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Neurobehavioral Profile of Heavy Prenatal Alcohol Exposure

The devastating consequences of fetal alcohol syn-
drome (FAS) are well established, and, as a lead-
ing cause of intellectual disabilities (Pulsifer 1996),

FAS has significant societal and public health implica-
tions. Importantly, FAS is associated with a broad range
of neurobehavioral deficits (for more information, see
the article by Coles, pp. 42–50 in this issue). However,
FAS is only the most serious possible consequence of
heavy prenatal alcohol exposure, and many individuals
who do not meet diagnostic criteria for FAS also are
severely impacted by gestational alcohol exposure. The
term fetal alcohol spectrum disorders (FASD) is used
to encompass a spectrum of effects that includes FAS
towards the extreme end as well as conditions such as
alcohol-related neurodevelopmental disorder (ARND)
and alcohol-related birth defects (ARBD). The term
ARND (Hoyme et al. 2005) refers to individuals who,
after heavy prenatal alcohol exposure, exhibit neurobe-
havioral effects without meeting the physical criteria for
FAS (for a review, see Vaurio et al. 2010). Clinical identi-
fication of this group of individuals is hampered precisely
because they do not exhibit the external physical features
of FAS, and the existing physiological biomarkers for
gestational alcohol exposure have several limitations.
Determination of a profile based on the neurobehavioral
effects of heavy prenatal alcohol exposure would allow
more accurate identification of affected individuals. To
be clear, development of such a profile is aimed at identi-
fying and characterizing those who are affected by prena-
tal alcohol exposure, not simply those who have been
exposed to alcohol prenatally.

Challenges of Establishing a Neurobehavioral
Profile of Heavy Prenatal Alcohol Exposure
Although the main goal of the quest for a neurobehavioral
profile of heavy prenatal alcohol exposure is improved
identification of alcohol-affected individuals, additional
benefits include enhanced intervention and treatment
opportunities for these individuals as well as improved
accuracy of incidence estimates. Thus far, accurate identifi-
cation of individuals who are affected by alcohol exposure
has proven difficult for several reasons. First, clinicians
cannot rely only on external markers because the majority
of alcohol-affected people do not meet the physical criteria

for FAS. Second, the full range of effects of prenatal alcohol
exposure is not currently known; therefore, individuals
with less striking or atypical manifestations may be misdi-
agnosed or fail to get a diagnosis altogether. Third, indi-
vidual neurobehavioral features, including decreases in an
individual’s intelligence quotient (IQ), also may result
from clinical conditions or disorders other than FASD,
further decreasing the ability to accurately identify individ-
uals as alcohol affected. Finally, individual differences in
factors that influence the consequences of prenatal alcohol
exposure, such as the dose or timing of exposure, genetic
variability, nutritional status, or postnatal factors, might
interfere with developing a unifying neurobehavioral profile.

There currently are two main avenues for identifying
individuals with prenatal alcohol exposure: maternal
reports of drinking in pregnancy and dysmorphology
exams. Maternal reports of exposure, if accurate, are ideal
for identifying people who have been exposed to alcohol
prenatally. Such data can be collected during pregnancy
(i.e., prospectively) or afterwards (i.e., retrospectively).
Recent research suggests that compared with prospective
reports, retrospective maternal reports of gestational alcohol
use indicate higher levels of exposure and are better pre-
dictors of behavioral outcomes in teenagers with histories
of prenatal alcohol exposure (Hannigan et al. 2010).
However, accurate maternal reports are notoriously diffi-
cult to obtain retrospectively because a large proportion
of individuals with heavy prenatal alcohol exposure who
participate in research studies are in foster or adoptive
care (Streissguth et al. 2004). Accordingly, many research
studies that involve retrospectively-collected alcohol
exposure data rely on other sources, such as social service,
medical, legal, or adoption records. This may lead to a
form of selection bias insofar as only the most blatant cases
of prenatal alcohol exposure typically are documented.
However, these cases also are representative of the population
of individuals who are of greatest clinical concern—that
is, those with heavy prenatal alcohol exposure who are
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experiencing behavioral, neuropsychological, and psychi-
atric disturbances.

