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Abstract

Objective: Multivitamins contain several nutrients, including folic acid, which are hypothesized to reduce colon
cancer risk. Previous epidemiologic studies have suggested that effects of multivitamins containing substantial
amounts of folic acid (introduced in 1973) may not be evident until 15 or more years since first use.

Methods: We examined the association between daily multivitamin use and colon cancer mortality among 806,397
US men and women in the Cancer Prevention Study II cohort who completed a questionnaire at enrollment in 1982
and were followed for mortality through 1998.

Results: After multivariate adjustment, multivitamin use at enrollment showed little association with colon cancer
mortality. After 15 years since first use of a multivitamin potentially containing folic acid, we observed slightly
decreased risk of colon cancer mortality (rate ratio (RR) = 0.89, 95% confidence interval (CI) 0.80-0.99).
Consistent with previous reports, this association was stronger among participants consuming two or more
alcoholic drinks per day (RR = 0.71, 95% CI 0.56-0.91).

Conclusion: Our results are consistent with a modest reduction in colon cancer mortality associated with use of folic

acid-containing multivitamins among moderate to heavy alcohol users.

Introduction

Multivitamins contain several vitamins which are hy-
pothesized to reduce colon cancer risk, most notably
folic acid. In 1973 the legal limit on folic acid in
multivitamins in the US was increased from a maximum
of 100 micrograms to 400 micrograms [1], considerably
more than the US median dietary folate intake of 226
micrograms [2]. The relative importance of supplemen-
tal folate compared to dietary folate is even greater
given that multivitamins contain folate in the form of
folic acid, which is much better absorbed than folate
obtained from dietary sources [3]. Folate prevents colon
carcinogenesis in several rodent models (reviewed in ref.
4). The biological mechanisms for the protective effect of
folate on colon carcinogenesis are uncertain, but are
hypothesized to involve prevention of DNA hypome-
thylation (considered to be an early step in colon cancer
carcinogenesis) or a reduction in errors in DNA

synthesis [5]. Most epidemiologic studies of total or
dietary folate intake and colorectal adenomatous polyps
[6-11] or incident colon or colorectal cancer [9, 12—-18]
suggest decreased risk (reviewed in ref. 4). In addition to
folic acid, multivitamins typically contain the US
Recommended Daily Allowance (USRDA) of vitamins
C and E, both important antioxidants, although epi-
demiologic studies of vitamin C and E and colon cancer
have been inconsistent [19].

The association between multivitamin use and colon
cancer incidence has been examined in three previous
epidemiologic studies. In the Nurses’ Health Study
(NHS) cohort (follow-up from 1980 to 1994) [20],
Giovannucci et al. found strongly reduced risk of colon
cancer incidence associated with use of folic acid-
containing multivitamins (any multivitamin used since
1973), but only after 15 or more years since first use
(RR = 0.25,95% CI 0.13-0.51). A smaller cohort study
[18] and a case—control study [21], also found reduced
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risk associated with multivitamin use, although to a
lesser degree. In contrast, an analysis of the first 7 years
of follow-up (1982-1989) in the American Cancer
Society’s Cancer Prevention Study II (CPS-1I) cohort
(the same cohort studied in the current analysis) found
no association between multivitamin use and colon
cancer mortality [22], although follow-up may have
ended too ecarly to detect any delayed effect of the
addition of higher levels of folic acid to multivitamins.

We reexamined the association between multivitamin
use and colon cancer mortality in the CPS-II cohort
over 16 years of follow-up (1982-1998). With more
years of follow-up we had over 5000 cases of colon
cancer, providing excellent statistical power to examine
the association between multivitamin use (regardless of
folic acid content) and colon cancer mortality. We were
also able to investigate whether the introduction of folic
acid into multivitamins may have resulted in a delayed
reduction in risk, as suggested by results from the NHS
cohort [20].

Materials and methods
Study cohort and follow-up

Subjects in this analysis were drawn from the 1,184,622
participants (508,334 men and 676,288 women) in CPS-
I1. These participants were enrolled in 1982 by American
Cancer Society (ACS) volunteers in all 50 US states, the
District of Columbia, and Puerto Rico as previously
described [23]. Participants completed a four-page
baseline self-administered questionnaire in 1982 that
included information on demographic characteristics
and various behavioral, environmental, occupational,
and dietary factors.

