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FOREWORD

This toxicological profile is prepared in accordance with guidelines* developed by the Agency for
Toxic Substances and Disease Registry (ATSDR) and the Environmental Protection Agency (EPA). The
original guidelines were published in the Federal Register on April 17, 1987. Each profile will be revised
and republished as necessary.

The ATSDR toxicological profile succinctly characterizes the toxicologic and adverse health
effects information for these toxic substances described therein. Each peer-reviewed profile identifies and
reviews the key literature that describes a substance’s toxicologic properties. Other pertinent literature is
also presented, but is described in less detail than the key studies. The profile is not intended to be an
exhaustive document; however, more comprehensive sources of specialty information are referenced.

The focus of the profiles is on health and toxicologic information; therefore, each toxicological
profile begins with a public health statement that describes, in nontechnical language, a substance's
relevant toxicological properties. Following the public health statement is information concerning levels
of significant human exposure and, where known, significant health effects. The adequacy of information
to determine a substance's health effects is described in a health effects summary. Data needs that are of
significance to protection of public health are identified by ATSDR.

Each profile includes the following:

(A) The examination, summary, and interpretation of available toxicologic information and
epidemiologic evaluations on a toxic substance to ascertain the levels of significant human
exposure for the substance and the associated acute, subacute, and chronic health effects;

(B) A determination of whether adequate information on the health effects of each substance is
available or in the process of development to determine levels of exposure that present a
significant risk to human health of acute, subacute, and chronic health effects; and

(C) Where appropriate, identification of toxicologic testing needed to identify the types or levels
of exposure that may present significant risk of adverse health effects in humans.

The principal audiences for the toxicological profiles are health professionals at the Federal, State,
and local levels; interested private sector organizations and groups; and members of the public.

This profile reflects ATSDR’s assessment of all relevant toxicologic testing and information that
has been peer-reviewed. Staffs of the Centers for Disease Control and Prevention and other Federal
scientists have also reviewed the profile. In addition, this profile has been peer-reviewed by a
nongovernmental panel and was made available for public review. Final responsibility for the contents
and views expressed in this toxicological profile resides with ATSDR.

/ e »//5/‘

Thomas R. Frieden, M. D M.P.H.
Administrator

Agency for Toxic Substances and
Disease Registry




*Legislative Background

The toxicological profiles are developed under the Comprehensive Environmental Response,
Compensation, and Liability Act of 1980, as amended (CERCLA or Superfund). CERCLA section
104(i)(1) directs the Administrator of ATSDR to “...effectuate and implement the health related
authorities” of the statute. This includes the preparation of toxicological profiles for hazardous
substances most commonly found at facilities on the CERCLA National Priorities List and that pose the
most significant potential threat to human health, as determined by ATSDR and the EPA. Section
104(i)(3) of CERCLA, as amended, directs the Administrator of ATSDR to prepare a toxicological profile
for each substance on the list. In addition, ATSDR has the authority to prepare toxicological profiles for
substances not found at sites on the National Priorities List, in an effort to .. .establish and maintain
inventory of literature, research, and studies on the health effects of toxic substances” under CERCLA
Section 104(i)(1)(B), to respond to requests for consultation under section 104(i)(4), and as otherwise
necessary to support the site-specific response actions conducted by ATSDR.
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QUICK REFERENCE FOR HEALTH CARE PROVIDERS

Toxicological Profiles are a unique compilation of toxicological information on a given hazardous
substance. Each profile reflects a comprehensive and extensive evaluation, summary, and interpretation
of available toxicologic and epidemiologic information on a substance. Health care providers treating
patients potentially exposed to hazardous substances will find the following information helpful for fast
answers to often-asked questions.

Primary Chapters/Sections of Interest

Chapter 1: Public Health Statement: The Public Health Statement can be a useful tool for educating
patients about possible exposure to a hazardous substance. It explains a substance’s relevant
toxicologic properties in a nontechnical, question-and-answer format, and it includes a review of
the general health effects observed following exposure.

Chapter 2: Relevance to Public Health: The Relevance to Public Health Section evaluates, interprets,
and assesses the significance of toxicity data to human health.

Chapter 3: Health Effects: Specific health effects of a given hazardous compound are reported by type
of health effect (death, systemic, immunologic, reproductive), by route of exposure, and by length
of exposure (acute, intermediate, and chronic). In addition, both human and animal studies are
reported in this section.

NOTE: Not all health effects reported in this section are necessarily observed in the clinical
setting. Please refer to the Public Health Statement to identify general health effects observed
following exposure.

Pediatrics: Four new sections have been added to each Toxicological Profile to address child health
issues:
Section 1.6 How Can (Chemical X) Affect Children?
Section 1.7 How Can Families Reduce the Risk of Exposure to (Chemical X)?
Section 3.7 Children’s Susceptibility
Section 6.6 Exposures of Children

Other Sections of Interest:
Section 3.8 Biomarkers of Exposure and Effect
Section 3.11 Methods for Reducing Toxic Effects

ATSDR Information Center
Phone: 1-800-CDC-INFO (800-232-4636) or 1-888-232-6348 (TTY) Fax: (770)488-4178
E-mail: cdcinfo@cdc.gov Internet. http://www.atsdr.cdc.gov

The following additional material can be ordered through the ATSDR Information Center:

Case Studies in Environmental Medicine: Taking an Exposure History—The importance of taking an
exposure history and how to conduct one are described, and an example of a thorough exposure
history is provided. Other case studies of interest include Reproductive and Developmental
Hazards; Skin Lesions and Environmental Exposures;, Cholinesterase-Inhibiting Pesticide
Toxicity; and numerous chemical-specific case studies.


mailto:cdcinfo@cdc.gov
http:http://www.atsdr.cdc.gov
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Managing Hazardous Materials Incidents is a three-volume set of recommendations for on-scene
(prehospital) and hospital medical management of patients exposed during a hazardous materials
incident. Volumes I and II are planning guides to assist first responders and hospital emergency
department personnel in planning for incidents that involve hazardous materials. Volume III—
Medical Management Guidelines for Acute Chemical Exposures—is a guide for health care
professionals treating patients exposed to hazardous materials.

Fact Sheets (ToxFAQs) provide answers to frequently asked questions about toxic substances.

Other Agencies and Organizations

The National Center for Environmental Health (NCEH) focuses on preventing or controlling disease,
injury, and disability related to the interactions between people and their environment outside the
workplace. Contact: NCEH, Mailstop F-29, 4770 Buford Highway, NE, Atlanta,

GA 30341-3724 « Phone: 770-488-7000 « FAX: 770-488-7015.

The National Institute for Occupational Safety and Health (NIOSH) conducts research on occupational
diseases and injuries, responds to requests for assistance by investigating problems of health and
safety in the workplace, recommends standards to the Occupational Safety and Health
Administration (OSHA) and the Mine Safety and Health Administration (MSHA), and trains
professionals in occupational safety and health. Contact: NIOSH, 200 Independence Avenue,
SW, Washington, DC 20201 « Phone: 800-356-4674 or NIOSH Technical Information Branch,
Robert A. Taft Laboratory, Mailstop C-19, 4676 Columbia Parkway, Cincinnati, OH 45226-1998
* Phone: 800-35-NIOSH.

The National Institute of Environmental Health Sciences (NIEHS) is the principal federal agency for
biomedical research on the effects of chemical, physical, and biologic environmental agents on
human health and well-being. Contact: NIEHS, PO Box 12233, 104 T.W. Alexander Drive,
Research Triangle Park, NC 27709 « Phone: 919-541-3212.

Referrals

The Association of Occupational and Environmental Clinics (AOEC) has developed a network of clinics
in the United States to provide expertise in occupational and environmental issues. Contact:
AQEC, 1010 Vermont Avenue, NW, #513, Washington, DC 20005 « Phone: 202-347-4976
* FAX: 202-347-4950 « e-mail: AOEC@AOEC.ORG « Web Page: http://www.aoec.org/.

The American College of Occupational and Environmental Medicine (ACOEM) is an association of
physicians and other health care providers specializing in the field of occupational and
environmental medicine. Contact: ACOEM, 25 Northwest Point Boulevard, Suite 700, Elk
Grove Village, IL 60007-1030 « Phone: 847-818-1800 « FAX: 847-818-9266.


mailto:AOEC@AOEC.ORG
http:http://www.aoec.org
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THE PROFILE HAS UNDERGONE THE FOLLOWING ATSDR INTERNAL REVIEWS:

1. Health Effects Review. The Health Effects Review Committee examines the health effects
chapter of each profile for consistency and accuracy in interpreting health effects and classifying
end points.

2. Minimal Risk Level Review. The Minimal Risk Level Workgroup considers issues relevant to

substance-specific Minimal Risk Levels (MRLs), reviews the health effects database of each
profile, and makes recommendations for derivation of MRLs.

3. Data Needs Review. The Applied Toxicology Branch reviews data needs sections to assure
consistency across profiles and adherence to instructions in the Guidance.

4, Green Border Review. Green Border review assures the consistency with ATSDR policy.
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PEER REVIEW

A peer review panel was assembled for ethylene glycol. The panel consisted of the following members:

Draft for Public Comment:

L. Phillip Goad, Ph.D., Center for Toxicology and Environmental Health, LLC, North Little Rock,
Arkansas;

2. Jerrold Leikin, M.D., ENH-OMEGA, Glenview, Illinois; and

3. Kenneth McMartin, Ph.D., Louisiana State University, Shreveport, Louisiana.

These experts collectively have knowledge of ethylene glycol's physical and chemical properties,
toxicokinetics, key health end points, mechanisms of action, human and animal exposure, and
quantification of risk to humans. All reviewers were selected in conformity with the conditions for peer
review specified in Section 104(I)(13) of the Comprehensive Environmental Response, Compensation,
and Liability Act, as amended.

Scientists from the Agency for Toxic Substances and Disease Registry (ATSDR) have reviewed the peer
reviewers' comments and determined which comments will be included in the profile. A listing of the
peer reviewers' comments not incorporated in the profile, with a brief explanation of the rationale for their
exclusion, exists as part of the administrative record for this compound.

The citation of the peer review panel should not be understood to imply its approval of the profile's final
content. The responsibility for the content of this profile lies with the ATSDR.
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1. PUBLIC HEALTH STATEMENT

This public health statement tells you about ethylene glycol and the effects of exposure to it.

The Environmental Protection Agency (EPA) identifies the most serious hazardous waste sites in the
nation. These sites are then placed on the National Priorities List (NPL) and are targeted for long-term
federal clean-up activities. Ethylene glycol has been found in at least 37 of the 1,689 current or former
NPL sites. Although the total number of NPL sites evaluated for this substance is not known, the
possibility exists that the number of sites at which ethylene glycol is found may increase in the future as
more sites are evaluated. This information is important because these sites may be sources of exposure

and exposure to this substance maybe harmful.

When a substance is released either from a large area, such as an industrial plant, or from a container,
such as a drum or bottle, it enters the environment. Such a release does not always lead to exposure. You
can be exposed to a substance only when you come in contact with it. You may be exposed by breathing,

cating, or drinking the substance, or by skin contact.

If you are exposed to ethylene glycol, many factors will determine whether you will be harmed. These
factors include the dose (how much), the duration (how long), and how you come in contact with it. You
must also consider any other chemicals you are exposed to and your age, sex, diet, family traits, lifestyle,

and state of health.

1.1 WHAT IS ETHYLENE GLYCOL?

Colorless liquid |Ethylene glycol is a synthetic liquid substance that absorbs water. It is
that is odorless |odorless, but has a sweet taste.

Used in Ethylene glycol is used to make antifreeze and de-icing solutions for cars,
consumer airplanes, and boats.
products

Consumer products containing ethylene glycol include:

o Antifreeze
¢ Hydraulic brake fluids
¢ Inks used in stamp pads, ballpoint pens, and print shops

For more information on the sources, properties, and uses of ethylene glycol, see Chapters 4 and 5.
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1. PUBLIC HEALTH STATEMENT

1.2 WHAT HAPPENS TO ETHYLENE GLYCOL WHEN IT ENTERS THE ENVIRONMENT?

Released into
air, water, and
soil

The primary source of ethylene glycol in the environment is from run-off at
airports where is used in de-icing agents for runways and airplanes. Ethylene
glycol can also enter the environment through the disposal of products that
contain it.

Quickly broken
down

Air: Ethylene glycol in air will break down in about 10 days.

Water and soil: Ethylene glycol in water and in soil will breakdown within
several days to a few weeks.

See Chapters 5 and 6 for more information on ethylene glycol in the environment.

1.3 HOW MIGHT | BE EXPOSED TO ETHYLENE GLYCOL?

Antifreeze

The general public can be exposed to ethylene glycol through skin contact
when using automobile antifreeze. Accidental or intentional ingestion can
occur because antifreeze is a sweet tasting, brightly colored liquid.

Air, water, soil

Background concentrations of ethylene glycol in air, surface water,
groundwater, drinking water, soil, and sediment have not been reported.
Exposure to ethylene glycol in air, drinking water, or soil is not expected.

Workplace air

People who work in industries that use ethylene glycol may be exposed by
touching products such as solvents, antifreeze, and feedstocks that contain
this substance

Workers can also be exposed to low levels from ethylene glycol-containing
products such as airplane de-icing solutions that have been sprayed into the
air.

See Chapter 6 for more information on exposure to ethylene glycol.
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1.4 HOW CAN ETHYLENE GLYCOL ENTER AND LEAVE MY BODY?

Enters your body | Ingested ethylene glycol is quickly absorbed in large amounts.
after ingestion,
inhalation, or There is some information suggesting that inhaled ethylene glycol is also
dermal contact absorbed.

Ethylene glycol can also slowly enter your bloodstream through your skin if
you come in direct contact with it and do not wash it off.

Typically leaves | Once in your body, most of the ethylene glycol is broken down (into other
your body within | more toxic chemicals) and some of it remains unchanged. Ethylene glycol
1-2 days and its break down products are removed from your body through the
excretion of urine.

1.5 HOW CAN ETHYLENE GLYCOL AFFECT MY HEALTH?

This section looks at studies concerning potential health effects in animal and human studies.

Scientists use many tests to protect the public from harmful effects of toxic chemicals and to find ways

for treating persons who have been harmed.

One way to learn whether a chemical will harm people is to determine how the body absorbs, uses, and
releases the chemical. For some chemicals, animal testing may be necessary. Animal testing may also
help identify health effects such as cancer or birth defects. Without laboratory animals, scientists would
lose a basic method for getting information needed to make wise decisions that protect the public’s health.
Scientists have the responsibility to treat research animals with care and compassion. Scientists must

comply with strict animal care guidelines because laws today protect the welfare of research animals.

The effect of ethylene glycol on human health depends on how much ethylene glycol is present.

Very small Your health is not likely to be seriously affected by the very small amounts
amounts will not |of ethylene glycol that could be tasted or otherwise accidentally eaten (for
affect your health |example, by putting your fingers in your mouth after getting them wet with
antifreeze). Accidental or intentional ingestion of larger amounts of ethylene
glycol can cause serious illness or death.
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1. PUBLIC HEALTH STATEMENT

Large amounts When ethylene glycol breaks down in the body, it forms chemicals that
can damage the |crystallize, and the crystals can collect in your kidneys and affect kidney
kidneys, nervous |function.

system, and heart
Ethylene glycol also forms acidic chemicals in the body, which can change
the body's acid/base balance and affect your nervous system, lungs, and
heart.

Early treatment Treatment after early diagnosis has been very successful in people drinking
can prevent large amounts of ethylene glycol.
damage

Further information on the health effects of ethylene glycol in humans and animals can be found in

Chapters 2 and 3.

1.6 HOW CAN ETHYLENE GLYCOL AFFECT CHILDREN?

This section discusses potential health effects in humans from exposures during the period from

conception to maturity at 18 years of age.

Children are likely |Clinical findings in children who were poisoned by accidentally or

to have similar intentionally drinking ethylene glycol indicate that it is likely that children
effects as adults |would show the same health effects as adults. We do not know whether
children differ in their susceptibility to the effects of ethylene glycol.

Birth defects We do not know whether ethylene glycol causes birth defects in people.
Skeletal defects and low birth weights have occurred in newborn animals
whose mothers ingested large amounts of ethylene glycol during pregnancy.

Lactation We do not know whether ethylene glycol can accumulate in breast milk.
exposure

1.7 HOW CAN FAMILIES REDUCE THE RISK OF EXPOSURE TO ETHYLENE GLYCOL?

If your doctor finds that you have been exposed to substantial amounts of ethylene glycol, ask whether
your children might also have been exposed. Your doctor might need to ask your state health department

to investigate.
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Avoid ingestion of
antifreeze by
careful handling
and storage

Antifreeze products should be used with caution and kept out of the reach of
children. Open bottles of antifreeze should not be left on or near the ground
where children can reach them.

Antifreeze should not be stored in anything other than the original container,
such as in a cup or soft drink bottle, to avoid someone mistaking it for a
beverage. Antifreeze containers should have a child-proof cap, be stored
away from food, and be properly marked.

Get medical Ethylene glycol poisoning can be effectively treated, but early diagnosis is
advice if needed to prevent serious injury. Medical attention should be sought as
antifreeze is soon as possible in cases of known or suspected antifreeze ingestion.
ingested

Limit dermal Minimize skin contact when using antifreeze and other consumer products
exposure to containing ethylene glycol. Avoid spilling or draining antifreeze on the
products ground to prevent children from playing in a puddle of ethylene glycol.
containing

ethylene glycol

1.8 IS THERE A MEDICAL TEST TO DETERMINE WHETHER | HAVE BEEN EXPOSED TO

ETHYLENE GLYCOL?

Analysis of blood
and urine

Ethylene glycol and its effects can be measured in blood and urine. The
metabolites cause characteristic chemical changes in the blood and urine
that help to diagnose ethylene glycol poisoning.

You should have these tests done within a few hours after exposure occurs
because ethylene glycol leaves the body very quickly and early diagnosis is
necessary for effective treatment.

The presence of crystals in the urine may indicate kidney damage.

Refer to Chapters 3 and 7 for more information on these tests.

1.9 WHAT RECOMMENDATIONS HAS THE FEDERAL GOVERNMENT MADE TO
PROTECT HUMAN HEALTH?

The federal government develops regulations and recommendations to protect public health. Regulations
can be enforced by law. The EPA, the Occupational Safety and Health Administration (OSHA), and the
Food and Drug Administration (FDA) are some federal agencies that develop regulations for toxic
substances. Recommendations provide valuable guidelines to protect public health, but cannot be

enforced by law. The Agency for Toxic Substances and Disease Registry (ATSDR) and the National
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Institute for Occupational Safety and Health (NIOSH) are two federal organizations that develop

recommendations for toxic substances.

Regulations and recommendations can be expressed as “not-to-exceed” levels. These are levels of a toxic
substance in air, water, soil, or food that do not exceed a critical value. This critical value is usually based
on levels that affect animals; they are then adjusted to levels that will help protect humans. Sometimes
these not-to-exceed levels differ among federal organizations because they used different exposure times

(an 8-hour workday or a 24-hour day), different animal studies, or other factors.

Recommendations and regulations are also updated periodically as more information becomes available.

For the most current information, check with the federal agency or organization that provides it.

Some regulations and recommendations for ethylene glycol include the following:

Levels in drinking [ The EPA has determined that exposure to ethylene glycol in drinking water
water set by EPA |at concentrations of 20 milligrams per liter (mg/L) for 1 day or 6 mg/L for
10 days is not expected to cause any adverse effects in a child.

The EPA has determined that lifetime exposure to 14 mg/L ethylene glycol
in drinking water is not expected to cause any adverse effects.

For more information on the regulations and guidelines that apply to ethylene glycol, see Chapter 8.

1.10 WHERE CAN | GET MORE INFORMATION?

If you have any more questions or concerns, please contact your regional poison control center (1-800-
222-1222), community or state health or environmental quality department, or contact ATSDR at the

address and phone number below.

ATSDR can also tell you the location of occupational and environmental health clinics. These clinics
specialize in recognizing, evaluating, and treating illnesses that result from exposure to hazardous

substances.

Toxicological profiles are also available on-line at www .atsdr.cdc.gov and on CD-ROM. You may

request a copy of the ATSDR ToxProfiles™ CD-ROM by calling the toll-free information and technical


http:www.atsdr.cdc.gov
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assistance number at 1-800-CDCINFO (1-800-232-4636), by e-mail at cdcinfo@cdc.gov, or by writing

to:

Agency for Toxic Substances and Disease Registry
Division of Toxicology and Environmental Medicine
1600 Clifton Road NE

Mailstop F-62

Atlanta, GA 30333

Fax: 1-770-488-4178

Organizations for-profit may request copies of final Toxicological Profiles from the following:

National Technical Information Service (NTIS)
5285 Port Royal Road

Springfield, VA 22161

Phone: 1-800-553-6847 or 1-703-605-6000
Web site: http://www ntis.gov/


mailto:cdcinfo@cdc.gov
http:http://www.ntis.gov
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2.1 BACKGROUND AND ENVIRONMENTAL EXPOSURES TO ETHYLENE GLYCOL IN
THE UNITED STATES

Ethylene glycol is a colorless, odorless liquid that mixes completely with water. It is released into the
environment primarily through industrial emissions and through the use and disposal of ethylene glycol-
based automobile antifreeze and airport de-icing formulations. Ethylene glycol that is released into the
environment does not persist since it is degraded within days to a few weeks in air, water, and soil.
Available monitoring data indicate that ethylene glycol is only found near arcas of release. Ethylene
glycol vapor concentrations measured in the air at airports during de-icing spray operations ranged from
0.05 to 22 mg/m’. Ethylene glycol has also been detected in airport stormwater. Background

concentrations of ethylene glycol in the environment are not available.

