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The U.S. federal Drug Enforcement Administra-
tion (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 reg-
ister 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 repre-
sentatives, the DEA assured the AANA that most
nurse anesthetists (CRNAs) would not have to reg-
ister with the DEA as they would typically be con-
sidered 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 con-
trolled substances must register with the DEA as
an MLP in order to exercise that authority.

A summary of the AANA's June 18, 1993, meet-
ing 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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The summary sets forth the DEA's views concerning
the MLP regulation's effect concerning CRNAs.

July 1992 DEA proposed regulations
On July 29, 1992, the DEA proposed new reg-

ulations 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 Ameri-
can 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 ex-
empt 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 practitio-
ners 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 al-
most every nurse anesthetist administers controlled
substances, nurse anesthetists, even those who have
no prescriptive authority, would be "mid-level prac-
titioners" as that term is defined by the DEA. On the
basis of past meetings with the DEA, the AANA be-
lieved 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 Washing-
ton, 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 proce-
dures 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

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 con-
trolled 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 reg-
istrant, 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 registra-
tion is required because the individual is administer-
ing 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 prac-
ticing as they have been practicing. This interpreta-
tion is important because after July 1, 1993, practitio-
ners who administer controlled substances (whether
or not they have prescriptive authority) must be DEA-
registered unless they are exempt.

The new regulation also provides that the ex-
emption for registration for employees or agents of
DEA registrants would not be available for employ-
ees and agents of mid-level practitioners. The DEA
confirmed that this regulation would not, for exam-
ple, affect nurse anesthetists who write medication
orders for hospital- or physician-employed nurses to
administer. In these circumstances, the nurse admin-
istering 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 sub-
stances as the agent or employee of another practi-
tioner, 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 intro-
duction to the regulations that specifically ad-
dressed CRNAs:

"It should be noted that practitioners in institu-
tional settings who issue ordersfor medications for direct
administration to 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 registration for MLPs acting as
agents of other registrants."

The DEA's comment was based in part on lan-
guage that the AANA suggested for an earlier ver-
sion of the DEA regulation which would have re-
quired practitioners who prescribed to register.
The thrust of the DEA's regulations changed so
radically, however, from registration based on pre-
scribing 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 pro-
posed DEA regulation. The AANA pointed out
that the DEA had never previously required regis-
tration of those who administered and suggested
that the DEA exempt from registration those prac-
titioners who administer but do not prescribe
(within the meaning of CFR 1306.02(f)) controlled
substances. Alternatively, if the DEA was not will-
ing 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 inde-
pendent 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 ad-
ministration in a hospital is not a prescription)."

482

In addition, the AANA objected to other pro-
visions 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 practitio-
ners who were previously entitled to DEA registra-
tion. 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 documen-
tation 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 lan-
guage of the draft regulations requiring registra-
tion of those who administer, not just those who
prescribe, remained unchanged.

Regarding the AANA's concern about the sta-
tus of independent contractors, the introduction to
the regulations stated that:

"DEA cannot provide a general response regarding
circumstances involving the conditions of specific con-
tracts. In cases other than those in which the contract
specifies the individual will act as an agent of the regis-
trant, the exemption from the registration requirement
will depend upon the specific conditions under which
the individual will handle controlled substances."

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 ex-
empt 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 in-
dependent contractor can be an agent and there-
fore exempt from DEA registration for purposes of
controlled substances utilization and yet still be an
independent contractor for purposes of employ-
ment 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 other-
wise an independent contractor is subject to what-
ever 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 regis-
trant's control concerning the administration of con-
trolled substances for purposes of negligence law.

In most states, a person is liable for the negli-
gence of another only if the person controlled the
procedure that gave rise to the negligence. A hos-
pital 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 pur-
poses 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 reg-
ister 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 mid-
level practitioner) registered to dispense controlled sub-
stances 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 individual practitioner is authorized
or permitted to do so by the jurisdiction in which he/she
practices, under the registration of the employer orprin-
cipal practitioner in lieu of being registered him/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 regis-
trants. A nurse anesthetist in a hospital, therefore, would typically be
acting as the hospital's agent regarding handling of controlled sub-
stances, rather than an individual physician.

need not be registered. individually to administer and
dispense, other than by prescribing, controlled substances
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 anes-
thesiologist 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 regis-
tered practitioner? As long as the CRNA is subject
to whatever controls and procedures a DEA regis-
trant has adopted to guard against diversion of con-
trolled substances, the CRNA will be deemed to be
the agent of the DEA registrant and will be per-
mitted to administer controlled substances without
having to personally register. Because all DEA reg-
istrants are required by law to have such controls
and procedures, the agency exemption should
apply to virtually all CRNA independent contrac-
tors. 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 sub-
stances 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 cate-
gory by no later than December 31, 1993. The reg-
ulations provide that conversion will be accom-
plished 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 sub-
stances will not be affected by the conversion.

