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The summary sets forth the DEA's views concerning
the MLP regulation's effect concerning CRNAs.

July 1992 DEA proposed regulations
The U.S. federal Drug Enforcement Administration (DEA) published a final regulation on June 1,
1993, regarding registration of so-called mid-level
practitioners (MLPs). The regulation requires an
MLP who "dispenses" controlled substances to register with the DEA unless the MLP is exempt as an
agent or employee of a DEA registrant such as a
hospital or physician.
In a June 18, 1993, meeting with AANA representatives, the DEA assured the AANA that most
nurse anesthetists (CRNAs) would not have to register with the DEA as they would typically be considered agents or employees of DEA registrants.
On the other hand, CRNAs who practice in
the handful of states (e.g., New Hampshire) in
which CRNAs have authority to prescribe controlled substances must register with the DEA as
an MLP in order to exercise that authority.
A summary of the AANA's June 18, 1993, meeting with the DEA is on the following page. The
DEA has reviewed the summary and acknowledged
that it is an accurate description of our meeting.
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On July 29, 1992, the DEA proposed new regulations creating the classification of "Mid-Level
Practitioner (MLP)." An MLP was defined to mean
an individual practitioner "other than a physician,
dentist.., veterinarian, ...

or podiatrist, who is

licensed, registered, or otherwise permitted in the
United States or the jurisdiction in which he/she
practices, to dispense a controlled substance in the
course of professional practice."
The proposed MLP regulations applied to
more practitioners than just those who prescribe a
controlled substance. A mid-level practitioner is
one authorized to "dispense" controlled substances.
In the introduction that preceded the proposed
MLP regulation, the DEA stated that "dispense"
included either "prescribing" or "administering."
In a previous version of the DEA regulation, the
DEA had acknowledged that nurse anesthetists, in
their traditional areas of practice, did not typically
"prescribe" within the meaning of federal law.
However, nurse anesthetists administer controlled
substances every day.
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Summary of Drug Enforcement Administration Mid-level
Practitioner Regulations
On June 18, 1993, representatives of the American Association of Nurse Anesthetists (AANA) met
with the Drug Enforcement Administration (DEA) in
Washington, DC and were assured that most Certified
Registered Nurse Anesthetists (CRNAs) would be exempt from registration under the DEA's newly issued
regulations concerning mid-level practitioners
(MLPs).
On June 1, 1993, the DEA published regulations
in the Federal Register defining mid-level practitioners as "an individual practitioner ... , other than a
physician, dentist, veterinarian, or podiatrist, who is
licensed, registered, or otherwise permitted by the
United States or the jurisdiction in which he/she
practices, to dispense a controlled substance in the
course of professional practice."
The DEA is defining "dispense" to include
"administration," "prescribing" or both. Because almost every nurse anesthetist administers controlled
substances, nurse anesthetists, even those who have
no prescriptive authority, would be "mid-level practitioners" as that term is defined by the DEA. On the
basis of past meetings with the DEA, the AANA believed that most nurse anesthetists would be exempt
from registration because they were "agents" or
"employees" of DEA registrants. However, the AANA
was concerned about the status of CRNAs who are not
employees of physicians or hospitals but act as
"independent contractors," including those who
work as locum tenens or moonlight. On June 18, 1993,
AANA representatives met with the DEA in Washington, DC and were assured that most CRNAs would be
exempt from the registration requirement as "agents"
of DEA registrants even if their employment status
was best described as being "independent contractors."
At the meeting, the DEA explained that the
DEA's main responsibility in this area is to safeguard
against the diversion of controlled substances. The
DEA will treat CRNAs as "agents" of DEA registrants
if the CRNAs are subject to whatever controls and
procedures the particular DEA registrant has adopted
to guard against diversion of controlled substances.
Under existing DEA regulations, all DEA registrants
are obligated to adopt these controls and procedures.
The requirement can be found in 21 CFR 1301.71.
DEA will not require additional controls or procedures for CRNAs to be considered agents of DEA
registrants. Moreover, it will not be necessary for
CRNAs to actually have contracts or particular terms
in contracts to be considered agents and, therefore,
exempt.
DEA has provided the following three examples
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illustrating whether or not CRNAs would be entitled
to the exemption for employees and agents:
1. A CRNA is employed by a registrant, either a
practitioner or a hospital/clinic, and in the normal
course of employment, administers or dispenses controlled substances from the registrant's supplies. As
an employee of a registrant acting in the normal
course of employment, the CRNA would be exempt
from the registration requirement.
2. A CRNA, other than as an employee of a registrant, is allowed by a registrant to administer or
dispense controlled substances in the normal course
of practice from the registrant's supplies. The CRNA
is, for purposes of the regulations, an agent of the
registrant and is not subject to the registration
requirement.
3. A CRNA must individually obtain a personal
supply of controlled substances from which he or she
administers or dispenses. In this case, DEA registration is required because the individual is administering or dispensing controlled substances from personal
supplies rather than from the supplies of another
registrant.
The DEA stated that it did not intend to affect
CRNA practice settings and that it expected very few
CRNAs to have to register in order to continue practicing as they have been practicing. This interpretation is important because after July 1, 1993, practitioners who administer controlled substances (whether
or not they have prescriptive authority) must be DEAregistered unless they are exempt.
