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INTRODUCTION: To examine the association between low-dose aspirin use and risk of colorectal cancer (CRC).

METHODS: In this nationwide cohort study, we identified individuals aged 50 years or older residing for 6 months or
more in Norway in 2004-2018 and obtained data from national registers on drug prescriptions, cancer
occurrence, and sociodemographic factors. Multivariable Cox regression models were used to estimate
the association between low-dose aspirin use and CRC risk. In addition, we calculated the number of
CRC potentially averted by low-dose aspirin use.

Association between current use of low-dose aspirin and risk of colorectal cancer
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RESULTS:

We included 2,186,390 individuals. During the median follow-up of 10.9 years, 579,196 (26.5%)

used low-dose aspirin, and 38,577 (1.8%) were diagnosed with CRC. Current use of aspirin vs never use
was associated with lower CRC risk (hazard ratio [HR] 0.87, 95% confidence interval [CI] 0.84-0.90).
The association was more pronounced for metastatic CRC (HR 0.79; 95% CI 0.74-0.84) than
regionally advanced (HR 0.89; 95% C1 0.85-0.92) and localized CRC (HR 0.93; 95% C1 0.87-1.00; P
heterogeneity = 0.001). A significant trend was found between duration of current use and CRC risk:
HR 0.91 (95% CI 0.86-0.95) for <3 years, HR 0.85 (0.80-0.91) for =23 and <5 years, and HR 0.84
(0.80-0.88) for =5 years of use vs never use (Ptrend < 0.001). For past use, HR were 0.89 (95% CI
0.84-0.94) for <3 years, 0.90 (0.83-0.99) for >3 and <5 years, and 0.98 (0.91-1.06) for =5 years
since last use vs never use (P-trend < 0.001). We estimated that aspirin use averted 1,073 cases of CRC

(95% CI 818-1,338) in the study period.

DISCUSSION:

KEYWORDS: aspirin; incidence; colorectal cancer; cohort study

In this nationwide cohort, use of low-dose aspirin was associated with a lower risk of CRC.

SUPPLEMENTARY MATERIAL accompanies this paper at http://links.lww.com/AJG/D194, http:/links.lww.com/AJG/D195, and http://links.lww.com/AJG/D196
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INTRODUCTION

In 2020, colorectal cancer (CRC) had the third highest incidence
rate and second highest mortality rate of all cancers worldwide,
imposing substantial burden on individuals and health systems
(1). Public health strategies aiming to ease this burden include
developing screening programs for prevention and early de-
tection of CRC (2,3) and raising awareness about harmful lifestyle
habits that increase CRC risk, including physical inactivity,
overweight and obesity, alcohol consumption, cigarette smoking,
and poor diet (4,5). Chemoprevention is an additional well-
studied strategy to inhibit, slow down, or reverse the carcino-
genesis process (6). Aspirin has been long regarded as the most
promising preventive agent against CRC (7). In a meta-analysis of
45 observational studies, regular aspirin use was associated with
27% lower CRC risk (7). Consistently, in a meta-analysis of 7
randomized controlled trials (RCT), aspirin use was associated
with 26% reduced CRC risk (8). However, some large cohorts
found no association between aspirin use and CRC risk when
aspirin was initiated after 70 years of age (9) and when aspirin was
used for less than 10 years (10) or 20 years (11). Furthermore, in
2021, the Aspirin in Reducing Events in the Elderly (ASPREE)
trial, a placebo-controlled trial that included healthy individuals
aged 70 years or older who were not using aspirin, found no
protective effect of aspirin against CRC after a median follow-up
of 4.7 years (12). Another placebo-controlled trial published in
2018, A Study of Cardiovascular Events in Diabetes, found no
association between aspirin use and risk of gastrointestinal can-
cers, with CRC being the most common, after a mean follow-up of
7.4 years (13). So while in 2016, the US Preventive Services Task
Force (USPSTF) recommended low-dose aspirin initiation for
primary prevention against CRC in adults aged 50-59 years (14),
in 2022, based on the recent contradictory evidence, the USPSTF
revoked that recommendation (15).

Besides the aforementioned conflicting results, many pub-
lished studies included a relatively small number of cases with
CRC (7) and did not investigate the association between aspirin
and CRC risk according to the individuals’ characteristics (e.g.,
age and sex), cancer characteristics (e.g., location within the
colorectum and stage at diagnosis), or patterns of aspirin use (e.g.,
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dose and duration of use) (11,16-22). These limitations make it
difficult to understand whether aspirin may be effective only in
specific subpopulations, against particular CRC types, and in
certain doses or after a certain duration of use.