For those MLPs who register or whose regis-
tration is converted to MLP status, the new regula-
tions require MLPs to:

... maintain in a readily retrievable manner those
documents required by the state in which he/she prac-
tices which describe the conditions and extent of his/her
authorization to dispense controlled substances and shall
make such documents available for inspection and copy-
ing by authorized employees of the [DEA i. Examples of
such documentation include protocols, practice guide-
lines 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 prescrip-
tive 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 con-
trolled substances, it is less clear what documenta-
tion would satisfy the DEA if a CRNA wanted to
register with the DEA in connection with this ac-
tivity alone. Some states merely recognize nurse
anesthesia practice without specifically delineat-
ing CRNA scope of practice. The AANA is attempt-
ing to obtain clarification of this point from the
DEA. However, if all a CRNA is doing is adminis-
tering 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 proce-
dures to guard against theft and diversion of con-
trolled substances. All controlled substances must
be stored in a securely locked, substantially con-
structed cabinet, and no registrant may employ
anyone who will have access to controlled sub-
stances if that person has had his or her applica-
tion for registration denied or revoked. There are

DERCYHospitaloWllso

CERTIFIED REGISTERED NURSE ANESTIETIST

Warm friendly people, low crime rate, good hunting
and fishing, excellent school system and 123 acute-
bed 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. Sal-
ary is commensurate with experience.

Relocation Bonus, Interview Expense, Moving Al-
lowance, 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.

substantial reporting requirements. Biannual in-
ventories must be taken, and extensive record keep-
ing 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. Registra-
tion 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 con-
trolled substances (e.g., Alaska, New Hampshire,
and Montana) must register with the DEA to exer-
cise that authority.
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A Single Agent for
Virtually AlI Procedures

'Predictable, dose-dependent clinical duration"

UNo cumulative effects even after
l0 hours of 1.1 pg/kg/mn infusion'

Hemodynamic stability throughout
the entire dosing range 2'14

U Excellent safety profile in a
wide range of patients7

Please see following page for brief
summary of prescribing information.

*N orcuron* is the numiber one selling
neuromuscular blocking agent in the

U.S. (19921. Data on file.
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Norcuron®
(vecuronium bromide) for injection

Before prescribing, please consult complete product information, a summary of which follows:

THIS DRUG SHOULD BE ADMINISTERED BY ADEQUATELY TRAINED INDMDUALS FAMILIAR
WITH ITS ACTIONS, CHARACTERISTICS, AND HAZARDS.

CONTRAINDICATIONS: Norcuron* is contraindicated in patients known to have a hypersensitivity to it.
WARNINGS: NORCURON* SHOULD BE ADMINISTERED IN CAREFULLY ADJUSTED DOSAGE BY OR UNDER THE
SUPERVISION OF EXPERIENCED CLINICIANS WHO ARE FAMILIAR WITH ITS ACTIONS AND THE POSSIBLE COMPLI-
CATIONS THAT MIGHT OCCUR FOLLOWING ITS USE. THE DRUG SHOULD NOT BE ADMINISTERED UNLESS
FACILITIES FOR INTUBATION, ARTIFICIAL RESPIRATION, OXYGEN THERAPY, AND REVERSAL AGENTS ARE IMME-
DIATELY AVAILABLE THE CLINICIAN MUST BE PREPARED TO ASSIST OR CONTROL RESPIRATION TO REDUCE THE
POSSIBILITY OF PROLONGED NEUROMUSCULAR BLOCKADE AND OTHER POSSIBLE COMPLICATIONS THAT MIGHT
OCCUR FOLLOWING LONG-TERM USE IN THE ICU, NORCURON" OR ANY OTHER NEUROMUSCULAR BLOCKING
AGENT SHOULD BE ADMINISTERED IN CAREFULLY ADJUSTED DOSES BY OR UNDER THE SUPERVISION OF EXPE-
RIENCED CLINICIANS WHO ARE FAMILIAR WITH ITS ACTIONS AND WHO ARE FAMILIAR WITH APPROPRIATE
PERIPHERAL NERVE STIMULATOR MUSCLE MONITORING TECHNIQUES (see PRECAUTIONS) In patients who are
known to have myasthenia gravis or the myasthenic (Eaton-Lambert) syndrome, small doses of Norcuron* may have
profound effects In such patients, a peripheral nerve stimulator and use of a small test dose may be of value in mon-
itoring the response to administration of muscle relaxants

.

PRECAUTIONS:
Renal Failure: Norcuron" is well tolerated without clinically significant prolongation of neuromuscular blocking
effect in patients with renal failure who have been optimally prepared for surgery by dialysis Under emergency condi-
tions in anephric patients some prolongation of neuromuscular blockage may occur; therefore, if anephric patients
cannot be prepared for non-elective surgery, a lower initial dose of Norcuron* should be considered.
Altered Circulation Time: Conditions associated with slower circulation lime in cardiovascular disease, old age,
edematous states resulting in increased volume of distribution may contribute to a delay in onset time, therefore, dos-
age should not be increased.
Hepatic Disease: Experience in patients with cirrhosis or cholestasis has revealed prolonged recovery time in keep-
ing with the role the liver plays in Norcuron' metabolism and excretion Data currently available do not permit dosage
recommendations in patients with impaired liver function.
Long-term Use in I.C.U.: In the intensive care unit, long-term use of neuromuscular blocking drugs to facilitate
mechanical ventilation may be associated with prolonged paralysis and/or skeletal muscle weakness, that may be first
noted during attempts to wean such patients from the ventilator Typically, such patients receive other drugs such as
broad spectrum antibiotics, narcotics and/or steroids and may have electrolyte imbalance and diseases which lead to
electrolyte imbalance, hypoxic episodes of varying duration, acid-base imbalance and extreme debilitation, any of
which may enhance the actions of a neuromuscular blocking agent Additionally, patients immobilized for extended
periods frequently develop symptoms consistent with disuse muscle atrophy The recovery picture may vary from
regaining movement and strength in all muscles to initial recovery of movement of the facial and small muscles of the
extremities then to the remaining muscles In rare cases recovery may be over an extended period of time and may
even, on occasion, involve rehabilitation Therefore, when there is a need lor long-term mechanical ventilation, the
benefits-to-risk ratio of neuromuscular blockade must be considered

