6 healthy male sub-
fects resulted in decreased total clearance of lorazepam by 40% and decreased formation rate of lorazepam-glucuronide by 55%, as com-
pared with lorazepam administered alone. Accordingly, lorazepam plasma concentrations were about two-fold higher for at least 12 hours

post-dose adt ion during valp 1. dosage shouid be reduced to 50% of the normal adult dose when this
drug combination is prescribed in patients (see also DOSAGE AND ADMINISTRATION)

Lorazepam—Oral € ptive Steroids

C ini ion of | 2mgi y) with oral contraceptive steroids {norethindrone acetate, 1 mg, and ethiny! estradiol,

pam (.
§0 mg, for at teast 6 months} to healthy females (n=7) was associated with a 55% decrease in half-life, a 50% increase in the volume of

distribution, thereby resufting in an aimost 3.7-fold increase in total clearance of lorazepam as compared with control healthy females

pam-~F

Concurrent inistration of | 2mg y) with p (500 mg orally every 6 hours) to 9 tiealthy volunteers

resutted in a prolongation of lorazepam halt-iite by 130% and a decrease in its total clearance by 45%. No change in volume of distriby-

tion was noted during probenecid co i L pam Injection dosage needs to be reduced by 50% when coadministered with

prabenecid (see also DOSAGE AND ADMINISTRATION}.

DRUG/LABORATORY TEST INTERACTIONS

No laboratory test abnormalities were identified when lorazepam was given aione or concomitantly with another drug, such as narcotic
ics, inhalati ics, scop ine, atropine and a variety of tranquilizing agents.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY

No evid of i i i ged in rats and mice during an 1B-month study with oral lorazepam. No studies regarding

mutagenesis have been performed. The results of a preimplantation study in rats, in which the oral lorazepam dose was 20 mg/kg,

showed no impairment of fertility.

PREGNANCY

Teratogenic Ettacts: Pregnancy Category D. See WARNINGS.

LABOR AND DELIVERY

There are insufficient data to support the use of Lorazepam Injection during fabor and delivery, including cesarean section; therefore, its

use in this situation is not recommended

MURSING MOTHERS

Injectable lorazepam should not be administered to nursing mothers, because. like other benzodiazepines, the possibility exists that

lorazepam may be excreted in human milk and sedate the infant.

PEDIATRIC USE

Preanesthetic

There are insufficient data to suoeort the efficacy of in I asa aqent in palients jess than 18 vears of ace




AUVERSE REACTIONS

PREANESTHETIC

Central Nervous System

The most freguent adverse effects seen with inj i PAM are an extension of the central-nervous-system-depressam effects of

the drug. The incidence varied from one study to another, depending on the dosage, route of administration, use of other central-ner-

vous-system depressants and the investigator's opinion concerning the degree and duration of desired sedation. Excessive sieepiness

and drowsiness were the main side effects This interfered with patient cooperation in approximately 6% (25 1446} of patients undergo-

Ing regional anesthesia in that they were unabie to assess levels of anesthesia in regional blocks or with caudal anesthesia. Patients gver
OS5 Y >

50 years of age had a higher incidence of or di S when compared with those under 50 (217106 versus
24/245) when | pam was given int; sly (see DOSAGE AND ADMINISTRATJON) On rare occasions (3/1580), the patient was
unable to give personal identification in the operating room on arrival, and one patient fell when att, ing premature ambul, in the

postoperative period
Symptoms such as restlessness, contusion, depression, Crying, sobbing and delirium occurred in about 1, 3% (20/1580). One patient
mnjured himself by picking at his incision during the immediate Ppostoperative period.

Hallucinations were present in about 1% (14/1580) of patients and were visual and self-limiting

An occasional patient complained of dizziness, diplopia and/or blurred vision. Depressed hearing was infrequently reported during the
peak-effect period

Intramuscular injection of lorazepam has resulted in pain at the injection site, 2 sensation of burning, or observed redness in the same
area in a very variable incidence from one study to another. The overall incidence of pain and buming in patients was about 17%
(146/859) in the immediate postinjection period and about 1.4% (12/859) at the 24-hour observation time. Reactions at the fnjection site

(redness) occurred in approximately 2% (17/859) in the immediate postinjection period and were present 24 hours later in about 0. 8%
(7/859).

