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SAFETY DATA SHEET

1. ldentification

Product (Trade) Name: Cleviprex™
Synonyms: Clevidipine Butyrate Injectable Emulsion; H 324/38

Chemical Name: Butyroxymethyl methyl 4-(2°, 3"-dichlorophenyl)-1, 4-dihydro-2, 6-dimethyl-3, 5-
pyridinedicarboxylate

Chemical Family: Dihydro pyridines
Appearance: White Opaque Liquid
Pharmaceutical Category: Calcium channel antagonist

National Drug Code Number:

10122-610-01 Cleviprex 25mg/50mL Single Vial

10122-610-10 Cleviprex 25mg/50mL 10 Count

10122-611-01 Cleviprex 50mg/100mL Single Vial

10122-611-10 Cleviprex 50mg/100mL 10 Count

DISTRIBUTOR: CONTACT INFORMATION:
Chiesi USA, Inc. Telephone: (888) 466-6503
175 Regency Woods Place, Ste. 600 Facsimile: (877) 302-1743
Cary, NC 27518 Emergency: (888) 661-9260

2. Hazardous ldentification

Emergency Overview: The active ingredient is a potent development compound which is expected to have
rapid onset of action following exposure to the powder. Effects associated with intravenous exposure
include: decreased blood pressure (possibly low blood pressure); rapid heart beat and other possible cardiac
effects; headache; flushing; dizziness; nausea; vomiting; and a diuretic effect producing an increase in urine
volume. Cough, as well as neurological effects, including insomnia, anxiety, and restlessness are also
possible following exposure, can generally be associated with drugs in this class. Exposures to amounts
greater than the therapeutic dose may inhibit gastrointestinal transport. Animal studies showed changes in
organ weight and blood chemistry following daily exposures to high amounts for a period of 4 weeks.
Limited data from reproductive and developmental studies in animals suggest that fetal toxicity and
impaired development is possible following exposure.

A number of the effects noted in animal studies were associated with the vehicle (lipid emulsion). These
included some changes in blood chemistry in rats, decreased food consumption in rats, some
histopathology in dogs, and deaths in rabbits. These effects were possibly due to the lipid content of the
vehicle. As with any agent allergic reactions are possible in sensitive individuals. Although not
investigated, the vehicle may produce allergic reactions, particularly in those with pre-existing allergy to
eggs or soybean.

Relevant Routes of Exposure: Eyes, Skin, Inhalation and Ingestion.
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Signs and Symptoms of Exposure:
Eyes: Possible eye irritant.

Skin: Not irritating to rabbit skin after 4 hours of exposure and readings at 24, 48 and 72 hours.

Inhalation: Possible respiratory tract irritant.

Ingestion: Possible gastrointestinal irritant.
Medical Conditions Aggravated By Exposure: No data available. This is a cardiovascular agent that
may interfere with other cardiovascular medications. As this drug affects the renal blood supply, it may
affect those with kidney disease or impact the effect of drugs acting on the kidney (e.g., it may add to, or

otherwise impact the diuretic effect of other medications). Although not investigated, the vehicle may
produce allergic reactions, particularly in those with pre-existing allergy to eggs or soybean.

3. Composition/Information on Ingredients

Name CAS/EINECS/ELINCS# Composition (Wt %)
Clevidipine Butyrate 167221-71-8 0.05 %
Glycerin 56-81-5 2.25%

Soybean 8001-22-7 20.0%

Purified Egg Yolk Phospholipids 93685-90-6 1.2%

Sodium Hydroxide 1310-73-2 gs to adjust pH
Water 7732-18-5 gs to final wt. or vol.
Nitrogen 7727-37-9 gs

4., First Aid Measures

Eyes: Exposed eyes should be irrigated with copious amounts of water for at least 15
minutes. If irritation occurs and persists, seek medical attention.

Skin: Remove any contaminated clothing. Wash exposed area thoroughly with soap and
water. If irritation occurs or persists, seek medical attention.

Inhalation: If inhaled, remove to fresh air. If breathing is difficult, give oxygen. If not breathing,
give artificial respiration. Seek immediate medical attention.

Ingestion: If victim is conscious, let them drink water immediately and try to induce vomiting.
Seek emergency medical help. If a person is unconscious never give them anything
to drink and seek emergency medical help.

Notes to Health Professionals
There is no specific antidote. Symptomatic and supportive treatment of adverse effects is recommended.

Refer to Section 11, Toxicological Information, for additional information on toxicity.

5. Fire Fighting Measures

Flashpoint/Test method No data available

Fire and Explosion Hazards: Combustible but not flammable. Thermal decomposition and fire
may produce toxic and corrosive fumes such as carbon monoxide, nitrogen oxides and hydrochloric acid.