Since ethylene glycol is not expected to be present away from areas where it is released, background
exposure of the general population to this substance is not expected to be important. The most common
route of exposure to ethylene glycol for the general population is through dermal contact with ethylene
glycol-containing automobile antifreeze. However, accidental or intentional ingestion of antifreeze is the
most serious route of exposure, resulting in thousands of poisonings reported each year in the United
States. Ethylene glycol concentrations in blood, urine, tissue, or breast milk are not available for the

general population.

Individuals who live near hazardous waste sites, industrial facilities where ethylene glycol is produced or
used, or areas where ethylene glycol-based de-icing formulations are used may be exposed to ethylene
glycol through dermal contact with contaminated soil or water, inhalation of ethylene glycol vapor or
mist, or ingestion of contaminated groundwater. Occupational exposure through dermal contact and
inhalation of ethylene glycol vapor or mist is expected for individuals involved in airport de-icing spray

operations. Ethylene glycol has been detected in urine samples collected from airport de-icing workers.

Ingestion of ethylene glycol containing antifrecze is a potential route of exposure for children since they
are attracted to the bright colors of antifreeze formulations and the sweet taste of ethylene glycol.
Exposure through ingestion is more likely to occur when adults leave opened antifreeze containers within
reach or store antifreeze in other types of containers such as beverage bottles. A bittering agent has been
added to some ethylene glycol antifreeze formulations in order to deter ingestion; however, caution

should still be used since ingestion poisoning has occurred even when a bittering agent was present.
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2.2 SUMMARY OF HEALTH EFFECTS

Ethylene glycol is quickly and extensively absorbed through the gastrointestinal tract of many species, but
dermal absorption is slow in rodents and is expected to be slow in humans. Limited information is
available on absorption of inhaled ethylene glycol, but the existing toxicity studies suggest absorption via
the respiratory tract by both humans and rodents. Following absorption, ethylene glycol is distributed in
aqueous compartments throughout the body. Ethylene glycol is initially metabolized to glycolaldehyde
by alcohol dehydrogenase (with possible contribution from cytochrome P-450 enzymes). Glycolaldehyde
is rapidly converted to glycolate and glyoxal by aldehyde oxidase and aldehyde dehydrogenase.
Metabolism of glycolate by glycolate oxidase or lactate dehydrogenase results in the formation of
glyoxylate, which may be further metabolized to formate, oxalate, glycine, and carbon dioxide.
Elimination of ethylene glycol occurs via exhaled carbon dioxide and urinary elimination of both ethylene
glycol and glycolic acid. The half-life for elimination in humans has been estimated to be in the range of

2.5-8.4 hours.

The vast majority of information relating to the toxicity of ethylene glycol is from studies of oral
exposure. Information on the health effects of oral exposure in humans is largely limited to case reports
of acute accidental or intentional ingestion of ethylene glycol. These case reports have identified three
stages of acute oral ethylene glycol toxicity in humans. These stages are well documented and occur
within 72 hours after ingestion. The first stage involves central nervous system depression, metabolic
changes (hyperosmolality), and gastrointestinal upset, and spans the period from 30 minutes to 12 hours.
During the second stage (12-24 hours after ingestion), metabolic acidosis and associated cardio-
pulmonary symptoms (tachypnea, hyperpnea, tachycardia, cyanosis, pulmonary edema, and/or cardiac
failure) become evident. During stage three, which covers the period 24-72 hours after ethylene glycol
ingestion, renal involvement becomes evident. The third stage is characterized by flank pain and
oliguria/anuria. Histopathological findings show renal tubular necrosis and deposition of calcium oxalate
crystals. Often, the cardiopulmonary effects in the second stage are not evident, so the distinguishing
symptoms of ethylene glycol intoxication are central nervous system depression, acidosis, and
nephrotoxicity. Limited information suggests that a fourth stage involving cranial nerves may occur 6 or
more days after exposure. This stage is characterized by neurological symptoms including deafness,

facial paralysis, and other sequelae.
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Reports of fatalities following ingestion of ethylene glycol indicate that a volume of 150-1,500 mL
consumed at one time may cause death. In humans, the lethal dose of ethylene glycol is estimated to be in
the range of 1,400-1,600 mg/kg. Based on these estimates, it appears that humans may be more
susceptible to the acute lethality of ingested ethylene glycol than other species. In laboratory animals
(rats, mice, monkeys), oral doses of >4,000 mg/kg were needed to cause death. However, difficulties in
quantifying the amounts consumed by persons who have succumbed to the toxic effects lead to

uncertainty in the human lethal dose estimates.

A study with human subjects found that inhalation exposure to ethylene glycol vapor at an average
concentration of 30 mg/m’ for 20-22 hours/day for 30 days was well tolerated, with effects that were
essentially limited to occasional complaints of mild upper respiratory tract irritation. There were no
indications of renal or other systemic effects as shown by urinalysis, hematology and clinical chemistry
evaluations, and neurobehavioral tests throughout the exposure period. Short-term, high-exposure
sessions found that ethylene glycol was tolerated for only 15 minutes at 188 mg/m’, 2 minutes at

244 mg/m’, and one or two breaths at 308 mg/m’. The study authors stated that respiratory tract irritation
became common at an ethylene glycol concentration of approximately 140 mg/m’ (incidence data and
exposure duration not specified) and that concentrations >200mg/m’ were intolerable due to strong
irritation of the upper respiratory tract that included a buming sensation in the trachea and a burning
cough. This study was used as the basis for an acute-duration inhalation MRL for ethylene glycol (see

Section 2.3).

Animal studies indicate that oral exposure to ethylene glycol can cause effects in a number of different
organ systems, although the developing fetus and kidneys are particularly sensitive and well-documented
targets of toxicity. Oral effects have also been observed in the central and peripheral nervous systems,
heart, liver, hematopoietic system, and immunological and lymphoreticular systems. Available
information suggests that the neurological and cardiopulmonary effects stem from metabolic acidosis
associated with acute, high-dose exposures. Reported effects on the immunological and lymphoreticular
systems are limited to suppressed immune responses in mice given a single near-lethal oral dose, and
neutrophilia and lymph node hemosiderosis in rats orally exposed for 2 years. Effects on hematological
parameters have largely been observed at high doses in longer-term studies, and are not consistently

reported across studies or across species.

Oral studies in animals have identified the developing fetus as the most sensitive target for acute-duration

exposure to ethylene glycol. Gavage exposure of laboratory rodents to ethylene glycol during gestation
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results in a consistent pattern of developmental effects including reduced fetal body weight and increases
in malformations, particularly axial skeletal malformations. Developmental toxicity has also been
assessed by the inhalation and dermal routes. Results of the inhalation developmental studies are
generally consistent with the oral findings, but are confounded by concurrent oral exposure via ingestion
of acrosolized ethylene glycol on the fur of exposed animals. A single study of dermal exposure to

cthylene glycol in pregnant mice did not indicate developmental effects.

The kidney is clearly identified as the most sensitive target organ in rats and mice after intermediate-
duration oral exposure. Typical renal effects included oxalate crystal deposition and renal tubular
dilation, vacuolation, and degeneration. Oxalate, a metabolite of glycolic acid, forms a precipitate in the
presence of calcium, and the deposition of these crystals in the renal tubules are hallmarks of ethylene
glycol toxicity. Glycolic acid accumulation and metabolic acidosis do not contribute to renal toxicity,
which is solely caused by oxalate crystal accumulation. Males were more sensitive than females, and rats
were more sensitive than mice. Chronic oral studies confirm that the kidney is a main target organ in
male rats, although a minor liver effect (slight fatty metamorphosis) occurred in female rats at doses
lower than those inducing kidney effects. No hepatic effects were observed in intermediate-duration

studies.

There is no indication that ethylene glycol is carcinogenic based on results of a limited renal cancer
mortality study in chemical plant workers and well-designed chronic oral bioassays in rats (one study)

and mice (two studies).

A more detailed discussion of the developmental and renal effects associated with ethylene glycol
exposure follows. The reader is referred to Section 3.2, Discussion of Health Effects by Route of

Exposure, for additional information on these and other health effects.

Developmental Effects. No studies have addressed the developmental toxicity of ethylene glycol in
humans. The developmental toxicity of ethylene glycol in animals has been assessed by inhalation, oral,
and dermal exposure in acute-duration studies and by oral exposure in intermediate-duration studies. The
acute oral studies indicate that developmental effects (a skeletal variation and total malformations) occur
at doses of 2500 mg/kg/day when administered by gavage during gestation days (Gd) 6-15 to CD-1 mice.
Dose-response data for these developmental effects in mice were used to derive an acute-duration oral
MRL for ethylene glycol (see Section 2.3). Reduced fetal body weight occurred in mice given gavage
doses of >750 mg/kg/day. In CD rats, doses of >1,000 mg/kg/day by gavage on Gd 6—15 have resulted in
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increased incidences of skeletal malformations. In F344 rats dosed on Gd 6—15 with 1,000 mg/kg/day in
feed, skeletal malformations were not observed, suggesting the possible importance of dose-rate in
producing developmental effects; however, strain differences in response cannot be ruled out. No
teratogenic effects were observed in rabbits exposed to maternally lethal oral doses of 2,000 mg/kg/day
during gestation. In the only dermal exposure study, no developmental toxicity occurred in pregnant
CD-1 mice that were treated with 6-hour daily exposures to ethylene glycol (estimated doses up to

3,549 mg/kg/day) by occluded cutancous application on Gd 6-15.

Developmental toxicity studies of inhaled ethylene glycol in mice and rats found effects consistent with
the oral findings, but all of the studies are confounded by concurrent ingestion of ethylene glycol
deposited on the fur. In inhalation studies using whole-body exposure, significant effects on implant
viability, weight of live fetuses, and incidence of external, visceral, and skeletal malformations were
observed in mice exposed to >1,000 mg/m’ for 6 hours/day on Gd 6-15. In rats exposed similarly,
reduced ossification at some sites in the axial skeleton occurred at >1,000mg/m’, however, in an Expert
Panel Review, the National Toxicology Program-Center for the Evaluation of Risks to Human
Reproduction concluded that the relationship of this effect to treatment was uncertain due to the lack of a
dose-response relationship. In a follow-up study aimed at reducing the confounding oral exposure,
pregnant CD-1 mice were exposed nose-only to 500-2,500 mg/m’ acrosolized ethylene glycol. At

2,500 mg/m’, live fetal body weight was significantly reduced, and there was a significant increase in the
one type of skeletal malformation (fused ribs). Increases in some skeletal variations were also observed
at 2,500 mg/m’, and one type (extra ossification sites in the sagittal suture) was significantly increased at
>500 mg/m’. The authors observed that the animals in the nose-only experiment were also exposed by
ingestion of ethylene glycol deposited on the face. Furthermore, one study noted that stress from restraint
in the nose-only exposure study may have contributed to the developmental effects observed with
cthylene glycol, which were similar in nature to effects observed in a study of restrained nose-only
exposure to water vapor. Because of the confounding oral exposure in both the whole-body and nose-
only experiments, a study concluded that the data from these studies were not suitable for evaluation of

effect levels from inhalation exposure to ethylene glycol.

Developmental effects of intermediate-duration oral exposure to ethylene glycol include kidney effects in
offspring and decreased pup body weights. In mice tested in a continuous breeding assay, pup body
weights were reduced in both F; and F, generations at drinking water doses of >897 mg/kg/day. In a
15-day gestational exposure study (Gd 6-20), postnatal effects on kidney weights were observed in pups

of CD rats exposed to gavage doses of >1,250 mg/kg/day in utero. In a three-generation study of rats, no



ETHYLENE GLYCOL 14

2. RELEVANCE TO PUBLIC HEALTH

effects on gestation survival or pup body weight through postpartum day (ppd) 21 were observed in F; or
F, pups after parental exposure to dietary doses up to 1,000 mg/kg/day.

Recent reviews of mechanistic studies on ethylene glycol developmental toxicity have concluded that
glycolic acid, alone or in combination with its downstream metabolites and resultant metabolic acidosis,
was likely the proximate toxicant responsible for the developmental effects of ethylene glycol. Using a
physiologically based pharmacokinetic (PBPK) model developed for humans, a study estimated that the
glycolic acid blood threshold concentration for developmental effects in rodents would only be reached in
human females ingesting doses of 350 mg/kg (assuming a 58-kg female). While the model has been
validated against data from acute human oral and inhalation exposures to ethylene glycol, the model was
not calibrated to pregnancy, and it is not clear whether physiological and/or biochemical changes that
could affect ethylene glycol toxicokinetics might occur during pregnancy. Further, a study noted that
additional data were needed to fully delineate the rate of glycolic acid metabolism in humans; such
additional data may alter the model predictions of peak glycolic acid concentrations in humans exposed to

ethylene glycol.

Renal Effects. The renal toxicity of ethylene glycol in humans is well documented in numerous case
reports of accidental or intentional ingestion. Adverse renal effects occur in the third stage of human
ethylene glycol poisoning, which occurs 24-72 hours after acute exposure. The hallmark of renal toxicity
is the presence of calcium oxalate monohydrate crystals in the renal tubules and urine following ingestion
of large amounts of ethylene glycol. Characteristic histopathological changes include renal tubular focal
degeneration, atrophy, and interstitial inflammation. Renal damage, if untreated, can lead to renal failure.

With therapy, normal or near-normal renal function can be restored.

Humans who inhaled ethylene glycol showed no indications of impaired renal function. No significant
alterations in renal end points were found in volunteers exposed to ethylene glycol acrosol at an average
concentration of 30 mg/m’ for 20-22 hours/day for 30 days. Evaluations were performed throughout the
study and included examination of urine for presence of oxalate crystals and erythrocytes; determinations
of urine volume, specific gravity, color, clarity, pH, amino acid nitrogen, and creatinine; and
determination of blood urea nitrogen. There also was no indication of renal impairment in aviation
workers who were intermittently exposed to ethylene glycol during airplane de-icing operations over a
2-month winter period. Ethylene glycol concentrations as high as 22 mg/m’ for vapor and 190 mg/m’ for
mist were measured, although the vast majority of samples were below the limit of quantification

(2.5 mg/m’ for vapor and 17 mg/m’ for mist); the frequency and average levels and durations of exposure
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were not reported. Measurements of urinary albumin, f3-N-acetyl-glucosaminidase, B-2-microglobulin,

and retinol-binding protein were used to assess kidney function.

Renal effects in orally exposed animals are consistent with those observed in humans. In acute-duration
studies, effects occurred in the kidneys of rats exposed to 1,250-2,500 mg/kg/day by gavage or 2,615-
5,270 mg/kg/day in drinking water for 9-29 days, and rabbits exposed to 2,000 mg/kg/day by gavage for
13 days. Evaluation of these animals showed effects that generally included increased kidney weight and

renal tubular calcium oxalate deposits, dilation, degeneration, and/or necrosis.

The renal effects of intermediate-duration oral exposure to ethylene glycol are well characterized in a
number of studies in rats and mice. These studies indicate that renal toxicity varies with sex, species, and
strain, with males more sensitive than females, rats more sensitive than mice, and Wistar rats more
sensitive than other strains of rats. Renal effects in Sprague-Dawley rats that were exposed to ethylene
glycol in drinking water for 90 days included renal tubular oxalate crystal deposition, dilation, and
degeneration in males at >947 mg/kg/day and females at 3,087 mg/kg/day. Findings in F344 rats exposed
for 13 weeks via diet included renal tubular dilation, necrosis, fibrosis, and oxalate crystal deposition in
males at >2,500 mg/kg/day, and mild renal lesions (¢.g., inflammation and vacuolation) with no crystal
deposition in females at 10,000 mg/kg/day. Results of 16-week dictary studies showed that male Wistar
rats are approximately twice as sensitive as male F344 rats to ethylene glycol nephrotoxicity, and that
kidney lesions in male Wistar rats occurred at average doses as low as 180 mg/kg/day. In a 13-week
dietary study in B6C3F1 mice, effects were observed in the kidneys (minimal to mild tubule dilation,
cytoplasmic vacuolation, and regenerative hyperplasia, without tubular oxalate crystal deposition) of

males at >6,450 mg/kg/day, with no renal effects in females at doses <16,000 mg/kg/day.

Chronic toxicity studies provide information on renal effects in rats and mice exposed to ethylene glycol
in the diet for up to 2 years. Males were more sensitive than females and rats were more sensitive than
mice. Renal effects in rats included oxalate nephrosis in Wistar males at >300 mg/kg/day, oxalate crystal
deposition and apparent tubular degenerative changes in Sprague-Dawley males at >375 mg/kg/day and
females at >750 mg/kg/day, and oxalate nephrosis (and consequent mortality) in F344 males at

1,000 mg/kg/day, with changes in F344 females at this dose limited to increased kidney weight and
crystalluria without histopathology. No kidney histopathology occurred in male or female CD-1 mice
exposed to 1,000 mg/kg/day or female B6C3F1 mice exposed to <12,000 mg/kg/day, and effects in male
B6C3F1 mice were limited to small numbers of oxalate-like crystals and/or calculi in the renal tubules,

urethrae, and urinary bladder in a few animals at 6,000 mg/kg/day.
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2.3 MINIMAL RISK LEVELS (MRLs)

Estimates of exposure levels posing minimal risk to humans (MRLs) have been made for ethylene glycol.
An MRL is defined as an estimate of daily human exposure to a substance that is likely to be without an
appreciable risk of adverse effects (noncarcinogenic) over a specified duration of exposure. MRLs are
derived when reliable and sufficient data exist to identify the target organ(s) of effect or the most sensitive
health effect(s) for a specific duration within a given route of exposure. MRLs are based on
noncancerous health effects only and do not consider carcinogenic effects. MRLs can be derived for
acute, intermediate, and chronic duration exposures for inhalation and oral routes. Appropriate

methodology does not exist to develop MRLs for dermal exposure.

Although methods have been established to derive these levels (Barnes and Dourson 1988; EPA 1990),
uncertainties are associated with these techniques. Furthermore, ATSDR acknowledges additional
uncertainties inherent in the application of the procedures to derive less than lifetime MRLs. As an
example, acute inhalation MRLs may not be protective for health effects that are delayed in development
or are acquired following repeated acute insults, such as hypersensitivity reactions, asthma, or chronic
bronchitis. As these kinds of health effects data become available and methods to assess levels of

significant human exposure improve, these MRLs will be revised.

Inhalation MRLs

e An MRL of 2 mg/m’ has been derived for acute-duration inhalation exposure (14 days or less) to
ethylene glycol.

Information on the toxicity of acute-duration inhalation exposure to ethylene glycol is available from an
experimental study in humans (Wills et al. 1974) and three developmental toxicity studies in rats and

mice (Tyl 1988a; Tyl et al. 1995a, 1995b).

In the human study, exposure to ethylene glycol aerosol at an average concentration of 23 mg/m’ for 20—
22 hours/day for 14 days was well tolerated, with effects that were essentially limited to occasional
complaints of mild upper respiratory tract irritation (Wills et al. 1974). There were no indications of renal
or other systemic effects as shown by urinalysis and hematology, clinical chemistry, and neurobehavioral
evaluations. Short-term, high-exposure sessions showed that respiratory tract irritation became common

at approximately 140 mg/m’ and intolerable for more than a few minutes at approximately 200 mg/m’.
pp
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Developmental toxicity studies were conducted in rats and mice using whole-body exposure to 150,
1,000, or 2,500 mg/m’ of ethylene glycol acrosol for 6 hours/day on Gd 6-15 (Tyl 1988a; Tyl et al.
1995a). Reduced ossification at some sites in the axial skeleton occurred in rats at >1,000mg/m’,
although an Expert Panel Review (NTP-CERHR 2004) concluded that the relationship of this effect to
treatment was uncertain due to the lack of a dose-response relationship. In mice, significant effects on
implant viability, weight of live fetuses, and incidence of external, visceral, and skeletal malformations
were observed at >1,000 mg/m’. Maternal toxicity (¢.g., increased liver weight in rats and reduced body
weight gain in mice) was evident at 2,500 and 1,000 mg/m’ in rats and mice, respectively (Tyl et al.
1995a). Both of these whole-body exposure studies were confounded by concurrent ingestion exposure to
cthylene glycol deposited on the fur. In a follow-up study aimed at reducing concurrent exposure from
ingestion, mice were exposed nose-only to 500, 1,000, or 2,500 mg/m’ acrosolized ethylene glycol for

6 hours/day on Gd 6-15 (Tyl 1988a; Tyl et al. 1995b). In maternal animals, there were no effects other
than changes in kidney weights. Absolute kidney weight was significantly increased at 1,000 and

2,500 mg/mg’, and relative kidney weight was increased at 2,500 mg/m’; however, the increases were
small (6.6-9.5% higher than controls) and microscopic examination of kidneys showed no
histopathological changes. At 2,500 mg/n’, live fetal body weight was significantly reduced, and there
was a significant increase in the one type of skeletal malformation (fused ribs). Increases in some skeletal
variations were observed at 2,500 mg/m’, and one type (extra ossification sites in the sagittal suture) was
significantly increased at concentrations of >500mg/m’. The authors observed that the animals in the
nose-only experiment were also exposed by ingestion of ethylene glycol deposited on the face (Tyl
1988a; Tyl et al. 1995a). Furthermore, stress from restraint in the nose-only exposure study may have
contributed to the developmental effects observed with ethylene glycol (NTP-CERHR 2004; Tyl et al.
1995a), which were similar in nature to effects observed in a study of restrained nose-only exposure to

water vapor (Tyl et al. 1994).