The second avenue for identifying people with prenatal
alcohol exposure—the analysis of altered morphological
features (i.e., dysmorphology examination)—is standard
practice for identifying affected individuals. This exami-
nation typically documents physical markers associated
with exposure to substances that can harm the embryo
(i.e., teratogens) such as alcohol, or with other genetic
or medical conditions. The physical markers of alcohol
exposure are well documented and include short palpe-
bral fissures, a smooth philtrum, a thin vermillion bor-
der, and small brain size (i.e., microcephaly). (For more
information, see the article by Warren and colleagues,
pp. 4–14.) Although the combination of these markers
is relatively specific to prenatal alcohol exposure and the
diagnosis of FAS can be made even if the person’s history
of prenatal alcohol exposure is unknown, it is not suffi-
ciently sensitive to detect all affected individuals because
not all affected persons show the physical features associ-
ated with FAS. In fact, the number of nondysmorphic
individuals born to heavy-drinking women likely is at
least three times greater than the number of cases of FAS
(Bertrand et al. 2005; Sampson et al. 1997). This differ-
ence in prevalence may be because the facial anomalies
associated with FAS are thought to result from exposure
during a fairly limited time during the first trimester of
pregnancy, whereas brain anomalies could arise from
exposure anytime during gestation.

A third potential avenue for identifying alcohol-exposed
people is through detection of long-lasting alcohol
metabolites. The most widely studied putative biological
biomarker is fatty acid ethyl esters (FAEEs) in the meco-
nium1 of newborns. Researchers have suggested that FAEE
measurement can be a sensitive and specific mechanism
for detecting infants that have been exposed to alcohol
during the latter half of pregnancy (e.g., Ostrea et al.
2006). The identification of such a biological biomarker
would be advantageous (Burd and Hofer 2008), and
the promise of improving detection of alcohol-exposed
infants even has led to a call for universal meconium
screening (Hutson et al. 2010). Other researchers (Burd
and Hofer 2008; Lester et al. 2001), however, have suggested
caution for both methodological and ethical reasons.
Furthermore, although FAEE quantification in meconium
may prove useful in identifying alcohol-exposed newborns,
it has several limitations. First, it is not useful for detecting
exposure that occurred during the first trimester. Second,

it does not allow identification after the newborn period
unless samples are appropriately stored. Finally, FAEE is
a marker only of alcohol exposure but not of alcohol’s
effects and therefore may be too inclusive. More recent
research is examining the possibility of measuring FAEEs
in maternal hair as a marker of exposure during various peri-
ods of pregnancy, although this still is in experimental stages.

Consequently, development of a neurobehavioral profile
that characterizes the effects of heavy prenatal alcohol
exposure in affected individuals regardless of the presence
of physical features (and therefore the diagnosis of FAS)
has the potential to overcome the limitations of the
aforementioned methods of identifying alcohol-affected
individuals. It also would allow a more accurate assessment
of the neurobehavioral effects across the spectrum of FASD.

The quest for a disorder-specific neurobehavioral
profile is not without precedent. For example, the under-
standing of Williams syndrome2 has been enhanced by
the characterization of behavioral and cognitive strengths
and weaknesses of affected individuals (Bellugi et al.
1990; Mervis et al. 2000). However, identification of
such a neurodevelopmental profile may be even more
important in disorders like those encompassed by FASD
for which no physiological markers or clear diagnostic
criteria exist. For example, although disorders such as
autism or attention-deficit/hyperactivity disorder (ADHD)
lack specific biological markers, diagnostic criteria have
been have identified (American Psychiatric Association
2000). Alternatively, genetic disorders such as Down
syndrome or Williams syndrome have a clear genetic
etiology and therefore can be identified by determining
the individual’s genetic makeup (i.e., genotype). In such
cases, neurobehavioral profiles can help to improve
understanding of the disorder and develop rational inter-
vention and treatment programs. For example, treat-
ments could be developed that specifically target areas
of weakness while exploiting areas of relative strength.
Conversely, for alcohol-affected individuals, a neurobe-
havioral profile has the dual purpose of improving both
identification and treatment. For example, if remediation
targeted memory impairment, it would be beneficial to
understand that children with FASD have greater problems
with learning than with recall of learned information and
therefore may benefit from repeated exposure to new
information (Mattson and Roebuck 2002).