Minimum Ignition Energy: No data available
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Electrostatic Risk: No data available

Lower Explosive Level/Upper Explosive Level: No data available

Extinguishing Media: Water spray, carbon dioxide or dry chemical powder.

Fire Fighting Instructions: Fight fire from a safe distance. Wear full protective clothing. Use waterspray
to keep exposed containers and equipment cool. Toxic, corrosive or flammable thermal decomposition

products are expected when the material is exposed to fire. Self-contained breathing apparatus and full
protective equipment are recommended for firefighters.

6. Accidental Release Measures

Personal Precautions: At a minimum, use personal protective equipment (PPE) listed in Section 8. Avoid
all contact.

Clean-up Methods: Ventilate area of leak or spill. Remove all sources of ignition. Keep unnecessary and
unprotected personnel from entering. Absorb small amounts of spillage with

wet disposal towel and collect it in plastic bags designed for pharmaceutical waste. For larger spills, use an
appropriate vacuum cleaner or shovel carefully to drums or plastic bags for pharmaceutical waste according
to local regulatory requirements. Wash area of spill to remove from surfaces. Wash skin thoroughly after
handling. No specific decontamination or detoxification procedures have been identified for this material.
Take precautions to prevent entry into waterways, sewers, or surface drainage systems.

7. Handling and Storage

Handling: Train employees concerning hazards and precautions. Keep closed or covered
when not in use. Wear appropriate PPE. Avoid direct contact.

Storage: Store in a refrigerator at 2 to 8° C. Protect from light.

Work/Hygiene Practices: Do not allow direct contact with eyes, skin or clothing. Use only with
appropriate engineering controls, personal protective equipment, safe work practices and good hygiene
practices (refer to Section 8, Exposure Controls and Personal Protection). Wash thoroughly after handling
and before eating, drinking, smoking, and/or applying cosmetics. Provide adequate local exhaust
ventilation. See also Section 4, First Aid Measures.

8. Exposure Controls/Personal Protection

Preventive Measures: Restrict access to the work area and take precautions to contain material within
restricted areas. Implement appropriate work practices and procedures to eliminate exposure. Work only in
accordance with Chemical Hygiene Plans and instructions for safe handling during both normal and
emergency operations. Appropriately wash contact surfaces thoroughly immediately after use. Contain and
control the emissions and properly dispose of wastes generated.

Engineering Controls: Open handling is not recommended. Consider segregating operations, including the
use of enclosures and closed transfer systems. Provide exhaust ventilation or other engineering controls to
keep the airborne levels at acceptable levels consistent with good manufacturing practices

Personal Protection:

Eye and Face Protection: Use appropriate eye protection (i.e., safety glasses or goggles).
Maintain eye wash fountain and quick-drench facilities in work area.
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Skin Protection: Wear impervious chemical resistant gloves (e.g., latex or nitrile) for hand
protection during all handling activities. Double gloves should be used during spill cleanup
activities and other work activities where there is a potential for contact with the dried or
concentrated active ingredient. Appropriate body protection should be provided

based on the expected level of exposure risk: gloves and lab coat, apron, or coveralls.

Respiratory Protection: If engineering controls cannot maintain adequate exposure control, an
appropriate air purifying half-face, full-face, or powered air-purifying respirator (PAPR), equipped
with HEPA cartridges, should be worn. Respiratory protection use must comply with the OSHA
Respiratory Protection Standard, 29 CFR 1910.134 and have NIOSH approval, or equivalent,
depending on local regulations.

Exposure Guidelines:
The Medicines Company
ACGIH Threshold OSHA Permissible Occupational Exposure
Ingredient Limit Value (TLV) Exposure Limit (PEL) Level (OEL)
Clevidipine butyrate Not Established Not Established Not Established
Glycerin 10 mg/m? 15 mg/ m® - Total Dust, Not Established
— Glycerin Mist 5 mg/ m3 — Respirable
Fraction
Soybean Qil Not Established Not Established Not Established
Purified Egg Yolk Not Established Not Established Not Established
Phospholipids
Sodium Hydroxide 2mg/m3 2mg/m3 Not Established
Water Not Established Not Established Not Established
Nitrogen Not Established Not Established Not Established

ACGIH - American Conference of Governmental Industrial Hygienists
OSHA - Occupational Safety & Health Administration

9: Physical and Chemical Properties

Appearance/Physical State: White opaque liquid
Odor: N/A

Molecular Weight: N/A

Vapor Pressure: Not Tested

Vapor Density: Not Tested

Evaporation Rate: Not Tested

Density (g/mL): 0.985

Boiling Point: Not Tested

Melting Point: N/A

Freezing Point: Not Tested

Viscosity: Not Tested
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Solubility: Practically insoluble in water (0.1 mg/l), sparingly soluble in 99.5% ethanol, slightly soluble in
soybean oil.

pH: 6.0-8.8
PKa Values: N/A

Partition Coefficient: Log KD for clevidipine is estimated to be > 5.