Because of the confounding oral exposures in both the whole-body and nose-only developmental toxicity
studies, NTP-CERHR (2004) concluded that the data from these studies were not suitable for evaluation
of effect levels from inhalation exposure to ethylene glycol. The available data do, however, provide a
conservative estimate of the inhalation (NOAEL), with the caveat that total exposure to ethylene glycol in
these studies included intake via ingestion. Collectively, these studies suggest that inhalation exposure to
ethylene glycol at a nominal concentration of about 150 mg/m’ is not associated with developmental
toxicity in mice or rats, or renal toxicity in mice (kidney histopathology not assessed in rats). The next

highest concentration (500 mg/m’ in the nose-only study) was associated with developmental effects



ETHYLENE GLYCOL 18

2. RELEVANCE TO PUBLIC HEALTH

(increased incidence of skeletal variations), but it is not possible to conclusively relate these effects to

inhalation of ethylene glycol.

As indicated above, the developmental studies (Tyl 1988a; Tyl et al. 1995a, 1995b) collectively suggest
that 150 mg/m’ is a conservative NOAEL for developmental toxicity in rats and kidney toxicity in mice.
This concentration is similar to the 140 mg/m’ lowest-observed-adverse-cffect level (LOAEL) for
respiratory tract irritation in humans (Wills et al. 1974). The human NOAEL of 23 mg/m’ is a suitable
basis for MRL derivation because it is based on evaluations for renal and other systemic effects as well as
local irritation, and is well within the NOAEL range for developmental toxicity in animals. As
summarized below, the human study (Wills et al. 1974) was conducted in prisoners. ATSDR recognizes
that there is some ethical concern about using a study in prisoners for MRL derivation, but the protocol

was acceptable at the time the study was conducted.

In the human study, health effects were assessed in 19 male prisoners who voluntarily were exposed to
ethylene glycol aerosol for 20-22 hours/day for 30 days. The diameter of the acrosol droplets ranged
from 1to 5 um. Air samples were collected at three intervals during each day from each of five sampling
locations. The concentrations of ethylene glycol from the five sampling locations were averaged for each
sampling time and means from the three sampling times were averaged to obtain a mean daily value. The
daily means were averaged to obtain weekly and fortnightly means. The highest measured concentration
of ethylene glycol during the first 14 days of the study was 44.8 mg/m’. Mean weckly concentrations
during the first 2 weeks of the study were 29 and 17 mg/m’, respectively. The highest measured
concentration of ethylene glycol during the 30-day study was 66.8 mg/m’; mean weekly concentrations
during the entire 30-day exposure period ranged from 17 to 49 mg/m’. The study authors stated that
mean daily ethylene glycol concentrations ranged from 3 to 67 mg/m’, but did not provide more specific
information regarding mean daily concentrations. The average mean weekly exposure was 23 mg/m’ for
days 1-14 and 30 mg/m’ for days 1-30. The average exposure levels did not include brief periods during
the last 10 days of the study in which the concentration was intentionally increased to higher levels to
assess acute responses. A control group consisted of 14 male prisoners; 10 of these men were never
exposed to ethylene glycol, whereas the remaining 4 men had been exposed to a mean concentration of
37 mg/m’ for 20-22 hours/day for 7 days during the week that preceded the start of the study. Subjective
responses (symptoms) were monitored throughout the study. During the last 10 days of the study, the
concentration of ethylene glycol was occasionally intentionally increased to various high levels (up to
308 mg/m’) when the volunteers left the exposure chamber during meals; subjective responses to short

exposures to the high concentrations were assessed when they re-entered the chamber. Complete physical
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examinations that included slit-lamp, electrocardiographic, and electroencephalographic studies, and a
battery of psychological tests designed to reveal effects on simple reaction time, reaction time with
discrimination, visual-motor coordination, depth perception, and mental ability (encoding and subtraction
accuracy) were conducted on all subjects pre-exposure and after 14 and 30 days of exposure. Blood
samples were collected on days 0, 1, 3, 5, 8, 12, 19, 22, 26, and 29 for evaluation of hematology, clinical
chemistry (including blood urea nitrogen, serum creatinine, and liver enzymes), and ethylene glycol
concentration. Urine was evaluated daily for oxalate crystals, erythrocytes, and ethylene glycol, and
twice weekly for volume, specific gravity, color, clarity, pH, amino acid nitrogen, and creatinine.
Concentrations of ethylene glycol in the blood and urine were similar in the exposed and control groups.
The near-continuous exposure levels were tolerated with effects that were limited to occasional
complaints of upper respiratory tract irritation, slight headache, and low backache (incidences and other
information not reported). The short-term, high-exposure sessions showed that irritation became common
at approximately 140 mg/m’ (incidences and exposure duration not specified); exposure was tolerated for
only 15 minutes at 188 mg/m’, 2 minutes at 244 mg/m’, and one or two breaths at 308 mg/m’. Based on
these results and those of other trials, the investigators concluded that concentrations >200mg/m’ were
intolerable due to strong irritation of the upper respiratory tract that included a burning sensation in the
trachea and a burning cough. Because the near-continuous exposures were tolerated with respiratory
irritation that was infrequent and not serious, and not accompanied by neurological, hematology, clinical
chemistry, or urinalysis findings indicative of renal or other systemic effects, the interim (12-14-day)
findings in this study identified a NOAEL of 23 mg/m’ for acute-duration exposure in humans. The
LOAEL in humans was 140 mg/m’ because brief exposures to this concentration commonly caused

respiratory irritation.

The NOAEL of 23 mg/m’ for respiratory tract irritation and systemic toxicity in humans (Wills et al.
1974) was divided by an uncertainty factor of 10 (for human variability) to derive an MRL of 2 mg/m’ for
acute inhalation exposure to ethylene glycol. The NOAEL was not adjusted for discontinuous daily
exposure (20 hours/24 hours) because the critical effect is concentration dependent and not duration

dependent.

An MRL has not been derived for intermediate-duration inhalation exposure (15-364 days) to ethylene

glycol.
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Information on the toxicity of intermediate-duration inhalation exposure to ethylene glycol is available
from two studies in humans (Gérin et al. 1997; Wills et al. 1974) and one multiple species study in

animals (Coon et al. 1970).

In one of the human studies, health effects were assessed in 19 male prisoners who voluntarily were
exposed to ethylene glycol acrosol at an average concentration of 30 mg/m’ for 20-22 hours/day for

30 days (Wills et al. 1974). The exposure was well tolerated, with effects that were essentially limited to
occasional complaints of mild upper respiratory tract irritation; there were no indications of renal or other
systemic effects as shown by urinalysis and hematology, clinical chemistry, and neurobehavioral
evaluations. This study is summarized in detail in the acute inhalation MRL section. The other human
study assessed kidney function in 33 male aviation workers who were intermittently exposed to ethylene
glycol-based de-icing fluid during airplane de-icing operations during a 2-month winter period (Gérin et
al. 1997). Personal exposures to cthylene glycol ranged up to 22 mg/m’ for vapor and 190 mg/m’ for
mist, although the vast majority of samples were below the limits of quantification (2.5 mg/m’ for vapor
and 17 mg/m’ for mist). The frequency and average levels and durations of exposure were not reported.
Measurements of urinary albumin, B-N-acetyl-glucosaminidase, f-2-microglobulin, and retinol-binding

protein indicated no impairment of renal function.

In the animal study, Sprague-Dawley and Long-Evans rats (15/concentration, mixed strains and sexes),
Princeton-derived guinea pigs (15/concentration, mixed sexes), New Zealand rabbits (3 males/
concentration), Beagle dogs (2 males/concentration), and Squirrel monkeys (2-3 males/concentration)
were exposed to apparently aerosolized ethylene glycol in concentrations of 0, 10, or 57 mg/m’ for

8 hours/day, 5 days/week for 6 weeks, or to 0 or 12 mg/m’ continuously for 90 days (Coon et al. 1970).
Evaluations included clinical signs, limited hematology, serum liver enzymes, gross pathology, and
limited histology (mainly kidney, liver, spleen, heart, and lung). No clear treatment-related effects were
observed in the intermittent exposure 6-week study. In the 90-day study, continuous exposure to

12 mg/m’ caused moderate to severe eye irritation in 3/3 rabbits and corneal opacity with possible

blindness in 2/15 rats, and mortality in 1/3 rabbits, 1/15 rats, and 3/15 guinea pigs.

The experimental study in humans (Wills et al. 1974) identified a NOAEL of 30 mg/m” for respiratory
tract irritation and systemic effects for near-continuous exposure to ethylene glycol for 30 days.
Urinalysis in this study showed no indications of renal effects (e.g., presence of oxalate crystals in urine),
and are consistent with the negative results of kidney function evaluations in the aviation workers who

were intermittently exposed to lower levels of ethylene glycol for 2 months (Gérin et al. 1997). The
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6-week intermittent exposure study in rats, guinea pigs, and small numbers of rabbits, dogs, and monkeys
(Coon et al. 1970) identified a NOAEL of 57 mg/m’ for kidney histopathology and other systemic effects
in all species. Continuous exposure to 12 mg/m’ for 90 days caused ocular irritation in rats and rabbits
(Coon et al. 1970), but confidence in this LOAEL is low due to small numbers of affected animals, and its
relevance is unclear because there was no eye irritation in the humans near-continuously exposed to

30 mg/m’ for 30 days (Wills et al. 1974). Continuous exposure to 12 mg/m’ for 90 days also caused
mortality in rats, rabbits, and guinea pigs, although the reliability of this LOAEL is low due to low
incidences, small numbers of animals, and likely confounding by oral exposure from ingestion of acrosol
deposited on the fur. Documentation for this probable confounder is provided by the developmental
toxicity studies (Tyl et al. 1995a, 1995b) discussed in the acute-duration inhalation MRL derivation. The
human NOAEL of 30 mg/m’ is not a suitable basis for intermediate-duration MRL derivation due to
insufficient information on renal and other possible systemic effects of exposures >30 days. Although
exposures as long as 90 days were conducted in the animal study, it was limited in scope (¢.g., lacked

sufficient numbers of animals and urinalysis) and likely confounded by oral exposure.

An MRL has not been derived for chronic-duration inhalation exposure (365 days or more) to ethylene

glycol.

Information on the health effects of chronic exposure to ethylene glycol is essentially limited to the
negative results of an epidemiologic study on renal cancer mortality in humans (Bond et al. 1985). This
study does not provide a basis for MRL consideration because it lacks noncancer end points, measured

exposure concentrations, and other relevant information.

Oral MRLs

e An MRL of 0.8 mg/kg/day has been derived for acute-duration oral exposure (14 days or less) to
ethylene glycol.

Information on effects of acute-duration oral exposure to ethylene glycol is available from human case
reports, a 10-day drinking water study in rats (Robinson et al. 1990), a 4-day gavage study examining
effects on hematology and reproductive organs (Hong et al. 1988), and developmental toxicity studies in
mice, rats, and rabbits (Maronpot et al. 1983; Marr et al. 1992; Neeper-Bradley et al. 1995, Price et al.
1985; Schuler et al. 1984; Tyl 1989; Tyl et al. 1993).
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The available human studies consist of clinical case reports of high-dose intentional or accidental

ingestion of ethylene glycol, and are thus not suitable for dose-response assessment.

In the 10-day drinking water study, groups of 10 male and 10 female Sprague-Dawley rats were
administered 0, 0.5, 1.0, 2.0, or 4.0% ethylene glycol; reported mean compound consumption was 649,
1,343, 2,615, and 5,279 mg/kg/day in males, and 794, 1,506, 2,953, and 7,327 mg/kg/day in females
(Robinson et al. 1990). The incidence and severity of renal lesions were significantly increased and dose-
related in males at doses >2,615 mg/kg/day; effects included tubular dilation, degeneration, necrosis, and
intratubular calcium oxalate crystals. Effects on body weight, organ weights, and hematological
parameters were observed at the high dose only. Changes in serum chemistry parameters were observed
at lower doses in both males and females; however, these were not accompanied by histopathological
changes in the liver. This study identified a LOAEL of 2,615 mg/kg/day for renal toxicity in male
Sprague-Dawley rats.

No effects were observed on hematology parameters, but dose-related effects on bone marrow and
erythropoiesis were noted when doses of 0, 50, 100, or 250 mg/kg/day ethylene glycol were given for

4 consecutive days by gavage to B6C3F1 mice (Hong et al. 1988). Seven mice per sex were sacrificed

1 day postexposure for measurement of body, liver, thymus, spleen, kidney, and testis weights, and
histopathology of these organs as well as the lung, heart, adrenals, stomach, bone marrow, urinary
bladder, intestines, and uterus. Hematology, bone marrow parameters, and erythropoiesis were evaluated
in other groups of mice examined between 1 and 14 days after exposure. Microscopic examination of the
spleen and bone marrow did not reveal any histopathological changes, and there were no significant
changes to hematological parameters (hemoglobin, hematocrit, mean corpuscular volume, erythrocyte,
and leukocyte counts) evaluated 5 days after exposure termination. Exposure to ethylene glycol resulted
in statistically significant decreases in bone marrow cellularity (up to about 25% below control values) at
doses >100 mg/kg/day; this effect persisted up to 14 days after exposure in males. Granulocyte-
macrophage progenitor formation was suppressed (~15% below controls) at 50 mg/kg/day in males
evaluated 14 days postexposure and at higher doses in both males and females evaluated at earlier time
points. The magnitude of reduction in granulocyte-macrophage progenitor formation ranged up to 40%
below controls at 250 mg/kg/day. Iron uptake in the bone marrow was suppressed (38% below controls)

in males at 250 mg/kg/day.

While Hong et al. (1988) observed bone marrow effects in male mice exposed to doses of 50—

250 mg/kg/day, the biological significance of these effects is uncertain. No effects were observed on any
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hematological parameters, or on bone marrow or spleen histology (Hong et al. 1988). Studies using much
higher doses and longer durations have failed to indicate effects on bone marrow, spleen, or hematology
in mice, and provided inconsistent findings in rats. No histological changes in the bone marrow were
observed in mice or rats exposed to higher doses of ethylene glycol for longer durations; these included
B6C3F1 mice receiving <16,000 mg/kg/day from the diet for 13 weeks or 12,000 mg/kg/day from the
diet for 2 years (Melnick 1984; NTP 1993), F344 rats receiving <10,000 mg/kg/day from the diet for

13 weeks (Melnick 1984), and Sprague-Dawley rats receiving <7,327 mg/kg/day from the drinking water
for 10 or 90 days (Robinson et al. 1990). Results of routine hematology evaluations in these studies were
unremarkable except for some alterations in the 10- and 90-day studies in rats. In the 10-day study,
statistically significant decreases in hemoglobin, hematocrit, erythrocytes, and total leukocytes (7.3, 8.9,
8.5, and 34.8% less than controls, respectively) occurred in female rats at 7,327 mg/kg/day (Robinson et
al. 1990). In the 90-day study, total leukocyte counts were significantly reduced in female rats at 597,
3,087, and 5,744 mg/kg/day (32, 30, and 50% less than controls, respectively) (Robinson et al. 1990).
Results of differential counts were not reported and no clear hematological changes occurred in male rats
in either study. Hematology evaluations were also negative in other studies that did not examine bone
marrow histology; these included studies of B6C3F1 mice receiving <12,000 mg/kg/day from the diet for
2 years (DePass 1986a), Wistar rats administered <2,000 mg/kg/day by gavage for 4 weeks (Schladt et al.
1998), and Wistar rats receiving <1,128 mg/kg/day from the diet for 16 weeks (Gaunt et al. 1974). In
male F344 rats receiving 1,000 mg/kg/day from the diet for 2 years, significant hematological changes

were observed, but this dose also caused mortality due to renal toxicity (DePass 1986a).

The hematopoietic system is an established target system for several ethylene glycol ethers (e.g., ethylene
glycol monomethyl ether, ethylene glycol monobutyl ether [IRIS 2010]). For these compounds,
hematological effects are consistently observed across different species, doses, and exposure durations.
In contrast, few studies have suggested hematological effects from ethylene glycol exposure, and those
with positive findings were at higher doses than Hong et al. (1988) and gave inconsistent results. Given
the lack of supporting evidence for hematological, bone marrow, or splenic effects in mice and rats
exposed to much higher doses of ethylene glycol and for longer durations, the biological significance of
the effects observed by Hong et al. (1988) is considered uncertain, and the results of this study do not

provide an adequate basis from which to derive an acute-duration oral MRL for ethylene glycol.

The remaining animal studies collectively identify the developing fetus as the most sensitive target of
acute oral exposure to ethylene glycol. In acute-duration oral developmental toxicity studies in rodents,

fetal effects have consistently been observed at doses that are not matemally toxic. Furthermore, the
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developmental effects observed after ethylene glycol exposure appear to be generally consistent across
studies and across rodent species, with the primary end point consisting of skeletal malformations. The
incidence of malformations was increased in CD-1 mice at doses >500 mg/kg/day when administered by
gavage during gestation (Gd 6—15) (Neeper-Bradley et al. 1995; Tyl 1989). Embryotoxicity was also
manifested as a reduction in fetal body weight in CD-1 mice given doses >750 mg/kg/day on Gd 6-

15 (Neeper-Bradley 1990; Price et al. 1985; Tyl 1989). In rats, doses >1,000 mg/kg/day by gavage on Gd
6—15 resulted in an increased incidence of skeletal malformations in offspring (Neeper-Bradley 1990;
Neeper-Bradley et al. 1995; Price et al. 1985). Decreases in pup body weight and increases in both the
number of litters with malformations and the number of malformed fetuses per litter were observed in rats
treated during Gd 615 with doses>2,500 mg/kg/day (Neeper-Bradley 1990; Neeper-Bradley et al. 1995;
Price et al. 1985). In mice given 3,000 mg/kg/day during Gd 6-15, neural tube and craniofacial defects
were increased and the number of live fetuses per litter was decreased (Price et al. 1985). In contrast to
the results in rodents, no developmental effects were observed in fetuses of rabbits gavaged at a

maternally lethal dose level of 2,000 mg/kg/day during gestation (Tyl et al. 1993).

Among the available developmental studies, only four (Price et al. 1985 [rat study only]; NTP 1988 [rats];
and Neeper-Bradley et al. 1995 or Tyl 1989 [mice and rats]) identified both a NOAEL and a LOAEL; the
remaining studies identified only a NOAEL (Maronpot et al. 1983; Schuler et al. 1984; Tyl 1993) or a
LOAEL (Price et al. 1985 [mice]; Marr 1992). The lowest LOAEL values were identified by Neeper-
Bradley (1990; Neeper-Bradley et al. 1995; Tyl 1989) for mice (500 mg/kg/day) and rats

(1,000 mg/kg/day) and by Price et al. (1985) for mice (750 mg/kg/day). Price et al. (1985) failed to
identify a NOAEL for mice, while Neeper-Bradley et al. (1995; Tyl 1989) used lower doses and were
able to identify both a NOAEL and a LOAEL,; thus, the data from Price et al. (1985) were not considered
for acute-duration oral MRL derivation. Both the mouse and rat studies published by Neeper-Bradley
(1990; Neeper-Bradley et al. 1995; Tyl 1989) were well-conducted studies using adequate numbers of
animals (25-30/dose), including four dose levels in addition to controls, and evaluating relevant end
points (skeletal and other malformations as well as reproductive and litter parameters). The mouse study
(Neeper-Bradley et al. 1995; Tyl 1989) identified the lowest LOAEL (500 mg/kg/day) for developmental
effects following gavage administration of ethylene glycol to pregnant dams during critical stages of
organogenesis; thus these data were selected for use in deriving the acute-duration oral MRL for ethylene

glycol.

