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PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 1

N,N-Dimethylformamide (DMF) is a colourless
liquid at room temperature and has a high water
solubility and low vapour pressure. 

Canadian production capacity is estimated
at less than 10 000 tonnes per year. The majority
produced in and imported into Canada is
subsequently exported, with the total domestic
demand in the range of less than 1000 tonnes per
year. The oil and gas/petrochemical sector
reportedly accounted for 22% of the total reported
quantity used in Canada during 1996, primarily
for gas stream separation. During the same year,
the formulation of pesticides accounted for
approximately 66% of the DMF reportedly used
in Canada. These uses are regulated under the
Pest Control Products Act. 

DMF appears to enter the Canadian
environment primarily from industrial releases to
air. In 1996, about 16 tonnes were reportedly
released to the environment from various
industrial locations in Canada. Of this total, 15
tonnes were released to air and less than 1 tonne
was released directly into surface water. The
available information suggests that spills of DMF
during use, storage or transport are not a
significant route of entry to the environment.

Because of the complete solubility of
DMF in water, it is expected that some DMF can
be transported from air to surface water or soil
(pore water) in precipitation. Atmospheric
photooxidation is estimated to take place over a
period of days. Releases to water or soil are
expected to be followed by relatively rapid
biodegradation (half-life 18–36 hours). Abiotic
degradation processes and sorption to soil are
expected to be minimal. 

No data on concentrations in ambient air
or surface water in Canada were identified, and
data on DMF concentrations in Canadian soil and

groundwater are very limited. However, as most
DMF is reported to be released to air and as little
transfer to water and soil is expected, this
assessment has focused on the potential effects on
terrestrial organisms exposed by contact with
contaminated air. The highest levels of DMF in
air are assumed to be found in the immediate
vicinity of the industrial facility with the greatest
reported annual releases. A conservative estimate
of concentrations near this point source provides
an Estimated Exposure Value that is generally
higher than or comparable to measurements
recorded in other countries. 

Environmental toxicity data are available
for a range of terrestrial and aquatic organisms.
Based on a comparison of the highest estimated
concentration in air with the estimated no-effects
concentration derived from experimental data for
terrestrial biota, it is unlikely that organisms are
exposed to harmful levels of DMF in the
Canadian ambient environment.

DMF is not involved in the depletion of
stratospheric ozone. Because of its reactivity and
the relatively small amounts of DMF released to
the atmosphere, it is not expected to play a role in
climate change or ground-level ozone formation. 

Quantitative data on concentrations of
DMF in drinking water, food, indoor air or
ambient air in Canada were not identified. Air in
the vicinity of point sources appears to be the
greatest potential source of exposure of the
general population to DMF. Based on the results
of epidemiological studies of exposed workers
and supporting data from a relatively extensive
database of investigations in experimental
animals, the liver is the critical target organ for
the toxicity of DMF. Worst-case estimates of
exposure in the immediate vicinity of the largest
emitter in Canada, which are likely 10- to 100-
fold greater than those anticipated under most

SYNOPSIS
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PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE2

conditions, do not appreciably exceed a Tolerable
Concentration derived on the basis of increases in
serum hepatic enzymes in exposed workers. A
Tolerable Concentration is the level to which it is
believed a person may be exposed daily over a
lifetime without deleterious effect.

Based on available data, it is concluded
that N,N-dimethylformamide is not entering
the environment in a quantity or concentration
or under conditions that (a) have or may have
an immediate or long-term harmful effect on
the environment or its biological diversity, (b)
constitute or may constitute a danger to the
environment on which life depends or (c)
constitute or may constitute a danger in
Canada to human life or health. Therefore,
N,N-dimethylformamide is not considered to be
“toxic” as defined in Section 64 of the
Canadian Environmental Protection Act, 1999
(CEPA 1999). 

The evaluation of options under CEPA
1999 to reduce exposure to DMF is not
considered to be a priority at this time. However,
this is based upon current use patterns; thus,
future releases of this compound should continue
to be monitored to ensure that exposure does not
increase to any significant extent.
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PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 3

The Canadian Environmental Protection Act,
1999 (CEPA 1999) requires the federal Ministers
of the Environment and of Health to prepare and
publish a Priority Substances List (PSL) that
identifies substances, including chemicals, groups
of chemicals, effluents and wastes, that may be
harmful to the environment or constitute a danger
to human health. The Act also requires both
Ministers to assess these substances and determine
whether they are “toxic” or capable of becoming
“toxic” as defined in Section 64 of the Act, which
states:

...a substance is toxic if it is entering or may enter the
environment in a quantity or concentration or under
conditions that 

(a) have or may have an immediate or long-term
harmful effect on the environment or its biological
diversity;

(b) constitute or may constitute a danger to the
environment on which life depends; or

(c) constitute or may constitute a danger in Canada to
human life or health.

Substances that are assessed as “toxic” as
defined in Section 64 may be placed on Schedule
I of the Act and considered for possible risk
management measures, such as regulations,
guidelines, pollution prevention plans or codes of
practice to control any aspect of their life cycle,
from the research and development stage through
manufacture, use, storage, transport and ultimate
disposal.

Based on initial screening of readily
accessible information, the rationale for assessing
N,N-dimethylformamide (DMF) provided by the
Ministers’ Expert Advisory Panel on the Second
Priority Substances List (Ministers’ Expert
Advisory Panel, 1995) was as follows:

DMF is used as a solvent in the production of resins
and polar polymers. Applications include protective
coatings, adhesives, films, printing inks, capacitors and
electroplating. DMF is likely to be released from

industrial and consumer uses. It does not break down
easily in air. It is toxic to the liver in both humans and
animals, and is possibly carcinogenic to humans. An
assessment is required to evaluate whether it poses a
risk to human health and the environment in Canada.

Descriptions of the approaches to
assessment of the effects of Priority Substances
on the environment and human health are
available in published companion documents. The
document entitled “Environmental Assessments
of Priority Substances under the Canadian
Environmental Protection Act. Guidance Manual
Version 1.0 — March 1997” (Environment
Canada, 1997a) provides guidance for conducting
environmental assessments of Priority Substances
in Canada. This document may be purchased
from:

Environmental Protection Publications
Environmental Technology Advancement

Directorate
Environment Canada
Ottawa, Ontario
K1A 0H3

It is also available on the Commercial Chemicals 
Evaluation Branch web site at www.ec.gc.ca/
cceb1/ese/eng/esehome.htm under the heading
“Guidance Manual.” It should be noted that the
approach outlined therein has evolved to
incorporate recent developments in risk
assessment methodology, which will be addressed
in future releases of the guidance manual for
environmental assessments of Priority
Substances.

The approach to assessment of effects on
human health is outlined in the following
publication of the Environmental Health
Directorate of Health Canada: “Canadian
Environmental Protection Act — Human Health
Risk Assessment for Priority Substances” (Health

1.0 INTRODUCTION

DMF.qxd  2/7/01  8:50 AM  Page 3



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE4

Canada, 1994), copies of which are available
from:

Environmental Health Centre
Room 104
Health Canada
Tunney’s Pasture
Ottawa, Ontario
K1A 0L2

or on the Environmental Health Directorate
publications web site (www.hc-sc.gc.ca/ehp/
ehd/catalogue/bch.htm). The approach is also
described in an article published in the Journal of
Environmental Science and Health —
Environmental Carcinogenesis & Ecotoxicology
Reviews (Meek et al., 1994). It should be noted
that the approach outlined therein has evolved to
incorporate recent developments in risk
assessment methodology, which are described on
the Environmental Substances Division web site
(www.hc-sc.gc.ca/ehp/ehd/bch/env_contaminants/
psap/psap.htm) and which will be addressed in
future releases of the approach paper for the
assessment of effects on human health.

The search strategies employed in the
identification of data relevant to assessment of
potential effects on the environment (prior to
September 1999) and on human health (prior to
February 2000) are presented in Appendix A.
Review articles were consulted where appropriate.
However, all original studies that form the basis
for determining whether DMF is “toxic” under
CEPA 1999 have been critically evaluated by staff
of Environment Canada (entry and environmental
exposure and effects) and Health Canada (human
exposure and effects on human health).

Preparation of the environmental
components of the assessment was led by
A. Chevrier and M. Lewis with support from
H. Atkinson, K. Doe and B. Scott under the
direction of P. Thompson and P. Doyle. Sections
of the Assessment Report and the supporting
documentation related to the environmental
assessment of DMF (Environment Canada, 2000)

were reviewed by the Environmental Resource
Group, established by Environment Canada to
support the environmental assessment:

D. Andrews, Golder Associates Ltd. 
N. Bunce, University of Guelph
B. Elliott, Environment Canada
R. Gensemer, Boston University 
M. Mumtaz, Chinook Group Ltd.
C. Nalewajko, University of Toronto
P. Paine, Environment Canada
J. Prinsen, Environment Canada
N. Tremblay, Environment Canada

Environmental sections of the Assessment
Report and the supporting documentation were
also reviewed by: 

K. Bolton, University of Toronto
D. Hastie, York University
S. Mabury, University of Toronto
M. Sheppard, EcoMatters Inc.

Sections of this Assessment Report
related to health and the relevant supporting
documentation (Health Canada, 2000) were
prepared, based, in part, on background
information prepared in 1999 by BIBRA
International (1999), by the following staff of
Health Canada:

R. Gomes
G. Long
M.E. Meek
M. Walker

Sections of the Assessment Report and
supporting documentation on genotoxicity were
reviewed by D. Blakey of the Environmental and
Occupational Toxicology Division of Health
Canada.

In the first stage of external review,
sections of the supporting documentation
pertaining to human health were considered,
primarily to address adequacy of coverage, by
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G.L. Kennedy, DuPont Haskell Laboratory for
Toxicology and Industrial Medicine.

Accuracy of reporting, adequacy of
coverage and defensibility of conclusions with
respect to hazard characterization and
dose–response analyses were considered at a
panel meeting of the following members,
convened by Toxicology Excellence in Risk
Assessment (TERA), on February 14, 2000, in
Ottawa, Ontario:

M.S. Abdel-Rahman, University of
Medicine and Dentistry of New Jersey

C. Abernathy, U.S. Environmental
Protection Agency

J.P. Christopher, California Environmental
Protection Agency

J.C. Collins, Solutia, Inc.
J.T. Colman, Syracuse Research

Corporation
M. Mumtaz, Agency for Toxic Substances

and Disease Registry
K.A. Poirier, TERA
J.E. Whalen, U.S. Environmental

Protection Agency

The health-related sections of the
Assessment Report were reviewed and approved
by the Health Protection Branch Risk
Management meeting of Health Canada. 

The entire Assessment Report was
reviewed and approved by the Environment
Canada/Health Canada CEPA Management
Committee.

A draft of the Assessment Report was
made available for a 60-day public comment
period (June 3 to August 2, 2000) (Environment
Canada and Health Canada, 2000). Following
consideration of comments received, the
Assessment Report was revised as appropriate.  A
summary of the comments and responses is
available on the Internet at:

www.ec.gc.ca/cceb1/eng/final/index_e.html

The text of the Assessment Report has
been structured to address environmental effects
initially (relevant to determination of “toxic”
under Paragraphs 64(a) and (b)), followed by
effects on human health (relevant to
determination of “toxic” under Paragraph 64(c)).

Copies of this Assessment Report are
available upon request from:

Inquiry Centre
Environment Canada
Main Floor, Place Vincent Massey
351 St. Joseph Blvd.
Hull, Quebec
K1A 0H3

or on the Internet at:

www.ec.gc.ca/cceb1/eng/final/index_e.html

Unpublished supporting documentation,
which presents additional information, is
available upon request from:

Commercial Chemicals 
Evaluation Branch

Environment Canada
14th Floor, Place Vincent Massey
351 St. Joseph Blvd.
Hull, Quebec
K1A 0H3

or

Environmental Health Centre
Room 104
Health Canada
Tunney’s Pasture
Ottawa, Ontario
K1A 0L2

DMF.qxd  2/7/01  8:50 AM  Page 5



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 7

2.1 Identity and physical/chemical
properties

N,N-Dimethylformamide (CAS No. 68-12-2) is a
colourless liquid at room temperature with a faint
amine odour (BUA, 1994). Many synonyms are
used to identify this compound (Figure 1), the
most common being the acronym DMF. The
molecular weight of DMF is 73.09, as calculated
from its empirical formula (C3H7NO). The DMF
sold commercially contains trace amounts of
methanol, water, formic acid and dimethylamine
(BUA, 1994).

FIGURE 1 Chemical structure and identity of
N,N-dimethylformamide (DMF)

DMF is miscible in all proportions with
water and most organic solvents (SRC, 1988;
Gescher, 1990; BUA, 1994; SRI International,
1994). It is also a powerful solvent for a variety
of organic, inorganic and resin products (SRI
International, 1994). At temperatures below
100°C, DMF is not readily photooxidized (BUA,
1994). Temperatures in excess of 350°C are
required for DMF to decompose into carbon
monoxide and dimethylamine (Farhi et al., 1968;
Bunce, 1998a). 

Some important physical and chemical
properties of DMF are summarized in Table 1. A
vapour pressure of 490 Pa was estimated by
Riddick et al. (1986). Because DMF is a miscible
compound, it is preferable to determine the
Henry’s law constant experimentally; however, no
experimental data were found in the literature.
Estimates of the Henry’s law constant were
0.0075 and 0.0345 Pa·m3/mol (BUA, 1994;
Bobra, 1999). It is important to note that due to
the complete miscibility and low vapour pressure
of DMF, the calculated Henry’s law constants are
very uncertain (DMER and AEL, 1996; Bobra,
1999). The octanol/water partition coefficient (log
Kow = –1.01) was determined by a shake flask
experiment (Hansch et al., 1995). 

2.2 Entry characterization

2.2.1 Production, importation, exportation
and use

DMF has been termed the universal organic
solvent and is widely used where a low rate of
evaporation is required (Howard, 1993). With a
worldwide production capacity estimated at
225 000 tonnes per year, DMF is reportedly used
in large volumes throughout the world (Eberling,

2.0 SUMMARY OF INFORMATION CRITICAL TO

ASSESSMENT OF “TOXIC” UNDER CEPA 1999

CH
3

N C

H

OCH
3

IUPAC name: N,N-Dimethylformamide
Chemical family: amide

Synonyms: DMF, DMFA, DMF-DMA,
Formdimethylamide, Formic acid dimethyl
amide, Formyl dimethylamide, N,N-
Dimethyl formic acid amide, N-
Formyldimethylamine, Dimethylacetal,
Formic acid amide, N,N-dimethyl, N,N-
Dimethylmethanamide (Anonymous, 1981;
SRC, 1988; Gescher, 1990; WHO, 1991;
BUA, 1994; CCOHS, 1997a,b)
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1980; Anonymous, 1981; Gescher, 1990;
Marsella, 1994). The Canadian production
capacity is less than 10 000 tonnes annually,
representing less than 5% of the world production
(Eberling, 1980; Marsella, 1994; SRI
International, 1994). The only Canadian producer
of DMF is located in Ontario (Eberling, 1980;
Marsella, 1994; SRI International, 1994). The
Canadian market for DMF is quite small, with an
estimated domestic consumption in the range of
less than 1000 tonnes per year (SRI International,
1994; Environment Canada, 1998). In 1996, the
majority of industries using DMF were located in
Ontario and Quebec (Environment Canada, 1998).
However, the largest total quantity used in a
province was reported for Manitoba (390 tonnes).
Quebec facilities used approximately 175 tonnes
in 1996, while Ontario industries reported using
only 74 tonnes. Less than 50 tonnes of DMF were
used in other Canadian provinces.

In 1996, 13 facilities imported
approximately 2500 tonnes of DMF into Canada.
The majority of DMF produced in or imported
into Canada is subsequently exported to the
United States (SRI International, 1994;
Environment Canada, 1998). In 1996, most of this
import–export activity occurred between U.S.
companies and Canadian facilities located in
central Canada (Environment Canada, 1998). 

Pesticide manufacture accounts for the
greatest percentage use of DMF in Canada, with
441 tonnes (66%) used for this purpose in 1996
(Environment Canada, 1998). DMF is present as a
formulant in fungicides, in slimicides used in
closed systems in pulp and paper mills, and in
plant growth regulators registered in Canada, at
concentrations ranging from 4.5% to 40.2%
(Moore, 1999). The use of DMF as a pesticide is

Chemical property Value Reference Values used in 
fugacity 

calculations 

Molecular weight 73.09 73.09
Vapour pressure (Pa at 25ºC) 490 Riddick et al., 1986 490
Solubility (g/m3) Miscible BUA, 1994 1.04 × 106 

Log Kow –1.01 Hansch et al., 1995 –1.01
Henry’s law constant 0.0345 Bobra, 1999 0.0345

(Pa·m3/mol at 25ºC) 0.0075 BUA, 1994
Density/specific gravity 0.9445 WHO, 1991

(g/mL at 25ºC)
Melting point (ºC) –60.5 WHO, 1991 –60.5
Boiling point (ºC) 153.0 WHO, 1991
Half-life in air (hours) ~192 Estimated from propane 170
Half-life in water (hours) 18 Dojlido, 1979 55

36 Ursin, 1985
Half-life in soil (hours) Assumed to be 55

equivalent to 
that in water

Half-life in sediment (hours) – 170
Half-life in suspended sediment – 55

(hours)
Half-life in fish (hours) – 55
Half-life in aerosol (hours) – 5

TABLE 1 Physical and chemical properties of DMF
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not considered in this assessment, as it is
regulated under the Pest Control Products Act and
Regulations. 

The Canadian oil and gas/petrochemical
sector dominated the industrial uses of DMF in
1996, accounting for a total of 141 tonnes (22%)
(Environment Canada, 1998). DMF is used in this
sector primarily for the separation of gas streams.
Other major reported uses of DMF included
chemical aid in relation to dyes and pigments
(11 tonnes) and pharmaceuticals (21 tonnes) and
degreaser/cleaner in various industrial applications
(32 tonnes) (Environment Canada, 1998). 

Minor uses of DMF accounted for
approximately 1% of the reported quantity of
DMF used in 1996 and were related to the
manufacture of leather and fabric, the formulation
of paints and paint remover, the coating for
polyvinyl chloride (PVC), and the manufacture of
polyresin, sealant and adhesive (Environment
Canada, 1998).

In 1996, a number of companies were
reportedly involved in the redistribution of DMF
to various other industries and laboratories
(Environment Canada, 1998). These included 9
primary distributors (>5 tonnes per year) and 17
secondary distributors (5 tonnes per year or less).
Many of these distributors were involved in
repackaging a total of 15 tonnes of DMF into
small containers for the use of laboratories located
in hospitals, research institutions or industrial
facilities. 

2.2.2 Sources and releases

2.2.2.1 Natural sources

BUA (1994) identified no known natural sources
of DMF. However, DMF is a possible product of
the photochemical degradation of dimethylamine
and trimethylamine (Pellizzari, 1977; Pitts et al.,
1978; U.S. EPA, 1986). Both are commonly
occurring natural substances and are also used in
industrial applications (European Chemicals
Bureau, 1996a,b).

2.2.2.2 Anthropogenic sources

In 1996, just over 16 tonnes of DMF were
reportedly released to all environmental media
from various industrial locations in Canada, of
which 93% (15.079 tonnes) was reported to have
been released to the atmosphere and the
remainder released to water (0.245 tonnes),
wastewater (0.204 tonnes), landfill sites (0.026
tonnes) or deep-well injection (0.669 tonnes)
(Environment Canada, 1998). The petrochemical
sector was responsible for 84% (12.7 tonnes) of
the reported atmospheric releases, essentially all
from a single location in southern Quebec.
Releases from this location in 1998 were
estimated at 10.4 tonnes (Environment Canada,
1998). Releases from the pharmaceutical industry
accounted for 87% (0.212 tonnes) of total
releases to water. Total release volumes from
Canadian industrial sectors include 1.2 tonnes
from manufacture of pharmaceuticals, 0.7 tonnes
from dye and pigment manufacture, 0.6 tonnes
from PVC coating operations, 0.1 tonnes from
pesticide manufacture, 0.07 tonnes from paint/
finisher and paint remover manufacture, and 0.09
tonnes from other miscellaneous industrial
sectors. For 1996, a reported total quantity of
0.056 tonnes was released (0.023 tonnes to air,
0.033 tonnes to water) by the producer during
chemical synthesis of DMF (Environment
Canada, 1998). Less than 1 tonne of DMF was
reportedly released from wastewater treatment
facilities and to landfills (Environment Canada,
1998). With a few exceptions, most industries
reported little to no seasonal variation in releases
(Environment Canada, 1998). 

DMF was not one of the top 100
dangerous goods commodities involved in
accidents from 1980 to 1994 (Environment
Canada, 1997b). Based on the available
information, direct releases of DMF to soil (e.g.,
spill or leakage) appear to be small and infrequent
(Environment Canada, 1997b). According to the
National Analysis of Trends in Emergencies
System (NATES) database, which is a record of
accidents involving spills of hazardous materials
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in Canada, there were two reported incidents, both
occurring in southern Ontario at industrial sites
between 1974 and 1997. At one site, 6 kg of DMF
were released to the sanitary sewer system due to
human error, with no reported environmental
effects. The other site released an unknown
quantity of DMF from a leaking valve to the
ground. Unspecified damage to the aquatic
environment was reported (NATES, 1997).
Although small accidental releases (e.g., leakage
of a storage tank or spill from a barrel) may
remain unreported, this information suggests that
spills of DMF during use, storage or transport are
not a significant route of entry to the environment
(Environment Canada, 2000).

The quantity of DMF disposed of at
landfill sites is expected to be small. The total
quantity of DMF used in formulation of products
(other than pesticides) appears to be small in
comparison to its use as a manufacturing aid,
cleaner or degreaser (Environment Canada, 1998).
As such, consumer products deposited in landfill
sites should contain little or no DMF. The
industrial DMF deposited directly in landfill sites
consists primarily of residues remaining after
incineration (Environment Canada, 1998). 

2.3 Exposure characterization

2.3.1 Environmental fate

The sections below summarize the available
information on the distribution and fate of DMF
released into the environment. 

2.3.1.1 Air

The atmospheric pathway is particularly important
in determining exposure to DMF. This is due to
the fact that industrial releases of DMF into air
appear to be considerably larger than releases to
other environmental media (BUA, 1994;
Environment Canada, 1998). 

Because of the complete miscibility of
DMF in water, it is expected that atmospheric
DMF can be transported from air into surface
water or soil pore water during rain events
(DMER and AEL, 1996; Hastie, 1998).
Atmospheric DMF should be found in the vapour
phase and therefore should be readily available
for leaching out by rainfall (U.S. EPA, 1986;
Bunce, 1998b). Although the efficiency and rate
of washout are unknown, precipitation events
(i.e., rain, snow, fog) likely shorten the residence
time of DMF in the atmosphere. As water has an
atmospheric half-life of approximately 4 days at
Canadian latitudes, this can be considered the
minimum atmospheric half-life of DMF in
relation to precipitation (Hastie, 1998).

Chemical degradation of DMF in air is
likely due to reaction with hydroxyl radicals
(Hayon et al., 1970). The possibility of direct
photochemical decomposition of DMF is
extremely small (Grasselli, 1973; Scott, 1998).
Other chemical degradation processes — for
example, reaction with nitrate radicals — are not
known to significantly affect the fate of DMF in
air. 

Because the reaction rate constant (kOH)
for the formamide functional group is unknown,
the estimation method proposed by Atkinson
(1988) cannot be used to calculate the reactivity
of DMF (Atkinson, 1999; Bunce, 1999).
However, the degradation half-life of DMF can be
roughly estimated by comparing DMF with other
compounds in terms of their relative atmospheric
reactivity.

Although uncertain, early experimental
evidence suggests a low reactivity in air relative
to toluene (Laity et al., 1973; U.S. EPA, 1974;
Darnall et al., 1976; Bobra, 1999). The maximum
rate of nitrogen dioxide formation for DMF was
reported to be 0.4 relative to that of toluene in the
Laity et al. (1973) study. Half-lives as long as 10
days have been calculated for toluene at northern
latitudes in the winter (Government of Canada,
1992). 
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Experiments in smog chambers also
suggest a low reactivity for DMF relative to
propane (Sickles et al., 1980). The kOH of propane
is 1.2 × 10–12 cm3 per molecule per second
(Finlayson-Pitts and Pitts, 1986). Using the global
average hydroxyl radical concentration of 7.7 ×
105 molecules/cm3 (Prinn et al., 1987) and the
calculation method proposed by Atkinson (1988),
the half-life of propane is estimated at
approximately 8 days.

Although the degradation half-life of
DMF in air cannot be estimated with certainty, the
available evidence suggests that it is at least 8
days (192 hours). The mean half-life used for
fugacity-based fate modelling (Section 2.3.1.4)
was 170 hours, as it is frequently used to
represent a half-life range of 100–300 hours
(DMER and AEL, 1996). This half-life may be
underestimated; however, sensitivity analysis on
the fugacity-based results indicates that
partitioning estimates are not sensitive to this
parameter, but estimated concentrations are
affected (Bobra, 1999).

2.3.1.2 Surface water and sediment

Once released into surface water, DMF is unlikely
to transfer to sediments, biota or the atmosphere.
With a log Kow of –1.01 (Hansch et al., 1995),
DMF remains in the dissolved aquatic form and is
not expected to adsorb to the organic fraction of
sediments or suspended organic matter. This Kow

also suggests that DMF does not concentrate in
aquatic organisms (BUA, 1994); indeed, no
bioaccumulation was observed in carp during an
8-week bioaccumulation test (Sasaki, 1978).
Estimated Henry’s law constants suggest that
volatilization from water will be slight (BUA,
1994; Bobra, 1999). 

The overall rate of chemical degradation
in surface water is expected to be very slow
relative to biodegradation. Photochemical
decomposition is unlikely in water (Grasselli,
1973; U.S. EPA, 1986). The photooxidation 
half-life of DMF in water was estimated

experimentally at 50 days and would be even
longer in the natural environment where other
compounds compete for reaction with hydroxyl
radicals (Hayon et al., 1970). The rate of
hydrolysis of amides like DMF at normal
temperatures in laboratory studies is extremely
slow even under strong acid or base conditions
(Fersht and Requena, 1971; Eberling, 1980). The
relatively low temperature (generally less than
20°C) and near-neutral pH of natural surface
water therefore limit and almost preclude the
hydrolysis of DMF under normal environmental
conditions (Frost and Pearson, 1962; Langlois
and Broche, 1964; Scott, 1998). 

