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—ANTIIMMEDIAFEREH—
FIELD OF THE INVENTION

[0001] The present invention relates to the field of pharmaceutical dosage forms

that are resistant to tampering and abuse.
BACKGROUND

[6002] Phéfmaceutical products are sometimes the subject of abuse. For example,
a particular dose of opioid agonist may be more potent when administered
parenterally as compared to the same dose administered orally. Some formulations
can be tarﬂpered with to provide the opioid agonist contained therein for illicit use.
Opioid agonist formulations intended for oral use are sometimes crushed or subject
to extraction with solvents (e.g., ethanol) by drug abusers to provide the opioid
contained therein for non-prescribed illicit use (e.g., nasal or parenteral

administration).

[0003] There have previously been attempts in the art to control the abuse potential
associated with immediate release opioid analgesics. For example, the combination
of pentazocine and naloxone has been utilized in tablets available in the United
States, commercially available as Talwin® Nx from Sanofi-Winthrop. Talwin® Nx
contains pentazocine hydrochloride equivalent to 50 mg base and naloxone
hydrochloride equivalent to 0.5 mg base. Talwin® Nx is indicated for the relief of
moderate to severe pain. The amount of naloxone present in this combination has
low activity when taken orally, and minimally interferes with the pharmacologic
action of pentazocine. However, this amount of naloxone given parenterally has
profound antagonistic action to narcotic analgesics. Thus, the inclusion of naloxone
is intended to curb a form of misuse of oral pentazocine which occurs when the
dosage form is solubilized and injected. Therefore, this dosage has lower potential
for parenteral misuse than previous oral pentazocine formulations. A fixed
combination therapy comprising tilidine (50 mg) and naloxone (4 mg) has been

available in Germany for the management of severe pain since 1978 (Valoron® N,
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TAMPER RESISTANT IMMEDIATE RELEASE FORMULATIONS

FIELD OF THE INVENTION

[0001] The present invention relates to the field of pharmaceutical dosage forms

that are resistant to tampering and abuse.
BACKGROUND

[0002] Ph';ifmaceutical products are sometimes the subject of abuse. For example,
a particular dose of opioid agonist may be more potent when administered
parenterally as compared to the same dose administered orally. Some formulations
can be ta:ﬁpered with to provide the opioid agonist contained therein for illicit use.
Opioid agonist formulations intended for oral use are sometimes crushed or subject
to extraction with solvents (e.g., ethanol) by drug abusers to provide the opioid
contained therein for non-prescribed illicit use (e.g., nasal or parenteral

administration).

[0003] There have previously been attempts in the art to control the abuse potential
associated with immediate release opioid analgesics. For example, the combination
of pentazocine and naloxone has been utilized in tablets available in the United
States, commercially available as Talwin® Nx from Sanofi-Winthrop. Talwin® Nx
contains pmtazocine hydrochloride equivalent to 50 mg base and naloxone
hydrochloride equivalent to 0.5 mg base. Talwin® Nx is indicated for the relief of
moderate to severe pain. The amount of naloxone present in this combination has
low activity when taken orally, and minimally interferes with the pharmacologic
action of pentazocine. However, this amount of naloxone given parenterally has
profound antagonistic action to narcotic analgesics. Thus, the inclusion of naloxone
is intended to curb a form of misuse of oral pentazocine which occurs when the
dosage form is solubilized and injected. Therefore, this dosage has lower potential
for parenteral misuse than previous oral pentazocine formulations. A fixed
combination therapy comprising tilidine (50 mg) and naloxone (4 mg) has been

available in Germany for the management of severe pain since 1978 (Valoron® N,