The new regulation also provides that the exemption for registration for employees or agents of
DEA registrants would not be available for employees and agents of mid-level practitioners. The DEA
confirmed that this regulation would not, for example, affect nurse anesthetists who write medication
orders for hospital- or physician-employed nurses to
administer. In these circumstances, the nurse administering the medication will continue to operate as
the agent or employee of the DEA-registered hospital
or physician not the CRNA. Thus, the adoption of
the new regulation should not affect the ability of
nurse anesthetists to continue to write orders for
drugs to be administered by other nurses.
This summary of the meeting of June 18, 1993,
has been reviewed by the representatives of the Drug
Enforcement Administration with whom the AANA
met, who have authorized the AANA to state that it
constitutes a correct summary of our meeting and of
the views of the staff of the Drug Enforcement
Administration.
July 1, 1993
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DEA regulations exempt from registration
those MLPs who administer and dispense (other
than by issuance of prescription) controlled substances as the agent or employee of another practitioner, other than an MLP, registered to dispense
controlled substances. If a CRNA were not covered
by this exemption, the CRNA seemingly would
have to register with the DEA even if the CRNA
merely administered controlled substances and did
not "prescribe."
The DEA included a paragraph in the introduction to the regulations that specifically addressed CRNAs:
"It should be noted that practitioners in institutionalsettings who issue ordersfor medicationsfor direct
administrationto a patient, such as nurse anesthetists in
the normal course of their practice, are not prescribing
within the meaning [of 21 CFR 1306.02(f)], 1 and would
be exempt from registration.In that context, DEA neither
requires nor encourages registrationfor MLPs acting as
agents of other registrants."
The DEA's comment was based in part on language that the AANA suggested for an earlier version of the DEA regulation which would have required practitioners who prescribed to register.
The thrust of the DEA's regulations changed so
radically, however, from registration based on prescribing to registration based on dispensing which
included administration that the AANA did not
believe that the comment adequately addressed the
position of CRNAs. The exemption for CRNAs
seemed to be based on "agency" rather than the
DEA's previous acknowledgment that CRNAs do
not prescribe within the meaning of federal law.
Consequently, on September 25, 1992, the
AANA submitted comments regarding the proposed DEA regulation. The AANA pointed out
that the DEA had never previously required registration of those who administered and suggested
that the DEA exempt from registration those practitioners who administer but do not prescribe
(within the meaning of CFR 1306.02(f)) controlled
substances. Alternatively, if the DEA was not willing to provide that those who merely administer
should be exempt, the AANA asked the DEA to
clarify its exemption for agents and employees.
The AANA pointed out that there were more than
2,400 CRNAs who identified themselves as independent contractors and who were not employees
of hospitals or physicians.
1. 21 CFR 1306.02(f) defines the term "prescription" as follows: "The
term 'prescription' means an order for medication which is dispensed
to or for an ultimate user but does not include an order for medication
which is dispensed for immediate administration to the ultimate use[r]
(e.g., an order to dispense a drug to a bed patient for immediate administration in a hospital is not a prescription)."
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In addition, the AANA objected to other provisions in the proposed regulation. The AANA felt
that the phrase "mid-level practitioner" implied
that these practitioners provided a different and
presumptively lesser level of care than practitioners who were previously entitled to DEA registration. The AANA objected to the DEA's proposed
requirement that MLPs who registered maintain
protocols, practice guidelines, agreements, and
other documents required by the state describing
the conditions and extent of authorization to
"dispense" controlled substances. Most states do not
require such documentation and practitioners
could have difficulty convincing a DEA inspector
that they had authority to engage in long-accepted
practices for which there might be little documentation available.
June 1993 DEA final regulation and AANA
meeting with the DEA
The DEA revised the MLP regulations that
were proposed July 29, 1992, and issued a final
regulation on June 1, 1993. While some of the
AANA's minor comments were accepted, the language of the draft regulations requiring registration of those who administer, not just those who
prescribe, remained unchanged.
Regarding the AANA's concern about the status of independent contractors, the introduction to
the regulations stated that:
"DEA cannot provide a general response regarding
circumstances involving the conditions of specific contracts. In cases other than those in which the contract
specifies the individual will act as an agent of the registrant, the exemption from the registration requirement
will depend upon the specific conditions under which
the individualwill handle controlledsubstances."
CRNAs who act as independent contractors
will rarely, if ever, have contracts that provide that
the CRNA is an agent of a DEA registrant. What
circumstances was the DEA looking for to find that
CRNAs who are independent contractors were exempt from registration? The AANA requested a
meeting with the DEA to find out; the results are
described in the summary of the meeting in this
article.
After reviewing the DEA's interpretation of its
final MLP regulation, some might ask how an independent contractor can be an agent and therefore exempt from DEA registration for purposes of
controlled substances utilization and yet still be an
independent contractor for purposes of employment or negligence actions.
The answer is that a CRNA can be an "agent"
for some purposes without being an "agent" for all
purposes. As the summary of the AANA's meeting
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with the DEA indicates, if a CRNA who is otherwise an independent contractor is subject to whatever controls and procedures a DEA registrant2 has
