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Material Safety Data Sheet
Date Updated: February 27, 2006!

Version: 01

Section 1: Product and Company Information
Company: Alkermes Inc
Address: 88 Sidney Street

Cambridge, MA 02139 US
Main Phone: (617) 494-0171
Emergency Phone: CHEMTREC 800 424-9300
Product Name: Vivitrol® (long-acting injection) microspheres
Synonyms: Medisorb® Naltrexone
Active Ingredient: Naltrexone Base Anhydrous
Chemical Name of
active ingredient: 17-(cyclopropylmethyl)-4,5-alpha-epoxy-3,14-dihydroxy-morphaninan-6-one

The following MSDS applies to the pharmaceutical product as an encapsulated microsphere within vials.
If handling naltrexone in manufacturing situations, consult the MSDS for the active ingredient and take
appropriate precautions.

Section 2: Ingredient Information

Substance Name weight % CAS# Exposure Limit
Naltrexone approx 34% 16590-41-3 Not found

Poly d,lactide-co-glycolide approx 64% 34346-01-5 Not found

Ethyl alcohol 1.8% 100-51-6 1000 ppm (OSHA PEL)
Benzyl alcohol 1.5% 6132-04-3 10 ppm (AIHA WEEL)

Section 3: Hazard ldentification

Caution: Medisorb® Naltrexone contains poly (d,l-lactide-co-glycolide) polymer and naltrexone as its
principal components. Medisorb® Naltrexone is packaged as a dry powder in vials and poses no hazard
while in the vial. If the vials were damaged releasing the drug product, toxic effects might occur
following ingestion or inhalation of significant quantities.

NFPA Rating: Health 1 Flammability 1 Reactivity 0
(Naltrexone)

Routes of Absorption: Accidental ingestion, skin contact, eye contact and inhalation.

Eye: If vial breakage occurs and eyes are exposed to powder, local irritation is
possible.

Inhalation: Irritation of nasal and upper airway mucosal membranes.

Oral: Nausea

Systemic Effects: See Section 11
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Chronic Exposure:

Conditions Aggravated

by Exposure:

Mutagenicity:

Carcinogenicity:
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The effects of chronic overexposure to Medisorb® Naltrexone are limited but
may include nausea, abdominal pain, headache and rash.

None known or reported.

Not considered a mutagen based on a battery of studies (see Section 11 for
further data).

Not considered a carcinogen based on available data (see section 11 for further
data). The active ingredient is not listed by OSHA, NTP or IARC as a
carcinogen.

Section 4: First Aid Measures

Oral exposure:

Inhalation exposure:

Dermal exposure:

Eye exposure:

If oral exposure occurs, rinse mouth out with water. Immediately notify
medical personnel and supervisor.

Immediately move to fresh air. Notify medical personnel and supervisor.

Immediately wash exposed skin thoroughly with soap and water. Notify
medical personnel and supervisor.

Immediately flush eyes with water for at least 15 minutes. Notify medical
personnel and supervisor.

Section 5: Fire Fighting Measures

Flash point: N/A

LEL: N/A

Autoignition temperature: N/A

Stable: Pharmacologically stable
Hazardous polymerization: Not known to occur

Incompatibilities:

Extinguisher media:

Not known

Use water fog or fire extinguishing media for Class A fires (e.g. multipurpose
dry chemical or foam).

Protective Equipment: Wear full structural fire fighting protective clothing and NIOSH/MSDHA-

Decomposition
products:

Specific hazards:

approved positive pressure, self-contained breathing apparatus.
Decontaminate after use.
No data available.

High concentrations of airborne finely divided organic particulates can
potentially explode if ignited.

Section 6: Accidental Release Measures

Spill response:

If material is released or spilled, cordon off spill area. Take proper precautions
to minimize exposure by using appropriate personal protective equipment. For
small spills (such as in a laboratory), wet material with water and wipe up
using a paper towel. Completely wash spill area thoroughly with soap and
water. For large spills in manufacturing, use an industrial vacuum cleaner
equipped with a high efficiency particulate (HEPA) filter.
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Disposal: Place spillage in an appropriately labeled container. Dispose of waste in
accordance with all applicable regulatory requirements.

Section 7: Handling and Storage
Handling: Avoid contact with skin, eyes or clothing. Wash thoroughly after handling.

Storage: Store material at 2 to 8° C to ensure product viability.

Section 8: Exposure Controls and Personal Protective Equipment

Engineering Controls: Pharmacy operations should preferably be conducted in a Biosafety Cabinet or
equivalent containment. When practicable, handle contents in enclosed
processes or in processes with effective and well-engineered local exhaust
ventilation. The emphasis of control should be on little if any open handling
and containment and control at the source of dust or aerosol generation.

Respiratory: Not normally required. If containers are broken, a filtering facepiece
respirator approved for dust and mists may be needed.

