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Females have long been underrepresented in preclinical research and clinical drug trials.
Directives by the U.S. National Institutes of Health have increased female participation in
research protocols, although analysis of outcomes by sex remains infrequent. The long-held
view that traits of female rats and mice are more variable than those of males is discredited,
supporting equal representation of both sexes inmost studies. Drug pharmacokinetic analysis
reveals that, among subjects administered a standard drug dose, women are exposed to
higher blood drug concentrations and longer drug elimination times. This contributes to
increased adverse drug reactions in women and suggests that women are routinely overmed-
icated and should be administered lower drug doses than men. The past decade has seen
progress in female inclusion, but key subsequent steps such as sex-based analysis and sex-
specific drug dosing remain to be implemented.

In the not too distant past, men were consid-
ered representative of the human species; dif-

ferences from the male norm were viewed as
atypical or abnormal, just one aspect of a broad-
er sexism that ranks among the most pervasive
human prejudices (Perry and Albee 1998). The
notion that women and girls were inferior to
men and boys was in play when agriculture
and sedentary cultures emerged (Anantha-
swamy and Douglas 2018), with the status of
women lower than that of men from the dawn
of recorded history (Rosen 1971; Morsink
1979). Sex bias persists today in virtually all

walks of life, creating an environment that dis-
advantages women.

Women and nonhuman female mammals
have been given short shrift in biomedical re-
search. Until recently, the research community
labored under the misguided assumption that
information garnered from studies of males
could be generalized without modification to
females. Since then, sex differences in mecha-
nisms underlying basic biological processes,
frompain signaling (e.g.,Mogil et al. 2003; Sorge
et al. 2015) to synaptic inhibition (Huang and
Woolley 2012), to drug metabolism (described

Editors: Cynthia L. Jordan and S. Marc Breedlove
Additional Perspectives on Sex Differences in Brain and Behavior available at www.cshperspectives.org

Copyright © 2022 Cold Spring Harbor Laboratory Press; all rights reserved; doi: 10.1101/cshperspect.a039156
Cite this article as Cold Spring Harb Perspect Biol 2022;14:a039156

1

 on December 5, 2022 - Published by Cold Spring Harbor Laboratory Press http://cshperspectives.cshlp.org/Downloaded from 

mailto:irvzuck@berkeley.edu
mailto:irvzuck@berkeley.edu
http://www.cshperspectives.org
http://www.cshperspectives.org
http://www.cshperspectives.org
http://www.cshperspectives.org/site/misc/terms.xhtml
http://cshperspectives.cshlp.org/


below), have been detailed with important con-
sequences for women’s health (Heinrich 2001;
Klein et al. 2015).

The belief that hormonal variations associ-
ated with estrous and menstrual cycles renders
females more variable than males—now dis-
credited (Mogil and Chanda 2005; Prendergast
et al. 2014; Becker et al. 2016)—discouraged in-
clusion of women and female rodents in ex-
perimental protocols, negatively impacting the
quality of medical care for women. Mazure and
Jones (2015) provide a detailed chronology of
changes instituted by the U.S. National Insti-
tutes of Health (NIH) to address sex bias in
humanmedical research, and provide a compre-
hensive list of actions needed to remove remain-
ing barriers to ensure appropriate consideration
of sex as a biological variable (SABV) in biomed-
ical studies.

Here we review historical and current trends
of female inclusion in preclinical and clinical
research, evolving policies aimed at increasing
participation of females in biomedical research,
and ongoing deficits in analysis with sex or gen-
der as a factor. The assumption that periodic
fluctuations in hormone secretion compromise
female participation in scientific studies is dis-
credited, and the pharmacological basis of hu-
man sex differences in adverse drug reactions
(ADRs) is explored.

HISTORICAL ANALYSIS

Inclusion of both sexes in research studies has
been consistently low (∼15%) over a 100-year
interval (Fig. 1A; Beery and Zucker 2011). In
the early to mid-twentieth century, the majority
(60%–80%) of articles dealing with nonhuman
mammals failed to report the sex of research
subjects used in biological research. Since then,
the percent of articles omitting subject sex has
markedly decreased, but has been accompanied
by a concomitant increase in the percent of ar-
ticles reporting the exclusive use of males.