Continuous infusion or intermittent bolus dosing to support mechanical ventilation, has not been studied suffi-
ciently to support dosage recommendations IN THE INTENSIVE CARE UNIT, APPROPRIATE MONITORING, WITH
THE USE OF APERIPHERAL NERVE STIMULATOR TO ASSESS THE DEGREE OF NEUROMUSCULAR BLOCKADE IS
RECOMMENDED TO HELP PRECLUDE POSSIBLE PROLONGATION OF THE BLOCKADE WHENEVER THE USE OF
NORCURON' OR ANY NEUROMUSCULAR BLOCKING AGENT IS CONTEMPLATED IN THE ICU, IT IS RECOMMENDED
THAT NEUROMUSCULAR TRANSMISSION BE MONITORED CONTINUOUSLY DURING ADMINISTRATION AND
RECOVERY WITH THE HELP OF A NERVE STIMULATOR ADDITIONAL DOSES OF NORCURON* OR ANY OTHER
NEUROMUSCULAR BLOCKING AGENT SHOULD NOT BE GIVEN BEFORE THERE IS A DEFINITE RESPONSE TO T OR
TO THE FIRST TWITCH IF NO RESPONSE IS ELICITED, INFUSION ADMINISTRATION SHOULD BE DISCONTINUED
UNTIL A RESPONSE RETURNS
Severe Obesity or Neuromuscular Disease: Patients with severe obesity or neuromuscular disease may pose airway
and/or ventilatory problems requiring special care before, during and after the use of neuromuscular blocking agents such as
Norcuron

.

Malignant Hyperthermia: Many drugs used in anesthetic practice are suspected of being capable of triggering a
potentially fatal hypermetabolism ol skeletal muscle known as malignant hyperthermia There are insufficient data
derived from screening in susceptible animals (swine) to establish whether or not Norcuron" is capable of triggering
malignant hyperthermia
C.N.S.: Norcuron" has no known effect on consciousness, the pain threshold or cerebration Administration must be
accompanied by adequate anesthesia or sedation.
Drug Interactions: Prior administration of succinylcholine may enhance the neuromuscular blocking effect of
Norcuron* (vecuronium bromide) for injection and its duration of action II succinylcholine is used before Norcuron'*
the administration of Norcuron* should be delayed until the succinylcholine effect shows signs of wearing off With
succinylcholine as the intubating agent, initial doses of 0 04-0.06 mg/kg of Norcuron* maybe administered to pro-
duce complete neuromuscular block with clinical duration of action of25-30 minutes.

The use of Norcuron* before succinylcholine, in order to attenuate some of the side effects of succinylcholine, has
not been sufficiently studied

Other nondepolarizing neuromuscular blocking agents (pancuronium, d-tubocurarine, metocurine, and gallamine)
act in the same fashion as does Norcuron*, therefore, these drugs and Norcuron* may manifest an additive effect when
used together There are insufficient data to support concomitant use of Norcuron* and other competitive muscle relax-
ants in the same patient.
Inhalational Anesthetics: Use of volatile inhalalional anesthetics such as enflurane, isollurane, and halothane with
Norcuron" will enhance neuromuscular blockade. Potenlialion is most prominent with use of enflurane and isoflurane
With the above agents the initial dose of Norcuron* may be the same as with balanced anesthesia unless the inhala-
lional anesthetic has been administered for a sufficient time at a sufficient dose to have reached clinical equilibrium.
Antibiolics: Parenteral/inlraperiloneal administration of high doses of certain antibiotics may intensity or produce
neuromuscular block on their own The following antibiotics have been associated with various degrees of paralysis:
aminoglycosides (such as neomycin, streptomycin, kanamycin, gentamicin, and dihydrostreptomycin); tetracyclines;
bacitracin, polymyxin B, colislin, and sodium colistimethate If these or other newly introduced antibiotics are used in
conjunction with Norcuron*, unexpected prolongation ol neuromuscular block should be considered a possibility
Other: Experience concerning injection of quinidine during recovery from use of other muscle relaxants suggest that
recurrent paralysis may occur. This possibility must also be considered for Norcuron. Norcuron* induced neuro-
muscular blockade has been counteracted by alkalosis and enhanced by acidosis in experimental animals (cat).
Electrolyte imbalance and diseases which lead to electrolyte imbalance, such as adrenal cortical insufficiency, have
been shown to alter neuromuscular blockade. Depending on the nature of the imbalance, either enhancement or inhibi-
lion may be expected. Magnesium salts, administered for Ihe management of toxemia ol pregnancy may enhance the
neuromuscular blockade.
Drug/laboratory test Interactios: None known
Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term studies in animals have not been performed
to evaluate carcinogenic or mutagenic potential or impairment of fertTilty.
Pregnancy: Pregnancy Category C: Animal reproduction studies have not been conducted with Norcuron It is
also not known whether Norcuron* can cause fetal harm when administered to a pregnant woman or can affect repro-
duction capacity. Norcuron" should be given to a pregnant woman only if clearly needed.