The vital status of study participants was determined
through 31 December 1998 using two approaches. ACS
volunteers made personal inquiries in September 1984,
1986, and 1988 to determine whether the participants
they had enrolled were alive or dead and to record the
date and place of all deaths. Reported deaths were
verified by obtaining death certificates. Automated
linkage using the National Death Index [24] extended
follow-up of the entire cohort through 31 December
1998, and identified deaths among the 21,704 partici-
pants lost to follow-up between 1982 and 1988. At the
completion of follow-up in December 1998, 283,636
participants had died (24.0%), 898,090 were alive
(75.8%), and 2896 (0.2%) had follow-up truncated on
1 September 1988 because of insufficient data for
National Death Index linkage. Death certificates or
codes for cause of death were obtained for 98.8% of all
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known deaths. The underlying cause of death was
defined according to the 9th revision of the International
Classification of Disease (ICD-9) [25]. Colon cancer
deaths were defined as ICD-9 codes 153.0-153.9. Se-
lected analyses also examined rectal cancer deaths,
defined as ICD-9 codes 154.0-154.9.

We excluded participants who at enrollment reported
a history of cancer other than nonmelanoma skin cancer
(n = 82,345), who did not provide interpretable infor-
mation on frequency of multivitamin use (n = 12,315),
or who reported less than daily multivitamin use
(n = 156,003). Most multivitamin users reporting less
than daily use reported using multivitamins less than
five times per month. We also excluded participants with
uninterpretable or missing information on vitamin C or
vitamin E supplement use, dietary factors, education, or
body mass index (n = 127,580). Analyses are based on
the remaining 806,379 participants, of whom 5093 died
of colon cancer during follow-up. For analyses requiring
duration of multivitamin use we excluded an additional
29,477 participants with missing or uninterpretable
information on duration of multivitamin use, leaving
776,902 participants for analysis, of whom 4517 died of
colon cancer during follow-up.

Ascertainment of vitamin supplement use

Vitamin use was ascertained from the 1982 baseline
questionnaire, which included a section asking about
duration and frequency of current use of four vitamin
supplements (multivitamins, vitamin A, vitamin C, and
vitamin E). Participants were asked to fill in two boxes
for each vitamin, the first box reporting the number of
times in the past month they had used this vitamin and
the second box reporting the number of years of use. We
considered participants reporting use of multivitamins
25 or more times during the past month to be “daily
users.” As described above, less than daily multivitamin
users were excluded from all analyses. No information
was collected on the dose or brand of vitamin supple-
ments, use of any other dietary supplements, or any past
vitamin supplement use that had stopped before study
enrollment.

Statistical analysis

We used Cox proportional hazards modeling to examine
the association of multivitamin use with colon cancer
mortality while adjusting for other potential risk factors.
The referent group for all comparisons consisted of
participants reporting no use of multivitamins at enroll-
ment. The time-axis used was follow-up time since
enrollment in 1982. Age adjustment was accomplished
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by stratifying on exact year of age at enrollment within
each Cox model. All Cox models were also adjusted for
educational level, body mass index, use of aspirin and
estrogen replacement therapy, use of vitamin C and
vitamin E supplements, and consumption of two food
groups (vegetables and high-fiber grain foods) associat-
ed with decreased risk of colon cancer mortality in this
cohort [26]. All covariates, other than age, were modeled
as dummy variables using the categories shown in
Table 1. Participants who left blank the questions on
aspirin or estrogen replacement therapy (for women)
were categorized as nonusers. Food consumption vari-
ables were derived from items on the questionnaire
which asked about the frequency of eating 32 common
food items. The derivation of food group variables from
this questionnaire has been described previously [26]. Of
particular relevance to this analysis, the vegetable
variable was derived by summing the numbers of days
per week that each participant reported eating each of
the six vegetable items, other than potatoes, on the
questionnaire (carrots, tomatoes, squash/corn, green
leafy vegetables, raw vegetables, cabbage/broccoli/Brus-
sels sprouts). Similarly, the high-fiber grain foods
variable was derived by summing reported consumption
of three food items (bran/corn muffins, brown rice/
whole wheat/barley, and oatmeal/shredded wheat/bran
cereals). Race, cigarette smoking, alcohol use, exercise
level, consumption of citrus fruits/juices, consumption
of low-fat meats (fish and chicken), consumption of
high-fat meats (red meats), use of vitamin A supple-
ments, family history of colorectal cancer, and personal
history of colorectal polyps, heart disease and hyper-
tension were also examined as potential confounders.
However, we did not adjust for these factors in the final
models because such adjustment had virtually no effect
on our results.