Inclusion of women in clinically relevant re-
search has been marginally to substantially bet-
ter over the past half century (Beery and Zucker
2011). Between 1949 and 1989, 32%–45% of
studies incorporated both male and female sub-

jects, with a marked increase to >60% in 1999
and 2009. Articles with sex unspecified declined
from over 20% between 1949 and 1979, to ∼7%
between 1989 and 2009.

CHANGES IN THE PAST DECADE: SEX BIAS

In 2009, we documented extensive male bias in
research on humans and nonhuman mammals
in eight of ten surveyed biological subdisciplines
(Beery and Zucker 2011). The ratio of articles
reporting on only males versus only females was
most skewed in the fields of neuroscience (5.5:1)
and pharmacology (5:1)—two research domains
with strong preclinical relevance. A female skew
was present only in studies of reproduction
(1:1.6), and in immunology (1:2.2). Subject sex
was often not reported in publications in 2009.
Sex was omitted in 22%–42% of articles in neu-
roscience and physiology; at least 92% of articles
in the behavior, endocrinology, and pharmacol-
ogy categories specified sex of experimental an-
imals or tissues (Beery and Zucker 2011).

In 2016, a U.S. National Institutes of Health
policy change (NOT-OD-15-102; NIH) re-
quired investigators to consider SABV in grant
applications. Woitowich and Woodruff (2019)
assessed the short-term impact of this directive
by surveying attitudes about the 2016 policy and
perceptions regarding its implementation
among NIH study section members in 2016
and 2017. Amajority of respondents considered
it important for NIH-funded research to con-
sider SABV and thought it would improve rigor
and reproducibility of findings. The percentage
of grant applications that successfully addressed
and incorporated the policy increased over this
span.

A follow-up study analyzed articles in nine
biological disciplines in 2019 to compare with a
similar survey a decade earlier, and to assess the
extent of incorporation of SABV in the years after
the 2016 NIH directive (Woitowich et al. 2020).
The percent of studies that included both sexes
increased across pooled subdisciplines (Fig. 1B),
with significant gains inmany but not all specific
fields (e.g., neuroscience but not pharmacology).
Overall, sex-inclusive research practices have in-
creased since 2009, althoughmale bias remains in
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several biological disciplines (Woitowich et al.
2020), and has increased in some fields (e.g., car-
diovascular research [Ramirez et al. 2017]). In
neuroscience, these gaps appear more prevalent
for research performed in some species (e.g., rats,
ferrets), but do not currently directly reflect fund-
ing source (Mamlouket al. 2020).Most reports of
single-sexmale studies did not provide a rationale
for excluding females (Woitowich et al. 2020), but
justification for female exclusion still sometimes
invoked the belief that females exhibit cyclicity-
driven variability (now discredited, see below).

LACKOF CHANGE IN THE PAST DECADE:
SEX-BASED ANALYSIS

Whereas inclusion of females has improved over
the past decade, there has been no concomitant
increase in the percentage of studies on both sexes
that analyze resultswith sex or gender as a factor in
analyses, and fewer than half of sex-inclusive stud-
ies make reference to any such analysis (Fig. 2;
Mamlouk et al. 2020; Woitowich et al. 2020).
Thus, improved female inclusionhasnot yet trans-
lated into increased reporting of female biology.
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Figure 1. Sex bias in research subjects tested over time. (A) Sampling of mammalian studies published in two
physiology journals over the past century reveals that including both sexes is not the norm.Decreased omission of
the sexes of research subjects (“unspecified”) over time coincides with an increase in reports of male-only studies.
Historical data through 2009 are from Beery and Zucker (2011) (reprinted with permission from the authors).
2019 data from the Journal of Physiology (London) were obtained from the supplementary data file inWoitowich
et al. (2020) (reprinted with permission from the authors) (note the Journal of Pharmacology and Experimental
Therapeutics was not sampled for this year). (B) Across biological science subdisciplines surveyed, more 2009
studies examined onlymales than examined females or both sexes. By 2019, studies involving both sexes in at least
one part of the study were significantly more common. This pattern was evident in some subdisciplines and not
others. For example, there was an increase in sex-inclusive articles in neuroscience, but no such increase in
pharmacology. ����p < 0.0001; NS = not significant.
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The lack of sex-based analyses in sex-inclu-
sive studies is potentially problematic. Males
and females should not be pooled in analysis
without—at a minimum—screening for sex dif-
ferences (and reporting this screen); otherwise,
experimental power may be lost (Beery 2018;
Buch et al. 2019). When sex differences are
present, inclusion of sex as a factor in analysis
allows authors to identify these differences, as
well as to increase the power to detect main
effects of manipulations or treatments in the
presence of sex differences in mean values
(Beery 2018). Exploratory analysis of sex effects
using factorial designs can assess the main
effects of treatment and subject sex with effec-
tively the same power as pairwise tests, without
increased sample size (Collins et al. 2014; Buch
et al. 2019). In the case where there is an inter-
action between sex and the main variable of in-
terest, additional samples may be needed, and
testing designed to capture sex differences will
be biologically meaningful (Becker et al. 2005).