Biodegradation appears to be the primary
degradation process in surface water. Under
experimental conditions, DMF was degraded,
either aerobically or anaerobically, by various
microorganisms and algae in activated sludges,
over a wide range of concentrations (Hamm,
1972; Begert, 1974; Dojlido, 1979; Chromek et
al., 1983; Ursin, 1985; Stronach et al., 1987).
Intermediate biodegradation products include
formic acid and dimethylamine, which further
degrade to ammonia, carbon dioxide and water
(Dojlido, 1979; Scott, 1998) (see Figure 2).  

Biodegradation of DMF in receiving
surface waters is unlikely to be affected by the
inherent toxicity of DMF and its biodegradation
products. Concentrations above 500 mg/L in
effluent were shown to reduce the efficiency of
treatment systems using activated sludge (Thonke
and Dittmann, 1966; Nakajima, 1970; Hamm,
1972; Begert, 1974; Carter and Young, 1983).
However, even with continuous releases, such
high concentrations of DMF are not anticipated in
natural waters. 

Biodegradation half-lives have been
measured in the range of 18–36 hours (Dojlido,
1979; Ursin, 1985). No information is available
on the half-life of DMF in sediments. DMER and
AEL (1996) recommend a sediment half-life of
170 hours based on the assumption that reactivity
in sediment is slower than in soil. 
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2.3.1.3 Soil and groundwater

Fugacity-based fate modelling and the miscibility
of DMF suggest that some of the DMF released
into the atmosphere can reach the ground, at least
in part through rainfall (DMER and AEL, 1996;
Beauchamp, 1998; Bobra, 1999). Once in soils,
DMF will be degraded by chemical and biological
processes or leached into groundwater. 

As rain fills the available pore space in
soils, DMF is incorporated into the pore water.
With a log Kow of –1.01 (Hansch et al., 1995),
DMF will not tend to adsorb to humic material.
Weak bonds with the mineral phase are possible
but likely insignificant because of the high
solubility of DMF (Bolton, 1998).

Biological degradation and, to a lesser
extent, chemical processes operating in surface
water would also likely affect DMF contained in
soil pore water (Scott, 1998). As for surface

FIGURE 2 Biotransformation of DMF (adapted from WHO, 1991; Gescher, 1993)
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water, biodegradation should therefore be
the primary breakdown mechanism in soils.
A soil bacterial culture acclimated to small
amounts of petroleum and petroleum products
degraded DMF under aerobic conditions within
18 hours (Romadina, 1975), suggesting a soil
biodegradation half-life similar to the one
observed in water. A somewhat longer
conservative half-life of 55 hours was used in
fugacity-based fate modelling (DMER and AEL,
1996; Beauchamp, 1998; Bobra, 1999).

The miscibility of DMF and its low
estimated Henry’s law constant suggest limited
volatilization from moist soils (BUA, 1994).
However, DMF will be efficiently removed from
soils by leaching into groundwater likely at the
same speed as water percolates through the soil
(Lesage, 1997). This is supported by a calculated
organic carbon/water partition coefficient (Koc) of
7 (Howard, 1993) and a soil sorption coefficient
(Kom) of about 50, estimated from quantitative
structure–activity relationships (Sabljic, 1984;
U.S. EPA, 1986), which both suggest that DMF is
mobile in soils. If it reaches groundwater, DMF
will be subject to slow anaerobic degradation
(Lesage, 1997; Scott, 1998). 

2.3.1.4 Environmental distribution

Fugacity modelling was conducted to provide an
overview of environmental fate from key reaction
and advection (movement out of a system)
pathways for DMF and its overall distribution in
the environment. A steady-state, non-equilibrium
model (Level III fugacity model) was run using
the methods developed by Mackay (1991) and
Mackay and Paterson (1991). Assumptions, input
parameters and results are summarized in
Environment Canada (2000) and presented in
detail in DMER and AEL (1996), Beauchamp
(1998) and Bobra (1999). Modelling predictions
do not reflect actual expected concentrations in
the environment but rather indicate the broad
characteristics of the fate of the substance in the
environment and its general distribution among
media.

Modelling results identify air as an
important exposure medium. If DMF is emitted
into air, fugacity modelling predicts that 61% of
the chemical will be found in air, 32% in soil and
only 7% in water. These results suggest that most
of the DMF released into air will remain in that
compartment, where it will be degraded by
chemical reactions. They also indicate that some
atmospheric DMF can reach the aquatic and
terrestrial environment — presumably in rain and
runoff (Lei, 1998; Scott, 1998). However, the
quantity of DMF available for entrainment in
rain and runoff is limited by degradation in the
atmosphere. 

Fugacity modelling also indicates that
when DMF is continuously discharged into either
water or soil, most of it can be expected to be
found in the receiving medium. For example, if it
is released into water, 99% of the DMF is likely
to be found in the water, and subsequent transport
into sediment or bioconcentration in biota is not
likely to be significant. When releases are into
soil, 94% of the material remains in the soil —
presumably in soil pore water (Scott, 1998).
Therefore, indirect releases of DMF to air, such
as transfers from other environmental media, play
only a small role in maintaining levels of DMF in
the atmosphere. 

It is important to note that fugacity-based
partitioning estimates are significantly influenced
by input parameters such as the Henry’s law
constant, which, in this case, is highly uncertain.
Therefore, the above partitioning estimates are
also uncertain.

2.3.2 Environmental concentrations

No data on concentrations of DMF in ambient air
or surface water in Canada were identified, and
data on DMF concentrations in Canadian soil and
groundwater are very limited.

2.3.2.1 Ambient air

Two Canadian industries report concentrations
in stack emissions of less than 7.5 mg/m3
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(Environment Canada, 1998, 1999). Data on
concentrations in ambient air in the vicinity of
these sources are, however, not available. The
highest levels of DMF in air are likely found in
the immediate vicinity of the industrial facility in
Quebec with the greatest annual releases (13
tonnes per year); however, no atmospheric
measurements were available from this location. 

In Lowell, Massachusetts (Amster et al.,
1983), DMF was detected in the air over an
abandoned chemical waste reclamation plant
(0.007 mg/m3), a neighbouring industry
(>0.15 mg/m3) and a residential area (0.024
mg/m3). Ambient air samples collected in the
northeastern United States in 1983 contained
DMF at concentrations ranging from <0.000 02
to 0.0138 mg/m3 (Kelly et al., 1993, 1994).
Additional U.S. data collected in 1983 show
levels of DMF generally less than 0.02 mg/m3 at a
hazardous waste site in unsettled wind conditions,
as high as 8.5 mg/m3 90 m downwind of a nearby
industrial facility and less than 0.02 mg/m3 in
adjoining residential areas within a 0.8-km radius
of the site (Clay and Spittler, 1983).

Japan reports a range of 0.000 11–0.0011
mg/m3, but specific locations and proximity to
sources are not provided (Environment Agency
Japan, 1996). In Germany, a DMF concentration
of ≥0.000 005 mg/m3 was detected in air (Figge
et al., 1987). 

2.3.2.2 Surface water and sediment

DMF was detected (detection limit 0.002 mg/L) in
only 1 of 204 surface water samples collected
between August 1975 and September 1976 from
14 heavily industrialized river basins in the United
States (Ewing et al., 1977). The Environment
Agency Japan (1996) reports between 0.0001 and
0.0066 mg/L in 18 out of 48 water samples taken
in 1991. In addition, 24 water samples collected in
1978 were below the detection limits of 0.01–0.05
mg/L (Environment Agency Japan, 1985). The
proximity of these measurements to industrial
sources is not known. 

Canadian monitoring data are available
for effluents at one southern Ontario location,
which released less than approximately 0.03
tonnes into surface water in 1996 (Environment
Canada, 1998). The facility reported a DMF
concentration range of <1–10 mg/L in effluents
but has since established a wastewater treatment
plant, which reduced effluent concentrations to
non-detectable levels (detection limit 0.5 mg/L).
DMF was found in 1 of 63 industrial effluents in
the United States at a detection limit of 0.01 mg/L
(Perry et al., 1979). The U.S. EPA (1999a) quotes
an effluent concentration of 0.005 mg/L at a
sewage treatment plant in 1975. 

The properties of DMF and fugacity
modelling results both suggest negligible
accumulation of DMF in sediments (BUA, 1994;
Hansch et al., 1995; DMER and AEL, 1996;
Beauchamp, 1998; Bobra, 1999). However,
concentrations of 0.03–0.11 mg/kg were reported
in sediments (9 out of 48 samples) in Japan
(Environment Agency Japan, 1996). No
information is provided on proximity to sources
of DMF, sediment characteristics or hydrological
regimes. In addition, because information on
sampling and analytical methods is not provided,
the quality of these data cannot be assessed.
Twenty-four sediment samples collected in 1978
at unspecified locations in Japan were below the
detection limits of 0.1–0.3 mg/kg (Environment
Agency Japan, 1985).

2.3.2.3 Soil and groundwater

In 3 of 23 groundwater samples collected in the
United States, concentrations ranged from 0.05
to 0.2 mg/L, with an average concentration of
0.117 mg/L (SRC, 1988; U.S. EPA, 1999a). Of
the 10 samples collected at wells in southern
Ontario, only 1 sample contained detectable
levels of DMF (detection limit 0.001 mg/L);
however, the method of analysis employed does
not provide reliable quantitative measurements
(OMEE, 1996; Lesage, 1998). 
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The concentrations of DMF in soils may
be elevated locally by spills and leakage from
storage tanks, particularly in the improbable
case of a large spill. Based on the available
information, releases of DMF into soils and
groundwater in this manner are expected to be
insignificant at most locations. This is supported
by one data set near a facility in southern Ontario,
which indicates non-detectable levels of DMF
near storage tanks at a soil depth of 1–4 m
(detection limit 1 mg/kg) (Environment Canada,
1999).

2.3.2.4 Drinking water

Although DMF was listed as a contaminant in a
survey of drinking water in the United States,
quantitative data were not reported (Howard,
1993).

2.3.2.5 Food

Concentrations of DMF in food in Canada or
elsewhere were not identified. DMF is not
regulated under the Canadian Food and Drugs
Act (Salminen, 1999).

2.3.2.6 Consumer products

DMF is not a regulated substance under the
Consumer Chemicals and Containers Regulations
of Canada’s Hazardous Products Act (Chowhan,
1999).

2.3.2.7 Multimedia study

A Health Canada-sponsored multimedia exposure
study for DMF and other volatile organic
compounds (VOCs) was conducted in two stages
during 1996 and 1997. Initially, a pilot study of 44
homes was conducted in the Greater Toronto area
in Ontario (Otson and Meek, 1996). Subsequently,
a second phase, involving 50 homes, was
conducted in the Greater Toronto area, Nova
Scotia and Alberta (Conor Pacific Environmental,
1998). DMF was not detected in samples of
outdoor, indoor or personal air, tap water or
composite food samples.

DMF was not detected in indoor air
samples from the 50 residences in phase 2
(detection limit 3.4 µg/m3). It was also not
detected in tap water samples from phase 2 of
the study, although the limit of detection was
high (0.34 µg/mL). DMF was not recovered
reproducibly in composite food or beverage
samples in this study. 

2.4 Effects characterization

2.4.1 Ecotoxicology

DMF has been the focus of several toxicity
studies conducted on a range of species (see
Table 2). The most sensitive endpoints found for
terrestrial and aquatic organisms are presented
below. More extensive descriptions of
environmental effects are provided in several
reviews (U.S. EPA, 1986; SRC, 1988; WHO,
1991; BUA, 1994; Environment Canada, 2000). 

2.4.1.1 Aquatic organisms

A number of studies are available for a range of
taxa, including protozoa, blue-green algae,
diatoms, green algae, macrophytes, molluscs,
oligochaetes, crustaceans, insect larvae and fish.

For four species of fish, EC50 and LC50

values ranged from approximately 7100 to
12 000 mg/L (Batchelder, 1976; Johnson and
Finley, 1980; Call et al., 1983; Poirier et al.,
1986; Groth et al., 1994). The most sensitive fish
species appears to be the bluegill (Lepomis
macrochirus), with an LC50 of 7100–7500 mg/L.

Aquatic invertebrates tested include the
water flea, Daphnia magna, and various species
of insect larvae. The water flea appears to be the
most sensitive invertebrate, with a chronic No-
Observed-Effect Level (NOEL) of 1140 mg/L
following 28 days’ exposure (Leblanc and
Surprenant, 1983). Acute endpoints (48-hour EC50

and LC50) for Daphnia magna range from 12 400
to 15 700 mg/L, whereas chronic studies (21–28
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TABLE 2 Toxicity of DMF to environmentally relevant organisms

Bacteria
Bacteria

Protozoan

Protozoan

Blue-green 
algae

Blue-green 
algae

Blue-green 
algae

Blue-green 
algae

Blue-green  
algae

Blue-green 
algae

Blue-green 
algae

Blue-green 
algae

Diatom

Green algae

Green algae

Green algae

Green algae

Green algae

Green algae

Green algae

Duckweed

Water flea
Water flea

Vibrio fischeri
Vibrio fischeri

Paramecium
caudatum
Spirostomum
ambiguum

Nostoc sp.

Anabaena sp.

Anabaena
cylindrica
Anabaena
variabilis
Anabaena
inaequalis
Anabaena flos-
aquae
Microcystis
aeruginosa
Oscillatoria sp.

Nitzschia sp.

Selenastrum
capricornutum
Selenastrum
capricornutum
Selenastrum
capricornutum
Selenastrum
capricornutum
Chlorella vulgaris

Chlorella vulgaris

Chlorella
pyrenoidosa
Lemna minor

Daphnia magna
Daphnia magna

5-minute EC50 light production
15-minute IC50 light inhibition
15-minute IC25 light inhibition
4-hour LC50 mortality

24-hour EC50 deformations 
24-hour LC50 mortality
48-hour EC50 deformations
48-hour LC50 mortality
10–14-day EC50 growth inhibition
test
10–14-day EC50 growth inhibition
test
10–14-day EC50 growth inhibition
test
10–14-day EC50 growth inhibition
test
10–14-day EC50 growth inhibition
test
48-hour IC25 growth inhibition

48-hour IC25 growth inhibition

48-hour IC25 growth inhibition

48-hour IC25 growth inhibition

48-hour IC25 growth inhibition

72-hour IC25 growth as cell numbers

growth at day 4

growth at day 4

growth at day 4

growth at day 4

10–14-day EC50 reduction in growth

7-day IC25 growth inhibition 

Acute 48-hour EC50 immobilization
Acute 48-hour EC50 survival and
mortality

20 000 mg/L
13 260–14 830 mg/L
5830–6730 mg/L
20 465 mg/L

9870 mg/L
31 700 mg/L 
8190 mg/L
19 700 mg/L
<480 mg/L

<480 mg/L

<480 mg/L

<480 mg/L

5700 mg/L

15 100 mg/L

7000 mg/L

10 400 mg/L

6200 mg/L

7700 mg/L

3420–6280 mg/L

Inhibition at 5000 mg/L

Stimulation at
1000 mg/L
Inhibition at
10 000 mg/L
Stimulation at
1000 mg/L
8900 mg/L

4900 mg/L 

14 500 mg/L
15 700 mg/L

Curtis et al., 1982
Harwood, 1997a,b

Rajini et al., 1989

Nalecz-Jawecki
and Sawicki, 1999

Stratton, 1987

Stratton, 1987

Stratton, 1987

Stratton, 1987

Stratton, 1987

Peterson et al.,
1997
Peterson et al.,
1997
Peterson et al.,
1997
Peterson et al.,
1997
Peterson et al.,
1997 
Harwood, 1997a,c

El Jay, 1996

El Jay, 1996

El Jay, 1996

El Jay, 1996

Stratton and Smith,
1988
Peterson et al.,
1997
Poirier et al., 1986
Adams and
Heidolph, 1985

DMF.qxd  2/7/01  8:50 AM  Page 16



Test species Latin name Endpoint Range References

PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 17

TABLE 2 (continued)

Water flea

Water flea
Water flea

Water flea

Water flea

Water flea

Water flea

Insect larvae

Insect larvae

Insect larvae

Shrimp

Rainbow  
trout

Zebra fish
Fathead  

minnow

Bluegill

Soil fungi

Soil fungi

Soil fungi

Wheat and
bean seeds

Daphnia magna

Daphnia magna
Daphnia magna

Daphnia magna

Daphnia magna

Daphnia magna

Daphnia magna

Paratanytarsus
parthenogeneticus
Tanytarsus
dissimilis
Chironomus
tentans
Crangon crangon

Oncorhynchus
mykiss

Brachydanio rerio
Pimephales
promelas

Lepomis
macrochirus
Sclerotinia
homeocarpa

Pythium ultimum

Pestalotia sp.

Acute 48-hour LC50 mortality

Acute 48-hour LC50 mortality
Acute 48-hour EC50 immobilization

Chronic 21-day EC50 survival and
mortality
Chronic 21-day NOEC/LOEC
survival and mortality
Chronic 28-day NOEL survival and
mortality
Acute 48-hour EC50 survival and
mortality
48-hour EC50

48-hour LC50

Acute 48-hour LC50 mortality

48-hour LC50

Acute 96-hour LC50 mortality

Acute 96-hour LC50 mortality
Acute 96-hour LC50 mortality

Acute 96-hour LC50 mortality

EC50 inhibition of fungal growth, as
compared with a control growth of
50–70 mm
EC50 inhibition of fungal growth, as
compared with a control growth of
50–70 mm
EC50 inhibition of fungal growth, as
compared with a control growth of
50–70 mm
Inhibition of germination

14 400 mg/L

14 530 mg/L
13 100 mg/L

3721 mg/L

1500–3000 mg/L

1140 mg/L

12 400 mg/L

36 200 mg/L

36 000 mg/L

33 500 mg/L

>100 mg/L

9800–12 000 mg/L

8840 mg/L
9080–11 400 mg/L

7100–7500 mg/L

4840 mg/L

10 250 mg/L

5970 mg/L

50 000 mg/L

Ziegenfuss et al.,
1986
Call et al., 1983
Sebaugh et al.,
1991
Adams and
Heidolph, 1985
Adams and
Heidolph, 1985
Leblanc and
Surprenant, 1983
Leblanc and
Surprenant, 1983
Poirier et al., 1986

Call et al., 1983

Ziegenfuss et al.,
1986
Portmann and
Wilson, 1971
Johnson and
Finley, 1980; Call
et al., 1983; Poirier
et al., 1986 
Groth et al., 1994
Batchelder, 1976;
Call et al., 1983;
Poirier et al., 1986 
Call et al., 1983;
Poirier et al., 1986 
Stratton, 1985

Stratton, 1985

Stratton, 1985

Szabo, 1972
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days’ exposure) provide endpoints for mortality
between 1140 and 3721 mg/L (Call et al., 1983;
Leblanc and Surprenant, 1983; Adams and
Heidolph, 1985; Poirier et al., 1986; Ziegenfuss et
al., 1986; Sebaugh et al., 1991). The 48-hour
LC50s obtained for various species of insect larvae
were much higher and ranged from 33 500 to
36 200 mg/L (Call et al., 1983; Poirier et al.,
1986; Ziegenfuss et al., 1986). 

The most sensitive alga appears to be
Selenastrum capricornutum, with an IC25 for
growth inhibition ranging from 3420 to 7700
mg/L (Harwood, 1997a; Peterson et al., 1997).
Results for two other green algae species range
from 8900 to 10 000 mg/L (Stratton and Smith,
1988; El Jay, 1996). Peterson et al. (1997)
obtained an IC25 for growth inhibition of 6200
mg/L for the diatom Nitzschia sp. In the same
study, blue-green algae appeared to be the least
sensitive, with IC25s for growth inhibition ranging
from 7000 to 15 100 mg/L for three tested species
(Peterson et al., 1997), a finding that differs from
earlier data (Stratton, 1987). Because of the high
degree of quality assurance/quality control
associated with the Peterson et al. (1997) study,
these data are considered as definitive levels of
toxicity to blue-green algae.

Rajini et al. (1989) measured the lethal
response of the ciliated protozoan, Paramecium
caudatum, to acute (4-hour) exposures to DMF.
The 4-hour LC50 was found to be 20 465 mg/L. A
recent paper reports EC50s (deformations) of
8190–9870 mg/L and LC50s of 19 700–31 700
mg/L for the protozoan, Spirostomum ambiguum
(Nalecz-Jawecki and Sawicki, 1999).

Marine organisms tested include the
bacterium, Vibrio fischeri, and the common
shrimp, Crangon crangon. For the decrease in
luminescence in Vibrio fischeri, the 5-minute EC50

value of 20 000 mg/L was reported by Curtis et
al. (1982) and Kaiser and Palabrica (1991) and is
in the same order of magnitude as the 15-minute

IC50 values of 13 260–14 830 mg/L reported from
four tests by Harwood (1997b). IC25 values
calculated by Harwood (1997a) with the same
data set ranged from 5830 to 6730 mg/L.
Portmann and Wilson (1971) reported a 48-hour
LC50 of >100 mg/L for the common shrimp,
Crangon crangon.

2.4.1.2 Terrestrial organisms

There is little information available on the
toxicity of DMF to terrestrial vascular plants.
Szabo (1972) found that DMF did not inhibit
germination of wheat and bean seeds at 1%
(approximately 10 000 mg/L) but did at 5%
(approximately 50 000 mg/L); however, little
methodological information is provided to permit
an assessment of the quality of the data. DMF is
included as a component of a systemic seed
protectant applied in Canada to seeds of wheat,
barley, oats, rye and flax at rates from 0.9 to
1.5 g/kg seed, from a 380 000 mg/L solution. At
these concentrations, seed germination is not
expected to be adversely affected when seed is
properly stored (PMRA, 1999). The IC25 of
4900 mg/L for the duckweed (Lemna minor), an
aquatic angiosperm, also provides an indication
that terrestrial angiosperms may not be sensitive
to DMF (Peterson et al., 1997). The most
sensitive organism in the terrestrial compartment
appears to be the soil fungus, Sclerotinia
homeocarpa, with an EC50 of 4840 mg/L for
growth inhibition (Stratton, 1985). From the
available evidence, it is apparent that plants have
a low sensitivity to DMF.

Although no information has been found
on the effects of DMF on wildlife, a review of
laboratory studies on experimental animals
(WHO, 1991) concludes that the acute toxicity of
DMF for a variety of species is low. Only one
chronic (2-year) inhalation assay was identified in
recent literature (Malley et al., 1994). In that
study, results for laboratory mice reported a
Lowest-Observed-Effect Concentration (LOEC)
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of 25 ppm (75 mg/m3)1 following inhalation of
DMF, based on changes in body weight and
clinical chemistry (see Section 2.4.3.4.1).

2.4.2 Abiotic atmospheric effects

The potential for DMF to contribute to the
depletion of stratospheric ozone, to climate
change or to the formation of ground-level ozone
was examined.

As DMF is not a halogenated compound,
its Ozone Depletion Potential (ODP) is calculated
to be 0, and it will therefore not contribute to the
depletion of stratospheric ozone (Bunce, 1996). 

Gases involved in climate change strongly
absorb infrared radiation of wavelengths between
7 and 13 µm, enabling them to trap and re-radiate
the Earth’s thermal radiation (Wang et al., 1976;
Ramanathan et al., 1985). Worst-case calculations
were made to determine if DMF has the potential
to contribute to climate change (Bunce, 1996),
assuming it has the same infrared absorption
strength as the reference compound, CFC-11. The
Global Warming Potential (GWP) was calculated
to be quite small (much less than 1% relative to
the reference compound, CFC-11), and DMF is
therefore not considered to be involved in climate
change (Bunce, 1996; Environment Canada,
2000).

The contribution of VOCs to the
formation of ground-level ozone, and the resulting
contribution to smog formation, is a complex
process and has been studied extensively (e.g.,
Dann and Summers, 1997). The Photochemical
Ozone Creation Potential (POCP) can be
calculated based on the hydroxyl radical rate
constant; however, the experimental hydroxyl
radical rate constant is lacking and can only be
estimated. Estimation methods provide an
indication that the rate of reaction is rapid, as
estimation of the reaction with hydroxyl radicals

predicts that the POCP is between 300 and 600
(Bunce, 1997). This would suggest that DMF has
a significant potential to contribute to ground-
level ozone formation; however, it is important to
note that conclusions based on these estimations
may be misleading because of the large
uncertainties associated with the assumed
hydroxyl radical rate constant (Bunce, 1998b). 

Ground-level ozone formation is initiated
by sunlight and nitrogen oxides. Examination of
the relative rate of nitrogen dioxide formation
from DMF in a smog chamber was 0.4 relative to
that of toluene and very similar to that of acetone
(0.3) (Laity et al., 1973). A more recent
examination of the potential of DMF to generate
ozone was conducted in outdoor smog chamber
experiments and indicated that the maximum rate
of ozone formation for DMF relative to propane
was 0.33, a factor of 4 lower than that of acetone
(Sickles et al., 1980). Dann and Summers’ (1997)
examination of the 117 most abundant
hydrocarbon and carbonyl species measured in
Canada (DMF not measured) shows propane and
acetone to be the 3rd and 11th most abundant
urban atmospheric chemicals, respectively;
however, propane is ranked 18th and acetone
below 30th in terms of their ozone creation
potential. This ranking is a function of the
atmospheric concentration of the substance and
the ratio of the hydroxyl radical rate constant of
the chemical of interest to the constant for
propylene (Dann and Summers, 1997). The
relationship between DMF reactivity and its
relative atmospheric concentration provides an
indication of DMF’s ozone creation potential. In
1996, approximately 4000 tonnes of acetone were
reportedly released into the atmosphere (NPRI,
1996), which is about 266 times greater than the
total volume of DMF released to the atmosphere
(see Section 2.2.1). Based on this information and
the reactivity of DMF relative to that of acetone,
it is apparent that the potential contribution of
DMF to ground-level ozone formation is low.

1 1 ppm = 3 mg/m3 (WHO, 1991).
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2.4.3 Experimental animals and in vitro

2.4.3.1 Acute toxicity

Following oral, dermal, inhalation or parenteral
administration, the acute toxicity of DMF in a
number of species is low. Lethal doses are
generally in the g/kg-bw range for oral, dermal
and parenteral routes and in the g/m3 range for
inhalation exposure. Clinical signs following
acute exposure include general depression,
anesthesia, loss of appetite, loss of body weight,
tremors, laboured breathing, convulsions,
hemorrhage at nose and mouth, liver injury and
coma preceding death. Where protocols included
histopathological examination, damage was
observed primarily in the liver (WHO, 1991).