In order to more specifically examine the association
between use of folic acid-containing multivitamins and
colon cancer mortality, we calculated a time-dependent
variable for time elapsed since first use of a multivitamin
potentially containing folic acid. In calculating this
variable we assumed any multivitamin use occurring in
1973 or later to be use of a multivitamin potentially
containing folic acid. Time since first use of a multi-
vitamin potentially containing folic acid was defined as
the sum of years of use of a multivitamin potentially
containing folic acid before enrollment (years of use
between 1973 and 1982) and years of follow-up. For
example, a multivitamin user reporting 12 years of
multivitamin use at enrollment in 1982 would be
considered to have 9 years since first use of a multi-
vitamin potentially containing folic acid (1973-1982) at
the start of follow-up. After 6 years of follow-up this
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Table 1. Colon cancer mortality risk factors by multivitamin supple-
ment use at enrollment® (Cancer Prevention Study II, 1982-1998)

Women (%) Men (%)

No use  Daily use No use Daily use
(n =323, (n = 111, (n = 299, (n = 71,
971) 500) 193) 715)

Age (years)

30-39 5.2 5.9 3.7 3.7

40-49 23.6 22.7 19.3 16.7

50-59 34.7 36.4 38.3 38.1

60-69 25.0 24.9 27.8 30.4

70-79 9.5 8.3 9.5 9.6

>80 2.0 1.9 1.4 1.5

Race

White 92.8 96.3 94.3 96.7

Black 5.0 2.1 3.6 1.6

Other 2.2 1.7 2.1 1.7

Education

Less than high school  14.6 8.3 16.7 9.8

High school graduate  32.7 28.3 21.5 16.0

Some college 28.8 33.7 26.9 28.2

College graduate 14.2 17.0 17.2 21.8

Graduate school 9.6 12.8 17.7 24.1

Body mass index (kg/mz)

<20.0 9.1 12.1 22 2.6

20.0-<22.5 24.6 29.9 9.6 12.6

22.5-<25.0 25.5 26.4 26.0 30.4

25.0-<27.5 18.6 16.3 34.1 33.2

27.5-<30.0 9.3 6.9 16.8 13.5

>30.0 12.8 8.5 11.3 7.8

Exercise level

None 2.4 1.8 2.2 1.8

Slight 24.0 24.1 21.8 22.9

Moderate 66.1 67.1 63.2 63.1

Heavy 5.8 5.8 11.8 11.5

Unclassifiable 1.7 1.2 0.9 0.7

Cigarette smoking

Never 53.8 52.1 44.7 48.5

Current 20.6 18.7 21.5 18.0

Former 19.3 24.6 29.5 30.7

Unclassifiable 6.3 4.7 43 2.8

Alcohol use (drinks/day)

No regular use 84.0 79.9 68.0 65.6
1-<2 5.9 7.5 9.0 10.0
2-<3 5.0 6.5 8.6 9.4
>3 5.0 6.2 14.4 15.0

Vegetable consumption®
(servings/day)
<1 18.5 10.7 23.2 15.0
1-<2 30.2 26.4 36.0 33.6
2-<3 29.2 32.0 25.9 29.8
>3 22.2 30.9 14.8 21.6
High-fiber grain foods®
(servings/week)
<1 44.1 31.2 42.7 30.7
1-<3 15.1 13.7 16.7 15.2
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Table 1. (Continued)

Women (%) Men (%)
No use  Daily use No use Daily use
(n =323, (n = 111, (n = 299, (n = 71,
971) 500) 193) 715)
3-<6 18.2 20.1 18.1 19.8
>6 22.6 34.9 22.5 34.3
Vitamin C use
None 84.0 62.2 86.7 65.1
Occasional 7.9 5.8 6.7 4.2
Daily, <10 years 4.5 16.1 3.6 15.0
Daily, >10 years 2.1 115 2.0 12.0
Daily, unknown 1.5 4.4 1.0 3.7
Vitamin E use
None 89.1 72.2 91.7 75.5
Occasional 4.7 4.2 3.7 29
Daily, <10 years 39 14.7 2.7 12.2
Daily, > 10 years 1.1 5.9 1.2 6.8
Daily, unknown 1.1 3.0 0.7 2.7
Aspirin use (times/month)
None 40.5 35.4 449 38.8
Occasional 37.4 37.1 32.7 32.1
1-9 14.0 13.7 14.3 14.4
>10 8.1 13.8 8.0 14.7
Estrogen replacement
therapy
Never 69.8 59.7 — -
Current use
<5 years 2.5 3.5 — —
>5 years 4.8 8.2 - -
Former use
<5 years 9.6 11.3 - -
>5 years 5.4 8.0 - -
Ever use unspecified 7.9 9.3 - -

& Percentages adjusted to the age distribution of the entire study
population.

® Based on consumption of six food items (carrots, tomatoes,
squash/corn, green leafy vegetables, raw vegetables, cabbage/broccoli/
Brussels sprouts).

¢ Based on consumption of three food items (bran/corn muffins,
brown rice/whole wheat/barley, oatmeal/shredded wheat).

multivitamin user would be considered to have 15 years
since first use of a multivitamin potentially containing
folic acid.