Given the listed uncertainties and limitations, the protective
effect of aspirin against CRC risk and the optimal pattern of use in
the average-risk population remains highly debated. Therefore,
we decided to conduct a nationwide population-based cohort
study to investigate the association between aspirin use and CRC
incidence. The large number of individuals and cases with cancer
allowed stratifying the analyses by important cancer and pop-
ulation characteristics. Furthermore, we analyzed different doses
and lengths of exposure in current aspirin users and time since
aspirin discontinuation in past users. We additionally estimated
the number of CRC possibly averted by aspirin in the study
period.

METHODS

Study population and design

We conducted a registry-based cohort study by identifying in-
dividuals aged 18-79 years in 2004 who lived in Norway anytime
between January 1, 2004, and December 31, 2018. Because low-
dose aspirin is recommended for the primary prevention of car-
diovascular events and possibly CRC in individuals aged 50 years
or older, but not for younger adults (14,15), we decided that
individuals aged 50 years or older constituted our target pop-
ulation. An analysis in individuals younger than 50 years would
lead to possibly inaccurate estimates with large confidence in-
tervals, given the small number of aspirin users, and would also be
oflimited clinical value. We excluded individuals with a history of
invasive cancer (except nonmelanoma skin cancer; International
Classification of Diseases, 10th Revision [ICD-10] code C44) be-
fore start of follow-up. Individuals entered the cohort on the
earliest date among January 1, 2004, the date they turn 49.5 years
of age, or first immigration date. We started to follow-up par-
ticipants 6 months after they entered the cohort, to have data on 6
months of medication history. We followed up participants until
the earliest date among CRC diagnosis (outcome of interest),
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another cancer diagnosis (except C44), death, emigration, or end
of follow-up (December 31, 2018).

Data sources

This cohort study used data from population-based registries,
including Cancer Registry of Norway (CRN), Norwegian Pre-
scription Database (NorPD), Cause of Death Registry, and Sta-
tistics Norway, linked by a unique personal identification
number. CRN provided data on all diagnosed cancers and their
characteristics, like the anatomical site and stage at the diagnosis.
NorPD started registering information on prescriptions collected
from pharmacies in Norway in 2004 (23) and provided data on
the prescription date, the Anatomical Therapeutic Chemical
(ATC) code, the number of dispensed packages, and defined daily
doses (DDD). DDD is the daily average maintenance dose for
the main indication in adults (24). Cause of Death Registry
provided data on date of death (25). Sociodemographic data,
including date of birth, migration history, educational level
(none/primary school, secondary school, university, and
missing), household income (categorized in quartiles and
missing), marital status (married/partnered, not married/
partnered, missing), and country of birth (Norway, other
Nordic countries [including Denmark, Finland, Iceland, and
Sweden], and rest of the world), were acquired from Statistics
Norway (26).

Exposure assessment

All aspirin prescriptions (ATC codes BOIAC06 and BO1AC56)
had low-dose formulations (75, 81, or 160 mg tablets). We had no
data on use of regular-dose aspirin, which is usually an over-the-
counter product and not obtained by registered prescriptions
(ATC code: N02BAO01). We calculated each prescription’s treat-
ment duration by assuming 1 DDD per day and extended that
duration by 4 months as a grace period. When 2 or more treat-
ment periods overlapped, we merged those into 1 treatment
period.

Commencing or discontinuing a certain treatment close to
cancer diagnosis could be due to an undiagnosed cancer’s early
symptoms. Incident drug use before cancer diagnosis increases
starting from 6 months before diagnosis and leads to possible
reverse causation. To limit the risk of reverse causation, we ap-
plied a lag-time period of 6 months to all prescriptions (new
prescription date = original prescription date + 6 months)
(27,28).

We assessed low-dose aspirin exposure in a time-dependent
manner. Individuals could contribute person-time at risk as
never-user, current user, and past user. An individual with no
prescription during the 6 months after cohort entry started
contributing person-time as never-user at the start of follow-
up until the first possible low-dose aspirin prescription (see
Supplementary Figure 1, Supplementary Digital Content 1,
http://links.lww.com/AJG/D194). Individuals contributed
person-time as current users from the first prescription date
until the treatment period’s end. Individuals contributed
person-time as past users from the end of a treatment period
until the next prescription or end of follow-up. Individuals
with a prescription during the 6 months after the cohort entry
date were defined as prevalent users and started contribut-
ing person-time as current or past users from the start of
follow-up.

