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DESCRIPTION

Nalbuphine Hydrochloride Injection is a sterile, nonpyrogenic solution of nalbuphine
hydrochloride in water for injection. This product may be administered by
subcutaneous, intramuscular or intravenous injection.

Each milliliter (mL) contains nalbuphine hydrochloride 10 mg or 20 mg; sodium citrate,
dihydrate 0.47 mg and citric acid, anhydrous 0.63 mg added as buffers and may contain
sodium hydroxide and/or hydrochloric acid for pH adjustment; pH 3.7 (3.0 to 4.5).
Contains sodium chloride for tonicity adjustment.

Multiple-dose vials contain 1.8 mg/mL methylparaben and 0.2 mg/mL propylparaben
added as preservatives. Single-dose products contain no bacteriostat or antimicrobial
agent and unused portions must be discarded.

Nalbuphine hydrochloride is a synthetic narcotic agonist-antagonist analgesic of the
phenanthrene series chemically designated (-) -17 (cyclobutylmethy)-4, 5a-
epoxymorphinan-3, 6c,14 triol, hydrochloride. It is chemically related to both the widely
used narcotic antagonist, naloxone, and the potent narcotic analgesic, oxymorphone,
and has the following molecular and structural formula:

CH2—<>
Ho

*, N=—CH,
* HCI
M.W. 393.91
(C21H27N 04 * HCI)

CLINICAL PHARMACOLOGY
Nalbuphine hydrochloride is a potent analgesic. Its analgesic potency is essentially
equivalent to that of morphine on a milligram basis.

Its onset of action occurs within 2 to 3 minutes after intravenous administration, and
in less than 15 minutes following subcutaneous or intramuscular injection. The plasma
half-life of nalbuphine is 5 hours and in clinical studies the duration of analgesic activity
has been reported to range from 3 to 6 hours.

The narcotic antagonist activity of nalbuphine is one-fourth as potent as nalorphine
and 10 times that of pentazocine.

INDICATIONS AND USAGE

Nalbuphine hydrochloride is indicated for the relief of moderate to severe pain.
Nalbuphine hydrochloride can also be used as a supplement to balanced anesthesia,
for preoperative and postoperative analgesia, and for obstetrical analgesia during labor
and delivery.

CONTRAINDICATIONS

Nalbuphine hydrochloride injection should not be administered to patients who are
hypersensitive to it.

WARNINGS

Nalbuphine hydrochloride injection should be administered as a supplement to
general anesthesia only by persons specifically trained in the use of intravenous
anesthetics and management of respiratory effects of potent opioids.

Naloxone hydrochloride injection, resuscitative and intubation equipment and

oxygen should be readily available.
Drug Dependence: Nalbuphine has been shown to have a low abuse potential. When
compared with drugs which are not mixed agonist-antagonists, it has been reported
that nalbuphine’s potential for abuse would be less than that of codeine and
propoxyphene. Psychological and physical dependence and tolerance may follow the
abuse or misuse of nalbuphine. Therefore, caution should be observed in prescribing it
for emotionally unstable patients, or for individuals with a history of narcotic abuse.
Such patients should be closely supervised when long-term therapy is contemplated.

Care should be taken to avoid increases in dosage or frequency of administration
which in susceptible individuals might result in physical dependence.

Abrupt discontinuation of Nalbuphine Hydrochloride following prolonged use has
been followed by symptoms of narcotic withdrawal, i.e., abdominal cramps, nausea and
vomiting, rhinorrhea, lacrimation, restlessness, anxiety, elevated temperature and
piloerection.

Use in Ambulatory Patients: Nalbuphine may impair the mental or physical abilities
required for the performance of potentially dangerous tasks such as driving a car or
operating machinery. Therefore, Nalbuphine Hydrochloride Injection should be
administered with caution to ambulatory patients who should be warned to avoid such
hazards.

Use in Emergency Procedures: Maintain patient under observation until recovered from
nalbuphine effects that would affect driving or other potentially dangerous tasks.

Use in Pediatrics: Clinical experience to support administration to patients under
18 years is not available at present.

Use in Pregnancy (other than labor): Safe use of nalbuphine hydrochloride in pregnancy
has not been established. Although animal reproductive studies have not revealed
teratogenic or embryotoxic effects, nalbuphine should only be administered to pregnant
women when, in the judgment of the physician, the potential benefits outweigh the
possible hazards.

Use During Labor and Delivery: Nalbuphine can produce respiratory depression and
cardiac rhythm disturbances in the neonate. It should be used with caution in women
during labor and delivery, and newborns should be monitored for respiratory
depression, apnea, bradycardia and arrhythmias if nalbuphine has been used.

Head Injury and Increased Intracranial Pressure: The possible respiratory depressant
effects and the potential of potent analgesics to elevate cerebrospinal fluid pressure
(resulting from vasodilation following CO2 retention) may be markedly exaggerated in
the presence of head injury, intracranial lesions or a pre-existing increase in
intracranial pressure. Furthermore, potent analgesics can produce effects which may
obscure the clinical course of patients with head injuries. Therefore, Nalbuphine
Hydrochloride Injection should be used in these circumstances only when essential,
and then should be administered with extreme caution.

Interaction With Other Central Nervous System Depressants: Although nalbuphine
possesses narcotic antagonist activity, there is evidence that in nondependent patients
it will not antagonize a narcotic analgesic administered just before, concurrently, or just
after an injection of nalbuphine hydrochloride. Therefore, patients receiving a narcotic
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