In the mouse study by Neeper-Bradley et al. (1995; Tyl 1989), groups of 30 timed-pregnant CD-1 mice
were given doses of 50, 150, 500, or 1,500 mg/kg cthylene glycol daily by gavage on Gd 6-15; vehicle
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controls were given water on the same schedule. Maternal animals were observed daily for clinical signs
and weighed periodically; water intake was measured throughout gestation. At sacrifice on Gd 18, body
weight, gravid uterine weight, liver weight, and kidney weight were measured in dams. Kidneys from
control and high-dose dams were examined microscopically. Corpora lutea and uterine contents were
evaluated, and live fetuses were weighed and sexed. External, visceral, and skeletal malformations and

variations in the fetuses were evaluated.

No effects on maternal body weight, water consumption, or liver or kidney weight were observed. There
were no significant effects on the number of corpora lutea/dam, number of total, nonviable, or viable
implants/litter, or sex ratio. Average fetal body weight per litter was reduced (13% below controls) at
1,500 mg/kg/day. The incidence of individual external or visceral malformations was not significantly
increased in any treatment group relative to the vehicle control; however, exencephaly (a malformation
observed by Price et al. [1985] at higher doses) was observed in two fetuses in the 500 mg/kg/day group
and in three fetuses of the 1,500 mg/kg/day dose group. There was a significant increase in the incidence
of two skeletal malformations (fused ribs or thoracic arches) in the 1,500 mg/kg/day group (15/21 litters
with fused ribs vs. 1/19 controls; 8/21 litters with fused thoracic arches vs. 0/19 controls). Further, the
incidence of total malformations per litter (external, visceral, and skeletal) was significantly increased
both at 500 and 1,500 mg/kg/day (3/19, 7/20, 5/24, 12/24, and 17/21 from control to high dose). The
incidences of 23 skeletal variations were increased in the 1,500 mg/kg/day group. One of these variations
(bilateral extra rib 14) was also significantly increased at >500mg/kg/day (4/19, 4/20, 6/24, 17/24, and
21/21 in control through high-dose groups, respectively). This study identified a developmental NOAEL
of 150 mg/kg/day and a LOAEL of 500 mg/kg/day for increased incidence of total malformations and
bilateral extra rib 14. The high dose (1,500 mg/kg/day) was a NOAEL for maternal effects.

To derive a point of departure for MRL derivation, benchmark dose (BMD) modeling was conducted
using the mouse data on the incidence of litters with malformations (of any kind) and on the incidence of
one skeletal variation (bilateral extra rib 14). These two end points were observed at lower doses than
other observed effects (skeletal malformations, pup body weight reductions). All dichotomous models in
the EPA Benchmark Dose Software (Version 2.1.1) were fit to the malformation and skeletal variation
data. Although one of the end points modeled (total malformations) represents a more serious effect, the
group sizes in this study (19-24 litters/dose examined) did not support a benchmark response (BMR)
lower than 10%:; thus, an extra risk incidence of 10% above controls was selected as the BMR. The
multistage and quantal linear models converged on the same model providing the best fit to the data on

total malformations; these models both predicted a BMD;, of 113.84 mg/kg/day and a BMDL,, of
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75.59 mg/kg/day. For the data on bilateral extra rib 14, the probit model provided the best fit, and
predicted a BMD; of 99.35 mg/kg/day and a BMDL,, of 75.56 mg/kg/day. Modeling of both the
malformation and skeletal variation end points resulted in the same BMDL,,, indicating that an acute oral
MRL based on this point of departure should provide protection against both effects. The BMDL,, of

76 mg/kg/day was divided by an uncertainty factor of 100 (10 for extrapolation from animals to humans
and 10 for human variability) to derive an MRL of 0.8 mg/kg/day for acute-duration oral exposure to

ethylene glycol.

Although some mechanistic information suggests that humans may be less sensitive than rodents to the
developmental effects of ethylene glycol, the available data are not adequate to support a lower
interspecies uncertainty factor; thus, a full 10-fold uncertainty factor was used for interspecies
extrapolation. While in vitro data suggest that humans metabolize glycolic acid (the proximate
developmental toxicant) more efficiently than rats (Booth et al. 2004; Corley et al. 2005), NTP-CERHR
(2004) observed that the data supporting the glycolic acid metabolic rate in humans are limited. In
addition, NTP-CERHR (2004) reviewed preliminary data indicating that the inverted yolk sac placenta, a
stage in placental development that does not exist in humans, tends to concentrate weak acids such as
glycolic acid in the embryonic fluids. These data suggest enhanced sensitivity to ethylene glycol
developmental effects in rodents compared with humans; however, NTP-CERHR (2004) characterized
the available data as inconclusive. A 10-fold uncertainty factor for human variability was also used.
Ethylene glycol metabolism is known to involve alcohol dehydrogenase and aldehyde dehydrogenase,
and may also involve cytochrome p450 isozymes (NTP-CERHR 2004). Polymorphisms in the genes
encoding these enzymes may lead to wide variability in the production and elimination of glycolic acid
and other metabolites in humans exposed to ethylene glycol, but data quantifying the range of variability
are not currently available (NTP-CERHR 2004). In addition, fetal and/or placental differences in
expression of these enzymes over the course of gestation will affect local concentrations of glycolic acid
and other metabolites to which the developing conceptus is exposed, yet little is known about these

differences (NTP-CERHR 2004).

Corley et al. (2005) published a PBPK model to predict the behavior of ethylene glycol and glycolic acid
in rats and humans. However, there are no in vivo data from which the saturation concentration of
glycolic acid (the proximate developmental toxicant of ethylene glycol) could be determined in humans.
Furthermore, no model has yet been developed for mice, the species used in the study selected for MRL
derivation. As a result, available data do not support the use of PBPK modeling to derive an acute oral

MRL for ethylene glycol based on developmental toxicity in mice.
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A key consideration in the acute-duration oral database for ethylene glycol stems from the use of gavage
administration in most of the developmental toxicity studies. Bolus doses from gavage administration
lead to higher peak concentrations of glycolic acid (the proximate developmental toxicant) in the blood
than occur with equivalent doses at slower dose-rates associated with environmentally-relevant exposures
(Carney et al. 2001; NTP-CERHR 2004). This indicates that results of high-dose and high dose-rate
gavage studies lead to exaggerated risk estimates. In support of this notion, Maronpot et al (1983)
observed neither fetal nor maternal toxicity following dietary exposure of pregnant F344 rat dams to
ethylene glycol during Gd 6—15 at concentrations resulting in doses as high as 1,000 mg/kg/day, while
Neeper-Bradley et al. (1995) reported skeletal malformations and effects on fetal body weight in CD rats
given 1,000 mg/kg via gavage. Data supporting glycolic acid as the proximate toxicant (Carney et al.
1996, 1999; Klug et al. 2001; Munley et al. 1999), and evidence for much lower serum levels of glycolic
acid following slower dose-rate administration of ethylene glycol than the fast dose-rate resulting from
bolus dosing (Carney et al. 2001, 2002), suggest that the lack of developmental toxicity observed by
Maronpot et al. (1983) likely resulted from the difference in dose-rate. However, strain differences in
susceptibility to ethylene glycol cannot be ruled out as an explanation for the dissimilar results. Neeper-
Bradley et al. (1995) also reported significantly increased incidences of skeletal variations and
malformations in fetuses of CD-1 mice administered ethylene glycol by gavage at doses >500 mg/kg/day
(compared to controls) but not at doses <150 mg/kg/day. Lamb et al (1985) used the same strain of mice
(CD-1 strain) in a continuous breeding study in which groups of mice were exposed to ethylene glycol in
the drinking water at concentrations of 0, 0.25, 0.5, or 1% (estimated doses of 0, 410, 840, or

1,640 mg/kg/day) for the entire study period which began in the F, females prior to mating and continued
to weaning of the final F, generation produced during 14 weeks of 1:1 cohabitation with a male. Unusual
facial features (shorter snout, wide-set eyes) were observed in some of the high-dose F; offspring and
further skeletal examination with Alizarin Red in 4 mice/sex/group revealed a pattern of skeletal defects
that included shortened skull bones, fused ribs, abnormally shaped or missing sternebrae, and abnormal
vertebrac. None of these defects were observed in examined control mice. Although the study authors
stated that neither the low- nor mid-dose groups were significantly affected, it appears that this statement
refers to gross observations, not the more detailed skeletal examinations performed on high-dose
offspring. Thus, the study of Lamb et al. (1985) did not identify a definitive NOAEL, and a direct
comparison between the effects of high dose-rate (bolus gavage) and slower dose-rate (drinking water

consumption) within the same strain of mice cannot be made.
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Slikker et al. (2004) developed a working model to describe the mode of action for ethylene glycol
developmental toxicity based on available results of pharmacokinetic, developmental toxicity, and
mechanistic data. According to the model, a threshold of approximately 2 mM of glycolic acid in
maternal blood (approximately 4 mM in the conceptus) is indicated, below which developmental effects
are not elicited. Apparent requirements for exceeding this threshold include (1) a high dose of ethylene
glycol, (2) an exposure route that results in rapid absorption as occurs following oral exposure, and

(3) administration at a rapid rate as occurs under bolus gavage dosing,

The potential impact of pregnancy on the pharmacokinetics of ethylene glycol in rats was assessed in a
study by Pottenger et al. (2001). Pregnant and nonpregnant CD rats were administered *C-labeled
cthylene glycol via gavage on Gd 10 at doses of 10 or 2,500 mg/kg. Blood concentration time courses
and urinary data for the pregnant and nonpregnant rats were similar, indicating that ethylene glycol
pharmacokinetics were not significantly altered at least by Gd 10 exposure. Based on this result, the
extensive body of pharmacokinetic data for nonpregnant laboratory animals appears to be relevant for the
period of pregnancy as well. Some degree of uncertainty is inherent, however, because this study

assessed pregnancy-related pharmacokinetics at a single time point in the gestation period.

Available mechanistic data indicate that humans may be less sensitive than rodents to the developmental
effects of ethylene glycol. Limited i# vitro data indicate that humans metabolize glycolic acid (the
proximate developmental toxicant) more efficiently than rats (Booth et al. 2004; Corley et al. 2005). As
noted by NTP-CERHR (2004) and Slikker et al. (2004), preliminary data indicate that the conceptus of
rats and mice concentrates glycolic acid due to pH gradients between maternal blood and the conceptus,
the conceptus being more alkaline. Conversely, pH gradients between maternal blood and the conceptus
of rabbits are the reverse, favoring diffusion of weak acids such as glycolic acid out of the conceptus.
This species-specific difference in pH gradient may explain why the rabbit is relatively insensitive to the
developmental effects of ethylene glycol. Although quantitative data are not available regarding the
distribution of glycolic acid in the human conceptus, the human conceptus shares some common
morphological features with the rabbit conceptus (e.g., yolk sac morphology, large volume of
extraecmbryonic fluid relative to embryo size) that might favor reduced exposure of the human conceptus

to glycolic acid.

In summary, based on evidence that mice are more sensitive than rats to ethylene glycol developmental
toxicity; the lack of comparative data to demonstrate the effect of dose rate on developmental end points

in a common species and strain of laboratory animal; the lack of in vivo quantitative metabolic data in
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humans; and the lack of a PBPK model for mice, the results of the gavage study of Neeper-Bradley et al.

(1995) are considered to be potentially relevant to humans.

e An MRL of 0.8 mg/kg/day has been adopted for intermediate-duration oral exposure (15—
364 days) to ethylene glycol.

Information on the toxicity of intermediate-duration oral exposure to ethylene glycol essentially consists
of several well-designed studies in rats (Cruzan et al. 2004; Gaunt et al. 1974; Melnick 1984; Robinson et
al. 1990) and mice (Melnick 1984; NTP 1993). Based on generally comprehensive evaluations that
included body and organ weights, food and water consumption, hematology, blood chemistry, urinalysis,
and histopathology in adequate numbers of animals, these studies consistently showed that the kidney is
the predominant and most sensitive target of ethylene glycol toxicity. As summarized below, renal
toxicity varied with sex, species, and strain, with males more sensitive than females, rats more sensitive

than mice, and Wistar rats more sensitive than other strains of rats.

Renal effects in Sprague-Dawley rats that were exposed to ethylene glycol in drinking water for 90 days
included renal tubular oxalate crystal deposition, dilation, and degeneration in males at >947 mg/kg/day
and females at 3,087 mg/kg/day (Robinson et al. 1990). Key findings in F344 rats exposed for 13 weeks
via diet consisted of renal tubular dilation, necrosis, fibrosis, and oxalate crystal deposition in males at
>2,500 mg/kg/day, mortality in males at 5,000 mg/kg/day, and mild renal lesions (e.g., inflammation and
vacuolation) with no crystal deposition or mortality in females at 10,000 mg/kg/day (Melnick 1984).
Results of 16-week dietary studies showed that male Wistar rats are approximately twice as sensitive as
male F344 rats to ethylene glycol nephrotoxicity (Cruzan et al. 2004), and that kidney lesions in male
Wistar rats occurred at average doses as low as 180 mg/kg/day (Gaunt et al. 1974). In a 13-wecek dietary
study in B6C3F1 mice, effects were observed in the kidneys (minimal to mild tubule dilation, cytoplasmic
vacuolation, and regenerative hyperplasia, without tubular oxalate crystal deposition) and liver
(centrilobular hyaline degeneration) of males at >6,450 mg/kg/day, with no effects in females at doses

<16,000 mg/kg/day (Melnick 1984; NTP 1993).

The 16-week study by Cruzan et al. (2004) compared the renal toxicity of ethylene glycol in male Wistar
and F344 rats. The comparison was conducted to confirm an apparent greater sensitivity of the Wistar
strain indicated by seemingly inconsistent renal effect levels in key intermediate- and chronic-duration
studies (i.e., a LOAEL of 180 mg/kg/day in Wistar rats exposed for 16 weeks [Gaunt et al. 1974] that was
lower than a NOAEL of 200 mg/kg/day in F344 rats exposed for 2 years [DePass et al. 1986a]). In the
Cruzan et al. (2004) study, groups of 10 male Wistar rats and 10 male F-344 rats were administered
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ethylene glycol in the diet in constant dose levels of 0, 50, 150, 500, or 1,000 mg/kg/day for 16 weeks.
Clinical signs, body weight, and food intake were evaluated throughout the study. Water consumption
was measured and urine was collected for urinalysis during the 24 hours prior to sacrifice; parameters
included specific gravity, pH, color, appearance, protein, glucose, bilirubin, urobilinogen, ketones, occult
blood, leukocytes, nitrites, volume, and microscopy of sediment. Following sacrifice, complete
necropsies were performed, and kidneys were evaluated for organ weight and histological changes and
presence of alpha 2-p-globulin. Effects observed in Wistar rats included reduced body weight gain at
500 and 1,000 mg/kg/day (final weight 9 and 23% lower than controls), and reduced food intake and
2/10 deaths at 1,000 mg/kg/day; these end points were not affected in F344 rats. Significantly increased
water intake (~200% higher than controls) and urine volume, decreased urine specific gravity, and
increased occurrence of white blood cells in urine occurred in Wistar rats at >30 mg/kg/day and

F344 rats at 1,000 mg/kg/day. Calcium oxalate crystals in the urine were increased in both strains of rats
at >150 mg/kg/day; incidences at 0, 50, 150, 500, and 1,000 mg/kg/day were 0/10, 1/10, 5/10, 10/10, and
4/8 in Wistar rats, and 1/10, 0/10, 3/10, 10/10, and 7/10 in F344 rats. Absolute and relative kidney
weights were significantly increased at >500 mg/kg/day in Wistar rats and 1,000 mg/kg/day in F344 rats.
No treatment-related increases in alpha 2-p-globulin were observed in either strain of rats. The
histological examinations showed crystal deposition in the kidneys and associated nephropathy in both
strains of rats at >500 mg/kg/day, with greater severity in the Wistar rats. Respective incidences of
nephropathy with crystal deposition at 0, 50, 150, 500, and 1,000 mg/kg/day were 0/10, 0/10, 0/10, 10/10,
and 10/10 in Wistar rats, and 0/10, 0/10, 0/10, 1/10, and 10/10 in F344 rats. Because crystal-induced
nephropathy occurred in only 1/10 F344 rats at 500 mg/kg/day (compared to 10/10 Wistar rats at this
dose), and six additional F344 rats at 500 mg/kg/day had crystals in the kidney tubules without
nephropathy, this dose is a less serious LOAEL in the F344 rats. The severity of the crystal nephropathy
in the Wistar rats at 500 mg/kg/day was approximately equivalent to that in the F344 rats at

1,000 mg/kg/day. Due to the higher incidence and greater severity of the crystal nephropathy, as well as
the accompanying impairment of kidney function (i.e., compromised kidney water regulation as indicated
by increased urine volume and decreased urine specific gravity leading to increased water consumption),
500 mg/kg/day is a serious LOAEL in the Wistar rats. The only effect observed at doses lower than

500 mg/kg/day was calcium oxalate crystals in the urine of both strains at 150 mg/kg; this is a NOAEL
because excretion of crystals in the urine reflects a detoxification process and is not considered adverse in

the absence of crystal deposition in the renal tubule epithelium and associated histopathology.

The 16-week study by Gaunt et al. (1974) exposed male and female weanling Wistar rats to diets
containing 0, 0.05, 0.1, 0.25, or 1.0% ethylene glycol for 2 weeks (5/sex/dose), 6 weeks (5/sex/dose), or
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16 weeks (15/sex/dose). Reported calculated average daily chemical intakes were 35, 71, 180, and

715 mg/kg/day in males, and 0, 38, 85, 185, and 1,128 mg/kg/day in females. Intakes were averaged
among rats housed five per cage and decreased throughout the study because the amount of ethylene
glycol in the diet was not adjusted for changing food consumption and body weight. Survival, clinical
signs, food and water intake, and body weight were evaluated throughout the exposure period.
Hematology (hemoglobin, hematocrit, packed cell volume, total erythrocytes, reticulocytes, total and
differential leukocytes), serum chemistry (urea, glucose, protein, albumin, glutamic-oxaloacetic
transaminase, glutamic-pyruvic transaminase, and lactic dehydrogenase), organ weights (including
kidneys, liver, spleen, brain, heart, stomach, small intestines, caccum, adrenals, pituitary, thyroid, and
gonads), and histology (organs that were weighed and 19 additional tissues) were evaluated at the 2-, 6-,
and 16-week sacrifices. Urinalysis (glucose, ketones, bile salts, blood, protein, and presence of oxalic
acid crystals, cells, and other microscopic constituents) and renal function (urine concentration and
dilution tests measuring volume and specific gravity, and cell excretion) were evaluated at weeks 2 and
16. Urine was additionally analyzed for oxalic acid at weeks 2, 6, 12, 14, and 16. There were no clear
exposure-related effects on survival, clinical signs, body weight, hematology, or serum chemistry.
Pneumonial changes occurred in the lungs of most males and females and salivary adenitis occurred in
90% of the males and 45% of the females, but these effects were not considered exposure-related.
Urinary excretion of oxalic acid was significantly increased in males at 715 mg/kg/day at weeks 2—-16 and
in females at 1,128 mg/kg/day at weeks 6-16, with the magnitude of the effect markedly greater in males
(100-500% of control levels) than females (40-100% of control values). Increased absolute kidney
weight, oxalic acid crystals in urine, and excretion of a larger volume of urine with a lower specific
gravity after a prolonged period (16 hours) without water were observed in the 715 mg/kg/day males at
week 16. Exposure-related histopathologic changes occurred only in the kidneys. Incidences of kidney
lesions were statistically significantly increased in males at >180 mg/kg/day. Specific renal
histopathologic findings in the males at 16 weeks included individual nephrons with degenerative changes
(incidences of 0/15, 1/15, 1/15, 2/15, and 5/15 [p<0.05] in the control to high-dose groups), individual
nephrons with degenerative changes and occasional oxalate crystals (0/15, 0/15, 0/15, 1/15, and

4/15 [p<0.05]), and generalized tubular damage and heavy oxalate crystals (0/15, 0/15, 0/15, 0/15, and
4/15 [p<0.05]). At 0, 35,71, 180, and 715 mg/kg/day, the total incidence of male rats with oxalate
crystals was 0/15, 0/15, 0/15, 1/15, and 10/15 (p<0.001), and the total incidence of male rats with renal
tubular damage was 0/15, 1/15, 1/15, 4/15 (p<0.05), and 15/15 (p<0.001). Females had an increased
incidence of renal tubular damage at 1,128 mg/kg/day, but the increase was not statistically significant.
The histological evaluations of the kidneys in the five rats/sex/dose exposed for 2 or 6 weeks showed no

statistically significant increases in incidences of specific changes, although the total incidence of animals
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with tubular damage was significantly increased in the 715 mg/kg/day males at 6 weeks. Based on the
16-week kidney histopathology data in male Wistar rats, this study identified a NOAEL of 71 mg/kg/day
and a LOAEL of 180 mg/kg/day for intermediate-duration exposure.