Fears of the need for doubled sample sizes
(or more) in the presence of sex differences are
thus unfounded. When sex differences are ab-
sent or when they are present without a sex ×
treatment interaction, no sample size increase is
needed (Beery 2018; Buch et al. 2019). When
both sex differences and a sex × treatment inter-
action are present (i.e., the situation requiring
the largest sample size increases), a recentmodel
revealed necessary increases of only 14%–33%
under different conditions to include both sexes,
even after statistical correction for the use of
multiple factors (Buch et al. 2019).

The actual prevalence of sex differences in
biology remains unknown, in part because there
have been so few systematic surveys of the topic.
This gap in reporting suggests that known sex
differences are just the tip of the iceberg. To
improve the validity of preclinical and clinical
research, it is not enough simply to include fe-
males in research studies; onemust also examine
whether there are effects of sex/gender. Several
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Figure 2. Lack of progress in analysis of findings by sex. While inclusion of both sexes increased from 2009 to
2019, there was no change in sex-specific analysis of the data: across fields, less than half of the studies that used
both sexes reported any analysis by sex. Separate analysis of nine biological subdisciplines showed only the field of
pharmacology increased in percentage of sex-based analyses, but this needs to be understood in the context of a
field that has not increased inclusion of females. In other words, when that minority of papers in this field do
include females (see Fig. 1B), they are likely to look for sex differences. (Data are from Beery and Zucker 2011 and
Woitowich et al. 2020; reprinted, with permission, from the respective authors.)
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guides for researchers to analyze sex differences
now exist (Becker et al. 2005; Beltz et al. 2019;
Buch et al. 2019).

FEMALE RODENTS ARE NOT A LIABILITY IN
PRECLINICAL RESEARCH

The long-standing assumption that the estrous
cycle renders females intrinsically more variable
than males may be the single greatest contribu-
tor to the sex biases cataloged in the preceding
section (Mogil and Chanda 2005). The under-
representation of female animals in biomedical
research is based on the assumption that, for any
given trait, females exhibit more variability than
males, and therefore must be tested at each of
four stages of the estrous cycle to generate reli-
able data (Wald and Wu 2010). Satisfying this
requirement would quadruple the number of
females compared to studies employing males,
thereby increasing experimental effort and cost.
However, the question of whether such sex dif-
ferences in variability even exist had not been
addressed until recently.

In an assessment of more than 8000 individ-
ual measurements collected on 40 different
mouse strains in three different laboratories, re-
searchers found that females tested at random
points in their estrous cycles were no more var-
iable than males on an acute thermal pain test;
no sex differences in variability measures were
observed in acute and tonic chemical nocicep-
tion tests (Mogil and Chanda 2005). This infer-
ence transcended measures of pain, evidenced
by assessment of variability between male and
female mice on ∼10,000 morphological, physi-
ological, and behavioral traits (Prendergast et al.
2014). This analysis focused on measures ob-
tained without regard for the stage of the estrous
cycle, thus maximizing any supposed female
variability. Across this diverse array of traits, fe-
male variability was shown to be no greater than
that of males even when estrous cycles were not
monitored, thereby eliminating the barrier that
fostered underrepresentation of female rodents
in biomedical research (Fig. 3A).

The analysis also examined coefficients of
variation (CVs) sorted into 30 broad trait cate-
gories but found no systematic pattern of sex-

biased CVs—a similar conclusion was reached
from an analysis of a set of >2 million data
points, across 218 traits measured from
>26,000 mice (International Mouse Phenotyp-
ing Consortium; Zajitschek et al. 2020). An eval-
uation of variability in gene expression, per-
formed on 293 microarray data sets from mice
and humans, found gene expression in males to
be slightly more variable than that of females,
although the difference was small (Fig. 3B; Itoh
and Arnold 2015). The most common tissue
source for this analysis was brain, which showed
either a slight male bias in CV or no difference.
Distinct patterns of sex differences in variance
were identified in individual organs: in most
cases CVs were higher inmales (kidney, adrenal,
skeletal muscle), but variance was greater in fe-
males in one tissue—spleen (Itoh and Arnold
2015). Overall, the report concluded that vari-
ability in gene expression was no greater in fe-
males than males.

