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Abstract

Colorectal cancer is the third most common and second most deadly type of cancer worldwide, with approximately 1.9 million cases and 0.9
million deaths worldwide in 2020. Previous studies have shown that estrogen and testosterone hormones are associated with colorectal cancer
risk andmortality. However, the potential effect of their precursor, dehydroepiandrosterone sulfate (DHEAS), on colorectal cancer risk has not
been investigated. Therefore, evaluating DHEAS’s effect on colorectal cancer will expand our understanding of the hormonal contribution to
colorectal cancer risk. In this study, we conducted a two-sample Mendelian randomization (MR) analysis to investigate the causal effect of
DHEAS on colorectal cancer.We obtained DHEAS and colorectal cancer genomewide association study (GWAS) summary statistics from the
Leipzig Health Atlas and the GWAS catalog and conducted MR analyses using the TwoSampleMR R package. Our results suggest that higher
DHEAS levels are causally associated with decreased colorectal cancer risk (odds ratio per unit increase in DHEAS levels z score= 0.70; 95%
confidence interval [0.51, 0.96]), which is in line with previous observations in a case–control study of colon cancer. The outcome of this study
will be beneficial in developing plasma DHEAS-based biomarkers in colorectal cancer. Further studies should be conducted to interpret the
DHEAS-colorectal cancer association among different ancestries and populations.
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Colorectal cancer is the third most common cancer among males
and second among females worldwide, accounting for approxi-
mately two million new incidents in 2020 (Xi and Xu, 2021).
Known risk factors associated with colorectal cancer include
genetic, lifestyle and environmental factors. Investigating the role
of lifestyle factors such as physical inactivity, obesity, smoking and
alcohol consumption is important due to the potential for improv-
ing our understanding of the disease (Aran et al., 2016).

Recent epidemiological and experimental studies suggest that
endogenous concentrations of sex hormones, such as estradiol, tes-
tosterone and sex hormone-binding globulin (SHBG), play a role
in colorectal cancer risk. Lin et al. (2013) identified an association
between estrone, estradiol, testosterone and SHBG and colorectal
cancer risk. The authors measured the plasma level of sex hor-
mones in 732 colorectal cancer patients (293 women and 439
men) and 1156 controls (437 women and 719 men). They applied
the unconditional logistic regression method to calculate relative
risk (RR) and confidence intervals (CIs) of two-sided tests. Both

testosterone (RR= 0.62; 95% CI [0.40, 0.96]) and SHBG
(RR= 0.65; 95% CI [0.42, 0.99]) showed an inverse association
with colorectal cancer among men after adjusting for body mass
index (BMI) and plasma levels of c-peptides. Among women, only
the ratio between estradiol and testosterone (RR= 0.43; 95% CI
[0.22, 0.84]) was inversely associated with colorectal cancer after
adjusting for potential confounding.

A recent study by Yang et al. (2020) focused on investigating the
association between circulating sex hormones and the survival of
colorectal cancer patients. Samples were collected from 609 cases
(370 men and 239 postmenopausal women not taking hormone
therapy at blood collection). Multivariate hazard ratios (HRs)
and 95% CIs were estimated using the Cox proportional hazard
regression. The authors showed that higher circulating levels of
free testosterone were associated with a lower risk of overall and
colorectal cancer-specific mortality among men. A positive corre-
lation was found between estrone and both overall- and colorectal
cancer-specific mortality among women. Leveraging data from the
UK Biobank, Dimou et al. (2021) conducted both observational
and two-sample Mendelian randomization (MR) analyses to elu-
cidate the role of circulating levels of testosterone and SHBG in
colorectal cancer risk. The authors found no causal associations
between circulating SHBG and free testosterone with colorectal
cancer risk.
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In addition to studying the association between sex hormones
and colorectal cancer risk, recent studies have focused on the effect
of sex steroids and colorectal cancer precursors, including conven-
tional adenomas and serrated polyps. Hang et al. (2021) investi-
gated the association between plasma sex hormones and early
initiation of colorectal cancer among 5404 postmenopausal
women from the Nurses’ Health Study I and II. Using the multi-
variate logistic regression approach, they observed that higher con-
centrations of SHBG were associated with a lower risk of
conventional adenomas. A nominally significant association
between SHBG and a lower risk of large-serrated polyps (≥10
mm) was found. In addition to SHBG, free estradiol and free tes-
tosterone were associated with a higher risk of conventional adeno-
mas. A recent study investigated the serum hormone levels
(testosterone, androstenedione, DHEAS [dehydroepiandrosterone
sulfate] and SHBG) and the risk of colorectal precursors among
men (Figueiredo et al., 2022). Authors have found that levels of free
testosterone, total testosterone, androstenedione, DHEAS or
SHBG are not associated with either ‘low-risk’ (single tubular
adenoma <1 cm) or ‘high-risk’ (advanced adenoma or sessile ser-
rated adenoma or right-sided serrated polyps or >2 adenomas in
any size) early precursor lesions in the colorectum.