erately more sensitive to Norcuron* on a mg/kg basis than adults and take about 10- times as long to recover.
Information presently available does not permit recommendations for usage in neonates
ADVERSE REACTIONS: The most frequent adverse reaction to nondepolarizing blocking agents as a class consists
ol an extension of the drug's pharmacological action beyond the lime period needed This may vary Irom skeletal mus-
cle weakness to profound and prolonged skeletal muscle paralysis resulting in respiration insufficiency or apnea

Inadequate reversal of the neuromuscular blockade is possible with Norcuro as wth Norcuron as with all curariform drugs. These
adverse reactions are managed by manual or mechanical ventilation until recovery is judged adequate. Little or no
increase in intensity of blockade or duration of action with Norcuron* is noted from the use of thiobarbiturales, narcotic
analgesics, nitrous oxide, or droperidol. See OVERDOSAGE for discussion of other drugs used in anesthetic practice
which also cause respiratory depression.

Prolonged to profound extensions of paralysis and/or muscle weakness as well as muscle atrophy have been
reportled alter long-term use to support mechanical ventilation in the intensive care unit (see PRECAUTIONS) The
administration of Norcuron* has been associated with rare instances of hypersensitivity reactions (bronchospasm,
hypotension and/or tachycardia, sometimes associated with acute urticaria or erythema)
OVERDOSAGE: The possibility of iatrogenic overdosage can be minimized by carefully monitoring muscle twitch
response to peripheral nerve stimulation.

Excessive doses of Norcuron* produce enhanced pharmacological effects Residual neuromuscular blockage
beyond the time period needed may occur with Norcuron" as with other neuromuscular blockers. This may be mani-
fested by skeletal muscle weakness, decreased respiratory reserve, low tidal volume, or apnea A peripheral nerve
stimulator may be used to assess the degree of residual neuromuscular blockade rom other causes of decreased respi-
ratory reserve.

Respiratory depression may be due either wholly or in part to other drugs used during the conduct of general anes-
thesia such as narcotics, thiobarbituratesand other central nervous system depressants

Under such circumstances the primary treatment is maintenance of a patent airway and manual or mechanical
ventilation until complete recovery of normal respiration is assured. Regonol* (pyridostigmine bromide) injection, neo-
stigmine, or edrophonium, in conjunction with atropine or glycopyrrolate will usually antagonize the skeletal muscle
relaxant action of Norcuron* Salisfactory reversal can be judged by adequacy of skeletal muscle tone and by adequacy
of respiration. Aperipheral nerve stimulator may also be used to monitor restoration of twitch height. Failure of prompt
reversal (within 30 minutes) may occur in the presence of extreme debilitation, carcinomatosis, and with concomitant
use of certain broad spectrum antibiotics, or anesthetic agents and other drugs which enhance neuromuscular block-
ade or cause respiratory depression of their own. Under such circumstances the management is the same as that
of prolonged neuromuscular blockade Ventilation must be supported by artificial means until the patient has resumed
control ofhis respiration Prior to the use of reversal agents, reference should be made to the specific package insert of
the reversal agent.
DOSAGE AND ADMINISTRATION: Before prescribing, please consult complete product information. Norcuron*
(vecuronium bromide) for injection is for intravenous use only.

This drug should be administered by or under the supervision of experienced clinicians familiar with the use of neu-
romuscular blocking agents Dosage must be individualized in each case. The dosage information which follows is
derived from studies based upon units of drug per unit of body weight and is intended to serve as a guide only, espe-
cially regarding enhancement of neuromuscular blockade of Norcuron

® 
by volatile anesthetics and by prior use of

succinylcholine (see PRECAUTIONS/Drug Interactions). Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to administration whenever solution and container permit

To obtain maximum clinical benefits of Norcuron* and to minimize the possibility of overdosage, the monitoring of
muscle twitch response to peripheral nerve stimulation is advised.

The recommended initial dose of Norcuron is 0.08 to 0 10 mg/kg (14 to 1.75 times the EDg) given as an intra-
venous bolus injection. This dose can be expected to produce good or excellent non-emergency intubation conditions
in 2.5 to 3 minutes after injection. Under balanced anesthesia, clinically required neuromuscular blockade lasts
approximately 25-30 minutes, with recovery to 25% of control achieved approximately 25 to 40 minutes after injection
and recovery to 95% of control achieved approximately 45-65 minutes after injection. In the presence of potent inhala-
lion anesthetics, the neuromuscular blocking effect of Norcuron® is enhanced. If Norcuron" is first administered more
than 5 minutes after the start of inhalation agent or when steady-state has been achieved, the initial Norcuron" dose
may be reduced by approximately 15%, i.e., 0.060 to 0.085 mg/kg.

Prior administration of succinylcholine may enhance the neuromuscular blocking effect and duration of action of
Norcuron* If intubation is performed using succinylcholine, a reduction of initial dose of Norcuron* to 0.04-0.06 mg/kg
with inhalation anesthesia and 0 05-0.06 mg/kg with balanced anesthesia may be required.