An analogous meta-analysis, using similar
methods, was performed focused on neurosci-
ence-relevant measures in male and female rats
(Becker et al. 2016). Evaluating over 6000 trait
measures, the authors found no overall differ-
ences in variability (Fig. 3C). As in prior reports,
the analysis identified individual trait categories
in which CVs were greater in one sex; and again,
this occurred more often in males. Indeed, the
authors found that even in the subset of ∼300
traits that weremeasured at known phases of the
estrous cycle, segregating data by cycle day did
not yield a reduction in variability of female data
(Fig. 3D). Taken together, results from meta-
analyses of data sets in multiple species and
across diverse research domains are character-
ized by a consistent failure to support the hy-
pothesis that females are intrinsically more
variable than males.

Changes in physiology and behavior across
the estrous cycle are, however, well-documented
in female rodents (Krzych et al. 1978; Barthele-
my et al. 2004); indeed, these observations pre-
sumably fueled the notion that females must be
more variable (and thus more difficult to study).
How, then, do these well-established estrous
fluctuations fail to result in increased variability
in females? A possible answer lies in closer ex-
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amination of the sources of variance within each
sex. Whereas a potent source of female variabil-
ity may be found in hormonal fluctuations over
the ovulatory cycle (Quinlan et al. 2010; Datta
et al. 2016), the sources and patterns of male
variability have not been systematically evaluat-
ed, let alone characterized. Accounting for the
overall absence of sex differences in variability is
warranted. The magnitude of variance associat-
ed with the estrous cycle may be sufficiently
small as to have little impact; alternatively, trait

variability ofmales over several consecutive days
may simply be as great as that of females over the
estrous cycle. Potential sources of this “hidden”
male variance were investigated by performing
time-series analyses of locomotor activity and
body temperature recorded continuously over
the estrous cycle of female mice and in yoked
males (Smarr et al. 2017). Overall variability in
circadian power was comparable between the
sexes for both traits. Remarkably, infradian var-
iability (variance across days) was greater in fe-
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males and ultradian variability (variance within
days) was greater in males (Fig. 4A). The results
also indicated that, for any given trait, depending
on how data are collected (e.g., across multiple
days, in a single day, during a fixed time span
within a single day), measures will capture vari-
ance from different sources. Exclusion of female
mice from studies may thus increase variance in
investigations in which measures are collected
over a span of several hours. Ultimately, this fac-
tor may limit generalization of findings from
males to females. Smarr and colleagues (2019)
also detailed sex differences in variance structure
within ingestive behavior. Mice of both sexes
were subjected to schedules of food availability
and reward over 4-day blocks. Females exceeded
males in intra-individual variability, but not in-
terindividual variability (Fig. 4B). Overall, vari-
ance did not differ by sex under any of the food
reward schedules.

Thus, convergent evidence from multiple
species and across diverse traits fails to support
the hypothesis that females are more variable
than males. Mogil and Chanda (2005) speculat-
ed that “male mice [may] feature their own sex-
specific variability.” Now that the default as-
sumption of greater female variability has been
assessed and rejected, a productive new direc-
tion may lie in efforts to identify the sources of
variance that rendermales as variable as females,
and in many cases, more variable than females.

NEGLECT OF WOMEN IN BIOMEDICAL
RESEARCH HAS NEGATIVE HEALTH
IMPLICATIONS

Many currently prescribed drugs were approved
by the U.S. Food and Drug Administration
(FDA) with inadequate enrollment of female
animals in preclinical research, and women in
clinical trials. For example, the popular sedative-
hypnotic drug zolpidem (Ambien), was first ap-
proved in 1992 with just 19 women and 49 men
(FDA NDA 19908) as the sole pre-approval as-
sessment of the effect of sex on pharmacokinet-
ics (PK), which revealed marked elevation of
drug concentrations in women and longer elim-
ination times. Only after decades of post-mar-
keting reports of cognitive deficits in women

were sex-based dose adjustments recommend-
ed, at which point women were advised to re-
ceive half the zolpidem dose given men. Many
other drugs administered in equal doses towom-
en and men require reevaluation for sex-specific
dose adjustments, but relevant data are lacking
for almost all currently prescribed pharmaceu-
ticals. Zolpidem is but one of many drugs not
administered on an mg/kg of body mass basis;
women are given the same dose as men, despite
lower body weights and sex differences in drug
absorption, distribution, bioavailability, metab-
olism, and excretion. Consequently, women
may be overmedicated.