We also examined if the association of colon cancer
mortality with use of a multivitamin potentially con-
taining folic acid was modified by demographic factors
or factors that may affect nutrient status. Specifically,
we modeled an interaction term between a variable for
15 or more years since first use of a multivitamin
potentially containing folic acid (yes/no), and a dichot-
omous variable for each potential effect modifier,
including attained age (<65 years/>65 years), sex, edu-
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cational level (<high school graduate/>high school
graduate), daily use of vitamin C or E supplements
(yes/no, less than daily users excluded), current cigarette
smoking (yes/no, former smokers excluded) and alcohol
consumption (<2 drinks per day/>2 drinks per day).
The CPS-II dietary data were not sufficiently detailed to
estimate dietary intake of two potential dietary effect
modifiers, folate and methionine.

Results

Table 1 compares participants who were daily multi-
vitamin users at enrollment with participants who
reported no use of multivitamins at enrollment. Most
participants were white and middle-aged or elderly,
regardless of multivitamin use status. However, daily
multivitamin users were slightly more likely than non-
users to be white. Compared to nonusers, multivitamin
users were much more likely to use vitamin C or E
supplements. In general, multivitamin users were slightly
more likely than nonusers to have characteristics asso-
ciated with lower risk of colon cancer mortality in this
cohort. Specifically, multivitamin users were more likely
to be well educated, to have lower body mass index, to
report frequent consumption of vegetables and high-
fiber grain foods, to use aspirin regularly, and to be
nonsmokers. Female multivitamin users were also more
likely than nonusers to be current or former users of
estrogen replacement therapy.

After multivariate adjustment, multivitamin use at
study enrollment was weakly associated with reduced
risk of colon cancer mortality (Table 2). There was no
suggestion of decreasing risk with increasing duration of
multivitamin use before enrollment. However, the asso-
ciation between multivitamin use and colon cancer
mortality differed by follow-up year (p = 0.02 for
interaction between multivitamin use and follow-up
year). Decreased risk was observed only during the
intervals 1991-1994 and 1995-1998, the second half of
the 16-year follow-up. Years since first use of a
multivitamin potentially containing folic acid was asso-
ciated with slightly decreased risk of colon cancer only
after 15 years since first use (RR = 0.89, 95% CI 0.80-
0.99). Daily multivitamin use was not associated with
rectal cancer mortality regardless of follow-up time
(RR = 1.0,95% CI 0.74-1.3 for 1982-1990, RR = 1.1,
95% CI 0.84-1.4 for 1991-1998) or years since first use
of a multivitamin potentially containing folic acid
(RR = 1.1 for >15 years since first use of a multivita-
min potentially containing folic acid).

Table 3 shows rate ratios for colon cancer mortality
associated with time since first use of multivitamin
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Table 2. Rate ratios and 95% confidence intervals for colon cancer
mortality associated with daily multivitamin use® (Cancer Prevention
Study II, 1982-1998)

Men Women Men and Women
Use at enrollment
Nonuser
RR 1.0 (ref) 1.0 (ref) 1.0 (ref)
Deaths 2271 1840 4111
User
RR 0.91 0.93 0.92
(95% CI) (0.82-1.0) (0.84-1.0) (0.86-1.0)
Deaths 469 513 982
Duration of use before enrollment (years)
<10
RR 0.89 0.85 0.87
(95% CI) (0.76-1.0) (0.73-1.0) (0.78-0.98)
Deaths 186 182 368
>10
RR 0.96 1.0 0.99
(95% CI) (0.83-1.1) (0.88-1.2) (0.89-1.1)
Deaths 211 227 438
Duration unknown
RR 0.85 0.93 0.89
(95% CI) (0.67-1.1) (0.75-1.1) (0.76-1.1)
Deaths 72 104 176
Use at enrollment by follow-up year
1982-1986
RR 1.1 1.2 1.1
(95% CI) (0.86-1.4) (0.91-1.5) (0.95-1.4)
Deaths 90 88 178
1987-1990
RR 1.0 0.95 0.99
(95% CI) (0.83-1.3) (0.77-1.2) (0.85-1.1)
Deaths 117 132 249
1991-1994
RR 0.79 0.92 0.85
(95% CI) (0.65-0.96)  (0.76-1.1) (0.74-0.98)
Deaths 132 144 276
1995-1998
RR 0.85 0.83 0.84
(95% CI) (0.69-1.0) (0.68-1.0) (0.73-0.96)
Deaths 130 149 279

Years since first use of a multivitamin potentially containing folic acid b
>0-<5

RR 0.97 1.3 1.1

(95% CI) (0.52-1.8) (0.74-2.2) (0.75-1.7)

Deaths 10 14 24
5-<10

RR 0.99 0.97 0.98

(95% CI) (0.74-1.3) (0.73-1.3) (0.80-1.2)

Deaths 51 52 103
10-<15

RR 1.03 0.89 0.96

(95% CI) (0.86-1.2) (0.73-1.1) (0.84-1.1)

Deaths 131 114 245
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Table 2. (Continued)

>15
RR 0.85 0.93 0.89
(95% CI) (0.73-0.99)  (0.80-1.1) (0.80-0.99)
Deaths 205 229 434

# Adjusted for age, sex (for combined sex results), education, body
mass index, vegetable consumption, consumption of high-fiber grain
foods, and use of vitamin C supplements, vitamin E supplements,
aspirin and estrogen replacement therapy. Nonusers of multivitamins
at enrollment are the referent group for all comparisons.