During prolonged surgical procedures, maintenance doses of 0.010 to 0 015 mg/kg of Norcuron* are recommended;
after the initial Norcuron injection, the first maintenance dose will generally be required within 25 to 40 minutes.
However, clinical criteria should be used to determine the need for maintenance doses.

Since Norcuron' lacks clinically important cumulative effects, subsequent maintenance doses, if required, may be
administered at relatively regular intervals for each patient, ranging approximately from 12 to 15 minutes under bal-
anced anesthesia, slightly longer under inhalation agents. (If less frequent administration is desired, higher
maintenance doses may be administered.)

Should there be reason for the selection of larger doses in individual patients, initial doses ranging from 0.15 mg/kg
up to 0.28 mg/kg have been administered during surgery under halothane anesthesia without ill effects to the cardio-
vascular system being noted as long as ventilation is properly maintained.
Use by Continuous Infusion: After an intubaling dose of 80-100 pg/kg, a continuous infusion of 1 pg/kg/min can
be initiated approximately 20-40 min later Infusion of Norcuron* should be initiated only after early evidence of spon-
taneous recovery from the bolus dose Long-term intravenous infusion to support mechanical ventilation in the
intensive care unit has not been studied sufficiently to support dosage recommendations (see PRECAUTIONS)

The infusion of Norcuron* should be individualized for each patient. The rate of administration should be adjusted
according to the patient's twitch response as determined by peripheral nerve stimulation. An initial rate of 1 g/kg/min
is recommended, with the rate of the infusion adjusted thereafter to maintain a 90% suppression of twitch response.
Average infusion rates may range from 0.8 to 1.2 g/kg/min

Inhalation anesthetics, particularly enflurane and isoflurane may enhance the neuromuscular blocking action of
nondepolarizing muscle relaxants In the presence of steady-state concentrations of entlurane or isollurane, it may be
necessary to reduce the rate of infusion 25-60 percent, 45-60 min after the intubating dose. Under halothane anesthe-
sia it may not be necessary to reduce the rate of infusion

Spontaneous recovery and reversal of neuromuscular blockade following discontinuation of Norcuron " infusion may
be expected to proceed at rates comparable to that following a single bolus dose

Infusion solutions of Norcuron" can be prepared by mixing Norcuron" with an appropriate infusion solution such as
5% glucose in water, 0.9% NaCI, 5% glucose in saline, or Lactated Ringers.

Unused portions of infusion solutions should be discarded
Infusion rates of Norcuron* can be individualized for each patient using the following table:

Drug Delivery Rate (pg/kg/min) Infusion Delivery Rate (mL/kg/min)
0.1 mg/mL* 0.2 mg/mLt

0.7 0.007 0.0035
0.8 0.008 0.0040
0.9 0.009 0.0045
1.0 0.010 0.0050
1 1 0.011 0.0055
1 2 0.012 0.0060
1.3 0.013 0.0065

"10 mg of Norcuron* in 100 mL solution t20 mg of Norcuron
® 

in 100 mL solution
The following table is a guideline for mL/min delivery for a solution of 0.1 mg/mL (10 mg in 100 mL) with an infusion
pump.

NORCURON
® 

INFUSION RATE-mL/MIN

Amount of Drug Patient Weight - kg
ag/kg/min 40 50 60 70 80 90 100

0.7 0.28 0.35 0.42 0.49 0.56 0.63 0.70
0.8 0.32 0.40 0.48 0.56 0.64 0.72 0.80
0.9 0.36 0.45 0.54 0.63 0.72 0.81 0.90
1.0 0.40 0.50 0.60 0.70 0.80 0.90 1.00
1.1 0.44 0.55 0.66 0.77 0.88 0.99 1.10
1.2 0.48 0.60 0.72 0.84 0.96 108 1.20
1.3 0.52 0.65 0.78 0.91 1.04 1.17 1.30

NOTE: If a concentralion of 0.2 mg/mL is used (20 mg in 100 mL), the rate should be decreased by one-half.
Dosage in Children: Older children (10 to 17 years of age) have approximately the same dosage requirements (mg/
kg) as adults and may be managed the same way. Younger children (1 to 10 years of age) may require a slightly higher
initial dose and may also require supplementation slightly more often than adults.

Infants under one year of age but older than 7 weeks are moderately more sensitive to Norcuron
® 

on a mg/kg basis
than adults and take about 12 limes as long to recover See also subsection of PRECAUTIONS titled Pediatric Use.
Information presently available does not permit recommendation on usage in neonates (see PRECAUTIONS). There
are insufficient data concerning continuous infusion of vecuronium in children, therefore, no dosing recommendation
can be made.
COMPATIBILITY: Norcuron

® 
is compatible in solution with:

0.9% NaCI solution Sterile water for injection Lactated Ringers
5% glucose in water 5% glucose in saline