10: Stability and Reactivity

Stability: Clevidipine butyrate injectable emulsion is stable when refrigerated (2 -
8 °C), and protected from light.

Conditions to Avoid: No data available
Hazardous Decomposition Products: No data available

Hazardous Polymerization: No data available

11. Toxicological Information

Oral Toxicity: Clevidipine is not orally active. However, inhalation is a concern in the work

environment (mist, aerosol, spray). Material may also be inhaled during the course of a spill, or where
material dries on a surface and is subsequently released into the air. .The maximum acute (i.e., single dose)
non-lethal dose following intravenous administration is 140 mg/kg for the mouse and 110 to 130 mg/kg for
the rat. This equates to a human dose of approximately 14, and 18 to 22 mg/kg, respectively. No
information on median lethal dose is available. This drug is intended for use as an intravenous agent given
by infusion and effects are generally acute in nature. In general, data from intravenous studies correlate
well with inhalation. Therefore, effects produced following inhalation exposure can be assumed to be
similar to those which can be produced following injection/infusion. The principal effects produced by this
compound are associated with its pharmacology. Although desirable in the patient population, any
pharmacological effects must be regarded as adverse in the workplace or in case of a spill during
transportation.

In addition to the cardiac/cardiovascular and diuretic effects associated with this compound and noted
below under Pharmacological Effects, the following effects were noted in animal studies: increased water
consumption, increased urine volume, inhibition of gastrointestinal transportation at doses greater than the
therapeutic range, and slight changes in organ weights. Changes in blood chemistry were also noted. In
dogs, decreased peripheral resistance was accompanied by increased heart rate (i.e., considered to be
tachycardia) and a decrease in QT interval. In humans the following effects were noted in healthy
volunteers: Decreased blood pressure, increased heart rate (i.e. at 21.6 pg/kg/min heart rate exceeded 120
beats per minute in 50% of healthy volunteers), headache, flushing, dizziness, nausea, vomiting (i.e., after 1
hour at low dose constant infusion) and increased ASAT and ALAT. Possible changes in the
electrocardiogram have not been investigated. Similar effects have been reported in clinical studies
involving patients. Other cardiac rhythm effects were also noted in these studies. In general, human studies
are of short duration. Longer term studies have not been conducted. Therefore, no information is available
relating to possible effects which may be associated with longer term, repeated dose administration.

Skin Effects: Non-irritating to rabbits after a 4 hour exposure, and after readings at 24, 48, and 72 hours.
Eye Effects: No data available. Possible eye irritant.

Sensitization: No data available
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Genetic Toxicity: Negative in the Ames bacterial reverse mutation assay. Other studies conducted include
the mouse lymphoma thymidine kinase locus assay, an in vitro lymphocyte transformation test, and an in
vivo mouse micronucleus study. The mouse lymphoma assay was positive with metabolic activation and an
increase in the formation of aberrant cells was noted in the lymphocyte transformation test at high
concentrations. These positive results were considered to be related to the production of formaldehyde
during metabolism, and were reversible with the addition of formaldehyde dehydrogenase to the test
system. In humans formaldehyde production during metabolism is expected to be below endogenous levels.
An increase in mitotic index was also produced in the latter test, in the absence of metabolic activation. The
in vivo mouse micronucleus study was negative.

Carcinogenicity: No long-term studies in animals have been performed to evaluate the
carcinogenic potential of clevidipine butyrate.

Reproductive Effects: No effect on rat male fertility was produced in animal studies. In female rats, the
only effect noted in fertility studies was a minor change in estrus cycle. Dose

related fetotoxicity, increased intrauterine death, a slight decrease in fetal weight,

and retarded skeletal development were noted. These effects were not produced

in rats at 29 pmol/kg/day. In rabbits, high maternal mortality resulted in all groups

including controls resulting in limited data. A slight delay in fetal development was

noted, and intrauterine fetal loss was increased.

Pharmacological Effects: Cleviprex is an ultrashort-acting 1-4 dihydropyridine calcium channel
antagonist developed for the treatment of acute hypertension. Pharmacological effects are

generally cardiovascular in nature, including reduction in systolic blood pressure decreased systemic
vascular resistance, increased heart rate, increased stroke volume, and maintained or increased cardiac
output. A natriuretic/diuretic effect is also produced at doses that barely lower blood pressure. Blood
pressure decrease is also produced in healthy individuals as well as in patients with hypertension.