1Meconium is the earliest stool passed by an infant and is composed of materials ingested
while the infant was in the uterus.

2 Williams syndrome is a rare, genetically determined neurodevelopmental disorder character-
ized by mental disability, heart defects, and unusual facial features (i.e., by a distinctive “elfin”
facial appearance).



Vol. 34, No. 1, 2011 53

Neurobehavioral Profile of Heavy Prenatal Alcohol Exposure

Current Approaches to Establishing a
Neurodevelopmental Profile
To provide all these benefits, a neurobehavioral profile
associated with heavy prenatal alcohol exposure must be
both sensitive (i.e., must correctly identify alcohol-affected
individuals) and specific (i.e., correctly exclude individuals
who are not alcohol affected). Identification of a profile
with good sensitivity is fairly straightforward in principle;
it involves identifying a cognitive ability or set of abilities
that are deficient in alcohol-affected individuals. Nearly
four decades of research have detailed numerous neurobe-
havioral deficits in alcohol-affected individuals (for a review,
see Vaurio et al. 2010), and recent research suggests that
executive function and spatial processing are especially
sensitive to prenatal alcohol exposure (Mattson et al. 2010).
Nevertheless, a useful neurobehavioral profile has been
elusive because it is more difficult to determine which
individual deficits, or which pattern of deficits, is specific
to this population. For example, low IQ scores occur in
many (but not all) alcohol-affected individuals but also in
many other developmental disorders. Thus, this impor-
tant aspect of functioning is neither sensitive (because not
all alcohol-affected individuals have low IQ scores) nor
specific (because many other individuals without prenatal
alcohol exposure have low IQ scores).

In an effort to address the question of specificity,
researchers in recent years have compared alcohol-affected
children with other groups of children who exhibit certain
traits (i.e., phenotypic aspects) similar to alcohol-affected
individuals. These comparisons can help identify charac-
teristics that differ between groups and therefore are specific
to alcohol-affected individuals. Thus far, these efforts
have focused on two primary effects of heavy prenatal
alcohol exposure: low IQ score and a diagnosis of ADHD.
When children with heavy prenatal alcohol exposure are
compared with contrast groups with similar IQ scores,
both similarities and differences emerge. Similarities (i.e.,
non-specific findings) include performance on measures
of internalizing behavior (Mattson and Riley 2000),
expressive and receptive language ability (McGee et al.
2009), sustained attention, and retention of verbal mate-
rial (Vaurio et al. 2011). In contrast, alcohol-affected
children are more impaired than IQ-matched control
subjects on measures of externalizing behavior (Mattson
and Riley 2000), adaptive skills (Thomas et al. 1998;
Whaley et al. 2001), and verbal learning (Coles et al.
2010; Mattson et al. 1996; Vaurio et al. 2011), and
these measures therefore can be considered specific find-
ings. These observations suggest that in comparison to
other groups with lowered IQ scores, it is possible to

identify a profile of effects that are specific to prenatal
alcohol exposure.