2.4.3.2 Irritation and sensitization

IARC (1999), WHO (1991) and Kennedy (1986)
reviewed the effects of DMF on the skin and eyes
and reported only mild to moderate effects. A
single application of neat DMF to the shaved
skin of mice at 1–5 g/kg-bw (precise exposure
conditions not specified) produced slight transient
skin irritation at 2.5–5 g/kg-bw, while similar
treatment of rabbits at up to 0.5 g/kg-bw was
without effect (Kennedy, 1986; WHO, 1991).
Repeated (15- or 28-day) applications of
1–2 g/kg-bw did not induce marked local effects
on the skin of rats or rabbits. The instillation of
neat or 50% aqueous DMF into the rabbit eye
produced moderate corneal injury and moderate
to severe conjunctivitis, with some damage still
evident 14 days later (Kennedy, 1986; WHO,
1991; IARC, 1999).

2.4.3.3 Short-term and subchronic toxicity

Well-conducted studies in which a comprehensive
range of endpoints has been examined are
restricted to recent subchronic investigations, the
results of which are the focus of the text presented
here. While there have been a number of primarily
early short-term studies, these have generally been
restricted to examination of specific effects

following exposure to single dose levels. They
are not additionally informative concerning the
toxicity of DMF but confirm a range of effects in
the liver that, when considered collectively across
studies, are consistent with a profile in rats of
alterations in hepatic enzymes and increases in
liver weight at lowest concentrations and
degenerative histopathological changes, cell death
and increases in serum hepatic enzymes at higher
concentrations. Results of a limited short-term
study in monkeys also indicate that this species
is less sensitive than rats to the effects of DMF
(Hurtt et al., 1991). 

In the only short-term investigation in
which a dose–response relationship for hepatic
effects was characterized, there was a dose-
related increase in liver to body weight ratio,
significant at all levels of exposure, and in
activity of uridine diphosphate glucuronosyl
transferase at all levels of exposure in male
Wistar rats exposed for 2 weeks via drinking
water to approximately 0, 14, 70 or 140 mg/kg-
bw per day (Elovaara et al., 1983). 

Available data from acute and short-term
studies also indicate that there are effects on
metabolizing enzymes at very high doses (i.e.,
475 mg/kg-bw per day and above administered
subcutaneously to rats). These include glutathione
metabolism (although reported changes at two
different doses were not consistent) and decreases
in hepatic microsomal P450 content (Imazu et al.,
1992, 1994; Fujishiro et al., 1996). 

2.4.3.3.1 Inhalation exposure

The NTP (1992a) carried out a subchronic
bioassay in F344 rats, exposing males and
females to 0, 50, 100, 200, 400 or 800 ppm (0,
150, 300, 600, 1200 or 2400 mg/m3) for 6 hours
per day, 5 days per week, for 13 weeks. The
authors designated 200 ppm (600 mg/m3) as a
No-Observed-Adverse-Effect Level (NOAEL) 
for both sexes, based upon the absence of
histopathological lesions in liver. Minimal to
moderate hepatocellular necrosis in both sexes
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was observed at 400 and 800 ppm (1200 and
2400 mg/m3), with the lesion more severe in
females. However, in males, both the absolute and
relative weights of liver were significantly
increased at 100 ppm (300 mg/m3) and greater,
although there was no clear dose–response, as
weights declined at the highest dose. Serum
cholesterol was increased at all levels of exposure;
again, there was no clear dose–response. In males
at day 24, there was a dose-related increase in
serum alanine aminotransferase (ALT) (significant
at all levels of exposure); however, at day 91, the
increase was significant only at 400 ppm
(1200 mg/m3). At day 91, there was also a dose-
related increase in serum sorbitol dehydrogenase
in males (significant at 200 ppm [600 mg/m3]). In
females, relative liver weight was significantly
increased at all levels of exposure, with the
weight declining at the highest dose. Serum
cholesterol was significantly increased at all levels
of exposure in females, with no clear dose–
response. At day 91, in females, serum sorbitol
dehydrogenase and isocitrate dehydrogenase were
significantly increased at 200 ppm (600 mg/m3)
and greater. 

Craig et al. (1984) exposed male and
female F344 rats to 0, 150, 300, 600 or 1200 ppm
(0, 450, 900, 1800 or 3600 mg/m3) for 6 hours per
day, 5 days per week, for 12 weeks. There were
few overt signs of toxicity. Body weight was
significantly decreased in both sexes at the highest
dose. There were some changes in clinical
chemistry and hematological parameters at the
highest doses. In males, serum cholesterol was
significantly increased at the highest
concentration only. Serum alkaline phosphatase
(AP) was reduced in a dose-related manner,
beginning at 300 ppm (900 mg/m3). In females,
cholesterol was significantly increased at 600 and
1200 ppm (1800 and 3600 mg/m3). In contrast to
males, serum AP was increased in a dose-related
manner (significant at the two highest
concentrations). Data on organ weights were not
presented. Histopathological changes were

observed in the liver at the highest doses, were
barely discernible at 300 ppm (900 mg/m3) and
were not observed at 150 ppm (450 mg/m3). The
Lowest-Observed-Adverse-Effect Concentration
(LOAEC) for both sexes is 300 ppm (900 mg/m3),
based upon slight histopathological changes in the
liver (No-Observed-Effect Concentration [NOEC]
= 150 ppm [450 mg/m3]).

B6C3F1 mice were exposed to 0, 50, 100,
200, 400 or 800 ppm (0, 150, 300, 600, 1200 or
2400 mg/m3) for 6 hours per day, 5 days per
week, for 13 weeks (NTP, 1992a). Relative liver
weight was significantly increased in both sexes
at all levels of exposure, although the dose–
response was not clear. Absolute liver weight was
significantly increased in females at all dose
levels, although the dose–response was not clear.
Centrilobular hepatocellular hypertrophy
(minimal to mild) was observed in all exposed
males and in females at 100 ppm (300 mg/m3) and
higher (LOEC = 50 ppm [150 mg/m3]).

Craig et al. (1984) exposed B6C3F1 mice
to 0, 150, 300, 600 or 1200 ppm (0, 450, 900,
1800 or 3600 mg/m3) for 6 hours per day, 5 days
per week, for 12 weeks. Mortality was 10% at
600 ppm (1800 mg/m3) and 40% at 1200 ppm
(3600 mg/m3). No adverse effects on
hematological or clinical chemistry were
observed. Hepatic cytomegaly was observed in all
exposed mice; the incidence and severity were
related to dose (LOEC = 150 ppm [450 mg/m3]).

Hurtt et al. (1992) exposed three male
and three female cynomolgus monkeys to 0, 30,
100 or 500 ppm (0, 90, 300 or 1500 mg/m3) for 6
hours per day, 5 days per week, for 13 weeks.
Two males were maintained for a further 13-week
observation period after exposure had ceased. The
protocol included microscopic examination of a
comprehensive range of organ tissues in all
animals. Sperm morphology and vaginal cytology
were also evaluated in all animals. There were no
overt signs of toxicity and no effects on body
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weight gain, hematology, clinical chemistry,
urinalysis, organ weights or histopathological
effects attributable to DMF in cynomolgus
monkeys exposed to up to 500 ppm (1500 mg/m3),
leading the authors to conclude that the monkey is
much less sensitive than the rat or mouse (Hurtt et
al., 1992).

The other inhalation studies are either
poorly reported or limited in their scope
(Massmann, 1956; Clayton et al., 1963; Cai and
Huang, 1979; Arena et al., 1982). 

2.4.3.3.2 Oral exposure

In a 90-day dietary study, Crl:CD rats were
exposed to 0, 10, 50 or 250 mg/kg-bw per day
(Haskell Laboratory, 1960; Kennedy and
Sherman, 1986). Mild effects on the liver
(enlargement of hepatic cells) and hematological
effects (anemia, leukocytosis) were observed at
50 mg/kg-bw per day; at the top dose of
250 mg/kg-bw per day, weight gain was reduced,
and the animals had slight anemia, leukocytosis
and liver cell enlargement. Although there was an
apparent increase in serum cholesterol in both
sexes at the highest dose, statistical analyses were
not presented. The NOEL was 10 mg/kg-bw per
day. The Lowest-Observed-Effect Level (LOEL)
is 50 mg/kg-bw per day, based upon a significant
increase in relative liver weight in males.

In a second study involving larger group
sizes, a different strain (Wistar) and more
comprehensive tissue examination, growth was
inhibited but no tissue lesions were observed in
rats administered DMF in the diet at levels of up
to approximately 235 mg/kg-bw per day for 15
weeks (Becci et al., 1983). The LOEL is
69 mg/kg-bw per day, based upon a significant
increase in relative liver weight in females at the
two highest doses (NOEL = 20 mg/kg-bw per
day).

In the corresponding study in CD-1 mice
involving dietary administration (males: 0, 22, 70
or 246 mg/kg-bw per day; females: 0, 28, 96 or
326 mg/kg-bw per day) for 17 weeks, there were
no overt signs of toxicity and no notable effects
on blood morphology, blood biochemistry or
urinary parameters (Becci et al., 1983).
Microscopic examination of an extensive range of
organ tissues revealed only mild effects on the
liver in the majority of high-dose males and
females. There was a dose-related increase in
relative liver weight at all dose levels, although
this was statistically significant only in the mid-
and high-dose females and in the high-dose
males. On this basis, the LOEL is 96 mg/kg-bw
per day, based upon a significant increase in
relative liver weight in females (NOEL =
28 mg/kg-bw per day).

In a submission to the Office of Toxic
Substances of the U.S. Environmental Protection
Agency, BASF (1984) reported that there were no
adverse effects observed in beagle dogs (four
males and four females per group) administered
0, 1.4, 7.0 or 34.8 mg/kg-bw per day (NOEL =
34.8 mg/kg-bw per day) in the diet for 13 weeks.
The protocol included measurement of food
consumption, body weight gain, hearing tests,
ophthalmoscopic examination, clinical laboratory
investigations, measurement of organ weights and
histopathological observations.

2.4.3.4 Chronic toxicity and carcinogenicity

Presentation in this section is limited to studies in
which animals were exposed by inhalation and
ingestion. Although there were a few relevant
additional investigations in which experimental
animals were exposed via injection (Herrold,
1969; Kommineni, 1973), they do not
meaningfully contribute additionally to
assessment of chronic toxicity or the weight
of evidence of carcinogenicity.
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2.4.3.4.1 Inhalation exposure

Malley et al. (1994) exposed Crl:CD BR rats for 6
hours per day, 5 days per week, to 0, 25, 100 or
400 ppm (0, 75, 300 or 1200 mg/m3) DMF vapour
for 24 months. There were no overt signs of
toxicity other than a reduction in weight gain in
the rats exposed at 400 ppm (1200 mg/m3) and, to
a lesser extent and towards the end of the study, in
males exposed at 100 ppm (300 mg/m3).
Hematological findings were normal, as were
urinary analyses. There was a concentration-
related increase in serum sorbitol dehydrogenase
activity (indicative of hepatic effects) in the male
and female rats at 100 and 400 ppm (300 and
1200 mg/m3). Relative liver weights were
increased in both sexes at 400 ppm (1200 mg/m3),
and microscopic examination revealed hepatic
lesions (centrilobular hepatocellular hypertrophy,
lipofuscin/hemosiderin accumulation, clear cell
foci and single-cell necrosis in males and high-
dose females and focal cystic degeneration in
males) at 100 and 400 ppm (300 and 1200
mg/m3). Microscopic examination of an extensive
range of tissues from the high-dose animals (and
of selected tissues from the lower dose groups)
revealed no other treatment-related lesions except
in females, in which there was an increased
incidence of uterine endometrial stromal polyps
(1.7%, 5.1%, 3.4% and 14.8% for control, low-,
mid- and high-dose females, respectively).
Historical control data from the same laboratory
indicated a highly variable incidence of
endometrial stromal polyps (2–15% for 14 control
groups, average 6.6%). The investigators
concluded that DMF was not carcinogenic to rats
under the conditions of exposure. The LOEC was
100 ppm (300 mg/m3) (NOEC = 25 ppm [75
mg/m3]), based upon a significant increase in
centrilobular hepatocellular hypertrophy (both
sexes), significant increase in hepatic
accumulation of lipofuscin/hemosiderin (both
sexes) and hepatic single-cell necrosis (females
only).

Mice [Crl:CD 1 (ICR)BR] were exposed
to 0, 25, 100 or 400 ppm (0, 75, 300 or 1200
mg/m3) DMF for 6 hours per day, 5 days per
week, for 18 months (Malley et al., 1994).
Hematological observations were normal.
Relative liver weight was significantly increased
at the two highest concentrations in males.
Microscopic alterations in liver were observed at
all levels of exposure. The authors concluded that
DMF was not carcinogenic to mice under the
conditions of the bioassay. The LOEC is 25 ppm
(75 mg/m3), based upon centrilobular
hepatocellular hypertrophy (males), hepatic
single-cell necrosis (males and females) and
hepatic Kupffer cell hyperplasia/pigment
accumulation (males).

2.4.3.4.2 Oral exposure

An inadequate carcinogenicity study involving the
administration of DMF in the drinking water of
BD rats at approximately 10 or 20 mg/kg-bw per
day for 500 or 250 days, respectively, provided no
evidence of tumour formation, although the extent
of tissue examination was not specified (Druckrey
et al., 1967). In female Mongolian gerbils
administered DMF in the drinking water at
concentrations of 1.0–6.6% (around 5–40 mg/kg-
bw per day) for up to 200 days, there were many
early deaths at concentrations of 1.7% (around
7–11 mg/kg-bw per day) and above, and all
DMF-exposed groups had liver degeneration and
kidney congestion (Llewellyn et al., 1974). 

2.4.3.5 Genotoxicity

The following discussion is limited to results of
assays for gene mutation and cytogenesis, i.e.,
those assays in which the endpoints are most
relevant to the assessment of DMF with respect to
human health.

The results of assays for gene mutation in
vitro were almost entirely negative. Of 20
identified assays in Salmonella, results were
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negative in 18 (Green and Savage, 1978; Purchase
et al., 1978; Baker and Bonin, 1981; Brooks and
Dean, 1981; Garner et al., 1981; Gatehouse, 1981;
Ichinotsubo et al., 1981; MacDonald, 1981;
Martire et al., 1981; Nagao and Takahashi, 1981;
Richold and Jones, 1981; Rowland and Severn,
1981; Simmon and Shepherd, 1981; Skopek et al.,
1981; Venitt and Crofton-Sleigh, 1981; Antoine et
al., 1983; Falck et al., 1985; Mortelmans et al.,
1986), and 2 had equivocal results (Hubbard et
al., 1981; Trueman, 1981). Results in six assays in
Escherichia coli were all negative (Gatehouse,
1981; Matsushima et al., 1981; Mohn et al., 1981;
Thomson, 1981; Venitt and Crofton-Sleigh, 1981;
Falck et al., 1985).

Although fewer assays for cytogenetic
effects and genotoxicity in vitro were identified
than for gene mutation, results were also
predominantly negative. In assays for
chromosomal aberrations (CAs), results were
negative for human lymphocytes (Antoine et al.,
1983) and Chinese hamster ovary (CHO)
(Natarajan and van Kesteren-van Leeuwen, 1981)
and weakly positive in human peripheral
lymphocytes (Koudela and Spazier, 1979). Results
were negative in three mouse lymphoma assays
(Jotz and Mitchell, 1981; Mitchell et al., 1988;
Myhr and Caspary, 1988) and weakly positive in
one (McGregor et al., 1988). Results of in vitro
tests for sister chromatid exchange (SCE) were
negative in three assays in CHO (Evans and
Mitchell, 1981; Natarajan and van Kesteren-van
Leeuwen, 1981; Perry and Thomson, 1981) and
one in human lymphocytes (Antoine et al., 1983).
Assays for unscheduled DNA synthesis (UDS)
were negative in human fibroblasts (Agrelo and
Amos, 1981; Robinson and Mitchell, 1981),
mouse hepatocytes (Klaunig et al., 1984) and
HeLa cells (Martin and McDermid, 1981); in
assays in rat hepatocytes, results were both
negative (Ito, 1982) and positive (Williams,
1977). Results of assays for DNA repair in mouse
(McQueen et al., 1983) and hamster (McQueen et

al., 1983) hepatocytes were also negative. An
assay for DNA repair in human hepatocytes had
negative results (McQueen et al., 1988).

The database for genotoxicity studies in
vivo is more limited than that for in vitro studies.

In two adequate assays for micronucleus
induction, results were negative (Kirkhart, 1981;
Antoine et al., 1983). In the latter study, dose
levels were too widely spaced, although the top
dose is limiting. Results were also negative in
two assays in which there were no positive
controls (Salamone et al., 1981; Tsuchimoto and
Matter, 1981). It should be noted that Salamone et
al. (1981) observed no effect at doses up to 80%
of the LD50. An assay in which an increase in
micronuclei was observed in bone marrow of
mice was reported only as an abstract (Ye, 1987),
although a dose–response was not clear. Although
six dose levels were included in the protocol, the
highest dose was only 20 mg/kg-bw (oral LD50

values in laboratory animals range from 2000 to
7000 mg/kg-bw). 

Negative results were reported in assays
for chromosomal damage in rats (Sheveleva et
al., 1979; McGregor, 1981) and dominant lethal
assays in rats (Lewis et al., 1979; McGregor,
1981; Cragin et al., 1990). Limited reporting
(abstracts, secondary sources) precluded critical
review of these studies. 

No abnormalities were observed in sperm
in an adequate assay in mice (Antoine et al.,
1983). Although negative results were reported in
other assays in mice, quantitative data were not
presented (Topham, 1980, 1981), or only a
secondary source was available (McGregor,
1981).

Quantitative data were not presented in a
report of an assay in which SCEs were not
observed in bone marrow of mice (Paika et al.,
1981).
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2.4.3.6 Reproductive and developmental
toxicity

2.4.3.6.1 Reproductive toxicity

Effects on organ weights or histopathological
effects in the reproductive organs have not been
observed in subchronic or chronic studies in rats
or mice following inhalation or oral exposure
(Becci et al., 1983; Craig et al., 1984; Kennedy
and Sherman, 1986; NTP, 1992a; Malley et al.,
1994). In several of these subchronic and chronic
bioassays, additional reproductive endpoints were
examined. These included sperm density, motility
or count and length of diestrus in rats and mice
exposed for 13 weeks to concentrations up to
800 ppm (2400 mg/m3) (NTP, 1992a) and semen
volume, sperm motility, morphology or count in a
limited number of monkeys exposed to 500 ppm
(1500 mg/m3) (Hurtt et al., 1992). In none of these
investigations, however, were there adverse
effects on reproductive parameters at
concentrations or doses less than those at which
hepatic effects were observed; indeed, the only
effect reported was prolonged diestrus in female
rats exposed to 800 ppm (2400 mg/m3) for 13
weeks (NTP, 1992a). 

Few studies were identified in which the
protocols were designed specifically to address
reproductive toxicity. In a study reported as an
abstract (Lewis et al., 1979; Cragin et al., 1990),
exposure of male Sprague-Dawley rats to 30 or
300 ppm (90 or 900 mg/m3) for 6 hours per day
for 5 days did not result in histopathological
changes in reproductive organs after 6 weeks.
Pairing of the exposed males with unexposed
females for 6 weeks after exposure resulted in a
reduced number of viable fetuses per dam in the
low-dose group only.

In a multigeneration study in Swiss mice,
DMF was administered in the drinking water at
concentrations of 0, 1000, 4000 or 7000 mg/L
(NTP, 1992b; Fail et al., 1998). Litters from F0
animals were sacrificed immediately. At week 16,

pairs were separated and the final litters reared to
postnatal day 21, then entered into an F1 fertility
assessment. A crossover mating trial was also
carried out with the F0 mice. The lowest level of
exposure (1000 mg/L; average 219 mg/kg-bw per
day) was designated by the authors as the
maximum tolerated dose (LOEL) for the F0 mice,
based upon increased relative liver weight in
males and females and increased relative kidney
and adrenal weights in females. Reproductive
effects in F0 mice included reduced fertility and
fecundity at 4000 and 7000 mg/L. The crossover
trial identified females as the affected sex.
Following F1 mating, both F2 litter size and live
pup weight were reduced at all doses. At
necropsy, body weight of F1 males and females
was reduced at the two highest doses, and both
absolute and relative liver weights were increased
at all doses. The authors concluded that both
reproductive and developmental toxicity occurred
at the two highest doses (4000 and 7000 mg/L) in
the F0 mice and at all dose levels (≥1000 mg/L)
in the F1 mice.

2.4.3.6.2 Developmental toxicity

The database on developmental toxicity is more
extensive, with numerous studies having been
conducted in various species by the inhalation,
oral and dermal routes. Emphasis here is on well-
conducted and well-reported studies for which
protocols and reporting are most extensive. 

In studies in which DMF has been
administered by inhalation or ingestion, it has
been, at most, weakly teratogenic, with
malformations being observed only at high doses
that were maternally toxic (450 ppm [1350
mg/m3] by inhalation in rabbits; 503 mg/kg-bw
per day following ingestion in rats), based on
consideration of maternal body weight and signs
of overt toxicity (Hellwig et al., 1991). In general,
DMF has induced primarily fetotoxic effects most
often at maternally toxic concentrations or doses
(100 mg/kg-bw per day by stomach tube in rats)
(Saillenfait et al., 1997) but occasionally in the
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absence of maternal toxicity, based on
determination of body weight gain and overt
signs. For example, Lewis et al. (1992) reported
maternal weight gain in Crl:CD rats at 300 ppm
(900 mg/m3) (maternal LOEC), but not at 30 ppm
(90 mg/m3), at which concentration there was a
slight but significant reduction in fetal weight.
The mean fetal weights of control, low-dose and
high-dose groups were 5.5 ± 0.2, 5.5 ± 0.4 and 5.3
± 0.2 g, respectively (p < 0.05 for both low- and
high-dose groups). 

The pattern of results of studies by the
dermal route was similar, with malformations
being observed in rats only at doses that were
maternally toxic based on examination of weight
gain and overt signs of toxicity only (944 mg/kg-
bw per day in rats; 400 mg/kg-bw per day in
rabbits; 944 mg/kg-bw per day in mice) (Hellwig
et al., 1991). In one of the relatively recent
investigations by other authors (Hansen and
Meyer, 1990), fetotoxic effects (delayed
ossification) only were observed at doses
(945 mg/kg-bw per day) at which there were no
effects on maternal weight gain and no overt signs
of maternal toxicity.

2.4.3.7 Effects on neurological systems

In male Wistar rats exposed to DMF in drinking
water for either 2 or 7 weeks, glial cell fractions
were isolated from the left cerebral hemisphere
and assayed for activity of acid proteinase and
2',3'-cyclic nucleotide 3'-phosphohydrolase
(Savolainen, 1981). The right cerebral hemisphere
was assayed for RNA, glutathione and activities
of succinate dehydrogenase and azoreductase.
After 2 weeks of exposure to 0, 7, 35 or 65 mg
DMF/kg-bw per day, there was a dose-related
increase in activity of 2',3'-cyclic nucleotide 
3'-phosphohydrolase, which was significant
(p < 0.001) at all levels of exposure. After 7
weeks of exposure to 0, 8, 39 or 75 mg/kg-bw per
day, the intake of drinking water was significantly
reduced at all levels of exposure. There was also a
significant reduction in activity of azoreductase
and succinate dehydrogenase (uneven dose–

response). The authors suggested that formic acid
produced during metabolism may have disrupted
the cerebral energy metabolism (LOEL =  7–8
mg/kg-bw per day).

2.4.3.8 Immunotoxicity

In a murine local lymph node assay predictive for
identification of contact allergens, cell
proliferation was significantly increased (based
on thymidine incorporation in lymph nodes) in
mice (strain not specified) receiving a daily
topical application of 25 µL on the dorsum of
both ears for 3 consecutive days (Montelius et al.,
1996). In subsequent assays, thymidine
incorporation in DMF-solvent controls was
1.2–2.8 times higher than in naive mice
(Montelius et al., 1998). In contrast, Kimber and
Weisenberger (1989) detected no difference in
proliferation in a lymph node assay in which
lymph node cells from DMF (the solvent)-
exposed mice were compared with those from
naive mice.

2.4.3.9 Toxicokinetics and metabolism

Following absorption, DMF is uniformly
distributed, metabolized primarily in the liver and
relatively rapidly excreted as metabolites in urine.
The major pathway involves the hydroxylation of
methyl moieties, resulting in N-(hydroxymethyl)-
N-methylformamide (HMMF), which is the major
urinary metabolite in humans and animals
(Figure 2). HMMF in turn can decompose to N-
methylformamide (NMF). In turn, enzymatic N-
methyl oxidation of NMF can produce N-
(hydroxymethyl)formamide (HMF), which further
degenerates to formamide. An alternative
pathway for the metabolism of NMF is oxidation
of the formyl group, resulting in N-acetyl-S-(N-
methylcarbamoyl)cysteine (AMCC), which has
been identified as a urinary metabolite in rodents
and humans. A reactive intermediate, the
structure of which has not yet been determined
(possibly methyl isocyanate), is formed in this
pathway; while direct supporting experimental
evidence was not identified, this intermediate is
suggested to be the putatively toxic metabolite. 
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Available data in experimental animals
indicate that the metabolism of DMF is saturated
at high concentrations (100–500 ppm [300–1500
mg/m3]) (Hundley et al., 1993a,b); at much higher
levels (>2000 ppm [>6000 mg/m3]), DMF may
inhibit its own metabolism, based on the results of
early studies. Plasma levels of DMF are greater in
rats and mice than in monkeys. On repeated
exposures, metabolic capacity was increased in
rats and mice, although this was not clearly
demonstrated in monkeys (Hundley et al.,
1993a,b). 

Data on interspecies variations in
metabolism by the putatively toxic pathway are
limited to a few recent studies. In the only
investigation in which variations among species
were examined (Mráz et al., 1989), the proportion
excreted as AMCC was greatest for rats, followed
by hamsters and mice. Comparison of these
results with those from a study in human
volunteers and investigations of occupationally
exposed populations indicate that a greater
proportion of DMF may be metabolized by the
putatively toxic pathway in humans compared
with experimental animals. Results of studies in
human volunteers are consistent with the
hypothesis that the formation of AMCC is
preceded by a rate-limiting reversible protein
binding of a reactive metabolic intermediate of
DMF, possibly methyl isocyanate (Mráz and
Nohová, 1992a,b). 