® Calculated by adding (1) years of multivitamin use between 1973
and 1982 (enrollment) and (2) years of follow-up since 1982, if a
multivitamin user (a time-dependent variable).

Table 3. Rate ratios and 95% confidence intervals for colon cancer
mortality associated with years since first use of a multivitamin
potentially containing folic acid, by alcohol use® (Cancer Prevention
Study II, 1982-1998)

Alcohol use Years since first use® p-Value for
interaction
Nonuser >0-<15 >15
<2 drinks/day
RR 1.0 0.98 0.94
(95% CI) (ref) (0.87-1.11)  (0.84-1.06)
Deaths 3333 305 353
22 drinks/day p = 0.13
RR 1.0 0.94 0.71
(95% CI) (ref) (0.72-1.2) (0.56-0.91)
Deaths 778 67 81

% Adjusted for age, sex (for combined sex results), education, body
mass index, vegetable consumption, consumption of high-fiber grain
foods, and use of vitamin C supplements, vitamin E supplements,
aspirin and estrogen replacement therapy. Nonusers of multivitamins
at enrollment are the referent group for all comparisons.

® Calculated by adding (1) years of multivitamin use between 1973
and 1982 (enrollment) and (2) years of follow-up since 1982, if a
multivitamin user (a time-dependent variable).

potentially containing folic acid, stratified by alcohol
use. Among participants with low alcohol use
(<2 drinks/day), there was no clear reduction in risk
associated with multivitamin use. In contrast, among
participants with moderate to heavy alcohol use at
enrollment (>2 drinks/day), those with 15 or more years
since first use of a multivitamin potentially containing
folic acid were at decreased risk of colon cancer
mortality compared to those who did not use multivi-
tamins (RR = 0.71,95% CI 0.56-0.91). In this analysis,
moderate to heavy alcohol use (>2 drinks/day) was
associated with increased risk of colorectal cancer only
among participants who did not use multivitamins
(multivariate adjusted RR = 1.3, 95% CI 1.2-14
compared to <2 drinks/day).
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We found little evidence that the association between
time since first use of a multivitamin potentially con-
taining folic acid and colon cancer mortality was
modified by attained age, sex, educational level, smok-
ing status, vitamin C use, or vitamin E use (results not
shown). The p-value for statistical interaction was >0.2
for these potential effect modifiers.

To estimate the continuity of multivitamin use during
the follow-up period, we compared use reported on the
1982 baseline CPS-II questionnaire with use reported on
a 1992-1993 follow-up questionnaire completed by a
subgroup of CPS-II participants from 21 selected states.
A total of 135,400 participants included in this analysis
completed both questionnaires. Among the daily mul-
tivitamin users in this analysis who also completed the
1992-1993 questionnaire, most were still using multiv-
itamins approximately 10 years later (60% daily, an
additional 9% at least weekly). Among the participants
in this analysis who reported no multivitamin use in
1982, a small proportion were using multivitamins in
1992-1993 (18% daily, an additional 5% at least
weekly).

Discussion

In the CPS-II cohort, multivitamin use was associated
with a small reduction in risk of colon cancer mortality
after 15 years since first use of a multivitamin poten-
tially containing folic acid (RR = 0.89, 95% CI 0.80—
0.99). A clearer reduction in risk was seen among
moderate to heavy alcohol users with at least 15 years
since first use of a multivitamin potentially containing
folic acid (RR = 0.71, 95% CI 0.56-0.91).

The reduction in risk of colon cancer mortality
associated with multivitamin use in this study is smaller
than that observed in three previous studies of colon
cancer incidence: the NHS cohort [20], the Health
Professionals’ cohort [18], and a Seattle-arca case—
control study [21]. In the NHS cohort (442 cases during
follow-up from 1980 to 1994), participants with 15 years
since first use of a folic acid-containing multivitamin
were at greatly reduced risk of incident colon cancer
(RR = 0.25, 95% CI 0.13-0.51), although no clear
reduction in risk was observed among those with less
than 15 years since first use. In the Health Professionals’
cohort (205 cases during follow-up from 1986 to 1992),
current multivitamin use of 10 or more years duration at
enrollment was associated with a RR of 0.74 (95% CI
0.47-1.2). In the Seattle case—control study (444 cases
diagnosed from 1985 to 1989), substantially reduced risk
(RR = 0.51, 95% CI 0.34-0.77) was observed among
participants with an average daily intake of one or more
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multivitamins over a 10-year period ending 2 years
before diagnosis date. This 10-year period occurred
entirely after the introduction of higher levels of folic
acid to multivitamins in 1973.