Hand/Skin: Rubber gloves are recommended to minimize the potential for skin contact
when conducting pharmacy operations. When the material is dissolved in an
organic solvent, wear gloves that provide protection against the solvent. Wear
lab coat or other protective overgarment. Base the choice of protection on the
job activity and potential for skin contact.

Eye: When conducting pharmacy operations, it is recommended that safety glasses
with side shields be worn. If breakage of container occurs, wear safety glasses
with side shields, chemical splash goggles or full face shield, if necessary. Base
the choice of protection on the job activity and potential for contact with eyes
or face.

Clothing: Protect exposed skin.
Hygienic Measures: Wash hands, face and other potentially exposed areas immediately after
handling material (especially before eating, drinking or smoking).

Decontaminate all protective equipment after use.

Section 9: Physical/Chemical Properties
For active ingredient

Appearance: Off-white to light tan powder

Melting point: 168°-170°C

Solubility in Water: Sparingly soluble in water

Specific gravity: ca. 1.3

Section 10: Stability/Reactivity

Stability: Pharmacologically stable
Incompatibility: Not known

Hazard Polymerization: Not know to occur

Hazardous Decomposition Products: No data available
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Section 11: Toxicological Information
See also Section 3. The data in this section are for the active ingredient.

Naltrexone is used clinically in the management of alcoholism and opioid addiction.

The following effects reported are from use of the drug product clinically or the testing of the active
ingredient in laboratory animals. These effects may only potentially occur if significant breakage and
release of vial contents occurs or significant aerosolization results in a large inhalation exposure.

Naltrexone may precipitate mild to severe signs and symptoms of opiate withdrawal in some patients
dependent on opiates. Signs of withdrawal can occur quickly after ingestion and may include drug
craving, confusion, drowsiness, abdominal pain, vomiting and diarrhea. Other signs and symptoms of
withdrawal include fever, chills, perspiration, salivation, rapid breathing, lacrimation, runny nose and
dilation of pupils.

Acute Toxicity: Low toxicity in laboratory animals. The oral LDy in rats, mice and guinea pigs
was reported to range from about 1100 to 1500 mg/kg.

Chronic Toxicity: Naltrexone is well tolerated with respect to systemic effects in a multitude of
animal species and in clinical trials. The most frequent adverse effects
reported during naltrexone therapy are gastrointestinal effects including
nausea, abdominal pain and vomiting. Other effects include headache,
fatigue, sleepiness, low energy, anxiety, muscle pain and rash.

Reproductive Toxicity: Causes fertility impairment in laboratory animals but at high doses (roughly

(fertility impairment) equivalent to 5-7 g/day in humans). Reproductive toxicity is not expected to
occur under occupational conditions. Decreased pregnancy rate and an
increased rate of pseudopregnancy were observed in rats at a dose of 100
mg/kg/day (about 13 times the maximum recommended human dose).

Developmental Causes embryonic effects in laboratory animals but at high doses (roughly
Toxicity: equivalent to 5-7 g/day in humans). Developmental toxicity is not expected to
(birth defects) occur under occupational conditions. Positive for an embryocidal effect in rats

at a dose of 100 mg/kg/day.

Genotoxicity/ Based on a “weight of evidence” approach, naltrexone is not considered to be

Mutagenecity: genotoxic or mutagenic. Naltrexone was found to be negative for genotoxicity
in the majority of 22 tests conducted. Those that were positive are minor
assays or were inconsistently positive.

Carcinogenicity: In long term cancer studies in rats and mice at doses up to 100 mg/kg/day
(equivalent to 5-7 g/day in humans) naltrexone was not found to be
carcinogenic. The frequency and predominance of tumors were similar for
control and treated groups with the exception of a small increase in the
incidence of tumors of vascular origin and mesotheliomas in high dose rats.
Results were negative in mice.

Section 12: Environmental Information

Persistence and Degradability: No data available.
Aquatic toxicity: No data available
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Section 13: Waste Disposal Methods

All wastes containing the material should be properly labeled. Dispose of any waste residues according
to prescribed federal, state, and local guidelines, e.g. appropriately permitted chemical waste
incinerator. Rinse waters resulting from spill cleanups should be discharged in an environmentally safe
manner, e.g., appropriately permitted municipal or on-site wastewater treatment facility.

Section 14: Transport Information

Hazard Class: Not regulated by US DOT or IATA
Packing Group: Not regulated by US DOT or IATA
UN Number: Not regulated by US DOT or IATA

Section 15: Labeling/Regulatory Information
The outside containers of this material should have affixed the proper FDA label.

European Union Risk and Safety Phrases: None required (exempt) as a final dosage form
California Proposition 65: Not listed
Canadian WHMIS: Drugs are exempt. However, if not a drug, the most

appropriate classification for naltrexone would be D2B
based on its potential to be a systemic toxicant.
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The above information is believed to be correct but does not purport to be all inclusive and is offered
as a guide for your consideration, investigation and verification. Alkermes, Inc. makes no guarantee of
the accuracy or the completeness of the data and shall not be held liable for any damage resulting
from handling or from direct contact with the above product.
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