Use within 24 hours of mixing with the above solutions.
Parenleral drug products should be inspected visually for particulate matter and discoloration prior to administra-

tion whenever solution and container permit.
HOW SUPPLIED:
10 mL vials (10 mg vecuronium bromide) and 10 mL prefilled syringes of diluent (bacteriostatic water or injection, USP)
22 g 1V4" needle. Boxes of 10 NDC No. 0052-0441-60
10 mL vials (10 mg vecuronium bromide) and 10 mL vials of diluent (bacteriostatic water for injection, USP).
Boxes of 10 NDC No. 0052-0441-17
10 mL vials (10 mg vecuronium bromide) only DILUENT NOT SUPPLIED. Boxes of 10 NDC No. 0052-0441-15
20 mL vials (20 mg vecuronium bromide) only DILUENT NOT SUPPLIED. Boxes of 10 NDC No. 0052-0442-46

STORAGE: 15°-30°C (59°-86°F). Protect from light.
AFTER RECONSTITUTION:
SWhen reconstituted with supplied bacteriostatic water for injection: CONTAINS BENZYL ALCOHOL, WHICH IS NOT
INTENDED FOR USE IN NEWBORNS Use within 5 days. May be stored at room temperature or refrigerated.

* When reconstituted with sterile water for injection or other compatible I.V solutions: Refrigerate vial. Use within 24
hours Single use only Discard unused portion.

Caution: Federal law prohibits dispensing without prescription. REVISED 1/92

1. Feldman SA. Vcuronum-A vibel dose tecdnique. Anaessstai. 19867;42:199-201 2. Bailey DM, Nicholas
AOG. Comparison of altracurium and vocuronium during anaesthesia tr laroscopy. BrJAtssth. 1988:61557-559.
3. De VriesJW, Ros HH, Booij LHDJ. Infusion of vecuronium controled by a closed-loop systn. BrJAmest.
198658:1100-1103. 4. Kaufm JA Dubois MY. Chen JC, Lea E. Pharrcodynaic elct of vecurou:
A dose response study. J Clin Aesslh. 1989;1(6):434-439. 5. Galto JA, Cork RC, Puchi P. Comparis of elffects
of atacuru and rcuronium in cardiac surgical patJients. Anesi Ag. 1988;67:161-166. 6. Bern DR, Donai F,
Gyasi H, Williamns A. Vauroniun in renal kilure. Can Anesth Soc J. 1964;31(5):491-496. 7. Goudsouzian NG,
Martyn JJA Lu LMP, Gionlfriddo M. Saty and efficacy of vecuroniumn adolescen and children. AeolAu A.
1903:62:103-108.

ORGANON INC.
orao E WEST ORANGE

NEW JERSEY 07052

Manufactured for ORGANON INC.
By BEN VENUE LABORATORIES, INC. * BEDFORD, OHIO 44146

orby
ORGANON INC. * WEST ORANGE, NEW JERSEY 07052

©1993 ORGANON INC. ORG-15712 PRINTED IN USA FEBRUARY 1993



a a

0 0l

0 0 .

Ge r ad .Pr se . o0'---

hikofh c: epfli .o ldh ettea ,oc n~ s sem t 0

ifa uCudpedtr ieaam adrcl ciero iom agss
li t. re ore setSsa d" nc natn t nu aln nran

CDC 0nshei SytmsatcniS
an S'c Se *o iosaecnrle

0rto 0a a iiy Yo ca*sa ls nitreae a a e e t t m
12 clnia gru in s prse u to 3.11.2

values ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ t *Oec n n ealte oler oeao~tteMdlsC



the Unit
at stooping.

n



The Best CRNA's Deserve
MAXIMUM FLEXIBILITY.



LI /



Safe, Proven Relief
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
Plea see following page for a Brief Summnary of the Prescribing information.

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 epidural busorphanol
and morphine. CaIAnaeui&. 1991;38:24-30.

Stadol® AM
(bitu'ph6nol tartrate,(ff

DAPOTHECON
A BRISTOL-MYERS SQUJIBB COMPANY

The name that assures confidence.