Previous studies have investigated the causal effects of hor-
mone-related traits such as age at menarche, age at menopause,
using oral contraceptives and hormone replacement therapy
(HRT) on colorectal cancer risk. Li et al. (2013) conducted a
meta-analysis (11 case–control and 11 cohort studies) to assess
the relationship between age at menarche and colorectal cancer.
The random-effects pooled RR for the oldest versus the youngest
age of menarche was 0.95 (95% CI [0.85, 1.06]) with significant
heterogeneity (p < .001). Approximately similar RR values were
obtained for separate case–control and cohort studies. Therefore,
these RR results explained that age at menarche was not associ-
ated with colorectal cancer risk. Neumeyer et al. (2018) used an
MR approach to test the causal effect of age at menarche and
menopause on colorectal cancer risk. The authors found that
age at menarche (OR = 0.98; 95% CI [0.95, 1.02]) and age at men-
opause (OR = 0.98; 95% CI [0.94, 1.01]) were not associated with
colorectal cancer risk. Symer et al. (2018) conducted a meta-
analysis among women aged 55 to 74 years to evaluate the colo-
rectal cancer incidence (disease-specific mortality and all-cause
mortality) on an individual’s use of HRT at the time of randomi-
zation: never, current or former users. The authors found that
adjusted colorectal cancer incidence in current users compared
to never-users was lower (HR = 0.81; 95% CI [0.69. 0.94];
p = .005), as was death from colorectal cancer (HR = 0.63; 95%
CI = [0.47, 0.85]; p = .002) and all-cause mortality (HR = 0.76;
95% CI [0.72, 0.80]; p < .001).

Despite the accumulating evidence for the role of sex hormones
in colorectal cancer, the effect of ‘sex hormone precursors’ has not
been studied thoroughly. DHEAS is the precursor of major sex
hormones in our body, testosterone in males and estrogen in
females (see Figure 1). The concept for Figure 1 was adopted from
Allolio and Arlt (2002).

DHEAS, the sulfated derivative of DHEA, is a steroid hormone
produced mainly by the adrenal cortex, the outer layer of the adre-
nal glands. Osawa et al. (2002) have found that DHEA increases the
number of aberrant crypt foci induced by azoxymethane in a
murine model without progression to carcinogenesis, suggesting
that DHEA may be a promising chemopreventive drug for colon
cancer. DHEAS activates ERK1/2 in MCF-7 breast cancer cells
(Upmanyu et al., 2020). The ERK 1/2 cascade is a central signaling

pathway that regulates various biological processes, including pro-
liferation, differentiation, survival, apoptosis and stress response
(Wortzel and Seger, 2011).

In 2000, Alberg et al. (2000) conducted a nested case–control
analysis to evaluate whether serum DHEAS is associated with
the likelihood of developing colon cancer. The results did not pro-
vide strong evidence for an association between circulating
DHEAS and colon cancer risk. Nevertheless, DHEAS was associ-
ated with a decreased risk of colon cancer among men, and these
results were not statistically significant under 95% CIs (p = .06).
Therefore, further studies are required to support or refute the
potential association between DHEAS and colorectal cancer.

MR is an epidemiological technique that leverages genetic data
to provide evidence on causal relationships between pairs of com-
plex traits. The variants must be robustly associated with the expo-
sure as instrumental variables to predict the effect of the exposure
(here DHEAS) on disease risk (colorectal cancer in this study). MR
can be compared to a randomized controlled trial as it takes advan-
tage of random allocation of genetic variants at conception
(Larsson et al., 2022), while observational studies are susceptible
to confounding. In this study, we have used a two-sample MR
approach to assess the potential causal association of DHEAS with
colorectal cancer. In two-sample MR, the associations of the
instrumental variables with the exposure and outcome are derived
from two independent (nonoverlapping) samples.

Materials and Methods

This study followed the STROBE-MR (strengthening the reporting
of observational studies in epidemiology using MR) (Skrivankova
et al., 2021) guidelines to report MR results.

Summary Data Resources

DHEAS. The genomewide association study (GWAS) summary
statistics of DHEAS (adjusted for sex, age and log [BMI]) was
obtained from Pott et al. (2019). In their study, GWAS analyses
were performed using two cohorts of the Leipzig Research
Centre for Civilization Diseases, Life-Adult (5758 samples: 2969
men and 2789 women) and Life-Heart (2070 samples: 1358 men
and 712 women), after excluding all patients under treatment of
sex hormones or glucocorticoids. Both Life-Adult and Life-
Heart studies comprise randomly assigned participants from
Leipzig, Germany. In LIFE-Heart and Life-Adult, the DHEAS lev-
els were measured using liquid chromatography–tandem mass
spectrometry and an electrochemiluminescence immunoassay.
The unit of DHEAS measurement was μmol/L.

Colorectal cancer. The GWAS summary statistics of colorectal
cancer were obtained from a recent study that included 4562 cases
and 382,756 controls of white British ancestry (Zhou et al., 2018).

DHEAS and colorectal cancer GWAS summary statistics were
obtained from two independent studies to avoid overlapping
samples.