Low-Dose Aspirin and Prevention of CRC

Outcome assessment

The outcome of interest was first primary malignant carcinoma of
the colorectum (ICD-10: C18-C20), excluding noncarcinomatous
cancers, such as sarcomas, lymphomas, and neuroendocrine tu-
mors. In individuals with several diagnoses in distinct sites of
colorectum (n = 241), the diagnosis with highest stage was the
outcome, and when the diagnoses had identical stages, only 1 was
selected randomly as the outcome for those individuals (n = 316).
We categorized CRC by site into proximal (from cecum and
appendix to and including splenic flexure), distal (distal to splenic
flexure up to and including the descending and sigmoid colon),
and rectal (rectosigmoid junction and rectum). Clinical stage was
categorized as localized, regionally advanced, or metastatic,
according to the Surveillance, Epidemiology, and End Results
Program in the United States National Cancer Institute (29).

Statistical analysis

We used descriptive statistics to illustrate the baseline socio-
demographic characteristics and use of medications in low-dose
aspirin users and nonusers. We used Cox regression models with
age as the timescale, to estimate the hazard ratios (HR) with 95%
confidence intervals (CI) for the association between low-dose
aspirin use and CRC risk, in the entire population, and stratified
by sex. Because the aim of this study was to investigate the po-
tential protective effect of aspirin against CRC, cause-specific HR
are more relevant than HR obtained from competing risk models
(30). We tested the interaction between current aspirin use and
sex using an interaction term. The association was studied by age
by categorizing the cohort into 2 subcohorts where 70 years of age
was considered the end of follow-up in 1 cohort (50 years or older
and younger than 70 years) and the start of follow-up for the
second one (70 years or older). The heterogeneity of the HR
between CRC in 2 age groups was investigated using the Wald test
(31). Furthermore, we studied the association between low-dose
aspirin use and CRC site/stage-specific risk by censoring indi-
viduals with CRC of different site/stage in each Cox model. We
investigated the heterogeneity of the HR between CRC sites and
stages using the Wald test (31). All estimates were adjusted for
sex, country of birth, education level, income, and marital status,
all registered at cohort entry and for the use of selected medication
classes (see Supplementary Table 1, Supplementary Digital
Content 3, http://links.lww.com/AJG/D196). We created sepa-
rate categories for missing values. A prescription containing a
combination of 2 drugs was analyzed as 2 medication classes. An
individual was considered a user of a specific medication class
from the first prescription date until the end of follow-up. Pro-
portional hazards assumption was investigated using Schoenfeld
residuals.

We studied the association between different doses of aspirin
and CRC risk by creating a new exposure variable with 5 cate-
gories: never use, current use of 75/81 mg of aspirin, current use of
160 mg of aspirin, past use of 75/81 mg of aspirin, and past use of
160 mg of aspirin. We combined 75 mg and 81 mg because of few
81 mg aspirin users. Because it would be hard to disentangle the
effect of 75/81 mg and 160 mg on the risk of cancer in people who
changed doses during the follow-up, we chose to right-censor the
observation of those individuals at the date of first dose change,
rather than building time-dependent dose models.

Besides the cohort design, we conducted a nested case-control
study to evaluate the dose-response association between low-dose
aspirin use and CRC risk. We chose a nested case-control design
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over a time-varying exposure cohort design for computing effi-
ciency. We matched the cases with CRC to 10 controls of the same
sex, still at risk of CRC at the age and date when the corresponding
case had CRC (index date). We defined the exposure based on the
last exposure status before the index date (see Supplementary
Figure 2, Supplementary Digital Content 2, http://links.Iww.com/
AJG/D195) and created a variable with 7 categories: never use, 3
levels of current use (<3, =3 and <5, and =5 years of use), and 3
levels of past use (<3, =3 and <5, and =5 years since last use).
We included only individuals with at least 5 years of follow-up in
the cohort to have at least 5 years of aspirin use history. Condi-
tional logistic regression was used to estimate HR (32) and 95%
CL All estimates were adjusted for age, sex, and index date by
matching, and the following possible confounders registered at
index date: country of birth, education level, income, marital
status, and use of selected medication classes (see Supplementary
Table 1, Supplementary Digital Content 3, http://links.lww.com/
AJG/D196). To test for trend for the duration of aspirin use and
time since the last aspirin use, we entered 2 continuous variables
in each logistic regression model: one variable for the duration of
aspirin use, having value 0 for never and past use and values 1-3
for current use for <3, =3 and <5, and =5 years, and another
variable for time since last aspirin use, having value 0 for never
and current use and values 1-3 for use discontinued =5, =3 and
<5, and <3 years before the index date. We performed a sensi-
tivity analysis using the new-user case-control design where, in-
stead of including only individuals with at least 5 years of follow-
up, we excluded prevalent low-dose aspirin users from the study
population and then built a case-control study with the same
matching rules and criteria (27).