adopted to guard against theft and diversion of
controlled substances, the CRNA will be deemed
an "agent" of the DEA registrant, avoiding the
need to register as an MLP. However, just because
the CRNA is subject to controls and procedures
against theft of controlled substances and is
deemed an "agent" by the DEA does not mean that
the CRNA must be regarded as subject to the registrant's control concerning the administrationof controlled substances for purposes of negligence law.
In most states, a person is liable for the negligence of another only if the person controlled the
procedure that gave rise to the negligence. A hospital may require that anyone withdrawing drugs
from the hospital pharmacy must follow certain
procedures for signing out controlled substances,
accounting for use, returning unused portions, and
other matters relating to drug use. The hospital
does not, however, have to control the manner in
which a CRNA who is an independent contractor
selects controlled substances, determines dosages,
and physically administers them. Thus, the CRNA
would be deemed an "agent" of a hospital for purposes of obtaining controlled substances but might
not be the "agent" of the hospital in the area of
malpractice liability.
At its June meeting with the AANA, the DEA
was clear that very few CRNAs would have to register as MLPs. The AANA intends to continue its
dialogue with the DEA to assure that the DEA's
activities do not affect legitimate and well-accepted
healthcare practices or unfairly restrict CRNA
activities.
Complying with the DEA's new MLP regulation
Section 1301.24(b) of the DEA's regulations
provides an exemption for:
'[A]n individual practitioner.., who as an agent
or employee of another practitioner(other than a midlevel practitioner) registered to dispense controlled substances may, when acting in the usual course of his/her
employment, administer and dispense (other than by
issuance of prescription) controlled substances i[ and to
the extent that such individualpractitioneris authorized
or permitted to do so by the jurisdiction in which he/she
practices, under the registrationof the employer orprincipalpractitionerin lieu of being registeredhim/herself
(For example, a staff physician employed by a hospital
2. A DEA registrant is not necessarily an individual. Hospitals and
ambulatory surgery centers, for example, are typically DEA registrants. A nurse anesthetist in a hospital, therefore, would typically be
acting as the hospital's agent regarding handling of controlled substances, rather than an individual physician.
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need not be registered. individually to administer and
dispense, other than by prescribing,controlledsubstances
within the hospital.)"
Consequently, if a CRNA does not prescribe,
and if the CRNA is an agent or employee of a DEA
registered practitioner (such as a hospital, an anesthesiologist or a surgeon) the CRNA does not have
to register with the DEA as an MLP.
What about a CRNA who is an independent
contractor and not an employee of a DEA registered practitioner? As long as the CRNA is subject
to whatever controls and procedures a DEA registrant has adopted to guard against diversion of controlled substances, the CRNA will be deemed to be
the agent of the DEA registrant and will be permitted to administer controlled substances without
having to personally register. Because all DEA registrants are required by law to have such controls
and procedures, the agency exemption should
apply to virtually all CRNA independent contractors. Both the AANA and the DEA believe that
very few CRNAs will have to register with the DEA
in order to continue practicing as they have been
practicing.
For those CRNAs who either are not agents or
employees of other DEA registrants, or have and
utilize prescriptive authority for controlled substances under state law, registration will be required
as an MLP. According to the DEA regulation, those
MLPs who are now registered with the DEA will
have their registrations converted to the MLP category by no later than December 31, 1993. The regulations provide that conversion will be accomplished by the assignment of a new registration
number under the MLP format and the issuance of
a new registration certificate. Upon receipt of their
new certificates, MLPs will be required to return
their old registration certificates to the DEA. The
DEA has stated that it will give affected registrants
advance notice of the conversion of their numbers.
The authority of MLPs to handle controlled substances will not be affected by the conversion.
For those MLPs who register or whose registration is converted to MLP status, the new regulations require MLPs to:
... maintain in a readily retrievable manner those
documents required by the state in which he/she practices which describe the conditions and extent of his/her
authorizationto dispense controlled substances and shall
make such documents availablefor inspection and copying by authorized employees of the [DEA i. Examples of
such documentation include protocols, practice guidelines or practice agreements."
The DEA has not yet offered any advice on
what documentation it expects regarding evidence
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of authority. When CRNAs are granted prescriptive authority in a state, the authority is likely to be
clearly stated in the state's nurse practice act and/or
board of nursing regulations. In a more traditional
area of practice, such as administration of controlled substances, it is less clear what documentation would satisfy the DEA if a CRNA wanted to
register with the DEA in connection with this activity alone. Some states merely recognize nurse
anesthesia practice without specifically delineating CRNA scope of practice. The AANA is attempting to obtain clarification of this point from the
DEA. However, if all a CRNA is doing is administering controlled substances, the lack of clarity in
required documentation is one reason why it is
hard to see any benefit in registration.
For those CRNAs who register, the registrant
is required to provide effective controls and procedures to guard against theft and diversion of controlled substances. All controlled substances must
be stored in a securely locked, substantially constructed cabinet, and no registrant may employ
anyone who will have access to controlled substances if that person has had his or her application for registration denied or revoked. There are