Instruments Selection

Summary statistics for 467 genetic variants (single nucleotide poly-
morphisms; SNPs) associated with DHEAS levels at genomewide
significance (p< 5E-08 and MAF> 0.01) were extracted from the
original DHEAS GWAS study (Pott et al., 2019). To ensure instru-
mental variables were independent, strict clumping was performed
with an r2 threshold of .001 and a window size of 10,000 kb using the
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‘ld_clump’ function in the TwoSampleMR package (Hemani et al.,
2018). Six instrumental variables (SNPs) were retrieved by the link-
age disequilibrium pruning. We queried both PhenoScanner v2
(http://www.phenoscanner.medschl.cam.ac.uk/ accessed on
February 8, 2022) and GWAS Catalog (https://www.ebi.ac.uk/
gwas/home accessed on February 8, 2022) to investigate the poten-
tial confounding effect (p< 5E-08) among instrumental variables
and their proxies (r2 > .8). Particularly, we checked obesity-related
traits (BMI index, waist circumference, hip circumference and
weight; Doleman et al., 2016), physical activity (Shaw et al.,
2018), smoking (Botteri et al., 2020), alcohol consumption (Y.
Kim et al., 2019), inflammatory bowel disease (Nørgaard et al.,
2011) and Crohn’s disease (Olén et al., 2020), as reported in the lit-
erature. One SNP, rs117978821, was removed as it was associated
with weight-related traits. These rigorously selected SNPs were used
in the subsequent MR analyses.

MR Analysis

We used four complementary two-sample MR approaches,
inverse-variance weighted (IVW), MR-Egger, weighted median
and weighted mode, to estimate the causal effect of DHEAS on
colorectal cancer. These methods have been derived under differ-
ent assumptions of horizontal pleiotropy. The IVW method
assumes no/balanced pleiotropy. The IVW estimate is calculated
bymeta-analyzingWald ratio values of the individual instrumental
variable. We used Cochran’s statistic (Q ∼ �2

L�1, where L is the
number of instrumental variables) to check the presence of hetero-
geneity, which can indicate pleiotropy under the null hypothesis of
homogeneity.

MR-Egger regression is based on the INSIDE assumption
(instrument strength independent of the direct effects).
According to INSIDE, the instrumental variables’ pleiotropic
effects should be independent instrumental variables’ association
with the exposure. In addition to INSIDE, MR-Egger is also based
on the no measurement error (NOME), where genetic associations
with exposure of interest are measured without error. The regres-
sion dilution can evaluate the NOME assumption (I2GXÞ. When
0.6 < I2GX < 0.9, the simulation extrapolation (SIMEX) correlation

analysis is used to estimate the causal effect. If I2GX < 0.6, MR-Egger
and SIMEX are unreliable, so neither is performed (Vermeulen
et al., 2021). The intercept term of the Egger regression method
is considered an estimate of the directional pleiotropic effect.
The Rucker’s Q’ statistic (Q ∼ �2

L�2, where L is the number of
instrumental variables) was used to evaluate the heterogeneity in
the MR-Egger method. In general, Rucker’s Q’ is less than or equal
to Cochran’s Q. If the difference of Q statistics, Q-Q’, is sufficiently
large with respect to a 2

1 (3.84), we would infer that directional plei-
otropy is an important factor and the MR-Egger model provides a
better model than the IVW method.

Compared to IVW and MR-Egger, the weighted median
method is more robust even when 50% of SNPs are invalid instru-
ments. The weighted mode approach provides a consistent esti-
mate when the largest number of similar instrumental variables
come from valid instruments, even though the majority (>50%)
are invalid. We used the MR pleiotropy residual sum and outlier
(MR-PRESSO) global test to detect horizontal pleiotropy.
Moreover, F statistics and the proportion of variance (R2) were cal-
culated to assess instrumental variables’ strength (Rees et al., 2017).
Staiger and Stock (1997) suggested that the F statistic of instrumen-
tal variables should be larger than 10 to ensure that the maximum
bias in instrumental variable estimators is less than 10%. The
TwoSampleMR R package (Hemani et al., 2018) was utilized for
all analyses explained in the Methods section except I2GX calcula-
tion, which was performed using the MendelianRandomization
R package (Yavorska and Burgess, 2017).

Sensitivity Analysis

Leave-one-out sensitivity analyses were carried out with significant
MR analysis results to check whether the causal association is
driven by a single SNP.

Results

Two Sample MR Analysis Results

The proportion of variance (R2), F statistics and Wald estimates
were calculated for each instrumental variable (Table 1). The

Fig. 1. Schematic representation of converting dehydroepiandrosterone sulfate (DHEAS) into testosterone and estrogen. The concept for the image was adopted from Allolio and
Arlt (2002).
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combined multi-allelic instrument has explained 2.97% of the
variation in DHEAS levels.

As shown in Table 1, the F statistic is greater than 10 for all the
instrumental variables. IVW estimate exhibits an inverse associa-
tion between DHEAS level and colorectal cancer risk (OR= 0.70;
95% CI [0.51, 0.96]; p = .03). According to Cochran’s Q statistic
(Q= 5.47; p = .24), homogeneity was observed among individual
IVW causal estimates. We did not fit MR-Egger models as I2GX was
close to zero. The Q’ (3.45; p = .33) and Q-Q’ (2.02; p value = .16)
test statistics and respective p values indicated that the IVW
method provides a better estimate. MR-PRESSO global test
showed no horizontal pleiotropy among individual SNPs of
DHEAS for colorectal cancer (p = .31), strengthening the selection
of the IVWmethod to estimate the causal effect of DHEAS on colo-
rectal cancer. Moreover, causal effects found from weighted
median (OR= 0.70; 95% CI [0.49, 1.00]; p = .05) and weighted
mode (OR= 0.69; 95% CI [0.41, 1.15]; p = .23) were consistent
with IVW causal estimate (see Table 2).

Results in Table 2 (OR= 0.70; 95% CI [0.51, 0.96]; p = .03) and
Figure 2 (IVW regression line in light blue color) imply an inverse
relationship between DHEAS level and colorectal cancer risk.