One possible reason for the weaker associations
observed in this study, as compared to previous studies,
is that we examined colon cancer mortality rather than
incidence. Colon cancer mortality reflects survival fol-
lowing diagnosis as well as incidence. Poorer survival
among multivitamin users could conceivably obscure a
protective effect of multivitamins on colon cancer
incidence. However, we know of no evidence that
multivitamin use adversely affects colon cancer survival.
Misclassification of the cause of death reported on death
certificates could also have biased our results since it is
likely that some deaths classified on the death certificate
as colon cancer were due to rectal cancer or other
causes. However, the degree of death certificate misclas-
sification is likely to be modest [27], and is unlikely to
fully account for the differing results between studies.
Finally, the weaker association observed in our mortal-
ity study compared to the incidence studies could be due
to chance.

In both our CPS-II cohort and the NHS cohort,
reduced risk of colon cancer was observed only after 15
or more years since first use of a multivitamin poten-
tially containing folic acid. At least two interpretations
are possible. First, folate may inhibit the early events in
colon carcinogenesis and therefore a long period of time
may be required before any effect of folate on colon
cancer incidence or mortality can be observed. An effect
of folate on early stages of colon carcinogenesis is
suggested by a mouse model of colon carcinogenesis in
which folate was effective in preventing colonic tumors
only if administered before the development of macro-
scopically visible adenomas [28]. A second possibility is
that long duration use of folic acid-containing multiv-
itamins may be required to reduce risk of colon cancer.
We could not distinguish between these possibilities
because time since first use and duration of use are
identical until use is stopped, and we had no informa-
tion on when during follow-up participants may have
stopped using multivitamins.

We found a clear reduction in risk associated with use
of a multivitamin potentially containing folic acid
among moderate to heavy alcohol users (two or more
drinks per day), but little evidence of reduced risk
among those with lower alcohol use. This difference by
alcohol use could be due to chance. However, effect
modification by alcohol is biologically plausible. Alco-
hol reduces folate absorption [29] and consumption of
two or more drinks per day has been associated with low
erythrocyte folate levels [10], a marker of folate status.
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Low folate status may result in DNA hypomethylation
or errors in DNA synthesis [4]. Therefore, supplemen-
tation with folic acid may be particularly beneficial
among alcohol users by preventing low folate status due
to alcohol use. This hypothesis is supported by epidem-
iologic studies of folate intake and colorectal adenomas
[9, 11], colon cancer [16, 18], and breast cancer [30-32]
that found high folate intake to be associated with
stronger reductions in risk among alcohol users. Addi-
tional evidence of interaction between folate and alcohol
use is provided by two prospective studies in which
alcohol use was associated with increased risk of
colorectal cancer only among individuals with a poly-
morphism in the methylene tetrahydrofolate reductase
gene (MTHFR) that reduces plasma folate levels [33,
34].

This analysis examined use of multivitamins, which by
definition contain many different vitamins. Therefore,
we cannot definitively attribute any of the associations
we observed specifically to folic acid, or to any other
single multivitamin component. Nevertheless, the pat-
tern of results we observed is consistent with an effect of
folic acid. We found that multivitamin use was associ-
ated with reduced risk of colon cancer mortality only in
the last 8 years of our 16-year follow-up. This delayed
reduction in risk is consistent with the increase in folic
acid supplementation in multivitamins only a few years
before the start of our follow-up given that evidence
suggests that folate may act early in colon carcinogen-
esis [28, 35]. A specific effect of folic acid is also
consistent with the suggestion of effect modification by
alcohol use that we observed, given the evidence
(discussed above) that the effect of folate on colon
cancer and other diseases may be greater among those
with lower folate status due to alcohol use. Finally, the
most plausible chemopreventive vitamins in multivita-
mins, other than folic acid, are vitamins C and E.
However, an effect of vitamin C and E in multivitamins
seems unlikely in our cohort, given that we found no
suggestion of decreased risk associated with use of
individual vitamin C and E supplements, which contain
doses much higher than those in multivitamins [36].