There is metabolic interaction between
DMF and alcohol, which, although not well
understood, is likely due to competitive inhibition
of alcohol dehydrogenase.

Angerer et al. (1998) reported that
hemoglobin from individuals occupationally
exposed to DMF contained N-carbamoylated
valine residues derived from methyl isocyanate,
the likely precursor of AMCC. The metabolism of
DMF to HMMF by human liver microsomes in
vitro has also been demonstrated. The addition of
an antibody against rat liver cytochrome P450
2E1 to the incubation mixture strongly inhibited
DMF metabolism (Mráz et al., 1993).

2.4.4 Humans

Consistent with the results of studies in
experimental animals, available data from case
reports and cross-sectional studies in
occupationally exposed populations consistently
indicate that the liver is the target organ for the
toxicity of DMF in humans. The profile of effects
is consistent with that observed in experimental
animals, with related symptoms, increases in
serum hepatic enzymes and histopathological
effects being reported.

2.4.4.1 Cancer

Data on the incidence of cancer or cancer
mortality associated with exposure to DMF are
limited to case reports of testicular tumours and
single well-conducted and well-reported cohort
and case–control studies of occupationally
exposed populations (Chen et al., 1988a; Walrath
et al., 1989). In the cohort study of 3859 actively
employed workers with potential exposure to
DMF and to DMF and acrylonitrile (ACN) in a
fibre production facility, the incidences of cancer
of the buccal cavity/pharynx, lung, prostate,
stomach, nervous system and bladder were
considered in relation to level of and, for some
tumours, duration of exposure and were
compared with company and national rates. Level
of exposure was classified as low (approximately
<10 ppm [<30 mg/m3]), moderate (sometimes
above 10 ppm [30 mg/m3]) or high, although
quantitative data were not reported (Chen et al.,
1988a). Women were excluded from analyses
because of the small numbers. In an additional
case–control study, cancers of the buccal
cavity/pharynx (n = 39), liver (n = 6), prostate
(n = 43) and testis (n = 11) and malignant
melanoma of the skin (n = 39) were reported in
approximately 8700 workers from four plants,
which included a DMF production plant, two
acrylic fibre plants that used DMF as a spinning
solvent and a plant using the chemical as a
solvent for inks (Walrath et al., 1989). 
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Three cases of testicular germ cell
tumours that occurred during 1981–83 among 153
white men who repaired the exterior surfaces and
electrical components of F4 Phantom jets in the
United States were reported by Ducatman et al.
(1986), which led to surveys of two other repair
shops at different locations, one in which F4
Phantom jets were repaired and one where other
types of aircraft were repaired. Four of 680
workers in the F4 Phantom shop had testicular
germ cell cancers (approximately one expected)
diagnosed during 1970–83. No cases were
reported in the other facility. All seven men had
long histories in aircraft repair; although there
were many common exposures to solvents in the
three facilities, the only one identified as unique
to the F4 Phantom jet aircraft repair facilities was
to a solvent mixture containing 80% DMF (20%
unspecified). Three of the cases had been exposed
to this mixture with certainty, and three had
probably been exposed. Of the seven cases, five
were seminomas and two were embryonal cell
carcinomas.

Levin et al. (1987) and Frumin et al.
(1989) reported three cases of embryonal cell
carcinoma of the testis in workers at one leather
tannery in the United States, where it was reported
that DMF as well as a wide range of dyes and
solvents were used, including such testicular
toxins as 2-ethoxyethanol and 2-ethoxyethanol
acetate. The latency period ranged from 8 to 14
years. No additional cancers were reported in a
screening effort undertaken to identify additional
testicular cancers in 51 of the 83 workers at the
leather tannery where the three cases were
reported (Calvert et al., 1990). 

In an investigation of cancer incidence at
a plant producing fibres, compared with company
and national rates, there was no increase in the
incidence of testicular cancer in 2530 actively
employed workers exposed to DMF only. When
the data from this cohort were grouped with data
from 1329 workers exposed to both DMF and
ACN, there was only one case of testicular cancer,
compared with 1.7 expected (confidence intervals
[CI] not reported) (Chen et al., 1988a).

There was no increase in the incidence of
cancer of the testis (odds ratio = 0.91; 95%
CI = 0.1–8.6; observed number of cases = 11) in
the case–control study described above in which
the cases were drawn from a population of
approximately 8700 workers involved in
production or use of DMF at four plants (Walrath
et al., 1989, 1990). Potential exposure to DMF
was classified as low or moderate based on job
title/work area combinations and monitoring data.

Chen et al. (1988a) observed a significant
increase in prostate cancer (10 observed vs. 5.1
expected from company rates and 5.2 expected
from national rates; p < 0.10 for both
comparisons) in the 3859 workers exposed either
to DMF or to both DMF and ACN. However,
when only DMF-exposed workers (2530) were
considered, the standardized incidence rate (SIR)
(4 observed vs. 2.4 expected from company rates)
was not significant. The odds ratio for prostate
cancer in the case–control study of the 8700
DMF-exposed workers from four plants was not
significantly elevated (1.48; 95% CI = 0.59–3.74;
43 cases) (Walrath et al., 1989, 1990). When
analyses were carried out separately for each of
the four plants, an increased incidence was
observed only at one plant, where the exposure to
DMF was lower and the number of cases was
fewer than at the other plants. Adjustment for
assumed latency period did not alter the odds
ratio. There was no relationship with duration of
exposure. 

Chen et al. (1988a) also reported a
significant increase in the incidence of cancer of
the buccal cavity/pharynx (9 observed vs. 1.6
expected from company rates; p < 0.10) in the
2530 DMF-exposed workers (confidence intervals
not reported). When combined with data from
1329 workers exposed to both DMF and ACN,
the increase (11 observed) was significant when
compared with the company rate (3.2 expected,
p < 0.01), but not when compared with national
rates (6.6 expected). There was no relation to
either level or duration of exposure. All cases
were heavy, long-term smokers. There was no
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increase in risk of cancer of the buccal cavity/
pharynx in the case–control study of workers at
the four plants mentioned above (odds ratio =
0.89; 90% CI = 0.35–2.29, 39 cases) (Walrath et
al., 1989, 1990).

2.4.4.2 Effects on the liver

Case reports in workers acutely exposed to DMF
confirm that the liver is the target organ, with
hepatic effects and associated disorders of the
digestive system being reported. Symptoms
include abdominal pain, anorexia, incoordination
and jaundice, as well as nausea, vomiting and
diarrhea; nasal and skin irritation have also been
reported (Tolot et al., 1968; Potter, 1973; Chary,
1974; Chivers, 1978; Guirguis, 1981; Paoletti et
al., 1982a,b; Riachi et al., 1993; Drouet
D’Aubigny et al., 1998; Huang et al., 1998).
Changes in both liver function (Weiss, 1971;
Potter, 1973; Guirguis, 1981; Paoletti et al.,
1982b; Riachi et al., 1993; Drouet D’Aubigny et
al., 1998) and morphology (Tolot et al., 1968;
Riachi et al., 1993) have also been observed. In
one of the few reports where there was some
indication of magnitude of exposure, hepatic
impairment (marked increases in serum levels of
ALT, aspartate aminotransferase [AST], AP and

bilirubin, together with fulminant hepatitis and
jaundice) was reported in a woman who ingested
about 0.6 g DMF/kg-bw (in a formulation
containing other ingredients) in a suicide attempt
(Nicolas et al., 1990).

Alcohol intolerance, characterized by
flushing of the face, dizziness, nausea and
tightness of the chest, has been widely reported
among DMF-exposed workers (Lyle, 1979; Lyle
et al., 1979; Lauwerys et al., 1980; Yonemoto and
Suzuki, 1980; Paoletti and Iannaccone, 1982;
Paoletti et al., 1982a; Tomasini et al., 1983; Cirla
et al., 1984; Redlich et al., 1988, 1990; Wang et
al., 1989, 1991; Cai et al., 1992; Fiorito et al.,
1997; Wrbitzky, 1999). These symptoms have
been associated with exposures to 10 ppm
(30 mg/m3) (Lauwerys et al., 1980; Yonemoto and
Suzuki, 1980; Cai et al., 1992; Fiorito et al.,
1997); some workers responded to concentrations
as low as 1.2 ppm (3.6 mg/m3) (Wrbitzky, 1999). 

Levels of serum hepatic enzymes in
populations occupationally exposed to DMF have
been determined in several cross-sectional
studies. A brief overview of the information on
exposure–response derived from these studies is
summarized in the following table. 

Concentration1 Effect on liver Exposed population Confounders Reference
enzymes

<10–60 ppm increase 183 workers some workers were Wang et al., 1989
random area sampling also exposed to solvents (abstract), 1991
10–42 ppm increase 13 workers few details reported Yang et al., 1994 
area monitoring (abstract)
1–27 ppm no effect 27 workers Paoletti and 

Iannaccone, 1982 
(English abstract)

5–20 ppm increase (significance 13 workers exposure to solvents Tomasini et al., 
not reported) 1983 (English abstract)

3–20 ppm significant increase 100 workers Cirla et al., 1984
(TWA, 7 ppm)
personal sampling 
0.3–15.5 ppm no effect 22 workers Lauwerys et al., 1980
(usually <10 ppm)
static area sampling
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Increases in serum enzymes were reported
in 183 workers exposed to <10–60 ppm (<30–180
mg/m3) DMF (and other solvents) (Wang et al.,
1991) and in a smaller group (n = 13) exposed to
10–42 ppm (30–126 mg/m3) (Yang et al., 1994
[abstract]). There were also increases in serum
levels of hepatic enzymes in 2 of 13 workers
exposed to 5–20 ppm (15–60 mg/m3) DMF (and
other solvents) (Tomasini et al., 1983). Cirla et al.
(1984) reported a significant increase in serum
enzymes in 100 workers exposed to a time-
weighted average (TWA) of 7 ppm (21 mg/m3)
(range 3–20 ppm [9–60 mg/m3]). Major et al.
(1998) reported an increase in serum enzymes
(significance not reported) in 26 workers exposed
to 0.2–8 ppm (0.6–24 mg/m3) DMF with
concomitant exposure to ACN, and Fiorito et al.
(1997) observed a significant increase in 12 of 75
workers exposed to 7 ppm (21 mg/m3). There
were no increases in serum hepatic enzymes in 22
workers exposed to “<10 ppm” (<30 mg/m3)
(Lauwerys et al., 1980), 6 workers exposed to 1–5
ppm (3–15 mg/m3) (Yonemoto and Suzuki, 1980),
28 workers exposed to a mean concentration of 6
ppm (18 mg/m3) (Catenacci et al., 1984), 207
workers exposed to 0.1–7 ppm (0.3–21 mg/m3)
(Cai et al., 1992) or 126 workers exposed to up to
2.3 ppm (6.9 mg/m3) (Wrbitzky, 1999). 

While there have been considerable
variations in the size of study populations,
magnitude and duration of exposure, extent of
exposure to other substances and adequacy of
reporting in these investigations, there is a
consistent pattern of increase in serum enzymes in
workers with relatively higher exposures in the
studies, some of which included individual
monitoring. In summary, the results concerning
exposure–response are consistent across studies,
with increases in serum hepatic enzymes not
being observed at concentrations in the range of
1–6 ppm (3–18 mg/m3). At higher levels of
exposure (>7 ppm [>21 mg/m3]), increased serum
levels of hepatic enzymes have been observed
consistently. Women were excluded from analyses
because of the small numbers. 

Generally, when serum levels of liver
transaminases were raised, the AST/ALT ratio
was <1, an indication that abnormal function was
not due to alcoholic liver disease (Redlich et al.,
1988; Fleming et al., 1990).

Three studies were identified (highlighted
in the table) for which TWA exposures were
presented and which can serve, therefore, as the
basis for at least crude estimates of exposure–
response. These are described in more detail here.

Concentration1 Effect on liver Exposed population Confounders Reference
enzymes

1–5 ppm  no effect 6 workers Yonemoto and Suzuki, 
personal and area 1980
sampling
4–8 ppm no effect 28 workers Catenacci et al.,  1984
(mean, 6 ppm)
sampling not specified
0.2–8 ppm increase (significance 26 workers concomitant exposure Major et al., 1998
area sampling not reported) to ACN
7 ppm significant increase 75 workers Fiorito et al., 1997
area sampling 
at different workplaces
0.1–7 ppm no effect 207 workers some workers were also Cai et al., 1992
personal sampling exposed to toluene
up to 2.3 ppm no effect 126 workers Wrbitzky and Angerer, 
personal sampling 1998; Wrbitzky, 1999

1 1 ppm = 3 mg/m3.
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In an investigation of liver function in
75 male workers in a synthetic leather factory,
geometric mean levels of DMF in the air based on
area sampling were approximately 20 mg/m3

(~7 ppm) (range 2–40 mg/m3) (Fiorito et al.,
1997). Skin contact with liquid DMF was also a
possibility. The control group consisted of 75
unexposed workers similar in age, sex, social
status and residence. All workers underwent a
complete physical examination, with liver
function tests for serum AST, ALT, gamma-
glutamyl transpeptidase (gamma-GT), AP, bile
acids, bilirubin, serum cholesterol and
triglycerides, and markers for hepatitis A, B and
C. Gastrointestinal symptoms (stomach pain,
nausea, appetite loss) were reported by 50% of the
DMF-exposed workers, and 40% had symptoms
such as face flushing, palpitation, headache,
dizziness or tremors following alcohol
consumption. (Many avoided alcohol as a result.)
Mean serum ALT, AST, gamma-GT and AP were
significantly higher in the exposed group
(p < 0.001), and 17/75 (23%) had abnormal liver
function, compared with only 4% of controls.
Multivariate analyses confirmed that ALT, AST
and gamma-GT were significantly correlated with
cumulative DMF exposure. The analyses
controlled for factors such as body mass index,
alcohol intake, serum cholesterol and hepatitis
markers.

Catenacci et al. (1984) investigated liver
function (serum glutamate–oxaloacetate
transaminase [SGOT], serum glutamate–pyruvate
transaminase [SGPT], gamma-GT and AP) in
workers employed for at least 5 years in an acrylic
fibre plant. The first group of 28 subjects worked
in the spinning department, where DMF exposure
(8-hour TWA) ranged from 12 to 25 mg/m3 (4 to 8
ppm), with a mean of 18 mg/m3 (6 ppm). The
second group consisted of 26 subjects exposed, in
the polymer department, to DMF at (8-hour TWA)
1.8–5 mg/m3 (0.6–1.8 ppm), with a mean of
3 mg/m3 (1 ppm). A control group consisted of
54 subjects matched for age, smoking/alcohol
consumption and history of liver disease, who had
never been occupationally exposed to solvents.

Mean serum values for SGOT, SGPT, gamma-GT
and AP did not differ among the three groups and
were within the normal ranges.

Cirla et al. (1984) carried out a clinical
evaluation of 100 male workers in synthetic
polyurethane leather production exposed to a
mean TWA concentration (determined by
personal sampling) of 22 mg/m3 (range 8–58
mg/m3) (mean TWA 7 ppm; range 3–19 ppm).
The mean exposure period was 5 years (range
1–15 years). The referent group was 100 workers
at the same or similar factories, without exposure
to any solvents or toxic metals, matched by sex,
age group, alcohol history, smoking habits, coffee
intake, socioeconomic status, residence and
dietary customs. Clinical evaluation was carried
out and a laboratory assessment was performed
for blood cell counts and serum AP, AST, ALT
and gamma-GT. Serum gamma-GT was
abnormally high in 25/100 exposed and only
10/100 referents (p < 0.01). Higher prevalences in
the exposed group for abnormally high serum
levels of AST (9 vs. 3) and ALT (12 vs. 8) were
not statistically significant. AP values were
normal in all subjects. Several symptoms,
including headache, dyspepsia and digestive
impairment, characteristic of effects on the liver,
were also associated with exposure to DMF.

Histopathological changes in the liver
have also been reported in occupationally
exposed workers, although quantitative data on
levels of exposure are not well documented.
Tomasini et al. (1983) reported hepatic pain and
palpable liver in 4 of 13 workers exposed to 5–20
ppm (15–60 mg/m3) DMF (and other solvents) for
periods ranging from a few weeks to 4 years.
Redlich et al. (1990) carried out biopsies of liver
from workers heavily exposed to DMF (and other
solvents; quantitative data not reported). Workers
exposed for less than 3 months had hepatocellular
necrosis, enlarged Kupffer cells, microvesicular
steatosis, complex lysosomes and pleomorphic
mitochondria. The liver of workers exposed for
longer terms (14–120 months) had fatty changes
with occasional lipogranuloma.
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2.4.4.3 Cardiac effects

Excess mortality from ischemic heart disease in
DMF-exposed workers in a U.S. ACN fibre plant
was observed in a historical cohort study (Chen et
al., 1988b). Between 1950 and 1982, there were
62 deaths due to ischemic heart disease (40.3
expected from company rates; p < 0.01). The
increase was not significant in comparison with
the state (South Carolina) rates. A similar
observation was made for a second group of 1329
employees at the plant who were potentially
exposed to both DMF and ACN (65 deaths
observed, 48.3 expected from company rates;
p < 0.05). However, the rate was not significantly
higher than either state or national rates. Lifestyle
factors were suggested to be more likely causes
than exposure to DMF (Chen et al., 1988b).

No convincing evidence of adverse effects
on cardiac function was seen in a limited study in
which electrocardiographic (ECG) monitoring
was carried out on workers at a small synthetic
leather plant where DMF was used. Monitoring of
eight workers over a work shift revealed possible
mild effects (isolated ventricular premature beats
after 2 hours of work, without “pathological
alteration” of the ECG) in one worker (Taccola et
al., 1981). In a brief report, ECG changes in
workers exposed to DMF were reported (<3 ppm
[<9 mg/m3], with peaks up to 1500 ppm [4500
mg/m3], plus skin exposure), but little detail was
provided (Kang-De and Hui-Lan, 1981).

Cardiac disturbances, including
tachycardia and palpitations, have occasionally
been observed in cross-sectional studies of DMF-
exposed workers (Lyle, 1979; Lyle et al., 1979;
Kang-De and Hui-Lan, 1981; Cirla et al., 1984;
Fiorito et al., 1997). Sometimes, the palpitations
followed alcohol ingestion (Lyle, 1979; Lyle et
al., 1979; Fiorito et al., 1997).

2.4.4.4 Genotoxicity

Seven studies were identified in which the
genotoxicity of DMF in humans has been

examined. Four of these studies were critically
reviewed by IARC (1999) and were described
therein as follows.

Berger et al. (1985) reported that the
prevalence of CAs was higher in the blood
lymphocytes of 20 workers exposed to DMF,
NMF and dimethylamine than in 18 unexposed
workers at the same factory (1.4% vs. 0.4%;
statistical significance not provided). The mean
concentrations 1 year prior to blood sampling
were 12.3 mg/m3 for DMF, 5.3 mg/m3 for NMF
and 0.63 mg/m3 for dimethylamine. However, the
control group had an unusually low level of
chromosome breaks. The IARC Working Group
noted that the possible effect of smoking was not
addressed. 

A higher incidence of CAs was observed
in the lymphocytes of about 40 workers exposed
to DMF than in an unspecified control group
(2.74–3.82% vs. 1.10–1.61%; p < 0.05). The
range of exposure to DMF was 150–180 mg/m3.
Workers were also exposed to trace amounts of
methyl ethyl ketone, butyl acetate, toluene,
cyclohexanone and xylene. After technological
improvements designed to reduce DMF exposure
levels (range 35–50 mg/m3), the frequency of
aberrant cells decreased to 1.49–1.59% (Koudela
and Spazier, 1981). 

Although Sram et al. (1985) reported in
an abstract that there was no evidence of
increased frequency of CA in peripheral
lymphocytes in workers exposed to DMF, no
details were provided.

Seiji et al. (1992) reported that the mean
SCE rate was higher in the blood cells of 22
women exposed to three concentrations of DMF
(0.3–5.8 ppm [0.9–17.4 mg/m3]) in a leather
production factory than in 22 unexposed controls
from the same factory, matched by sex, age and
residence. None of the women smoked tobacco or
drank alcohol. The incidence of SCEs was
significantly increased in a dose-related manner
in the mid- and high-exposure groups. 
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Based on review of these studies, IARC
(1999) concluded that “The positive data for
cytogenetic damage in humans occupationally
exposed to it are not very convincing.”

Three relevant reports, including one for
which only an abstract was identified in which
few details were provided (Haber et al., 1990),
were identified in addition to those reviewed by
IARC (1999). The two investigations for which
reporting was adequate are described here.

Major et al. (1998) reported that for
workers with 3–10 years of occupational exposure
to undefined levels of DMF and/or ACN, the
prevalence of peripheral lymphocytes with CAs
was increased compared with unexposed controls
(see below). After a further 7 months’ exposure
(to DMF at 0.2–8 ppm [0.6–24 mg/m3] and ACN
at 0–17.6 mg/m3), the incidence in the exposed
group increased to 5.1% but did not increase
further up to 20 months. The incidence of SCEs
was also higher than control values at the start of
the 20-month study and remained higher at 7 and
20 months. The UDS level was similar to that in
controls when the study started but had increased
in the exposed group by month 7. In addition to
concomitant exposure to ACN, current smoking
was also a confounding factor, with CA and SCE

yields being significantly higher in exposed
smokers than in exposed non-smokers.
Nevertheless, CA yields at 7 months were
significantly higher in exposed non-smokers than
in control non-smokers and in exposed smokers
than in control smokers. 

Cheng et al. (1999) measured SCE
frequency in peripheral lymphocytes of workers
at a resin synthesis plant. Nine workers had low
exposure (median 5.2 ppm [15.6 mg/m3]; range
0.9–5.3 ppm [2.7–15.9 mg/m3]) and 20 workers
had high exposure (median 24.8 ppm [74.4
mg/m3]; range 11.4–83.3 ppm [34.2–249.9
mg/m3]). There were no differences between the
two groups; there was no additional control
population.

Results of studies on genotoxicity
conducted since the IARC evaluation have not
contributed materially to the database that was
considered by IARC (1999) not to provide
convincing evidence. Certainly, the results, when
taken as a whole, are inconsistent and not readily
explained by variations in exposure.
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3.1 CEPA 1999 64(a): Environment

The environmental risk assessment of a PSL
substance is based on the procedures outlined in
Environment Canada (1997a). Analysis of
exposure pathways and subsequent identification
of sensitive receptors are used to select
environmental assessment endpoints (e.g., adverse
reproductive effects on sensitive fish species in a
community). For each endpoint, a conservative
Estimated Exposure Value (EEV) is selected and
an Estimated No-Effects Value (ENEV) is
determined by dividing a Critical Toxicity
Value (CTV) by an application factor. A
hyperconservative or conservative quotient
(EEV/ENEV) is calculated for each of the
assessment endpoints in order to determine
whether there is potential ecological risk in
Canada. If these quotients are less than one, it can
be concluded that the substance poses no
significant risk to the environment, and the risk
assessment is completed. If, however, the quotient
is greater than one for a particular assessment
endpoint, then the risk assessment for that
endpoint proceeds to an analysis where more
realistic assumptions are used and the probability
and magnitude of effects are considered. This
latter approach involves a more thorough
consideration of sources of variability and
uncertainty in the risk analysis.

3.1.1 Terrestrial assessment endpoints 

Since most DMF appears to be released to air in
Canada, and based on the fate of DMF in the
ambient environment, biota are expected to be
exposed to DMF primarily in air; little exposure
to surface water, soil or benthic organisms is
expected. Based on this, and because of the low
toxicity of DMF to a wide range of aquatic and
soil organisms, it is unlikely that organisms will
be exposed to harmful levels of DMF in Canadian

surface waters, soils or groundwater. Therefore,
the focus of the environmental risk
characterization is on terrestrial organisms
exposed directly to DMF in ambient air.

Terrestrial plants can be exposed to DMF
by direct contact with the atmosphere, but also
conceivably by diffusion from raindrops
deposited on leaves. No data are available on the
toxicity of DMF to terrestrial vascular plants.
Seeds, soil fungi and aquatic angiosperm
macrophytes can be used as indicators of the
potential sensitivities of trees, shrubs and other
plants. The most sensitive of these organisms
appears to be the soil fungus, Sclerotinia
homeocarpa, with an EC50 of 4840 mg/L for
growth inhibition (Stratton, 1985). In view of the
generally high effect concentrations relative to
other species, it is unlikely that terrestrial plants
are particularly sensitive to DMF exposure. 

As most DMF is reportedly released to
air, and as bioaccumulation is not expected,
effects on wildlife will occur mainly through
direct exposure by inhalation in the vicinity of the
point source. Based on the available information,
the home range of common small-sized eastern
Canadian mammals (e.g., voles, squirrels, mice)
is generally much less than 1 km2 (Banfield,
1974; Burt and Grossenheider, 1976; Forsyth,
1985; U.S. EPA, 1999b). By contrast, the home
range of the raccoon, a common suburban visitor,
is quite variable in size, reportedly ranging from a
few square kilometres to thousands of square
kilometres (Burt and Grossenheider, 1976; U.S.
EPA, 1999b). Therefore, small-sized mammals
may be exposed, over long periods of time, to the
highest concentrations of DMF within a few
kilometres of the site, while the more mobile
larger mammals are probably exposed over time
to lower average levels of DMF.

3.0 ASSESSMENT OF “TOXIC” UNDER CEPA 1999
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No information has been found on the
effects of DMF on wildlife. Experimental animals
used in laboratory studies are used as surrogates
for small and medium-sized mammals exposed to
DMF through inhalation.

3.1.2 Environmental risk characterization

3.1.2.1 Terrestrial organisms

With a reported annual loading of less than 20
tonnes and generally less than 1 tonne at any
location in Canada, continuous releases of
consistent magnitude likely result in long-term
exposure to low concentrations of DMF near point
sources. Because of the absence of empirical data
on concentrations of DMF in air in Canada, an
EEV was calculated based on release data for the
largest Canadian emitter, making several
conservative assumptions. 