The prevented fraction for the population (PFP) and the
corresponding number of cases with CRC potentially averted by
low-dose aspirin use were calculated using the formulas reported
by Strain and colleagues (33). The formulas incorporate the
prevalence of low-dose aspirin use and the unadjusted (i.e. only
adjusted for age as the timescale) and adjusted HR of CRC risk for
low-dose aspirin users (either current or past users) vs never-
users. To calculate the prevalence of low-dose aspirin users in the
study period, we randomly selected 1 day per calendar year and
estimated the year-specific prevalence as the number of users
divided by the number of individuals in the cohort on each date.
Next, we calculated the mean prevalence of the study period as the
mean of all the year-specific prevalence estimates. The confidence
interval for the PFP and number of averted cases was based on
10,000 Monte-Carlo simulations and estimated as proposed by
Strain et al (33).

All tests were 2-sided, with significance set at P values <0.05. R
software version 4.1.2 (http://cran.r-project.org/) was used for
statistical analyses.

RESULTS

We identified 4,091,792 men and women who lived in Norway
anytime from 2004 to 2018 (Figure 1). After excluding individuals
who lived in Norway for less than 6 months (n = 309,423), those
with a history of cancer (n = 112,230), and those younger than 50
years at the end of follow-up (n = 1,483,749), we included
2,186,390 individuals. During a median follow-up of 10.9 years,
38,577 (1.8%) were diagnosed with CRC and 579,196 (26.5%)
individuals used low-dose aspirin at least once. Low-dose aspirin
use was more frequent in male individuals, older individuals,
individuals with lower education, lower income, and Norwegian
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n=4,091,792

individuals 1879 years of age on 01/01/2004,
living in Norway anytime during 2004-2018

n=1,905,402 individuals excluded for the following
reasons:

living in Norway for < 6 months: 309,423 -
with a history of cancer: 112,230
younger than 50 years: 1,483,749

n=2,186,390
individuals included in the analysis

Figure 1. Flowchart for the inclusion of cohort population, 2004-2018,
Norway.

origin, and users of antithrombotics, antihypertensives, cardiac
therapy agents, statins, antidiabetics, nonsteroidal anti-
inflammatory drugs, antidepressants, and menopausal hor-
mone therapy (for female individuals) (Table 1). Of all low-dose
aspirin prescriptions, 80.7% were 75 mg, 0.01% 81 mg, and 19.3%
were 160 mg.

Both current use (HR 0.87; 95% CI 0.84-0.90) and past use
(HR 0.94; 95% CI 0.90-0.98) of low-dose aspirin use vs never use
were associated with alower CRC risk (Table 2). Similar estimates
for current low-dose aspirin use vs never use were found in female
individuals (HR 0.85; 95% CI 0.82-0.89) and male individuals
(HR 0.88; 95% CI 0.84-0.92; P interaction = 0.251), individuals
younger than 70 years (HR 0.86; 95% CI 0.82-0.91) and those
aged 70 years or older (HR 0.88; 95% CI 0.85-0.91; P-heteroge-
neity = 0.492; see Supplementary Table 2, Supplementary Digital
Content 3, http://linksIww.com/AJG/D196), and CRC in the
proximal colon (HR 0.86; 95% CI 0.82-0.90), distal colon (HR
0.89; 95% CI 0.84-0.94), and rectum (HR 0.95; 95% CI 0.91-1.01;
P heterogeneity = 0.361) (Table 2). The association was more
profound for metastatic CRC (HR 0.79; 95% CI 0.74-0.84)
than CRC diagnosed in earlier stages (regionally advanced:
HR 0.89; 95% CI 0.85-0.92; localized: HR 0.93; 95% CI
0.87-1.00; P heterogeneity = 0.001). Current use of 160 mg
tablets had a stronger association with CRC (HR 0.81; 95%
CI 0.77-0.85) than the current use of 75 mg tablets (HR 0.88;
95% CI 0.85-0.91; P heterogeneity = 0.002).

In the nested case-control study, we included 27,673 cases and
276,730 controls (see Supplementary Table 3, Supplementary
Digital Content 3, http://links.lww.com/AJG/D196). We found a
trend in the association between duration of low-dose aspirin use
and CRC risk: HR for current low-dose aspirin use for <3, =3
and <5, and =5 years were 0.91 (95% CI 0.86-0.95), 0.85
(0.80-0.91), and 0.84 (0.80-0.88), respectively (P trend < 0.001)
(Figure 2A). Likewise, we found a trend in the association be-
tween time since last low-dose aspirin use and CRC risk: HR for
past use of low-dose aspirin were 0.89 (95% CI 0.84-0.94) for <3
years, 0.90 (0.83-0.99) for =3 and <5 years, and 0.98 (0.91-1.06)
for =5 years since last use (P trend < 0.001). The estimates did
not change substantially after stratifying the analysis by sex
(Figure 2B and C, see Supplementary Table 5, Supplementary
Digital Content 3, http://links.Iww.com/AJG/D196) and age
groups (see Supplementary Tables 4 and 6, Supplementary