Sensitivity Analyses (Leave-One-Out Analysis)

We used the leave-one-out analysis to check whether the SNPs are
inconsistent in their effect on the overall outcome or whether a sin-
gle outlying SNP is driving the results. Figure 3 illustrates the
results of MR analyses using the IVW method when leaving one
SNP out each time. Figure 3 shows a consistent effect size at the
exclusion of most SNPs (three out of five, rs28620926,
rs29001546 and rs296360).

Discussion

Colorectal cancer is one of the most common cancers in Western
society, with a poor prognosis for patients in the advanced stages.
Emerging evidence shows that sex hormones such as estrogen and
testosterone may play an important role in colorectal cancer risk.

Nevertheless, the role of DHEAS, the precursor of estrogen and tes-
tosterone, was unclear. We conducted the first MR study that
assesses the causal effect of endogenous DHEAS levels on colo-
rectal cancer risk.

TheMR analysis was conducted under three main assumptions.
These assumptions should be satisfied to select genetic variants as
instrumental variables: (1) the selected instrumental variables are
robustly associated with the exposure; (2) the instrumental varia-
bles are not associated with confounding factors; and (3) the
instrumental variables influence the outcome only through the
exposure (no horizontal pleiotropy exists). Initially, we selected
genetic variants at the genomewide significance level (5E-08) to
reflect a strong association with the exposure, DHEAS.
Furthermore, we calculated the F statistic for the selected SNPs.
All instrumental variables have F statistic >10, satisfying the first
assumption. We have minimized the violation of the second
assumption by examining previously reported associations of
instrumental variables. One genetic variant, rs117978821, was
removed as it was associated with weight-related traits (BMI is con-
sidered a potential risk factor in colorectal cancer). These findings
may be limited as there can be undiscovered risk factors of colo-
rectal cancer. Herein, we did not perform MR-Egger (intercept
analysis) as I2GX was too low. Nevertheless, weighted median,
Cochran’s Q, the difference of Q (Q-Q’) and MR-PRESSO test sta-
tistics detected the no/balanced horizontal pleiotropy satisfying the
third assumption. Therefore, the IVWmethod was selected to esti-
mate the causal effect.

In the present study, IVW estimates exhibit a significant asso-
ciation between DHEAS levels and decreased colorectal cancer
risk. Lin et al. (2013) reported that testosterone levels and the ratio
of estradiol to testosterone were associated with decreased colo-
rectal cancer risk among men and women, respectively. Their
results suggest that men with lower androgenicity due to reduced
androgen receptor activity or lower circulating DHEAS are at
higher risk of colorectal cancer. Yang et al. (2020) have found that
higher circulating testosterone levels are associated with lower
colorectal cancer risk among men, but higher estrone levels show
increased colorectal risk among women. Previous studies have sug-
gested an inverse relationship between testosterone and colorectal
cancer risk among men, but the association between estrogen and
colorectal cancer was not consistent among women. Our study was
conducted using DHEAS GWAS summary statistics adjusted for
the sex variable, and an inverse association was found between
DHEAS and colorectal cancer. Moreover, Alberg et al. (2000) have
mentioned that DHEAS was associated with a decreased risk of
colon cancer amongmen, and these results were within the bounds
of chance. Our outcome strengthens Alberg et al.’s (2000) results
through the negative causal effect of DHEAS on colorectal cancer.

In addition to colorectal cancer, DHEA (desulfated version of
DHEAS)/DHEAS shows an association with other hormonal
cancers such as prostate (Kim et al., 2016), breast (Hankinson
and Eliassen, 2010; Tworoger et al., 2006), ovarian
(Mizushima and Miyamoto, 2019) and endometrial (Michels
et al., 2019) cancers. Kim et al. (2016) have explained DHEA
as a potential biomarker in metastatic castration-resistant pros-
tate cancer. Nevertheless, case–control, cohort or MR studies
were not found that investigated the DHEAS-prostate cancer
association. Tworoger et al. (2006) described that DHEAS
was associated with increased estrogen receptor/progesterone
receptor-positive breast cancer risk in predominantly postme-
nopausal women. Later on, Hankinson and Eliassen (2010)
explained that DHEA/S was associated with breast cancer risk

Table 1. F statistic values and Wald ratio estimates for individual instrumental
variables

Instrumental variable F statistic BetaDHEAS-CRC SEDHEAS-CRC PDHEAS-CRC

rs28620926 96.3 −0.45 0.32 0.15

rs29001546 78.9 −0.38 0.29 0.19

rs296360 75.4 −0.29 0.31 0.34

rs57159061 47.7 −0.95 0.35 0.01

rs615567 97.6 0.07 0.28 0.77

Note: SE, standard error; CRC, colorectal cancer; DHEAS, dehydroepiandrosterone sulfate

Table 2. MR causal estimate of DHEAS on colorectal cancer

Method
Number of

SNPs
Odds
ratio

Confidence
interval

p
value

Inverse-variance
weighted (IVW)

5 0.70 (0.51, 0.96) .03

Weighted median 5 0.70 (0.49, 1.00) .05

Weighted mode 5 0.69 (0.41, 1.15) .22

Note: DHEAS, dehydroepiandrosterone sulfate; SNP, single nucleotide polymorphism.
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among postmenopausal women and no significant association
among premenopausal women. Similarly, Michels et al.
(2019) have found that compared to the lowest level, the highest
DHEA level (5th vs. 1st quintile: OR = 1.85; 95% CI [1.06, 3.25])
was associated with increased endometrial cancer risk among
postmenopausal women. In early studies, Cuzick et al. (1983;
p = .007) and Helzlsouer et al. (1995; p = .02) showed that
DHEA levels were significantly higher in ovarian cancer
patients than in control subjects. In contrast, later studies did
not find a significant difference in blood levels of DHEA or
DHEAS between ovarian cancer patients and matched controls
(Lukanova et al., 2003; Ose et al., 2015; Rinaldi et al., 2007;
Tworoger et al., 2008). These studies imply that DHEA/
DHEAS plays an important role in multiple hormonal cancers.