substantial reporting requirements. Biannual inventories must be taken, and extensive record keeping requirements exist for all controlled substances
which are sorted or dispensed.
The AANA believes that CRNAs who are
merely engaging in traditional activities such as
administration of controlled substances would not
benefit from registering with the DEA. Registration would merely impose upon such CRNAs the
obligation to maintain documentation and other
requirements that the DEA is imposing on MLP
registrants. In addition, CRNAs must understand
that DEA registration does not confer upon the
registrant authority beyond that granted by state
law. For example, suppose a CRNA practices in a
state that allows CRNAs to administer controlled
substances but does not grant CRNAs prescriptive
authority. While such a CRNA could register with
the DEA, registration would not allow the CRNA
to prescribe.
On the other hand, a CRNA who practices in a
state that gives CRNAs authority to prescribe controlled substances (e.g., Alaska, New Hampshire,
and Montana) must register with the DEA to exercise that authority.

DERCY
HospitaloWllso
CERTIFIED REGISTERED NURSE ANESTIETIST
Warm friendly people, low crime rate, good hunting
and fishing, excellent school system and 123 acutebed hospital offering all specialties except open heart
and neuro is what you will find with employment at
Mercy Hospital of Williston, North Dakota.
Williston is located 18 miles east of the Montana
state line and 60 miles south of the Canadian border
in a community of approximately 13,000. Full-time
position available for Staff CRNA to join the team of
two anesthesiologists and 4 full-time CRNAs. Salary is commensurate with experience.
Relocation Bonus, Interview Expense, Moving Allowance, Health and Life Insurance, Pension Plan,
Paid Annual Leave, Continuing Education, etc.
For additional information, or to apply contact:
Janice Arnson, Director of Human Resources,
Mercy Hospital, 1301 15th Avenue West, Williston,
ND 58801, or telephone: 701-774-7454.
This institution is an affiliate of Catholic Health
Corporation, Omaha, Nebraska. We are an EOE.
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blockaderomothercauses ofdecreased respistimulatormaybe used to assess thedegreeofresidual neuromuscular
ratoryreserve.
Respiratorydepression maybe due eitherwhollyor in partto otherdrugs used duringtheconduct ofgeneralanesthesia such as narcotics, thiobarbituratesand other centralnervous systemdepressants
Undersuch circumstances the primarytreatmentismaintenance ofa patentairwayand manualormechanical
bromide)injection,neoventilationuntilcompleterecoveryof normalrespiration isassured. Regonol*(pyridostigmine
willusuallyantagonizethe skeletalmuscle
in conjunctionwithatropine orglycopyrrolate
stigmine,oredrophonium,
relaxantactionofNorcuron*Salisfactoryreversalcan be judgedbyadequacy ofskeletalmuscletoneand byadequacy
ofrespiration. Aperipheral nervestimulatormayalso be used to monitorrestorationoftwitchheight.Failureofprompt
reversal(within30 minutes) mayoccur in thepresence of extremedebilitation,carcinomatosis, and withconcomitant
blockuse of certain broadspectrum antibiotics, oranesthetic agents and otherdrugs whichenhance neuromuscular
adeor cause respiratory depression oftheirown.Undersuch circumstances the management is thesame as that
mustbe supported byartificialmeans untilthepatient has resumed
ofprolongedneuromuscular blockadeVentilation
controlofhis respiration Priorto the use ofreversalagents, referenceshould be madeto thespecificpackageinsert of
thereversalagent.
Norcuron*
Beforeprescribing, please consult completeproductinformation.
ANDADMINISTRATION:
DOSAGE
(vecuronium
bromide)forinjectionis forintravenoususe only.

Thisdrugshouldbe administered byorunder thesupervision
ofexperienced
clinicians familiarwiththeuseofneuromuscularblocking agents Dosagemustbeindividualized
in eachcase. Thedosage information
whichfollowsis
derivedfromstudies baseduponunitsof drugper unit ofbodyweight
®andis intendedtoserveas a guideonly,especiallyregardingenhancement ofneuromuscular blockadeofNorcuron byvolatileanesthetics and byprior use of
succinylcholine (see PRECAUTIONS/Drug
Interactions). Parenteraldrugproducts should beinspected visuallyfor
particulatematteranddiscoloration prior toadministration
wheneversolutionandcontainer permit
Toobtainmaximum
clinicalbenefits ofNorcuron*andto minimizethepossibility
ofoverdosage, themonitoringof
muscletwitchresponse toperipheral nerve stimulation
is advised.
Therecommended
initialdose of Norcuronis 0.08 to0 10mg/kg(14 to 1.75
timesthe EDg)givenasan intravenousbolus injection.Thisdose canbe expectedto producegood or excellentnon-emergency intubationconditions
in 2.5 to 3 minutesafterinjection.Underbalanced anesthesia, clinicallyrequiredneuromuscular blockadelasts
approximately
25-30 minutes,withrecoveryto 25%ofcontrolachievedapproximately
25 to 40minutesafterinjection
and recoveryto 95%ofcontrolachievedapproximately
45-65 minutesafterinjection.Inthepresence ofpotentinhalalionanesthetics, theneuromuscular
blockingeffectofNorcuron®
isenhanced. IfNorcuron"is firstadministered more
than5 minutesafterthestartof inhalationagentorwhensteady-state hasbeenachieved,theinitialNorcuron"dose
maybe reducedbyapproximately
15%,i.e.,0.060 to 0.085 mg/kg.
Prioradministration ofsuccinylcholine mayenhancetheneuromuscular blockingeffectanddurationofactionof
Norcuron*Ifintubationisperformedusing succinylcholine, a reductionof initialdoseofNorcuron*to 0.04-0.06 mg/kg
withinhalationanesthesia and 0 05-0.06 mg/kgwithbalancedanesthesiamaybe required.
Duringprolongedsurgicalprocedures, maintenance doses of0.010to0 015mg/kgofNorcuron*arerecommended;
aftertheinitialNorcuron injection,thefirstmaintenance
dose willgenerallyberequired
within25 to 40minutes.
However,
clinicalcriteriashouldbeusedto determinetheneedformaintenance
doses.
SinceNorcuron'lacksclinicallyimportant
cumulativeeffects,subsequent
maintenance doses, if required,maybe
administeredat relativelyregularintervalsfor
each patient,rangingapproximately
from12to 15minutesunder balanced anesthesia, slightly longerunderinhalationagents. (Iflessfrequentadministration
is desired,higher
maintenance
doses maybe administered.)
Shouldtherebe reason fortheselection oflargerdoses in individualpatients,initialdoses rangingfrom0.15mg/kg
upto 0.28mg/kghavebeenadministered duringsurgery under halothane
anesthesia
withoutilleffectsto the cardiovascularsystem beingnotedas longas ventilationis properlymaintained.
Use by Continuous Infusion: Afteran intubalingdoseof80-100 pg/kg, a continuous infusionof1pg/kg/min can
beinitiated
approximately
20-40 minlater InfusionofNorcuron*should be initiatedonlyafterearlyevidenceofspontaneousrecoveryfromthe bolus dose Long-termintravenousinfusionto supportmechanical ventilationin the
intensivecareunit hasnot beenstudied sufficiently
to support dosage recommendations (see PRECAUTIONS)
TheinfusionofNorcuron*shouldbe individualized
foreachpatient.Therateofadministration should beadjusted
accordingto the patient's twitchresponse as determinedbyperipheral nervestimulation.Aninitialrateof1 g/kg/min
is recommended,
withtherateofthe infusionadjusted thereafter
tomaintaina 90%suppression oftwitchresponse.
Average
infusionrates mayrangefrom0.8 to 1.2g/kg/min
Inhalation
anesthetics, particularlyenfluraneandisofluranemayenhancetheneuromuscular blockingactionof
nondepolarizing
musclerelaxantsInthe presence of steady-state concentrations ofentlurane orisollurane, itmaybe
necessary to reducetherateof infusion25-60 percent, 45-60 minaftertheintubatingdose. Underhalothaneanesthesia it maynot be necessary to reducethe rateofinfusion
Spontaneous recoveryand reversalof neuromuscular
blockadefollowing
discontinuation ofNorcuron
" infusionmay
be expectedto proceedat ratescomparable tothatfollowing
a single bolus dose
Infusionsolutions of Norcuron"can be preparedby mixingNorcuron"withan appropriate infusionsolutionsuch as
5%glucose in water,0.9%NaCI,5%glucose in saline,or LactatedRingers.
Unusedportions ofinfusionsolutions shouldbe discarded
Infusionrates ofNorcuron*canbe individualized
foreachpatientusing the following
table:
DrugDeliveryRate(pg/kg/min)