The 16-week studies of Cruzan et al. (2004) and Gaunt et al. (1974) provide dose-response data for the
critical effect in the most sensitive species, strain, and sex (i.¢., kidney lesions in male Wistar rats). The
respective NOAEL and LOAEL values were 150 and 500 mg/kg/day in the Cruzan et al. (2004) study and
71 and 180 mg/kg/day in the Gaunt et al. (1974) study. Although Gaunt et al. (1974) identified a lower
apparent LOAEL, this study is not suitable for MRL consideration because the animal care was
questionable and the daily dose was not constant. Nearly all of the rats, possibly from the beginning of
the study, showed evidence of respiratory infection (pneumonia) and infectious salivary adenitis, either of
which could have confounded the results. Also, the rats were fed a constant dietary percentage of
ethylene glycol, such that daily consumption varied throughout the study. For example, in the

180 mg/kg/day LOAEL group, the rats were exposed to approximately 300 mg/kg/day for the first
2-weeks, which is a level above the threshold for renal toxicity in male Wistar rats in a 12-month study
(Corley et al. 2008) (see chronic-duration MRL discussion). Further, the rats were housed in groups of
five, such that consumption of individual rats among the groups likely varied. Hence, the dose levels in
the Gaunt et al. (1974) study are not reliably consistent, unlike the study by Cruzan et al. (2004), which
was conducted in the same rat strain and sex for the same duration. An additional reason to use the
Cruzan et al. (2004) study for MRL derivation is that the 12-month study (Corley et al. 2008) showed the
same NOAEL of 150 mg/kg/day and a LOAEL of 300 mg/kg/day, thus appearing to substantiate the
results of Cruzan et al. (2004) but not Gaunt et al. (1974).

The Cruzan et al. (2004) 16-week study in rats is a suitable basis for intermediate-duration oral MRL
derivation because it identified the lowest reliable LOAEL and has no confounding factors. The
incidences of the critical effect, crystal nephropathy, were 0/10, 0/10, 0/10, 10/10, and 10/10 at 0, 50, 150,
500, and 1,000 mg/kg/day, respectively. This data set is not appropriate for BMD analysis because the
incidences increased from 0% at doses <150 mg/kg/day to 100% at doses >500 mg/kg/day; the lack of
low-response data points limits the accuracy of dose-response modeling. Selection of the NOAEL of

150 mg/kg/day as a point of departure and application of an uncertainty factor of 100 (10 for animal to
human extrapolation and 10 for human variability) yield an intermediate-duration oral MRL of

1.5 mg/kg/day, but this value is higher than the acute-duration oral MRL of 0.8 mg/kg/day. Therefore,
the acute-duration oral MRL was adoptedfor intermediate-duration oral exposure. The acute-duration

oral MRL was derived from a study that identified a NOAEL of 150 mg/kg/day for developmental
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toxicity in mice (Neeper-Bradley et al. 1995; Tyl 1989), which is the same as the intermediate- and
chronic-duration NOAELSs for kidney effects in male Wistar rats (Corley et al. 2008; Cruzan et al. 2004).
Because available evidence indicates that the acute-duration oral MRL for ethylene should be protective
for kidney effects following longer-term exposure, the acute-duration value of 0.8 mg/kg/day is adopted

for intermediate-duration exposure.

An MRL has not been derived for chronic-duration oral exposure (365 days or more) to ethylene glycol.
The chronic oral toxicity of ethylene glycol has been evaluated in three studies in rats (Blood 1965;
Corley et al. 2008; DePass et al. 1986a) and two studies in mice (DePass et al. 1986a; NTP 1993) using
dictary exposure. As summarized below, the main target organs were the kidneys in rats and liver in

mice, and rats were more sensitive than mice.

Male Wistar rats (20/dose) were exposed to ethylene glycol in dictary doses of 0, 50, 150, 300 or

400 mg/kg/day for 12 months (Corley et al. 2008). Ten rats/group (main group) were used to assess
toxicity; end points included clinical observations, body weight, feed and water consumption, urinalysis,
organ weights, gross necropsy, and kidney and bladder histopathology. Urinalysis was performed the
week prior to study termination and included color, appearance, specific gravity, volume, pH, bilirubin,
glucose, proteins, ketones, blood, urobilinogen, and microscopic evaluation for crystal types. Five
rats/group were used to determine renal clearance of '*C-oxalate and *H-inulin, and five rats/group were
used to evaluate concentrations of ethylene glycol and its glycolate and oxalate metabolites in blood,
uring, and kidneys. No adverse effects occurred at 50 or 150 mg/kg/day, but toxicity was pronounced at
300 and 400 mg/kg/day. Effects at 400 mg/kg/day included mortality (4/10 died or were moribund on
days 43-193) and weight loss, which led to early termination of the remaining animals on day 203.
Mortality was also increased at 300 mg/kg/day (4/10 died or were moribund on days 111-221). Other
effects at >300 mg/kg/day included increased water consumption with corresponding increased urine
volume and decreased urine specific gravity, increased absolute and relative kidney weights, and gross
and histopathological changes in the kidneys and bladder. Gross pathology included calculi, dilatation,
and hemorrhage in the bladder at >300 mg/kg/day and calculi and dilatation in the renal pelvis and ureter
at 400 mg/kg/day. Renal histopathology occurred in the majority of animals at 300 mg/kg/day and in all
animals at 400 mg/kg/day; lesions included crystalluria-related nephropathy, tubule dilatation,
birefringent crystals (particularly in the pelvic fomix), pelvic dilatation, and transitional cell hyperplasia.
Incidences of crystal nephropathy, the most prevalent lesion, were 0/14, 0/15, 0/15, 12/13, and 10/10 at 0,
50, 150, 300, and 400 mg/kg/day, respectively. Histopathological changes in the bladder occurred in the

majority of animals at >300 mg/kg/day; the basic change was transitional cell hyperplasia, progressing to
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acute inflammation and hemorrhage in severe cases. The early deaths were considered related to the
inflammation and hemorrhage of the bladder wall. Decreased urinary pH and increased urinary oxalate
crystals occurred at all treatment levels (=50 mg/kg/day); these effects were not considered adverse, but
rather normal metabolic/physiological consequences of ethylene glycol exposure. There were no
treatment-related effects on renal clearance of oxalate or inulin. Urinary levels of oxalate were
unchanged at all doses, urinary ethylene glycol followed a linear dose-response relationship, and urinary
glycolic acid was linear between 50 and 150 mg/kg/day with a disproportionate nonlinear increase at
300 mg/kg/day. Kidney concentrations of glycolate and oxalate were unchanged at 50 and

150 mg/kg/day, but clear nonlinear increases in both of these metabolites occurred at >300 mg/kg/day,
indicating that the accumulation of calcium oxalate in the kidneys correlated with the appearance of renal
toxicity. A NOAEL of 150 mg/kg/day and a LOAEL of 300 mg/kg/day were identified in male Wistar
rats based on histopathology in the kidneys (crystal nephropathy) and bladder (inflammation and

hemorrhage).

Sprague-Dawley rats (16/sex/dose) were fed ethylene glycol in estimated dietary doses of 0, 75, 150, 375,
750, or 3,000 mg/kg/day for up to 2 years (Blood 1965). Evaluations included food and water
consumption, body and organ weights, hematology, urinary protein, and limited histopathology.
Decreased body weight gain, increased water consumption, proteinuria, and mortality occurred in males
at >750 mg/kg/day and females at 3,000 mg/kg/day. Incidences of calcification (oxalate crystal
deposition) in the kidneys were increased in both sexes at >750 mg/kg/day, and oxalate-containing calculi
were increased in males at >750 mg/kg/day and females at 3,000 mg/kg/day. Oxalate crystal deposition
also occurred in males at 375 mg/kg/day (4/10 compared to 0/7 controls), although the increase was not
statistically significantly. The report implied, but did not adequately document, that many of the animals
with crystal deposition in the renal tubules also had degenerative changes in the tubular epithelium. Due
to the insufficiently reported histopathology findings and lack of a clear (statistically significant) increase
in oxalate crystal deposition at 375 mg/kg/day due to small number of animals, this study provides limited
evidence that 375 mg/kg/day was a LOAEL for kidney toxicity in male Sprague-Dawley rats; the
NOAEL was 150 mg/kg/day.

F344 rats (130/sex/dose) were fed ethylene glycol in approximate dietary doses of 0, 40, 200, or

1,000 mg/kg/day for up to 2 years (DePass et al. 1986a). End points included food and water
consumption, body and organ weights, hematology, clinical chemistry, extensive urinalysis, and
comprehensive histopathology. No treatment-related or statistically significant changes occurred in the

male rats at 40 or 200 mg/kg/day. Toxicity was pronounced in males at 1,000 mg/kg/day as shown by
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increased mortality from month 9 (100% day 475), and various other effects that included increased water
consumption and urine volume, increased blood urea nitrogen (BUN) and serum creatinine, decreased
urine specific gravity and pH, increased urinary calcium oxalate crystals, and increased kidney weight and
lesions. All 1,000 mg/kg/day males sacrificed at 12 months had calcium oxalate crystalluria and multiple
severe renal lesions that included tubular dilation, proteinosis, hyperplasia, glomerular shrinkage, and/or
chronic interstitial nephritis. Most of the 1,000 mg/kg/day males that died during the study or were
sacrificed when moribund had oxalate nephrosis, which was the primary cause of death, as well as
hydronephrosis. In the male rats at 0, 40, 200, and 1,000 mg/kg/day, the total incidences of oxalate
nephrosis were 0/256, 0/129, 0/129, and 95/116, respectively. Non-neoplasic lesions in several non-renal
tissues were also significantly increased in the 1,000 mg/kg/day males; these included cellular hyperplasia
in the parathyroids and mineralization in the heart (vessels and muscle), lungs (interstitial), stomach, and
vascular system. A NOAEL of 200 mg/kg/day and a serious LOAEL of 1,000 mg/kg/day were identified

in male F344 rats based on kidney toxicity (oxalate nephrosis)-induced mortality.

In the female F344 rats, effects occurred in kidneys and lymph nodes at 1,000 mg/kg/day and liver at
>200 mg/kg/day (DePass et al. 1986a). Renal effects in females were limited to increased kidney weight
and calcium oxalate crystals and uric acid crystals in the urine at 1,000 mg/kg/day; no kidney
histopathology or mortality occurred as in males (DePass et al. 1986a). Hemosiderosis in the mesenteric
lymph nodes was increased at 1,000 mg/kg/day. Hepatic effects included increases in mononuclear cell
infiltrates at 1,000 mg/kg/day and fatty metamorphosis (slight) at >200 mg/kg/day. Total incidences of
liver fatty metamorphosis in the 0, 40, 200, and 1,000 mg/kg/day females were 34/256, 16/129, 27/125,
and 35/128, respectively; the increases at 200 and 1,000 mg/kg/day were statistically significant. The
liver fatty metamorphosis is not considered to be adverse because the effect was slight and there was no
other evidence of hepatotoxicity; at no time (6, 12, 18, or 24 months) was there an increase in liver
function parameters (serum chemistry) or in liver weight, even in animals dosed at 1,000 mg/kg/day.
Additionally, this was the only long-term study (intermediate- or chronic-duration) to find liver lesions in
rats, and the mode of action supports the kidney as the critical target. Based on the kidney effects, a
NOAEL of 200 mg/kg/day and a LOAEL of 1,000 mg/kg/day were identified in female F344 rats.

CD-1 mice (80/sex/dose) were fed ethylene glycol in approximate dietary doses of 0, 40, 200, or

1,000 mg/kg/day for up to 2 years (DePass et al. 1986a). Evaluations were limited to clinical signs, body
weight, food consumption, and comprehensive histopathology. No clear treatment-related effects were
observed in either sex, indicating that this study identified a NOAEL of 1,000 mg/kg/day and no LOAEL
in CD-1 mice. In the other mouse study, B6C3F1 mice (60/sex/dose) were exposed to ethylene glycol in
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the diet for up to 2 years (NTP 1993). Estimated average doses were 0, 1,500, 3,000, and

6,000 mg/kg/day in males and 0, 3,000, 6,000, and 12,000 mg/kg/day in females. Evaluations included
hematology, clinical chemistry, organ weights (limited), and comprehensive histopathology. Effects were
essentially limited to increased incidences of hepatocellular hyaline degeneration in males at

>3,000 mg/kg/day and females at 12,000 mg/kg/day, and medial hyperplasia of the pulmonary arterioles
in females at >3,000 mg/kg/day; the biological significance of the pulmonary lesion was unclear (NTP
1993). Small numbers of oxalate-like crystals and/or calculi were noted in the renal tubules, urethrae, and
urinary bladder in a few males at 6,000 mg/kg/day. A NOAEL of 1,500 mg/kg/day and a LOAEL of
3,000 mg/kg/day for liver histopathology were identified in male B6C3F1 mice.

Key findings in the chronic toxicity studies were kidney lesions (oxalate nephrosis) and mortality at
>300 mg/kg/day in male Wistar rats (Corley et al. 2008), kidney lesions (oxalate crystal deposition and
implied degenerative changes) at >375 mg/kg/day and mortality at 750 mg/kg/day in male Sprague-
Dawley rats (Blood 1965), kidney lesions (oxalate nephrosis) and mortality at 1,000 mg/kg/day in male
F344 rats (DePass et al. 1986a), no kidney or liver histopathology in male or female CD-1 mice at

1,000 mg/kg/day (DePass et al. 1986a), and liver lesions (hepatocellular hyaline degeneration) in male
B6C3F1 mice at >3,000 mg/kg/day (NTP 1993). The kidney lesions and mortality in male rats occurred
at doses that were NOAELSs in mice, indicating that rats were more sensitive than mice and the most

appropriate species for MRL consideration.

Chronic effect levels for kidney lesions and mortality in male rats included a NOAEL of 150 mg/kg/day
and a serious LOAEL of 300 mg/kg/day in Wistar males (Corley et al. 2008), a NOAEL of

200 mg/kg/day and a serious LOAEL of 1,000 mg/kg/day in F344 males (DePass et al. 1986a), and a
NOAEL of 150 mg/kg/day and a serious LOAEL of 750 mg/kg/day in Sprague-Dawley males (Blood
1965). An apparent increase in kidney lesions without mortality occurred in Sprague-Dawley males at
375 mg/kg/day (Blood 1965), suggesting that this dose was a less serious LOAEL for renal effects in this
strain of rats. The 150 mg/kg/day NOAEL for renal effects in Wistar males (Corley et al. 2008) and
Sprague-Dawley males (Blood 1963) is consistent with the 200 mg/kg/day NOAEL for renal effects in
F344 males (DePass et al. 1986a).

The study in male Wistar rats (Corley et al. 2008) is the most appropriate basis for chronic MRL
derivation because it identified the lowest LOAEL (300 mg/kg/day) and is the only study providing
information on effects of chronic exposure in Wistar rats, a strain shown to be approximately twice as

sensitive as F344 rats to kidney toxicity in a 16-week study (Cruzan et al. 2004) (see intermediate-
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duration MRL discussion). The incidences of the critical chronic effect, oxalate nephropathy, were 0/14,
0/15, 0/15, 12/13, and 10/10 at 0, 50, 150, 300, and 400 mg/kg/day, respectively (Corley et al. 2008).
This data set is not appropriate for BMD analysis because the incidences increased from 0% in the rats at
doses <150 mg/kg/day to 92% at 300 mg/kg/day and 100% at 400 mg/kg/day; the lack of low-response
data points limits the accuracy of dose-response modeling. Selection of the NOAEL of 150 mg/kg/day
and application of an uncertainty factor of 100 (10 for animal to human extrapolation and 10 for human
variability) yield an MRL of 1.5 mg/kg/day, but this value is higher than the acute-duration oral MRL of
0.8 mg/kg/day. It is against ATSDR policy to derive a chronic-duration MRL that is higher than the
acute-duration MRL. The acute MRL is based on a NOAEL of 150 mg/kg/day for developmental toxicity
in mice (Neeper-Bradley et al. 1995; Tyl 1989), which is the same as the intermediate- and chronic-
duration NOAELSs for kidney effects in male Wistar rats (Corley et al. 2008; Cruzan et al. 2004). The
available evidence therefore indicates that the acute-duration oral MRL should be protective for chronic

kidney effects.
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3.1 INTRODUCTION

The primary purpose of this chapter is to provide public health officials, physicians, toxicologists, and
other interested individuals and groups with an overall perspective on the toxicology of ethylene glvcol.
It contains descriptions and evaluations of toxicological studies and epidemiological investigations and

provides conclusions, where possible, on the relevance of toxicity and toxicokinetic data to public health.

A glossary and list of acronyms, abbreviations, and symbols can be found at the end of this profile.

The general population may be exposed to ethylene glycol. Ethylene glycol is widely sold in grocery
stores and in automobile supply, discount, drug, and other stores throughout the United States for general
use as an antifreeze/coolant in automobile radiators. Additionally, it is used in the manufacturing or
blending of polyester products; aircraft and runway de-icing fluids; heat transfer fluids used in heating,
ventilation, and air conditioning systems; humectants; polyester and alkyd resins; plasticizers; electrolytic

capacitors; low freeze dynamite; and brake and shock solutions.

Dermal exposure, through activities such as changing antifreeze, is the most likely route of exposure to
cthylene glycol, but dermal exposure is not likely to lead to toxic effects. Only oral exposure, through
accidental or intentional ingestion, is likely to lead to such effects, and then only if a sufficient amount is
swallowed at one time. A review of the literature for ethylene glycol indicated that the stages of oral
cthylene glycol poisoning in humans are well understood and documented. There is adequate knowledge
of ethylene glycol metabolism to permit successful treatment of ethylene glycol intoxication, and
substantial information concerning pathology and pathophysiology of the organ systems involved is
available. Although the majority of the studies in humans represent descriptions of case studies of
accidental or intentional poisoning, or exposure in industrial settings, they have been collected for a
period of >60 years. Animal studies corroborate human findings and were used to provide quantitative

data to support observations made in humans.

3.2 DISCUSSION OF HEALTH EFFECTS BY ROUTE OF EXPOSURE

To help public health professionals and others address the needs of persons living or working near
hazardous waste sites, the information in this section is organized first by route of exposure (inhalation,

oral, and dermal) and then by health effect (death, systemic, immunological, neurological, reproductive,
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developmental, genotoxic, and carcinogenic effects). These data are discussed in terms of three exposure

periods: acute (14 days or less), intermediate (15-364 days), and chronic (365 days or more).

Levels of significant exposure for each route and duration are presented in tables and illustrated in
figures. The points in the figures showing no-observed-adverse-cffect levels (NOAELSs) or lowest-
observed-adverse-effect levels (LOAELSs) reflect the actual doses (levels of exposure) used in the studies.
LOAELSs have been classified into "less serious” or "serious" effects. "Serious" effects are those that
evoke failure in a biological system and can lead to morbidity or mortality (e.g., acute respiratory distress
or death). "Less serious" effects are those that are not expected to cause significant dysfunction or death,
or those whose significance to the organism is not entirely clear. ATSDR acknowledges that a
considerable amount of judgment may be required in establishing whether an end point should be
classified as a NOAEL, "less serious" LOAEL, or "serious" LOAEL, and that in some cases, there will be
insufficient data to decide whether the effect is indicative of significant dysfunction. However, the
Agency has established guidelines and policies that are used to classify these end points. ATSDR
believes that there is sufficient merit in this approach to warrant an attempt at distinguishing between
"less serious" and "serious" effects. The distinction between "less serious” effects and "serious" effects is
considered to be important because it helps the users of the profiles to identify levels of exposure at which
major health effects start to appear. LOAELs or NOAELSs should also help in determining whether or not
the effects vary with dose and/or duration, and place into perspective the possible significance of these

effects to human health.

The significance of the exposure levels shown in the Levels of Significant Exposure (LSE) tables and
figures may differ depending on the user's perspective. Public health officials and others concemed with
appropriate actions to take at hazardous waste sites may want information on levels of exposure
associated with more subtle effects in humans or animals (LOAELSs) or exposure levels below which no
adverse effects (NOAELs) have been observed. Estimates of levels posing minimal risk to humans

(Minimal Risk Levels or MRLs) may be of interest to health professionals and citizens alike.

A User's Guide has been provided at the end of this profile (see Appendix B). This guide should aid in
the interpretation of the tables and figures for Levels of Significant Exposure and the MRLs.
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3.21 Inhalation Exposure

Information regarding health effects of ethylene glycol following inhalation exposure is limited. Health
effects in humans were found in only a few studies (Bond et al. 1985; Troisi 1950; Wills et al. 1974).
Animal studies were described by Tyl (1985, 1988a).

3.21.1 Death

No studies were located regarding death in humans after inhalation exposure to ethylene glycol.