There are several limitations of the current study that should be
acknowledged. The present study used GWAS summary statistics
from the cohorts that dominated European ancestry; hence, results
may not be generalized to other populations. Moreover, MR cap-
tures lifelong exposure to DHEAS; the MR effect may not be sim-
ilar to the short-term effect of randomized clinical trials. Therefore,
the effect of DHEA/DHEAS on colorectal cancer still needs to be
studied in intervention studies. Herein, we conducted MR analysis
for sex-adjusted DHEAS GWAS summary statistics as a sufficient
number of SNPs were not retained by men- or women-specific
DHEAS GWAS. Though DHEAS GWAS summary data are
adjusted for sex groups, the potential residual effect of this cova-
riate cannot be excluded, which may violate the first assumption
that instrumental variables are robustly related to the exposure.

Fig. 2. A scatter plot representation relating the effect
sizes of SNP (single nucleotide polymorphism)-DHEAS
(dehydroepiandrosterone sulfate) association (x-axis,
in standard deviation units) and SNP-colorectal
cancer (y-axis) with standard error bars. The gradients
of the lines correspond to causal estimates using each
of the three different methods.

Fig. 3. Leave-one-out analysis using inverse-variance
weighted (IVW) method. Each black point represents
the IVW causal effect estimation of dehydroepiandros-
terone sulfate (DHEAS) on colorectal cancer, excluding
that particular variant (labeled on the y-axis) from the
analysis. The black point with a red error bar depicts
the IVW estimate using all single nucleotide polymor-
phisms (SNPs). Each point of the plot has been labeled
with effect sizes and their respective p values (within
brackets).
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Moreover, owing to the lack of data, the original DHEAS GWAS
study has not been controlled for the menstrual cycle and using
birth control methods. In leave-one-out sensitivity analyses, the
exclusion of only one SNP was statistically significant under the
5% significance level (all five were significant at the 10% threshold),
showing that results are influenced by the small number of SNPs
used in the analysis. A lower number of SNPs can also affect the
utility of other MR methods as testing heterogeneity is robust with
higher SNPs.

Besides these limitations, this study provides a new direction for
hormone-colorectal cancer risk association studies. DHEAS acts as
the precursor of estrogen and testosterone. Unless DHEAS has a
more significant effect than estrogen/testosterone on colorectal
cancer or DHEAS is a more straightforward supplementation than
estrogen or testosterone, DHEAS/estrogen/testosterone will still be
valuable interventions.

Conclusions

Using publicly available GWAS summary statistics, we conducted
two-sample MR analyses to investigate the causal effect of DHEAS
on colorectal cancer. We identified an inverse relationship between
DHEAS (adjusted for sex variable) and colorectal cancer risk.
Nevertheless, MR explains lifelong exposure to DHEAS, which
may not be analogous to the short-term effect of randomized clini-
cal trials. Moreover, this study is based on data retrieved from the
European ancestry-based databases andmay not be extrapolated to
other ancestries or populations. Apart from these limitations, this
study provides a direction for future hormone-cancer risk associ-
ation studies. Future MR analyses should focus on gender-based
DHEAS-colorectal cancer association among different ances-
tries/populations.

Data Availability Statement. Publicly available DHEAS GWAS summary sta-
tistics were obtained from the Leipzig Health Atlas (https://zenodo.org/record/
5702746#.YaYG0boxnmE). The colorectal cancer GWAS summary statistics
were downloaded from the GWAS Catalog (https://www.ebi.ac.uk/gwas/).
PhenoScanner v2 (http://www.phenoscanner.medschl.cam.ac.uk/) and GWAS
Catalog (https://www.ebi.ac.uk/gwas/home) were used to identify previously
reported traits/diseases for instrumental variables in interest. All statistical analy-
ses and graph preparations were performed using the TwoSampleMR R package,
and installation instructions and links are freely available at https://github.com/
MRCIEU/TwoSampleMR.

Acknowledgments. The computational resources and services used in this
work were provided by the eResearch Office, Queensland University of
Technology, Brisbane, Australia.

Author Contributions. Conceptualization: D.K.J, N.S.G., M.E.R., and P.F.K.;
methodology: D.K.J. and P.F.K.; formal analysis: D.K.J., writing-original draft:
D.K.J.; writing-review and editing: D.K.J., N.S.G., M.E.R., P.F.K. and J.B.; super-
vision: N.S.G., M.E.R., and J.B. All authors read and approved the final
manuscript.

Financial Support. This research was supported by QUT postgraduate
research allowance (QUTPRA), QUT HDR tuition fee sponsorship, Advance
Queensland Industry Research Fellowship; the NHMRC Career
Development Fellowship; and the Cancer Council Queensland grant.