InfusionDeliveryRate(mL/kg/min)
0.1mg/mL*
0.2mg/mLt
0.007
0.0035
0.008
0.0040
0.009
0.0045
0.010
0.0050
0.011
0.0055
0.012
0.0060
0.013
0.0065

0.7
0.8
0.9
1.0
11
12
1.3

®

"10mg ofNorcuron*in 100mLsolution
t20 mgofNorcuron in 100mLsolution
Thefollowing
tableis a guidelinefor
mL/mindeliveryfora solution of0.1mg/mL(10mg in 100mL)withan infusion
pump.
®
NORCURONINFUSION
RATE-mL/MIN
AmountofDrug

ag/kg/min
0.7
0.8
0.9
1.0
1.1
1.2
1.3

Patient Weight - kg
70
80

40

50

60

0.28
0.32
0.36
0.40
0.44
0.48
0.52

0.35
0.40
0.45
0.50
0.55
0.60
0.65

0.42
0.48
0.54
0.60
0.66
0.72
0.78

0.49
0.56
0.63
0.70
0.77
0.84
0.91

0.56
0.64
0.72
0.80
0.88
0.96
1.04

90

100

0.63
0.72
0.81
0.90
0.99
108
1.17

0.70
0.80
0.90
1.00
1.10
1.20
1.30

NOTE:
Ifa concentralion of0.2mg/mLis used (20mg in 100mL),therateshould be decreased byone-half.
Dosage in Children: Olderchildren(10to 17years ofage)haveapproximately
the same dosage requirements
(mg/
kg)as adults and maybe managedthe same way.Youngerchildren(1to 10yearsofage) mayrequirea slightly higher
initialdose and mayalso requiresupplementation slightlymoreoftenthanadults.
®
Infantsunderone yearofage but olderthan7 weeksaremoderatelymoresensitive to Norcuronon a mg/kgbasis
thanadultsandtakeabout12 limesas longto recoverSeealso subsection ofPRECAUTIONS
titledPediatric Use.
Information
presentlyavailabledoes notpermitrecommendation
onusage in neonates (see PRECAUTIONS).
There
are insufficient
dataconcerning continuous infusionofvecuroniumin children,therefore,no dosingrecommendation
canbemade.
®
COMPATIBILITY:
Norcuron iscompatibleinsolutionwith:
0.9%NaCIsolution
Sterilewaterforinjection
LactatedRingers
5%glucose in saline
5%glucose in water
Usewithin24hoursofmixingwiththeabovesolutions.
Parenleraldrug products should be inspected visuallyforparticulatematter
anddiscoloration priorto administrationwhenever
solutionandcontainerpermit.
HOWSUPPLIED:
10mLvials(10mgvecuronium
bromide)
and 10mLprefilled
syringesofdiluent
(bacteriostatic
wateror injection,
USP)
22g 1V4"
needle.
Boxesof10
NDCNo.0052-0441-60
10mLvials(10mgvecuronium
bromide)
and 10mLvialsofdiluent
(bacteriostatic
waterforinjection,USP).
Boxesof10
NDCNo.0052-0441-17
10mLvials(10mgvecuronium
bromide)
only DILUENT
NOTSUPPLIED. Boxesof10
NDCNo.0052-0441-15
20mLvials(20 mgvecuronium
bromide)
only DILUENT
NOTSUPPLIED. Boxesof 10
NDCNo.0052-0442-46
STORAGE:
15°-30°C(59°-86°F).Protectfromlight.
AFTER
RECONSTITUTION:
SWhenreconstituted withsupplied bacteriostatic waterforinjection:CONTAINS
BENZYL
ALCOHOL,
WHICH
IS NOT
INTENDED
FORUSEINNEWBORNS
Use within5 days.Maybe stored at roomtemperature orrefrigerated.
* Whenreconstituted withsterilewaterforinjectionorothercompatibleI.Vsolutions: Refrigerate
vial.Usewithin24
hours Singleuse only Discardunused portion.
Caution: Federallawprohibits dispensing withoutprescription.
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Safe, Proven Relief Stadol®
(bitu'ph6nol tartrate,(ff
Effective Analgesia for Moderate Acute Pain
* Rapid, dependable pre- and post-op analgesia.
* Established safety for mother and child during labor

and delivery.'