VOLUME 00 | MONTH 2024 www.amjgastro.com


http://links.lww.com/AJG/D195
http://links.lww.com/AJG/D195
http://links.lww.com/AJG/D196
http://links.lww.com/AJG/D196
http://cran.r-project.org/
http://links.lww.com/AJG/D196
http://links.lww.com/AJG/D196
http://links.lww.com/AJG/D196
http://www.amjgastro.com

SMIAGZOUMIPXZOBBAROATOAEIOYIASALLIAIPOOAEIEAHIOIAOA

UMY TXDOMADYOINXZOHISABZIy T +erNIOITWNOTZTARY HAaSHA QY] Aq Ble/wod mm| sjeusnoly/:diny woly papeojumoqd

¥20Z/ET/90 uo

Low-Dose Aspirin and Prevention of CRC

Table 1. Characteristics of the population by use of low-dose aspirin, 2004-2018, Norway

||
[¢]
<

Males 774,259 (48.2) 328,502 (56.7)

Median (Q1, Q3) 50.0 (50.0, 58.0) 60.0 (53.0, 69.0)

None/mandatory 384,800 (23.9) 191,865 (33.1)

University 442,659 (27.5) 110,748 (19.1)

Income (Norwegian kroner)

Q2 368,727 (22.9) 168,184 (29.0)

Q4 434,109 (27.0) 102,801 (17.7)

Marital status

Not married/partnered 601,303 (37.4) 198,646 (34.3)

Country of birth

Other Nordic countries® 57,509 (3.6) 13,272 (2.3)

Use of other medications

Nonselective beta-blockers 43,535 (2.7) 51,573 (8.9)

Calcium channel blockers 207,582 (12.9) 230,614 (39.8)

Angiotensin receptor blockers 299,047 (18.6) 257,424 (44.4)

Cardiac therapy agents 77,244 (4.8) 208,109 (35.9)

Antidiabetics 93,732 (5.8) 108,098 (18.7)

Antidepressants 293,604 (18.3) 162,899 (28.1)

2Q1-Q4: quartiles for household income in Norwegian Krone (Q1 <193,000; Q2 193,000-309,300; Q3 309,301-464,500; and Q4 >464,500).
PIncludes Denmark, Finland, Iceland, and Sweden.

Digital Content 3, http://links.lww.com/AJG/D196) and when we In this national cohort, the mean prevalence of low-dose as-
applied the new-user design (data not shown). pirin use along the study period was 21.8% (95% CI 21.6-21.9).
The PFP was 2.7% (95% CI 2.1-3.3), corresponding to an estimate
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Table 2. Association between use of low-dose aspirin and incidence of colorectal cancer in Norway, 2004-2018, in the cohort population,

overall and by sex

CRC
Never use
Current use
Past use
By CRC site
Proximal colon
Never use
Current use
Past use
Distal colon
Never use
Current use
Past use
Rectum
Never use
Current use
Past use
By CRC stage
Localized
Never use
Current use
Past use
Regionally advanced
Never use
Current use
Past use
Metastatic
Never use
Current use
Past use
By aspirin dose
Never use
Aspirin 75 mg
Current use
Past use
Aspirin 160 mg
Current use

Past use

Overall population

Female individuals

Male individuals

Cases

26,365
9,052
3,160

10,352
3,906
1,438

6,449
2,164
762

9,072
2,815
865

4,569
1,923
684

13,978
4,830
1,596

6,486

1,782

628

26,365

5,786
2,128

1,522
601

Person-years

16,503,146
3,449,515
1,074,427

16,503,146
3,449,515
1,074,427

16,503,146
3,449,515
1,074,427

16,503,146
3,449,515
1,074,427

16,503,146
3,449,515
1,074,427

16,503,146
3,449,515
1,074,427

16,503,146
3,449,515
1,074,427

16,503,146

2,242,802
765,744

622,084
191,726

HR? (95% CI)

1 (ref.)
0.87 (0.84-0.90)
0.94 (0.90-0.98)

1 (ref.)
0.87 (0.83-0.91)
0.95 (0.89-1.01)

1 (ref.)
0.85 (0.80-0.91)
0.94 (0.87-1.02)

1 (ref.)
0.90 (0.85-0.95)
0.90 (0.84-0.97)

1 (ref.)
0.94 (0.87-1.00)
1.05 (0.96-1.15)

1 (ref.)
0.89 (0.85-0.92)
0.91 (0.86-0.96)

1 (ref.)