Intravenous administration of lorazepam resulted in painfut responses in 13/771 patients or approximately 1.6% in the immediate postin-
lection period, and 24 hours fater 4/771 patients o about 0. 5% stil complained of pain. Redness did not oceur i iately following
intravenous injection but Was noted in 19/771 patients at the 24-hour observation period. This incid is similar to that observed with
an intravenous infusion before lorazepam is given

Cardiovascular System

Hypertension (0.1%) and hypotension (0.1%) have occasionally been observed after patients have received injectable lorazepam
Respiratory System

Five patients (5/446) who underwent regional anesthesia were observed to have partial airway obstruction. This was believed dye to
excessive sleepiness at the time of the procedure and resulted in Y Y und i N di s to the airway, employ-
ing the usual countermeasures, will usually suffice to manage this condition (see alsa CLINICAL PHARMACOLOGY, WARNINGS and PRE-
CAUTIONS).

Other Adverse Experisnces

Skin rash, nausea ang vomiting have occasionatly been noted in patients who have received injectable {orazepam combined with other
drugs during anesthesia and surgery.

DRUG ABUSE AND DEPENDENCE

As with other benzodiazepines, Lorazepam tnjection has a low patential for abuse and may lead to limited dependence Although there
dre no clinical data available for Injectable lorazepam in this respect, physicians should be aware that repeated doses over a prolenged
period of time may result in limited physical and psychotogical dependence

OVERDOSAGE

Qverdosage of benzodi pines is usually if by varying degrees of central-nervous-system depression, ranging from drowsi-
fess to coma. In mild cases, symptoms inciude drowsiness, mental confusion and lethargy In mare Serious examples, symptoms may
Include ataxia, hypotonia, hypotension, hypnosis, stages ane (1) to three (3) coma and, very rarely, death.

Teeatment of overdosage is mainly supportive until the drug is eliminated from the body. Vital signs and fluig balance should be careful-
ly monitored. An adequate airway should be maintained and assisted ‘espiration used as needed. With normally functioning kidneys,
forced diuresis with intravenous fluids and electrolytes may ! i of b diazepines from the body In addition, osmot-
ic diuretics, such as mannitol, may be effective as adjunctive measures. In more critical situations, renal dialysts angd exchange blood
Iranstusions may be indicated

The benzodiazepine antagonist flumazenil may be used in hospitalized patients as an adjunct to, not as a substitute for, proper manage-
ment of benzodiazepine overdose The prescriber shoulg be aware of 7 risk of seizure in association with flumazenit treatment, par-
ticularly in long-term tenzodiazepine users and in cyclic antidepressant overdose. The compfete flumazenit package insert including
CONTRAINDICATIONS. WARNINGS and PRECAUTIONS shoud be consulted prior to yse

DOSAGE AND ADMINISTRATION

PREANESTHETIC

Intramuscular Injection

For the designated (ndications as a p . the usual rec; dose of orazepam tor mnlramuscular injection is 0.05 mg/kg
up 10 a maximum of 4 mq. As with all premedicant drugs, the dose should be indvidualized (see also CLINICAL PHARMACOLOGY,
WARNINGS, PRECAUTIONS and ADVERSE REACTIONS). Doses of other central-nervous-system-depressant drugs should te ordinarily
reduced (see PRECAUTIONS!. For optimum effect, measured as jack of recall, intramuscular lorazepam should be administered at least
2 hours before the anticipated operative procedure. Narcotic Igesics should be ad at their usval preoperaltive time. There
are insutficient dala to support efficacy to make dosage recommendations for intramuscular torazepam in patients lesg than 18 years of
age, therefore, such use is not recommended