01993 Bristol-Myers Squibb Company 5092-SO2flssued: January 1993



STADOL*
(butorphanol tartrate) Injectable
Before prescribing, see complete prescribing information in Apothecon* literature. The following is a
brief summary.
INDICATIONS AND USAGE
STADOL* (butorphanol tartrate) Injectable is indicated for the management of pain when the use of
an opioid analgesic is appropriate.
STADOL Injectable is also indicated as a preoperative or preanesthetic medication, as a supplement
to balanced anesthesia, and for the relief of pain during labor.
CONTRAINDICATIONS
STADOL Injectable is contraindicated in patients hypersensitive to butorphanol tartrate or the preser-
vative benzethonium chloride in STADOL Injectable in the multi-dose vial.
WARNINGS
PATIENTS DEPENDENT ON NARCOTICS
Because of its opioid antagonist properties, butorphanol is not recommended for use in patients
dependent on narcotics. Such patients should have an adequate period of withdrawal from opioid
drugs prior to beginning butorphanol therapy. In patients taking opioid analgesics chronically, butor-
phanol has precipitated withdrawal symptoms such as anxiety, agitation, mood changes, hallucina-
tions, dysphoria, weakness and diarrhea.
Because of the difficulty in assessing opioid tolerance in patients who have recently received repeated
doses of narcotic analgesic medication, caution should be used in the administration of butorphanol
to such patients.
PRECAUTIONS
HEAD INJURY AND INCREASED INTRACRANIAL PRESSURE
As with other opioids, the use of butorphanol in patients with head injury may be associated with car-
bon dioxide retention and secondary elevation of cerebrospinal fluid pressure, drug-induced miosis,
and alterations in mental state that would obscure the interpretation of the clinical course of patients
with head injuries. In such patients, butorphanol should be used only if the benefits of use outweigh
the potential risks.
DISORDERS OF RESPIRATORY FUNCTION OR CONTROL
Butorphanol may produce respiratory depression, especially in patients receiving other CNS active
agents, or patients suffering from CNS diseases or respiratory impairment.
HEPATIC AND RENAL DISEASE
In patients with severe hepatic or renal disease the initial dosage interval for STADOL Injectable
should be increased to 6-8 hours until the response has been well characterized. Subsequent doses
should be determined by patient response rather than being scheduled at fixed intervals (see INDI-
VIDUALIZATION OF DOSAGE in full prescribing information).
CARDIOVASCULAR EFFECTS
Because butorphanol may increase the work of the heart, especially the pulmonary circuit (see CLINI-
CAL PHARMACOLOGY in full prescribing information), the use of butorphanol in patients with acute
myocardial infarction, ventricular dysfunction or coronary insufficiency should be limited to those sit-
uations where the benefits clearly outweigh the risk.
Severe hypertension has been reported rarely during butorphanol therapy. In such cases, butor-
phanol should be discontinued and the hypertension treated with antihypertensive drugs. In patients
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 antihist-
amines) may result in increased central nervous system depressant effects such as drowsiness,
dizziness and impaired mental function.

DRUG INTERACTIONS
Concurrent use of butorphanol with central nervous system depressants (e.g., alcohol, barbiturates,
tranquilizers, and antihistamines) may result in increased central nervous system depressant effects.
When used concurrently with such drugs, the dose of butorphanol 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 of opioids.
It is not known if the effects of butorphanol are altered by concomitant medications that affect hepatic
metabolism of drugs (cimetidine, erythromycin, theophylline, etc.), but physicians should be alert to
the possibility that a smaller initial dose and longer intervals between doses may be needed.
No information is available about the use of butorphanol concurrently with MAO inhibitors.
USE IN AMBULATORY PATIENTS
Drowsiness and dizziness related to the use of butorphanol may impair mental and/or physical abili-
ties required for the performance of potentially hazardous tasks (e.g., driving, operating machinery,
etc.). Patients should be told to use caution in such activities until their individual responses to
butorphanol have been well characterized.
Alcohol should not be consumed while using butorphanol. Concurrent use of butorphanol with cen-
tral nervous system depressants (e.g., alcohol, barbiturates, tranquilizers, and antihistamines) may
result in increased central nervous system depressant effects.
CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY
The carcinogenic potential of butorphanol has not been adequately evaluated.
Butorphanol was not genotoxic in Salmonella typhimurium or Escherichia coliassays or in unsched-
uled DNA synthesis and repair assays conducted in cultured human fibroblast cells.
Rats treated orally with 160 mg/kg/day (944 mg/sq. m.) had a reduced pregnancy rate. However, a
similar effect was not observed with a 2.5 mg/kg/day (14.75 mg/sq. m.) subcutaneous dose.
PREGNANCY
Pregnancy Category C
Reproduction studies in mice, 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 of post-implanta-

tion loss in rabbits.
There are no adequate and well-controlled studies of STADOL (butorphanol tartrate) in pregnant
women before 37 weeks of gestation. STADOL should be used during pregnancy only if the potential
benefit justifies the potential risk to the infant.
LABOR AND DELIVERY
Although there have been rare reports of infant respiratory distress/apnea following administration of
STADOL' (butorphanol tartrate) Injectable during labor, this adverse effect was not attributed to
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 in preterm pregnancies.
In a study of 119 patients, the administration of 1 mg of IV STADOL Injectable during labor was asso-
ciated with transient (10-90 minutes) sinusoidal fetal heart rate patterns, but was not associated with
adverse neonatal outcomes. In the presence of an abnormal fetal heart rate pattern, STADOL
Injectable should be used with caution.
NURSING MOTHERS
Butorphanol has been detected in milk following administration of STADOL (butorphanol tartrate)
Injectable to nursing mothers. The amount an infant would receive is probably clinically insignificant
(estimated 4 microgram/liter of milk in a mother receiving 2 mg IM four times a day).
PEDIATRIC USE
Butorphanol is not recommended for use in patients below 18 years of age because safety and effi-
cacy have not been established in this 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
patient response (see INDIVIDUALIZATION OF DOSAGE in full prescribing information).
Due to changes in clearance, the mean half-life of butorphanol is increased by 25% (to over 6 hours)
inpatients over the age of 65. Elderly patients may be more sensitive to its side effects.
ADVERSE REACTIONS
A total of 2446 patients were studied in butorphanol clinical trials. Approximately half received
STADOL (butorphanol tartrate) Injectable with the remainder receiving STADOL* NS

T 
(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 subtract frequencies
reported by placebo treated patients in controlled trials.