0.79 (0.74-0.84)

0.88 (0.80-0.96)

1 (ref.)

0.88 (0.85-0.91)
0.93 (0.88-0.97)

0.81 (0.77-0.85)
0.96 (0.88-1.04)

Cl, confidence interval; CRC, colorectal cancer; HR, hazard ratio.
?Age was the underlying timescale (age adjusted), and models were additionally adjusted for sex, education level, income, marital status, country of birth, and use of
antithrombotics (except aspirin), beta-blockers, calcium channel blockers, agents acting on the renin-angiotensin system, diuretics, cardiac therapy agents, statins,
antidiabetics, nonsteroidal anti-inflammatory drugs, antidepressants, and menopausal hormone therapy (female individuals only).
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a Low-dose aspirin use Controls
Never use 176070

Current use

Use <3 years 24869
>3 and <5 years since last use 13175
Use > 5 years 34589
P for trend
Low-dose aspirin use Controls
Never use 176070
Past use
<3 years since last use 14890
>3 and <5 years since last use 5768
>5 years since last use 7369
P for trend

b Low-dose aspirin use Controls
Never use 89090

Current use

Use <3 years 10681
>3 and <5 years since last use 5569
Use > 5 years 13693
P for trend
Low-dose aspirin use Controls
Never use 89090
Past use
<3 years since last use 6942
>3 and <5 years since last use 2783
> 5 years since last use 3692
P for trend

C  Low-dose aspirin use Controls
Never use 86980

Current use

Use <3 years 14188
>3 and <5 years since last use 7606
Use >5 years 20896
P for trend

Low-dose aspirin use Controls
Never use 86980
Past use

<3 years since last use 7948
>3 and <5 years since last use 2985
>5 years since last use 3677
P for trend
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0.90 (0.86-0.95)
0.85 (0.79-0.91)
0.83 (0.80-0.87)

<0.001

HR (95% Cl)

1 (ref)

0.89 (0.83-0.94)

0.90 (0.82-0.98)

0.98 (0.90-1.06)
<0.001

HR (95% Cl)
1 (ref)

0.88 (0.82-0.95)
0.81(0.73-0.89)
0.82 (0.76-0.88)

<0.001

HR (95% Cl)

1 (ref)

0.85 (0.78-0.92)
0.94 (0.83-1.07)
0.89 (0.79-1.00)

<0.001

HR (95% Cl)

1 (ref)

0.92 (0.86-0.98)

0.88 (0.80-0.95)

0.85 (0.80-0.90)
<0.001

HR (95% Cl)

1 (ref)

0.92 (0.84-0.99)

0.86 (0.76-0.97)

1.06 (0.96-1.18)
0.030

Low-Dose Aspirin and Prevention of CRC

0.80 0.90 1 1.1
HR (95% CI)

0.70 0.80 0.90 1.0 11
HR (95% CI)

0.70 080 090 10 11 12
HR (95% CI)

Figure 2. Association between use of low-dose aspirin and incidence of colorectal cancer in Norway in 2004-2018 in the nested case-control study, overall
(a), and infemale (b) and male individuals (c). Models were adjusted for age, sex, index date by matching, education level, income, marital status, country of
birth, and use of antithrombotics (except aspirin), beta-blockers, calcium channel blockers, agents acting on the renin-angiotensin system, diuretics,
cardiac therapy agents, statins, antidiabetics, nonsteroidal anti-inflammatory drugs, antidepressants, and menopausal hormone therapy (female indi-

viduals only). Cl, confidence interval; HR, hazard ratio.
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of 1,073 (95% CI 818-1,338) CRC cases averted by low-dose
aspirin use.

DISCUSSION

In this large population-based cohort of individuals aged 50 years
or older, we found an association between low-dose aspirin use
and lower CRC risk. The association was similar in men and
women, in individuals younger than 70 years and those aged 70
years or older, and for cancer in the proximal colon, distal colon,
and rectum, but it was more profound for metastatic CRC than
CRC diagnosed in earlier stages. The CRC risk decreased as the
duration of low-dose aspirin use increased. Use of 160 mg tablets
was associated with a greater CRC risk reduction than the use of
75 mg tablets. Furthermore, a lower CRC risk was found among
individuals who had stopped taking the drug for less than 5 years.