Conflict of Interest. None.

Ethical standards. This study was performed in line with the principles of the
Declaration of Helsinki. Approval was granted by the Ethics Committees of
Queensland University of Technology (December 19, 2019/1900001147) and
QIMR Berghofer Medical Research Institute (August 23, 2019/P1051).

References

Alberg, A. J., Gordon, G. B., Hoffman, S. C., Comstock, G.W., &Helzlsouer,
K. J. (2000). Serum dehydroepiandrosterone and dehydroepiandrosterone
sulfate and the subsequent risk of developing colon cancer. Cancer
Epidemiology, Biomarkers & Prevention, 9, 517–521.

Allolio, B., & Arlt, W. (2002). DHEA treatment: Myth or reality? Trends in
Endocrinology and Metabolism, 13, 288–294.

Aran, V., Victorino, A. P., Thuler, L. C., & Ferreira, C. G. (2016). Colorectal
cancer: Epidemiology, diseasemechanisms and interventions to reduce onset
and mortality. Clinical Colorectal Cancer, 15, 195–203.

Botteri, E., Borroni, E., Sloan, E. K., Bagnardi, V., Bosetti, C., Peveri, G.,
Santucci, C., Specchia, C., van den Brandt, P., Gallus, S., & Lugo, A.
(2020). Smoking and colorectal cancer risk, overall and by molecular
subtypes: A meta-analysis. American Journal of Gastroenterology, 115,
1940–1949.

Cuzick, J., Bulstrode, J. C., Stratton, I., Thomas, B. S., Bulbrook, R. D., &
Hayward, J. L. (1983). A prospective study of urinary androgen levels
and ovarian cancer. International Journal of Cancer, 32, 723–726.

Dimou, N., Mori, N., Harlid, S., Harbs, J., Martin, R. M., Smith-Byrne, K.,
Papadimitriou, N., Bishop, D. T., Casey, G., Colorado-Yohar, S. M.,
Cotterchio, M., Cross, A. J., Marchand, L. L., Lin, Y., Offit, K., Onland-
Moret, N. C., Peters, U., Potter, J. D., Rohan, T. E. : : : Murphy, N.
(2021). Circulating levels of testosterone, sex hormone binding globulin and
colorectal cancer risk: Observational and Mendelian randomization analyses.
Cancer Epidemiology, Biomarkers & Prevention, 30, 1336–1348.

Doleman, B., Mills, K. T., Lim, S., Zelhart, M. D., & Gagliardi, G. (2016).
Body mass index and colorectal cancer prognosis: A systematic review
and meta-analysis. Techniques in Coloproctology, 20, 517–535.

Figueiredo, J. C., Gresham, G., Barry, E. L., Mott, L. A., Passarelli, M. N.,
Bradshaw, P. T., Anderson, C. W., & Baron, J. A. (2022). Circulating
sex hormones and risk of colorectal adenomas and serrated lesions in
men. Cancer Epidemiology, Biomarkers & Prevention, 31, 293–295.

Hang, D., He, X., Kværner, A. S., Chan, A. T., Wu, K., Ogino, S., Hu, Z.,
Shen, H., Giovannucci, E. L., & Song, M. (2021). Plasma sex hormones
and risk of conventional and serrated precursors of colorectal cancer in post-
menopausal women. BMC Medicine, 19, 18.

Hankinson, S. E., & Eliassen, A. H. (2010). Circulating sex steroids and breast
cancer risk in premenopausal women. Hormones & Cancer, 1, 2–10.

Helzlsouer, K. J., Alberg, A. J., Gordon, G. B., Longcope, C., Bush, T. L.,
Hoffman, S. C., & Comstock, G. W. (1995). Serum gonadotropins
and steroid hormones and the development of ovarian cancer. JAMA,
274, 1926–1930.

Hemani, G., Zheng, J., Elsworth, B., Wade, K. H., Haberland, V., Baird, D.,
Laurin, C., Burgess, S., Bowden, J., Langdon, R., Tan, V. Y., Yarmolinsky,
J., Shihab, H. A., Timpson, N. J., Evans, D. M., Relton, C., Martin, R. M.,
Davey Smith, G., Gaunt, T. R., &Haycock, P. C. (2018). TheMR-Base plat-
form supports systematic causal inference across the human phenome. Elife,
7, e34408.

Kim,W., Ryan, C. J., Zhang, L., Youngren, J., Wilton, J., Alumkal, J. J., Beer,
T. M., Baertsch, R., Stuart, J., Chi, K. N., Gleave, M., Rettig, M., Reiter, R.
E., Lara, P., Evans, C. P., & Small, E. J. (2016). Dehydroepiandrosterone
(DHEA) in metastatic castration-resistant prostate cancer (mCRPC):
Preliminary results from the SU2C/PCF/AACR West Coast Dream Team
(WCDT). Journal of Clinical Oncology, 34, e16598–e16598.

Kim, Y., Je, Y., & Giovannucci, E. L. (2019). Association between alcohol con-
sumption and survival in colorectal cancer: A meta-analysis. Cancer
Epidemiology, Biomarkers & Prevention, 28, 1891–1901

Larsson, S. C., Kar, S., Perry, J. R. B., Carter, P., Vithayathil, M., Mason, A.
M., Easton, D. F., & Burgess, S. (2022). Serum estradiol and 20 site-specific
cancers in women: Mendelian randomization study. Journal of Clinical
Endocrinology & Metabolism, 107, e467–e474.