Limitations of our measure of multivitamin use could
have biased our results towards underestimating any
effect of multivitamin use. One limitation was that we
had no information about past multivitamin use for
participants who were former multivitamin users at
enrollment. Our referent group therefore included some
former multivitamin users. A second limitation of our
measure of multivitamin use was that we had no
information on changes in multivitamin use after
enrollment. Due to the absence of updated information
on multivitamin use, we could only examine duration of
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multivitamin use before enrollment. However, our
results are unlikely to have been substantially altered
by initiation of multivitamin use after enrollment. We
observed reduced risk only after 15 years since first use
of a multivitamin potentially containing folic acid, and
few nonusers at enrollment would have achieved this
time since first use during our follow-up period. Finally,
our measure of time since first use of a multivitamin
containing folic acid is based on the assumption that any
multivitamin used in 1973 or after contained folic acid,
when in fact some multivitamins may not have con-
tained substantial amounts of folic acid until some years
later. It should be noted, however, that the two previous
prospective analyses of multivitamin use detected re-
duced risk of colon cancer [18, 20] despite similar
limitations in measurement of multivitamin use.

The small reduction in risk associated with multivi-
tamin use we observed could be due to health-conscious
behavior among multivitamin users, particularly colo-
rectal cancer screening. However, participants who used
vitamin C and E supplements were very similar to
participants who used multivitamins with respect to a
variety of health-related behaviors and characteristics
but did not show any decreased risk of colon cancer
mortality [36]. No information on colorectal cancer
screening was available for the cohort as a whole.
However, approximately 118,000 participants in this
analysis from 21 selected states completed a 1997
questionnaire that included information on colorectal
cancer screening. In this subset of the cohort, colorectal
cancer screening (ever having had a sigmoidoscopy or
colonoscopy) was only slightly more common among
daily multivitamin users in 1982 (53%) than among
nonusers in 1982 (48%).

Strengths of this analysis are its prospective design
and exceptionally large size, which allowed us to obtain
fairly precise estimates for multivitamin use even when
adjusting for multiple potential confounders. In addi-
tion, the large study size enabled us to examine the effect
of multivitamin use stratified by factors such as alcohol
use and follow-up time.

Our results indicate that any reduction in risk of colon
cancer mortality due to use of folic acid-containing
multivitamins may be smaller than the 50-75% de-
creased risk observed in the two largest studies of colon
cancer incidence [20, 21]. However, given the high rate
of colon cancer mortality, even a small reduction would
be of public health importance. Our results, consistent
with those from the NHS, also suggest that there may be
a lengthy induction period between first use of folic acid-
containing multivitamins and any reduction in colon
cancer risk. Finally, our results suggest that any
reduction in risk associated with multivitamin use may
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be more apparent among moderate or heavy alcohol
users than among those with low alcohol consumption.

References

. US Food and Drug Administration (1973) Statement of general

policy or interpretation. Subchapter B — food and food products,
part 121 — food additives. Fed Reg 38: 20725-20726.

. Alaimo K, McDowell MA, Briefel RR, et al. (1994) Dietary intake

of vitamins, minerals, and fiber of persons ages 2 months and over
in the United States: Third National Health and Nutrition
Examination Survey, Phase 1, 1988-91. Advance Data, 258.

. Gregory JF (1997) Bioavailability of folate. Eur J Clin Nutr 51

(Suppl. 1): S54-59.

. Kim YT (1999) Folate and carcinogenesis: evidence, mechanisms

and implications. J Nutr Biochem 10: 66-88.

. Choi SW, Mason JB (2000) Folate and carcinogenesis: an

integrated scheme. J Nutr 130: 129-132.

. Benito E, Cabeza E, Moreno V, Obrador A, Bosch FX (1993) Diet

and colorectal adenomas: a case—control study in Majorca. Int J
Cancer 55: 213-219.

. Bird CL, Swendseid ME, Witte JS, Shikany JM, Hunt IF, Frankl

HD (1995) Red cell and plasma folate, folate consumption, and the
risk of colorectal adenomatous polyps. Cancer Epidemiol Biomar-
kers Prev 4: 709-714.

. Tseng M, Murray SC, Kupper LL, Sandler RS (1996) Micronu-

trients and the risk of colorectal adenomas. Am J Epidemiol 144:
1005-1014.

. Boutron-Ruault MC, Senesse P, Faibre J, Couillault C, Belghiti C

(1996) Folate and alcohol intakes: related or independent roles in
the adenoma—carcinoma sequence? Nutr Cancer 26: 337-346.

. Giovannucci E, Stampfer MJ, Colditz GA (1993) Folate, methi-

onine, and alcohol intake and risk of colorectal adenoma. J Natl
Cancer Inst 85: 875-884.

. Baron JA, Sandler RS, Haile RW, Mandel JS, Mott LA, Greenberg

ER (1998) Folate intake, alcohol consumption, cigarette smoking,
and risk of colorectal adenomas. J Natl Cancer Inst 90: 57-62.

. Benito E, Stiggelbout A, Bosch FX, et al. (1991) Nutritional

factors in colorectal cancer risk: a case—control study in Majorca.
Int J Cancer 49: 161-167.