Mortality occurred in 1/15 rats, 3/15 guinea pigs, 1/3 rabbits, 0/3 dogs, and 0/3 monkeys that were
continuously whole-body exposed to 12 mg/m’of ethylene glycol aerosol for 90 days, although none of
the affected animals showed “any specific signs of toxicity” (Coon et al. 1970). This concentration is not
areliable LOAEL for mortality because intake of ethylene glycol from ingestion of acrosol deposited on
the fur likely significantly contributed to total dose (Tyl et al. 1995a, 1995b). Exposure to 10 or

57 mg/m’ ethylene glycol acrosol for 8 hours/day, 5 days/week for 6 weeks caused no mortality in rats
(15/concentration), guinea pigs (15/concentration), rabbits (3/concentration), dogs (2/concentration), or

monkeys (2/concentration) (Coon et al. 1970).

3.2.1.2 Systemic Effects

No studies were located regarding gastrointestinal, musculoskeletal, endocrine, dermal, ocular, body
weight, or metabolic effects in humans or respiratory, gastrointestinal, musculoskeletal, dermal, or body
weight effects in animals after inhalation exposure to ethylene glycol. The highest NOAEL values and all
reliable LOAEL values for systemic effects in each species and duration category for ethylene glycol after

inhalation exposure are reported in Table 3-1 and plotted in Figure 3-1.

Respiratory Effects. Tolerable nose and throat irritation were occasional complaints in 19 volunteers
(incidence and frequency not reported) who were exposed to ethylene glycol acrosol for 20-22 hours/day
for 30 days in a controlled study (Wills et al. 1974). The average mean weekly exposure concentration
was 23 mg/m’ for days 1-14 and 30 mg/m’ for days 1-30. Sessions in which the concentration was
increased for short periods during the last 10 days of the study showed that upper respiratory tract
irritation became common at approximately 140 mg/m’, and caused exposure to be tolerated for only

15 minutes at 188 mg/m’, 2 minutes at 244 mg/m’, and one or two breaths at 308 mg/m’ due to symptoms



Table 3-1 Levels of Significant Exposure to Ethylene Glycol - Inhalation

Exposure/ LOAEL
Duration/
Key tg Species Frequency NOAEL Less Serious Serious Reference
Figure (Strain)  (Route) _
J System __ (mg/m?) (mg/m?) (mg/m?) Chemical Form Comments
ACUTE EXPOSURE
Systemic
! Fuman 15 min Resp 140 M (respiratory tract 188 M (intolerable respiratory  Wills et al. 1974
irritation) tract irritation)
2 Human 14d b )
20-22 hr/d Resp 23M Wills et al. 1974
Hemato 23 M
Hepatic 23 M
Renal 23 M
Neurological
3 Human 14d _
20-22 hr/d 23M Wills et al. 1974
INTERMEDIATE EXPOSURE
Systemic
4 Human 30d )
20-22 hr/d Resp 30M Wills et al. 1974
Hemato 30 M
Hepatic 30 M
Renal 30 M
Neurological
5 Human 30d )
20-22 hr/d 30M Wills et al. 1974

a The number corresponds to entries in Figure 3-1.

b Used to derive an acute-duration inhalation minimal risk level (MRL) of 2 mg/m3; the NOAEL of 23 mg/m3 was divided by an uncertainty factor of 10 for human variability.

d = day(s); Gastro = gastrointestinal; Gd = gestational day; Hemato = hematological; hr = hour(s); LOAEL = lowest-observed-adverse-effect level; M = male; min = minute(s); NOAEL
= no-observed-adverse-effect level, Resp = respiratory
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Figure 3-1 Levels of Significant Exposure to Ethylene Glycol - Inhalation
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Figure 3-1 Levels of Significant Exposure to Ethylene Glycol - Inhalation (Continued)
Intermediate (15-364 days)
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that included a burning sensation in the trachea and a burning cough. The NOAEL of 23 mg/m’ for
days 1-14 was used to derive an acute-duration inhalation MRL for ethylene glycol as indicated in the

footnote to Table 3-1 and discussed in Chapter 2 and Appendix A.

Cardiovascular Effects. Electrocardiographs conducted after 14 and 30 days of exposure were
normal in a controlled study of 19 volunteers who were exposed to ethylene glycol acrosol for 20—
22 hours/day for 30 days (Wills et al. 1974). The average mean weekly exposure concentration was

23 mg/m’ for days 1-14 and 30 mg/m’ for days 1-30.

No gross or histological effects in the heart occurred in rats (15/concentration), guinea pigs
(15/concentration), rabbits (3/concentration), dogs (2/concentration), or monkeys (2—3/concentration) that
were whole-body exposed to apparently acrosolized ethylene glycol in concentrations of 10 or

57 mg/m’ for 8 hours/day, 5 days/week for 6 weeks, or 12 mg/m’ continuously for 90 days (Coon et al.
1970). The histology examinations in the rats and guinea pigs were limited to eight animals each. This
study identified NOAELs of 57 mg/m’ (intermittent exposure) and 12 mg/m’ (continuous exposure) for
cardiovascular effects, but the relevance of these NOAELSs is unclear because intake of ethylene glycol
from ingestion of aerosol deposited on the fur likely significantly contributed to total dose (Tyl et al.
1995a, 1995b).

Hematological Effects. No significant hematologic alterations were found in a controlled study of
19 volunteers who were exposed to ethylene glycol aerosol for 20-22 hours/day for 30 days (Wills et al.
1974). The average mean weekly exposure concentration was 23 mg/m’ for days 1-14 and 30 mg/m’ for
days 1-30. Evaluations were performed approximately every 2-3 days and included hematocrit,

hemoglobin, total and differential leucocyte counts, and prothrombin time.

No treatment-related hematological effects were found in rats (15/concentration), guinea pigs
(15/concentration), rabbits (3/concentration), dogs (2/concentration), or monkeys (2—3/concentration) that
were whole-body exposed to apparently acrosolized ethylene glycol in concentrations of 10 or

57 mg/m’ for 8 hours/day, 5 days/week for 6 weeks, or 12 mg/m’ continuously for 90 days (Coon et al.
1970). Evaluations included hemoglobin concentration, packed erythrocyte volume, total leukocyte
counts, and prothrombin time. This study identified NOAELSs of 57 mg/m’ (intermittent exposure) and
12 mg/m’ (continuous exposure) for hematological effects, but the relevance of these NOAELS is unclear
because intake of ethylene glycol from ingestion of acrosol deposited on the fur likely significantly

contributed to total dose (Tyl et al. 1995a, 1995b).
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Endocrine Effects. No gross or histological effects occurred in the adrenals in dogs (2/concentration)
or monkeys (2-3/concentration), or thyroid in dogs (2/concentration), following whole-body exposure to
apparently aerosolized ethylene glycol in concentrations of 10 or 57 mg/m’ for 8 hours/day, 5 days/week
for 6 weeks, or 12 mg/m’ continuously for 90 days (Coon et al. 1970). Additional endocrine end points
were not evaluated. The relevance of these NOAELSs is unclear because intake of ethylene glycol from
ingestion of acrosol deposited on the fur likely significantly contributed to total dose (Tyl et al. 1995a,
1995b).

Ocular Effects. Rats (15/concentration), guinea pigs (15/concentration), rabbits (3/concentration),
dogs (2/concentration), and monkeys (2—3/concentration) were exposed to apparently acrosolized
ethylene glycol in concentrations of 10 or 57 mg/m’ for 8 hours/day, 5 days/week for 6 weeks, or

12 mg/m’ continuously for 90 days (Coon et al. 1970). No signs of ocular or nasal irritation were
observed in any of the animals that were intermittently exposed to <57mg/m’ in the 6-week study. In the
90-day study, continuous exposure to 12 mg/m’ caused moderate to severe eye irritation (erythema,
edema, and discharge) in all (3/3) rabbits and corneal opacity with possible blindness in 2/15 rats; both

species were affected within 8 days of the initial exposure.

3.2.1.3 Immunological and Lymphoreticular Effects

No studies were located specifically regarding adverse immunological effects in humans or animals after
inhalation exposure to ethylene glycol. There were no significant alterations in total or differential white
blood cell counts in a controlled study of 19 volunteers who were exposed to ethylene glycol aerosol for
20-22 hours/day for 30 days (Wills et al. 1974). The average mean weekly exposure concentration was

23 mg/m’ for days 1-14 and 30 mg/m’ for days 1-30 (Wills et al. 1974).

3.2.1.4 Neurological Effects

Slight headache and backache were occasional complaints in 19 volunteers (incidence and frequency not
reported) who were exposed to ethylene glycol aerosol for 20-22 hours/day for 30 days in a controlled
study (Wills et al. 1974). The average mean weekly exposure concentration was 23 mg/m’ for days 1—
14 and 30 mg/m’ for days 1-30. No effects were seen in electroencephalographs or a battery of
psychological tests conducted after 14 and 30 days of exposure; the tests evaluated simple reaction time,
reaction time with discrimination, visual-motor coordination, depth perception, and mental ability

(encoding and subtraction accuracy).
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No gross or histological effects in the brain or spinal cord occurred in dogs (2/concentration) that were
whole-body exposed to apparently acrosolized ethylene glycol in concentrations of 10 or 57 mg/m’ for
8 hours/day, 5 days/week for 6 weeks, or 12 mg/m’ continuously for 90 days (Coon et al. 1970). This
study identified NOAELs of 57 mg/m’ (intermittent exposure) and 12 mg/m’ (continuous exposure) for
neurological effects based on small numbers of animals. The relevance of these NOAELs is unclear
because neurobehavioral function was not evaluated and intake of ethylene glycol from ingestion of

acrosol deposited on the fur likely significantly contributed to total dose (Tyl et al. 1995a, 1995b).

The highest NOAEL values and all reliable LOAEL values for neurological effects in each species and
duration category for ethylene glycol after inhalation exposure are reported in Table 3-1, and plotted in

Figure 3-1.

3.2.1.5 Reproductive Effects

No studies were located regarding reproductive effects in humans after inhalation exposure to ethylene

glycol.

Acute-duration developmental toxicity studies of inhaled ethylene glycol in mice and rats are available,
but all of the studies are confounded by concurrent ingestion exposure to ethylene glycol deposited on the
fur. Whole-body exposure of pregnant CD-1 mice to 150-2,500 mg/m’ acrosolized ethylene glycol for
6 hours/day on gestation days (Gd) 6-15 caused a decrease in the number of live fetuses per litter at
>1,000 mg/m’, but no effect on reproductive parameters was observed in CD rats dosed under the same
regimen (Tyl 1985, 1988a; Tyl et al. 1995a). Both the mouse and rat studies were confounded by
ingestion of ethylene glycol deposited on the fur of exposed animals and consumed during grooming; the
authors estimated that ingestion comprised the majority of exposure. In a companion study, nose-only
exposure of CD-1 mice to 500-2,500 mg/m’ acrosolized ethylene glycol using the same study design
resulted in no effects on pre- or postimplantation loss (Tyl 1988a; Tyl et al. 1995a). Although this study
was aimed at reducing confounding from concurrent ingestion exposure, the authors noted that the
animals in the nose-only experiment were also exposed by ingestion of ethylene glycol deposited on the

face during nose-only exposure.
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As a result of confounding from exposure via ingestion, NTP-CERHR (2004) characterized the
developmental toxicity studies as inadequate for the purpose of identifying effect levels for inhalation

exposure; thus, there are no reliable NOAEL or LOAEL values.

3.2.1.6 Developmental Effects

No studies were located regarding developmental effects in humans after inhalation exposure to ethylene

glycol.

Acute-duration developmental toxicity studies of inhaled ethylene glycol in mice and rats are available,
but all of the studies are confounded by concurrent ingestion exposure to ethylene glycol deposited on the
fur. Groups of 25 pregnant CD-1 mice and CD rats were exposed (whole-body) to target concentrations
of 0, 150, 1,000, or 2,500 mg/m’ acrosolized cthylene glycol (mass median acrodynamic diameter
[MMAD] of 2.3 um) for 6 hours/day on Gd 6-15 (Tyl 1985, 1988a; Tyl et al. 1995a). Fetal evaluations
included litter size, fetal weight, and external, visceral, and skeletal malformations. Maternal toxicity
(e.g., increased liver weight in rats and reduced body weight gain in mice) was evident at 2,500 and

1,000 mg/m’ in rats and mice, respectively (Tyl et al. 1995b). In mice, significant decreases in the
number of live fetuses per litter and in the weight of live fetuses, as well as increases in the number of late
resorptions per litter and the incidence of external, visceral, and skeletal malformations were observed at
target concentrations of >1,000 mg/m’. In rats, reduced ossification at some sites in the axial skeleton
was observed with exposure to 1,000 and 2,500 mg/m’ (Tyl 1985; Tyl et al. 1995a); however, in an
Expert Panel Review, NTP-CERHR (2004) concluded that the relationship of this effect to treatment was
uncertain due to the lack of a dose-response relationship. This study was confounded by significant
ingestion of ethylene glycol deposited on the fur and consumed during grooming; the authors estimated

that the ingestion dose comprised the majority of exposure.

In a follow-up study aimed at reducing the confounding from ingestion exposure, pregnant CD-1 mice
were exposed nose-only to 0, 500, 1,000, or 2,500 mg/m’ acrosolized ethylene glycol (MMAD 2.6 pm)
(Tyl 1988a; Tyl et al. 1995b). Fetal weight and incidence of external, visceral, and skeletal
malformations were evaluated in the offspring. In maternal animals, there were no effects other than
changes in kidney weights. Absolute kidney weight was significantly increased at 1,000 and

2,500 mg/mg’, and relative kidney weight was increased at 2,500 mg/m’; however, the increases were
small (6.6-9.5% higher than controls) and microscopic examination of kidneys showed no

histopathological changes. At 2,500 mg/m’, live fetal body weight was significantly reduced, and there
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was a significant increase in the one type of skeletal malformation (fused ribs). Increases in some skeletal
variations were observed at 2,500 mg/m’, and one type (extra ossification sites in the sagittal suture) was
significantly increased at all concentrations. Although this study used restraint to minimize oral exposure,
the authors noted that oral exposure was possible via grooming of the face after exposure. In addition,
NTP-CERHR (2004) noted that stress from restraint during nose-only exposure (struggling was observed)
may have contributed to the developmental effects observed with ethylene glycol, which were similar in

nature to effects observed in a study of restrained nose-only exposure to water vapor (Tyl et al. 1994).

All of the available studies of developmental effects after inhalation exposure to ethylene glycol are
confounded by concurrent ingestion exposure and the single nose-only exposure study is also confounded
by stress related to restraint during exposure. In its review of these studies, NTP-CERHR (2004)
concluded that the data are insufficient to identify effect levels from inhaled ethylene glycol in animals;

thus, there are no reliable NOAEL or LOAEL values.

3.2.1.7 Cancer

An epidemiologic study on renal cancer mortality examined the work and health histories of
1,666 chemical plant emplovees and found no elevation in the odds ratio for workers exposed to ethylene
glycol (Bond et al. 1985), although the sample size was quite small. Exposure was presumed to be by

inhalation.

No studies were located regarding cancer effects in animals after inhalation exposure to ethylene glycol.

3.2.2 Oral Exposure

Ethylene glycol is a colorless, water-soluble liquid with a sweet taste and little or no odor, most
commonly used as an antifreeze fluid. The ready availability of antifreeze mixtures and the sweet taste
make ethylene glycol intoxication a significant medical and veterinary problem. Antifreeze mixtures
contain up to 95% cthylene glycol (Mallya et al. 1986; Siew et al. 1975a). Ingestion is the exposure route

most commonly associated with adverse effects.

3.2.2.1 Death

The American Association of Poison Control Centers (AAPCC) reported 25 fatalities for 2005 due to
ethylene glycol ingestion (Lai et al. 2006). Other fatal ethylene glycol poisonings included case reports of
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deaths resulting from accidental or intentional ingestion of ethylene glycol or antifreeze containing 99%
cthylene glycol (Froberg et al. 2006; Godolphin et al. 1980; Gordon and Hunter 1982; Hantson et al.
2002; Hewlett et al. 1986; Jacobsen et al. 1984; Leth and Gregersen 2005; Siew et al. 1975a; Zeiss et al.
1989). A 22-year-old male who ingested 300 mL of antifreeze (approximately 4,071 mg/kg ethylene
glycol) lapsed into a coma 24 hours after hospital admission and died 24 hours later (Siew et al. 1975a).
A dose of 7,850 mg/kg can be estimated in the case of a 73-year-old male who consumed 500 mL of 95%
ethylene glycol and died of myocardial failure after 68 hours (Gordon and Hunter 1982). A 25-year-old
male who ingested ethylene glycol-based antifreeze in an apparent amount of 225 cc (approximately
3,600 mg/kg) died within 24 hours of hospital admission (Froberg et al. 2006). In five other fatal cases of
accidental or intentional poisoning, the amount of ingested ethylene glycol ranged from 150 to 1,500 mL
(2,379-23,786 mg/kg) (Karlson-Stiber and Persson 1992; Walton 1978). Thus, oral dose of ethylene
glycol required to cause death in humans is not well defined in the literature. The minimum lethal dose
for adults is thought to be 1.4 mL/kg of 95% ethylene glycol, or about 1,330 mg ethylene glycol/kg body
weight (Parry and Wallach 1974; Robinson and McCoy 1989; Siew et al. 1975a).

A single dose oral LDs; of 4,000 mg/kg was determined in female F344 rats (Clark et al. 1979). Male
Wistar rats administered 12,900 mg/kg ethylene glycol in a single oral dose had 55% mortality within
48 hours (Richardson 1973). Pregnant CD-1 mice given 11,090 mg/kg/day ethylene glycol orally on
Gd 7-14 showed 10% mortality (Schuler et al. 1984) and pregnant rabbits exhibited 42% mortality after
receiving 2,000 mg/kg/day ethylene glycol orally on Gd 6-19 (Tvl et al. 1993). Cats administered a
single 4,440-8,880 mg/kg dose by gavage had 100% mortality within 20-36 hours (Penumarthy and
Ochme 1975). A single gavage dose of 4,180-12,540 mg/kg/day caused 17-100% mortality in dogs
within 72 hours (Kersting and Nielsen 1965). Dogs administered a single oral dose of 4,880 mg/kg in
food had 100% mortality within 6 days (Beckett and Shields 1971).

Intermediate-duration dietary exposure to 1,000 mg/kg/day for 16 weeks caused 20% mortality in male
Wistar rats, with no deaths occurring in similarly treated male F344 rats; females were not tested (Cruzan
ctal. 2004). Male F344/N rats fed 5,000 mg/kg/day ethylene glycol had 40% mortality after 13 weeks,
whereas similarly treated females did not die (Melnick 1984). A chronic dictary study of ethylene glycol
in Sprague-Dawley rats found 100% mortality after 12-24 months in males at 750 mg/kg/day and females
at 3,000 mg/kg/day (Blood 1965). Male F344 rats given 1,000 mg/kg/day ethylene glycol in the feed all
died within 16 months (DePass et al. 1986a; Woodside 1982). In a 12-month dietary study in male
Wistar rats, exposure to 300 mg/kg/day caused 40% mortality (died or were moribund) on days 111-221
(Corley et al. 2008).
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All reliable LOAEL and LDs; values for death in each species and duration category for ethylene glycol

after oral exposure are reported in Table 3-2, and plotted in Figure 3-2.

3.2.2.2 Systemic Effects

No studies were located regarding hematological, musculoskeletal, endocrine, hepatic, dermal, ocular, or

body weight effects in humans after oral exposure to ethylene glycol.

The highest NOAEL values and all reliable LOAEL values for systemic effects in each species and

duration category for ethylene glycol after oral exposure are reported in Table 3-2 and Figure 3-2.