Other research has documented both similarities and
differences between children with heavy prenatal alcohol
exposure and nonexposed children with ADHD. These
studies found that some aspects of executive function
may prove useful in profile development because deficits
in this domain are not entirely overlapping in these two
groups. For example, children with ADHD or FASD
show deficits on measures of nonverbal problem solving
and worse letter fluency than category fluency, but only
alcohol-affected children demonstrate greater impair-
ment on letter fluency and set-switching (Vaurio et al.
2008). Other studies have documented greater impairment
in alcohol-affected children than nonexposed children
with ADHD on measures of visual-spatial reasoning,
problem solving, flexibility, and encoding and shift
aspects of attention (Coles et al. 1997), as well as in
social cognition and facial emotion processing ability
(Greenbaum et al. 2009). Differences in adaptive skills
also have been noted, with alcohol-affected children
demonstrating an arrest in development of adaptive ability
(Crocker et al. 2009; Thomas et al. 1998; Whaley et
al. 2001), whereas nonexposed children with ADHD
demonstrate delayed ability that improves with age
(Crocker et al. 2009). Finally, differences in classical con-
ditioning exist between children with FASD and chil-
dren with ADHD (Coffin et al. 2005). Thus, although
the rates of ADHD are high in alcohol-affected children,
the presence of this comorbidity does not account for
some of the neurocognitive deficits in this population.

One weakness of this approach of comparing alcohol-
affected children with other clinical contrast groups (e.g.,
nonexposed children with low IQ or ADHD) is that
these studies have proceeded, by necessity, in a piecemeal
fashion, and no one study can simultaneously account
for all aspects of the alcohol phenotype. To date, only
two pieces of the FASD puzzle have been addressed, and
additional research addressing other potential contribu-
tory factors or including other comparisons is needed.
Another important consideration in the development
of a neurobehavioral profile for individuals affected by
heavy prenatal alcohol exposure is the possibility that
more than one profile may exist. For example, differences
in the patterns (i.e., binge drinking versus more continuous
alcohol consumption) or timing of alcohol exposure (e.g.,
O’Callaghan et al. 2007) may result in different profiles.
Moreover, the profile may be affected by other factors
such as overall IQ score (i.e., there may be different pro-
files for children with average versus below-average IQ
scores) (e.g., Carmichael Olson et al. 1998; Kerns et al.
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1997) or age of the children (e.g., Crocker et al. 2009).
It also is possible that other environmental or genetic
factors may interact with exposure, resulting in multiple
profiles. Hopefully, however, even these profiles will
share a core set of features that can be used to accurately
identify individuals affected by heavy prenatal alcohol
exposure.

Conclusion

The quest for a neurobehavioral profile of heavy prenatal
alcohol exposure is essential for enhancing understanding
of the effects of this exposure and will result in improve-
ments in intervention and incidence estimates. Although
the search already has been fruitful, a reliable profile has
been elusive. Additional research is necessary to further
clarify the sensitivity and specificity of the emerging pro-
file as well as to continue to address the confounding
effects of myriad complicating factors. �

Acknowledgements

Preparation of this paper was supported by NIAAA grants
R01AA–019605, R01AA–010417, U01AA–014834, and
U24AA–014811

References
American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, 4th Edition, Text Revision. Washington, DC: American
Psychiatric Association, 2000.

BELLUGI, U.; BIHRLE, A.M.; JERNIGAN, T.L.; ET AL. Neuropsychological,
neurological, and neuroanatomical profile of Williams syndrome.
American Journal of Medical Genetics 6(Suppl):115–125, 1990. PMID:
2133326

BERTRAND, J.; FLOYD, R.L.; AND WEBER, M.K. Guidelines for identifying
and referring persons with fetal alcohol syndrome. Morbidity and Mortality
Weekly Report Recommendations and Reports 54(RR–11): 1–14, 2005.
PMID: 16251866

BURD, L., AND HOFER, R. Biomarkers for detection of prenatal alcohol
exposure: A critical review of fatty acid ethyl esters in meconium. Birth
Defects Research. Part A, Clinical and Molecular Teratology 82(7):487–493,
2008. PMID: 18435469