The most frequently reported adverse experiences across all clinical trials with STADOL Injectable
and STADOL NS were somnolence (43%), dizziness (19%), nausea and/or vomiting (13%). In long-
term trials with STADOL NS only, nasal congestion (13%) and insomnia (11%) were frequently
reported.
The following adverse experiences were reported at a frequency of 1% or greater, and were consid-
ered to be probably related to the use of butorphanol.
BODY AS A WHOLE: asthenia/lethargy*, headache', sensation of heat
CARDIOVASCULAR: VASODILATION*, PALPITATIONS
DIGESTIVE: ANOREXIA*, CONSTIPATION*, dry mouth*, nausea and/or vomiting (13%), stomach

NERVOUS: anxiety, confusion*, dizziness (19%), euphoria, floating feeling, INSOMNIA (11%), ner-
vousness, paresthesia, somnolence (43%), TREMOR
RESPIRATORY: BRONCHITIS, COUGH, DYSPNEA*, EPISTAXIS*, NASAL CONGESTION (13%),
NASAL IRRITATION*, PHARYNGITIS*, RHINITIS*, SINUS CONGESTION*, SINUSITIS, UPPER RES-
PIRATORY INFECTION*
SKIN AND APPENDAGES: sweating/clammy*, pruritus
SPECIAL SENSES: blurred vision, EAR PAIN, TINNITUS*, UNPLEASANT TASTE*
(also seen in short-term trials with STADOL* NST [butorphanol tartrate] Nasal Spray)
(Reactions occurring with a frequency of 3-9% are marked with an asterisk.* Reactions reported
predominantly from long-term trials with STADOL NS are CAPITALIZED.)
The following adverse experiences were reported with a frequency of less than 1%, in clinical 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
SKIN AND APPENDAGES: rashhives
UROGENITAL: Impaired urination
(Reactions reported only from post-marketing experience are italicized.)
The following infrequent additional adverse experiences were reported in a frequency of less than 1%
of the patients studied in short-term STADOL NS trials 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 AS A WHOLE: edema
CARDIOVASCULAR: hypertension
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 a class, have lower abuse potential than
morphine, all such drugs can be and have been reported to be abused.
Chronic use of STADOL* (butorphanol tartrate) Injectable has been reported to result in mild with-
drawal syndromes, and reports of overuse and self-reported addiction have been received.
Among 161 patients who used STADOL NS for 2 months or longer, approximately 3% had behavioral
symptoms suggestive of possible abuse. Approximately 1% of these patients reported significant
overuse. Symptoms such as anxiety, agitation, and diarrhea were observed. Symptoms suggestive
of opioid withdrawal occurred in 2 patients who stopped the drug abruptly after using 16 mg a day or
more for longer than 3 months.
Special care should be exercised in administering butorphanol to emotionally unstable patients and to
those with a history of drug misuse. When long-term therapy is necessary, such patients should be
closely supervised.
OVERDOSAGE
CLINICAL MANIFESTATIONS
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 in young chil-
dren who may gain access to the drug in the home.
TREATMENT
The management of suspected butorphanol overdosage includes maintenance of adequate ventila-
tion, 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
vital signs. Oxygen and ventilatory assistance should be available with continual monitoring by pulse
oximetry if indicated. In the 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 a specific 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
may be required.
DOSAGE AND ADMINISTRATION
Factors to be considered in determining 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 in the elderly, patients with hepatic or renal disease or in labor requires extra caution
(see PRECAUTIONS and INDIVIDUALIZATION OF DOSAGE in full prescribing information). The fol-
lowing doses are for patients who do not have impaired hepatic or renal function and who are not on
CNS active agents.
USE FOR PAIN
Intravenous: The usual recommended single dose for IV administration is 1 mg repeated every three
to four hours as necessary. The effective dosage range, depending on the severity of pain, is 0.5 to
2 mg repeated every three to four hours.
Intramuscular: The usual recommended single dose for IM administration is 2 mg in patients who
will be able to remain recumbent, in the event drowsiness or dizziness occurs. This may be repeated
every three to four hours, as necessary. The effective dosage range depending on the severity of pain
is 1 to 4 mg repeated every three to four hours. There are insufficient clinical data to recommend
single doses above 4 mg.
USE AS PREOPERATIVE/PREANESTHETIC MEDICATION
The preoperative medication dosage of STADOL* (butorphanol tartrate) Injectable should be individu-
alized (see INDIVIDUALIZATION OF DOSAGE in full prescribing information). The usual adult dose is
2 mg IM, administered 60-90 minutes before surgery. This is approximately equivalent in sedative
effect to 10 mg morphine or 80 mg meperidine.
USE IN BALANCED ANESTHESIA
The usual dose of STADOL Injectable is 2 mg IV shortly before induction and/or 0.5 to 1.0 mg IV in
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 will vary; however, patients seldom require less than 4 mg or more than 12.5 mg
(approximately 0.06 to 0.18 mg/kg).

In patients at full term in early labor a 1-2 mg dose of STADOL Injectable IV or IM may be adminis-
tered and repeated after 4 hours. Alternative analgesia should be used for pain associated with deliv-
ery or if delivery is expected to occur within 4 hours.
If concomitant use of STADOL with drugs that may potentiate its effects is deemed necessary (see
Drug Interactions in PRECAUTIONS section) the lowest effective dose should be employed.
SAFETY AND HANDLING
STADOL Injectable is supplied in sealed 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 IM or IV use is available 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 mat-
ter and discoloration prior to administration, whenever solution and container permit.
CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION.
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