The largest annual release reported at 
one location can be expressed on a daily basis
(12.7 tonnes/year = 0.0348 tonnes/day or 3.48 ×
107 mg/day). As a conservative estimate, it will be
assumed that daily releases of DMF are contained
within a cylinder having a radius of 1 km centred
on the point source. Dispersion within 1 km is
likely a conservative assumption, for a number of
reasons. First, the greatest reported emissions are
occurring in a mixed industrial and agricultural
area (Environment Canada, 1999). The site is
paved with asphalt, and, as such, wild plants and
mammals will not likely be found in the
immediate vicinity of the source. Finally, although
the specific dispersal behaviour of DMF has not
been documented near the source, results of
dispersion modelling indicate that concentrations
of other contaminants released to air elsewhere
tend to decrease rapidly within a few kilometres
of industrial point sources (e.g., Davis, 1997; Thé,
1998). 

Upward movement of organic compounds
released to the atmosphere generally does not
exceed 100 m at night but may exceed 1000 m
during the day (Bunce, 1998a). The more

conservative value of 100 m will be used 
as a ceiling for estimating the exposure
concentrations.

This provides a dispersal volume of 3.14
× 108 m3 in the form of a cylinder 100 m in height
and 1 km in radius. With a daily release of 3.48 ×
107 mg/day, the daily increase in the concentration
of DMF in air is estimated at 0.11 mg/m3 and will
be used as a conservative EEV. Reaction with
hydroxyl radicals will tend to reduce the
concentrations of DMF in the daytime. Since the
degradation half-life of DMF could be a week or
more, continuous daily inputs would lead to
buildup of DMF within the cylinder in the
absence of any other loss process. However,
fugacity-based modelling suggests that advection
processes, i.e., rain and wind, are the major
factors in determining concentrations in the
atmosphere. Even under essentially stagnant
conditions, with a wind speed of 1 km/hour, the
rate of advection of DMF out of the cylinder is so
fast that the steady-state concentration would be
0.01 mg/m3 or less. At a typical average wind
speed of 10 km/hour, the concentration of DMF
in the cylinder would be reduced by a factor of
approximately 100. The EEV of 0.11 mg/m3 is
generally higher than or comparable to
measurements made in other countries (Section
2.3.2). 

The chronic inhalation (18 months)
LOEC of 75 mg/m3 (25 ppm) measured for mice
(Malley et al., 1994) is used as the CTV for
exposure of small mammals. This value was
selected from a large data set composed of acute
and chronic studies conducted on a number of
laboratory species. Although no direct effects
related to survival were observed at the exposure
concentrations used in this study (up to 1200
mg/m3 [400 ppm]), nor were any hematological
changes or effects on the estrous cycle observed,
there was an increased incidence of hepatocellular
hypertrophy, hepatic single-cell necrosis and
hepatic Kupffer cell hyperplasia/pigment
accumulation at 75 mg/m3 (Malley et al., 1994).
Such effects may not directly manifest themselves
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calculated EEV is, however, generally consistent
with the highest concentrations measured in
other countries. It is unlikely that there are
concentrations of DMF in Canada that are higher
than those calculated and used in this assessment.
For air, reported releases at the selected location
by far exceed reported releases to air at any other
location and, as such, likely constitute a worst
case. For water, concentrations are expected to be
low because of the limited releases to this
medium identified and the limited partitioning of
DMF from air into water. Small spills and
leakage could increase levels of DMF in soil and
groundwater; however, the available information
suggests that such releases would be small and
infrequent. 

Regarding effects of DMF on terrestrial
organisms, although no toxicity data were
identified for vascular plants, data on effects of
DMF on seeds and aquatic macrophytes suggest
that terrestrial vegetation is not particularly
sensitive to DMF. Additional evidence of effects
on terrestrial plants would strengthen the
conclusion that DMF is not expected to damage
gymnosperms, angiosperms or other vascular
plants. 

There is uncertainty concerning the
extrapolation from a lowest-effect level to a no-
effect level and from laboratory mammals to
potential effects on wildlife populations. To
account for these uncertainties, an application
factor was used in the environmental risk analysis
to derive an ENEV.

Despite some data gaps regarding the
environmental effects of and exposure to DMF,
the data available at this time are considered
adequate for making a conclusion on the
environmental risk of DMF in Canada.

as population-level effects in wildlife species;
therefore, the ENEV is derived by dividing the
CTV by a reduced application factor of 5. This
factor also accounts for the extrapolation from a
lowest-effect level to a no-effect level, as well as
the uncertainty surrounding the extrapolation from
laboratory to field conditions and interspecies and
intraspecies variability in sensitivity. As a result,
the ENEV is 15 mg/m3. The risk quotient is
calculated by dividing the EEV (0.11 mg/m3) by
the ENEV:

Quotient = EEV
ENEV

= 0.11 mg/m3

15 mg/m3

= 0.007

Since this conservative quotient is less than 1, it is
unlikely that DMF causes adverse effects on
terrestrial organisms in Canada.

3.1.2.2 Discussion of uncertainty

There are a number of potential sources of
uncertainty in this environmental risk assessment.
The calculated Henry’s law constant is uncertain,
as it is based on a water solubility that is infinite.
Sensitivity analysis suggests that the fugacity-
based partitioning estimates can be sensitive to the
value used as the Henry’s law constant (Bobra,
1999). 

Because the half-life in air (~8 days) is
only estimated, there is the possibility that the
value is underestimated. A longer half-life would
tend to increase, to some extent, the GWP of
DMF. Sensitivity analysis on the fugacity-based
results indicates that percent partitioning estimates
are not sensitive to this parameter, but estimated
concentrations are affected (Bobra, 1999).

Ambient levels near Canadian sources are
not available. The EEV was therefore estimated
based on available information on releases. This
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3.2 CEPA 1999 64(b): Environment
upon which life depends 

DMF does not deplete stratospheric ozone, and its
potential for contributing to climate change is
negligible. Given its low reactivity in air and low
release rate into air, DMF is not likely to
contribute to the photochemical formation of
ground-level ozone. 

3.3 CEPA 1999 64(c): Human health

3.3.1 Estimated population exposure

Identified data on concentrations of DMF in
environmental media in Canada are insufficient to
allow estimates of population exposure to be
developed. Concentrations in food in Canada or
elsewhere were not identified; for water, either
quantitative data on concentrations are unreliable
(OMEE, 1996) or DMF has not been detected,
using analytical methodology with poor
sensitivity (Conor Pacific Environmental, 1998).

Non-pesticidal use of DMF in Canada
is small and restricted primarily to industrial
applications. Most DMF released into the
environment in Canada during such use is emitted
to air (Section 2.2.2.2). Most DMF remains in the
medium of release prior to degradation (Section
2.3.1.4). Therefore, the greatest potential for
exposure of the general population to DMF from
non-pesticidal sources is in air in the vicinity of
industrial point sources. Based on dispersion
modelling of releases from the highest emitter
over a 1-km radius, 100 m in height, the estimated
ambient concentration is 0.11 mg/m3 (110 µg/m3)
(Section 3.1.2.1). Although this value is
comparable to levels measured under similar
conditions in other countries, it is based on very
conservative assumptions; taking into account
more likely conditions, including some loss due to
advection, estimated concentrations would be 10-
to 100-fold less (i.e., 11 or 1.1 µg/m3). 

Based on lack of detection in the
multimedia study, levels of DMF in indoor air of
50 homes were less than 3.4 µg/m3 (Conor Pacific
Environmental, 1998).

3.3.2 Hazard characterization

3.3.2.1 Effects on humans

Consistent with the results of studies in
experimental animals, available data from
case reports and cross-sectional studies in
occupationally exposed populations indicate that
the liver is the target organ for the toxicity of
DMF in humans. The profile of effects is
consistent with that observed in experimental
animals, with gastrointestinal disturbance,
alcohol intolerance, increases in serum hepatic
enzymes (AST, ALT, gamma-GT and AP) and
histopathological effects (hepatocellular necrosis,
enlarged Kupffer cells, microvesicular steatosis,
complex lysosomes, pleomorphic mitochondria
and fatty changes with occasional lipogranuloma)
being observed. 

Based on the limited data available, there
is no convincing, consistent evidence of increases
in tumours at any site associated with exposure to
DMF in the occupational environment. Case
reports of testicular cancers have not been
confirmed in a cohort and case–control study.
There have been no consistent increases in
tumours at other sites associated with exposure to
DMF.

There is also little consistent, convincing
evidence of genotoxicity in populations
occupationally exposed to DMF, with results of
available studies of exposed workers (DMF and
other compounds) being mixed. The pattern of
observations is not consistent with variations in
exposure across studies; however, in view of the
positive dose–response relationship observed in
the one study in which it was investigated, this
area may be worthy of additional work, although
available data on genotoxicity in experimental
systems are overwhelmingly negative.
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3.3.2.2 Effects on experimental animals

DMF has low acute toxicity and is slightly to
moderately irritating to the eyes and skin. In acute
and repeated-dose toxicity studies, it has been
consistently hepatotoxic, inducing effects on the
liver at lowest concentrations or doses. The profile
of effects includes alterations in hepatic enzymes
and increases in liver weight, progressive
degenerative histopathological changes and
eventually cell death and increases in serum
hepatic enzymes. Species variations in sensitivity
to these effects have been observed, with the order
of sensitivity being mice > rats > monkeys. 

Although the database for carcinogenicity
is limited to two adequately conducted bioassays
in rats and mice, there have been no increases in
the incidence of tumours following chronic
inhalation exposure to DMF. The weight of
evidence for genotoxicity is overwhelmingly
negative, based on extensive investigation in in
vitro assays, particularly for gene mutation, and a
more limited database in vivo. 

DMF has induced adverse reproductive
effects only at concentrations considerably greater
than those associated with adverse effects on the
liver. In developmental studies, in adequately
conducted and reported primarily recent studies,
fetotoxic and teratogenic effects have been
consistently observed only at maternally toxic
concentrations or doses. 

Available data are inadequate as
a basis for assessment of the neurological or
immunological effects of DMF.

3.3.3 Dose–response analysis

In both humans and experimental animals exposed
to DMF, the target organ has been the liver,
consistent with local action of a reactive
intermediate in the tissue in which it is primarily
metabolized. Available data indicate that there are
considerable variations between experimental
animals and humans in the proportion of DMF

metabolized by the putatively toxic pathway, with
the resulting implication that humans may be
more sensitive to the effects of DMF. Also, since
there are data available to serve as a basis for at
least crude characterization of exposure–response
for parameters associated with hepatic toxicity in
workers, the Tolerable Concentration (TC) is
based on data in humans. Analyses of dose–
response for hepatic effects in the studies in
experimental animals are presented for
comparison. Since exposure in the general
environment is likely to be primarily through air,
emphasis in this section is on the generally more
extensive database on toxicity by the inhalation
route.

3.3.3.1 Humans

Effects on the liver observed at lowest
concentration in cross-sectional studies in
occupationally exposed populations for which
there is some information on exposure–response
are increases in serum hepatic enzymes. The
results concerning exposure–response are
consistent across studies, with increases in serum
hepatic enzymes not being observed at
concentrations in the range of 1–6 ppm (3–18
mg/m3). At higher levels of exposure (>7 ppm
[>21 mg/m3]), increased serum levels of hepatic
enzymes have been observed consistently. The
study in the largest group of workers that
included individual monitoring of exposure is that
of Cirla et al. (1984), in which there were
significant increases in serum gamma-GT in 100
workers exposed to 7 ppm (21 mg/m3) (TWA,
determined by personal sampling), compared with
100 controls matched for age, sex, alcohol
consumption, smoking habits, coffee intake,
socioeconomic status, residence and dietary
habits (SGOT and SGPT were not increased).
Study subjects were selected to minimize large
variations in exposure; those with histories of
possible accidental exposures were also excluded.
When subjects who had not modified their
alcohol consumption upon working with DMF
were considered, the effect was still evident. The
workers were also exposed to small (but
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unspecified) quantities of toluene, methyl ethyl
ketone, ethyl acetate isopropyl alcohol and
isobutyl alcohol. 

Results of this study are consistent with
those of a carefully conducted study by Fiorito et
al. (1997), in which serum ALT, AST, gamma-GT
and AP were significantly increased in 12 of 75
workers exposed to 7 ppm (21 mg/m3) DMF
(geometric mean), compared with 75 controls
matched by age, sex, residence and social status.
Confounding by alcohol consumption and pre-
existing liver disease was minimized through
selection criteria for study subjects. The impact
of obesity, hepatitis markers and alcohol
consumption was considered but did not explain
the observed effects. Analysis of paired enzymes
was also conducted. It was reported that the study
subjects worked in a factory that produces
synthetic leather using polyurethane resin,
pigments and large amounts of DMF (about 15
tonnes/day). Levels of DMF were based on 8-hour
area sampling in various working locations. 

Catenacci et al. (1984) did not observe
differences between serum enzyme levels of
SGOT, SGPT and gamma-GT in 28 workers
employed for more than 5 years and exposed to a
mean TWA of 6 ppm (18 mg/m3) DMF or 26
subjects employed for more than 5 years and
exposed to a mean TWA of 1 ppm (3 mg/m3) and
54 controls matched for age, smoking status,
alcohol consumption and history of liver disease.
Few details were presented in the published
account of this study. It was noted that these
workers were employed in an acrylic fibre plant;
no mention was made of exposure to other
solvents. The data on which the estimated TWA
exposures were based were not reported. In view
of the small number of subjects exposed to the
mean TWA of 6 ppm (18 mg/m3) DMF (n = 28),

negative results reported therein may be a
function of lack of power of the study to detect a
meaningful effect and are not, therefore,
necessarily inconsistent with the results of Cirla et
al. (1984) and Fiorito et al. (1997).

Based on the Lowest-Observed-Adverse-
Effect Level (LOAEL) of 7 ppm (21 mg/m3), a
TC has been derived as follows:

TC  = 7 ppm (21 mg/m3) × 8/24 × 5/7
50

=  0.03 ppm (0.1 mg/m3)

where:
• 7 ppm (21 mg/m3) is the LOAEL for

increases in serum hepatic enzymes in
workers exposed primarily to DMF reported
by Cirla et al. (1984) and Fiorito et al.
(1997); it should be noted that the observed
small increases in a few serum hepatic
enzymes are considered to be only
minimally adverse, with associated hepatic
damage likely being fully reversible upon
cessation of exposure.

• 8/24 and 5/7 are the factors to convert
exposure during 8 hours per day and 5 days
per work week, respectively, to continuous
exposure.

• 50 is the uncertainty factor (×10 for
intraspecies [interindividual]2 variation,
including sensitive subgroups; ×5 to account
primarily for less than lifetime exposure;
although the TC is based on a LOAEL,
observed effects are considered to be only
minimally adverse). 

2 Available quantitative data are insufficient to replace default values for the component of this uncertainty factor with data-
derived values (Health Canada, 1994).

DMF.qxd  2/7/01  8:50 AM  Page 40



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 41

3.3.3.2 Experimental animals

In subchronic inhalation assays in F344 rats,
there was an increase in relative liver weight in
females and increased cholesterol in both sexes at
50 ppm (150 mg/m3) (LOEC), with no clear
dose–response (NTP, 1992a), progressive
histopathological hepatic changes in both sexes at
400 and 800 ppm (1200 and 2400 mg/m3) (Craig
et al., 1984) and hepatocellular necrosis in both
sexes at 400 ppm (1200 mg/m3) (NTP, 1992a).
B6C3F1 mice had hepatocellular hypertrophy at
50 ppm (150 mg/m3) (LOEC), in addition to
significantly increased relative liver weight in
both sexes without clear dose–response (NTP,
1992a) and hepatic cytomegaly at 150 ppm (450
mg/m3) and higher (Craig et al., 1984). No signs
of toxicity were observed in monkeys exposed to
up to 500 ppm (1500 mg/m3) (Hurtt et al., 1992).

In a chronic inhalation bioassay in
Crl:CD BR rats, at 100 ppm (300 mg/m3), there
were significant increases in centrilobular
hepatocellular hypertrophy (both sexes), hepatic
accumulation of lipofuscin/hemosiderin (both
sexes) and hepatic single-cell necrosis (females
only). In mice [Crl:CD 1 (ICR)BR], at 25 ppm
(75 mg/m3), there was centrilobular hepatocellular
hypertrophy (males), hepatic single-cell necrosis
(males and females) and hepatic Kupffer cell
hyperplasia/pigment accumulation (males)
(Malley et al., 1994).

Data on dose–response following
ingestion are limited to subchronic studies. At
250 mg/kg-bw per day, liver cell enlargement was
reported in Crl:CD rats; at 50 mg/kg-bw per day,
relative liver weight was significantly increased in
males (Kennedy and Sherman, 1986). In Wistar
rats, relative liver weight was significantly
increased at 69 mg/kg-bw per day, but no

histopathological lesions were observed at doses
up to 235 mg/kg-bw per day (Becci et al., 1983).
In CD-1 mice, only mild histopathological
changes were observed in the liver at 246 mg/kg-
bw per day; at 96 mg/kg-bw per day, relative
liver weight was significantly increased in
females. No adverse effects were observed in
beagle dogs administered up to 34.8 mg/kg-bw
per day in the diet for 13 weeks.

It should be noted that the lowest
concentration (50 ppm [150 mg/m3]) at which
effects were observed in the liver of rats (NTP,
1992a) in an inhalation assay is equivalent to an
intake of 46.5 mg/kg-bw per day in rats,3 which
is consistent with the effect levels in Crl:CD rats
(Kennedy and Sherman, 1986) and Wistar rats
(Becci et al., 1983) following dietary exposure.
The lowest concentration (50 ppm [150 mg/m3])
to which mice were exposed in NTP (1992a) is
equivalent to an intake of 200 mg/kg-bw per day,4

which is consistent with the effect levels in the
dietary assay in mice reported by Becci et al.
(1983).

Reported incidence, benchmark
concentrations at the 5% level (BMC05) and
associated p-values and goodness of fit statistics
for effects on the liver for relevant endpoints for
which fits were acceptable in the most robust
subchronic and chronic studies for inhalation and
ingestion, respectively, are presented in Tables 3
and 4. 

For the discrete endpoints, the BMC05 is
defined as the concentration of chemical that is
estimated to cause a 5% increase in incidence
over the background response rate. It is
calculated by first fitting the following model to
the dose–response data (Howe, 1995):

3 1 mg/m3 = 0.31 mg/kg-bw per day in rats (Health Canada, 1994).

4 1 mg/m3 = 1.33 mg/kg-bw per day in mice (Health Canada, 1994).
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Subchronic assays  

B6C3F1 mice

10 males and 10
females per group

0, 50, 100, 200, 400,
800 ppm, 6 hours/day,
5 days/week, for 13
weeks

(NTP, 1992a)

LOEC = 50 ppm, based
upon increased relative
liver weight in both
sexes and
hepatocellular
hypertrophy in males control

50 ppm
100 ppm
200 ppm
400 ppm
800 ppm 

control
50 ppm
100 ppm
200 ppm
400 ppm
800 ppm 

Male, incidence
(severity) of
centrilobular
hepatocellular
hypertrophy:
0/10
4/10 (1.8)
9/10 (1.3)
10/10 (2.0)
10/10 (2.0)
10/10 (2.0) 

Female, incidence
(severity) of
centrilobular
hepatocellular
hypertrophy:
0/10
0/10
10/10 (1.3)
10/10 (1.9)
10/10 (2.0)
10/10 (2.0) 

BMC05 = 8.5 ppm
excluding 400 and 800
ppm groups 

Adjusted 
BMC05 = 1.51 ppm 

BMC05 = 17.9 ppm
excluding 200, 400 and
800 ppm groups 

Adjusted 
BMC05 = 3.19 ppm
excluding 200, 400 and
800 ppm groups 

95% LCL05 = 2.5 ppm
excluding 400 and 800
ppm groups 

Adjusted
95% LCL05 = 0.44 ppm    

95% LCL05 = 8.1 ppm
excluding 200, 400 and
800 ppm groups 

Adjusted
95% LCL05 = 1.45 ppm
excluding 200, 400 and
800 ppm groups   

Chi-square (1) = 0.004
p-value = 0.99 

Chi-square (1) = 7.5
p-value = 0.01      

TABLE 3 Effect levels and benchmark concentrations for DMF, inhalation exposure

Study Effect level                   Data for calculating benchmark Benchmark concentration1

(reference) concentration
Concentration Response Parameter estimates Goodness of fit
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TABLE 3 (continued)
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Rat, Crl:CD BR

87 males and 87
females per group

0, 25, 100, 400 ppm, 
6 hours/day, 5
days/week, for 2 years

(Malley et al., 1994)

LOEC = 100 ppm,
based upon a
significant increase in
centrilobular
hepatocellular
hypertrophy (both
sexes), significant
increase in hepatic
accumulation of
lipofuscin/hemosiderin
(both sexes) and
hepatic single-cell
necrosis (females only)

NOEC = 25 ppm

control (n = 60)
25 ppm (n = 59)
100 ppm (n = 59)
400 ppm (n = 62) 

control (n = 57)
25 ppm (n = 59)
100 ppm (n = 58)
400 ppm (n = 60) 

control (n = 17)
25 ppm (n = 19)
100 ppm (n = 21)
400 ppm (n = 26) 

control (n = 57)
25 ppm (n = 59)
100 ppm (n = 58)
400 ppm (n = 60) 

control (n = 60)
25 ppm (n = 59)
100 ppm (n = 59)
400 ppm (n = 62)

females, hepatic
accumulation of
lipofuscin/hemosiderin:
8%
7%
22% (p < 0.05)
61% (p < 0.05) 

males, hepatic 
accumulation of 
lipofuscin/hemosiderin:
4%
4%
17% (p < 0.05)
58% (P < 0.05) 

males, relative liver
weight:
2.87
2.81
3.28
3.58 (p < 0.05) 

males, hepatic foci of
alterations (clear cell):
11%
8%
22% (p < 0.05)
35% (p < 0.05) 

females, hepatic foci of
alterations (clear cell):
5%
5%
14%
24% (p < 0.05) 

BMC05 = 37.0 ppm 

Adjusted 
BMC05 = 6.61 ppm 

BMC05 = 41.4 ppm 

Adjusted 
BMC05 = 7.39 ppm 

BMC05 = 44.5 ppm 

Adjusted
BMC05 = 7.95 ppm 

BMC05 = 5.7 ppm 

Adjusted
BMC05 = 10.3 ppm 

BMC05 = 84.3 ppm 

Adjusted
BMC05 = 15.1 ppm 

95% LCL05 = 19.8 ppm 

Adjusted 
95% LCL05 = 3.54 ppm 

95% LCL05 = 21.9 ppm 

Adjusted 
95% LCL05 = 3.91 ppm     

95% LCL05 = 23.7 ppm 

Adjusted:
95% LCL05 = 4.23 ppm  

95% LCL05 = 37.8 ppm 

Adjusted
95% LCL05 = 6.75 ppm  

95% LCL05 = 53.4 ppm 

Adjusted
95% LCL05 = 9.54 ppm 

Chi-square (1) = 1.01
p-value = 0.31      

Chi-square (1) = 0.84
p-value = 0.36      

F(1,79) = 2.09
p-value = 0.15      

Chi-square (2) = 1.71
p-value = 0.42     

Chi-square (2) = 0.77
p-value = 0.68  

Study Effect level Data for calculating benchmark Benchmark concentration1

(reference) concentration
Concentration Response Parameter estimates Goodness of fit

Chronic toxicity/carcinogenicity assays        
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Mice, Crl:CD 1
(ICR)BR

78 males and 78
females per group

0, 25, 100, 400 ppm, 
6 hours/day, 
5 days/week, for 
18 months

(Malley et al., 1994) 

LOEC = 25 ppm, based
upon centrilobular
hepatocellular
hypertrophy (males),
hepatic single-cell
necrosis (males and
females) and hepatic
Kupffer cell
hyperplasia/pigment
accumulation (males) 

control (n = 22)
25 ppm (n = 14)
100 ppm (n = 12)
400 ppm (n = 23) 

control (n = 57)
25 ppm (n = 59)
100 ppm (n = 58)
400 ppm (n = 60) 

control (n = 60)
25 ppm (n = 59)
100 ppm (n = 59)
400 ppm (n = 62) 

control (n = 60)
25 ppm (n = 59)
100 ppm (n = 59)
400 ppm (n = 62) 

control (n = 61)
25 ppm (n = 63)
100 ppm (n = 61)
400 ppm (n = 63) 

females, relative liver
weight:
3.12
3.43
3.33
3.86 (p < 0.05) 

males, centrilobular
hepatocellular
hypertrophy:
0
0
5% (p < 0.05)
30% (p < 0.05) 

females, centrilobular
hepatocellular
hypertrophy:
0
0
3% (p < 0.05)
40% (p < 0.05) 

females, hepatic single
cell necrosis:
0
0
5% (p < 0.05)
18% (p < 0.05) 

females, hepatic single-
cell necrosis:
29%
44% (p < 0.05)
70% (p < 0.05)
76% (p < 0.05) 

BMC05 = 101.6 ppm 

Adjusted
BMC05 = 18.1 ppm 

BMC05 = 118.7 ppm 

Adjusted
BMC05 = 21.2 ppm 

BMC05 = 126.7 ppm 

Adjusted
BMC05 = 22.6 ppm 

BMC05 = 126.9 ppm 

Adjusted
BMC05 = 22.7 ppm 

BMC05 = 16.8 ppm

BMC05 = 5.9 ppm
excluding 400 ppm
group 

Adjusted
BMC05 = 3.00 ppm

BMC05 = 1.05 ppm
excluding 400 ppm
group 

95% LCL05 = 46.2 ppm 

Adjusted
95% LCL05 = 8.25 ppm  

95% LCL05 = 56.4 ppm 

Adjusted
95% LCL05 = 10.1 ppm 

95% LCL05 = 77.7 ppm 

Adjusted
95% LCL05 = 13.9 ppm 

95% LCL05 = 72.9 ppm 

Adjusted
95% LCL05 = 13.0 ppm

95% LCL05 = 11.9 ppm

95% LCL05 = 4.1 ppm
excluding 400 ppm
group 

Adjusted
95% LCL05 = 2.13 ppm

95% LCL05 = 0.73 ppm
excluding 400 ppm
group   

F(1,67) = 1.12
p-value = 0.29   

Chi-square (1) = 0.65
p-value = 0.42      

Chi-square (1) = 0.13
p-value = 0.72      

Chi-square (1) = 0.78
p-value = 0.38  

Chi-square (2) = 9.7
p-value = 0.00

(Chi-square (1) = 0.02
p-value = 0.88)      