Intravenous Injection

For the primary purpose of sedation and relief of anxiety, the usual recommended initial dose of lorazepam for inlravenous injection is
2 mg total, or 0.02 mg/Ib (0.044 mg/kg), whichever is smaller. This dose wili sutfice for sedating most adult patients and should not
ordinarily be exceeded in patients over 50 years of age. In those patients in whom a grealer likelihcod of lack of recall for perioperative
evenls would be beneficial, larger doses as high as 0.05 mg/kg up 1o a tolal of 4 mg may be administered {see CLINICAL PHARMA-
COLOGY, WARNINGS., PRECAUTIONS and ADVERSE REACTIONS). Doses of other injectable cenlral-nervous-syslem-depressanl drugs
should ordinarily be reduced (see PRECAUTIONS). For oplimum effect, measured as lack of recall, intravenous lorazepam should be
administered 15 to 20 minutes before the anticipated operative procedure

EQUIPMENT NECESSARY TO MAINTAIN A PATENT AIRWAY SHOULD BE IMMEDIATELY AVAILABLE PRIOR T0Q INTRAVENOUS ADMIN-
ISTRATION OF LORAZEPAM (see WARNINGS)

There are insufficient data to support efficacy or make dosage rec for int I Pam in patients less than 18 years
of age: therefore, such use is not recommended.
ADMINISTRATION

Lorazepam Injection, USP 2 mg/mL and 4 mg/mL is available in the DOSETTE® Sterile Cartridge-Needle Ur}it

The DOSETTE® Sterile Cartridge-Needie Unit is suitable for substances to be administered intravenously or intramuscularly

When given intr: sarly, L pam faj , undiluted, shouid be injected deep in the muscle mass.

Injectable forazepam can be used with atropine sulfate, narcotic analgesics. other parenterally used analgesics, commonly used anes-

thetics and muscle relaxants

r y prior to ous use, | pam Injection must be diluted with an equal volume of compatible solution When properly

diluted, the drug may be injected directly into a vein or into the tubing of an existing intravenous infusion The rate of injection should not

exceed 2 mg per minule

Lorazepam Injection is compatible for dilution purposes with the tollGwing solutions : Sterile Water for Injection, USP; Sodium Chioride

Injection, USP; 5% Dextrose Injection, USP.

DIRECTIONS FOR DILUTION FOR Jv USE

To dtlute, adhere to the following procedure :

1. Extrude the entire amount of arin the halt-fitled cartrigge.

2. Slowly asprrate the desired volume of diluent

3. Pull back shghilly on the plunger to provide additional mixing space.

4. Immedialely mix contents thoreughly by gently inverting the Cartridge repeatediy untif a homogenous solution resuits. Do not shake
vigorousty as this will result in air entrapment.

Parenteral drug p shouid be ¢ visually for i matter and di: ion prior to administration, whenever
solution and container permit. Do not use if solution is di or contains a precipitate.
HOW SUPPLIED

Lorazepam injection, USP — 2 mg/mL
1L il (2 mg/mL)in 2.5 mL DOSETTE® Sterile Cartridge-Needte Unit (22 gauge, 1 1/4 inch needie)
packaged in 10s (NDC 0641-3291-03)
Lorazepam Injection, USP — 4 mg/mlL
1 mL fll (4 mg/mL) n 2.5 mL DOSETTE® Sterile Cartridge-Needie Unit (22 gauge, 1 1/4 1nch needle}
packaged in 105 (IVDCOGGI-3294-O3i
STORAGE
Store retrngerated at 2°- go (36°-46°F). Protect from light: Keep covered in carton untii ime of use
Manufactured by ELKINS-SINN Cherry Hilf, NJ 08003-4099 J-32918 Revised February 1998
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&SI LEDERLE

LORAZEPAM INJECTION, USP, 2 mg/mL and 4 mg/mL
DOSETTE® Sterile Cartridge - Needle Units

ANDA #74-496
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NDC 0641- 3294- 03
6505-01-156-2161 o

10 DOSETTE® CARTRIDGES
STERILE CARTRIDGE-NEEDLE UNITS

22 gauge

1% inch needle
1 mL fiit in

2.5 mL cartridge

INJECTION, USP

4 mg/mL

FOR IM usE
FOR |V USE SEE DIRECTIONS

Must Dilute Before IV Use

PROTECT FROM LIGHT
REFRIGERATE

Product Code: 3294-03
B-33294a B only

u ELKINS-SINN
l Cherry Hill. NJ 08003
A dnasron of A H Robins Co

TR



Store refrigerated at 2°-8°C (36°-46°F).
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DIRECTIONS FOR USING THE DOSETTE® STERILE
CARTRIDGE UNIT IN THE TUBEX® BRAND INJECTOR
The TUBEX® injector Is reusable and should not be discarded.