Across all drug categories, ADRs are sub-
stantially more common in women than men
(de Vries et al. 2019); more female ADR reports
were submitted in all regions of theworld and all
age groups from 12 to 17 years and older (Wat-
son et al. 2019). It is conceivable that some of the
increase in ADR reports for women might be
caused by the possible overmedication discussed
above. Women are also significantly more likely
to be hospitalized secondary to an ADR (Tharpe
2011; Nakagawa and Kajiwara 2015; Damien
et al. 2016). This disparity is pervasive: 46% of
a large sample of drugsmanifests significant sex/
gender differences in ADRs (Yu et al. 2016).
Women over the age of 19 were 43%–69%
more likely than men to have an ADR recorded
by their general practitioner (Martin et al. 1998).
ADRs also peak 20 years earlier among women
than men (Martin et al. 1998). Frequently re-
ported ADRs included nausea, headache, drow-
siness, depression, excessive weight gain, cogni-
tive deficits, seizures, hallucinations, agitation,
and cardiac rhythm anomalies. Women are
more likely than men to use two or more medi-
cations concurrently (polypharmacy), andmore
unique medications per year, which may also
contribute to increased female ADRs (Manteuf-
fel et al. 2014).

Biological, psychological, and cultural factors
contribute to the greater prevalence of ADRs in
women, including sex differences in PK and
pharmacodynamics (PD), endogenous sex-
specific organizational and activational steroid
hormone exposure, sex differences in exogenous
steroid administration, higher rates of polyphar-
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macy in women, sex differences in the expression
of somatoform disorders, and sex differences in
reporting rates (Kando et al. 1995).

PK differs in men and women for many
drugs (Harris et al. 1995; Meibohm et al. 2002;
Schwartz 2003, 2007; Gandhi et al. 2004; Soldin
andMattison 2009; Franconi andCampesi 2014,
2017), which affects drug efficacy and toxicity
(Institute of Medicine (US) Committee on Un-
derstanding the Biology of Sex and Gender Dif-
ferences 2001; Amacher 2014). Significant sex
differences have been noted in PK in ∼28% of
bioequivalence studies (Chen 2000). But PK in-
formation is included in only a small minority of
approved drug labels (Fadiran and Zhang 2015);
fewer than 4% of drugs in the Physicians’ Desk
Reference list population PK information in la-
beling (Duan 2007).

To examine whether sex differences in PK,
specifically elevated drug exposure and longer
elimination times in women thanmen, are asso-
ciated with clinically significant sex differences
in ADRs, a literature survey was performed to
identify drugs for which sex differences in both
PK and ADRs had been examined (Zucker and
Prendergast 2020). The analysis identified hun-
dreds of FDA-approved drugs with sex differ-
ences in PK, and 86 drugs with statistically sig-
nificant sex differences in PK, which also
reported data on ADRs that were analyzed by
sex (Fig. 5). PK differences commonly manifest-
ed in measures of the maximum drug concen-
tration in the blood (Cmax) and area under the
curve (AUC), but also included distribution vol-
ume andmeasures of drug elimination rate (e.g.,
circulating half-life). Many drugs with pro-
nounced sex differences in ADRs were excluded
from the analysis because PKdatawere not avail-
able, typically because the drug was approved
prior to the year 2000, or because sex-specific
analyses were not available in the FDA database.
The analysis also indicated that many sex differ-
ences in ADRs persisted even after corrections
for body weight were considered.