CARMICHAEL OLSON, H.; FELDMAN, J.J.; STREISSGUTH, A.P.; ET AL.
Neuropsychological deficits in adolescents with fetal alcohol syndrome:
Clinical findings. Alcoholism: Clinical and Experimental Research
22(9):1998–2012, 1998. PMID: 9884144

COFFIN, J.M.; BAROODY, S.; SCHNEIDER, K.; AND O’NEILL, J. Impaired
cerebellar learning in children with prenatal alcohol exposure: A compara-
tive study of eyeblink conditioning in children with ADHD and dyslexia.
Cortex 41(3):389–398, 2005. PMID : 15871603

COLES, C.D.; LYNCH, M.E.; KABLE, J.A.; ET AL. Verbal and nonverbal
memory in adults prenatally exposed to alcohol. Alcoholism: Clinical and
Experimental Research 34(5):897–906, 2010. PMID: 20201929

COLES, C.D.; PLATZMAN, K.A.; RASKIND-HOOD, C.L.; ET AL. A compari-
son of children affected by prenatal alcohol exposure and attention deficit,
hyperactivity disorder. Alcoholism: Clinical and Experimental Research
21(1):150–161, 1997. PMID: 9046388

CROCKER, N.; VAURIO, L.; RILEY, E.P.; AND MATTSON, S.N. Comparison
of adaptive behavior in children with heavy prenatal alcohol exposure
or attention-deficit/hyperactivity disorder. Alcoholism: Clinical and
Experimental Research 33(11): 2015–2023, 2009. PMID: 19719794

GREENBAUM, R.L.; STEVENS, S.A.; NASH, K.; ET AL. Social cognitive and
emotion processing abilities of children with fetal alcohol spectrum disor-
ders: A comparison with attention deficit hyperactivity disorder.
Alcoholism: Clinical and Experimental Research 33(10):1656–1670, 2009.
PMID: 19624575

HANNIGAN, J.H.; CHIODO, L.M.; SOKOL, R.J.; ET AL. A 14-year retrospective
maternal report of alcohol consumption in pregnancy predicts pregnancy
and teen outcomes. Alcohol 44(7-8):583–594, 2010. PMID: 20036487

HOYME, H.E.; MAY, P.A.; KALBERG, W.O.; ET AL. A practical clinical
approach to diagnosis of fetal alcohol spectrum disorders: Clarification of
the 1996 Institute of Medicine criteria. Pediatrics 115(1):39–47, 2005.
PMID : 15629980

HUTSON, J.R.; RAO, C.; FULGA, N.; ET AL. An improved method for
rapidly quantifying fatty acid ethyl esters in meconium suitable for prenatal
alcohol screening. Alcohol 45(2):193–199, 2010. PMID: 20705417

KERNS, K.A.; DON, A.; MATEER, C.A.; AND STREISSGUTH, A.P. Cognitive
deficits in nonretarded adults with fetal alcohol syndrome. Journal of
Learning Disabilities 30(6):685–693, 1997. PMID: 9364906

LESTER, B.M.; ELSOHLY, M.; WRIGHT, L.L.; ET AL. The Maternal Lifestyle
Study: Drug use by meconium toxicology and maternal self-report.
Pediatrics 107(2):309–317, 2001. PMID: 11158464

MATTSON, S.N., AND RILEY, E.P. Parent ratings of behavior in children
with heavy prenatal alcohol exposure and IQ-matched controls.
Alcoholism: Clinical and Experimental Research 24(2):226–231, 2000.
PMID: 10698376

MATTSON, S.N.; RILEY, E.P.; DELIS, D.C.; ET AL. Verbal learning and
memory in children with fetal alcohol syndrome. Alcoholism: Clinical and
Experimental Research 20(5):810–816, 1996. PMID: 8865953

MATTSON, S.N., AND ROEBUCK, T.M. Acquisition and retention of verbal
and nonverbal information in children with heavy prenatal alcohol expo-
sure. Alcoholism: Clinical and Experimental Research 26(6):875–882, 2002.
PMID: 12068257