Although desirable in the patient population, any pharmacological effects must be regarded as
adverse in the workplace or in case of a spill during transportation.

Other Adverse Effects: Neurological effects can be associated with this class of compound (insomnia,
restlessness, and anxiety) have been reported in the clinic. Cough also associated with this class of drug.

SECTION 12 - ECOLOGICAL INFORMATION

Summary: This material contains an active pharmaceutical ingredient. Local regulations and
procedures should be consulted prior to environmental release. Specific information on clevidipine
butyrate, the active pharmaceutical ingredient, is provided below.

Ecotoxicity:
Agquatic: No data available

Activated Sludge Respiration: No data available
Daphnid: No data available
Algal: No data available
Fish: No data available
Mobility:

Solubility: This material contains an active pharmaceutical ingredient that for environmental fate
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predictions is soluble in water.
Partitioning: No data available

Persistence and Degradation:
Hydrolysis: No data available

Biodegradation: No data available

13. Disposal Considerations

Waste Disposal Outer waste containers should be labeled or marked to indicate contents and hazards for
safe handling and disposal. Contents should be burned in an incinerator with environmental control devices
operating under applicable regulatory requirements.

Regulatory Requirements Observe all local and national regulations when disposing of this material.

SECTION 14 - TRANSPORT INFORMATION

This MSDS should accompany all shipments for reference in the event of spillage or accidental release.

US Department of Transportation (DOT)
Proper Shipping Name. Not regulated in transportation.

IATA/ICAO
Proper Shipping Name. Not regulated in transportation.

IMDG
Proper Shipping Name. Not regulated in transportation.

UN Classification and Labeling

Proper Shipping Name. Transportation and shipping of this material is not restricted. It has no known
significant hazard requiring special packaging or labeling for air, maritime, United States or European
ground transport purposes.

15. Regulatory Information

The following regulations apply to storage and/or handling. It is the responsibility of the end user to
determine the applicability of these regulations at their specific location.

US OSHA 29CFR 1910.1200: Not listed

TSCA Status: FDA-regulated material is exempt from TSCA
EPCRA Section 313 (SARA Title I11): Not listed

EPCRA Section 302: Not listed

CERCLA: Not listed

RCRA: Not a RCRA hazardous waste

DOT: Not applicable
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EU Classification/ Labeling: Exempt from requirements of the EU Substances Directive
Risk Phrases: Not determined
Safety Phrases:
S26 In case of contact with eyes, rinse immediately with plenty of water and
seek medical advice
S36/37/39 Wear suitable protective clothing, gloves and eye/face

WHMIS Classification: Not covered under WHMIS.

16. Other Information

Special Hazards: Rapidly acting potent agent which may produce cardiovascular effects including
increase in heart rate, changes in rhythm and decreased blood pressure. Effects associated with repeat dose
longer term exposure have not been established. Animal studies suggest that this product may produce
developmental effects in the fetus.

Abbreviations

ACGIH: American Conference of Governmental Industrial Hygienists

CAS#: Chemical Abstract Services Number

CERCLA: Comprehensive Environmental Response Compensation and Liability Act (Superfund)

CFR Code of Federal Regulations

DOT: Department of Transportation

EU: European Union

IARC: International Agency for Research on Cancer

IATA: International Air Transport Association

OSHA: Occupational Safety and Health Administration

PEL: Permissible Exposure Limit

NTP: National Toxicology Program

SARA: Superfund Amendment and Reauthorization Act of 1986 (SARA Title 111)

TLV: Threshold Limit Value

TSCA: Toxic Substances Control Act
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Disclaimer:

The information and recommendations contained herein are based upon tests believed to be reliable.
However, Chiesi USA, Inc. does not guarantee their accuracy or completeness NOR SHALL ANY OF
THIS INFORMATION CONSTITUTE A WARRANTY, WHETHER EXPRESSED OR IMPLIED, AS
TO THE SAFETY OF THE GOODS, THE MERCHANT ABILITY OF THE GOODS, OR THE
FITNESS OF THE GOODS FOR A PARTICULAR PURPOSE. Adjustments to conform to actual
conditions of usage may be required. Chiesi USA, Inc. assumes no responsibility for results
obtained or for incidental or consequential damages, including lost profits, arising from the use of
these data. No warranty against infringement of any patent, copyright or trademark is made or implied.

Last Revision: June 2018
Date Prepared: September 2019
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