Punger Rod
\ Plnger
/
DO
\ ES! DOSETTE®
Stenie Cartnoge Umit

To load an ESI DOSETTE®
Sterile Cartridge Unit into
the TUBEX® Injector:  Cuost

1. Turn the ribbed collar to
the "OPEN" pasition until it
stops

Funtred Collar

OPEN

2. Hold the injector with
the open ¢nd up and fulty
insert the DOSETTE®

l \ Sterile Cartridge Unit.

Firmly tighten the ribbed
collar in the direction of
the "CLOSE"

TOW.

CLOSE

3. Thread the piunger rod
into the plunger of the
DOSETTE® Sterile
Cartridge Unit until slight
resistance is feit.

0l

]

4. Engage the needie-cap
assembly by pulling the cap
down over the silver cartridge
hub. The needie is tully
angaged when the sliiver hud
is completely covesed.

The injector is now ready for
use In the usual manner.

70 ADMINISTER: Mathod of administre-
tion Is the same as with conventional
syringe. Remove nssdie cover by grasp-
ing it sacurely; twist and pull Introduce
needie into patient, aspirate by puling
back slightly on ths plunger, and inject.

To remove the smply
DOSETTE® Cartridge Unit
and disposs into a vertical
disposs] container:

1. Do not recap. Disengage
the plunger rod.

2. Hold the injector, point pointing
down, over 3 vertical disposal
container and loosen the ribbed coliar.
The DOSETTE® Cartridge Unit wil
drop into the container

OPEN

%

3. Discard the cover.

To remove the empty DOSETTE®
Cariridge Unit and dispose lato 8
horizontal (malibox) disposal
container:

1. Do not recap. Disangage the
plunger rod.

2. Opan the horizontal (mailbox)
disposal container. Insert the
DOSETTE® Cartridge Unit, point
pointing down, hattway Into the
container, Close the container lid on
the cartridge. Loosen the ribbsd collar.
The DOSETTE® Cartridge Unit

will drop into

the container.

3. Discard the
cover.

The TUBEX®
Injector is
rensable smd
should not be
dlscarded.

Ussd DOSETTE® Cartridge

Units should not be empioyed for successive

inlsctions o as multipie-goss contalnars. They ara intended to be usad only once
and discarded. NOTE: Any graduated markings on DOSETTE® Sterile Cartridge

Units are 1o be used only as 8 guide in mixing, withdrawing or

maasured doses.
Wyath-Ayerst doss not recommend

ES1 DOSETTE® Cartridge Units

administaring

and will not accept responalaliity for the
usa 8 any toriridge unil of naediel

In the T

stom other thea TUREX® or

¥!
UBEX® Injector. The ESI DOSETTE®

cartridge hoider has baen discontinued. For instructions on [ts use, contact;

Madical Attalrs, Wyeth-Ayerst Laboratories.

P. 0. Box 8289, Phila, PA 19101
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LORAZEPAM INJECTION, USP, 2 mg/mL and 4 mg/mL
DOSETTE® Sterile Cartridge - Needle Units

ANDA #74-496
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NDC 0641- 3291- 03
6505-01-178-9760

10 DOSETTE® CARTRIDGES
STERILE CARTRIDGE-NEEDLE UNITS

22 gauge

1% inch needle
1 mL fill in

2.5 mL cartridge

LORAZEPAM

INJECTION, USP

2 mg/mL

FOR IM USE
FOR IV USE SEE DIRECTIONS
Must Dilute Before IV Use

PROTECT FROM LIGHT
REFRIGERATE

Product Code: 3291-03
B-33291a B only

u ELKINS-SINN
l Cherry Hill. NJ 08003
A gmwision of A H. Robins Co
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