MATTSON, S.N.; ROESCH, S.C.; FAGERLUND, A.; ET AL. Toward a neurobe-
havioral profile of fetal alcohol spectrum disorders. Alcoholism: Clinical and
Experimental Research 34(9):1640–1650, 2010. PMID: 20569243

MCGEE, C.L.; BJORKQUIST, O.A.; RILEY, E.P.; AND MATTSON, S.N.
Impaired language performance in young children with heavy prenatal
alcohol exposure. Neurotoxicology and Teratology 31(2):71–75, 2009.
PMID: 18938239

MERVIS, C.B.; ROBINSON, B.F.; BERTRAND, J.; ET AL. The Williams syn-
drome cognitive profile. Brain and Cognition 44(3):604–628, 2000.
PMID: 11104544



Vol. 34, No. 1, 2011 55

Neurobehavioral Profile of Heavy Prenatal Alcohol Exposure

O’CALLAGHAN, F.V.; O’CALLAGHAN, M.; NAJMAN, J.M.; ET AL. Prenatal
alcohol exposure and attention, learning and intellectual ability at 14 years:
A prospective longitudinal study. Early Human Development 83(2):115–
123, 2007. PMID: 16842939

OSTREA, E.M., JR.; HERNANDEZ, J.D.; BIELAWSKI, D.M.; ET AL. Fatty acid
ethyl esters in meconium: Are they biomarkers of fetal alcohol exposure
and effect? Alcoholism: Clinical and Experimental Research 30(7):1152–
1159, 2006. PMID: 16792562

PULSIFER, M.B. The neuropsychology of mental retardation. Journal of the
International Neuropsychological Society 2(2):159–176, 1996. PMID: 9375201

SAMPSON, P.D.; STREISSGUTH, A.P.; BOOKSTEIN, F.L.; ET AL. Incidence
of fetal alcohol syndrome and prevalence of alcohol-related neurodevelop-
mental disorder. Teratology 56(5):317–326, 1997. PMID: 9451756

STREISSGUTH, A.P.; BOOKSTEIN, F.L.; BARR, H.M.; ET AL. Risk factors for
adverse life outcomes in fetal alcohol syndrome and fetal alcohol effects.
Journal of Developmental and Behavioral Pediatrics 25(4):228–238, 2004.
PMID: 15308923

THOMAS, S.E.; KELLY, S.J.; MATTSON, S.N.; AND RILEY, E.P. Comparison
of social abilities of children with fetal alcohol syndrome to those of chil-
dren with similar IQ scores and normal controls. Alcoholism: Clinical and
Experimental Research 22(2):528–535, 1998. PMID: 9581664

VAURIO, L.; CROCKER, N.; AND MATTSON, S.N. Fetal alcohol spectrum
disorders. In: Davis, A.S., ed. The Handbook of Pediatric Neuropsychology.
New York: Springer Publishing Company, 2010, pp. 877–886.

VAURIO, L.; RILEY, E.P.; AND MATTSON, S.N. Differences in executive
functioning in children with heavy prenatal alcohol exposure or attention-
deficit/hyperactivity disorder. Journal of the International Neuropsychological
Society 14(1):119–129, 2008. PMID: 18078538

VAURIO, L.; RILEY, E.P.; AND MATTSON, S.N. Neuropsychological
comparison of children with heavy prenatal alcohol exposure and an IQ-
matched comparison group. Journal of the International Neuropsychological
Society 2011. [Epub ahead of print] PMID: 21349236

WHALEY, S.E.; O’CONNOR, M.J.; AND GUNDERSON, B. Comparison of
the adaptive functioning of children prenatally exposed to alcohol to a
nonexposed clinical sample. Alcoholism: Clinical and Experimental Research
25(7):1018–1024, 2001. PMID: 11505027