Li, C. Y., Song, B., Wang, Y. Y., Meng, H., Guo, S. B., Liu, L. N., Lv, H. C., &
Wu, Q. J. (2013). Age at menarche and risk of colorectal cancer: A meta-
analysis. PLoS One, 8, e65645.

Lin, J. H., Zhang, S. M., Rexrode, K. M., Manson, J. E., Chan, A. T., Wu, K.,
Tworoger, S. S., Hankinson, S. E., Fuchs, C., Gaziano, J. M., Buring, J. E.,

Twin Research and Human Genetics 185

https://doi.org/10.1017/thg.2022.31 Published online by Cambridge University Press

https://zenodo.org/record/5702746#.YaYG0boxnmE
https://zenodo.org/record/5702746#.YaYG0boxnmE
https://www.ebi.ac.uk/gwas/
http://www.phenoscanner.medschl.cam.ac.uk/
https://www.ebi.ac.uk/gwas/home
https://github.com/MRCIEU/TwoSampleMR
https://github.com/MRCIEU/TwoSampleMR
https://doi.org/10.1017/thg.2022.31


&Giovannucci, E. (2013). Association between sex hormones and colorectal
cancer risk inmen andwomen.Clinical Gastroenterology andHepatology, 11,
419–424.

Lukanova, A., Lundin, E., Akhmedkhanov, A., Micheli, A., Rinaldi, S.,
Zeleniuch-Jacquotte, A., Lenner, P., Muti, P., Biessy, C., Krogh, V.,
Berrino, F., Hallmans, G., Riboli, E., Kaaks, R., & Toniolo, P. (2003).
Circulating levels of sex steroid hormones and risk of ovarian cancer.
International Journal of Cancer, 104, 636–642.

Michels, K. A., Brinton, L. A., Wentzensen, N., Pan, K., Chen, C., Anderson,
G. L., Pfeiffer, R. M., Xu, X., Rohan, T. E., & Trabert, B. (2019).
Postmenopausal androgen metabolism and endometrial cancer risk in the
Women’s Health Initiative Observational Study. JNCI Cancer Spectrum,
3, pkz029.

Mizushima, T., & Miyamoto, H. (2019). The role of androgen receptor signal-
ing in ovarian cancer. Cells, 8, 176.

Neumeyer, S., Banbury, B. L., Arndt, V., Berndt, S. I., Bezieau, S., Bien, S. A.,
Buchanan, D. D., Butterbach, K., Caan, B. J., Campbell, P. T., Casey, G.,
Chan, A. T., Chanock, S. J., Dai, J. Y., Gallinger, S., Giovannucci, E. L.,
Giles, G. G., Grady, W. M., Hampe, J., : : : Chang-Claude, J. (2018).
Mendelian randomisation study of age at menarche and age at menopause
and the risk of colorectal cancer. British Journal of Cancer, 118, 1639–1647.

Nørgaard, M., Farkas, D. K., Pedersen, L., Erichsen, R., de la Cour, Z. D.,
Gregersen, H., & Sørensen, H. T. (2011). Irritable bowel syndrome and risk
of colorectal cancer: a Danish nationwide cohort study. British Journal of
Cancer, 104, 1202–1206.

Olén, O., Erichsen, R., Sachs, M. C., Pedersen, L., Halfvarson, J., Askling, J.,
Ekbom,A., Sørensen, H. T., & Ludvigsson, J. F. (2020). Colorectal cancer in
Crohn’s disease: A Scandinavian population-based cohort study. Lancet
Gastroenterology & Hepatology, 5, 475–484.

Osawa, E., Nakajima, A., Yoshida, S., Omura, M., Nagase, H., Ueno, N.,
Wada, K., Matsuhashi, N., Ochiai, M., Nakagama, H., & Sekihara, H.
(2002). Chemoprevention of precursors to colon cancer by dehydroepian-
drosterone (DHEA). Life Sciences, 70, 2623–2630.

Ose, J., Fortner, R. T., Rinaldi, S., Schock, H., Overvad, K., Tjonneland, A.,
Hansen, L., Dossus, L., Fournier, A., Baglietto, L., Romieu, I., Kuhn, E.,
Boeing, H., Trichopoulou, A., Lagiou, P., Trichopoulos, D., Palli, D.,
Masala, G., Sieri, S. : : : Kaaks, R. (2015). Endogenous androgens and risk
of epithelial invasive ovarian cancer by tumor characteristics in the European
Prospective Investigation into Cancer andNutrition. International Journal of
Cancer, 136, 399–410.

Pott, J., Bae, Y. J., Horn, K., Teren, A., Kühnapfel, A., Kirsten, H., Ceglarek,
U., Loeffler, M., Thiery, J., Kratzsch J, & Scholz, M. (2019). Genetic asso-
ciation study of eight steroid hormones and implications for sexual dimor-
phism of coronary artery disease. Journal of Clinical Endocrinology &
Metabolism, 104, 5008–5023.

Rees, J. M. B., Wood, A. M., & Burgess, S. (2017). Extending the MR-Egger
method for multivariable Mendelian randomization to correct for both mea-
sured and unmeasured pleiotropy. Statistics in Medicine, 36, 4705–4718.