* Indicated as an adjunct to regional

anesthesia. 2

For any questions, call 1-800-332-2056
of the Prescribing
information.
Plea see following page for a Brief Summnary
I. Hunt CO. Naulty IS. Malinow AM et aL Epidural busorphanol-bupivacaine for analgesia during labor ana aeuwery.
&AnthAli 1989;68:323-327.
2. Palacios QT. Jones MM, Hawkins IL es aL Post-caesarean section analgesia a comparison of epiduralbusorphanol
1991;38:24-30.
and morphine.
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STADOL*
(butorphanol tartrate)
Injectable
see
complete
prescribing
information
inApothecon*
literature.
The
following
isa
Before prescribing,
brief summary.

INDICATIONS AND USAGE
STADOL*
(butorphanol tartrate) Injectable isindicated for the management ofpain when the use of
an opioid analgesic isappropriate.
STADOL
Injectable isalso indicated as a preoperative or preanesthetic medication, as a supplement
to balanced anesthesia, and for the relief
of pain during labor.
CONTRAINDICATIONS
STADOL
Injectable iscontraindicated inpatients hypersensitive to butorphanol tartrateor the preservative benzethonium chloride inSTADOL
Injectable inthe multi-dose vial.
WARNINGS
PATIENTS
DEPENDENT
ONNARCOTICS
Because of its opioid antagonist properties, butorphanol is not recommended for use inpatients
dependent on narcotics. Such patients should have an adequate period of withdrawal from opioid
drugs prior to beginning butorphanol therapy. Inpatients taking opioid analgesics chronically, butorphanol has precipitated withdrawal symptoms such as anxiety, agitation, mood changes, hallucinations, dysphoria, weakness and diarrhea.
Because of the difficulty inassessing opioid tolerance inpatients who have recently received repeated
doses ofnarcotic analgesic medication, caution should be used inthe administration of butorphanol
to such patients.
PRECAUTIONS
HEAD
INJURY
AND
INCREASED
INTRACRANIAL
PRESSURE
As with other opioids, the use of butorphanol inpatients with head injury may be associated with carbon dioxide retention and secondary elevation of cerebrospinal fluid pressure, drug-induced miosis,
and alterations inmental state that would obscure the interpretation of the clinical course of patients
with head injuries. Insuch patients, butorphanol should be used only ifthe benefits of use outweigh
the potential risks.

DISORDERS
OFRESPIRATORY
FUNCTION
ORCONTROL
Butorphanol may produce respiratory depression, especially inpatients receiving other CNSactive
agents, or patients suffering from CNSdiseases or respiratory impairment.
HEPATIC
AND
RENAL
DISEASE
Inpatients with severe hepatic or renal disease the initial
dosage interval for STADOL
Injectable
the response has been wellcharacterized. Subsequent doses
should be increased to 6-8 hours until
should be determined by patient response rather than being scheduled at fixedintervals (see INDIVIDUALIZATION
OFDOSAGE
infullprescribing information).
CARDIOVASCULAR
EFFECTS
Because butorphanol may increase the work of the heart, especially the pulmonary circuit (see CLINICALPHARMACOLOGY
infullprescribing information), the use ofbutorphanol inpatients with acute
myocardial infarction, ventricular dysfunction or coronary insufficiency should be limited to those situations where the benefits clearly outweigh the risk.
Severe hypertension has been reported rarely during butorphanol therapy. Insuch cases, butorphanol should be discontinued and the hypertension treated with antihypertensive drugs. Inpatients
who are not opioid dependent, naloxone has also been reported to be effective.
INFORMATION
FOR
PATIENTS
1. Drowsiness and dizziness related to the use of butorphanol may impair mental and/or physical
abilities required for the performance of potentially hazardous tasks (e.g., driving, operating
machinery, etc.).
2. Alcohol
should not be consumed while using butorphanol. Concurrent use of butorphanol with
drugs that affect the central nervous system (e.g., alcohol, barbiturates, tranquilizers, and antihistamines) may result inincreased central nervous system depressant effects such as drowsiness,
dizziness and impaired mental function.
DRUG
INTERACTIONS

Concurrent use ofbutorphanol with central nervous system depressants (e.g., alcohol, barbiturates,
tranquilizers, and antihistamines) may result inincreased central nervous system depressant effects.
When used concurrently with such drugs, the dose ofbutorphanol should be the smallest effective
dose and the frequency of dosing reduced as much as possible when administered concomitantly
with drugs that potentiate the action ofopioids.
Itis not known ifthe effects ofbutorphanol are altered by concomitant medications that affect hepatic
metabolism ofdrugs (cimetidine, erythromycin, theophylline, etc.), but physicians should be alert to
dose and longer intervals between doses may be needed.
the possibility that a smaller initial
inhibitors.
No information isavailable about the use ofbutorphanol concurrently with MAO
USEINAMBULATORY
PATIENTS
Drowsiness and dizziness related to the use of butorphanol may impair mental and/or physical abilities required for the performance ofpotentially hazardous tasks (e.g., driving, operating machinery,
their individual responses to
etc.). Patients should be told to use caution insuch activities until
butorphanol have been wellcharacterized.
Alcohol should not be consumed while using butorphanol. Concurrent use ofbutorphanol with central nervous system depressants (e.g., alcohol, barbiturates, tranquilizers, and antihistamines) may
result inincreased central nervous system depressant effects.
OFFERTILITY
MUTAGENESIS,
IMPAIRMENT
CARCINOGENESIS,