. Freudenheim JL, Graham S, Marshall JR, Haughey BP, Chole-

winski S, Wilkinson G (1991) Folate intake and carcinogenesis of
the colon and rectum. Int J Epidemiol 20: 368-374.

. Meyer F, White E (1993) Alcohol and nutrients in relation to colon

cancer in middle-aged adults. Am J Epidemiol 138: 225-236.

. Ferraroni M, La Vecchia C, D’Avanzo B (1994) Selected mi-

cronutrient intake and the risk of colorectal cancer. Br J Cancer 70:
1150-1155.

. Glynn SA, Albanes D, Pietinen P, Brown CC, Rautalahti M,

Tangrea JA (1996) Colorectal cancer and folate status: a nested
case—control study among male smokers. Cancer Epidemiol Bio-
markers Prev 5: 487-494.

. La Vecchia C, Braga C, Negri E, et al. (1997) Intake of selected

micronutrients and risk of colorectal cancer. Int J Cancer 73: 525-530.

. Giovannucci E, Rimm EB, Ascherio A, Stampfer MJ, Colditz

FA, Willett WC (1995) Alcohol, low-methionine-low-folate di-

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31

32.

33.

34.

35.

36.

E.J. Jacobs et al.

ets, and risk of colon cancer in men. J Natl Cancer Inst 87: 265—
273.

. World Cancer Research Fund Panel (1997) Food, Nutrition and the

Prevention of Cancer: a Global Perspective. Washington, DC:
American Institute for Cancer Research.

Giovannucci E, Stampfer MJ, Colditz GA, et al. (1998) Multiv-
itamin use, folate, and colon cancer in women in the nurses’ health
study. Ann Intern Med 129: 517-524.

White E, Shannon JS, Patterson RE (1997) Relationship between
vitamin and calcium supplement use and colon cancer. Cancer
Epidemiol Biomarkers Prev 6: 769-774.

Watkins ML, Erickson JD, Thun MJ, Mulinare J, Heath CW
(2000) Multivitamin use and mortality in a large prospective study.
Am J Epidemiol 152: 149-162.

Stellman SD, Garfinkel L (1986) Smoking habits and tar levels in a
new American Cancer Society prospective study of 1.2 million men
and women. J Nat! Cancer Inst 76: 1057-1063.

Calle EE, Terrell DD (1993) Utility of the national death index for
ascertainment of mortality among Cancer Prevention Study II
participants. Am J Epidemiol 137: 235-241.

World Health Organization (1997) International Classification of
Diseases: manual of the international statistical classification of
diseases, injuries, and causes of death. Geneva: World Health
Organization.

Thun MJ, Calle EE, Namboodiri MM, et al. (1992) Risk factors
for fatal colon cancer in a large prospective study. J Natl Cancer
Inst 19: 1491-1500.

Percy C, Stanek E, Gloeckler L (1981) Accuracy of cancer death
certificates and its effect on cancer mortality statistics. Am J Public
Health 71: 242-250.

Song J, Sohn KJ, Medline A, Ash C, Gallinger S, Kim YI
(2000) Chemopreventive effects of dietary folate on intestinal
polyps in Apc +/— Msh2 —/— mice. Cancer Res 60: 3191-
3199.

Hillman RS, Steinberg SE (1982) The effects of alcohol on folate
metabolism. Annu Rev Med 33: 345-354.

Zhang S, Hunter DJ, Hankinson SE, et al. (1999) A prospective
study of folate intake and the risk of breast cancer. JAMA 281:
1632-1637.

Rohan TE, Jain MG, Howe GR, Miller AB (2000) Dietary folate
consumption and breast cancer risk. J Natl Cancer Inst 92: 266—
269.

Negri E, La Vecchia C, Franceschi S (2000) Dietary folate
consumption and breast cancer risk. J Natl Cancer Inst 92:
1270-1271.

Chen J, Giovannucci E, Kelsey K, et al. (1996) A methylenetet-
rahydrofolate reductase polymorphism and the risk of colorectal
cancer. Cancer Res 56: 4862-4864.

Ma J, Stampfer MJ, Giovannucci E, et al. (1997) Methylenetet-
rahydrofolate reductase polymorphism, dietary interactions, and
risk of colorectal cancer. Cancer Res 57: 1098-1102.

Martinez EM, Maltzman T, Marshall JR, et al. (1999) Risk factors
for Ki-ras protooncogene mutation in sporadic colorectal adeno-
mas. Cancer Res 59: 5181-5185.

Jacobs EJ, Connell CJ, Patel AV, et al. (2001) Vitamin C and
vitamin E supplement use and colorectal cancer mortality in a
large American Cancer Society cohort. Cancer Epidemiol Biomar-
kers Prev 10: 17-23.