Respiratory Effects. Respiratory system involvement occurs 12-24 hours after ingestion of
sufficient amounts of ethylene glycol and is considered to be part of a second stage in ethylene glycol
poisoning (Davis et al. 1997; Hess et al. 2004; Vale 1979). The symptoms include hyperventilation
(Godolphin et al. 1980; Gordon and Hunter 1982), shallow rapid breathing (Woolf et al. 1992; Zeiss et al.
1989), and generalized pulmonary edema with calcium oxalate crystals occasionally present in the lung
parenchyma (Friedman et al. 1962; Johnson et al. 1999; Leth and Gregersen 2005, Pellegrino et al. 2006;
Vale 1979). Respiratory system involvement appears to be dose-dependent and occurs concomitantly
with cardiovascular changes. Pulmonary infiltrates and other changes compatible with adult respiratory
distress syndrome (ARDS) may characterize the second stage of ethylene glycol poisoning (Bey et al.
2002; Piagnerelli et al. 1999; Taylor et al. 1997). Pulmonary edema can be secondary to cardiac failure,
ARDS, or aspiration of gastric contents (Walder and Tyler 1994). Symptoms related to acidosis such as
hyperpnea and tachypnea are frequently observed; however, major respiratory morbidities such as
pulmonary edema and bronchopneumonia are relatively rare and usually only observed with extreme
poisoning (e.g., in only 5 of 36 severely poisoned cases) (Friedman et al. 1962; Johnson et al. 1999;
Karlson-Stiber and Persson 1992; Leth and Gregersen 2005; Parry and Wallach 1974; Piagnerelli et al.
1999; Verrilli et al. 1987). In one case, respiratory failure occurred in a woman who had consumed
9,771 mg/kg ethylene glycol (as antifreeze) (Blakeley et al. 1993). Pulmonary hyperemia and edema
were frequent findings in dogs that ingested unknown lethal amounts of ethylene glycol in cases of
antifreeze poisoning (Kersting and Nielsen 1965). A generalized soft tissue mineralization that included
the lungs (interstitial) occurred in male F344 rats exposed to 1,000 mg/kg/day in the diet for 1 year
(DePass et al. 1986a; Woodside 1982). Histological examinations of the lungs showed no effects in
Sprague-Dawley rats exposed to <7,327 mg/kg/day in drinking water for 10 days or <5,744 mg/kg/day in



Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

Exposure/ LOAEL
Duration/
Key to Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
ACUTE EXPOSURE
Death
1 Human once 7070 M (death 68 hours after Gordon and Hunter 1982
ingestion of ethylene
glycol)
2 Human once 4071 M (death 48 hours after Siew et al. 1975a
ingestion)
3 Human once 2379 (death in 6/11) Walton 1978
4 Rat once 4000 F (24-hour LD50) Clark etal. 1979
(Fischer 344) (G)
5 Mouse 8d .
11090 F (5/50 died Schuler et al. 1984
(Swiss CD-1) Gd 7-14 ( )
1 x/d
G
6 Rabbit 14d .
(New Gd 6-19 2000 F (8/19 died) Tyl et al. 1993
Zealand) 1 x/d
(GW)
Systemic
7 Human once

Metab

4332 M (severe metabolic
acidosis)

Cheng et al. 1987
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/
Key te Species Fr(‘;‘ouu‘i:;:y Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) Chemical Form Comments
8 Human once Resp 7070M (hyperventilation) Gordon and Hunter 1982
Cardio 7070 M (myocardial failure)
Renal 7070 M (renal failure)
Metab 7070 M (metabolic acidosis)
8 Human once Renal 11238 F (calcium oxalate Heckerling 1987
crystalluria)
Metab 11238 F (metabolic acidosis)
10 Human once Renal 2714 M (renal failure) Mallya et al. 1986
" Human once Cardio 3171 M (tachycardia, ventricular ~ Parry and Wallach 1974
gallop)
Renal 3171 M (calcium oxalate
crystalluria, renal failure)
Metab 3171 M (metabolic acidosis)
12 Human once Renal 7600 M (ethylene glycol in urine) Peterson etal. 1981
Metab 7600 M (metabolic acidosis)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
13 Human once Cardio 4071 M (ventricular tachycardia, Siew etal. 1975a
cardiac arrest)
Renal 4071 M (oxalate nephrosis)
Metab 4071 M (metabolic acidosis)
14 Human once Gastro 12840 M (upper gastrointestinal ~ Spillane et al. 1991
(W) bleeding)
Renal 12840 M (renal failure)
Metab 12840 M (metabolic acidosis)
15 Rat 23%%_1 5 Bd Wt 2500 F (treatment period weight Marr et al. 1992
(Sprague- 1 x/d gain decreased 27%;
Dawley) gestational weight gain
(GW) decreased 13%)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
16 Rat 23%% 15 Hepatic 2500 F Neeper-Bradley 1990, Hepatic NOAEL for
(CD) - Neeper-Bradley et al. 1995 organ weight. Liver
1 x/d and kidney
(GW) histopathology not
evaluated.
Renal 1000 F 2500 F (increased absolute and
relative kidney weight)
Bd Wt 1000 F 2500 F (26% decreased body
weight)
17 Rat 10d Hepatic 5000 F Price et al. 1985 Absolute but not
(CD) Gd 6-15 relative liver weight
1 x/d 11% decreased at
(GW) 5000 mg/kg/day. No
change in absolute
kidney weight.
Histopathology not
evaluated.
Renal 1250 F 2500 F (increased relative
kidney weight)
Bd Wt 1250 F (17% decreased body

weight)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
18 Rat 10d Resp 7327 F Robinson et al. 1990 Musc/skel NOAEL is
(Sprague- (W) for muscle
Dawley) histopathology.
Endocrine NOAEL is
for histopathology of
adrenals, pancreas and
pituitary.
Gastro 7327 F
Hemato 2953 F 7327 F (Decreased hemoglobin,
hematocrit, erythrocytes
and total leukocytes)
Musc/skel 7327 F
Hepatic 7327 F
Renal 1343 M 2615 M (tubular oxalate crystals,
dilation, degeneration
and necrosis)
Endocr 7327 F
Dermal 7327 F
Bd Wt 2615 M 5279 M (13% body weight loss)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System  (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
19 Mouse 4d Biological sianifi
Resp 250 Hong et al. 1988 iological significance
(B6C3F1) (GW) of bone marrow effects
is uncertain. NOAELs
are for organ weight
and histopath;
endocrine NOAEL for
adrenals.
Cardio 250
Gastro 250
Hemato 50F 100 F (bone marrow
hypocellularity)
20 Mouse 10d Hepatic 3000 F Price et al. 1985 Hepatic NOAEL for
(CD-1) Gd 6-15 liver weight.
1 x/d Histopathology not
(GW) evaluated.
Bd Wt 750 F 1500 F (31% reduced weight
gain)
21 Mouse 10d Hepatic 1500 F Tyl 1989; Neeper-Bradley et al. Hepatic NOAEL for
(CD-1) Gd 6-15 1995 liver weight; liver
1x/d histopathology not
(GW) evaluated. Renal
NOAEL for kidney
weight and
histopathology.
Renal 1500 F
Bd Wt 1500 F

JOOATO ANTTAHLS
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Frequency NOAEL Less Serious Serious Reference
Fi Strai (Route) .
igure (Strain) System  (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
22 Dog once Renal 10743  (renal failure, oxalate  Grauer etal. 1987
F nephrosis)
23 Rabbit 14d . Hepatic NOAEL f
Hepat 2000 F Tyl et al. 1993 epatic or
(New Gd 6-19 epatic y liver weight; liver
Zealand) 1x/d histopathology not
(GW) evaluated.
Renal 2000 F (intraluminal oxalate
crystals, epithelial
necrosis, and tubular
dilatation and
degeneration of the
cortical tubules)
Bd Wt 2000 F
24 Cat once .
©) Renal 4440 (oxalate nephrosis) Penumarthy and Oehme 1975
Immuno/ Lymphoret
25 Rt 10d 2615M 5279 M (decreased spleen and Robinson et al. 1990 No histopathology in
(Sprague- (W) thymus weights) spleen, thymus or
Dawley) lymph nodes.
26 Mouse 4d 250 Hong et al. 1988 NOAEL is for
(B6C3F1) (GW) histopathology of

spleen and thymus.
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key to Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
27 Mouse once 12000 M (increased mortality from Zabrodskii and Germanchuk
CBA ©) E. coli infection, 2000
decreased number of
spleen CFUs, and
inhibited antibody
formation)
28 Mouse once 12000 M (reduced natural killer Zabrodskii et al. 2003
CBA cell activity)
Neurological
29 Human once 9771 F (unresponsive, Blakeley et al. 1993
incontinent, no corneal,
gag, or deep-tendon
reflexes)
30  Human once 4332 M (tremors, agitation) Cheng et al. 1987
31 Human once

11238 F (unresponsive to deep
pain, delayed pupillary
light reflex, no deep
tendon or corneal reflex)

Heckerling 1987
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JOOATO ANTTAHLS

6S



Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/

Key to Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference

Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

32 Human once 2714 M (bilateral facial paralysis, Mallya et al. 1986

hearing loss, absent gag
reflex, unilateral facial
numbness)

33 Human once 3171 M (ataxia, somnolence, Parry and Wallach 1974

slurred speech, stupor,
seizures, bilateral 6th
nerve paralysis, lethargy)

34 Human once 4071 (stupor, loss of Siew et al. 1975a

conscioushess, coma)

38 Human once 12840 M (unresponsive, Spillane et al. 1991

depressed mental status,
dysfunction of cranial
nerves 9 and 10)

36 Rat 10d 7327 F Robinson et al. 1990 NOAEL is for
(Sprague- W) histopathology of brain
Dawley) and sciatic nerve.

37 Dog once Grauer et al. 1987

10743  (depression, ataxia)

F
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/

Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference

Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

38 Cat once .

© 4440  (convulsions and coma) Penumarthy and Oehme 1975

Reproductive

39 (Rsa;rague 23%%_ .5 2500 F Marr et al. 1992
Dawley) 1x/d

(GW)

40 Rat 23%%_15 2500 F Neeper-Bradley 1990,

(CD) T/ Neeper-Bradley et al. 1995
(GW)

41 Rat 10d 5279 M Robinson et al. 1990 NOAELSs are for
(Sprague- W) histopathology of testis,
Dawley) 7327 F pros_tate, ep_ididymis,

seminal vesicles,
ovary, uterus, and
preputial and clitoral
glands.

42 Mouse 4d 250 Hong et al. 1988 NOAEL is for
(B6C3F1) (GW) histopathology of testis

and uterus.

43 Mouse 10d .

1500 Tyl 1989; Neeper-Bradley et al.
(cD-1) cdB-15 1995
(GW)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key to Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
Developmental
44 E:ai;Cher s 23%%_15 1000 F Maronpot et al. 1983
(F)
45 Rat 09 s 2500 F (increased skeletal Marr et al. 1992
(Sprague- 1 xid malformations,
Dawley) decreased extent of
(GW) ossification)
46 Rat 09 s 500 F 1000 F (increased skeletal Neeper-Bradley 1990,
(CD) 1 xid malformations) Neeper-Bradley et al. 1995
(GW)
47 Rat 09 s 1250 F 2500 F (increased skeletal Price et al. 1985
(CD) 1 x/d malformations,
decreased live
(GW) fetuses/litter)
48 NS'°”_S€ ég 8.14 750F 2500 (decreased pup body Harris et al. 1992
E}r\llyé)slg-ﬂ 1 x/d weight on ppd 1 and 4)
(GW)
49 Mouse 23%%_15 750 F (increased skeletal Price et al. 1985
(CD-1) 1 x/d malformations)
(GW)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
50 Mouse 8d 11090 F (decreased numbers of ~ Schuler etal. 1984
Gd7-14
(Swiss CD-1) 1 x/d viable litters and live
© pups per litter)
1 Mouse 10d b ) .
5 Gd 615 150 F 500 (increased total Tyl 1989; Neeper-Bradley et al.
(CD-1) o malformations) 1995
(GW)
52 ?Na:\,slt 2342%_19 2000 F Tyl et al. 1993
Zealand) 1 xd
(GW)

INTERMEDIATE EXPOSURE

Death
53

54

55

Rat
(Wistar)

Rat

(Fischer
344/N)

Mouse
(CD-1)

16 wk
"

13 wk
"

2 gen
(W)

1000 M (2/10 deaths)

5000 M (4/10 deaths)

2826 M (18% mortality in F1
males)

Cruzan et al. 2004

Melnick 1984; NTP 1993

NTP 1986; Morrissey et al.
1989; Bolon et al. 1997
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/
Key tg Species Frequency NOAEL Less Serious Serious Reference
Figure (Strain)  (Route) i
g System  (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
Systemic
C
86  Rat 16 wk Renal 150 M 500 M (oxalate crystal Cruzan et al. 2004
(Wistar) (F nephropathy with
impaired kidney function)
Bd Wt 500 M 1000 M (23% reduced body
weight gain)
57 Ra.t 16 wk Renal 150 M 500 M (oxalate crystals in tubles Cruzan et al. 2004
(Fischer- 344) (F) with normal kidney
function)
Bd Wt 1000 M
58 Rat 3gen Renal 1000 DePass et al. 1986b
(Fischer 344) (F)
Bd Wt 1000
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
59 Rat 16 wk Resp 1128 E Gaunt et al. 1974 NOAELs mainly for
(Wistar) (F histopathology; tissues
included adrenals,
pituitary, pancreas,
lungs, heart, aorta,
skeletal muscle, and GI
tract.
Cardio 1128 F
Gastro 1128 F
Hemato 1128 F
Musc/skel 1128 F
Hepatic 1128 F
Renal 71M 180 M (renal tubular damage)
1128 F
Endocr 1128 F
Ocular 1128 F
Bd Wt 1128 F
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/
Keyte Species 'reduency NOAEL Less Serious Serious Reference
Figure (Strain)  (Route) i
g System  (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
60 Ra.lt 13 wk Cardio 10000 F Melnick 1984; NTP 1993 Musc/skel NOAEL is
(Fischer F for histopath of bone
344/N) and marrow. Endocrine
NOAEL is for histopath
of adrenals, pancreas,
pituitary, thyroid and
parathyroids.
Gastro 10000 F
Musc/skel 10000 F
Hepatic 10000 F
Renal 1250 M 5000 F (increased relative kidney 2500 M (renal tubular oxalate
weight) crystals, dilation,
2500 F necrosis, and fibrosis)
Endocr 10000 F
Bd Wt 1250 M 2500 M (13% reduced body
weight gain)
61  Rat AP Renal 250 1250 (renal tubular dilatation ~ NTP 1988
(CD) and degeneration)
1 x/d
(GW)
Bd Wt 1250 2250 (21% decreased weight

gain)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
62  Rat °0d Resp 5744 F Robinson et al. 1990 Musc/skel NOAEL is
(Sprague- (W) for muscle
Dawley) histopathology.
Endocrine NOAEL is
for histopathology of
adrenals, pancreas and
pituitary.
Gastro 5744 F
Hemato 597 F (decreased leukocyte
level)
Musc/skel 5744 F
Hepatic 5744 F
Renal 407 M 947 M (increased kidney weight
and tubular oxalate
1145 F crystals, dilation and
degeneration)
3087 F (tubular lesions lower in
frequency and severity
than in males)
Endocr 5744 F
Dermal 5744 F
Bd Wt 947 M 3134 M (17% reduced body

weight gain)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Keyte Species 'reduency NOAEL Less Serious Serious Reference
p . (Route) .
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
63  Rat 33d Cardio 2000 Schladt et al. 1998 Endocrine NOAEL is
(Wistar) 1 x/d for adrenal
(GW) histopathology.
Hepatic 2000
Renal 2000 (oxalate crystals in renal
tubules and pelvis,
tubulopathy, epithelial
hyperplasia in renal
pelvis)
Endocr 2000
Bd Wt 2000
64 Mouse 17d . ’ Hepati d |
Hepat 2500 M Harris et al. 1992 epalic and rena
(Swiss 1x/d epatic NOAELSs for organ
Crl:CD-1) (GW) weight and
histopathology.
Renal 2500 M
Bd Wt 2500 M
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Keyte Species 'reduency NOAEL Less Serious Serious Reference
p . (Route) .
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
65  Mouse 13 wk Resp 16000 F Melnick 1984; NTP 1993 Musc/skel NOAEL is
(B6C3F1) (F for histopath of bone
and marrow. Endocrine
NOAEL is for histopath
of adrenals, pancreas,
pituitary, thyroid and
parathyroids.
Cardio 16000 F
Gastro 16000 F
Musc/skel 16000 F
Hepatic 3230 M 6450 M (hyaline degeneration of
centrilobular
hepatocytes)
Renal 3230 M 6450 M (mild nephrosis and
regenerative hyperplasia)
16000 F
Endocr 16000 F
Bd Wt 16000 F
66  Mouse 2gen Hepatic 2826 NTP 1986; Morrissey etal.  Liver and kidney
(CD-1) (W) 1989; Bolon et al. 1997 histopathology was
evaluated in FO and F1
males and females.
Renal 1798 M 2826 M (tubular oxalate crystals,

dilation and degeneration

in FO males)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/

Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference

Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

Immuno/ Lymphoret

67 Rat 16 wk 1128 E Gaunt et al. 1974 NOAEL for
(Wistar) (F histopathology of lymph

nodes, spleen and
thymus.

68  Rat 13 wk 10000 F Melnick 1984; NTP 1993 NOAEL is for
(Fischer (F histopathology of lymph
344/N) nodes.

69 Rat °0d 5744 F Robinson et al. 1990 No effects on spleen or
(Sprague- (W) thymus weights or
Dawley) histopathology of

spleen, thymus or
lymph nodes.

70 Rat 33d 2000 Schladt et al. 1998 NOAEL is for spleen
(Wistar) 1 x/d histopathology.

(GW)

71 Mouse 13 wk 16000 F Melnick 1984; NTP 1993 NOAEL is for
(B6C3F1) (F hisctjopathology of lymph

nodes.

Neurological

72 Rat 16 wk 1128 F Gaunt et al. 1974 NOAEL for clinical
(Wistar) (F signs of neurotoxicity

and histopathology of
brain, spinal cord and
sciatic nerve.
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/

Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference

Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

73 Rat 13 wk 2500 M 5000 M (calcium oxalate deposits Melnick 1984; NTP 1993 NOAEL is for brain
(Fischer F in brain blood vessel histopathology.
344\N) walls)

74 Rat °04d 5744 M Robinson et al. 1990 NOAEL is for
(Sprague- (W) histopathology of brain
Dawley) and sciatic nerve.

75  Rat 33d 2000 F Schladt et al. 1998 NOAEL is for brain
(Wistar) 1x/d histopathology.

(GW)

76 Mouse 13 wk 16000 F Melnick 1984; NTP 1993 NOAEL is for brain
(B6C3F1) (F histopathology.

Reproductive

77 Rat 3gen 1000 DePass et al. 1986b
(Fischer 344) (F)

78 Rat 16 wk 715 M Gaunt et al. 1974 NOAEL for
(Wistar) F histopathology of

1128 F testes, seminal
vesicles, prostate and
uterus.

79 Rat 13 wk 5000 M Melnick 1984; NTP 1993 NOAELs are for
(Fischer F histopathology of
344/N) 10000 F testes, prostate,

ovaries and uterus.
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/

Key to Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference

Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

80  Rat AN 1250 F 2250  decreased postnatal NTP 1988
(CD) T/ viability)

(GW)

81 Rat °0d 3134 M Robinson et al. 1990 NOAELSs are for
(Sprague- (W) histopathology of testis,
Dawley) 5744 F prostate, epididymis,

seminal vesicles,
ovary, uterus, and
preputial and clitoral
glands.

82  Rat 334 2000 Schladt et al. 1998 NOAEL is for
(Wistar) 1x/d histopathology of testes

(GW) and ovaries.
histopathology.

83 Mouse 17d 2500 M Harris et al. 1992 NOAEL for testicular
(Swiss 1 x/d and epididymal weight
Crl:CD-1) (GW) and histopathology,

sperm count and
motility, and
reproductive function.