The carcinogenic potential ofbutorphanol has not been adequately evaluated.
Butorphanol was not genotoxic inSalmonella typhimurium or Escherichia coliassays or inunscheduled DNA
synthesis and repair assays conducted incultured human fibroblast cells.
Rats treated orally with 160 mg/kg/day (944 mg/sq. m.)had areduced pregnancy rate. However, a
similar effect was not observed with a2.5 mg/kg/day (14.75 mg/sq. m.)subcutaneous dose.
PREGNANCY
Pregnancy Category C
Reproduction studies inmice, rats and rabbits during organogenesis did not reveal any teratogenic
potential to butorphanol. However, pregnant rats treated subcutaneously with butorphanol at 1mg/kg
(5.9 mg/sq. m.) had a higher frequency of stillbirths than controls. Butorphanol at 30 mg/kg/oral

5.1 mg/sq. m. and 60 mg/kg/oral (10.2 mg/sq. m.)also showed higher incidences ofpost-implantation loss inrabbits.
(butorphanol tartrate) inpregnant
There are no adequate and well-controlled studies of STADOL
should be used during pregnancy only ifthe potential
women before 37 weeks ofgestation. STADOL
benefit justifies the potential risk to the infant.
LABORANDDELIVERY
Although there have been rare reports of infant respiratory distress/apnea following administration of
(butorphanol tartrate) Injectable during labor, this adverse effect was not attributed to
STADOL'
STADOL
Injectable as used during controlled clinical trials. The reports of respiratory distress/apnea
have been associated with administration of a dose within two hours of delivery, use of multiple
doses, use with additional analgesic or sedative drugs, or use inpreterm pregnancies.
Injectable during labor was assoIna study of 119 patients, the administration of 1 mg of IVSTADOL
ciated with transient (10-90 minutes) sinusoidal fetal heart rate patterns, but was not associated with
adverse neonatal outcomes. Inthe presence of an abnormal fetal heart rate pattern, STADOL
Injectable should be used with caution.
NURSING
MOTHERS

(butorphanol tartrate)
Butorphanol has been detected inmilk following administration of STADOL
Injectable to nursing mothers. The amount an infant would receive is probably clinically insignificant
(estimated 4 microgram/liter of milk ina mother receiving 2mg IMfour times a day).
PEDIATRIC
USE
Butorphanol isnot recommended for use inpatients below 18 years of age because safety and efficacy have not been established inthis population.
GERIATRIC
USE

The initial dose of STADOL (butorphanol tartrate) Injectable recc.nmended for elderly patients is half
the usual dose at twice the usual interval. Subsequent doses and intervals should be based on the
OF DOSAGEinfull prescribing information).
patient response (see INDIVIDUALIZATION
Due to changes in clearance, the mean half-lifeof butorphanol is increased by 25% (to over 6 hours)
inpatients over the age of 65. Elderlypatients may be more sensitive to its side effects.

ADVERSE REACTIONS

received
A total of 2446 patients were studied in butorphanol clinical trials. Approximately half
T
STADOL(butorphanol tartrate) Injectable with the remainder receiving STADOL*NS (butorphanol
tartrate) Nasal Spray. In nearly all cases the type and incidence of side effects with butorphanol by
any route were those commonly observed with opioid analgesics.
The adverse experiences described below are based on data from short- and long-term clinical trials
in patients receiving butorphanol by any route and from post-marketing experience with STADOL
Injectable. There has been no attempt to correct for placebo effect or to subtractfrequencies
reported by placebo treated patients in controlled trials.

Dermik #20201 p4
Prepared by Ted Thomas Associates Inc.
Date:1/11/93 Proof #1 Page 1

The most frequently reported adverse experiences across allclinical trials with STADOL
Injectable
and STADOL
NSwere somnolence (43%), dizziness (19%), nausea and/or vomiting (13%). InlongNS only, nasal congestion (13%) and insomnia (11%) were frequently
term trials with STADOL
reported.
The following adverse experiences were reported at afrequency of 1%or greater, and were considered to be probably related to the use of butorphanol.
BODY
ASAWHOLE:
asthenia/lethargy*, headache', sensation of heat
CARDIOVASCULAR:
VASODILATION*,
PALPITATIONS
CONSTIPATION*,
dry mouth*, nausea and/or vomiting (13%), stomach
DIGESTIVE:
ANOREXIA*,
NERVOUS:
anxiety, confusion*, dizziness (19%), euphoria, floating feeling, INSOMNIA
(11%), nervousness, paresthesia, somnolence (43%), TREMOR
RESPIRATORY:
BRONCHITIS,
COUGH,
DYSPNEA*,
EPISTAXIS*,
NASAL
CONGESTION
(13%),
NASAL
IRRITATION*,
PHARYNGITIS*,
RHINITIS*,
SINUS
CONGESTION*,
SINUSITIS,
UPPER
RESPIRATORY
INFECTION*
SKIN
AND
APPENDAGES:
sweating/clammy*, pruritus
PAIN,
TINNITUS*,
UNPLEASANT
TASTE*
SPECIAL SENSES: blurred vision, EAR
T
(also seen inshort-term trials with STADOL*
NS
[butorphanol tartrate] Nasal Spray)
(Reactions occurring with afrequency of 3-9% are marked with an asterisk.* Reactions reported
NSare CAPITALIZED.)
predominantly from long-term trials with STADOL
The following adverse experiences were reported with afrequency of less than 1%, inclinical trials or
from post-marketing experience, and were considered to be probably related to butorphanol.
CARDIOVASCULAR:
hypotension, syncope

NERVOUS:
abnormal dreams, agitation, drug dependence, dysphoria, hallucinations, hostility
SKINANDAPPENDAGES:
rashhives