Study Effect level Data for calculating benchmark Benchmark concentration1

(reference) concentration
Concentration Response Parameter estimates Goodness of fit
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control (n = 60)
25 ppm (n = 62)
100 ppm (n = 60)
400 ppm (n = 59) 

control (n = 60)
25 ppm (n = 62)
100 ppm (n = 60)
400 ppm (n = 59) 

control (n = 61)
25 ppm (n = 63)
100 ppm (n = 61)
400 ppm (n = 63) 

control (n = 60)
25 ppm (n = 62)
100 ppm (n = 60)
400 ppm (n = 59)  

control (n = 61)
25 ppm (n = 63)
100 ppm (n = 61)
400 ppm (n = 63) 

males, hepatic single-
cell necrosis:
24%
59% (p < 0.05)
68% (p < 0.05)
87% (p < 0.05) 

males, hepatic Kupffer
cell hyperplasia/
pigment accumulation:
22%
52% (p < 0.05)
60% (p < 0.05)
86% (p < 0.05) 

females, hepatic
Kupffer cell
hyperplasia/pigment
accumulation:
51%
57%
71% (p < 0.05)
89% (p < 0.05) 

males, centrilobular
hepatocellular
hypertrophy:
0
8% (p < 0.05)
41% (p < 0.05)
52% (p < 0.05)  

females, centrilobular
hepatocellular
hypertrophy:
0
6%
19% (p < 0.05)
54% (p < 0.05)

BMC05 = 10.8 ppm 

Adjusted
BMC05 = 1.93 ppm 

BMC05 = 11.1 ppm 

Adjusted
BMC05 = 1.98 ppm 

BMC05 = 13.4 ppm 

Adjusted
BMC05 = 2.39 ppm 

BMC05 = 18.9 ppm 

Adjusted
BMC05 = 3.38 ppm

BMC05 = 2.93 ppm
excluding 400 ppm
group

BMC05 = 25.1 ppm 

Adjusted
BMC05 = 4.48 ppm 

95% LCL05 = 7.8 ppm 

Adjusted
95% LCL05 = 1.39 ppm  

95% LCL05 = 8.2 ppm 

Adjusted
95% LCL05 = 1.46 ppm  

95% LCL05 = 9.3 ppm 

Adjusted
95% LCL05 = 1.66 ppm   

95% LCL05 = 15.3 ppm 

Adjusted
95% LCL05 = 0.95 ppm

95% LCL05 = 1.48 ppm
excluding 400 ppm
group

95% LCL05 = 19.9 ppm 

Adjusted
95% LCL05 = 3.55 ppm 

Chi-square (2) = 13.4
p-value = 0.00      

Chi-square (2) = 7.5
p-value = 0.02      

Chi-square (2) = 0.35
p-value = 0.84 

Chi-square (2) = 0.77
p-value = 0.00

(Chi-square (0) = 0.00
p-value = 1.00)      

Chi-square (2) = 0.39
p-value = 0.82     

TABLE 3 (continued)

Study Effect level Data for calculating benchmark Benchmark concentration1

(reference) concentration
Concentration Response Parameter estimates Goodness of fit
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control (n = 31)
25 ppm (n = 42)
100 ppm (n = 38)
400 ppm (n = 36) 

control (n = 42)
25 ppm (n = 35)
100 ppm (n = 36)
400 ppm (n = 47)

males, relative liver
weight:
5.85
5.94
7.06 (p < 0.05)
7.80 (p < 0.05) 

females, relative liver
weight:
5.59
5.71
5.99
6.35 (p < 0.05)

BMC05 = 65.6 ppm 

Adjusted
BMC05 = 11.7 ppm 

BMC05 = 144.7 ppm 

Adjusted
BMC05 = 25.8 ppm

95% LCL05 = 37.5 ppm

Adjusted
95% LCL05 = 6.69 ppm

95% LCL05 = 76.3 ppm 

Adjusted
95% LCL05 = 13.6 ppm 

F(1,143) = 1.94
p-value = 0.17      

F(1,156) = 0.34
p-value = 0.56      

TABLE 3 (continued)

Study Effect level Data for calculating benchmark Benchmark concentration1

(reference) concentration
Concentration Response Parameter estimates Goodness of fit

1 Adjusted from intermittent exposure (hours/day, days/week) to continuous exposure.
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Subchronic assays  

Rat, Wistar

25 males and 25
females per group

Dietary administration
for 15 weeks

(Becci et al., 1983)

Mouse, CD-1

30 males and 30
females per group

dietary administration
for 17 weeks

(Becci et al., 1983)

LOEL = 69 mg/kg-bw
per day, based upon a
significant increase in
relative liver weight in
females at the two
highest doses
(NOEL = 20 mg/kg-bw
per day) 

LOEL = 96 mg/kg-bw
per day, based upon
statistically significant
increase in relative
liver weight in females

NOEL = 28 mg/kg-bw
per day

control 
(n = 25)
18 mg/kg-bw per day
(n = 23)
61 mg/kg-bw per day
(n = 25)
210 mg/kg-bw per day
(n = 23) 

control
(n = 25)
20 mg/kg-bw per day
(n = 25)
69 mg/kg-bw per day
(n = 24)
235 mg/kg-bw per day
(n = 24)

control
(n = 30)
22 mg/kg-bw per day
(n = 28)
70 mg/kg-bw per day
(n = 29)
246 mg/kg-bw per day
(n = 29) 

control 
(n = 30)
28 mg/kg-bw per day
(n = 29)
96 mg/kg-bw per day
(n = 29)
326 mg/kg-bw per day
(n = 30) 

males, relative liver
weight:
4.30 ± 0.09

4.51 ± 0.11

4.59 ± 0.08

4.99 ± 0.10 (p < 0.05)

females, relative liver
weight:
3.86 ± 0.06

3.89 ± 0.08

4.24 ± 0.12 (p < 0.05)

5.00 ±  0.12 (p < 0.05) 

males, relative liver
weight:
5.3 ± 0.1

5.6 ± 0.1

5.8 ± 0.1

6.6 ± 0.1 (p < 0.01) 

females, relative liver
weight:
5.1 ± 0.2

5.5 ± 0.1

5.9 ± 0.1 (p < 0.01)

6.6 ± 0.3 (p < 0.01) 

BMD05 = 23.1 mg/kg-
bw per day

BMD05 = 35.9 mg/kg-
bw per day 

BMD05 = 21.3 mg/kg-
bw per day

BMD05 = 36.8 mg/kg-
bw per day 

95% LCL05 = 12.7
mg/kg-bw per day

95% LCL05 = 15.7
mg/kg-bw per day 

95% LCL05 = 7.6
mg/kg-bw per day 

95% LCL05 = 21.3
mg/kg-bw per day 

F(1,92) = 0.73
p-value = 0.39    

F(1,94) = 0.13
p-value = 0.72  

F(1,112) = 1.17
p-value = 0.28    

F(1,114) = 0.14
p-value = 0.71  
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TABLE 4 Effect levels and benchmark doses for DMF, oral exposure

Study Effect level Data for calculating benchmark Benchmark dose
(reference) dose

Concentration Response Parameter estimates Goodness of fit
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where d is dose, k is the number of dose groups in
the study, P(d) is the probability of the animal
developing the effect at dose d and qi > 0, i =
1,...,k are parameters to be estimated.

The models were fit to the incidence data
using THRESH (Howe, 1995), and the BMC05s
were calculated as the concentration C that
satisfies

A chi-square lack of fit test was performed for
each of the model fits. The degrees of freedom for
this test are equal to k minus the number of qi’s
whose estimates are non-zero. A p-value less than
0.05 indicates a significant lack of fit.

For the continuous endpoints, the BMC05

is defined as the concentration that causes a 5%
increase in the absolute (i.e., additional) risk of
seeing an “adverse” response. This method
utilizes the “hybrid” method of Crump (1995), in
which the adverse response level in the control
group is specified as 5%. That is, 5% of the
animals in the control group would, by natural
variation, have a response that would be
considered adverse. Then, the probability of being
adverse, as opposed to the response itself, is
modelled. 

The Weibull model was fit to each of the
endpoints using BENCH_C (Crump and Van
Landingham, 1996):

where d is dose, P(d) is the probability of an
adverse response at dose d and k, b, and p0 are

[ ]P d p p e d k

( ) ( ) ( )= + − − −
0 01 1 β
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( ) ( )
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1 0
0 05
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d k
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− − −











0

1
0

1 1
K

parameters to be estimated. The BMC05 was then
calculated as the concentration C such that

An F-test was used to assess lack of fit of the
model. A p-value less than 0.05 indicates lack of
fit. 

Although not the basis of the TC
developed here, there are several important
observations from dose–response analyses of the
results of the studies in animals. The lowest
reported benchmarks for a range of hepatic effects
in rats and mice following inhalation are those for
histopathological lesions in the liver, which are
higher but in the same range as those reported to
induce effects on hepatic function in the studies in
workers. It should be noted, though, that, due to
the nature of the effects on which they were based
(increases in serum hepatic enzymes versus
histological effects), the benchmarks in humans
and animals are not strictly comparable. 

It is also evident that there is progression
of effects from subchronic to long-term studies,
with effects being more severe following chronic
exposure (although quantitative values for the
lowest benchmarks for different types of lesions
in the subchronic and chronic studies are similar).

3.3.4 Human health risk characterization

Due to the nature of use, patterns of release and
environmental fate of DMF, the focus of the
human health risk characterization is populations
exposed through air in the vicinity of industrial
point sources (Section 3.3.1).

Worst-case estimates of airborne levels in
the immediate vicinity of the largest emitter in
Canada (0.11 mg/m3), which are likely 10- to 100-
fold greater than those anticipated under most
conditions (Section 3.1.2.1), do not appreciably
exceed the TC (0.1 mg/m3) derived on the basis of
increases in serum hepatic enzymes in exposed
workers. 

P C P( ) ( ) .− =0 0 05
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3.3.5 Uncertainties and degree of
confidence in human health risk
characterization

For the reasons mentioned in Sections 3.1.2.1 and
3.1.2.2, quantitative estimates of ambient levels in
the vicinity of point sources in Canada on which
the human health risk characterization is based are
highly uncertain and likely conservative, although
consistent with highest concentrations measured
in other countries. The proximity of these
predicted concentrations in the vicinity of point
sources to residential areas is also unknown.
Available monitoring data are inadequate as a
basis for characterization of the exposure of the
general population to DMF.

There is a high degree of confidence
based on studies in both humans and experimental
animals that the liver is the target organ for the
toxicity of DMF. Cross-sectional studies on
hepatic effects in workers, limited principally to
males, were complicated by co-exposures to other
substances and limitations of available data on
exposure, including, in some cases, lack of
monitoring data for individuals. However, the
levels that induced minimally adverse hepatic
effects were remarkably consistent across a large
number of studies. 

3.4 Conclusions

CEPA 1999 64(a): Based on available data, it is
concluded that N,N-
dimethylformamide is not
entering the environment in a
quantity or concentration or
under conditions that have or
may have an immediate or
long-term harmful effect on
the environment or its
biological diversity.
Therefore, N,N-dimethyl-
formamide is not considered

to be “toxic” as defined
under Paragraph 64(a) of
CEPA 1999.

CEPA 1999 64(b): Based on available data, it is
concluded that N,N-dimethyl-
formamide is not entering the
environment in a quantity or
concentration or under
conditions that constitute or
may constitute a danger to
the environment on which
life depends. Therefore, N,N-
dimethylformamide is not
considered to be “toxic” as
defined under Paragraph
64(b) of CEPA 1999.

CEPA 1999 64(c): Based on available data, it
has been concluded that N,N-
dimethylformamide is not
entering the environment in a
quantity or concentration or
under conditions that
constitute or may constitute a
danger in Canada to human
life or health. Therefore,
N,N-dimethylformamide is
not considered to be “toxic”
as defined under Paragraph
64(c) of CEPA 1999.

Overall conclusion: Based on critical assessment
of relevant information, N,N-
dimethylformamide is not
considered to be “toxic” as
defined in Section 64 of
CEPA 1999.
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3.5 Considerations for follow-up
(further action)

Since N,N-dimethylformamide is not considered
“toxic” as defined in Section 64 of CEPA 1999,
investigation of options to reduce exposure under
CEPA 1999 is not considered a priority at this
time. However, this is based upon current use
patterns; thus, future releases of this compound
should continue to be monitored to ensure that
exposure does not increase to any significant
extent.

DMF.qxd  2/7/01  8:50 AM  Page 50



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 51

Adams, W.J. and B.B. Heidolph. 1985. Short-cut
chronic toxicity estimates using Daphnia
magna. In: R.D. Cardwell, R. Purdy and
R.C. Bahner (eds.), Aquatic toxicity and
hazard assessment: seventh symposium.
American Society for Testing and Materials,
Philadelphia, Pennsylvania. Am. Soc. Test.
Mater. Spec. Tech. Publ. 854: 87–103.

Agrelo, C. and H. Amos. 1981. DNA repair in
human fibroblasts. In: F.J. de Serres and
J. Ashby (eds.), Evaluation of short-term tests
for carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 528–532.

Amster, M.B., N. Hijazi and R. Chan. 1983. Real
time monitoring of low level air contaminants
from hazardous waste sites. In: National
Conference on Management of Uncontrolled
Hazardous Waste Sites, October 31 –
November 2, 1983, Washington, D.C.
Hazardous Materials Control Research
Institute/Consultants. pp. 98–99. 

Angerer, J., T. Göen, A. Krämer and
H.U. Käfferlein. 1998. N-Methylcarbamoyl
adducts at the N-terminal valine of globin in
workers exposed to N,N-dimethylformamide.
Arch. Toxicol. 72: 309–313.

Anonymous. 1981. Hazardous materials section
(dimethyl formamide). In: N.I. Sax (editor-in-
chief), Dangerous properties of industrial
materials report. Vol. 1. Van Nostrand
Reinhold, New York, N.Y. pp. 17–87.

Antoine, J.L., J. Arany, A. Léonard, J. Henrotte,
G. Jenar-Dubuisson and G. Decat. 1983. Lack
of mutagenic activity of dimethylformamide.
Toxicology 26: 207–212.

Arena, N., G. Santacruz, E.F. Alia, M. Baldus,
T. Corgiolu and E.E. Alia. 1982. [Structural
and ultrastructural changes to the
myocardium in rabbits exposed to
dimethylformamide vapour.] Boll. Soc. Ital.
Biol. Sper. 58: 1496–1501 (in Italian).

Atkinson, R. 1988. Estimation of gas-phase
hydroxyl radical rate constants for organic
chemicals. Environ. Toxicol. Chem.
7: 435–442.

Atkinson, R. 1999. Personal communication.
Technical note sent to A. Bobra, AMBEC
Environmental Consultant, dated July 23,
1999. DMF rate constant (kOH). University of
California at Riverside, California.

Baker, R.S.U. and A.M. Bonin. 1981. Study of
42 coded compounds with the Salmonella/
mammalian microsome assay. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report
of the International Collaborative Program.
Elsevier, New York, N.Y. Prog. Mutat. Res.
1: 249–260.

Banfield, A.W.F. 1974. The mammals of Canada.
University of Toronto Press, Toronto, Ontario.

BASF. 1984. 13-week oral toxicity (feeding)
study with dimethylformamide (DMF) in
beagle dogs with cover sheet dated 061289.
U.S. Environmental Protection Agency,
Washington, D.C. (TSCA Submission EPA
Document No. 86-890000633).

Batchelder, T.L. 1976. Evaluation of
dimethylformamide in the aquatic
environment (final report) (sanitized). U.S.
Environmental Protection Agency,
Washington, D.C. (EPA #86-890001140S).

4.0 REFERENCES

DMF.qxd  2/7/01  8:50 AM  Page 51



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE52

Beauchamp, R. 1998. Personal communication.
Technical note regarding Chemcan and DMF
sent to A. Chevrier, Environment Canada.
Bureau of Chemical Hazards, Health Canada.

Becci, P.J., K.A. Voss, W.D. Johnson, M.A. Gallo
and J.G. Babish. 1983. Subchronic feeding
study of N,N-dimethylformamide in rats and
mice. J. Am. Coll. Toxicol. 2: 371–378.

Begert, A. 1974. Biological purification of
dimethylformamide-containing industrial
sewage. Vom Wasser 43: 403–432.

Berger, H., I. Haber, G. Wünscher and
G. Bittersohl. 1985. [Epidemiologic studies of
exposure to dimethylformamide.] Z. Gesamte
Hyg. Ihre Grenzgeb. 31: 366–368 (in
German) [cited in IARC, 1999].

BIBRA International. 1999. N,N-Dimethyl-
formamide. Contract report prepared for
Health Canada. Surrey, U.K. (Contract No.
H4045-8-CH50/001/SS).

Bobra, A. 1999. Collection of notes and
modelling results submitted by A. Bobra,
AMBEC Environmental Consultant. Contract
with Chemicals Evaluation Division,
Commercial Chemicals Evaluation Branch,
Environment Canada.

Bolton, K. 1998. Personal communication. Letter
from K. Bolton, University of Toronto,
Toronto, Ontario, to A. Chevrier, Environment
Canada, dated June 8, 1998. Peer review of
DMF Assessment Report and supporting
document.

Brooks, T.M. and B.J. Dean. 1981. Mutagenic
activity of 42 coded compounds in the
Salmonella/microsome assay with
preincubation. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 261–270.

BUA (GDCh-Advisory Committee on
Existing Chemicals of Environmental
Relevance). 1994. N,N-Dimethylformamide.
BUA Report No. 84 (December 1991).
German Chemical Society, Wissenschaftliche
Verlagsgesellschaft, Stuttgart, Germany.

Bunce, N.J. 1996. Atmospheric properties of
substances on the Priority Substances List #2
(PSL2). Report to Environment Canada.
University of Guelph, Guelph, Ontario.

Bunce, N.J. 1997. Personal communication. Notes
from N. Bunce, University of Guelph,
Guelph, Ontario, to A. Chevrier, Environment
Canada, dated January 23, 1997. Ozone
creation potential calculations.

Bunce, N.J. 1998a. Personal communication.
Notes from N. Bunce, University of Guelph,
Guelph, Ontario, to A. Chevrier, Environment
Canada, dated June 1, 1998. Environmental
Resource Group review of DMF Assessment
Report and supporting document.

Bunce, N.J. 1998b. Personal communication.
Technical note from N. Bunce, University of
Guelph, Guelph, Ontario, to B. Scott,
Environment Canada, dated February 10,
1998. DMF fate in air.

Bunce, N.J. 1999. Personal communication.
Technical note from N. Bunce, University of
Guelph, Guelph, Ontario, to A. Bobra,
AMBEC Environmental Consultant, dated
July 27, 1999. DMF rate constant (kOH).

Burt, W.H. and R.P. Grossenheider. 1976. A field
guide to the mammals of North America
north of Mexico. 3rd edition. Houghton
Mifflin Company, Boston, Massachusetts.

Cai, S.X. and M.Y. Huang. 1979. [Investigation
on occupational hazard in a butadiene
monomer workshop of a cis-butadiene rubber
plant.] J. Hyg. Res. 8(1): 22–49 (in Chinese)
[cited in WHO, 1991].

DMF.qxd  2/7/01  8:50 AM  Page 52



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 53

Cai, S.-X., M.-Y. Huang, L.-Q. Xi, Y.-L. Li, 
J.-B. Qu, T. Kawai, T. Yasugi, K. Mizunuma,
T. Watanabe and M. Ikeda. 1992.
Occupational dimethylformamide exposure. 3.
Health effects of dimethylformamide after
occupational exposure at low concentrations.
Int. Arch. Occup. Environ. Health
63: 461–468.

Call, D.J., L.T. Brooke, N. Ahmad and
J.E. Richter. 1983. Toxicity and metabolism
studies with EPA priority pollutants and
related chemicals in freshwater organisms.
U.S. Environmental Protection Agency,
Duluth, Minnesota (EPA-600/3-83-095).

Calvert, G.M., J.M. Fajen, B.W. Hills and
W.E. Halperin. 1990. Testicular cancer,
dimethylformamide, and leather tanneries.
Lancet 336: 1253–1254.

CCOHS (Canadian Centre for Occupational
Health and Safety). 1997a. Dimethyl-
formamide. CHEMINFO database, record
#55, Issue 97-3. Hamilton, Ontario.

CCOHS (Canadian Centre for Occupational
Health and Safety). 1997b. Dimethyl-
formamide. MSDS database, record
#1346796, Issue 97-3. Hamilton, Ontario.

Carter, J.L. and D.A. Young. 1983.
Biodegradation of chemical plant wastewater
containing dimethylformamide. In:
Proceedings of the 38th Industrial Waste
Conference, May 10–12, 1983. Butterworth
Publishers, Boston, Massachusetts. pp.
481–486.

Catenacci, G., D. Grampella, R. Terzi, A. Sala and
G. Pollini. 1984. Hepatic function in subjects
exposed to environmental concentrations of
DMF lower than the actually proposed TLV.
G. Ital. Med. Lav. 6: 157–158.

Chary, S. 1974. Dimethylformamide: a cause of
acute pancreatitis? Lancet ii: 356.

Chen, J.L., W.E. Fayerweather and S. Pell. 1988a.
Cancer incidence of workers exposed to
dimethylformamide and/or acrylonitrile. J.
Occup. Med. 30: 813–818.

Chen, J.L., W.E. Fayerweather and S. Pell. 1988b.
Mortality study of workers exposed to
dimethylformamide and/or acrylonitrile. J.
Occup. Med. 30: 819–821.

Cheng, T., S. Hwang, H. Kuo, J. Luo and
M. Chang. 1999. Exposure to epichlorohydrin
and dimethylformamide, glutathione S-
transferases and sister chromatid exchange
frequencies in peripheral lymphocytes. Arch.
Toxicol. 73(4/5): 282–287.

Chivers, C.P. 1978. Disulfiram effect from
inhalation of dimethylformamide. Lancet
i: 331.

Chowhan, P. 1999. Personal communication.
Memorandum from P. Chowhan, Product
Safety Bureau, Health Canada, to G. Long,
Priority Substances Section, Health Canada.

Chromek, J., J. Kupec, M. Mladek and P. Marvan.
1983. A study of respiration of the alga
Scenedesmus quadricauda in batch conditions
under influence of N,N-dimethylformamide
and dimethylamine. Arch. Hydrobiol. Suppl.
63: 441–460.

Cirla, A.M., G. Pisati, E. Invernizzi and
P. Torricelli. 1984. Epidemiological study on
workers exposed to low dimethylformamide
concentrations. G. Ital. Med. Lav. 6: 149–156.

Clay, P.F. and T.M. Spittler. 1983. Determination
of airborne volatile nitrogen compounds
using four independent techniques. In:
National Conference on Management of
Uncontrolled Hazardous Waste Sites, October
31 – November 2, 1983, Washington, D.C.
Hazardous Materials Control Research
Institute/Consultants. pp. 100–104.

DMF.qxd  2/7/01  8:50 AM  Page 53



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE54

Clayton, J.W., J.R. Barnes, D.B. Hood and
G.W.H. Schepers. 1963. The inhalation
toxicity of dimethylformamide. Am. Ind. Hyg.
Assoc. J. 24: 144–154.

Conor Pacific Environmental. 1998. A report on
multimedia exposures to selected PSL2
substances. Prepared by Conor Pacific
Environmental (formerly Bovar
Environmental) and Maxxam Analytics Inc.
for Health Canada, Ottawa, Ontario (Project
No. 741-6705; Contract No. DSS File No.
025SS.H4078-6-C574). 

Cragin, D.W., S.C. Lewis and R.H. McKee. 1990.
A dominant lethal test of dimethyl formamide.
Environ. Mol. Mutagen. 15 (Suppl. 17): 14
(Abstract 44).

Craig, D.K., R.J. Weir, W. Wagner and D. Groth.
1984. Subchronic inhalation toxicity of
dimethylformamide in rats and mice. Drug
Chem. Toxicol. 7: 551–571.

Crump, K. 1995. Calculation of benchmark
doses from continuous data. Risk Anal.
15(1): 79–89.

Crump, K.S. and C. Van Landingham. 1996.
BENCH_C: A Fortran program to calculate
benchmark doses from continuous data. ICF
Consulting, Ruston, Louisiana.

Curtis, C., A. Lima, S.J. Lozano and G.D. Veith.
1982. Evaluation of a bacterial
bioluminescence bioassay as a method for
predicting acute toxicity of organic chemicals
to fish. In: J.G. Pearson, R.B. Foster and
W.E. Bishop (eds.), Aquatic toxicity and
hazard assessment: fifth conference. American
Society for Testing and Materials,
Philadelphia, Pennsylvania. Am. Soc. Test.
Mater. Spec. Tech. Publ. 766: 170–178.

Dann, T. and P. Summers. 1997. Ground-level
ozone and its precursors, 1980–1993: report
of the Data Analysis Working Group.
Canadian 1996 NOx/VOC science assessment.
Multi-Stakeholder NOx/VOC Science
Program, Canadian Council of Ministers of
the Environment (CCME).

Darnall, K.R., A.C. Lloyd, A.M. Winer and
J.N. Pitts. 1976. Reactivity scale for
atmospheric hydrocarbons based on reaction
with hydroxyl radical. Environ. Sci. Technol.
10(7): 692–696.

Davis, C.S. 1997. Air dispersion modelling of
phenol, final report. Report prepared by
Bovar Environmental for the Chemicals
Evaluation Division, Environment Canada,
September 1997 (BE Project 74171-13).

DMER (Don Mackay Environmental Research)
and AEL (Angus Environmental Limited).
1996. Pathways analysis using fugacity
modelling of N,N-dimethylformamide for the
second Priority Substances List. Report
prepared for Chemicals Evaluation Division,
Commercial Chemicals Evaluation Branch,
Environment Canada, by DMER,
Peterborough, Ontario, and AEL, Don Mills,
Ontario.

Dojlido, J.R. 1979. Investigations of
biodegradability and toxicity of organic
compounds. U.S. Environmental
Protection Agency, Washington, D.C. 
(EPA-600/2-79-163).

Drouet D’Aubigny, F., Y. Roquelaure,
L. Bertrand, M. Caillon and P. Calès. 1998.
[Hepatitis attributable to dimethylformamide
with re-exposure.] Gastroenterol. Clin. Biol.
22: 745–746 (in French).

DMF.qxd  2/7/01  8:50 AM  Page 54



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 55

Druckrey, H., R. Preussmann, S. Ivankovic and
D. Schmähl. 1967. [Organotropic carcinogenic
effects of 65 different N-nitroso-compounds
on BD rats.] Z. Krebsforsch. 69: 103–201
(in German).