Rinaldi, S., Dossus, L., Lukanova, A., Peeters, P. H., Allen, N. E., Key, T.,
Khaw, K. T., Trichopoulos, D., Trichopoulou, A., Oikonomou, E.,
Pera, G., Larrañaga, N., Martinez-Garcia, C., Ardanaz, E., Quirós, J.
R., Tormo, M. J., Tjønneland, A., Olsen, A., Overvad, K., Chang-
Claude, J. : : : Kaaks, R. (2007). Endogenous androgens and risk of

epithelial ovarian cancer: Results from the European Prospective
Investigation into Cancer and Nutrition (EPIC). Cancer Epidemiology,
Biomarkers & Prevention, 16, 23–29.

Shaw, E., Farris, M. S., Stone, C. R., Derksen, J. W. G., Johnson, R., Hilsden,
R. J., Friedenreich, C.M., & Brenner, D. R. (2018). Effects of physical activ-
ity on colorectal cancer risk among family history and body mass index sub-
groups: A systematic review and meta-analysis. BMC Cancer, 18, 71.

Skrivankova, V. W., Richmond, R. C., Woolf, B. A. R., Davies, N. M.,
Swanson, S. A., VanderWeele, T. J., Timpson, N. J., Higgins, J. P. T.,
Dimou, N., Langenberg, C., Loder, E. W., Golub, R. M., Egger, M.,
Davey Smith, G., & Richards, J. B. (2021). Strengthening the reporting
of observational studies in epidemiology using Mendelian randomisation
(STROBE-MR): Explanation and elaboration. BMJ, 375, 2233.

Staiger, D., & Stock, J. H. (1997). Instrumental variables regression with weak
instruments. Econometrica, 65, 557–586.

Symer,M.M.,Wong, N. Z., Abelson, J. S., Milsom, J.W., & Yeo, H. L. (2018).
Hormone replacement therapy and colorectal cancer incidence and mortal-
ity in the Prostate, Lung, Colorectal, and Ovarian Cancer Screening Trial.
Clinical Colorectal Cancer, 17, e281–e288.

Tworoger, S. S., Lee, I. M., Buring, J. E., & Hankinson, S. E. (2008). Plasma
androgen concentrations and risk of incident ovarian cancer. American
Journal of Epidemiology, 167, 211–218.

Tworoger, S. S., Missmer, S. A., Eliassen, A. H., Spiegelman, D., Folkerd, E.,
Dowsett, M., Barbieri, R. L., & Hankinson, S. E. (2006). The association of
plasma DHEA and DHEA sulfate with breast cancer risk in predominantly
premenopausal women. Cancer Epidemiology, Biomarkers & Prevention, 15,
967–971.

Upmanyu, N., Bulldan, A., Failing, K., & Scheiner-Bobis, G. (2020). DHEAS
prevents pro-metastatic and proliferative effects of 17ß-estradiol on MCF-7
breast cancer cells. Biochimica et Biophysica Acta. Molecular and Cell, 1867,
118600.

Vermeulen, J. M., Wootton, R. E., Treur, J. L., Sallis, H. M., Jones, H. J.,
Zammit, S., van den Brink, W., Goodwin, G. M., de Haan, L., &
Munafò, M. R. (2021). Smoking and the risk for bipolar disorder:
Evidence from a bidirectional Mendelian randomisation study. The British
Journal of Psychiatry, 218, 88–94.

Wortzel, I., & Seger, R. (2011). The ERK cascade: Distinct functions within
various subcellular organelles. Genes & Cancer, 2, 195–209.

Xi, Y., & Xu, P. (2021). Global colorectal cancer burden in 2020 and projections
to 2040. Translational Oncology, 14, 101174.

Yang, W., Giovannucci, E. L., Hankinson, S. E., Chan, A. T., Ma, Y., Wu, K.,
Fuchs, C. S., Lee, I. M., Sesso, H. D., Lin, J. H., & Zhang, X. (2020).
Endogenous sex hormones and colorectal cancer survival among men and
women. International Journal of Cancer, 147, 920–930.

Yavorska, O. O., & Burgess, S. (2017). MendelianRandomization: An R pack-
age for performing Mendelian randomization analyses using summarized
data. International Journal of Epidemiology, 46, 1734–1739.

Zhou, W., Nielsen, J. B., Fritsche, L. G., Dey, R., Gabrielsen, M. E., Wolford,
B. N., LeFaive, J., VandeHaar, P., Gagliano, S. A., Gifford, A., Bastarache,
L. A.,Wei,W.Q., Denny, J. C., Lin,M., Hveem, K., Kang, H.M., Abecasis,
G. R., Willer, C. J., & Lee, S. (2018). Efficiently controlling for case-control
imbalance and sample relatedness in large-scale genetic association studies.
Nature Genetics, 50, 1335–1341.

186 Dulari K. Jayarathna et al.

https://doi.org/10.1017/thg.2022.31 Published online by Cambridge University Press

https://doi.org/10.1017/thg.2022.31

	Dehydroepiandrosterone Sulfate and Colorectal Cancer Risk: A Mendelian Randomization Analysis
	Materials and Methods
	Summary Data Resources
	DHEAS
	Colorectal cancer

	Instruments Selection
	MR Analysis
	Sensitivity Analysis

	Results
	Two Sample MR Analysis Results
	Sensitivity Analyses (Leave-One-Out Analysis)

	Discussion
	Conclusions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages true
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /Description <<
    /ENU ()
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (U.S. Web Coated \(SWOP\) v2)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