84  Mouse 204 750 2500 (decreased live fetuses, Harris etal. 1992
E)Sr\INé)sS N W) increased dead implants,

2/6 litters totally
resorbed)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key to Species Frequency NOAEL Less Serious Serious Reference
Figure (Strain (Route) i
] ( ) System  (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

85  Mouse 15-18 wk 840 1640  (slightly decreased Lamb et al. 1985

(CD-1) (W) numbers of litters/mating

pair and live pups/litter)

86  Mouse 13 wk 12900 M Melnick 1984; NTP 1993 NOAELSs are for

(B6C3F1) (F histopathology of

16000 F testes, prostate,
ovaries and uterus.

87  Mouse 2 gen 897 M 1798 M (reduced seminal vesicle 2826  (testicular degeneration ~NTP 1986; Morrissey et al.

(CD-1) (W) and epididymis weights in FO and F1 males; 1989; Bolon et al. 1997

1798 F and sperm motility in F1 reduced live FO female
males) and total pups per litter)

Developmental
8¢  Rat 23%%_20 1250 F 2250 (decreased postnatal ~ NTP 1988

(CD) 1 x/d viability, increased

malformations in axial
(GW) skeleton)

89 Mouse 2gen 897 F (reduced pup weight in NTP 1986; Morrissey et al.

(CD-1) (W) FO females) 1989; Bolon et al. 1997
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Keytg Species Fr((;‘ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments

CHRONIC EXPOSURE

Death
90

91

92

Rat 2yr
(Sprague- (F
Dawley)

Rat 12 mo
(Wistar) F
Rat 16 mo

(Fischer 344) (F)

750 M (100% mortality within Blood 1965

100 days)

3000 F (100% mortality during
second year)

300 M (4/10 died or were Corley et al. 2008

moribund on days
111-221)

1000 M (100% dead or moribund DePass et al. 1986a;
by day 475) Woodside 1982
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Keyte Species 'reduency NOAEL Less Serious Serious Reference
Fi ; (Route) .
igure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
Systemic
93  Rat 2yr Gastro 3000 F Blood 1965 Endocrine NOAEL for
(Sprague- (F adrenal histopathology.
Dawley)
Hepatic 3000 F
Renal 150 M 375 M (renal tubular oxalate
crystal deposition and
375 F degenerative changes)
750 F (renal tubular oxalate
crystal deposition and
degenerative changes)
Endocr 3000 F
Bd Wt 375 M 750 M (30% decreased body
weight gain within 100
days)
94 Rat 12 mo Renal 150 M 300 M (oxalate nephrosis and ~ Corley et al. 2008
(Wistar) F bladder inflammation and
hemorrhage)
Bd Wt 300 M 400 M (31% reduced body

weight gain on day 197)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Frequency NOAEL Less Serious Serious Reference
p . (Route) .
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
5 Rat 24 mo Resp 200M 1000 M (mineralization in lungs) DePass et al. 1986a; Musc/skel NOAEL is
(Fischer 344) (F) Woodside 1982 for histopathology of
skeletal muscle and
bone. Endocr NOAEL
is for histopath of
adrenals, pituitary,
thyroid and
parathyroids.
Cardio 200 M 1000 M (mineralization in heart
vessels and muscle)
Gastro 200 M 1000 M (mineralization in
stomach)
Hemato 200 M 1000 M (mineralization in
vascular system,
decreased erythrocytes,
hematocrit and
hemoglobin)
Musc/skel 1000
Hepatic 40 F 200 F (slight fatty
metamorphosis)
Renal 200 1000 F (increased kidney weight 1000 M (oxalate nephrosis)
and crystalluria without
lesions)
Endocr 1000
Dermal 1000
Ocular 1000
Bd Wt 200 M 1000 M (15% decreased body

weight gain)
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Frequency NOAEL Less Serious Serious Reference
Figure (Strain)  (Route) i
g System  (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
96  Mouse 24 mo Resp 1000 DePass et al. 1986a; Musc/skel NOAEL is
(CD-1) (F Woodside 1982 for histopathology of
skeletal muscle and
bone. Endocr NOAEL
is for histopath of
adrenals, pituitary,
thyroid and
parathyroids.
Cardio 1000
Gastro 1000
Musc/skel 1000
Hepatic 1000
Renal 1000
Endocr 1000
Dermal 1000
Ocular 1000
Bd Wt 1000
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
97 Mouse 24 mo Resp 3000 F (medial hyperplasia of NTP 1993 Musc/skel NOAEL is
(BEC3F1)  (F) pulmonary arterioles) fmo;rsrlé?/\lletaElnbdooncer and
NOAEL is for
histopathology of
adrenals, pancreas,
thyroid, parathyroid and
pituitary.
Cardio 12000 F
Gastro 12000 F
Hemato 12000 F
Musc/skel 12000 F
Hepatic 1500 M 3000 M (hepatocellular hyaline
degeneration)
Renal 3000 M 6000 M (oxalate-like crystals and
caleuli in tubules)
12000 F
Endocr 12000 F
Dermal 12000 F
Bd Wt 12000 F
Immuno/ Lymphoret
98 Rat 2yr 3000 F Blood 1965 NOAEL is for
(Sprague- (F histopathology of
Dawley) spleen.
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral

(continued)

Exposure/ LOAEL

Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
99 Rat 24 mo NOAEL is for

(Fischer 344) (F)

100 Mouse 24 mo
(CD-1) (F
101 Mouse 24 mo

(B6C3F1)  (F)

Neurological

102 Rat 2yr
(Sprague- F
Dawley)

103 Rat 24 mo

(Fischer 344) (F)

104 Mouse 24 mo
(CD-1) (F

200 F 1000 F (hemosiderosis in
mesenteric lymph nodes)

1000

12000 F

3000 F

1000

200

DePass et al. 1986a;
Woodside 1982

DePass et al. 1986a;
Woodside 1982

NTP 1993

Blood 1965

DePass et al. 1986a;
Woodside 1982

DePass et al. 1986a;
Woodside 1982

histopathology of
spleen and lymph
nodes.

NOAEL is for
histopathology of
spleen and lymph
nodes.

NOAEL is for
histopathology of
spleen, thymus and
lymph nodes.

NOAEL is for

histopathology of brain.

NOAEL is for
histopathology of brain
and spinal cord.

NOAEL is for
histopathology of brain
and spinal cord.
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Table 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (continued)

Exposure/ LOAEL
Duration/
Key tg Species Fr(?ouui:;:y NOAEL Less Serious Serious Reference
Figure (Strain) System (mg/kg/day) (mg/kg/day) (mg/kg/day) Chemical Form Comments
105 Mouse 24 mo 12000 F NTP 1993 NOAEL is for
(B6C3F1) (F histopathology of brain.
Reproductive
106  Rat 24 mo 1000 DePass et al. 1986a; NOAEL is for
(Fischer 344) (F) Woodside 1982 histopathology of testis,
epididymis, prostate,
uterus, ovaries and
oviduct.
107  Mouse 24 mo 1000 DePass et al. 1986a; NOAEL is for
(CD-1) (F) Woodside 1982 histopathology of testis,
epididymis, prostate,
uterus, ovaries and
oviduct.
108 Mouse 24 mo 6000 M NTP 1993 NOAEL is for

(B6C3F1)  (F)

12000 F

histopathology of testis,
seminal vesicles,
epididymis, prostate,
ovary and uterus.

a The number corresponds to entries in Figure 3-2.

b An acute-duration oral minimal risk level (MRL) of 0.8 mg/kg/day was derived from a BMDL10 of 76 mg/kg/day based on benchmark dose analysis of the incidences of litters with
total malformations and incidences of bilateral extra rib 14; the BMDL10 was divided by an uncertainty factor of 100 (10 for extrapolation from animals to humans and 10 for human

variability.

¢ An intermediate-duration MRL based on Cruzan et al. (2004) would be higher than the acute-duration MRL, as discussed in Section 2.3. Because available evidence indicates that
the acute-duration MRL should be protective for kidney effects following longer-term exposure, the acute-duration value of 0.8 mg/kg/day was adopted for intermediate-duration

exposure.

Bd Wt = body weight; Cardio = cardiovascular; CFU = colony forming unit; d = day(s); (F)= feed; F = Female; (G) = gavage; Gastro = gastrointestinal; Gd = gestational day; Gl =
gastrointestinal; (GW) = gavage in water; Hemato = hematological; Immuno/Lymphoret = immunological/lymphoreticular; LD50 = lethal dose, 50% kill; LOAEL =
lowest-observed-adverse-effect level; M = male; mo = month(s); Metab = metabolic; NOAEL = no-observed-adverse-effect level; ppd = post-parturition day; Resp = respiratory; x =
time(s); (W) = drinking water; wk = week(s); yr = year(s)
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Figure 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral
Acute (214 days)

Systemic
@ N g *
o> SN g\C; o~ g\(\
@° R e SR o A g
3 e"Q\‘ (&6\0 0‘5\‘0\ e((\é\ \f’c’\) e 3 e“%\ (\‘300‘ e‘((\rb o&‘\*
mg/kg/day o < < €] N W X Pk & O &
100000 —
10000 — ®5m i ®xy Ao A4
A1 As Otsr As O18r Psr O18r O18r A8 A12 O18r  O1sr -
18
18r m A10 M7 @18 M15r D 18
A3 gn A8 tor 7 @o5h 150 B1er 80
O21m O21m O17r Otsr ®20m O21m ;
1000 — O16r 81&
O20m
O19m O19m O19m
100 — P19m
O19m
10 —
1
01 —
c-Cat -Humans  f-Ferret n-Mink @ Cancer Effect Level-Animals ¥V Cancer Effect Level-Humans M| D50/LC50
d-Dog  k-Monkey  j-Pigeon o-Other ® | OAEL, More Serious-Animals A [ OAEL, More Serious-Humans i Minimal Risk Level
r-Rat m-Mouse e-Gerbil D LOAEL, Less Serious-Animals ALOAEL, Less Serious-Humans | for effects
p-Pig h-Rabbit s-Hamster ONOAEL - Animals ANOAEL - Humans . other than
g-Cow a-Sheep g-Guinea Pig Cancer

S103443 HLIVIH €

JOOATO ANTTAHLS

18



Figure 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (Continued)
Acute (214 days)
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Figure 3-2 Levels of Significant Exposure to Ethylene Glycol -

Intermediate (15-364 days)

Oral (Continued)
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Figure 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (Continued)
Intermediate (15-364 days)
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Figure 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (Continued)

Chronic (=365 days)
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Figure 3-2 Levels of Significant Exposure to Ethylene Glycol - Oral (Continued)
Chronic (=365 days)
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3. HEALTH EFFECTS

drinking water for 90 days (Robinson et al. 1990), Wistar rats exposed to <2,000mg/kg/day by gavage for
4 weeks (Schladt et al. 1998), Wistar rats exposed to <1,128 mg/kg/day in the diet for 16 weeks (Gaunt et
al. 1974), F344 rats exposed to <10,000 mg/kg/day in the diet for 13 weeks (Melnick 1984), Sprague-
Dawley rats exposed to <3,000 mg/kg/day in the diet for 2 years (Blood 1965), B6C3F1 mice exposed to
<250 mg/kg/day by gavage for 4 days (Hong et al. 1988), B6C3F1 mice exposed to <16,000 mg/kg/day in
the diet for 13 weeks or <12,000 mg/kg/day in the diet for 2 years (Melnick 1984; NTP 1993), or

CD-1 mice exposed to <1,000 mg/kg/day in the diet for 2 years (DePass et al. 1986a; Woodside 1982).
The 10- and 90-day drinking water studies in rats also found no histopathological changes in the nasal

cavity or turbinates (Robinson et al. 1990).

Cardiovascular Effects. Cardiovascular system involvement in humans occurs at the same time as
respiratory system involvement, during the second phase of oral ethylene glycol poisoning, which is 12—
24 hours after acute exposure (Vale 1979). The symptoms of cardiac involvement include tachycardia,
ventricular gallop (Morgan et al. 2000; Parry and Wallach 1974; Siew et al. 1975a), and cardiac
enlargement (Friedman et al. 1962; Vale 1979; Verrilli et al. 1987). Repeated cardiac arrhythmias were
observed prior to cardiac arrest and death in a 22-year-old man who ingested 4,071 mg/kg of ethylene
glycol (Siew et al. 1975a). Ingestion of ethylene glycol may also cause hypertension or hypotension,
which may progress to cardiogenic shock (Chung and Tuso 1989; Jobard et al. 1996, Morgan et al. 2000;
Rasic et al. 1999; Walder and Tyler 1994). Episodes of hypotension were observed prior to renal failure
and death in a 73-year-old man who ingested 7,850 mg/kg ethylene glycol, contained in antifreeze
(Gordon and Hunter 1982). Myocarditis has been observed at autopsy in cases of people who died
following acute ingestion of ethylene glycol (Friedman et al. 1962). As in the case of respiratory effects,
cardiovascular involvement occurs with ingestion of relatively high doses of ethylene glycol.
Nevertheless, circulatory disturbances are a rare occurrence, having been reported in only 8 of 36 severely
poisoned cases (Karlson-Stiber and Persson 1992). Therefore, it appears that acute exposure to high
levels of ethylene glycol can cause serious cardiovascular effects in humans. The effects of a long-term,

low-dose exposure are unknown.

Edema of the heart was occasionally observed in dogs that ingested unknown lethal amounts of ethylene
glycol in cases of antifreeze poisoning (Kersting and Nielsen 1965). A generalized soft tissue
mineralization that included the heart (vessels and muscle) occurred in male F344 rats exposed to

1,000 mg/kg/day in the diet for 1 year (DePass et al. 1986a; Woodside 1982). Histological examinations
of the heart showed no effects in Wistar rats exposed to <2,000mg/kg/day by gavage for 4 weeks
(Schladt et al. 1998), F344 rats exposed to <10,000 mg/kg/day in the diet for 13 weeks (Melnick 1984),
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Wistar rats exposed to <1,128 mg/kg/day in the diet for 16 weeks (Gaunt et al. 1974), B6C3F1 mice
exposed to <250 mg/kg/day by gavage for 4 days (Hong et al. 1988), B6C3F1 mice exposed to

<16,000 mg/kg/day in the diet for 13 weeks or <12,000 mg/kg/day in the diet for 2 years (Melnick 1984;
NTP 1993), or CD-1 mice exposed to <1,000 mg/kg/day in the diet for 2 years (DePass et al. 1986a;
Woodside 1982).

Gastrointestinal Effects. Nausca, vomiting with or without blood, pyrosis, and abdominal cramping
and pain are common ¢arly effects of acute ethylene glycol ingestion (Davis et al. 1997; Johnson et al.
1999; Moossavi et al. 2003; Singh et al. 2001; Verrilli et al. 1987). Hemorrhagic areas in the gastric
mucosa were observed at autopsy in a case of fatal oral poisoning with ethylene glycol (Hantson et al.
2002). Ischemic hemorrhagic necrosis of the colon was possibly ethylene glycol-related in a case of acute
oral poisoning due to the absence of any other apparent causes (Singh et al. 2001). Acute effects of
ethylene glycol ingestion in another patient included intermittent diarrhea and abdominal pain, which
were attributed to mild colonic ischemia; severe abdominal pain secondary to colonic stricture and
perforation developed 3 months after ingestion, and histology of the resected colon showed birefringent

crystals highly suggestive of oxalate deposition (Gardner et al. 2003, 2004).

A 33-year-old man who drank a quart of ethylene glycol (12,840 mg/kg) developed upper gastrointestinal
tract bleeding secondary to multiple gastric lesions (Spillane et al. 1991). It is not clear whether or not the

gastric lesions were a pre-existing condition in this patient.

A generalized soft tissue mineralization that included the stomach, but not other parts of the
gastrointestinal tract, occurred in male F344 rats exposed to 1,000 mg/kg/day in the diet for 1 year
(DePass et al. 1986a; Woodside 1982). Histological examinations of the gastrointestinal tract showed no
effects in Sprague-Dawley rats exposed to <7,327 mg/kg/day in drinking water for 10 days or

<5,744 mg/kg/day in drinking water for 90 days (Robinson et al. 1990), F344 rats exposed to

<10,000 mg/kg/day in the diet for 13 weeks (Melnick 1984), Wistar rats exposed to <1,128 mg/kg/day in
the diet for 16 weeks (Gaunt et al. 1974), Sprague-Dawley rats exposed to <3,000 mg/kg/day in the diet
for 2 years (Blood 1965), B6C3F1 mice exposed to <250 mg/kg/day by gavage for 4 days (Hong ¢t al.
1988), B6C3F1 mice exposed to <16,000 mg/kg/day in the diet for 13 weeks or <12,000 mg/kg/day in the
diet for 2 years (Melnick 1984; NTP 1993), or CD-1 mice exposed to <1,000 mg/kg/day in the diet for

2 years (DePass et al. 1986a; Woodside 1982).
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Hematological Effects. Initial laboratory findings in cases of acute ethylene glycol poisoning may
include moderate leukocytosis with a predominance of polymorphonuclear neutrophils and a normal

hematocrit (Davis et al. 1997; Parry and Wallach 1974; Reddy et al. 2007; Verrilli et al. 1987).

No effects were observed on hematology parameters, but dose-related effects on bone marrow and
erythropoietic parameters were observed when gavage doses up to 250 mg/kg/day ethylene glycol were
given for 4 consecutive days to B6C3F1 mice (Hong et al. 1988). Granulocyte-macrophage progenitor
formation was suppressed in males exposed to 50 mg/kg/day and in both sexes at higher doses. Ethylene
glycol treatment resulted in bone marrow hypocellularity in both sexes up to 14 days after dosing at

100 mg/kg/day. Iron uptake in the bone marrow was suppressed in males exposed to 250 mg/kg/day;
erythroid precursor colony-forming units were not significantly affected in mice at any dose. The
biological significance of the bone marrow effects is uncertain in the absence of supporting data from

other studies, as summarized below.

No histological changes in the bone marrow were observed in mice or rats exposed to higher doses of
cthylene glycol for longer durations; these included F344 rats exposed to <10,000 mg/kg/day in the diet
for 13 weeks (Melnick 1984), Sprague-Dawley rats exposed to <7,327 mg/kg/day in drinking water for
10 or 90 days (Robinson ¢t al. 1990), and B6C3F1 mice exposed to <16,000 mg/kg/day in the diet for
13 weeks or 12,000 mg/kg/day in the diet for 2 years (Melnick 1984; NTP 1993). Results of routine
hematology evaluations in these studies were unremarkable except for some alterations in 10- and 90-day
studies in rats. In the 10-day study, statistically significant decreases in hemoglobin, hematocrit,
erythrocytes, and total leukocytes (7.3, 8.9, 8.5, and 34.8% less than controls, respectively) occurred in
female rats at 7,327 mg/kg/day (Robinson et al. 1990). In the 90-day study, total leukocyte counts were
significantly reduced in female rats at 597, 3,087 and 5,744 mg/kg/day (32, 30, and 50% less than
controls, respectively) (Robinson et al. 1990). Results of differential counts were not reported and no
clear hematological changes occurred in male rats in either study. Hematology evaluations were also
negative in studies that did not examine bone marrow histology; these included studies of Wistar rats
exposed to <2,000 mg/kg/day by gavage for 33 days (Schladt et al. 1998), Wistar rats exposed to
<1,128 mg/kg/day in the diet for 16 weeks (Gaunt et al. 1974), and CD-1 mice exposed to

<1,000 mg/kg/day in the diet for 2 years (DePass et al. 1986a). Hematological changes (decreased
erythrocyte count and hematocrit and hemoglobin concentration, and increased neutrophil count) were
observed in male F344 rats exposed to 1,000 mg/kg/day in the diet for 1 year, although this dose was a
serious LOAEL for renal toxicity and mortality (DePass et al. 1986a).
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Musculoskeletal Effects. Reported musculoskeletal effects in cases of acute ethylene glycol
poisoning have included diffuse muscle tenderness and myalgias associated with elevated serum
creatinine phosphokinase levels, and myoclonic jerks and tetanic contractions associated with
hypocalcemia (Davis et al. 1997; Friedman et al. 1962; Parry and Wallach 1974; Verrilli et al. 1987). In
some of these cases, autopsies showed interstitial and parenchymatous myositis in skeletal muscle

(Friedman et al. 1962; Verrilli et al. 1987).

Histological examinations of skeletal muscle and/or bone in acute-, intermediate- and chronic-duration
studies of ethylene glycol showed no effects in rats or mice. These studies included Sprague-Dawley rats
exposed to 7,327 mg/kg/day in drinking water for 10 days or <5,744 mg/kg/day in drinking water for
90 days (Robinson et al. 1990), Wistar rats exposed to <1,128 mg/kg/day in the diet for 16 weeks (Gaunt
ctal. 1974), F344 rats exposed to <10,000 mg/kg/day in the diet for 13 weeks (Melnick 1984) or

1,000 mg/kg/day in the diet for 2 years (DePass et al. 1986a; Woodside 1982), B6C3F1 mice exposed to
<16,000 mg/kg/day in the diet for 13 weeks or <12,000 mg/kg/day in the diet for 2 years (Melnick 1984;
NTP 1993), or CD-1 mice exposed to <1,000 mg/kg/day in the diet for 2 years (DePass et al. 1986a;
Woodside 1982).

Hepatic Effects. Central hydropic or fatty degeneration, parenchymal necrosis, and calcium oxalate
crystals in the liver have been observed at autopsy in cases of people who died following acute ingestion

of ethylene glycol (Friedman et al. 1962; Leth and Gregersen 2005; Verrilli et al. 1987).

Acute-duration studies of ethylene glycol showed no effects on liver weight or liver histology in Sprague-
Dawley rats exposed to <7,327 mg/kg/day in drinking water for 10 days (Robinson et al. 1990) or
B6C3F1 mice exposed to <250 mg/kg/day by gavage for 4 days (Hong et al. 1988). Developmental
toxicity studies found no effect on maternal liver weight (histology not examined) in CD rats exposed to
<5,000 mg/kg/day by gavage on Gd 6-15 (Neeper-Bradley 1990; Neeper-Bradley et al. 1995; Price et al.
1985), CD-1 mice exposed to <3,000 mg/kg/day by gavage on Gd 6-15 (Neeper-Bradley et al. 1995;
Price et al. 1985; Tyl 1989), or New Zealand rabbits exposed to <2,000mg/kg/day by gavage on Gd 6-19
(Tyl et al. 1993).

Histopathologic changes in the liver were reported in one intermediate-duration study in mice (Melnick
1984), one chronic study in mice (NTP 1993), and one chronic study in rats (DePass et al. 1986a;
Woodside 1982).
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A centrilobular degenerative change occurred in the liver of male B6C3F1 mice exposed to ethylene
glycol in estimated dietary doses of 6,450 or 12,900 mg/kg/day for 13 weeks (Melnick 1984; NTP 1993).
This effect was characterized by the accumulation of a non-birefringent cosinophilic hyaline material in
the cytoplasm of hepatocytes adjacent to or close <ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>