Ducatman, A.M., D.E. Conwill and J. Crawl.
1986. Germ cell tumors of the testicle among
aircraft repairmen. J. Urol. 136: 834–836.

Eberling, C.L. 1980. Dimethylformamide. In:
R.E. Kirk, D.F. Othmer, M. Grayson and
D.V Eckroth (eds.), Kirk-Othmer
encyclopedia of chemical technology. 3rd
edition. Vol. 11. John Wiley & Sons, New
York, N.Y. pp. 263–268.

El Jay, A. 1996. Toxic effects of organic solvents
on the growth of Chlorella vulgaris and
Selenastrum capricornutum. Bull. Environ.
Contam. Toxicol. 57: 191–198.

Elovaara, E., M. Marselos and H. Vainio. 1983.
N,N-Dimethylformamide-induced effects on
hepatic and renal xenobiotic enzymes with
emphasis on aldehyde metabolism in the rat.
Acta Pharmacol. Toxicol. 53: 159–165.

Environment Agency Japan. 1985. Chemicals in
the environment — Report on environmental
survey and wildlife monitoring of chemicals
in F.Y. 1982 and 1983. March 1985. Office of
Health Studies, Department of Environmental
Health, Tokyo. p. 50.

Environment Agency Japan. 1996. Chemicals in
the environment — Report on environmental
survey and wildlife monitoring of chemicals
in F.Y. 1994. May 1996. Environmental
Health and Safety Division, Tokyo. p. 119. 

Environment Canada. 1997a. Environmental
assessments of Priority Substances under the
Canadian Environmental Protection Act.
Guidance manual version 1.0 — March 1997.
Chemicals Evaluation Division, Commercial
Chemicals Evaluation Branch, Hull, Quebec
(EPS/2/CC/3E).

Environment Canada. 1997b. Top 100 dangerous
goods commodities involved in accidents
1980–1994. Emergencies Branch, Hull,
Quebec.

Environment Canada. 1997c. Notice respecting
the second Priority Substances List and di(2-
ethylhexyl) phthalate. Canada Gazette, Part I,
February 15, 1997. pp. 366–368.

Environment Canada. 1998. PSL2 technical
report for N,N-dimethylformamide
(1995–1996 data). Prepared by H. Atkinson,
Use Patterns Section, Chemicals Control
Division, Commercial Chemicals Evaluation
Branch (unpublished and protected).

Environment Canada. 1999. PSL2 additional
information on use pattern of DMF obtained
from industry in 1999. Prepared by
C. Whitall, Chemicals Evaluation Division,
Commercial Chemicals Evaluation Branch
(unpublished and protected).

Environment Canada. 2000. Canadian
Environmental Protection Act — Priority
Substances List — Supporting document for
the environmental assessment of N,N-
dimethylformamide. Commercial Chemicals
Evaluation Branch, Hull, Quebec.

Environment Canada and Health Canada. 2000.
Publication after assessment of a substance
— N,N-dimethylformamide — specified on
the Priority Substances List (Subsection 77(1)
of the Canadian Environmental Protection
Act, 1999). Canada Gazette, Part I, June 3,
2000. pp. 1712–1714.

European Chemicals Bureau. 1996a.
Trimethylamine. IUCLID (International
Uniform Chemical Information Database). 

European Chemicals Bureau. 1996b.
Dimethylamine. IUCLID (International
Uniform Chemical Information Database).

DMF.qxd  2/7/01  8:50 AM  Page 55



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE56

Evans, E.L. and A.D. Mitchell. 1981. Effects of
20 coded chemicals on sister chromatid
exchange frequencies in cultured Chinese
hamster cells. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 538–550.

Ewing, B.B., E.S.K. Chian, J.C. Cook,
F.B. DeWalle, C.A. Evans, P.K. Hopke,
J.H. Kim, J.C. Means, R. Milberg,
E.G. Perkins, J.D. Sherwood and
W.H. Wadlin. 1977. Monitoring to detect
previously unrecognized pollutants in
surface waters. U.S. Environmental
Protection Agency, Washington, D.C. 
(EPA 560/6-77-015A).

Fail, P.A., J.D. George, T.B. Grizzle and
J.J. Heindel. 1998. Formamide and
dimethylformamide: reproductive assessment
by continuous breeding in mice. Reprod.
Toxicol. 12: 317–332.

Falck, K., P. Partanen, M. Sorsa, O. Suovaniemi
and H. Vainio. 1985. Mutascreen, an
automated bacterial mutagenicity assay.
Mutat. Res. 150: 119–125.

Farhi, M., M. Morel and A. Cavigneaux. 1968.
Dimethylformamide HCON(CH3)2. Cah.
Notes Doc. 50: 91–93.

Fersht, A.R. and Y. Requena. 1971. Free energies
of hydrolysis of amides and peptides in
aqueous solution at 25 degrees Celsius. J. Am.
Chem. Soc. 93: 3499–3504.

Figge, K., A.M. Dommrose, W. Rabel and
W. Zerhau. 1987. Sammel-und analysensystem
zur bestimmung organischer spurenstoffe
inder atmosphare. Fresenius Z. Anal. Chem.
327: 279–292.

Finlayson-Pitts, B.J. and J.N. Pitts, Jr. 1986.
Atmospheric chemistry: fundamentals and
experimental techniques. John Wiley & Sons,
New York, N.Y. 

Fiorito, A., F. Larese, S. Molinari and T. Zanin.
1997. Liver function alterations in
synthetic leather workers exposed to
dimethylformamide. Am. J. Ind. Med.
32: 255–260.

Fleming, L.E., S.L. Shalat and C.A. Redlich.
1990. Liver injury in workers exposed to
dimethylformamide. Scand. J. Work Environ.
Health 16: 289–292.

Forsyth, A. 1985. Mammals of the Canadian wild.
Camden House Publishing Ltd., Camden
East, Ontario. 

Frost, A.A. and R.G. Pearson. 1962. Kinetics and
mechanism. John Wiley & Sons, New York,
N.Y. 

Frumin, E., M. Brathwaite, W. Towne,
S.M. Levin, D.B. Baker, S.V. Monaghan,
P.J. Landrigan, E.G. Marshal and J.M. Melius.
1989. Testicular cancer in leather workers —
Fulton County, New York. Morbid. Mortal.
Wkly. Rep. 38: 105–114.

Fujishiro, K., K. Imazu, Y. Makita and N. Inoue.
1996. Alterations of hepatic drug
metabolising system due to dimethyl-
formamide (DMF). Fukuoka Igaku Zasshi
87(7): 162–168.

Garner, R.C., A. Welch and C. Pickering. 1981.
Mutagenic activity of 42 coded compounds in
the Salmonella/microsome assay. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 280–284.

DMF.qxd  2/7/01  8:50 AM  Page 56



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 57

Gatehouse, D. 1981. Mutagenic activity of 42
coded compounds in the “microtiter”
fluctuation test. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 376–386.

Gescher, A. 1990. N,N-Dimethylformamide. In:
D.R. Buhler and D.J. Reed (eds.), Ethel
Browning’s toxicity and metabolism of
industrial solvents. Vol. 2. Elsevier, New
York, N.Y. pp. 149–159.

Gescher, A. 1993. Metabolism of N,N-
dimethylformamide: key to the understanding
of its toxicity. Chem. Res. Toxicol.
6: 245–251.

Government of Canada. 1992. Canadian
Environmental Protection Act. Priority
Substances List Assessment Report No. 4.
Toluene. Environment Canada and Health and
Welfare Canada. 26 pp.

Grasselli, J.G. (ed.). 1973. Atlas of spectral data
and physical constants for organic
compounds. Chemical Rubber Publishing Co.,
Cleveland, Ohio. 539 pp.

Green, N.R. and J.R. Savage. 1978. Screening of
safrole, eugenol, their ninhydrin positive
metabolites and selected secondary amines for
potential mutagenicity. Mutat. Res.
57(2): 115–121.

Groth, G., K. Kronauer and K.J. Freundt. 1994.
Effects of N,N-dimethylformamide and its
degradation products in zebrafish embryos.
Toxicol. In Vitro 8: 401–406.

Guirguis, S. 1981. Dimethylformamide
intoxication in acrylic fiber production. G.
Ital. Med. Lav. 3: 137–140.

Haber, I., H. Heberer, G. Schneider and
W. Leuschke. 1990. [Zytogenetic
examinations of exposed workers in an
acrylic fibres synthesizing plant.] Wiss.
Umwelt 4: 183–190 (in German).

Hamm, A. 1972. Schlammbekastung und
Schlammabbauleistung beim Abbau
industrielle Abwässer und einzelner
Abwasserstoffe in Labor-
Belebtschlammanlagen. Muenchner Beitr.
Abwasser-, Fisch.- Flußbiol. 22: 79–91.

Hansch, C., A. Leo and D. Hoekman. 1995.
Exploring QSAR. Hydrophobic, electronic,
and steric constants. ACS Professional
Reference Book. American Chemical Society,
Washington, D.C. p. 6.

Hansen, E. and O. Meyer. 1990. Embryotoxicity
and teratogenicity study in rats dosed
epicutaneously with dimethylformamide
(DMF). J. Appl. Toxicol. 10: 333–338.

Harwood, M. 1997a. Note de service de
M. Harwood (Environnement Canada) à
A. Chevrier (Environnement Canada).
Résultat des essais de toxicité Microtox™ et
avec Selenastrum capricornutum sur le N,N-
diméthylformamide. Datée le 5 décembre
1997.

Harwood, M. 1997b. Note de service de
M. Harwood (Environnement Canada) à
A. Chevrier (Environnement Canada).
Résultat des essais de toxicité Microtox™
avec le N,N-diméthylformamide. Datée le
2 décembre 1997.

Harwood, M. 1997c. Note de service de
M. Harwood (Environnement Canada) à
A. Chevrier (Environnement Canada).
Résultat des essais de toxicité Microtox™ et
avec Selenastrum capricornutum sur le N,N-
diméthylformamide. Datée le 20 août 1997.

DMF.qxd  2/7/01  8:50 AM  Page 57



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE58

Haskell Laboratory. 1960. Ninety-day feeding
study with dimethylformamide and
dimethylacetamide. U.S. Environmental
Protection Agency, Washington, D.C. (TSCA
Submission, Document Identification No.
869600002325; Microfiche No.
NTIS/OTS0572893).

Hastie, D.R. 1998. Personal communication.
Letter regarding the review of the draft
Assessment Report and draft supporting
document for DMF, sent to P. Doyle,
Environment Canada. York University,
Toronto, Ontario.

Hayon, E., T. Ibata, N.N. Lichtin and M. Simic.
1970. Sites of attack of hydroxyl radicals on
amides in aqueous solution. J. Am. Chem.
Soc. 92: 3898–3903.

Health Canada. 1994. Canadian Environmental
Protection Act. Human health risk assessment
for Priority Substances. Minister of Supply
and Services, Ottawa, Ontario. 36 pp. 
(ISBN 0-662-22126-5).

Health Canada. 2000. Canadian Environmental
Protection Act — Priority Substances List —
Supporting document for the health
assessment of N,N-dimethylformamide. 

Hellwig, J., J. Merkle, H.J. Klimisch and
R. Jäckh. 1991. Studies on the prenatal
toxicity of N,N-dimethylformamide in mice,
rats and rabbits. Food Chem. Toxicol. 29:
193–201.

Herrold, K.M. 1969. Aflatoxin induced lesions in
Syrian hamsters. Br. J. Cancer 23: 655–660.

Howard, P.H. (ed.). 1993. Handbook of
environmental fate and exposure data for
organic chemicals. Vol. 4, Solvents 2. Lewis
Publishers, Boca Raton, Florida.

Howe, R.B. 1995. THRESH: A computer
program to compute a reference dose from
quantal animal toxicity data using the
benchmark dose method. ICF Kaiser
Engineers, Inc., Ruston, Louisiana.

Huang, J., H. Kuo, C. Ho, T. Chen and W. Chang.
1998. Dimethylformamide-induced
occupational liver injury — a case report.
Kaohsiung J. Med. Sci. 14: 655–658.

Hubbard, S.A., M.H.L. Green, B.A. Bridges,
A.J. Wain and J.W. Bridges. 1981. Fluctuation
test with S9 and hepatocyte activation. In: F.J.
de Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 361–370.

Hundley, S.G., P.H. Lieder, R. Valentine,
L.A. Malley and G.L. Kennedy, Jr. 1993a.
Dimethylformamide pharmacokinetics
following inhalation exposures to rats and
mice. Drug Chem. Toxicol. 16: 21–52.

Hundley, S.G., K.T. McCooey, P.H. Lieder,
M.E. Hurtt and G.L. Kennedy, Jr. 1993b.
Dimethylformamide pharmacokinetics
following inhalation exposures in monkeys.
Drug Chem. Toxicol. 16: 53–79.

Hurtt, M.E., K.T. McCooey, M.E. Placke and
G.L. Kennedy. 1991. Ten-day repeated-
exposure inhalation study of
dimethylformamide (DMF) in cynomolgus
monkeys. Toxicol. Lett. 59: 229–237.

Hurtt, M.E., M.E. Placke, J.M. Killinger,
A.W. Singer and G.L. Kennedy, Jr. 1992. 
13-week inhalation toxicity study of
dimethylformamide (DMF) in cynomolgus
monkeys. Fundam. Appl. Toxicol.
18: 596–601.

DMF.qxd  2/7/01  8:50 AM  Page 58



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 59

IARC (International Agency for Research on
Cancer). 1999. Dimethylformamide. IARC
Monogr. Eval. Carcinog. Risks Hum.
71: 545–574.

Ichinotsubo, D., H. Mower and M. Mandel. 1981.
Mutagen testing of a series of paired
compounds with the Ames Salmonella testing
system. In: F.J. de Serres and J. Ashby (eds.),
Evaluation of short-term tests for carcinogens.
Report of the International Collaborative
Program. Elsevier, New York, N.Y. Prog.
Mutat. Res. 1: 298–301.

Imazu, K., K. Fujishiro and N. Inoue. 1992.
Effects of dimethylformamide on hepatic
microsomal monooxygenase system and
glutathione metabolism in rats. Toxicology
72: 41–50.

Imazu, K., K. Fujishiro and N. Inoue. 1994.
Liver injury and alterations of hepatic
microsomal monooxygenase system due to
dimethylformamide (DMF) in rats. Fukuoka
Acta Med. 85(5): 147–153.

Ito, N. 1982. Unscheduled DNA synthesis induced
by chemical carcinogens in primary cultures
of adult rat hepatocytes. Mie Med. J.
32(1): 53–60.

Johnson, W.W. and M.T. Finley. 1980. Handbook
of acute toxicity of chemicals to fish and
aquatic invertebrates. U.S. Department of the
Interior, Washington, D.C. 83 pp. (Fish and
Wildlife Service Resource Publication 137).

Jotz, M.M. and A.D. Mitchell. 1981. Effects of 20
coded chemicals on the forward mutation
frequency at the thymidine kinase locus in
L5178Y mouse lymphoma cells. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 580–593.

Kaiser, K.L.E. and V.S. Palabrica. 1991.
Photobacterium phosphoreum toxicity data
index. Water Pollut. Res. J. Can.
26(3): 361–431. 

Kang-De, C. and Z. Hui-Lan. 1981. Observation
on the effects of dimethylformamide on
human health. In: Abstracts of the 9th
International Congress on Occupational
Health in the Chemical Industry, Aswan,
Egypt, September 15–17, 1981. pp. 22–23
[cited in WHO, 1991].

Kelly, T.J., M. Ramamurthi, A.J. Pollack,
C.W. Spicer and L.T. Culpitt. 1993. Ambient
concentration summaries for Clean Air Act
Title III Hazardous Air Pollutants. U.S.
Environmental Protection Agency,
Washington, D.C. (Contract No. 68-D80082).

Kelly, T.J., R. Mukund, C.W. Spicer and
A.J. Pollack. 1994. Concentrations and
transformations of hazardous air pollutants.
What we know and don’t know about the
CAAA’s 189 hazardous air pollutants.
Environ. Sci. Technol. 28(8): 378A–387A.

Kennedy, G.L., Jr. 1986. Biological effects of
acetamide, formamide, and their monomethyl
and dimethyl derivatives. CRC Crit. Rev.
Toxicol. 17: 129–182.

Kennedy, G.L., Jr. and H. Sherman. 1986.
Acute and subchronic toxicity of
dimethylformamide and dimethylacetamide
following various routes of administration.
Drug Chem. Toxicol. 9: 147–170.

Kimber, I. and C. Weisenberger. 1989. A murine
local lymph node assay for the identification
of contact allergens. Assay development and
results of an initial validation study. Arch.
Toxicol. 63: 274–282.

DMF.qxd  2/7/01  8:50 AM  Page 59



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE60

Kirkhart, B. 1981. Micronucleus test on 21
compounds. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 698–704.

Klaunig, J.E., P.J. Goldblatt, D.E. Hinton,
M.M. Lipsky and B.F. Trump. 1984.
Carcinogen induced unscheduled DNA
synthesis in mouse hepatocytes. Toxicol.
Pathol. 12(2): 119–125.

Kommineni, C. 1973. Pathological studies of
aflatoxin fractions and dimethylformamide in
MRC rats. Dissertation, University of
Nebraska, Omaha, Nebraska, December 1972
[cited in WHO, 1991].

Koudela, K. and K. Spazier. 1979. [Effect of
dimethylformamide on human peripheral
lymphocytes.] Cesk. Hyg. 24: 432–436 (in
Czechoslovakian, with English abstract).

Koudela, K. and K. Spazier. 1981. [Results of
cytogenetic examination of persons working
in the environment of increased concentration
of dimethylformamide vapours in the
atmosphere.] Prac. Lék. 33: 121–123 (in
Czechoslovakian) [cited in IARC, 1999].

Laity, J.L., I.G. Burstain and B.R. Appel. 1973.
Photochemical smog and the atmospheric
reactions of solvents. In: R.W. Tess (ed.),
Solvents theory and practice. American
Chemical Society, Washington, D.C. pp.
95–112.

Langlois, S. and A. Broche. 1964. Étude cinétique
de l’hydrolyse des amides N,N-disubstitués I. -
dimethylformamide. Mémoires présentés à la
Société Chimique No 148. pp. 812–816. 

Lauwerys, R.R., A. Kivits, M. Lhoir, P. Rigolet,
D. Houbeau, J.P. Buchet and H.A. Roels.
1980. Biological surveillance of workers
exposed to dimethylformamide and the

influence of skin protection on its
percutaneous absorption. Int. Arch. Occup.
Environ. Health 45: 189–203.

Leblanc, G.A. and D.C. Surprenant. 1983. The
acute and chronic toxicity of acetone,
dimethyl formamide and triethylene glycol to
Daphnia magna (Straus). Arch. Environ.
Contam. Toxicol. 12: 305–310.

Lei, S. 1998. Personal communication. Letter
from S. Lei, Atomic Energy Control Board, to
A. Chevrier, Environment Canada, dated June
11, 1998. Review of DMF documents.

Lesage, S. 1997. Personal communication.
Technical note from S. Lesage, Canada
Centre for Inland Waters, Environment
Canada, to B. Elliott, Environment Canada,
dated November 26, 1997. Fate of DMF in
groundwater.

Lesage, S. 1998. Personal communication. Notes
from S. Lesage, Canada Centre for Inland
Waters, Environment Canada, to A. Chevrier,
Environment Canada, dated June 10, 1998.
Review of CEPA Assessment Report for the
toxicity of N,N-dimethylformamide.

Levin, S.M., D.B. Baker, P.J. Landrigan,
S.V. Monaghan, E. Frumin, M. Braithwaite
and W. Towne. 1987. Testicular cancer in
leather tanners exposed to dimethyl-
formamide. Lancet ii: 1153.

Lewis, S.C., W.E. Rinehart, R.E. Schroeder and
J.W. Thackara. 1979. Dominant lethal
mutagenic bioassay of dimethyl formamide
(DMF). Environ. Mutagen. 1: 166 (Abstract
Ea-7).

Lewis, S.C., R.E. Schroeder and G.L. Kennedy,
Jr. 1992. Developmental toxicity of
dimethylformamide in the rat following
inhalation exposure. Drug Chem. Toxicol.
15: 1–14.

DMF.qxd  2/7/01  8:50 AM  Page 60



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 61

Llewellyn, G.C., W.S. Hastings and
T.D. Kimbrough. 1974. The effects of
dimethylformamide on female Mongolian
gerbils, Meriones unguiculatus. Bull. Environ.
Contam. Toxicol. 11: 467–473.

Lyle, W.H. 1979. Alcohol interaction with a
workplace chemical. Occup. Health
5: 265–267.

Lyle, W.H., T.W.M. Spence, W.M. McKinneley
and K. Duckers. 1979. Dimethylformamide
and alcohol intolerance. Br. J. Ind. Med.
36: 63–66.

MacDonald, D.J. 1981. Salmonella/microsome
tests on 42 coded chemicals. In: F.J. de Serres
and J. Ashby (eds.), Evaluation of short-term
tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 285–297.

Mackay, D. 1991. Multimedia environmental
models: The fugacity approach. Lewis
Publishers, Chelsea, Michigan. 257 pp.

Mackay, D. and S. Paterson. 1991. Evaluating the
multimedia fate of organic chemicals: A Level
III fugacity model. Environ. Sci. Technol.
25: 427.

Major, J., A. Hudák, G. Kiss, M.G. Jakab,
J. Szaniszló, N. Náray, I. Nagy and
A. Tompa. 1998. Follow-up biological and
genotoxicological monitoring of acrylonitrile-
and dimethylformamide-exposed viscose
rayon plant workers. Environ. Mol. Mutagen.
31: 301–310.

Malley, L.A., T.W. Slone, Jr., C. Van Pelt,
G.S. Elliott, P.E. Ross, J.C. Stadler and
G.L. Kennedy, Jr. 1994. Chronic
toxicity/oncogenicity of dimethylformamide
in rats and mice following inhalation
exposure. Fundam. Appl. Toxicol.
23: 268–279.

Marsella, J.A. 1994. Dimethylformamide. In:
R.E. Kirk, D.F. Othmer, J.I. Kroschwitz and
M. Howe-Grant (eds.), Kirk-Othmer
encyclopedia of chemical technology. 4th
edition. Vol. 11. John Wiley & Sons, New
York, N.Y. pp. 967–976.

Martin, C.N. and A.C. McDermid. 1981. Testing
of 42 coded compounds for their ability to
induce unscheduled DNA repair synthesis in
HeLa cells. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 533–537.

Martire, G., G. Vricella, A.M. Perfumo and
F. DeLorenzo. 1981. Evaluation of the
mutagenic activity of coded compounds in
the Salmonella test. In: F.J. de Serres and
J. Ashby (eds.), Evaluation of short-term tests
for carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 271–279.

Massmann, W. 1956. Toxicological investigations
on dimethylformamide. Br. J. Ind. Med.
13: 51–54.

Matsushima, T., Y. Takamoto, A. Shirai,
M. Sawamura and T. Sugimura. 1981.
Reverse mutation test on 42 coded
compounds with the E. coli WP2 system. In:
F.J. de Serres and J. Ashby (eds.), Evaluation
of short-term tests for carcinogens. Report of
the International Collaborative Program.
Elsevier, New York, N.Y. Prog. Mutat. Res.
1: 387–395.

McGregor, D.F. 1981. Tier II mutagenic screening
of 13 NIOSH priority compounds: N,N-
Dimethylformamide (Report No. 33; PB83-
13390-0) [cited in Kennedy, 1986].

DMF.qxd  2/7/01  8:50 AM  Page 61



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE62

McGregor, D.B., A. Brown, P. Cattanach,
I. Edwards, D. McBride and W.J. Caspary.
1988. Responses of the L5178Y tk+/tk–
mouse lymphoma cell forward mutation assay
II: 18 coded chemicals. Environ. Mol.
Mutagen. 11: 91–118.

McQueen, C.A., D.M. Kreiser and
G.M. Williams. 1983. The hepatocyte primary
culture/DNA repair assay using mouse or
hamster hepatocytes. Environ. Mutagen.
5(1): 1–8.

McQueen, C.A., B.M. Way and G.M. Williams.
1988. Genotoxicity of carcinogens in human
hepatocytes: application in hazard assessment.
Toxicol. Appl. Pharmacol. 96: 360–366.

Meek, M.E., R. Newhook, R.G. Liteplo and
V.C. Armstrong. 1994. Approach to
assessment of risk to human health for
Priority Substances under the Canadian
Environmental Protection Act. J. Environ. Sci.
Health C12(2): 105–134.

Ministers’ Expert Advisory Panel. 1995. Report
of the Ministers’ Expert Advisory Panel on
the second Priority Substances List under the
Canadian Environmental Protection Act
(CEPA). Government of Canada, Ottawa,
Ontario. 26 pp.

Mitchell, A.D., C.J. Rudd and W.J. Caspary. 1988.
Evaluation of the L5178Y mouse lymphoma
cell mutagenesis assay: intralaboratory results
for sixty-three coded chemicals tested at SRI
International. Environ. Mol. Mutagen. 12
(Suppl. 13): 37–101.

Mohn, G.R., S. Vogels-Bouter and J. van der
Horst-van der Zon. 1981. Studies on the
mutagenic activity of 20 coded compounds in
liquid tests using the multipurpose strain
Escherichia coli K-12//343/113 and
derivatives. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 396–413.

Montelius, J., A. Boman, H. Wahlkvist and
J.E. Wahlberg. 1996. The murine local lymph
node assay: search for an alternative, more
adequate, vehicle than acetone/olive oil (4:1).
Contact Dermatitis 34: 428–430.

Montelius, J., H. Wahlkvist, A. Boman and
J.E. Wahlberg. 1998. Murine local lymph
node assay for predictive testing of
allergenicity: two irritants caused significant
proliferation. Acta. Derm.-Venereol. 78:
433–437.

Moore, G. 1999. Personal communication
(memorandum). Submission Management and
Information Division, Pest Management
Regulatory Agency, Health Canada. 

Mortelmans, K., S. Haworth, T. Lawlor,
W. Speck, B. Tainer and E. Zeiger. 1986.
Salmonella mutagenicity tests: II. Results
from the testing of 270 chemicals. Environ.
Mutagen. 7: 1–119.