The correspondence of sex differences in PK
with sex differences inADRswas striking. In 88%
of instances, a sex difference in PKwas linked to a
similar sex difference in ADRs; PK-ADRconcor-
dance is summarized in Table 1. The sex differ-

ence in ADRs among these drugs is substantially
higher than the 46% sex difference in ADRs
across all drugs assessed without regard to PK
differences (reported by Yu et al. 2016). Thus,
including PK data in the consideration of ADRs
and stratifying analyses of drugs by the presence
and direction of PK differences greatly clarifies
patterns of sex differences in ADRs. Nearly all
(96%) drugs with higher PK values in women
were associated with a higher incidence of
ADRs in women than men, whereas only 29%
of drugs for which PK values of males exceeded
those of females did this sex difference positively
predict male-biased ADRs (Fig. 5). Indeed, even
in this small fraction of drugs with male-biased
PK,ADRsweremore prevalent or severe inwom-
en. These data showan alarming pattern: elevated
drug concentrations and decreased elimination
times are far more common in women than
men. For drugs with female-biased PK, the clear
mapping of PK onto ADRs suggests that drugs
that exhibit female-biased PK present a major
health risk for women that is not prioritized by
the medical profession. An even stronger poten-
tial for risk lies in that far larger number of drugs
for which no data on PK sex differences exist.

The lack of attention to female subjects dur-
ing the early stages of drug development may
have pervasive, unintended effects that contrib-
ute to the disproportionate occurrence of ADRs
in women. Drug development pipelines often
begin with preclinical modeling, in vitro exper-
iments in human tissues and in vivo experi-
ments in laboratory animal models (usually
mice). Inattention to sex and gender in the early
stages of drug development can create founder
effects that may bias drug efficacy toward one
sex. If, during early stages of preclinical develop-
ment, a drug is optimized and titrated specifi-
cally in cells or mice of one sex, then any sex
biases inherent in such model systems may be
propagated into later stages of drug develop-
ment. For example, three of the four human
cell lines currently being used for SARS-CoV-2
(COVID-19) research are male (Takayama
2020). Disproportionate female-biased PK and
ADRs that are likely to emerge may reflect
echoes of sex-biased research decisions early in
the scientific process.
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Figure 5. Relations between pharmacokinetics (PK) and adverse drug responses in humans. Sex differences in
PK were identified in 86 U.S. Food and Drug Administration (FDA)-approved drugs, 59 of which also yielded
data on sex differences in adverse drug reactions (ADRs). PK analyses identified greater drug exposure in women
(a female PK bias) for 52 (88%) of these drugs. Among these 52 drugs with female-biased PK, 50 also had female-
biased ADRs (96% concordance between PK and ADR biases). In contrast, only two of seven drugs with male-
biased PK exhibitedmale-biased ADRs (29% concordance). (Data fromZucker and Prendergast 2020; reprinted,
with permission, from the authors.)
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A number of steps might remediate this sex
disparity in health and well-being that stems
from female-biased ADRs. The high correlation
between elevated PK in women and increased
female ADRs suggests that for drugs with higher
female PK, the initial dose should be lower for
women thanmen and increased only if the lower
dose fails to achieve the desired therapeutic ef-
fect.

Establishing sex parity in subject enrollment
during the drug approval process should be ex-
plicitly identified as a long-term goal of the De-
partment of Health and Human Services. The
decades-long pattern of neglect of female ani-
mals in preclinical research and underrepresen-
tation of women in clinical trials and research
must be corrected; recent NIH oversight and
vigilance is an important step in the right direc-
tion that needs to be maintained.

CONCLUDING REMARKS

Until relatively recently, female animals and
women were woefully underrepresented in bio-
medical research. Beginning in the 1990s,
spurred by the NIH revitalization act and con-
tinuing in subsequent decades, a remedial effort
has increased inclusion of women and female
rodents in clinical and preclinical studies. An
increased emphasis on enrolling both sexes
emerged in the past decade, but a majority of
such studies still fail to consider sex or gender as
factors in their analyses; this continued omis-
sion represents a missed opportunity and is a
serious shortcoming. An increasing number of
studies has established that average trait vari-
ability is no greater in females thanmales, there-
by removing the long-held, unsubstantiated bias
against inclusion of female rodents in research
protocols. In many instances, sex inclusion does
not require increases in sample size, but when
such increases are necessary, they are smaller
(e.g., 25% increase) than generally assumed.

Thewell-established increased susceptibility
of women to adverse drug reactions has now
been strongly correlated with substantial sex dif-
ferences in drug PK; women given the same
drug dose as men routinely generate higher
blood concentrations and longer drug elimina-

tion times and thus may be chronically over-
medicated. For drugs with known sex differ-
ences in PK, women should be administered
lower drug doses.
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