Impaired urination
UROGENITAL:
(Reactions reported only from post-marketing experience are italicized.)
The following infrequent additional adverse experiences were reported inafrequency of less than 1%
ofthe patients studied inshort-term STADOL
NStrials and from post-marketing experiences under
circumstances where the association between these events and butorphanol administration is
unknown. They are being listed as alerting information for the physician.
BODY
ASAWHOLE:
edema
hypertension
CARDIOVASCULAR:
NERVOUS:
convulsion, delusions, depression
RESPIRATORY:
apnea, shallow breathing
(Reactions reported only from post-marketing experience are italicized.)
DRUG ABUSE AND DEPENDENCE
Although the mixed agonist-antagonist opioid analgesics, as aclass, have lower abuse potential than
morphine, allsuch drugs can be and have been reported to be abused.
(butorphanol tartrate) Injectable has been reported to result inmildwithChronic use of STADOL*
drawal syndromes, and reports ofoveruse and self-reported addiction have been received.
NSfor 2months or longer, approximately 3%had behavioral
Among 161 patients who used STADOL
symptoms suggestive ofpossible abuse. Approximately 1%of these patients reported significant
overuse. Symptoms such as anxiety, agitation, and diarrhea were observed. Symptoms suggestive
of opioid withdrawal occurred in2patients who stopped the drug abruptly after using 16 mg a day or
more for longer than 3 months.
Special care should be exercised inadministering butorphanol to emotionally unstable patients and to
those with a history of drug misuse. When long-term therapy isnecessary, such patients should be
closely supervised.

OVERDOSAGE
The clinical manifestations of overdose are those of opioid drugs, the most serious of which are
hypoventilation, cardiovascular insufficiency and/or coma.
Overdose can occur due to accidental or intentional misuse of butorphanol, especially inyoung children who may gain access to the drug inthe home.
TREATMENT
The management ofsuspected butorphanol overdosage includes maintenance ofadequate ventilation, peripheral perfusion, normal body temperature, and protection of the airway. Patients should be
under continuous observation with adequate serial measures of mental state, responsiveness and
vitalsigns. Oxygen and ventilatory assistance should be available with continual monitoring by pulse
oximetry ifindicated. Inthe presence of coma, placement of an artificial airway may be required. An
adequate intravenous portal should be maintained to facilitate treatment of hypotension associated
with vasodilation.
The use of aspecific opioid antagonist such as naloxone should be considered. As the duration of
butorphanol action usually exceeds the duration of action of naloxone, repeated dosing with naloxone
CLINICAL
MANIFESTATIONS

may be required.

DOSAGE AND ADMINISTRATION
Factors to be considered indetermining the dose are age, body weight, physical status, underlying
pathological condition, use of other drugs, type of anesthesia to be used, and surgical procedure
involved. Use inthe elderly, patients with hepatic or renal disease or inlabor requires extra caution
OFDOSAGE
infullprescribing information). The fol(see PRECAUTIONS
and INDIVIDUALIZATION
lowing doses are for patients who do not have impaired hepatic or renal function and who are not on
active agents.
CNS
USEFORPAIN
Intravenous: The usual recommended single dose for IVadministration is 1mg repeated every three
to four hours as necessary. The effective dosage range, depending on the severity ofpain, is0.5 to
2mg repeated every three to four hours.
Intramuscular: The usual recommended single dose for IMadministration is2 mg inpatients who
willbe able to remain recumbent, inthe event drowsiness or dizziness occurs. This may be repeated
every three to four hours, as necessary. The effective dosage range depending on the severity ofpain
is1 to 4mg repeated every three to four hours. There are insufficient clinical data to recommend
single doses above 4 mg.
MEDICATION
USEAS PREOPERATIVE/PREANESTHETIC
(butorphanol tartrate) Injectable should be individuThepreoperative medication dosage ofSTADOL*
OFDOSAGE
infull prescribing information). The usual adult dose is
alized (see INDIVIDUALIZATION
2mg IM,
administered 60-90 minutes before surgery. This isapproximately equivalent insedative
effect to 10 mg morphine or 80 mg meperidine.
ANESTHESIA
USEINBALANCED
Injectable is 2mg IVshortly before induction and/or 0.5 to 1.0 mg IVin
The usual dose ofSTADOL
increments during anesthesia. The increment may be higher, up to 0.06 mg/kg(4 mg/70 kg),
depending on previous sedative, analgesic, and hypnotic drugs administered. The total dose of
STADOL
Injectable willvary; however, patients seldom require less than 4 mg or more than 12.5 mg
(approximately 0.06 to 0.18 mg/kg).
Injectable IVor IMmay be adminisInpatients at full term inearly labor a 1-2 mg dose of STADOL
tered and repeated after 4 hours. Alternative analgesia should be used for pain associated with delivery or ifdelivery isexpected to occur within 4hours.
Ifconcomitant use of STADOL
with drugs that may potentiate its effects isdeemed necessary (see
Drug Interactions inPRECAUTIONS section) the lowest effective dose should be employed.
SAFETY
ANDHANDLING
STADOL
Injectable issupplied insealed delivery systems that have a low risk of accidental exposure
to health care workers. Ordinary care should be taken to avoid aerosol generation while preparing a
syringe for use. Following skin contact, rinsing with cool water is recommended.
HOW SUPPLIED
STADOL
Injectable for IMor IVuse isavailable as follows:
NDC
0015-5644-20--2 mg per mL,2-mL vial
NDC
0015-5645-20--1 mg per mL, 1-mL vial
NDC
0015-5646-20-2 mg per mL,1-mL vial
NDC
0015-5648-20-2 mg per mL, 10-mL multi-dose vial
STORAGE
CONDONS

Store below 86°F (30°C). Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit.
WITHOUT
PRESCRIPTION.
FEDERAL
LAWPROHIBITS
DISPENSING
CAUTION:

DAPOTHECON
APOTHECON*
A Bristol-Myers SquibbCompany
Princeton,
NewJersey08540 USA