Mráz, J. and H. Nohová. 1992a. Percutaneous
absorption of N,N-dimethylformamide in
humans. Int. Arch. Occup. Health 64: 79–83.

Mráz, J. and H. Nohová. 1992b. Absorption,
metabolism and elimination of N,N-
dimethylformamide in humans. Int. Arch.
Occup. Health 64: 85–92.

Mráz, J., H. Cross, A. Gescher, M.D. Threadgill
and J. Flek. 1989. Differences between
rodents and humans in the metabolic
toxification of N,N-dimethylformamide.
Toxicol. Appl. Pharmacol. 98: 507–516.

Mráz, J., P. Jheeta, A. Gescher, R. Hyland,
K. Thummel and M.D. Threadgill. 1993.
Investigation of the mechanistic basis of N,N-
dimethylformamide toxicity. Metabolism of
N,N-dimethylformamide and its deuterated
isotopomers by cytochrome P450 2E1. Chem.
Res. Toxicol. 6: 197–207.

DMF.qxd  2/7/01  8:50 AM  Page 62



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 63

Myhr, B.C. and W.J. Caspary. 1988. Evaluation of
the L5178Y mouse lymphoma assay:
intralaboratory results for sixty-three coded
chemicals tested at Litton Bionetics, Inc.
Environ. Mol. Mutagen. 12 (Suppl. 13):
103–194.

Nagao, M. and Y. Takahashi. 1981. Mutagenic
activity of 42 coded compounds in the
Salmonella/microsome assay. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report
of the International Collaborative Program.
Elsevier, New York, N.Y. Prog. Mutat. Res.
1: 302–331.

Nakajima, S. 1970. Industrial products and
pollution problems. Nippon Kagaku Kogyo
18: 2–3.

Nalecz-Jawecki, G. and J. Sawicki. 1999.
Spirotox — a new tool for testing the
toxicity of volatile compounds. Chemosphere
38(14): 3211–3218.

Natarajan, A.T. and A.C. van Kesteren-van
Leeuwen. 1981. Mutagenic activity of 20
coded compounds in chromosome
aberrations/sister chromatid exchanges assay
using Chinese hamster ovary (CHO) cells. In:
F.J. de Serres and J. Ashby (eds.), Evaluation
of short-term tests for carcinogens. Report of
the International Collaborative Program.
Elsevier, New York, N.Y. Prog. Mutat. Res.
1: 551–559.

NATES (National Analysis of Trends in
Emergencies System). 1997. N,N-
Dimethylformamide. Environmental
Emergencies Branch, Environment Canada,
Hull, Quebec.

Nicolas, F., P. Rodineau, J.-M. Rouzioux, I. Tack,
S. Chabac and D. Meram. 1990. Fulminant
hepatic failure in poisoning due to ingestion
of T61, a veterinary euthanasia drug. Crit.
Care Med. 18: 573–575.

NPRI (National Pollutant Release Inventory).
1996. Summary report 1996. Canadian
Environmental Protection Act, Environment
Canada. Minister of Supply and Services,
Ottawa, Ontario (Catalogue No. EN40-495/1-
1996E).

NTP (National Toxicology Program). 1992a. NTP
technical report on toxicity studies of N,N-
dimethylformamide (CAS No. 68-12-2)
administered by inhalation to F344/N rats and
B6C3F1 mice. National Institutes of Health,
Research Triangle Park, North Carolina. 44
pp. (Toxicity Report Series No. 22; NIH
Publication No. 93-3345; NTIS Publication
No. PB93-131936).

NTP (National Toxicology Program). 1992b.
Final report on the reproductive toxicity of
N,N-dimethylformamide (DMF) (CAS #68-
12-2) in CD-1 Swiss mice. National Institutes
of Health, Research Triangle Park, North
Carolina (NTIS Publication No. PB93-
123842).

OMEE (Ontario Ministry of Environment and
Energy). 1996. Personal communication.
Technical notes regarding data from
Environmental Monitoring and Reporting
Branch, sent to J. Sealy, Environmental
Substances Division, Health Canada.

Otson, R. and M.E. Meek. 1996. Multimedia
exposure for PSL2. Project proposal. Health
Canada, Ottawa, Ontario (Project No.
331312).

Paika, I.J., M.T. Beauchesne, M. Randall,
R.R. Schreck and S.A. Latt. 1981. In vivo
SCE analysis of 20 coded compounds. In: F.J.
de Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 673–681.

DMF.qxd  2/7/01  8:50 AM  Page 63



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE64

Paoletti, A. and A. Iannaccone. 1982. [Toxicity
hazard in a plant producing a synthetic
leather.] Ann. Ist. Super. Sanità 18: 567–570
(in Italian, with English abstract).

Paoletti, A., G. Fabri and O. Masci. 1982a.
[Alcohol-intolerance due to solvents:
comparison between dimethylformamide and
trichloroethylene.] Ann. Ist. Super. Sanità 18
(Suppl.): 1099–1100 (in Italian).

Paoletti, A., G. Fabri and P.M. Bettolo. 1982b.
[An unusual case of abdominal pain due to
dimethylformamide intoxication.] Minerva
Med. 73: 3407–3410 (in Italian).

Pellizzarri, E.O. 1977. The measurement of
carcinogenic vapors in ambient atmosphere.
Environmental Sciences Research Laboratory,
Office of Research and Development, U.S.
Environmental Protection Agency, Research
Triangle Park, North Carolina (Contract No.
68-02-1228). 

Perry, D.L., C.C. Chuang, G.A. Jungclaus and
J.S. Warner. 1979. Identification of organic
compounds in industrial effluent discharges.
U.S. Environmental Protection Agency,
Washington, D.C. (EPA 600/4-79-016).

Perry, P.E. and E.J. Thomson. 1981. Evaluation of
the sister chromatid exchange method in
mammalian cells as a screening system for
carcinogens. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 560–569.

Peterson, H.G., N. Ruecker, K. Dennison and
M. Moody. 1997. Toxicity testing of the
compound N,N-dimethylformamide to
phytoplankton (green algae, diatoms, and
cyanobacteria) and a vascular plant
(duckweed). Draft. Saskatchewan Research
Council, Saskatoon, Saskatchewan 
(R-1640-18-E-97).

Pitts, J.N., Jr., D. Grosjean, K. Van
Cauwenberghe, J.P. Schmid and D.R. Fitz.
1978. Photooxidation of aliphatic amines
under simulated atmospheric conditions:
formation of nitrosamines, nitramines, amides
and photochemical oxidant. Environ. Sci.
Technol. 12: 946–953.

PMRA (Pest Management Regulatory Agency).
1999. New label recommendations, Vitavax
single solution systemic fungicide seed
protectant for wheat, barley, oats, rye and
flax. Product contains 40% dimethyl-
formamide. Registration No. 14069 PCPA.
Health Canada, Ottawa, Ontario. 

Poirier, S.H., M.L. Knuth, C.D. Anderson-
Bouchou, L.T. Brooke, A.R. Lima and
P.J. Shubat. 1986. Comparative toxicity of
methanol and N,N-dimethylformamide to
freshwater fish and invertebrates. Bull.
Environ. Contam. Toxicol. 37: 615–621.

Portmann, J.E. and K.W. Wilson. 1971. The
toxicity of 140 substances to the brown
shrimp and other marine animals. 2nd edition.
Ministry of Agriculture, Fisheries and Food,
North Wales. 12 pp. (Shellfish Information
Leaflet 22).

Potter, H.P. 1973. Dimethylformamide-induced
abdominal pain and liver injury. Arch.
Environ. Health 27: 340–341.

Prinn, R., D. Cunnold, R. Rasmussen,
P. Simmonds, F. Alyea, A. Crawford,
P. Fraser and R. Rosen. 1987. Atmospheric
trends in methylchloroform and the global
average for the hydroxyl radical. Science 238:
945–950.

Purchase, I.F.H., E. Longstaff, J. Ashby,
J.A. Styles, D. Anderson, P.A. Lefevre and
R.R. Westwood. 1978. An evaluation of 6
short-term tests for detecting organic
chemical carcinogens. Br. J. Cancer
37: 873–903.

DMF.qxd  2/7/01  8:50 AM  Page 64



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 65

Rajini, P.S., M.K. Krishnakumari and
S.K. Majumder. 1989. Cytotoxicity of certain
organic solvents and organophosphorus
insecticides to the ciliated protozoan
Paramecium caudatum. Microbios
59: 157–163.

Ramanathan, V., R.J. Cicerone, H.B. Singh and
J.T. Kiehl. 1985. Trace gas trends and their
potential role in climate change. J. Geophys.
Res. 90: 5547–5566.

Redlich, C.A., S.W.S. Beckett, J. Sparer,
K.W. Barwick, C.A. Riely, H. Miller,
S.L. Sigal, S.L. Shalat and M.R. Cullen. 1988.
Liver disease associated with occupational
exposure to the solvent dimethylformamide.
Ann. Intern. Med. 108: 680–686.

Redlich, C.A., A.B. West, L. Fleming, L.D. True,
M.R. Cullen and C.A. Riely. 1990. Clinical
and pathological characteristics of
hepatotoxicity associated with occupational
exposure to dimethylformamide.
Gastroenterology 99: 748–757.

Riachi, G., P. Michel, A. François, P. Ducrotte,
G. Laffineur, E. Lerebours and R. Colin.
1993. [Acute hepatic effects of exposure to
dimethylformamide. Clinical and histological
aspects.] Gastroenterol. Clin. Biol.
17: 611–612 (in French).

Richold, M. and E. Jones. 1981. Mutagenic
activity of 42 coded compounds in the
Salmonella/microsome assay. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 314–322.

Riddick, J.A., W.B. Bunger and T.K. Sakano.
1986. Techniques of chemistry. Vol. II.
Organic solvents. Properties and methods of
purification. 4th edition. John Wiley & Sons,
New York, N.Y. pp. 656; 1089–1091.

Robinson, D.E. and A.D. Mitchell. 1981.
Unscheduled DNA synthesis response of
human fibroblasts, WI-38 cells, to 20 coded
chemicals. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 517–527.

Romadina, E.S. 1975. Direct action of
microorganisms — one way of increasing the
effectiveness of the biological purification of
waste waters. In: M. Telitchenko (ed.),
Biologicheskoe. Samoochishchenie i
Formirovanie Kachestva Vody Materialy
Vsesoyuznogo Simpoziuma po Sanitarnoi.
Nauka, Moscow, USSR. pp. 110–112.

Rowland, I. and B. Severn. 1981. Mutagenicity of
carcinogens and noncarcinogens in the
Salmonella/microsome test. In: F.J. de Serres
and J. Ashby (eds.), Evaluation of short-term
tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 323–332.

Sabljic, A. 1984. Predictions of the nature and
strength of soil sorption of organic pollutants
by molecular topology. J. Agric. Food Chem.
32: 243–246.

Saillenfait, A.M., J.P. Payan, D. Beydon,
J.P. Fabry, I. Langonne, J.P. Sabate and
F. Gallissot. 1997. Assessment of the
developmental toxicity, metabolism, and
placental transfer of N,N-dimethylformamide
administered to pregnant rats. Fundam. Appl.
Toxicol. 39: 33–43.

Salamone, M.F., J.A. Heddle and M. Katz. 1981.
Mutagenic activity of 41 compounds in the in
vivo micronucleus assay. In: F.J. de Serres
and J. Ashby (eds.), Evaluation of short-term
tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 686–697.

DMF.qxd  2/7/01  8:50 AM  Page 65



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE66

Salminen, J. 1999. Personal communication.
Memorandum from J. Salminen, Bureau of
Chemical Safety, Food Directorate, Health
Protection Branch, Health Canada, to
G. Long, Priority Substances Section, Health
Canada.

Sasaki, S. 1978. The scientific aspects of the
chemical substance control law in Japan.
Aquatic pollutants: transformation and
biological effects. Pergamon Press, Oxford.
298 pp.

Savolainen, H. 1981. Dose-dependent effects of
peroral dimethylformamide administration on
rat brain. Acta Neuropathol. 53: 249–252.

Scott, B. 1998. Fate of N,N-dimethylformamide
in the environment. Review. National Water
Research Institute, Environment Canada.
March 1998.

Sebaugh, J.L., J.D. Wilson, M.W. Tucker and
W.J. Adams. 1991. A study of the shape of
dose–response curves for acute lethality at
low response: A “megadaphnia study.” Risk
Anal. 11: 633–640.

Seiji, K., O. Inoue, S.-X. Cai, T. Kawai,
T. Watanabe and M. Ikeda. 1992. Increase in
sister chromatid exchange rates in association
with occupational exposure to N,N-
dimethylformamide. Int. Arch. Occup.
Environ. Health 64: 65–67 [cited in IARC,
1999].

Sheveleva, G.A., E.E. Strekalova and
E.M. Chirkova. 1979. A study of the
embryotropic, mutagenous and gonadotropic
effect of dimethylformamide with exposure
by inhalation. In: The toxicology of new
industrial chemicals. Vol. 15. Medizina,
Moscow. pp. 1–4. 

Sickles, J.E., R.S. Wright, C.R. Sutcliffe,
A.L. Blackard and D.P. Dayton. 1980. Smog
chamber studies of the reactivity of volatile
organic compounds. For presentation at the
73rd Annual Meeting of the Air Pollution
Control Association, Montréal, Quebec.
Research Triangle Institute, Research Triangle
Park, North Carolina (80-50.1).

Simmon, V.F. and G.F. Shepherd. 1981.
Mutagenic activity of 42 coded compounds in
the Salmonella/microsome assay. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 333–342.

Skopek, T.R., B.M. Andon, D.A. Kaden and
W.G. Thilly. 1981. Mutagenic activity of
42 coded compounds using 8-azaguanine
resistance as a genetic marker in Salmonella
typhimurium. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 371–375.

Sram, R.J., K. Landa, N. Hola and I. Roznickova.
1985. The use of the cytogenetic analysis of
peripheral lymphocytes as a method for
checking the level of MAC in
Czechoslovakia. Mutat. Res. 147: 322
(Abstract 87) [cited in IARC, 1999].

SRC (Syracuse Research Corporation). 1988.
Support for chemical nomination and
selection process of the National Toxicology
Program, executive summary of data,
dimethylformamide (68-12-2) — Draft.
Chemical Hazard Assessment Division,
Syracuse, N.Y.

SRI International. 1994. CEH data summary:
Dimethylformamide — North America. In:
Chemical Economics Handbook (CEH). SRI
International, Menlo Park, California. pp.
641.3000 A-G.

DMF.qxd  2/7/01  8:50 AM  Page 66



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 67

Stratton, G.W. 1985. The influence of solvent
type on solvent–pesticide interactions in
bioassays. Arch. Environ. Contam. Toxicol.
14: 651–658.

Stratton, G.W. 1987. Toxic effects of organic
solvents on the growth of blue-green
algae. Bull. Environ. Contam. Toxicol.
38: 1012–1019.

Stratton, G.W. and T.M. Smith. 1988. Interaction
of organic solvents with the green alga
Chlorella pyrenoidosa. Bull. Environ.
Contam. Toxicol. 40: 736–742.

Stronach, S.M., T. Rudd and J.N. Lester. 1987.
Acclimation of anaerobic fluidized beds to
two pharmaceutical wastes. Environ. Technol.
Lett. 8: 673–687.

Szabo, L.G. 1972. Effect of formamide and
dimethyl-formamide on germination. Acta
Agron. Acad. Sci. Hung. 21: 428–430.

Taccola, A., G. Catenacci and A. Baruffini. 1981.
Cardiotoxicity of dimethylformamide (DMF).
Electrocardiographic findings and continuous
electrocardiographic monitoring (Holter). G.
Ital. Med. Lav. 3: 149–151.

Thé, J.L. 1998. Carbon disulfide study. Lakes
Environmental Consultants Inc., Waterloo,
Ontario.

Thomson, J.A. 1981. Mutagenic activity of 42
coded compounds in the lambda induction
assay. In: F.J. de Serres and J. Ashby (eds.),
Evaluation of short-term tests for carcinogens.
Report of the International Collaborative
Program. Elsevier, New York, N.Y. Prog.
Mutat. Res. 1: 224–235.

Thonke, M. and W. Dittmann. 1966.
Dimethylformamide in biological treatment
of sewage. Fortschr. Wasserchem. Ihrer
Grenzgeb. 4: 277.

Tolot, F., F. Arcadio, J.-P. Lenglet and L. Roche.
1968. [Intoxication by dimethylformamide.]
Arch. Mal. Prof. Méd. Trav. Sécur. Soc.
29: 714–717 (in French).

Tomasini, M., A. Todaro, M. Piazzoni and
G.F. Peruzzo. 1983. [Exposure to dimethyl-
formamide: study of 14 cases.] Med. Lav.
74: 217–220 (in Italian, with English
abstract).

Topham, J.C. 1980. Do induced sperm-head
abnormalities in mice specifically identify
mammalian mutagens rather than
carcinogens? Mutat. Res. 74: 379–387.

Topham, J.C. 1981. Evaluation of some chemicals
by the sperm morphology assay. In: F.J. de
Serres and J. Ashby (eds.), Evaluation of
short-term tests for carcinogens. Report of the
International Collaborative Program. Elsevier,
New York, N.Y. Prog. Mutat. Res.
1: 718–720.

Trueman, R.W. 1981. Activity of 42 coded
compounds in the Salmonella reverse
mutation test. In: F.J. de Serres and J. Ashby
(eds.), Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 343–350.

Tsuchimoto, T. and B.E. Matter. 1981. Activity of
coded compounds in the micronucleus test.
In: F.J. de Serres and J. Ashby (eds.),
Evaluation of short-term tests for
carcinogens. Report of the International
Collaborative Program. Elsevier, New York,
N.Y. Prog. Mutat. Res. 1: 705–711.

Ursin, C. 1985. Degradation of organic chemicals
at trace levels in seawater and marine
sediment: the effect of concentration on the
initial fractional turnover rate. Chemosphere
14: 1539–1550.

DMF.qxd  2/7/01  8:50 AM  Page 67



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE68

U.S. EPA (United States Environmental
Protection Agency). 1974. Proceedings of the
Solvent Reactivity Conference. Research
Triangle Park, North Carolina. pp. 1–34
(EPA-650/3-74-010).

U.S. EPA (United States Environmental
Protection Agency). 1986. Health and
environmental effects profile for N,N-
dimethylformamide. Cincinnati, Ohio. 115 pp.
(EPA/600/X-86/141).

U.S. EPA (United States Environmental
Protection Agency). 1999a. Group STORET
search on DMF. Obtained from J. Boyd
(storet@epamail.eap.gov) on July 30, 1999.

U.S. EPA (United States Environmental
Protection Agency). 1999b. Wildlife
exposure factors handbook. Vol. I. Office of
Research and Development
(http://www.epa.gov/ncea/wefh.htm).

Venitt, S. and C. Crofton-Sleigh. 1981.
Mutagenicity of 42 coded compounds in a
bacterial assay using Escherichia coli and
Salmonella typhimurium. In: F.J. de Serres
and J. Ashby (eds.), Evaluation of short-term
tests for carcinogens. Report of the
International Collaborative Program.
Elsevier, New York, N.Y. Prog. Mutat. Res.
1: 351–360.

Walrath, J., W.E. Fayerweather, P.G. Gilby and
S. Pell. 1989. A case–control study of cancer
among Du Pont employees with potential for
exposure to dimethylformamide. J. Occup.
Med. 31: 432–438.

Walrath, J., W.E. Fayerweather and P. Gilby.
1990. [Case–control study of the incidence of
cancers in employees of the Du Pont de
Nemours company who have potentially been
exposed to dimethylformamide.] Cah. Notes
Doc. 140: 708–712 (in French).

Wang, J.D., M.Y. Lai, J.S. Chen, J.M. Lin,
J.R. Chiang, S.J. Shiau and W.S. Chang.
1989. Dimethylformamide induced liver and
muscle damage among synthetic leather
workers: are hepatitis B carriers more
susceptible? In: Fifth International Congress
of Toxicology, Brighton, July 16–21, 1989.
p. 143 (Abstract 428).

Wang, J.-D., M.-Y. Lai, J.-S. Chen, J.-M. Lin, 
J.-R. Chiang, S.-J. Shiau and W.-S. Chang.
1991. Dimethylformamide-induced liver
damage among synthetic leather workers.
Arch. Environ. Health 46: 161–166.

Wang, W.C., Y.L. Yung, A.A. Lacis, T. Mo and
J.E. Hansen. 1976. Greenhouse effects due to
man-made perturbations of trace gases.
Science 194: 685–689.

Weiss, G. 1971. [Industrial dimethylformamide
intoxication and the question of its
recognition as an occupational disease.]
Zentralbl. Arbeitsmed. 11: 345–346 (in
German).

WHO (World Health Organization). 1991.
Dimethylformamide. International
Programme on Chemical Safety, Geneva. 124
pp. (Environmental Health Criteria 114).

Williams, G.M. 1977. Detection of chemical
carcinogens by unscheduled DNA synthesis
in rat liver primary cell cultures. Cancer Res.
37: 1845–1851.

Wrbitzky, R. 1999. Liver function in workers
exposed to N,N-dimethylformamide during
the production of synthetic textiles. Int. Arch.
Occup. Environ. Health 72(1): 19–25.

Wrbitzky, R. and J. Angerer. 1998. N,N-
dimethylformamide — influence of working
conditions and skin penetration on the
internal exposure of workers in synthetic
textile production. Int. Arch. Occup. Environ.
Health 71(5): 309–316.

DMF.qxd  2/7/01  8:50 AM  Page 68



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 69

Yang, C., J. Ger, S. Lin, G. Yang and J. Deng.
1994. Abdominal colic occurred in workers in
a dye manufacturing plant. Vet. Hum. Toxicol.
36: 345 (Abstract 28).

Ye, G. 1987. [The effect of dimethylformamide on
the frequency of micronuclei in bone marrow
polychromatic erythrocytes of mice.] Zool.
Res. 8: 27–32 (in Chinese). Online abstract
from Biosis Previews.

Yonemoto, J. and S. Suzuki. 1980. Relation of
exposure to dimethylformamide vapor and the
metabolite, methylformamide, in urine of
workers. Int. Arch. Occup. Environ. Health
46: 159–165.

Ziegenfuss, P.S., W.J. Renaudette and
W.J. Adams. 1986. Methodology for
assessing the acute toxicity of chemicals
sorbed to sediments: testing the equilibrium
partitioning theory. In: T.M. Poston and R.
Purdy (eds.), Aquatic toxicology and
environmental fate. American Society for
Testing and Materials, Philadelphia,
Pennsylvania. Am. Soc. Test. Mater. Spec.
Tech. Publ. 921: 479–493. 

DMF.qxd  2/7/01  8:50 AM  Page 69



PSL ASSESSMENT REPORT — N,N-DIMETHYLFORMAMIDE 71

Environmental assessment

Data relevant to the assessment of whether DMF
is “toxic” to the environment under CEPA were
identified from existing review documents,
published reference texts and on-line searches
conducted between January and May 1996 of the
following databases: Aqualine (1990–1996),
ASFA (Aquatic Sciences and Fisheries Abstracts,
Cambridge Scientific Abstracts; 1996), BIOSIS
(Biosciences Information Services; 1990–1996),
CAB (Commonwealth Agriculture Bureaux;
1990–1996), CESARS (Chemical Evaluation
Search and Retrieval System, Ontario Ministry of
the Environment and Michigan Department of
Natural Resources; 1996), Chemical Abstracts
(Chemical Abstracts Service, Columbus, Ohio;
1990–1996), CHRIS (Chemical Hazard Release
Information System; 1964–1985), Current
Contents (Institute for Scientific Information;
1990–1992, 1996), ELIAS (Environmental
Library Integrated Automated System,
Environment Canada library; January 1996),
Enviroline (R.R. Bowker Publishing Co.;
November 1995 – June 1996), Environmental
Abstracts (1975 – February 1996), Environmental
Bibliography (Environmental Studies Institute,
International Academy at Santa Barbara;
1990–1996), GEOREF (Geo Reference
Information System, American Geological
Institute; 1990–1996), HSDB (Hazardous
Substances Data Bank, U.S. National Library of
Medicine; 1990–1996), Life Sciences (Cambridge
Scientific Abstracts; 1990–1996), NTIS (National
Technical Information Service, U.S. Department
of Commerce; 1990–1996), Pollution Abstracts
(Cambridge Scientific Abstracts, U.S. National
Library of Medicine; 1990–1996), POLTOX
(Cambridge Scientific Abstracts, U.S. National
Library of Medicine; 1990–1995), RTECS

(Registry of Toxic Effects of Chemical
Substances, U.S. National Institute for
Occupational Safety and Health; 1996), Toxline
(U.S. National Library of Medicine; 1990–1996),
TRI93 (Toxic Chemical Release Inventory, U.S.
Environmental Protection Agency, Office of
Toxic Substances; 1993), USEPA-ASTER
(Assessment Tools for the Evaluation of Risk,
U.S. Environmental Protection Agency; up to
December 21, 1994), WASTEINFO (Waste
Management Information Bureau of the American
Energy Agency; 1973 – September 1995) and
Water Resources Abstracts (U.S. Geological
Survey, U.S. Department of the Interior;
1990–1996). A survey of Canadian industry was
carried out under authority of Section 16 of CEPA
(Environment Canada, 1997c). Companies were
required to provide information on uses, releases,
environmental concentrations, effects or other
data that were available to them for DMF. Reveal
Alert was used to maintain an ongoing record of
the current scientific literature pertaining to the
potential environmental effects of DMF. Data
obtained after September 1999 were not
considered in this assessment unless they were
critical data received during the 60-day public
review of the report (June 3 to August 2, 2000).

Health assessment

To identify data relevant to the estimation of
exposure of the general human population to
DMF, on-line literature searches were conducted
(in February 1994) on the following databases:
AQUAREF (Inland Waters Directorate,
Environment Canada), EMBASE (on-line version
of Excerpta Medica) and Pollution Abstracts
(Cambridge Scientific Abstracts, U.S. National
Library of Medicine). Subsequently, a selective
dissemination of information (SDI) profile was

APPENDIX A SEARCH STRATEGIES EMPLOYED FOR

IDENTIFICATION OF RELEVANT DATA
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used to identify new literature on an ongoing
basis. In addition, numerous provincial officials
and representatives of various industrial sectors
were contacted for monitoring data relevant to
exposure and effects. Data relevant to the
assessment of human health were identified and
summarized by BIBRA International (1999). Data
obtained after February 2000 were not considered
in this assessment. 
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