We found a 13% lower CRC risk associated with current low-
dose aspirin use vs never use, consistent with the findings of a
recent large nested case-control study including 80,000 cases with
CRC that reported an 11% lower CRC risk in long-term current
low-dose aspirin users vs never-users (34). Moreover, in 2018, a
network meta-analysis of RCT reported a 19% decrease in CRC
risk in low-dose aspirin (=100 mg) users compared with indi-
viduals receiving placebo (35). Long-term follow-up of the PLCO
(Prostate, Lung, Colorectal, and Ovarian) Cancer Screening Trial
found a 12% reduced CRC risk among individuals who had used 1
or more aspirin tablets per day during the year before start of trial
(18). In 2020, a large meta-analysis of 15 cohort, 11 nested case-
control, and 19 case-control studies reported a 27% reduced CRC
risk in regular users of aspirin (7). Noteworthy, the studies se-
lected in that meta-analysis included individuals using all doses of
aspirin and not just low dose. The same meta-analysis reported a
10% CRC risk reduction in 75 mg aspirin users, 11% in 81 mg
aspirin users, and 13% in 100 mg aspirin users (7), quite consis-
tent with our overall results and our dose-stratified results: 12%
risk reduction in aspirin 75 mg users and 19% in 160 mg users.
Contrary to the aforementioned evidence, in 2021, the ASPREE
trial found no association between aspirin use and CRC risk after
the median follow-up of 4.7 years (12). The ASPREE trial
recruited adults aged 70 years or older, with only 11% having
aspirin use history before joining the trial (12). It was argued later
that the limited follow-up time of participants without history of
aspirin use before the trial enrollment could partly explain the
negative results in the ASPREE trial (9,36). As previously men-
tioned, the USPSTF withdrew their previous aspirin recom-
mendations for CRC prevention based on the recent evidence
including the results of the ASPREE trial (12,14,15).

We found a significant trend in CRC risk reduction with
longer durations of low-dose aspirin exposure, with 9% decrease
for <3 years, 15% for =3 and <5 years, and 16% decrease for =5
years of low-dose aspirin use vs never use. Consistent with our
results, a meta-analysis of observational studies reported a similar
trend with 4% reduced CRC risk for 1 year, 11% for 3 years, and
19% for 5 years of regular aspirin use vs never use (7). The
available evidence regarding the possible protective effect of as-
pirin in past users is limited and controversial. Overall, we found a
6% lower CRC risk in past users vs never-users. The association
between past use and CRC risk depended on the time since dis-
continuation, and we observed a significant association only in
the first 5 years after discontinuation. A study found that past
users of low-dose aspirin who used it for at least 1 year had a 22%
lower CRC risk vs nonusers (19). Another study found that past
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users of regular-dose aspirin had the same risk as nonusers 1 year
after aspirin discontinuation (37). A third study reported in-
conclusive results on the association between past use of low-dose
aspirin and CRC risk (34).

A mechanism supporting the hypothesis that aspirin has a
protective effect against CRC risk is that aspirin blocks the mu-
tated APC (adenomatous polyposis coli) gene, leading to the in-
hibition of the KRAS pathway and the adenomatous polyp
formation (38,39). Another possible explanation is the higher
probability of bleeding of adenomas in aspirin users than in
nonusers. Overt or occult bleeding, the latter revealed by in-
creased use of screening tests for occult blood, might lead aspirin
users more frequently than nonusers to colonoscopy and removal
of adenomas and other possible CRC precursors (40).

We found a stronger inverse association between aspirin use
and regionally advanced and metastatic CRC compared with
localized CRC, supporting the hypothesis that aspirin slows down
the progression besides preventing cancer. A possible explanation
for this result is the antiplatelet mechanism of action of aspirin.
Aspirin irreversibly inhibits cyclooxygenase enzyme leading to
the downregulation of prostaglandin E2 levels and inhibition of
cell proliferation, inflammation, and angiogenesis in the already-
formed tumors (38,41). Aspirin users have an increased proba-
bility of bleeding from cancer lesions compared with nonusers,
possibly resulting in early diagnosis of CRC. Furthermore, aspirin
users have an increased risk of general bleeding events through
the same antiplatelet pathway, possibly leading to a higher referral
to colonoscopy and higher chances of early diagnosis of CRC
(22,40). Besides, aspirin users tend to visit their physicians when
they experience any sign of discomfort in the gastrointestinal tract,
which increases the possibility of opportunistic CRC screening and
early diagnosis. The indirect impact of aspirin use on time of CRC
diagnosis could partly explain the stronger association observed for
higher-stage CRC compared with early-stage CRC.

We found similar inverse association between aspirin use and
CRC risk in female and male individuals. Similarly, Bosetti et al
reported no significant difference between female and male in-
dividuals in their meta-analysis (7). We found similar association
between aspirin use and CRC risk in adults aged 70 years or older
and those younger than 70 years, while the ASPREE trial found no
association between aspirin use and CRC risk in adults aged 70
years or older (12). The evidence on the association between
aspirin and CRC according to the cancer site within the colorectal
tract is controversial. We found no significant difference between
the association between aspirin use and cancer risk in the distal
colon, proximal colon, and rectum. This is consistent with the
findings of the PLCO cancer screening trial that reported no
heterogeneity by CRC site (18). A cohort study in 2006 found a
stronger protective effect in aspirin users against distal colon
cancer compared with that against CRC in proximal colon and
rectum (11), while another study in 2010 reported a protective
effect against proximal colon cancer but not against distal colon
and rectal cancer (17).

By assuming a protective effect of aspirin against CRC, we esti-
mated that 1,073 cases with CRC were prevented by aspirin use,
equating to 2.7% lower CRC incidence. Another study in Australia
provided the number of CRC prevented by daily aspirin use and
reported 2% lower CRC incidence through daily aspirin use (42).

The main strength of our study is the large population,
allowing us to obtain precise estimates of the association of in-
terest and to study the association between aspirin use and CRC
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risk in various subpopulations defined by individual and cancer
characteristics. The linkage with NorPD ensured information on
medication use without the risk of recall bias. Moreover, CRN has
proven to provide very high-quality information on cancer (43,44).
To the best of our knowledge, our study is among the rare studies
presenting PFP estimates for CRC through aspirin use. To calculate
the PFP estimate, we used a methodology that minimizes the risk of
bias by potential confounders (33). We believe that PFP provides a
useful public health indicator that can inform policymakers.

A major limitation of our study is its observational nature,
which complicates the assessment of the causal association be-
tween low-dose aspirin and CRC. However, we believe that our
dose-response analyses on the duration of use, years since ces-
sation, and dose of aspirin add to the evidence of a protective
effect of aspirin against CRC. Because aspirin is used for the
primary prevention against cardiovascular events, aspirin users
and nonusers were incomparable in terms of age or presence of
comorbidities. However, we adjusted for sociodemographic
variables and use of other medication as the proxies for comor-
bidities. We had no information on several known risk factors of
CRC. If aspirin use is associated with high BMI, consumption of
alcohol, smoking, low physical activity, poor diet, and family
history of colorectal lesions, we can hypothesize that in our study,
the association between aspirin and CRC risk was underestimated.
During the study period, there was no national colorectal screening
program. However, as discussed earlier, aspirin users might have
attended opportunistic CRC screening more than nonusers and
benefited from the screening’s CRC preventive effect, for example,
through the removal of polyps. This might have led to a slight
overestimation of the association between aspirin use and CRC risk.

Because DDD does not always reflect the actual recommended
daily dose of the prescribed medication (45), use of DDD could
underestimate or overestimate the real exposure. However, low-
dose aspirin pills have enteric-coated formulations, so the pills
should not be divided (46). In fact, most aspirin users received 100
DDD boxes and renewed the prescription approximately every
100 days. We did not have information on the patients’ adherence
to the aspirin treatment, but it seems unlikely that individuals
who renewed their aspirin prescriptions for long periods, a pat-
tern generally observed in our study, did not take the drug. We
had no information on regular-dose aspirin use, so comparing
our results with those of previously published studies reporting
regular-dose aspirin as their main exposure is not straightfor-
ward. In addition, our results could be biased by the unknown
effect of high-dose aspirin consumption. If some of nonusers were
regular-dose aspirin users, then the magnitude of the reported
association between low-dose aspirin and CRC risk would be
underestimated. However, because regular-dose aspirin is rarely
used in Norway (0.2/1,000 users of all inhabitants in 2020) (47),
this issue should not be a concern in this study. We had no data
about the potential side effects of aspirin such as gastrointestinal
ulcer and bleeding, which limits widespread aspirin use for pri-
mary prevention against CRC (48). Yet notably, the purpose was
estimating the association between aspirin use and CRC in-
cidence and not providing recommendations for aspirin use.

In conclusion, our study provided novel and strong evidence
that low-dose aspirin use is associated with a lower CRC risk. The
association seemed to be particularly strong for metastatic CRC
and strengthened with increasing doses and increasing durations
of use. With this large cohort study, we provided novel and strong
evidence that supports the possible role of aspirin in the

Low-Dose Aspirin and Prevention of CRC

prevention of CRC. Based on our results, we believe that new RCT
are urgently needed to confirm the potential protective effect of
aspirin against CRC and to identify subgroups in the population
who might benefit the most from the use of aspirin.
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WHAT IS KNOWN

/ There is consistent data suggesting a reduced risk of
colorectal cancer (CRC) in aspirin users.
However, the use of aspirin for prevention of CRC is still highly
debated.

WHAT IS NEW HERE

\/ This large nationwide study found that the use of low-dose
aspirin was associated with a reduced risk of CRC.

The association was more profound in the more advanced
forms of CRC.

The association strengthened with increasing aspirin dose
and duration of use.
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